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Acutely disturbed or violent behaviour

Acute behavioural disturbance can occur in the context of psychiatric illness, physical
illness, substance abuse or personality disorder. Psychotic symptoms are common and the
patient may be aggressive towards others secondary to persecutory delusions or auditory,
visual or tactile hallucinations.

The clinical practice of rapid tranquillisation is used when appropriate psychological
and behavioural approaches have failed to de-escalate acutely disturbed behaviour. It is,
essentially, a treatment of last resort. Rapid tranquillisation is not underpinned by a strong
evidence base. Patients who require this treatment are often too disturbed to give informed
consent and therefore cannot participate in RCTs. Recommendations are therefore based
partly on research data, partly on theoretical considerations and partly on clinical
experience.

Several studies supporting the efficacy of oral atypicals have been published."* The
level of behavioural disturbance exhibited by the patients in these studies was moderate at
most, and all subjects accepted oral treatment (this degree of compliance would be
unusual in clinical practice). Note too that patients recruited to these studies received the
atypical as antipsychotic monotherapy. The efficacy and safety of adding a second
antipsychotic as ‘prn’ have not been tested in formal RCTs.

Larger, placebo-controlled RCTs support the efficacy of intramuscular (IM) olanzapine,
ziprasidone and aripiprazole. When considered together, these trials suggested that IM
olanzapine is more effective than IM haloperidol which in turn is more effective than IM

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry. Wiley.
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aripiprazole.® Again, the level of behavioural disturbance in these studies was moderate at
most. Two small open studies support the effectiveness of IM ziprasidone and IM
olanzapine in clinical emergencies (where disturbance was severe).%’

Four large RCTs (the TREC studies®'!) have investigated the effectiveness of parenteral
medication in ‘real-life’ acutely disturbed patients. Overall:

e IM midazolam 7.5-15 mg was more rapidly sedating than a combination of
haloperidol 5-10 mg and promethazine 50 mg (TREC 1)®
e olanzapine 10 mg was as effective as a combination of haloperidol 10 mg and
promethazine 25-50 mg in the short term, but the effect did not last as long
(TREC 4)"!
e a combination of haloperidol 5-10 mg and promethazine 50 mg was more
effective and better tolerated than haloperidol 5-10 mg alone (TREC 3)°
e a combination of haloperidol 10 mg and promethazine 25-50 mg was more
effective than lorazepam 4 mg (TREC 2).°
Note that TREC 3'° found IM haloperidol alone to be poorly tolerated; 6% of patients had
an acute dystonic reaction. In a meta-analysis that examined the tolerability of IM
antipsychotics when used for the treatment of agitation, the incidence of acute dystonia
with haloperidol was reported to be 5%, with SGAs faring considerably better.’* Acute
EPS may adversely affect longer-term compliance.' In addition, the SPC for haloperidol
requires a pretreatment ECG''® and recommends that concomitant antipsychotics are not
prescribed. The mean increase in QTc after 10 mg IM haloperidol has been administered
has been reported to be 15 ms but the range is wide.®

A small observational study supports the effectiveness of buccal midazolam in the
setting of a psychiatric intensive care unit setting.'” Parenteral administration of
midazolam, particularly in higher doses, may cause oversedation accompanied by
respiratory depression.'® Lorazepam IM is an established treatment and TREC 2° supports
its efficacy, although combining all results from the TREC studies suggests that midazolam
7.5-15 mg is probably more effective.

Plans for the management of individual patients should ideally be made in advance. The
aim is to prevent disturbed behaviour and reduce risk of violence. Nursing interventions
(de-escalation, time out), increased nursing levels, transfer of the patient to a psychiatric
intensive care unit and pharmacological management are options that may be employed.
Care should be taken to avoid combinations and high cumulative doses of antipsychotic
drugs. The monitoring of routine physical observations after rapid tranquillisation is
essential (see Box 7.10). Note that rapid tranquillisation is often viewed as punitive by
patients. There is little research into the patient experience of rapid tranquillisation.

The aims of rapid tranquillisation are threefold.

¢ To reduce suffering for the patient: psychological or physical (through self-harm
or accidents).
¢ To reduce risk of harm to others by maintaining a safe environment.

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry. Wiley.
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Remedial measures

Acute dystonia (including oculogyric crises)

Give procyclidine 5~10 mg IM or [V

Reduced respiratory rate (<10/min) or oxygen saturation <90%

Give oxygen, raise legs, ensure patient is not lying face down

Give flumazenil if benzodiazepine-induced respiratory depression suspected (see
Table 7.11)

If induced by any other sedative agent: transfer to a medical bed and ventilate
mechanically

Irregular or slow (<50/min) pulse

Refer to specialist medical care immediately

Fall in blood pressure (>30 mmHg orthostatic drop or <50
mmHg diastolic)

Have patient lie flat, tilt bed towards head. Monitor closely

Increased temperature

Withold antipsychotics (risk of NMS and perhaps arrhythmia). Check creatinine
kinase urgently

IM, intramuscular; 1V, intravenous; NMS, neuroleptic malignant syndrome.

Box 7.10 Rapid tranquillisation: physical monitoring

After any parenteral drug administration, monitor as follows.

¢ Temperature

e Pulse

¢ Blood pressure
o Respiratory rate

Every 5-10 min for 1 h, then half-hourly until patient is ambulatory. Patients who refuse to have their vital signs
monitored or who remain too behaviourally disturbed to be approached should be observed for signs/symptoms of
pyrexia, hypotension, oversedation and general physical well-being,

If the patient is asleep or unconscious, the continuous use of pulse oximetry to measure oxygen saturation is
desirable. A nurse should remain with the patient until ambulatory.

Electrocardiogram and haematological monitoring are also strongly recommended when parenteral antipsychotics
are given, especially when higher doses are used.?>?3 Hypokalaemia, stress and agitation place the patient at risk

of cardiac arrhythmia®* (see section on ‘QT prolongation’ in Chapter ). ECG monitoring is formally
recommended for all patients who receive haloperidol.

Box 7.11 Guidelines for the use of flumazenil

Indication for use If, after the administration of lorazepam, midazolam or diazepam, respiratory rate falls below 10/min.
Contraindications Patients with epilepsy who have been receiving long-term benzodiazepines.
Caution Dose should be carefully titrated in hepatic impairment.

Dose and route of administration

Initial: 200 pg intravenously over 15 sec.
If required level of consciousness not achieved after 60 sec, then, Subsequent dose: 100 pg over 10 sec.

Time before dose can be repeated | 60 sec.

Maximum dose 1 mg in 24 h (one initial dose and eight subsequent doses).

Side-effects Patients may become agitated, anxious or fearful on awakening,

Seizures may occur in regular benzodiazepine users.

Management Side-effects usually subside.
Ld L4
Monitoring
What to . X
nonitor? Respiratory rate.

How often? Continuously until respiratory rate retwns to baseline level.

Copyright © 2012, Wiley. Ali rights reserved.

again.

Flumazenil has a short half-life (much shorter than diazepam) and respiratory function may recover and then deteriorate

Kapur, S. (2012). The maudsley prescribing guidefines in psychiatry. Wiley.
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NB: If respiratory rate does not return to normal or patient is not alert after initial doses given, assume that sedation is due to some other
cause.

Box 7.12 Guidelines for the use of Clopixol Acuphase
(zuclopenthixol acetate)

Acuphase should be used only after an acutely psychotic patient has required repeated injections of short-acting
antipsychotic drugs, such as haloperidol or olanzapine, or sedative drugs such as lorazepam. It is perhaps best
reserved for those few patients who have a prior history of good response to Acuphase.
Acuphase should be given only when enough time has elapsed to assess the full response to previously injected
drugs: allow 15 min after I'V injections, 60 min after IM.
Acuphase should never be administered:

» inan attempt to ‘hasten’ the antipsychotic effect of other antipsychotic therapy

» for rapid tranquillisation (onset of effect is too slow)

¢ at the same time as other parenteral antipsychotics or benzodiazepines (may lead to oversedation

which is difficult to reverse)

e as a ‘test dose’ for zuclopenthixol decanoate depot

» to a patient who is physically resistant (risk of intravasation and oil embolus).
Acuphase should never be used for, or in, the following:

 patients who accept oral medication

e patients who are neurcleptic naive

e patients who are sensitive to EPS

¢ patients who are unconscious

e patients who are pregnant

e those with hepatic or renal impairment

¢ those with cardiac disease.

Onset and duration of action

Sedative effects usually begin to be seen 2 h after injection and peak after 12 h. The effects may last for up to 72
h. Note: Acuphase has no place in rapid tranquillisation: its action is not rapid.

Dose

Acuphase should be given in a dose of 50-150 mg, up to a maximum of 400 mg over a 2-week period. This

maximum duration ensures that a treatment plan is put in place. It does not indicate that there are known harmful

effects from more prolonged administration, although such use should be very exceptional. There is no such thing

as a ‘course of Acuphase’. The patient should be assessed before each administration. Injections should be
spaced at least 24 h apart.

EPS, extrapyramidal side-effects; IM, intramuscular; I'V, intravenous.

NB: zuclopenthixol acetate was formerly widely misused as a sort of ‘chemical straitjacket’. In reality, it is a potentially toxic preparation with

very little published information to support its use. 25
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drugs inhibiting
alcohol dependence/misuse
driving regulations
drug interactions
mild, assisted withdrawal
moderate, assisted withdrawal
pregnancy
psychotropic drug choice
relapse prevention
severe, assisted withdrawal
treatment see alcohol withdrawal
alcohol withdrawal
assessment
benzodiazepines
combined fixed-dose and symptom-triggered regimen
community-based
fixed-dose regimen
front-loading regimen
hallucinations
inpatient protocol
management
medically compromised patients
pregnancy
seizure prophylaxis
symptomatic therapy
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symptom-triggered regimen
syndrome
vitamin supplementation
aldehyde dehydrogenase
drugs inhibiting
alkaline phosphatase
allopurinol
a-2 adrenergic agonists
alprostadil
Alzheimer’s disease
antidepressants
behavioural and psychological symptoms (BPSD)
combination treatment
efficacy of drug treatment
mechanism of drug action
NICE guidance
other treatments
quantifying drug effects
switching between drugs
see also acetylcholinesterase inhibitors; antidementia drugs; memantine
amantadine
antipsychotic-induced weight gain
catatonia
Huntington’s disease
hyperprolactinaemia
multiple sclerosis
resistant depression
sexual dysfunction
tardive dyskinesia
amfebutamone see bupropion
amfetamine
depression
drug interactions
misuse
resistant depression
see also dexamfetamine
amino acids, tardive dyskinesia
6-(2-aminopropyl)benzofuran) (6-APB)
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amisulpride
adverse effects
breast feeding
clozapine augmentation
clozapine-related hypersalivation
cost
delirium
dementia
diabetes and
epilepsy
hepatic impairment
Huntington’s disease
maximum licensed dose
minimum effective dose
negative symptoms
overdose
plasma level monitoring
psychotic depression
refractory schizophrenia
relative efficacy
renal impairment
sexual adverse effects
amitriptyline
adverse effects
child and adolescent depression
clozapine-related hypersalivation
epilepsy
gel
intramuscul ar
intravenous
plasma level monitoring
pregnancy
rectal
renal impairment
surgical patients
amnesia, alcohol-induced
amoxapine, epilepsy
amphetamine see amfetamine
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amylase, serum
anaesthesia, psychotropics and
analgesia, opioid-dependent patients
angiotensin II antagonists, lithium interactions
angiotensin converting enzyme (ACE) inhibitors, lithium interactions
anorexia nervosa
Antabuse see disulfiram
‘ Antabuse reaction’
anticholinergic drugs
extrapyramidal side-effects
with long-acting injection antipsychotics
street drug interactions
anticholinergic side-effects
antidepressants
antipsychotics
renal impairment and
anticholinesterases see acetylcholinesterase (AChE) inhibitors
anticonvulsants
adults with learning disabilities
alcohol withdrawal
autism spectrum disorders
clozapine-induced seizures
dementia
depression/psychosis and
driving and
drug interactions
ECT seizure threshold and
plasma level monitoring
pregnancy
surgery and
withdrawing
women of childbearing age
see also mood stabilisers; specific agents
antidementia drugs
adverse effects
behavioural and psychological symptoms
combinations
dosing
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drug interactions
efficacy
Huntington’s disease
mechanisms of action
NICE guidance
Parkinson’s disease
quantifying effects
renal impairment
switching between
tolerability
see also acetylcholinesterase (AChE) inhibitors; memantine
antidepressants
adverse effects
comparison table
elderly
relative
alcohol misusers
alternative routes of administration
anxiety spectrum disorders
children and adolescents
benzodiazepine withdrawal
biochemical side-effects
bipolar depression
bipolar disorder
borderline personality disorder
breast feeding
cardiac effects
children and adolescents
Costs
cross-tapering
dementia
depression
algorithm
children and adolescents
choice of agent
duration of treatment
effectiveness
minimum effective doses

Copyright ® 2012. Wiley. All rights reserved.

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry. Wiley.
Created from hscqub on 2023-05-23 10:26:38,



Copyright © 2012. Wiley. All rights reserved.

VAHI

next-step treatrments
official guidance
onset of action
prescribing principles
prophylaxis
diabetes and
discontinuation symptoms
driving and
drug interactions
eating disorders
ECT seizure threshold and
elderly
epilepsy and
hepatic impairment
HIV infection
Huntington’s disease
hyperprolactinaemia and
hyponatraemic effects
indications
intramuscular
intravenous
lithium augmentation
multiple sclerosis
overdose
Parkinson’s disease
patient information
post-stroke depression
pregnancy
psychotic depression
rectal
renal impairment
resistant depression
schizophrenia negative symptoms
sexual dysfunction and
street drug interactions
sublingual
suicidality and
surgical patients
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swapping/stopping
transdermal
see also specific agents
antidiuretic hormone, syndrome of inappropriate secretion (SIADH)
antiepileptics see anticonvulsants
antimuscarinic drugs
akathisia
see also anticholinergic drugs
antipsychotics
acute mania/hypomania
adherence
adults with learning disabilities
adverse effects
combination therapy
dose-related
first- vs second-generation agents
relative
see also specific adverse effects
alcohol misusers
anorexia nervosa
atypical see second-generation antipsychotics
biochemical side-effects
bipolar disorder
borderline personality disorder
breast feeding
cardiovascular effects
catatonia
children and adolescents
attention deficit hyperactivity disorder
autism spectrum disorders
bipolar disorder
pathological aggression
psychosis
tics and Tourette’s syndrome
combination therapy
costs
delirium
dementia

Copyright © 2012. Wiley. All rights reserved.

Kapur, S, (2012). The maudsley prescribing guidelines in psychiatry. Wiley.
Created from hscqub on 2023-05-23 10:26:38.



Copyright © 2012. Wiley. Al rights reserved.

MAHI - STM - 122 -

depot see long-acting injection (LAI) antipsychotics
diabetes association
dose-response observations
doses
equivalent
loading
maximum licensed
minimum effective
when to increase
driving and
drug interactions
ECT seizure threshold and
epilepsy and
first-episode schizophrenia
first generation see first-generation antipsychotics
hepatic impairment
high-dose
HIV infection
Huntington’s disease
inadequate response

long-acting injections see long-acting injection (LAI) antipsychotics

monitoring metabolic effects
multiple sclerosis
negative symptoms
new

costs
NICE guidelines
overdose
Parkinson’s disease
plasma level variations
pregnancy
prescribing principles
prophylaxis
psychotic depression
rapid tranquillisation
relapse or acute exacerbation
relative efficacy
renal impairment
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resistant depression
second generation see second-generation antipsychotics
speed and onset of action
street drug interactions
surgical patients
switching
therapeutic index
typical see first-generation antipsychotics
withdrawal
see also specific agents
antiretroviral drugs
adverse psychiatric effects
drug interactions

antisocial personality disorder, attention deficit hyperactivity disorder and

anxiety
children and adolescents
multiple sclerosis
nicotine use
non-psychotropics causing
anxiety spectrum disorders
antidepressants
benzodiazepines
caffeine consumption
children and adolescents
driving regulations
HIV infection
NICE guidance
pregabalin
pregnancy
psychological approaches
SSRIs/SNRIs
anxiolytics
biochemical side-effects
driving and
renal impairment
see also benzodiazepines
6-APB (6-(2-aminopropyl)benzofuran)
aquaretics
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aripiprazole

acute mania/hypomania
adults with learning disabilities
adverse effects
augmentation
autism spectrum disorders
bipolar depression
bipolar disorder
children and adolescents
blood lipids and
breast feeding
children and adolescents
clozapine augmentation
cost
delirium
dementia
diabetes and
dose-response observations
epilepsy
hepatic impairment
Huntington’s disease
hyperprolactinaemia
maximum licensed dose
minimum effective dose
overdose
plasma level monitoring
psychotic depression
rapid tranquillisation
children and adolescents
refractory schizophrenia
relative efficacy
renal impairment
resistant depression
sexual function and
switching to
tardive dyskinesia and
armodafinil, depression
aromatherapy
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dementia
arrhythmias
antidepressant-induced
psychotropic-induced
QTc prolongation and
renal impairment
risk factors
asenapine
acute mania/hypomania
adverse effects
cost
maximum licensed dose
minimum effective dose
aspartate aminotransferase
Asperger’s syndrome
aspirin, multiple sclerosis
assays, drug
asthenia, non-psychotropics causing
ataxia, alcohol-induced
atazanavir
atenolol
atomoxetine

- STM -

attention deficit hyperactivity disorder

autism spectrum disorders
hepatic impairment
atropine

attention deficit hyperactivity disorder (ADHD)

adult
autism spectrum disorders
bipolar disorder and
driving regulations
NICE guidance
prescribing
attitudes to medication, assessing

122 -

398

atypical antipsychotics see second-generation antipsychotics

autism
autism spectrum disorders (ASD)
co-morbid problem behaviours
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driving regulations
fluoxetine prescribing
learning disability with
risperidone prescribing

baclofen
BALANCE study
barbiturates
ECT seizure threshold and
misuse
basophils

VAHI

STM -
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behavioural and psychological symptoms (BPSD) of dementia

behavioural disorders

acute see acutely disturbed behaviour

driving regulations
learning disabilities
non-psychotropics causing
behavioural therapies
dementia
drug-induced weight gain
opioid dependence
tics
benperidol, adverse effects
benzhexol
benzodiazepines
acute mania/hypomania
alcohol withdrawal
antagonism see flumazenil

antipsychotic-induced akathisia

anxiety disorders
anxiolytic

breast feeding

caffeine interaction
catatonia

children and adolescents
delirium

dementia

Copyright © 2012. Wiley. All rights reserved.

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry. Wiley.

Created from hscqub on 2023-05-23 10:26:38.



Copyright © 2012. Wiley. All rights reserved.

dependence
depression
detoxification
disinhibitory reactions
dosage reduction
driving and
drug interactions
ECT seizure threshold and
HIV infection
hypnotic
misuse
multiple sclerosis
overdose
pregnancy
psychosis
rapid tranquillisation
renal impairment
side-effects
smoking and
street drug interactions
surgery and
tardive dyskinesia
tolerance test
withdrawal symptoms
benztropine
B-blockers
bethanechol, sexual dysfunction
bicarbonate, plasma
bilirubin, serum
binge eating disorder

MAHI - STM -

biochemical side-effects, psychotropic drugs

bipolar disorder
antipsychotics
carbamazepine
children and adolescents
HIV infection
lithium
multiple sclerosis
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physical monitoring
pregnancy and postpartum
prophylaxis
rapid-cycling
valproate
withdrawing anticonvulsants
see also depression, bipolar; mania
bleeding, SSRI-related
blood pressure (BP)
after rapid tranquillisation
antidepressants and
monitoring, schizophrenia
starting clozapine
see also hypertension; hypotension
body dysmorphic disorder
borderline personality disorder (BPD)
botulinum toxin
clozapine-related hypersalivation
tardive dyskinesia
tics
bradykinesia
bradyphrenia
breast feeding
antidepressants
antipsychotics
mood stabilisers
nicotine replacement therapy
opioid dependence
prescribing principles
sedatives
see also postpartum period
bromocriptine
bulimia nervosa
buprenorphine
cautions
dose
dose reduction regimens
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NICE guidance

overdose

pregnancy and breast feeding
transferring from methadone to
withdrawal syndrome

buprenorphine/naloxone (Suboxone)
bupropion (amfebutamone)

antipsychotic-induced weight gain
attention deficit hyperactivity disorder
bipolar depression

breast feeding

clozapine-related hypersalivation
discontinuation symptoms
epilepsy

hyperprolactinaemia and
overdose

pregnancy

renal impairment

resistant depression

sexual dysfunction

smoking cessation

buspirone

adults with learning disabilities
children and adolescents

renal impairment

resistant depression

sexual dysfunction

y-butaryl-lactone (GBL)
butyrophenones

breast feeding
overdose

cabergoline
hyperprolactinaemia
resistant depression

caffeine
consumption in mental illness
content of drinks
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interactions

intoxication (caffeinism)

psychotropic effects
calcium, plasma
calcium antagonists, tardive dyskinesia
cancer, psychostimulants for depression
cannabinoids, Tourette’s syndrome
cannabis

drug interactions
capacity, mental

assessment

learning disabilities

to refuse medication
carbamazepine

acute mania/hypomania

adults with learning disabilities

adverse effects

alcohol withdrawal

attention deficit hyperactivity disorder

bipolar depression

bipolar disorder

breast feeding

children and adolescents

costs

discontinuation

drug interactions

formulations

hepatic impairment

HIV infection

indications

lithium interaction

mechanism of action

monitoring

overdose

plasma levels

pregnancy

prescribing

renal impairment
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smoking and
street drug interactions
surgical patients
women of child-bearing age
cardiac arrhythmias see arrhythmias
cardiomyopathy, clozapine-induced
cardiovascular adverse effects
acetylcholinesterase inhibitors
antidepressants
antipsychotics
clozapine
cardiovascular disease
prevention, dyslipidaemia
risk factors in schizophrenia
smoking cessation
catatonia
malignant
management
CATIE-AD study
CATIE study
CBT see cognitive behavioural therapy
CCRS5 antagonists
celecoxib, refractory schizophrenia
cerebrolysin
chemotherapy, clozapine and
children and adolescents
anxiety disorders
attention deficit hyperactivity disorder
autism spectrum disorders
bipolar illness
depression
drug doses
insomnia
obsessive compulsive disorder
pathological aggression
prescribing principles
psychosis
rapid tranquillisation
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smoking cessation

tics and Tourette’s syndrome
Chinese herbal medicine
chlordiazepoxide

alcohol withdrawal

diazepam equivalent dose

renal impairment
chloride, serum
chlorpromazine

adverse effects

breast feeding

epilepsy

equivalent doses

high-dose

maximum licensed dose

minimum effective dose

NICE guidance

overdose

pregnancy

renal impairment

sexual adverse effects

smoking and

speed and onset of action
cholesterol, blood

VAHI

STM -

122 -

cholinergic side-effects, acetylcholinesterase inhibitors
cholinesterase inhibitors see acetylcholinesterase inhibitors

cigarettes

smoking see smoking, cigarette

citalopram
adverse effects
anxiety disorders
breast feeding
cardiac effects

child and adolescent depression

dementia

hepatic impairment
intravenous

minimum effective dose
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post-stroke depression
renal impairment
resistant depression
swapping/stopping
Clinical Institute Withdrawal Assessment for Alcohol, Revised Version (CIWA-Ar)
clomethiazole (chlormethiazole), renal impairment
clomipramine
adverse effects
anxiety disorders
breast feeding
childhood obsessive compulsive disorder
epilepsy
intravenous
rectal
renal impairment
resistant depression
clonazepam
acute mania/hypomania
antipsychotic-induced akathisia
breast feeding
diazepam equivalent dose
renal impairment
tardive dyskinesia
clonidine
antipsychotic-induced akathisia
attention deficit hyperactivity disorder
autism spectrum disorders
clozapine-related hypersalivation
tics and Tourette’s syndrome
Clopixol see zuclopenthixol
clozapine
acute mania
adults with learning disabilities
adverse effects
common
community-based patients
management
serious
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uncommon or unusual
see also specific adverse effects
alternatives to
augmentation
bipolar disorder
blood lipids and
borderline personality disorder
breast feeding
caffeine interaction
chemotherapy and
children and adolescents
community-based patients
adverse effects
initiation guidelines
monitoring
dementia
diabetes association
dose
maximum licensed
starting regimen
target
titration in community
ECT seizure threshold and
epilepsy
hepatic impairment
HIV infection
hyponatraemia
lithium combinations
NICE guidance
overdose
Parkinson’s disease
plasma levels
pregnancy
recommended use
renal impairment
sexual adverse effects
smoking and
surgical patients
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switching to
tardive dyskinesia and
cocaine
drug interactions
Cockcroft and Gault equation
cognitive behavioural therapy (CBT)
bipolar disorder
child and adolescent anxiety disorders
child and adolescent depression
depression in multiple sclerosis
insomnia
refractory schizophrenia
cognitive enhancing drugs see antidementia drugs
cognitive impairment
HIV infection
multiple sclerosis
non-psychotropics causing
see also dementia
colitis, clozapine-induced
Committee on Safety of Medicines Expert Working Group, on SSRIs
complementary therapies (CTs)
dementia
compliance see adherence
compliance aids
compliance therapy, schizophrenia
concentration problems, non-psychotropics causing
Concerta XL
attention deficit hyperactivity disorder
see also methylphenidate
confusion, non-psychotropics causing
Confusion Assessment Method
consent, capacity to give
constipation, clozapine-induced
contingency management, drug misuse
costs
antidementia drugs
antidepressants
antimanic drugs
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new antipsychotics
covert administration of medicines
C-reactive protein
creatine (phospho)kinase
creatinine, plasma
creatinine clearance (CrCl)
Crocus sativus

crying, pathological, in multiple sclerosis

CULLASS trial

STM - 122 - 409

cyclo-oxygenase (COX)-2 inhibitors, lithium interaction

D-cycloserine

childhood obsessive compulsive disorder

refractory schizophrenia

CYP1A2
antidepressants and
caffeine metabolism
smoking and

CYP2AS6

CYP2B6

CYP2B7

CYP2C8

CYP2C9S

CYP2C19

CYP2D6

CYP2E1

CYP3A4
alcohol and
antidepressants and
benzodiazepines and
carbamazepine and

cyproheptadine
antipsychotic-induced akathisia
sexual dysfunction
unlicensed use

cytochrome P450 (CYP450) enzymes
alcohol and
psychotropic drugs and
see also specific enzymes
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darunavir
delirium
clozapine-induced
drugs used to treat
HIV infection
non-psychotropics causing
delirium tremens (DTs)
demeclocycline
dementia
administering medicines in foodstuffs
antidepressants
antipsychotics
behavioural and psychological symptoms (BPSD)
benzodiazepines
driving regulations
HIV infection
Huntington’s disease
with Lewy bodies
mood stabilisers/anticonvulsants
Parkinson’s disease
vascular
see also Alzheimer’s disease; antidementia drugs
dependence syndrome
depot antipsychotics see long-acting injection (LAI) antipsychotics
depression
anticonvulsant-associated
benzodiazepines
bipolar
carbamazepine
children and adolescents
lithium prophylaxis
pregnancy
psychostimul ants
treatment
valproate
caffeine consumption
carbamazepine
children and adolescents
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diabetes and
driving regulations
elderly
psychostimulants
epilepsy
first episode
HIV infection
Huntington’s disease
information for patients
lithium
multiple sclerosis
nicotine use
non-psychotropics causing
Parkinson’s disease
postpartum
post-stroke
pregnancy
prescribing principles
psychostimulants
psychotic
recurrent
resistant (refractory)
1st choice treatment
2nd choice treatment
children and adolescents
other treatments
sexual dysfunction
St John’s wort
treatment
algorithm
official guidance
see also antidepressants

desipramine, pregnancy
desmopressin

dexamethasone, resistant depression
dexamfetamine

attention deficit hyperactivity disorder
depression

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry. Wiley.
Created from hscqub on 2023-05-23 10:26:38.

STM -

122 -

411



Copyright ® 2012. Wiley. All rights reserved.

MAHI - STM -

maintenance treatiment

diabetes insipidus, nephrogenic, lithium-induced
diabetes mellitus

alcohol consumption
antipsychotic-associated
depression and

gestational

monitoring

nicotine replacement therapy
schizophrenia association

diagnostic overshadowing
diamorphine see heroin
diazepam

alcohol withdrawal
antipsychotic-induced akathisia
benzodiazepine withdrawal
breast feeding
delirium
emulsion (Diazemuls)
y-butaryl-lactone withdrawal
Huntington’s disease
rapid tranquillisation
children and adolescents
renal impairment
surgical patients
tardive dyskinesia
tolerance test
dihydrocodeine
dimebon, Alzheimer’s disease
diphenhydramine
discontinuation symptoms
antidepressants
disinhibition, benzodiazepines and
disintegrative disorder, childhood
disorientation, non-psychotropics causing
disulfiram
diuretics, lithium interactions
docosahexaenoic acid (DHA), schizophrenia

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry, Wiley.
Created from hscqub on 2023-05-23 10:26:38.

122 -

412



Copyright © 2012. Wiley. Alf rights resesved.

MAHI - STM -

donepezil

adverse effects
Alzheimer’s disease
behavioural and psychological symptoms
delirium

dosing

drug interactions
ECT recovery and
efficacy
Huntington’s disease
mechanism of action
memantine with
multiple sclerosis
renal impairment
schizophrenia
switching to/from
tardive dyskinesia
tolerability

vascular dementia

dosulepin (dothiepin)

adverse effects

breast feeding

depression prophylaxis

elderly

epilepsy

renal impairment

surgical patients
dothiepin see dosulepin
doxepin

adverse effects

rectal

renal impairment
dreams, drug-induced
drink, covert administration of medicines in
Driver and Vehicle Licensing Agency (DVLA)
driving

drug-induced sedation

DVLA regulations
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effects of mental illness
effects of psychotropic drugs
epilepsy and
GMC guidance
drooling see hypersalivation
Drug Attitude Inventory
drug misuse/dependence
benzodiazepines
driving regulations
y-butaryl-lactone and y-hydroxybutyrate
NICE guidance
non-psychotropic medications
polysubstance abuse
psychotropic drug interactions
stimulant drugs
urine testing
see also opioid misuse/dependence; ‘street drugs
dual diagnosis
duloxetine
breast feeding
cardiac effects
diabetes and
ECT seizure threshold and
elderly
epilepsy
hepatic impairment
minimum effective dose
multiple sclerosis
overdose
relative adverse effects
renal impairment
sexual dysfunction and
smoking and
swapping/stopping
dyslipidaemia
antipsychotic-related
monitoring
pseudohyponatraemia

b
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{reatiment
see also lipids, blood
dysthymia, antidepressant treatment
dystonia
acute, after rapid tranquillisation
antipsychotic-induced

eating disorders
atypical
Ebstein’s anomaly
ECG see electrocardiography
Ecstasy, drug interactions
ECT see electroconvulsive therapy
efavirenz
eicosapentaenoic acid (EPA)
resistant depression
schizophrenia
ejaculatory disorders
elderly
administering medicines in foodstuffs
antipsychotics and pneumonia
depression
psychostimulants
drug interactions
hypnotic agents
prescribing principles
reducing drug-related risk
renal impairment
see also dementia
electrocardiography (ECG)
acetylcholinesterase inhibitors
antidepressant-treated patients
antipsychotic-treated patients
bipolar disorder
methadone-treated patients
psychotropic-induced changes
electroconvulsive therapy (ECT)
catatonia

Kapur, S. (2012). The maudsley prescribing guidelines in psychiatry. Wiley.
Created from hscqub on 2023-05-23 10:26:38.

STM -

122 -

415



Copyright © 2012. Wiley. All rights reserved.

MAHI -

child and adolescent depression
epilepsy
Huntington’s disease
multiple sclerosis
Parkinson’s disease
pregnancy
psychotic depression
psychotropics and
refractory schizophrenia
resistant depression
electrolyte disturbances
alcohol-related
anorexia nervosa
emtricitabine
enfuvirtide
eosinophilia, clozapine-induced
eosinophils
epilepsy
anticonvulsant withdrawal
antidepressant/antipsychotic use
depression and psychosis
driving
learning disability
pregnancy
see also anticonvulsants; seizures
EPS see extrapyramidal side-effects
Equasym see methylphenidate
Equasym XL
attention deficit hyperactivity disorder
see also methylphenidate
erectile dysfunction
erythrocytes
erythrocyte sedimentation rate (ESR)
escitalopram
adverse effects
breast feeding
cardiac effects
child and adolescent depression
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hepatic impairment
intravenous
minimum effective dose
post-stroke depression
renal impairment
swapping/stopping
eszopiclone
ethanol see alcohol
ethosuximide, drug interactions
etravirine
euphoria
multiple sclerosis
non-psychotropics causing
extrapyramidal side-effects (EPS)
antipsychotic polypharmacy
comparative table

first vs second-generation antipsychotics

switching antipsychotics
treatment

Fatal Toxicity Index (FTT)
fatigue
multiple sclerosis
non-psychotropics causing
ferritin, serum
fever, clozapine-induced

STM -

financial incentives, medication adherence

first-generation antipsychotics (FGAs)

adverse effects

bipolar disorder

breast feeding

children and adolescents
delirium

dementia

diabetes risk
dyslipidaemia and
long-acting injectable
maximum licensed doses
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minimum effective doses
negative symptoms
place in therapy
pregnancy
prophylaxis
recommended use
relative efficacy
fish oils see omega-3 fatty acids
fluid restriction, hyponatraemia
flumazenil
guidelines for use
rapid tranquillisation and
fluoxetine
adverse effects
antipsychotic-induced weight gain
anxiety disorders
bipolar depression
breast feeding
cardiac effects
children and adolescents
anxiety
autism spectrum disorders
depression
diabetes and
eating disorders
hepatic impairment
minimum effective dose
post-stroke depression
pregnancy
psychotic depression
renal impairment
resistant depression
sublingual
swapping/stopping
unlicensed use
flupentixol
adverse effects
breast feeding
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depot (flupentixol decanoate)
equivalent dose
maximum licensed dose
equivalent dose
hepatic impairment
maximum licensed dose
renal impairment

fluphenazine

adverse effects

depot (fluphenazine decanoate)
equivalent dose
maximum licensed dose

equivalent dose

Huntington’s disease

renal impairment

smoking and

flutamide, Tourette’s syndrome
fluvoxamine

adverse effects
breast feeding
cardiac effects
child and adolescent anxiety
with clozapine
hepatic impairment
minimum effective dose
renal impairment
smoking and

folic acid supplements
Alzheimer’s disease
anticonvulsant-treated women

MAHI - STM -

food, covert administration of medicines in

fosamprenavir

full blood count (FBC), monitoring

fusion inhibitors, HIV

gabapentin
acute mania/hypomania
bipolar depression
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drug interactions
tardive dyskinesia
galactorrhoea
galantamine
adverse effects
Alzheimer’s disease
behavioural and psychological symptoms
dosing
drug interactions
efficacy
mechanism of action
memantine with
renal impairment
tolerability
vascular dementia
y-butaryl-lactone (GBL)
y-glutamyl transferase
y-hydroxybutyrate (GHB)
gastrointestinal bleeds, SSRI-related
gastro-oesophageal reflux disease (GORD), clozapine-induced
generalised anxiety disorder (GAD)
benzodiazepines
NICE guidance
pregabalin
SSRIs/SNRIs
General Medical Council (GMC), driving ability and
Ginkgo biloba
Alzheimer’s disease
refractory schizophrenia
schizophrenia
tardive dyskinesia
ginseng, Alzheimer’s disease
Glasgow Antipsychotic Side-effect Scale (GASS)
glomerular filtration rate (GFR)
glucose, blood
antidepressant effects
bipolar disorder
fasting plasma (FPG)
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psychotropic drug effects
random plasma (RPG)
see also impaired glucose tolerance
glycine, schizophrenia
glycopyrrolate
granulocyte colony-stimulating factor (G-CSF)
guanfacine

H, antagonists, antipsychotic-induced weight gain
haematological side-effects, psychotropic drugs
haemoglobin

glycated (HbA,,)

psychotropics affecting
hallucinations

alcohol withdrawal

non-psychotropics causing

Parkinson’s disease
haloperidol

acute mania/hypomania

adults with learning disabilities

adverse effects

alcohol withdrawal

breast feeding

clozapine augmentation

costs

delirium

depot (haloperidol decanoate)

equivalent dose
maximum licensed dose

diabetes and

epilepsy

equivalent dose

hepatic impairment

Huntington’s disease

maximum licensed dose

minimum effective dose

overdose

pregnancy
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rapid tranquillisation
children and adolescents

refractory schizophrenia

renal impairment

sexual adverse effects

smoking and

speed and onset of action

tics and Tourette’s syndrome
heat stroke, clozapine-induced
hepatic failure, clozapine-induced
hepatic impairment

antidepressants

antipsychotics

methadone dosing

mood stabilisers

nicotine replacement therapy

prescribing principles

recommended drugs

stimulants

see also liver disease
hepatitis B and C
hepatotoxicity, drug-induced
herbal medicine

see also Ginkgo biloba; St John’s wort
heroin (diamorphine)

buprenorphine substitution

dependence see opioid misuse/dependence

drug interactions

injectable maintenance prescribing

methadone substitution

overdose

withdrawal symptoms
high-density lipoprotein (HDL)
HIV infection/AIDS

drug interactions

drug misusers

neurocognitive disorders

psychostimulants in depression
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psychotropic effects of HIV drugs
psychotropic prescribing
homeopathy
Huntington’s disease
huperzine A, Alzheimer’s disease
hydrazine, swapping/stopping
y-hydroxybutyrate (GHB)
9-hydroxyrisperidone see paliperidone
hyoscine
hyperemesis gravidarum
hyperglycaemia
antipsychotic-induced
pseudohyponatraemia
see also diabetes mellitus
Hypericum perforatum see St John’s wort
hyperlipidaemia see dyslipidaemia
hyperparathyroidism, lithium-induced
hyperprolactinaemia
antidepressants and
antipsychotic-induced
antipsychotics not causing
antipsychotic switching
monitoring
sexual dysfunction and
treatment
hypersalivation, clozapine-induced
hypertension
antipsychotics and
clozapine-induced
hypertriglyceridaemia
hypnosis
hypnotics
benzodiazepine
biochemical side-effects
breast feeding |
driving and
prescribing guidelines
renal impairment
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hypomania
driving regulations
non-psychotropics causing
treatment
see also mania
hyponatraemia
antidepressant-induced
antipsychotic-induced
other drugs associated with
treatment
hypotension
antidepressant-induced
antipsychotic-induced
clozapine-induced
rapid tranquillisation and
switching antipsychotics
hypothyroidism, lithium-induced
Hy’s rule, hepatotoxicity of new drugs

ibuprofen
illicit drugs see ‘street drugs’
iloperidone

adverse effects

minimum effective dose
imipramine

adverse effects

child and adolescent depression

hepatic impairment

pregnancy

psychotic depression

rectal

renal impairment
impaired glucose tolerance

antipsychotic-associated

switching antipsychotics
impulsiveness, autism spectrum disorders
inattention, autism spectrum disorders
indinavir
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inositol
insomnia
childhood and adolescent
cognitive behavioural therapy
drug treatment
non-psychotropics causing
pregnancy
see also hypnotics
integrase strand transfer inhibitors
interferon-f3 therapy
international normalised ratio
interstitial nephritis, clozapine-induced
ipratropium
irritability
autism spectrum disorders
non-psychotropics causing
isocarboxazid

ketamine
ketoconazole

lability, non-psychotropics causing
lactate dehydrogenase
lamivudine
lamotrigine

acute mania/hypomania

adults with learning disabilities

bipolar depression

bipolar disorder

children and adolescents

breast feeding

clozapine augmentation

drug interactions

hepatic impairment

Huntington’s disease

overdose

plasma level monitoring

pregnancy
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renal impairment
resistant depression
schizophrenia
unlicensed use
laughing and crying, pathological, in multiple sclerosis
learning disabilities (LD)
assessment of care environments
capacity and consent
driving regulations
medications used
physical co-morbidity
psychological interventions
sensitivity to side-effects
lethargy, non-psychotropics causing
leucopenia, psychotropics causing
levetiracetam
acute mania/hypomania
bipolar disorder
drug interactions
Huntington’s disease
tardive dyskinesia
levomepromazine
levothyroxine see thyroxine
Lewy body dementia
libido (sexual desire)
reduced
lipids, blood
antipsychotic drug effects
monitoring
see also dyslipidaemia
lipoproteins, plasma
lithium
acute mania/hypomania
adults with learning disabilities
adverse effects
augmentation of antidepressants
bipolar depression
bipolar disorder
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borderline personality disorder
breast feeding
caffeine interaction
children and adolescents
clozapine combinations
Ccosts
depression
discontinuation
driving and
drug interactions
ECT seizure threshold and
epilepsy
formulations
hepatic impairment
HIV infection
Huntington’s disease
hyponatraemia
indications
mechanism of action
multiple sclerosis
on-treatment monitoring
overdose
plasma level monitoring
pregnancy
prescribing
pretreatment tests
renal impairment
resistant depression
street drug interactions
suicide and
surgery and
toxicity
women of child-bearing age
lithium carbonate
lithium citrate
liver disease
alcohol withdrawal
drug-induced
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see also hepatic impairment
liver function tests (LFTs)
bipolar disorder
buprenorphine and
clozapine-induced changes
monitoring
Liverpool University Neuroleptic Side-Effect Ratings Scale (LUNSERS)
lofepramine
adverse effects
cardiac effects
elderly
hepatic impairment
minimum effective dose
overdose
renal impairment
lofexidine
long-acting injection (LAI) antipsychotics (depot antipsychotics)
differences between
dose reduction
doses and frequencies
epilepsy
equivalent doses
first-episode schizophrenia
intramuscular anticholinergics and
maximum licensed doses
NICE guidance
non-adherent patients
prescribing advice
loop diuretics, lithium interaction
lopinavir
lorazepam
acute mania’hypomania
breast feeding
catatonia
delirium
diazepam equivalent dose
hepatic impairment
rapid tranquillisation
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children and adolescents

renal impairment

surgical patients
lormetazepam
low-density lipoprotein (LDL)
loxapine
lurasidone
LY2140023

lymphocytes

maca root
mania
acute
antipsychotics
carbamazepine
drug costs
lithium
pregnancy
treatiment
valproate
children and adolescents
driving regulations
multiple sclerosis
non-psychotropics causing
MAOQISs see monoamine oxidase inhibitors
maraviroc
Maxepa see omega-3 fatty acids
MDA (3,4-methylenedioxyamfetamine)
MDRD (Modification of Diet in Renal Disease) formula
mean cell haemoglobin
mean cell haemoglobin concentration
mean cell volume
mecamylamine
Medicines and Healthcare products Regulatory Agency (MHRA)
methadone therapy
nicotine replacement therapy
paediatric use of risperidone
SSRIs
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Medikinet

attention deficit hyperactivity disorder

see also methylphenidate
melatonin

autism spectrum disorders

benzodiazepine withdrawal

child and adolescent insomnia

delirium

insomnia

tardive dyskinesia

unlicensed use

see also agomelatine
memantine

acute mania

adverse effects

Alzheimer’s disease

STM -

behavioural and psychological symptoms

catatonia

combination therapy

dementia with Lewy bodies

dosing

drug interactions

efficacy

Huntington’s disease

mechanism of action

refractory schizophrenia

renal impairment

switching to/from

tolerability

vascular dementia
mental illness

caffeine consumption

driving and

learning disabilities

nicotine use

placebo effect

substance misuse

see also specific conditions
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metformin
methadone

analgesia for patients on
buprenorphine vs

cautions

dose

dose reduction regimens
drug interactions

NICE guidance

overdose

pregnancy and breast feeding
QT prolongation

surgery and

transferring to buprenorphine
withdrawal symptoms

methylcellulose
3,4-methylenedioxyamfetamine (MDA)
methylphenidate

attention deficit hyperactivity disorder
autism spectrum disorders
depression
driving and
hepatic impairment
psychotic depression
resistant depression
unlicensed use
metoclopramide, alcohol withdrawal

MHRA see Medicines and Healthcare products Regulatory Agency

mianserin
antipsychotic-induced akathisia
breast feeding
overdose
refractory schizophrenia
relative adverse effects
resistant depression
midazolam
rapid tranquillisation
children and adolescents
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surgical patients

mifepristone

mineral supplements, anorexia nervosa
minocycline, schizophrenia
mirtazapine

antipsychotic-induced akathisia

breast feeding

cardiac effects

diabetes and

discontinuation symptoms

ECT seizure threshold and

elderly

epilepsy

hepatic impairment

hyperprolactinaemia and

intravenous

minimum effective dose

multiple sclerosis

overdose

post-stroke depression

pregnancy

refractory schizophrenia

relative adverse effects

renal impairment

resistant depression

sexual adverse effects

smoking and

swapping/stopping
moclobemide

bipolar depression

breast feeding

cardiac effects

clozapine-related hypersalivation

epilepsy

hepatic impairment

minimum effective dose

multiple sclerosis

overdose
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pregnancy

relative adverse effects
renal impairment
surgical patients

swapping/stopping

modafinil

attention deficit hyperactivity disorder
bipolar depression

depression

multiple sclerosis

overdose

resistant depression

schizophrenia

surgery and

see also moclobemide

monoamine oxidase inhibitors (MAOIs)

adverse effects

breast feeding

caffeine interaction

cardiac effects

depression

diabetes and

discontinuation symptoms

drug interactions

ECT seizure threshold and

hepatic impairment

hyperprolactinaemia and

overdose

pregnancy

resistant depression

sexual adverse effects

surgery and

swapping/stopping
monocytes

mood changes, non-psychotropics causing

mood disorders see affective disorders
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mood stabilisers

acute mania/hypomania

alcohol misusers

benzodiazepine withdrawal

biochemical side-effects

borderline personality disorder

breast feeding

children and adolescents

dementia

hepatic impairment

HIV infection

multiple sclerosis

overdose

pregnancy

renal impairment

withdrawing

see also anticonvulsants; carbamazepine; lithium; valproate
morphine
movement disorders, nicotine use
multiple sclerosis (MS)
multivitamins see vitamin supplements
music therapy
myocardial infarction (MI), antidepressant prescribing after
myocarditis, clozapine-induced

nabilone, Huntington’s disease
N-acetylcysteine, refractory schizophrenia
naloxone

buprenorphine overdose

methadone overdose

opioid overdose

take-home
naloxone/buprenorphine (Suboxone)
naltrexone

adults with learning disabilities

alcohol dependence

NICE guidance

opioid dependence
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tardive dyskinesia
unlicensed use

adherence to medication
Alzheimer’s disease
antipsychotics in pregnancy
anxiety spectrum disorders
attention deficit hyperactivity disorder
benzodiazepines

bipolar disorder

borderline personality disorder
carbamazepine

child and adolescent depression
depression

eating disorders

lipid-lowering guidance

lithium

mood stabilisers in pregnancy
obsessive compulsive disorder
opioid dependence

rapid tranquillisation in pregnancy
schizophrenia

smoking cessation

valproate

nausea, clozapine-induced
nefazodone, HIV infection
nelfinavir

nemifitide

neonates

antidepressant withdrawal effects
antipsychotic discontinuation symptoms
opioid withdrawal syndrome

see also breast feeding

nervousness, non-psychotropics causing
‘neuroleptic equivalents’
neuroleptic malignant syndrome (NMS)

renal impairment and

neuroleptics see antipsychotics
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neutropenia
benign ethnic
chemotherapy-associated
clozapine-induced
psychotropics causing
see also agranulocytosis
neutrophils
nevirapine
NICE see National Institute for Health and Clinical Excellence
nicotine
drug interactions
psychotropic effects
smoking cessation and
Tourette’s syndrome
withdrawal symptoms
see also smoking, cigarette
nicotine replacement therapy (NRT)
MHRA advice
NICE guidance
types and doses
nimodipine, bipolar disorder
nitrazepam
diazepam equivalent dose
hypnotic use
renal impairment
nizatidine
NMS see neuroleptic malignant syndrome
nocebo effect
nocturnal enuresis, clozapine-induced
non-adherence see adherence
non-psychotropics, psychiatric side-effects
non-steroidal anti-inflammatory drugs (NSAIDs)
lithium interactions
SSRI co-prescription
nortriptyline
adverse effects
child and adolescent depression
diabetes and
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ECT and

Fatal Toxicity Index (FTI)

plasma level monitoring

post-stroke depression

pregnancy

renal impairment

resistant depression

transdermal patches
nucleoside analogues
nucleoside and nucleotide reverse transcriptase inhibitors
nucleoside reverse transcriptase inhibitors

obsessive compulsive disorder (OCD)
children and adolescents
NICE guidance
non-psychotropics causing
psychological therapies
SSRIs/SNRIs
ocular pigmentation, clozapine-induced
oculogyric spasm (crisis)
oestrogens
anorexia nervosa
carbamazepine interaction
resistant depression
off-label prescribing
paediatric practice
olanzapine
acute intoxication with ‘street drugs
acute mania/hypomania
adults with learning disabilities
adverse effects
anorexia nervosa
bipolar depression
bipolar disorder
blood lipids and
breast feeding
children and adolescents
bipolar disorder

b
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psychosis

rapid tranquillisation
clozapine augmentation
costs
delirium
dementia
diabetes association
dose-response observations
epilepsy
hepatic impairment
high-dose
Huntington’s disease
long-acting injection (LAI)

see also olanzapine pamoate (below)
maximum licensed dose
minimum effective dose
negative symptoms
overdose
pamoate

cost

dose equivalence
plasma level monitoring
pregnancy
psychotic depression
rapid tranquillisation
refractory schizophrenia
relative efficacy
renal impairment
resistant depression
sexual adverse effects
smoking and
speed and onset of action
surgical patients
switching to
tardive dyskinesia and

Omacor see omega-3 fatty acids
omega-3 fatty acids (fish oils)

Alzheimer’s disease
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VAHI

bipolar depression
child and adolescent depression
clozapine augmentation
depression in pregnancy
refractory schizophrenia
resistant depression
schizophrenia
tardive dyskinesia
ondansetron
schizophrenia
tardive dyskinesia
opioid(s)
analgesia, opioid-dependent patients
overdose
withdrawal symptoms
opioid misuse/dependence
buprenorphine substitution
buprenorphine vs methadone
detoxification and reduction regimens
evidence of
injectable maintenance opioids
methadone substitution
NICE guidelines
pain management
pregnancy and
relapse prevention
substitute prescribing
treatment aims
oral glucose tolerance test (OGTT)
orgasm
disorders
Orlistat
osteoporosis, anorexia nervosa
overactivity, autism spectrum disorders
overdose, psychotropic drug
oxazepam
alcohol withdrawal
diazepam equivalent dose
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hepatic impairment

hypnotic use

renal impairment
oxcarbazepine

drug interactions

mania

pregnancy
oxybutynin
oxytocin

packed cell volume
paediatric autoimmune neuropsychiatric disorder
(PANDAS)
paediatric patients see children and adolescents
pain management, opioid-dependent patients
paliperidone
adverse effects
cost
hepatic impairment
maximum licensed dose
palmitate long-acting injection
cost
dose and administration
maximum licensed dose
risperidone equivalent doses
switching to
vs other depot antipsychotics
plasma level monitoring
renal impairment
pancreatitis, clozapine-induced
PANDAS
panic disorder
NICE guidance
non-psychotropics causing
SSRIs/SNRIs
Parkinson’s disease
dementia
depression
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nicotine use

psychosis
paroxetine

adverse effects

anxiety disorders

breast feeding

cardiac effects

child and adolescent anxiety

hepatic impairment

minimum effective dose

pregnancy

renal impairment

swapping/stopping
payments, medication adherence
Peony Glycyrrhiza Decoction
pergolide
pericardial effusions, clozapine-induced
pericyazine
perphenazine

adverse effects

equivalent dose

maximum licensed dose
personality change, non-psychotropics causing
personality disorders

borderline

driving regulations
pervasive developmental disorders
pervasive developmental disorders—not otherwise specified (PDD-NOS)
P-glycoprotein
phenelzine

adverse effects

renal impairment

resistant depression
phenobarbital, interactions
phenothiazines

blood lipids and

breast feeding

diabetes risk
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ECT seizure threshold and
hepatic impairment
overdose
pregnancy
sexual adverse effects
phenytoin
acute mania
drug interactions
plasma level monitoring
surgical patients
phosphate, plasma
phytotherapy see herbal medicine
pimozide
adverse effects
clozapine augmentation
equivalent dose
maximum licensed dose
renal impairment
tics and Tourette’s syndrome
pindolol, resistant depression
pipotiazine (depot)
adverse effects
equivalent dose
maximum licensed dose
renal impairment
pirenzepine
placebo effect
plasma drug levels
meaningfulness
steady state
plasma level monitoring
criteria
interpreting results
reasons for
sampling time
platelet counts
pneumonia
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polyunsaturated fatty acids (PUFAs) see omega-3 fatty acids
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postinjection syndrome, olanzapine pamoate
postpartum period
bipolar illness
depression
psychosis
see also breast feeding
post-stroke depression
psychostimulants
post-traumatic stress disorder (PTSD)
benzodiazepines
SSRIs/SNRIs
potassium, plasma
pramipexole
bipolar depression
Parkinson’s disease
resistant depression
pregabalin
anxiety disorders
benzodiazepine withdrawal
multiple sclerosis
pregnancy
alcohol use/withdrawal
anticonvulsants
antidepressants
antipsychotics
benzodiazepine misuse
bipolar illness
depression
discussions with women
epilepsy
mood stabilisers
opioid dependence
prescribing principles
psychosis
psychotropic drug choice
rapid tranquillisation
sedatives
smoking cessation
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see also breast feeding; women of child-bearing age
pregnenolone
priapism
pridopidine, Huntington’s disease
prochlorperazine, alcohol withdrawal
procyclidine
Product Licence, prescribing drugs outside
prolactin, serum
antipsychotics not affecting
elevated see hyperprolactinaemia
monitoring
psychotropics affecting
promazine, adverse effects
promethazine
borderline personality disorder
breast feeding
insomnia
pregnancy
rapid tranquillisation
renal impairment
street drug intoxication
propantheline
propentifylline
propranolol
antipsychotic-induced akathisia
tardive dyskinesia
protease inhibitors, antiretroviral
protein, serum
prothrombin time
pseudohyponatraemia
pseudo-parkinsonism, antipsychotic-induced
psychiatric disorders see mental illness
psychiatric side-effects, non-psychotropics
psychological therapies
anxiety spectrum disorders
attention deficit hyperactivity disorder
child and adolescent depression
drug misuse
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eating disorders

learning disabilities
psychosis

anticonvulsant-associated

benzodiazepines

children and adolescents

driving regulations

epilepsy

first episode

HIV infection

Huntington’s disease

multiple sclerosis

non-psychotropics causing

Parkinson’s disease

postpartum

pregnant women

sexual dysfunction

see also schizophrenia

MAHI -

psychostimulant drugs see stimulant drugs

psychotropics
biochemical side-effects
breast feeding
child and adolescent doses
cytochrome function and
driving and
ECT seizure threshold and
haematological side-effects
HIV infection
overdose
plasma level monitoring
pregnant women
QTc prolongation
smoking and
special patient groups
street drug interactions
surgery and
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pulmonary embolism, clozapine-induced
pulse monitoring

rapid tranquillisation
starting clozapine
pyridoxine, tardive dyskinesia

QTc prolongation
antidepressant-induced
antipsychotic-induced
antipsychotic polypharmacy
ECG monitoring
management
metabolic inhibition
methadone and
non-psychotropics inducing
psychotropic-related
renal impairment and
risk factors
switching antipsychotics

quercetin, tardive dyskinesia

quetiapine
acute mania/hypomania
adults with learning disabilities
adverse effects
anorexia nervosa
augmentation
bipolar depression
bipolar disorder
children and adolescents
blood lipids and
breast feeding
catatonia
children and adolescents
clozapine-related hypersalivation
costs
delirium
dementia
diabetes association
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epilepsy

hepatic impairment
high-dose

Huntington’s disease
maximum licensed dose
minimum effective dose
overdose

Parkinson’s disease
plasma level monitoring
pregnancy

psychotic depression
refractory schizophrenia
relative efficacy

renal impairment
resistant depression
sexual adverse effects
speed and onset of action
switching to

tardive dyskinesia and

raltegravir

ramelteon

rapid tranquillisation (RT)
antipsychotics
benzodiazepines
children and adolescents
physical monitoring
pregnancy
remedial measures

reboxetine
antipsychotic-induced weight gain
breast feeding
cardiac effects
diabetes and
elderly
epilepsy
hepatic impairment
hyperprolactinaemia and
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minimum effective dose
overdose
post-stroke depression
pregnancy
publication bias
relative adverse effects
renal impairment
sexual adverse effects
swapping/stopping
red cell distribution width
reflux oesophagitis
renal function tests, bipolar disorder
renal impairment
antidementia drugs
antidepressants
antipsychotics
anxiolytics and hypnotics
classification
elderly
lithium-related
methadone dosing
mood stabilisers
nicotine replacement therapy
prescribing principles
recommended drugs
renal replacement therapies
respiratory rate, after rapid tranquillisation
restlessness
non-psychotropics causing
see also akathisia
restricted repetitive behaviours and interests (RRBIs)
reticulocyte count
Rett’s syndrome
riluzole
bipolar depression
Huntington’s disease
resistant depression
risperidone
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acute mania/hypomania

adults with learning disabilities

adverse effects

augmentation

bipolar disorder

blood lipids and

breast feeding

children and adolescents
attention deficit hyperactivity disorder
autism spectrum disorders
bipolar disorder
obsessive compulsive disorder
pathological aggression
psychosis
tics and Tourette’s syndrome

clozapine augmentation

costs

delirium

dementia

diabetes association

dose-response observations

epilepsy

hepatic impairment

HIV infection

Huntington’s disease

long-acting injection (RLAI)
cost
maximum licensed dose
switching to
vs other depot antipsychotics
vs paliperidone palmitate

maximum licensed dose

minimum effective dose

overdose

paliperidone equivalent doses

Parkinson’s disease

plasma level monitoring

pregnancy
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rapid tranquillisation
refractory schizophrenia
relative efficacy

renal impairment
resistant depression
sexual adverse effects
speed and onset of action
switching to

tardive dyskinesia and

Ritalin see methylphenidate
ritanserin

ritonavir

rivastigmine

Alzheimer’s disease
behavioural and psychological symptoms
delirium

dementia with Lewy bodies
drug interactions

efficacy

Huntington’s disease
mechanism of action
memantine with
Parkinson’s disease

renal impairment
tolerability

vascular dementia

RT see rapid tranquillisation

S-adenosyl-L-methionine
saffron

saquinavir

sarcosine

schizophrenia

acute exacerbation
adherence to medication
caffeine consumption
cardiovascular risk factors
catatonia
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children and adolescents

complementary therapies

compliance therapy

diabetes association

driving regulations

drug misuse

first episode

hyponatraemia

multi-episode

negative symptoms

NICE guidance

nicotine use

omega-3 fatty acids

refractory

relapse

sexual dysfunction

smoking cessation

treatment algorithms

see also antipsychotics
scopolamine (hyoscine)
second-generation antipsychotics (SGASs)

adverse effects

autism spectrum disorders

bipolar disorder

children and adolescents

breast feeding

children and adolescents

Costs

delirium

dementia

diabetes risk

dyslipidaemia and

first-generation agents vs

inadequate response

long-acting injections

maximum licensed doses

minimum effective doses

negative symptorms
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neuroleptic malignant syndrome
Parkinson’s disease

pregnancy

prophylaxis

psychotic depression

rapid tranquillisation

relative efficacy

street drug interactions
treatment algorithms
unlicensed use

sedation

alcohol-induced
antidepressant-induced
antipsychotic-induced
clozapine-induced
driving ability and
non-psychotropics causing
switching antipsychotics
see also rapid tranquillisation
sedatives
borderline personality disorder
breast feeding
hepatic impairment
pregnancy
renal impairment
use of antipsychotics as
seizures
alcohol-related, driving regulations
alcohol withdrawal
antidepressant-induced
antipsychotic-induced
bupropion-related risk
clozapine-induced
see also epilepsy
selective serotonin reuptake inhibitors (SSRIs)
adults with learning disabilities
adverse effects
antipsychotic-induced weight gain
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anxiety disorders
children and adolescents
autism spectrum disorders
bipolar depression
bipolar disorder
bleeding and
borderline personality disorder
breast feeding
caffeine interaction
cardiac effects
dementia
depression
children and adolescents
minimum effective doses
official guidance
diabetes and
discontinuation symptoms
drug interactions
eating disorders
ECT seizure threshold and
elderly
epilepsy
hepatic impairment
HIV infection
Huntington’s disease
hyperprolactinaemia and
hyponatraemia
lithium interactions
multiple sclerosis
overdose
Parkinson’s disease
post-stroke depression
pregnancy
resistant depression
schizophrenia negative symptoms
sexual adverse effects
street drug interactions
surgical patients
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swapping/stopping
selegiline

sexual adverse effects

transdermal
self-injurious behaviour (SIB)

adults with learning disabilities

autism spectrum disorders

lithium therapy
semisodium valproate see valproate
Sequenced Treatment Alternatives to Relieve Depression (STAR-D) programme
D-serine, refractory schizophrenia
serotonin and noradrenaline reuptake inhibitors (SNRIs)

anxiety disorders

diabetes and

discontinuation symptoms

hyperprolactinaemia and

multiple sclerosis

see also duloxetine; venlafaxine
serotonin syndrome

antidepressant interactions

renal impairment and

St John’s wort

surgery-related risk
sertindole

adverse effects

breast feeding

cost

maximum licensed dose

minimum effective dose

refractory schizophrenia
sertraline

adverse effects

anxiety disorders

breast feeding

cardiac effects

child and adolescent anxiety

child and adolescent depression

dementia
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hepatic impairment
minimum effective dose
multiple sclerosis
post-stroke depression
pregnancy
psychotic depression
renal impairment
swapping/stopping
sexual arousal
disorders
sexual desire see libido
sexual dysfunction
antidepressants and
antipsychotic-related
depression and
hyperprolactinaemia and
schizophrenia
switching antipsychotics
treatment
sexual response, human
Short Alcohol Withdrawal Scale (SAWS)
sialorrhoea see hypersalivation
sildenafil
sleep disturbances
autism spectrum disorders
non-psychotropics causing
sleep hygiene
smoking, cigarette
caffeine interaction
depression and anxiety
drug interactions
movement disorders
schizophrenia
see also nicotine
smoking cessation
bupropion
effects on other drugs
NICE guidance
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psychiatric disorders

surgical patients

varenicline

see also nicotine replacement therapy
Snoezelen
social and communication impairment
social phobia
sodium, plasma

monitoring

psychotropics affecting
sodium oxybate, tardive dyskinesia
sodium valproate see valproate
SOHO trial

SSRIs see selective serotonin reuptake inhibitors

STAR-D programme

statins

stavudine

stimulant drugs
attention deficit hyperactivity disorder
depression
hepatic impairment
misuse/dependence
resistant depression

St John’s wort (SJW)
child and adolescent depression
patient information

‘street drugs’
acute intoxication

STM -

interactions with prescribed psychotropics

see also drug misuse/dependence
stroke

antipsychotic-treated elderly with dementia

depression after

SSRI-related risk
Suboxone
substance misuse

attention deficit hyperactivity disorder and

extrapyramidal symptom risk
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NICE guidance

sudden cardiac death

antipsychotic-associated

clozapine-related

psychotropic-induced

see also QTc prolongation
suicide/suicidal ideation

antidepressants and

bipolar disorder

child and adolescent depression

epilepsy

Huntington’s disease

lithium and

non-psychotropics causing

perioperative discontinuation of drugs

psychotropic overdose
sulpiride

adverse effects

breast feeding

clozapine augmentation

clozapine-related hypersalivation

epilepsy

equivalent dose

hepatic impairment

Huntington’s disease

maximum licensed dose

minimum effective dose

refractory schizophrenia

renal impairment

sexual adverse effects

tics and Tourette’s syndrome
sumatriptan, intranasal
surgery, psychotropics and
Symbyax®

syndrome of inappropriate antidiuretic hormone (SIADH)

tachycardia, clozapine-induced
tamoxifen, acute mania
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tantrums, autism spectrum disorders
tardive dyskinesia (TD)

first vs second-generation antipsychotics

switching antipsychotics

treatment
TCAs see tricyclic antidepressants
temazepam

diazepam equivalent dose

hepatic impairment

hypnotic use

renal impairment
temperature, body

clozapine-induced increase

rapid tranquillisation and
tenofovir
terazosin
testosterone
tetrabenazine

Huntington’s disease

tardive dyskinesia

Tourette’s syndrome
theophylline, carbamazepine interaction
therapeutic index, antipsychotics
thiamine

alcohol withdrawal

post-ECT confusion
thiazide diuretics, lithium interaction
thioridazine, adverse effects
thioxanthines

breast feeding

sexual adverse effects
thrombocytopenia, clozapine-induced
thromboembolism, clozapine-induced
thyroid function tests
thyroxine

bipolar disorder

carbamazepine interaction

psychotropics affecting
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tiagibine, interactions
tics
tipranavir
TMS see transcranial magnetic stimulation
tolvaptan
topiramate
antipsychotic-induced weight gain
bipolar disorder
clozapine augmentation
eating disorders
psychotropic drug interactions
refractory schizophrenia
torsade de pointes
torticollis
Tourette’s syndrome
tranquillisation, rapid see rapid tranquillisation
transcranial magnetic stimulation (TMS)
extrapyramidal side-effects
schizophrenia
transferrin, carbohydrate-deficient
tranylcypromine
adverse effects
resistant depression
swapping/stopping
withdrawal
trazodone
breast feeding
cardiac effects
delirium
dementia
diabetes and
elderly
minimum effective dose
overdose
pregnancy
rectal
relative adverse effects
renal impairment
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sexual adverse effects

swapping/stopping
Treatment of Adolescents with Depression Study
Treatment of Resistant Depression in Adolescence (TORDIA) studies
TREC studies
tremor, valproate-induced
tricyclic antidepressants (TCAs)

adverse effects

attention deficit hyperactivity disorder

breast feeding

cardiac effects

children and adolescents

dementia

depression

diabetes and

discontinuation symptoms

drug interactions

ECT seizure threshold and

elderly

hepatic impairment

HIV infection

Huntington’s disease

hyperprolactinaemia and

minimum effective doses

multiple sclerosis

overdose

Parkinson’s disease

plasma level monitoring

pregnancy

psychotic depression

resistant depression

sexual adverse effects

smoking and

street drug interactions

surgery and

swapping/stopping
trifluoperazine

adverse effects
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epilepsy

equivalent dose

maximum licensed dose

minimum effective dose

pregnancy

renal impairment
triglycerides, plasma
trihexyphenidyl
tri-iodothyronine (T3)

psychotropics affecting

resistant depression
trimipramine

adverse effects

renal impairment

resistant depression
tryptophan

UDP-glucuronosyl transferase (UGT)
unlicensed medicines

paediatric practice

see also off-label prescribing
urate/uric acid, plasma
urea, plasma
urea and electrolytes (U&Es), monitoring

valproate
acute mania/hypomania
adults with learning disabilities
adverse effects
bipolar depression
bipolar disorder
breast feeding
children and adolescents
clozapine-induced seizures
costs
delirium
dementia
discontinuation
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drug interactions

formulations

hepatic impairment

Huntington’s disease

indications

mechanism of action

monitoring

overdose

plasma levels

pregnancy

refractory schizophrenia

renal impairment

street drug interactions

surgical patients

unlicensed use

women of childbearing age
valproic acid see valproate
vaptans
varenicline, smoking cessation
vascular dementia
vasculitis, clozapine-induced
venlafaxine

bipolar depression

breast feeding

cardiac effects

children and adolescents

ECT seizure threshold and

elderly

epilepsy

hepatic impairment

Huntington’s disease

minimum effective dose

multiple sclerosis

overdose

pregnancy

psychotic depression

relative adverse effects

renal impairment
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resistant depression

sexual adverse effects

surgical patients

swapping/stopping
vigabatrin, drug interactions
violent behaviour

driving regulations

recommended interventions

VAHI

- STM - 122 - 463

see also acutely disturbed behaviour; aggressive behaviour

vitamin B,

vitamin B complex (Pabrinex), alcohol withdrawal

vitamin E

vitamin K

vitamin supplements
alcohol withdrawal
Alzheimer’s disease
anorexia nervosa

water intoxication
weight, monitoring
bipolar disorder
renal impairment
schizophrenia
weight gain
antidepressant-induced
antipsychotic-induced
hypertension risk
relative risk
switching agents
treatment
clozapine-induced
valproate-induced
Wernicke’s encephalopathy
women of child-bearing age
anticonvulsants
lithium
prescribing principles
see also pregnancy
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yohimbine
young people see children and adolescents

zaleplon
breast feeding
renal impairment
zidovudine
zing, resistant depression
ziprasidone
acute mania/hypomania
adverse effects
blood lipids and
breast feeding
children and adolescents
clozapine augmentation
delirium
diabetes and
dose-response observations
maximum licensed dose
minimum effective dose
overdose
rapid tranquillisation
children and adolescents
refractory schizophrenia
relative efficacy
renal impairment
resistant depression
speed and onset of action
switching to
zolpidem
breast feeding
overdose
renal impairment
zonisamide
zopiclone
breast feeding
hepatic impairment
overdose
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renal impairment
zotepine, epilepsy
zuclopenthixol
acetate (Acuphase), guidelines
adverse effects
breast feeding
depot
equivalent dose
maximum licensed dose
equivalent dose
hepatic impairment
maximum licensed dose
renal impairment
smoking and
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Use of psychotropic drugs in special patient groups 611

Acutely disturbed or violent behaviour

Acute behavioural disturbance can occur in the context of psychiatric illness, physical
illness, substance abuse or personality disorder. Psychotic symptoms are common and
the patient may be aggressive towards others secondary to persecutory delusions or
auditory, visual or tactile hallucinations.

The clinical practice of rapid tranquillisation (RT) is used when appropriate psycho-
logical and behavioural approaches have failed to de-escalate acutely disturbed behav-
iour. It is, essentially, a treatment of last resort. Patients who require RT are often too
disturbed to give informed consent and therefore participate in RCTs, but, with the use
of a number of creative methodologies, the evidence base with respect to the efficacy
and tolerability of pharmacological strategies is growing. Recommendations, however,
remain based partly on research data, partly on theoretical considerations and partly on
clinical experience.

Several studies supporting the efficacy of oral SGAs have been published.™ The level
of behavioural disturbance exhibited by the patients in these studies was moderate at
most, and all subjects accepted oral treatment (this degree of compliance would be
unusual in clinical practice). Note too that patients recruited to these studies received
the SGA as antipsychotic monotherapy. The efficacy and safety of adding a second
antipsychotic as ‘prn’ has not been explicitly tested in formal RCTs.

The efficacy of inhaled loxapine (in behavioural disturbance that is moderate in
severity) is also supported by RCTs;*6 note that use of this preparation requires the co-
operation of the patient, and that bronchospasm is an established side-effect.

Larger, placebo-controlled RCTs support the efficacy of IM preparations of olanzap-
ine, ziprasidone and aripiprazole. When considered together these trials suggested that
IM olanzapine is more effective than IM haloperidol which in turn is more effective
than IM aripiprazole.” Again, the level of behavioural disturbance in these studies was
moderate at most.

Five large RCTs have investigated the effectiveness of parenteral medication in ‘real-
life’ acutely disturbed patients.

® Compared with IV midazolam alone, a combination of IV olanzapine or IV droperi-
dol with IV midazolam was more rapidly effective and resulted in fewer subsequent
doses of medication being required.®

# IM midazolam 7.5-15 mg was more rapidly sedating than a combination of haloperi-
dol 5-10mg and promethazine 50 mg (TREC 1).°

= Olanzapine 10 mg was as effective as a combination of haloperidol 10 mg and pro-
methazine 25-50mg in the short term, but the effect did not last as long (TREC 4).1

# A combination of haloperidol 5-10 mg and promethazine 50 mg was more effective

and better tolerated than haloperidol 5-10 mg alone (TREC 3).!!

A combination of haloperidol 10 mg and promethazine 25-50 mg was more effective

than lorazepam 4 mg (TREC 2).12

Note that TREC 3! found IM haloperidol alone to be poorly tolerated; 6% of patients
had an acute dystonic reaction. Cochrane concludes that haloperidol alone is effective
in the management of acute behavioural disturbance but poorly tolerated, and that co-
administration of promethazine but not lorazepam improves tolerability.!* However
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NICE considers the evidence relating to the use of promethazine for this purpose to be
inconclusive.'

In a meta-analysis that examined the tolerability of IM antipsychotics when used for
the treatment of agitation, the incidence of acute dystonia with haloperidol was
reported to be 5%, with SGAs faring considerably better.'® Acute extrapyramidal
symptoms may adversely affect longer-term compliance.'® In addition, the SPC for
haloperidol requires a pre-treatment ECG'!® and recommends that concomitant
antipsychotics are not prescribed. The mean increase in QTc after 10 mg IM haloperi-
dol has been administered has been reported to be 15 ms but the range is wide."”” Note
that promethazine may inhibit the metabolism of haloperidol;?® a pharmacokinetic
interaction that is potentially clinically significant given the potential of haloperidol to
prolong QTc. While this is unlikely to be problematic if a single dose is administered,
repeat dosing may confer risk.

A large observational study supports the efficacy and tolerability of IM olanzapine in
clinical emergencies (where disturbance was severe).”!

In an acute psychiatric setting, high dose sedation (defined as a dose of more than
10 mg of haloperidol, droperidol or midazolam in routine clinical practice) was not
more effective than lower doses but was associated with more adverse effects (hypoten-
sion and oxygen desaturation).?? Consistent with this, a small RCT supports the effi-
cacy of low dose haloperidol, although both efficacy and tolerability were superior
when midazolam was co-prescribed.?> These data support the use of standard doses in
clinical emergencies.

A small observational study supports the effectiveness of buccal midazolam in a psy-
chiatric intensive care unit (PICU) setting.?* Parenteral administration of midazolam,
particularly in higher doses, may cause over-sedation accompanied by respiratory
depression.?” Lorazepam IM is an established treatment and TREC 2'* supports its
efficacy, although combining all results from the TREC studies suggests midazolam
7.5-15mg is probably more effective. Cochrane supports the efficacy of benzodiaz-
epines when used alone and concludes that there is no advantage of benzodiazepine-
antipsychotic combinations over benzodiazepines alone.?

With respect to those who are behaviourally disturbed secondary to acute intoxication
with alcohol or illicit drugs, there are fewer data to guide practice. A large observational
study of IV sedation in patients intoxicated with alcohol found that combination treatment
(most commonly haloperidol 5 mg and lorazepam 2mg) was more effective and reduced
the need for subsequent sedation than either drug given alone.?” A case series (n=59) of
patients who received modest doses of oral, IM or IV haloperidol to manage behavioural
disturbance in the context of phencyclidine (PCP) consumption, reported that haloperidol
was effective and well tolerated (one case each of mild hypotension and mild hypoxia).?

Plans for the management of individual patients should ideally be made in advance.
The aim is to prevent disturbed behaviour and reduce risk of violence. Nursing inter-
ventions (de-escalation, time out, seclusion®), increased nursing levels, transfer of the
patient to a PICU and pharmacological management are options that may be
employed. Care should be taken to avoid combinations and high cumulative doses of
antipsychotic drugs. The monitoring of routine physical observations after RT is
essential, Note that RT is often viewed as punitive by patients. There is little research
into the patient experience of RT.
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The aims of RT are threefold.

® To reduce suffering for the patient: psychological or physical (through self-harm or
accidents).

= To reduce risk of harm to others by maintaining a safe environment.

# To do no harm (by prescribing safe regimes and monitoring physical health).

Note: Despite the need for rapid and effective treatment, concomitant use of two or
more antipsychotics (antipsychotic polypharmacy) should be avoided on the basis of
risk associated with QT prolongation (common to almost all antipsychotics). This is a
particularly important consideration in RT where the patient’s physical state predis-
poses to cardiac arrhythmia.

Table 7.29 outlines the interventions to use in an emergency situation. Remedial meas-
ures are shown in Table 7.30. Box 7.12 describes physical monitoring requirements in
RT; Box 7.13 the use of flumazenil; and Box 7.14 shows guidelines for the use of zuclo-
penthixol acetate.

Table 7.29 Recommended interventions for patients showing acutely disturbed or violent behaviour

Step Intervention Comment
1 De-escalation, time out, placement,
etc., as appropriate
2 Offer oral treatment
If the patient is prescribed a regular An oral antipsychotic is an option in patients not already taking
antipsychotic, lorazepam 1-2mg alone a regular oral or depot antipsychotic
avoids the risks associated with combining  ® Quetiapine 50-100mg
antipsychotics & Qlanzapine 10mg or
Repeat after 45-60 minutes 8 Risperidone 1-2mg or
Monotherapy with buccal midazolam, B MHaloperidol 5 mg (best with promethazine 25mg)
10-20 mg may avoid the need for IM
treatment
Note that this preparation is unlicensed
Go to step 3 if two doses fail or sooner if Note that the SPC for haloperidol recommends:
the patient is placing themselves or others ~ ® Avoid concomitant antipsychotics
at significant risk 8 A pre-treatment ECG
3 Consider 1M treatment

Lorazepam 2 mg?®
Promethazine 50 mge
Olanzapine 10 mg’
Aripiprazole 9.75mg
Haloperidol 5mg

Repeat after 30-60 minutes if insufficient
effect

Have flumazenil to hand in case of benzodiazepine-induced

respiratory depression

M promethazine is a useful option in a benzodiazepine-

tolerant patient

IM olanzapine should NOT be combined with an IM

benzodiazepine, particularly if alcohol has been consumed®

Less hypotension than olanzapine, but possibly less

effective3’3

Haloperidol should be the last drug considered

® The incidence of acute dystonia is high; combine with IM
promethazine and ensure IM procyclidine is available

B The SPC recommends a pre-treatment ECG

(Continued)
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Table 7.29 (Continued)

Step Intervention Comment

4 Consider IV treatment
Diazepam 10mg over at least 5 minutes®*
Repeat after 5-10 minutes if insufficient
effect (up to 3 times)
Have flumazenil to hand

5 Seek advice from a senior psychiatrist or
senior clinical pharmacist!

2Carefully check administration instructions, which differ between manufacturers. With respect to Ativan (the

most commonly used preparation), mix lorazepam 1:1 with water for injections before injecting. Some centres use
2-4mg. An aiternative is midazolam 7.5-15mg. The risk of respiratory depression is dose-related with both but
generally greater with midazolam.

®Caution in the very young and elderly and those with pre-existing brain damage or impulse control problems,

as disinhibition reactions are more likely.?

<Promethazine has a slow onset of action but is often an effective sedative. Difution is not required before IM
injection. May be repeated up to a maximum of 100 mg/day. Wait 1-2 hours after injection to assess response.
Note that promethazine alone has been reported, albeit very rarely, to cause NMS* although it is an extremely
weak dopamine antagonist. Note the potential pharmacokinetic interaction between promethazine and haloperidol
(reduced metabolism of haloperidol) which may confer risk if repeated doses of both are administered.
4Recommended by NICE only for moderate behavioural disturbance, but data from a large observational study also
support efficacy in clinical emergencies.

°Use Diazemuls to avoid injection site reactions. IV therapy may be used instead of IM when a very rapid effect is
required. IV therapy also ensures near immediate delivery of the drug to its site of action and effectively avoids the
danger of inadvertent accumulation of slowly absorbed IM doses. Note also that IV doses can be repeated after only
5-10 minutes if no effect is observed.

"Options at this point are limited. IM amylobarbitone and paraldehyde have been used in the past but are used now
only extremely rarely. ECT is probably a better option. Behavioural disturbance secondary to the use of illicit drugs
can be very difficult to manage. Time and supportive care may be safer than administering more sedative
medication.

Box 7.12 Rapid tranquillisation: physical monitoring

After any parenteral drug administration, monitor as follows:

temperature
pulse

blood pressure
respiratory rate

every 10 minutes for 1 hour, and then half-hourly until the patient is ambulatory. Patients

who refuse to have their vital signs monitored, or who remain too behaviourally disturbed to be
approached, should be observed for signs/symptoms of pyrexia, hypotension, over-sedation and
general physical wellbeing.

If the patient is asleep or unconscious, the continuous use of pulse oximetry to measure
oxygen saturation is desirable. A nurse should remain with the patient until ambulatory.

ECG and haematological monitoring are also strongly recommended when parenteral antipsy-
chotics are given, especially when higher doses are used.** Hypokalaemia, stress and agitation
place the patient at risk of cardiac arrhythmia® (see section on ‘QT prolongation’ in Chapter 2).
ECG monitoring is formally recommended for all patients who receive haloperidol.
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Box 7.14 Guidelines for the use of Clopixol Acuphase (zuclopenthixol acetate)

Acuphase should be used only after an acutely psychotic patient has required repeated injections
of short-acting antipsychotic drugs such as haloperidol or olanzapine, or sedative drugs such as
lorazepam. It is perhaps best reserved for those few patients who have a prior history of good
response to Acuphase.

Acuphase should be given only when enough time has elapsed to assess the full response to
previously injected drugs: allow 15 minutes after IV injections; 60 minutes after IM.

Acuphase should never be administered:

® in an attempt to 'hasten’ the antipsychotic effect of other antipsychotic therapy

m for rapid tranquillisation (onset of effect is too slow)

® at the same time as other parenteral antipsychotics or benzodiazepines (may lead to over-
sedation which is difficult to reverse)

B as a ‘test dose’ for zuclopenthixol decanoate depot

® to a patient who is physically resistant (risk of intravasation and oil embolus).

Acuphase should never be used for, or in, the following:
# patients who accept oral medication

B patients who are neuroleptic-naive

patients who are sensitive to EPS

patients who are unconscious

patients who are pregnant

those with hepatic or renal impairment

those with cardiac disease.

Onset and duration of action

Sedative effects usually begin to be seen 2 hours after injection and peak after 12 hours. The
effects may last for up to 72 hours. Note: Acuphase has no place in rapid tranquillisation: its
action is not rapid. Cochrane concludes that Acuphase has no advantages over other options
in the immediate management of an episode of behavioural disturbance but that patients who
receive this preparation may need fewer subsequent injections in the medium term (7 days).*

Dose

Acuphase should be given in a dose of 50-150 mg (note there is no evidence to support any
advantage of higher over lower doses),” up to a maximum of 400 mg over a 2-week period. This
maximum duration ensures that a treatment plan is put in place. It does not indicate that there are
known harmful effects from more prolonged administration, afthough such use should be very
exceptional. There is no such thing as a ‘course of Acuphase’. The patient should be assessed
before each administration.

Injections should be spaced at least 24 hours apart.

Note: zuclopenthixol acetate was formerly widely misused as a sort of ‘chemical straitjacket'. In reality it is a
potentially toxic preparation with very little published information to support its use.
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D-alanine, refractory
schizophrenia 153
alanine transferase 666
albumin, plasma 666
alcohol 416-17
buprenorphine and 443
detoxification 413~17
driving and 707
drug interactions 473-4, 679-83,
680-2
intoxication, rapid
tranquillisation 612
metabolism 679, 679
methadone interaction 436
post-mortem blood samples 13, 13
units 411
alcohol dehydrogenase (ADH) 679, 679
drugs inhibiting 680
alcohol dependence/misuse 411-28
assessment 411-12
children and adolescents 424
co-morbid mental health
disorders 425-7
concurrent drug use
disorders 424-5
driving regulations 710-11
drug interactions 679-80
mild, assisted withdrawal 416, 420
moderate, assisted withdrawal 416,
416,420
NICE guideline 411, 421, 422
older adults 424
pregnancy 423—4
psychotropic drug choice 682
relapse prevention 420-3
severe, assisted withdrawal 416,
417,420
treatment see alcohol withdrawal
Alcohol Use Disorders Identification
Test (AUDIT) 412
alcohol withdrawal 412-23
clinical features 412,412
community setting 413
complications 418-20
fixed dose reduction regimen 415-16,
416,417
front-loading regimen 415
inpatient/residential settings 413,
416-17
pharmacologically assisted 413-17,
420
pregnancy 423-4
seizure prophylaxis 203-4,418
somatic complaints, and
remedies 420
symptom scales 413, 414, 415
symptom-triggered
regimen 416-17
aldehyde dehydrogenase 679, 679
drugs inhibiting 680
alfuzosin 509

alkaline phosphatase 666
allopurinol 153
acute mania 213
a,-adrenergic agonists
opioid withdrawal 446
PTSD in young people 380
tic disorders 398
see also clonidine; guanfacine
alpha-blockers, for urinary retention,
dementia patients 509, 515
alprazolam
HIV drug interactions 601
panic disorder 334
alprostadil 140, 140
alverine 511
Alzheimer’s disease 487-501
anticholinergics for urinary
incontinence 507-9
atrial fibrillation and 657
cognitive enhancing drugs 487-95,
488-9
depression and 522
efficacy of drug treatment 487-91
management of non-cognitive
symptoms 517-28
NICE guidance 495,497, 521
other treatments 498-501
quantifying drug effects 491
switching between drugs 491-2
see also acetylcholinesterase
inhibitors; anti-dementia
drugs; memantine
Alzheimer’s Disease Assessment
Scale - cognitive subscale
(ADAS-cog) 487
amantadine
antipsychotic-induced weight
gain 93
Huntington’s disease 538
hyperprolactinaemia 134
multiple sclerosis 535-6
refractory depression 262
sexual dysfunction 138-9, 140
tardive dyskinesia 98
American Academy of Child and
Adolescent Psychiatry
(AACAP) 369, 379
American Psychiatric Association,
acute mania/hypomania 212
amfebutamone see bupropion
amfetamine(s)
depression 272,273,274
drug interactions 473-4
misuse 464,470
refractory depression 263
see also dexamfetamine
AMG 747: §7
amino acids, tardive dyskinesia 98
6-(2-aminopropylbenzofuran
(6-APB) 473-4
amiodarone 513

amisulpride
adverse effects 48
bipolar affective disorder 208
breastfeeding 566
clozapine augmentation 150
clozapine-induced
hypersalivation 174
delirium 627
dementia 518, 521
diabetes and 122-3
clderly 481
epilepsy 633
hepatic impairment 592
Huntington’s disease 539
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 45, 46
negative symptoms 41
overdose 660
plasma level monitoring 2-4, 3
prescribing 20
psychotic depression 266
refractory schizophrenia 153,
154, 155
relative efficacy 17
renal impairment 579
sexual adverse effects 139
weight gain risk 90
amitriptyline 238
adverse effects 332
children and adolescents 356-7, 408
clozapine-induced
hypersalivation 174
discontinuation symptoms 284
epilepsy 633
gel 291,293
intramuscular 291, 292
intravenous 291,292
plasma level monitoring 3
post-stroke depression 276
pregnancy 547,549
rectal 292,294
renal impairment 581
amnesia, alcohol-induced 681
amoxapine, epilepsy 633
amphetamines see amfetamine(s)
amylase, serum 666
anaemia, psychotropics causing 672
analgesic agents
dementia 512-13, 515, 517
opioid-dependent patients 437--8, 443
angiotensin I antagonists, lithium
interactions 194, 194
angiotensin converting enzyme (ACE)
inhibitors, lithium
interactions 194, 194
ANNSERS (Antipsychotic Non-
Neurological Side-Effects
Rating Scale) 17,20
anorexia nervosa 607-9, 609
Antabuse see disulfiram
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anti-adrenergic medications, PTSD in
young people 380,381
antibiotics, dementia patients 514, 515
anticholinergic cognitive burden
(ACB) 507
anticholinergic drugs
antidepressant discontinuation
symptoms 285
bronchodilators 511
extrapyramidal side-effects 85
with long-acting injection
antipsychotics 68
prescribing in dementia 507-12,
508,514,515
street drug interactions 474
urinary incontinence 507-9, 510, 515
anticholinergic side-effects
antidepressants 280-1, 332-3
antipsychotics 48
renal impairment and 577
anticholinesterases see
acetylcholinesterase (AChE)
inhibitors
anticoagulated patients
atrial fibrillation 656
SSRIs and 276-7, 329
anticonvulsants
alcohol dependence 203-4, 418,423
autism spectrum disorders 391
biochemical side-effects 667
bipolar affective disorder 197-207
clozapine-induced seizure
prophylaxis 11-12
dementia 523
depression/psychosis and 632-5
driving and 707
drug interactions 635
ECT seizure threshold and 270
learning disabilities 622
pregnancy 551-2, 552
surgical patients 638
see also mood stabilisers; specific
agents
anti-dementia drugs (cognitive
enhancers) 487-507, 488-9
adverse effects 493-4
clinical effectiveness 487-91
clinical practice guidance 502-3, 503
combinations 495
dementia with Lewy bodies 502
dosing 492
drug interactions 494-5, 496-7
Huntington’s disease 539
mechanisms of action 487
mild cognitive impairment 493, 502
multiple sclerosis 535
NICE guidance 495, 497
non-cognitive symptoms of
dementia 521
Parkinson’s disease 502
quantifying effects 491

renal impairment 578, 586

switching between 491-2

tolerability 492-3

vascular dementia 501-2

see also acetylcholinesterase (AChE)
inhibitors; memantine

antidepressants 233-333, 235-43

adverse effects 307-33
elderly 280-1
relative 234, 332-3
alcohol dependence 425-6, 682
alternative routes of
administration 290-5,291-2
anxiety spectrum disorders 334-5,
370-1
atrial fibrillation 657
benzodiazepine withdrawal 348
biochemical side-effects 6669
bipolar affective disorder 226
borderline personality disorder 619
breastfeeding 560, 560, 561-5
cardiotoxicity 307-~14, 308-9
children and adolescents 355-9,
359, 370~1, 408
costs 235-43
cross-tapering 296
dementia 522-3
depression 233-333
bipolar 217,218, 219, 363
children and adolescents 355-9,
359
choice of agent 234,235-43
duration of treatment 244
effectiveness 233
lithium augmentation 190
minimum effective doses 250
next step treatments 244
NICE guidelines 232, 288
onset of action 233
post-stroke 276-8
prescribing principles 231
prophylaxis 287-9
psychotic 266-8
refractory (resistant) 255,
255-65,265
switching 253
treatment algorithm 252-3
diabetes and 321, 321-3
discontinuation symptoms 234,
283-6, 284, 296
driving and 707
drug interactions 205, 234, 303-6,
304-5
dysthymia 233
cating disorders 608, 609
ECT seizure threshold and 269, 269
elderly 280-1, 480-1
epilepsy and 632, 633
haematological side-effects 670-2
hepatic impairment 591, 591, 5934
HIV infection 599

Huntington’s disease 539
hyperprolactinaemia and 319,
319-20
hyponatraemic effects 234, 279,
316-18
indications 235-43
intra-gastric (IG)} 290
intra-jejunal (IJ) 290
intramuscular 291, 291
intravenous 290-3, 291
multiple sclerosis 534
overdose 659-60
Parkinson’s disease 529
pregnancy 546-8, 549, 553
rectal 292,293-4
renal impairment 577-8, 578, 581-3
schizophrenia negative
symptoms 42
sexual dysfunction and 324-7, 325
street drug interactions 473
sublingual 290, 291
suicidality and 244
surgical patients 637, 638~9
swapping/stopping 296-302,
298-301
transdermal 291-2, 293
see also specific agents
antidiuretic hormone, syndrome of
inappropriate secretion
(STADH) 130, 131, 316
antiemetics, dementia patients
509-11, 514
antiepileptics see anticonvulsants
antihistamines
anorexia nervosa 608
borderline personality disorder 619
dementia 513, 514
see also promethazine
antihypertensives, dementia
patients 513, 514
antimuscarinic drugs
antipsychotic-induced akathisia 88
see also anticholinergic drugs
Antipsychotic Non-Neurological
Side-Effects Rating Scale
(ANNSERS) 17, 20
antipsychotics 15-187
acute mania/hypomania 208, 211,
211-12, 213
adherence 18, 33, 50, 68
adverse effects 17, 84-146
children and adolescents 367
combination therapy 37
dose-related 29
first- vs second-generation
agents 52, 86
monitoring 20
relative 48, 48
switching agents for 144, 144-6
alcohol misusers 682
anorexia nervosa 608
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antipsychotics (cont'd)
atrial fibrillation 657
atypical 15
see also second-generation
antipsychotics
biochemical side-effects 666-9
bipolar affective disorder 208-10,
225-6
borderline personality
disorder 618-19
breastfeeding 560, 566-8
cardiovascular effects 110-16
catatonia 106-8, 107, 107
children and adolescents 408
bipolar affective disorder 362-3,
364
psychosis 367, 367
choosing 16-17
classification 15-16
combination therapy 20, 37-40,
60, 63-4
delirium 627-8
dementia 518-21
depot see long-acting injection
(LAJ) antipsychotics
diabetes association 121-3, 124
dose-response cffects 28, 61-2
doses 20
equivalent 26, 26-7,27
loading 60
maintenance treatment 33
maximum licensed (EU) 24-5
minimum effective 22, 22-3
when to increase 61
driving and 707
drug interactions 205
ECT seizure threshold and 270
elderly 481-3
cpilepsy and 632,633-4
first episode psychosis 31, 49
first generation see first-generation
antipsychotics
haematological side-effects 670-2
hepatic impairment 591,591, 592-3
high-dose 28~30
adverse effects 29
efficacy 28
prescribing 29-30
HIV infection 598
Huntington’s disease 538, 539
inadequate response 61-$
learning disabilities 622
long-acting injections see
long-acting injection (LAT)
antipsychotics
maintenance treatment 32, 32-4
monitoring 20, 45-6, 59-60
monotherapy 20,37
multiple sclerosis 534-5
negative symptoms 41-4
new and developing 56-7
NICE guidelines 59-60

overdose 660-1
Parkinson’s disease 530
plasma level variations 62
pregnancy 543-5,545, 553
prescribing principles 20-1
prophylaxis 31-6
psychotic depression 266-7
rapid tranquillisation 61113, 613,
613-14, 616
refractory depression 257
relapse or acute exacerbation 50
relative efficacy 17-18
renal impairment 577-8, 578,
579-80
second generation see second-
generation antipsychotics
sedative use 20
street drug interactions 473
surgical patients 639
switching 62-4, 144, 144-6
tic disorders 398-9
typical 15
see also first-generation
antipsychotics
velo-cardio-facial syndrome 644
withdrawal 33-4
see also specific agents
antiretroviral drugs
adverse psychiatric effects 604, 605
pharmacodynamic
interactions 604, 606
pharmacokinetic interactions 600,
601-4
antisocial personality disorder, ADHD
and 386
antispasmodics, dementia
patients 511,514
anxiety 334
nicotine use 685
non-psychotropics causing 651
anxiety spectrum disorders 334-42,
337-8
alcohol dependence with 426-7
atrial fibrillation and 657
benzodiazepines 334, 343
caffeine consumption 693
children and adolescents 369-73,
371, 379-80
driving regulations 708
HIV infection 599
learning disabilities 622
multiple sclerosis §33
NICE guidelines 334, 339
pregabalin 335
pregnancy 552-3
psychological approaches 336, 338
SSRIs/SNRIs 334-5
anxiolytics 343
biochemical side-effects 666
driving and 707
elderly 484-5
HIV infection 599

renal impairment 578, 585-6
see also benzodiazepines; sedatives
6-APB (6-(2-aminopropyl}
benzofuran) 473-4
aquaretics 130
aripiprazole
acute mania/hypomania 212
adverse effects 48
atrial fibriflation 657
autism spectrum disorders 392
bipolar affective disorder 208,
223,225
children and adolescents 364, 365
bipolar depression 218,219
blood lipids and 117,118
breastfeceding 566
catatonia 106, 107
children and adolescents 408
psychosis 367
rapid tranquillisation 406
clozapine augmentation 149, 150
combination therapy 37
cost 213
delirium 627
dementia 518
diabetes and 122-3,124
dose
equivalent 27
maximum licensed 24
minimum effective 22
dose-response observations 61
clderly 481
epilepsy 633
hepatic impairment 592
Huntington’s disease 538, 539
hypertension risk 128
learning disabilities 622
long-acting injection (LAI) 68, 74
dosing and frequency 67, 74
elderly 483
maximum licensed dose 24
pharmacokinetics 70
switching to 74
neuroleptic malignant syndrome 103
overdose 660
Parkinson’s disease 530
plasma level monitoring 3, 4
prolactin plasma levels and
133,134
psychotic depression 266
rapid tranquillisation 611, 613
children and adolescents 406
refractory depression 257
refractory schizophrenia 153, 154
relative efficacy 17
renal impairment 579
sexual function and 138, 139
switching to 63, 92
tardive dyskinesia and 97
tic disorders 398
velo-cardio-facial syndrome 644
weight gain risk 90
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Arizona Sexual Experience Scale
(ASEX) 138
armodafinil
depression 272,273
schizophrenia 42
aromatherapy 695, 697, 698
dementia 518
arrhythmias
antidepressant-induced 308-9,
312-15
antipsychotic-induced 110-11
physiological risk factors 112,112
risk in anorexia nervosa 607
see also atrial fibrillation; QT
prolongation
asenapine
acute mania/hypomania 212
adverse effects 48
bipolar affective disorder 208
breastfeeding 566
cost 213
epilepsy 633
equivalent dose 27
glucose homeostasis and 123
hepatic impairment 592
hyperprolactinaemia and 134
maximum licensed dose 24
minimum effective dose 22
negative symptoms 41
neuroleptic malignant
syndrome 103
overdose 660
renal impairment 579
weight gain risk 90
aspartate aminotransferase 666
Asperger’s syndrome 390, 709
aspirin
multiple sclerosis 536
valproate interaction 200
assays, drug 1
asthenia, non-psychotropics
causing 651
ataxia, alcohol-induced 681
atazanavir 601
atomoxetine
ADHD 385, 386, 388
autism spectrum disorders 392
hepatic impairment 595
Parkinson’s disease 529
atrial fibrillation (AF) 656-8, 657
atropine, for hypersalivation 174, 512
attention deficit hyperactivity disorder
(ADHD) 384-9
adult 385-6
autism spectrum disorders 391-2
bipolar affective disorder and 363
driving and 707, 709
NICE guidance 384
pregnancy 554
prescribing 388
velo-cardio-facial syndrome 644-5
attitudes to medication, assessing 701

atypical antipsychotics 15
see also second-generation
antipsychotics
autism 390
autism spectrum disorders
(ASD) 390-6
co-morbid problem
behaviours 391-3
core symptoms 390-1
driving regulations 709
fluoxetine prescribing 394, 395
learning disability with 621, 622
risperidone prescribing 394

baclofen
alcohol dependence 423
GBL and GHB withdrawal 467,
467, 468
tic disorders 399
BALANCE study 198, 225
bapineuzumab 501
barbiturates
ECT seizure threshold and 270
pregnancy 552
basophils 670
behavioural and psychological
symptoms (BPSD) of dementia
see dementia, non-cognitive
symptoms
behavioural disorders
acute see acutely disturbed
behaviour
driving regulations 710
learning disabilities 621, 6223
non-psychotropics causing 651
behavioural therapies
autism spectrum disorders 390
dementia 518
drug-induced weight gain 92
tics 397
benign ethnic neutropenia (BEN} 181
benperidol, adverse effects 48
benzamides, substituted 15
benzatropine, antipsychotic
side-effects 88, 174
benzhexol, clozapine-induced
hypersalivation 174
benzodiazepines 343-52
acute mania/hypomania 212
alcohol withdrawal 413-17, 416,
417, 418, 4234
antagonism see flumazenil
antipsychotic-induced akathisia 88
anxiety disorders 334, 3378, 343
alcohol dependence with 426
children and adolescents 371, 371
anxiolytic 343
borderline personality disorder 619
breastfeeding 571
caffeine interaction 692
catatonia/stupor 106, 107
delirium 628

dementia 522
dependence (misuse) 346-9, 466,470
alcohol dependence with 424
depression 343-4
detoxification 346-9
disinhibitory reactions 350-2
dosage reduction 347
driving ability and 707
drug interactions 205, 344-5, 474
ECT seizure threshold and 269
elderly 484-5
HIV infection 598, 599
hypnotic 343
methadone interaction 436
misuse see benzodiazepines,
dependence
multiple sclerosis 533
overdose 661
post-mortem blood
concentrations 13
pregnancy 423-4, 552-3
rapid tranquillisation 344, 612,
613-14
side-effects 344
smoking status and 688
street drug interactions 474
surgical patients 639
switching to diazepam 347, 347
tardive dyskinesia 98
tolerance test 346
urine screening 346
withdrawal symptoms 346, 346
benztropine see benzatropine
beta-agonists, dementia patients 511
beta-blockers
multiple sclerosis 533
see also propranolol
bethanechol
clozapine-induced constipation 179
sexual dysfunction 138-9, 140
bexarotene, refractory
schizophrenia 153
bicarbonate, plasma 666
bilirubin, serum 666
binge eating disorder 607, 609, 609
biochemical side-effects, psychotropic
drugs 665, 666-9
BioMelatonin 402, 404
bipolar affective disorder
(BAD) 189-230
alcohol dependence with 426
antipsychotics 208-10,225-6
atrial fibrillation and 657
children and adolescents 358-9,
362-6, 364, 365
elderly 484
HIV infection 599
mood stabilisers 189-207
multiple sclerosis 534-5
physical monitoring 228-9
pregnancy and postpartum 548-50,
551
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bipolar affective disorder (cont’d)
prophylaxis 225-7
antipsychotics 208,225-6
carbamazepine 203, 225,226
lithium 190, 225,226
NICE recommendations 225-6
valproate 198,225,226
rapid-cycling 223, 223-4
see also depression, bipolar; mania
bitopertin 57
bleeding, SSRI-related 279, 328-31,329
blood drug concentrations
post-mortem, interpretation 13, 13-14
see also plasma drug concentrations
blood pressure (BP)
antidepressants and 308-9
monitoring
bipolar affective disorder 229
schizophrenia 46
starting clozapine 161
see also hypertension; hypotension
body dysmorphic disorder (BDD) 335
Bolam test 673,674
Bolitho test 673, 674
borderline personality disorder
(BPD) 618-20
botulinum toxin
clozapine-related
hypersalivation 174
tardive dyskinesia 98
tic disorders 399
bowel obstruction,
clozapine-associated 178
bradykinesia 84
bradyphrenia 84
breastfeeding 559-60, 560
antidepressants 560, 561-5
antipsychotics 566-8
infant exposure 559
mood stabilisers 569-70
nicotine replacement therapy 458
opioid dependence 450
prescribing principles 559-60
sedatives 571
see also postpartum period
breathalyser 411
brexipiprazole 56
British Association for
Psychopharmacology (BAP)
guidelines
acute mania/hypomania 212
anti-dementia drugs 502-3, 503
schizophrenia 42
bromocriptine 134, 140
bronchodilators, dementia
patients 511,514
bulimia nervosa 607, 609, 609
buprenotphine 431, 439-44
analgesia for patients on 437, 443
cautions 443
clinical effectivencss 439

detoxification regimens 445, 446,
446, 448
less than daily dosing 442-3
methadone vs 431, 432
NICE guidance 451
older people 513
overdose 443
pregnancy and
breastfeeding 449-50
prescribing 439-43, 440
QT prolongation 439
transfer from methadone to 441,
441-2, 443
transfer from other prescribed
opioids to 442
withdrawal 431
buprenorphine/naloxone
(Suboxone) 431, 444
bupropion (amfebutamone)
ADHD 385
antipsychotic-induced weight gain 93
bipolar depression 217
breastfeeding 561
cardiotoxicity 308, 312,313
clozapine-related
hypersalivation 174
cocaine dependence 463
discontinuation symptoms 283
eating disorders 609
epilepsy 633
HIV infection 599
hyperprolactinaemia and 319
overdose 659
pregnancy 548
refractory depression 256,257
renal impairment 581
sexual dysfunction 138-9, 140, 326
smoking cessation 456, 460, 461
switching to/from 297-301
buspirone
alcohol dependence 426
body dysmorphic disorder 335
children and adolescents 371,371
multiple sclerosis $33
refractory depression 256, 260
renal impairment 585
sexual dysfunction 138-9, 140
butyrophenones 15
breastfeeding 566
overdose 660

cabergoline
hyperprolactinaemia 134
refractory depression 262

caffeine 690-4
consumption in mental illness 692-3
content of drinks 690
interactions 691, 692
intoxication 691, 692
Parkinson’s disease and 531
psychotropic effects 691

calcium, plasma 667
calcium antagonists, tardive
dyskinesia 98
cancer, psychostimulants for
depression 273
cannabinoids
anorexia nervosa 607
tic disorders 399
cannabis 470
drug interactions 473-4
capacity, mental
assessment 714
covert administration of medication
and 714-16
learning disabilities 621
to refuse medication 701, 714
carbamazepine 203-7, 206
acute mania/hypomania 203,211
ADHD 385
adverse effects 204-5
alcohol withdrawal 203-4, 418
bipolar affective disorder 203~7,
225,226
bipolar depression 203,218
breastfeeding 569
children and adolescents 408
costs 213
dementia 523
discontinuation 205
drug interactions 205-6, 635
elderly 484
formulations 203
hepatic impairment 594
HIV infection 599, 603, 604
indications 203-4
learning disabilities 622
lithium interaction 195
mechanism of action 203
on-treatment monitoring 205
overdose 661
plasma levels 3, 204
pregnancy 550,551, 551-2,552
pre-treatment tests 205
renal impairment 584
smoking status and 688
street drug interactions 474
surgical patients 638
women of child-bearing age 205
cardiac arrhythmias see arrhythmias
cardiac conduction disturbances,
antidepressant-induced 308-9,
332-3
cardiac drugs, dementia 513
cardiomyopathy,
clozapine-induced 170-2
cardiovascular adverse effects
acetylcholinesterase
inhibitors 493-4
antidepressants 234, 307-15, 308-9
antipsychotics 110-16
clozapine 161, 163-4, 170-3
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cardiovascular disease
cigarette smokers 684, 685
depression-associated risk 312
nicotine replacement therapy 458
risk factors in schizophrenia 114,
117-18
cariprazine 56
catatonia 105-9
malignant/lethal 106
management 106-8, 107, 107
CATCH 22 syndrome 643-5
CATIE-AD study 519
CATIE study 17, 32, 33, 52, 62, 63
CBT see cognitive behavioural therapy
celecoxib, refractory schizophrenia 153
cerebrolysin 500
cerebrovascular accident (CVA)} see
stroke
chemotherapy, clozapine and 186-7
Childhood Anxiety Multimodal Study
(CAMS) 370
childhood disintegrative disorder 390
children and adolescents 353-408
ADHD 384, 384-9, 388
alcohol dependence 424
anxiety disorders 369-73, 371,
37980
autism spectrum disorders 390-6
bipolar illness 358-9, 3626,
364, 365
depression 355-61, 359
drug doses 408
eating disorders 607, 609
lithium plasma levels 190
melatonin for insomnia 402-4, 404
obsessive compulsive disorder
374-8, 376
prescribing principles 353-4
psychosis 367, 367-8
PTSD 372,379-83, 381
rapid tranquillisation 405-7, 406
smoking cessation 458
tics and Tourette’s
syndrome 397401
velo-cardio-facial syndrome 644-5
Children’s Yale-Brown Obsessive
Compulsive Scale
(CY-BOCS) 374, 375
chlordiazepoxide
alcohol-dependent pregnant
women 423-4
alcohol withdrawal 413-17,
416, 417
diazepam equivalent dose 347
renal impairment 585
chloride, serum 667
chlorphenamine 513
chlorpromazine 15
adverse effects 48
breastfeeding 567
cpilepsy 634

equivalent doses 26, 26, 27
first episode psychosis 31
HIV infection 598
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 45, 46
NICE guidance 60
overdose 661
pregnancy 545
renal impairment 579
sexual adverse effects 139
smoking status and 688
weight gain risk 90
cholesterol, blood 117, 118, 667
cholinesterase inhibitors see
acetylcholinesterase inhibitors
chronic kidney disease 577-8
see also renal impairment
cigarette smoking see smoking,
cigarette
cimetidine, with clozapine 149
Circadin 402, 404
citalopram 235
adverse effects 332
anxiety disorders 334-5
breastfeeding 561
cardiotoxicity 308, 312, 313
children and adolescents
anxiety disorders 371
autism spectrum disorders 391
depression 356
obsessive compulsive
disorder 374
PTSD 380,381
dementia 522-3
elderly 480
epilepsy 633
hepatic impairment 591
HIV infection 599
intravenous 290, 291
minimum effective dose 250
post-stroke depression 276
refractory depression 255,255
renal impairment 578, 581
switching from 296
Clinical Institute Withdrawal
Assessment of Alcohol, Revised
(CIWA-Ar) 413,414
Clinical Opioid Withdrawal
Scale 431,435
clomethiazole (chlormethiazole), renal
impairment 585
clomifene, tic disorders 399
clomipramine 238
adverse effects 332
anxiety disorders 334-5
childhood obsessive compulsive
disorder 374, 375,376
discontinuation 285
elderly 480
epilepsy 633

intravenous 291, 292
pregnancy 5467
rectal 292,294
refractory depression 263
renal impairment 581
switching to/from 297-301
clonazepam
acute mania‘hypomania 212
akathisia 88
autism spectrum disorders 393
children and adolescents 371
diazepam equivalent dose 347
elderly 484
panic disorder 335
renal impairment 585
tardive dyskinesia 98
clonidine
ADHD 385
akathisia 88
autism spectrum disorders 392, 393
clozapine-related
hypersalivation 174
PTSD in young people 380, 381
tic disorders 398
Clopixol see zuclopenthixol
clozapine 147-87
acute mania 213
adverse effects 48, 165-85
common 165-6, 165-7
community-based patients 161,
1634
serious haematological and
cardiovascular 170-3
uncommon or unusual 168, 168-9
see also specific adverse effects
alternatives to 153-5, 153-8
augmentation 37, 38, 42, 60, 92,
149, 150
bipolar affective disorder 208
blood lipids and 118,119
borderline personality disorder 619
breastfeeding 566
caffeine interaction 692
catatonia 106, 107
chemotherapy and 186-7
children and adolescents 367, 408
classification as atypical 15
community-based patients 1604
adverse effects 161, 1634
initiation guidelines 1604, 162-3
monitoring 160, 161, 163
switching from other
antipsychotics 161-3
diabetes association 121-2
dosing 147-8
maximum licensed dose 24
re-titration, after break in
treatment 159, 159
starting regimen 147, 147-8
target 149
titration in community 161, 162-3

Taylor, D. M., Paton, C., & Kapur, S. (2015). The maudsley prescribing guidelines in psychiatry. John Wiley & Sons, Incorporated.
Created from hscqub on 2023-05-23 10:18:58.



Copyright ® 2015. John Wiley & Sons, Incorporated. All rights reserved.

MAHI - STM - 122 -

724 Index

491

clozapine (cont’d)
ECT seizure threshold and 270
elderly 481
epilepsy 633
first episode psychosis 31,49
hepatic impairment 592
HIV infection 598, 601, 602
hypertension association 128-9, 165
learning disabilities 622
lithium combinations 181-5,
183,190
monitoring physical health 45, 46,
161,163
NICE guidance 59, 60
optimising treatment 149-52
overdose 660
Parkinson’s disease 530
plasma levels 3, 4-5, 148
acting on results 11, 12-13
optimising treatment 149
response threshold 4, 142
pneumonia risk 143, 168
post-mortem blood
concentrations 13
pregnancy 544, 545
prescribing 20
relapsed schizophrenia 50
relative efficacy 17,18
renal impairment 579
sexual adverse effects 139
smoking status and 688
switching to 62, 85,161-3
tardive dyskinesia and 97
tic disorders 399
treatment-resistant
schizophrenia §1
unlicensed use 675
velo-cardio-facial syndrome 644
vs high-doses of other
antipsychotics 28,29
for water intoxication 131
weight gain risk 90
clozapine-induced gastrointestinal
hypomotility {CIGH) 12, 165,
177-80
acute, management 178
clozapine re-challenge after
severe 178-9
prevention and simple
management 177-8
risk factors 177
cocaine 463-4,470
co-existing alcohol dependence 424
drug interactions 473-4
post-mortem blood
concentrations 13, 14
vaccines 4634
withdrawal 463
Cockcroft and Gault equation 576
cocoa 500
codeine 512

cognitive behavioural therapy (CBT)
anxiety disorders 335
children and adolescents
anxiety disorders 369
depression 355, 357,358
obsessive compulsive
disorder 374, 375
PTSD 382
depression in multiple sclerosis 534
refractory schizophrenia 153
cognitive enhancers se¢ anti-dementia
drugs
cognitive impairment
delirium 625, 626
HIV infection 599
mild see mild cognitive impairment
multiple sclerosis 535
non-psychotropics causing 651
see also dementia
colitis, clozapine-induced 168
complementary therapies (CTs)
695-9, 696-7
dementia 518
Parkinson’s disease 531
compliance see adherence, medication
compliance aids 7034
compliance therapy,
schizophrenia 703
concentration problems, non-
psychotropics causing 651
Concerta XL 388
see also methylphenidate
confusion
non-psychotropics causing 652
post-ECT 270
Confusion Assessment Method
(CAM) 625
consent, capacity to give 621
constipation, clozapine-induced see
clozapine-induced
gastrointestinal hypomotility
contingency management, drug
misuse 447,452,463
contraception, bipolar illness 200, 205
conversion disorder stupor 105, 107
covert administration of
medicines 479, 714-16
COX-2 inhibitors
lithium and 19§
schizophrenia 42
C-reactive protein 667
creatine {phospho)kinase 46, 102, 667
creatinine, plasma 667
creatinine clearance (CrCl) 576
CULLASS trial 17,52, 86,138
cyclizine, dementia patients 509, 513
D-cycloserine
anxiety disorders 372
PTSD prevention 382
refractory depression 262
cyproheptadine

anorexia nervosa 608
antipsychotic-induced akathisia
85, 88
sexual dysfunction 138, 140
unlicensed use 675
cyproterone, tic disorders 399
cytochrome P450 (CYP) enzymes
alcohol interactions 679, 679, 680
anticonvulsant drug
interactions 635
antidepressant drug
interactions 234, 303, 304-5
caffeine interactions 690, 692
HIV drug interactions 601-4
psychotropic drug interactions 646,
647-9
St John’s wort interactions 247

darifenacin 507, 509, 510
darunavir 601
delirium 625-31
clozapine-induced 168
drugs used to treat 6279
HIV infection 598
non-psychotropics causing 651~2
delirium tremens (DTs) 412, 412,
418
demeclocycline 131
dementia 487-528
anticholinergic drug use 507-9,
508,510
cognitive enhancers see
anti-dementia drugs
cognitive side-effects of drugs 507-17,
514-15
covert administration of
medication 479, 715
driving regulations 706, 709
HIV-related 599
Huntington’s discase 539
NICE guidance 495,497, 521
non-cognitive symptoms 517-28
analgesics 517
antidepressants 522-3
antipsychotics 518-21
benzodiazepines 522
cognitive enhancers 521
miscellaneous agents 524
mood stabilisers/
anticonvulsants 523
non-drug measures 518
other treatments 498-501
Parkinson’s disease 487, 529, 531
vascular 501-2
see also Alzheimer’s disease; mild
cognitive impairment
dementia with Lewy bodies
(DLB) 502,521,531
dependence syndrome 409-10
depot antipsychotics see long-acting
injection (LAI} antipsychotics
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depression 231~333

alcohol dependence and 425-6
anticonvulsant-associated 632-5§
atrial fibrillation and 657
benzodiazepines 343-4
bipolar 216-22
carbamazepine 203,218
children and adolescents 363, 365
lithium 190,217, 219
meta-analysis 219
psychostimulants 273
treatment 216-22,217~18
valproate 198,217
caffeine consumption 693
carbamazepine 203
children and adolescents 355-61,
359
chronic kidney disease 578
dementia and 522
diabetes and 321-3
driving regulations 708
elderly 279-82, 480-1
antidepressant prophylaxis 288
psychostimulants 274
epilepsy 632
first episode 287
HIV infection 599
Huntington’s disease 539
lithium 190, 288
multiple sclerosis 533, 534
nicotine use 685
non-psychotropics causing 652
Parkinson’s disease 529, 529
post-partum 545-8
post-stroke 274, 276-8
pregnancy 545-8, 549
prescribing principles 231
psychostimulants 272~5, 273-4
psychotic 266-8
rating scales 253
recurrent 287, 287--8
refractory (resistant) 255,
25565, 265
1st choice treatment 256-9,257
2nd choice treatment 260, 260-1
children and adolescents 358
other treatments 262-3, 2624
psychostimulants 273
secondary to medical illness 274
sexual dysfunction 324
St John’s wort 246-9
treatment 231-82
algorithm 252-3
effectiveness 233
NICE guidelines 232, 288
see also antidepressants

desipramine

multiple sclerosis 534
pregnancy 547

desmopressin 130, 166
desvenlafaxine

cardiotoxicity 309
elderly 480
hepatic impairment 594
hyponatraemia 316
overdose 660
renal impairment $81
switching to/from 299-301
dexamethasone, refractory
depression 262
dexamfetamine
ADHD 384-5, 388
cocaine dependence 463
depression 273,274
misuse 464
Dexedrine see dexamfetamine
dextromethorphan/quinidine
(Nuedexta) 534
diabetes insipidus, nephrogenic,
lithium-induced 191
diabetes mellitus
antipsychotic-associated 121-7
depression/antidepressants
and 321, 321-3
monitoring 123, 123-4
nicotine replacement therapy 458
schizophrenia association 121
diagnostic overshadowing 621
diamorphine see heroin
diazepam
akathisia 88
alcohol interaction 682
alcohol withdrawal 415,418
delirium 628
elderly 484
emulsion (Diazemuls) 344
GBL and GHB withdrawal 467,
467, 468
HIV drug interactions 601, 602
Huntington’s disease 539
paediatric rapid
tranquillisation 406
renal impairment 585
stupor 106
switching to 347, 347
tardive dyskinesia 98
tolerance test 346
didanosine 603
DiGeorge syndrome 643-5
digoxin 247, 513
dihydrocodeine, opioid
dependence 444
dimebon, Alzheimer’s disease 499
diphenhydramine, akathisia 85, 89
diphenylbutylpiperidines 15

Discontinuation—Emergent Signs and

Symptoms (DESS) scale 283
disinhibition, benzodiazepines
and 350-2

disintegrative disorder, childhood 390

disorientation, non-psychotropics
causing 652

Disruptive Mood Dysregulation
Disorder (DMDD) 365
disulfiram (Antabuse)
alcohol dependence 422-3, 423
cocaine dependence 463
diuretics, lithium interactions 194,
194-5
divalproex see valproate
docosahexaenoic acid (DHA),
schizophrenia 54
docusate 178
dolutegravir 604
domperidone, dementia
patients 509-11
donepezil 488-9
adverse effects 493-4
Alzheimer’s discase 487-90
delirium 628
drug interactions 494-5,496
efficacy 489-90
Huntington’s disease 539
mechanism of action 487
multiple sclerosis 535
non-cognitive symptoms of
dementia 521
refractory schizophrenia 153
renal impairment 586
schizophrenia 42
switching to/from 491-2
tardive dyskinesia 98
tolerability 492
vascular dementia 501~2
dosulepin (dothiepin) 238
adverse effects 332
depression prophylaxis 288
elderly 279
epilepsy 633
renal impairment 581
dothiepin see dosulepin
doxepin 238
adverse effects 332
nanoemulsion (transdermal) 291,
293
rectal 292,294
renal impairment 581
dreams, drug-induced 651
Driver and Vehicle Licensing Agency
(DVLA) 706, 70712
driving 706-13
DVLA regulations 706, 708-11,
711-12
effects of mental illness 706
effects of psychotropics 706-11,
707
epilepsy and 635
GMC guidance 712
medication-induced sedation 711
dronabinol, anorexia nervosa 607
drooling see hypersalivation
droperidol, rapid tranquillisation 611
Drug Attitude Inventory (DAI) 701
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drug misuse/dependence 463-75,470-1

alcohol dependence with 424-5
benzodiazepines 466
driving regulations 706, 711
GBL and GHB 467-8
NICE guidance 451-3
non-psychotropic medications 653
polysubstance abuse 464
psychotropic drug
interactions 472-5,473-4
stimulant drugs 463-5
urine testing 469
see also opioid dependence; ‘street
drugs’
dual diagnosis 409, 469, 621
duloxetine 242
adverse effects 234, 332
anxiety disorders 334
breastfeeding 561
cardiotoxicity 308
eating disorders 609
ECT seizure threshold and 269
elderly 279, 281, 480
epilepsy 633
hepatic impairment 593
hyponatraemia 316
minimum effective dose 250
overdose 659
Parkinson’s disease 529
post-stroke depression 276
pregnancy 548
renal impairment 581
sexual adverse effects 325, 326
smoking status and 688
switching to/from 299-301
dyslipidacmia
antipsychotic-related 117-20
pseudohyponatraemia 130
screening 45,118, 119
treatment 118-19, 144
see also lipids, blood
dysthymia, effectiveness of
antidepressants 233
dystonia
acute, after rapid
tranquillisation 615
antipsychotic-induced 84-5

early-onset schizophrenia-spectrum
(EOSS) disorder 367

eating disorders 607-10
atypical 609

Ebstein’s anomaly 549

ECG see electrocardiography

e-cigarettes 459-60, 684

ccstasy 4734

ECT see electroconvulsive therapy

efavirenz 603

eicosapentaenoic acid {EPA)
refractory depression 263
schizophrenia 54,150

ejaculatory disorders 137, 138,139
clderly 477-86
administering medicines in
foodstuffs 479
alcohol dependence 424
anticholinergic drugs 507-12, 508
antipsychotics and pneumonia 143
cognitive side-effects of drugs 507-
15, 514-15
depression 279-82,280-1, 480-1
antidepressant prophylaxis 288
post-stroke 276
psychostimulants 274
drug interactions 478-9
hypnotic agents 484-5
hyponatraemia risk 316
pharmacodynamic changes 477
pharmacokinetic changes 478
prescribing principles 477-8
psychotropic drug doses 480-5
reducing drug-related risk 479
renal impairment 577
see also dementia
clectrocardiography (ECG)
antidepressant-treated patients 312,
313
antipsychotic-treated patients 46,
59,110-16
bipolar affective disorder 229
methadone-treated patients 438,
438-9
electroconvulsive therapy (ECT)
antidepressant prophylaxis
after 288
catatonia 106, 107
child and adolescent
depression 357
epilepsy 632
Huntington’s disease 539
multiple sclerosis 534
Parkinson’s disease 529, 530
pregnancy 548
psychotic depression 267
psychotropics and 26970, 269-71
refractory depression 257
refractory schizophrenia 154
electroencephalography (EEG) 46
electrolyte disturbances
alcohol-related 681
anorexia nervosa 608
Elvanse see lisdexamfetamine
clvitegravir 604
emtricitabine 603
energy drinks 691
enfuvirtide 604
eosinophilia, clozapine-induced 168
eosinophils 670
epilepsy 632-6
antidepressant/antipsychotic
use 632,633-4
depression and psychosis 632

driving 635
learning disability 621-3
pregnancy 551-2,552
see also anticonvulsants; seizures
EPS see extrapyramidal side-effects
Equasym see methylphenidate
Equasym XL 388
erectile dysfunction 137, 138,140
erythrocytes 670
erythrocyte sedimentation rate
(ESR) 670
escitalopram 235
adverse effects 332
breastfeeding 562
cardiotoxicity 308, 312,313
children and adolescents 408
autism spectrum disorders 391
depression 356
obsessive compulsive
disorder 374
elderly 480
HIV infection 599
hyponatraemia 316
intravenous 290, 291
minimum effective dose 250
placebo response 676
post-stroke depression 276
renal impairment 582
estimated glomerular filtration rate
(eGFR} 576
eszopiclone, renal impairment 585
ethanol see alcohol
etravirine 603
EUEFEST study 41
euphoria
multiple sclerosis 534-5
non-psychotropics causing 653
EVP-6124: 58
extrapyramidal side-effects
(EPS) 84-5, 84~7
antipsychotic classification
and 15-16
first vs second-generation
antipsychotics 17, 52
never-medicated schizophrenia 86
switching antipsychotics 144
treatment 85
see also akathisia; dystonia; tardive
dyskinesia

famotidine 93,154
Fatal Toxicity Index (FTI) 312-13
fatigue
depression with 273
HIV-associated 274
multiple sclerosis 535-6
non-psychotropics causing 652
fentany! patches, older people 512
ferritin, serum 667
fesoterodine 509, 510
fever, clozapine-induced 161, 166
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index 727

fibre, dietary 177-8
first episode psychosis 31, 49
first-generation antipsychotics
(FGAs) 15
adverse effects 17, 86
bipolar affective disorder 208, 225
children and adolescents 367
delirium 627
dementia 518
diabetes risk 121
dyslipidaemia and 117
elderly 481-3
equivalent doses 26, 26
Huntington’s disease 538
long-acting injectable 66, 67,
67-8
maximum licensed doses 24
minimum effective doses 22
negative symptoms 41
place in therapy 52-3
pregnancy 543-4, 545
relative efficacy 17
renal impairment 578, 579-80
sexual adverse effects 138, 139
tic disorders 398
fish oils see omega-3 fatty acids
fluid restriction, hyponatraemia
131, 317
flumazenil 344
guidelines for use 614
rapid tranquillisation and 615
flunitrazepam, disinhibitory
reactions 350
fluoxetine 235
adverse effects 332
antidepressant discontinuation
and 285
antipsychotic-induced weight
gain 93
anxiety disorders 334, 335
bipolar depression 216,217,219
breastfeeding 562
cardiotoxicity 308, 312
children and adolescents 408
anxiety 370,371
autism spectrum disorders 391,
394,395
depression 355-6, 357, 358
obsessive compulsive
disorder 374, 375
discontinuation 284
drug interactions 635
eating disorders 608, 609
elderly 480
hepatic impairment 593
minimum effective dose 250
post-stroke depression 276
pregnancy 547, 549
psychotic depression 266
refractory depression 257
renal impairment 582

sublingual 290, 291
switching to/from 297-301
unlicensed use 675
flupentixol 15
adverse effects 48
breastfeeding 568
depot (flupentixol decanoate)
67,68
dose reduction 72
elderly 482
equivalent dose 26
maximum licensed dose 24
pharmacokinetics 70
equivalent dose 26
hepatic impairment 592
maximum licensed dose 24
pregnancy 544
renal impairment 579
sexual adverse effects 139
fluphenazine
adverse effects 15, 48
depot (fluphenazine decanoate) 67
elderly 483
equivalent dose 26
maximum licensed dose 24
pharmacokinetics 70
equivalent dose 26
Huntington’s disease 538
inadequate response 62
renal impairment 579
smoking status and 688
flurazepam, HIV drug
interactions 601, 602
flutamide, Tourette’s syndrome 399
fluvoxamine 236
adverse effects 332
breastfeeding 562
cardiotoxicity 308
children and adolescents
anxiety disorders 370, 371
autism spectrum disorders 391
obsessive compulsive
disorder 374
with clozapine 149
minimum effective dose 250
renal impairment 582
smoking status and 688
switching to/from 297-301
tardive dyskinesia 98
folic acid supplements 695
Alzheimer’s discase 498
anticonvulsant-treated pregnant
women 550, 552
schizophrenic negative
symptoms 41
valproate-treated women 200
food, covert administration of
medicines in 479, 714-16
fosamprenavir 601
full blood count (FBC},
monitoring 45,228

gabapentin
acute mania 213
alcohol dependence 423
bipolar depression 218
dementia 523
HIV infection 599
tardive dyskinesia 98
galactorrhoea 133,138
galantamine 488-9
adverse effects 4934
Alzheimer’s disease 487-9, 490
drug interactions 494-5, 496
efficacy 490
mechanism of action 487
non-cognitive symptoms of
dementia 521
renal impairment 586
schizophrenia 42
tolerability 492
vascular dementia 501-2
y-butaryl-lactone (GBL) 467,
467-8,470
y-hydroxybutyrate (GHB) 467,
467-8, 470
gamma-glutamyl transferase 667
gastrointestinal bleeding
NSAID-related 512
SSRI-related 234, 279, 328-31, 329
gastrointestinal drugs, dementia
patients 509-11, 514
gastrointestinal hypomotility,
clozapine-induced see
clozapine-induced
gastrointestinal hypomotility
gastro-oesophageal reflux disease
(GORD),
clozapine-induced 166
GBL (y-butaryl-lactone) 467,
467-8,470
generalised anxiety disorder
(GAD) 337-8
NICE guidance 339
pregabalin 335
SSRIs/SNRIs 334
valproate 198
General Medical Council (GMC),
driving guidelines 712
GHB (y-hydroxybutyrate) 467,
467-8, 470
Ginkgo biloba
dementia 498, 524
drug interactions 695
schizophrenia 42,150, 154
tardive dyskinesia 85,98
ginseng
Alzheimer’s disease 499
drug interactions 695
multiple sclerosis 536
Glasgow Antipsychotic Side-effect
Scalc (GASS) 17, 20
glomerular filtration rate (GFR) 576
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glucose, blood
antidepressant drug effects 321
fasting plasma (FPG) 123, 123-4
monitoring
antipsychotic-treated patients 45,
123, 1234
bipolar affective disorder 228
psychotropic drug effects 668
random plasma (RPG) 124
see also hyperglycaemia; impaired
glucose tolerance
glycine, schizophrenia 41-2, 154
glycopyrrolate, clozapine-related
hypersalivation 17§
granisetron
dementia patients 511
schizophrenia 42
granulocyte colony-stimulating factor
(G-CSF) 184,186
granulocyte macrophage colony-
stimulating factor
(GM-CSF) 182
guanfacine 175
ADHD 385
autism spectrum disorders 392
PTSD in young people 380, 381
tic disorders 398

H, antagonists
antipsychotic-induced weight
gain 93
dementia patients 515
haematological side-effects
clozapine 170-3
psychotropic drugs 665, 670-2
haemoglobin
glycosylated (HbA ) 124, 668
psychotropics affecting 670
hallucinations
alcoho! withdrawal 418
non-psychotropics causing 652, 654
Parkinson’s disease 530
haloperidol 15
acute mania/hypomania 212
adverse effects 48
alcohol withdrawal 418
bipolar affective disorder 226
breastfeeding 566
children and adolescents 408
costs 213
delirium 626-30,627
dementia 519
depot (haloperidol decanoate} 67, 67
dose reduction 72
elderly 483
equivalent dose 26
maximum licensed dose 24
pharmacokinetics 70
vs paliperidone palmitate 52,77-8
diabetes risk 121
elderly 482

epilepsy 633
equivalent dose 26
hepatic impairment 592
HIV infection 598,602
Huntington’s disease 538, 539
learning disabilities 622
overdose 660
pncumonia risk 143
pregnancy 544, 545
rapid tranquillisation 611-12,
613-14
children and adolescents 406
renal impairment 578, 579
schizophrenia
combination therapy 37,150
dose-response effects 33, 61
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 46
negative symptoms 41
refractory 155
relative cfficacy 17
therapeutic index 52
sexual adverse effects 139
smoking status and 689
tic disorders 398
weight gain risk 90
Hamilton Depression Rating Scale
(HAM-D) 253
heart failure, clozapine-treated
patients 170-1
heart rate, effects of
antidepressants 308-9
heat stroke, clozapine-induced 168
hepatic failure,
clozapine-induced 168
hepatic impairment 590-7
alcohol dependence 417, 682
antidepressants 591, 593-4
antipsychotics §91, 5923
drug-induced 591-6
methadone dosing 436
mood stabilisers 594
nicotine replacement therapy 458
prescribing principles 590-1
recommended agents 591
stimulants 595
see also liver disease
hepatitis B and C 472
hepatotoxicity, drug-induced 595-6
herbal medicines 695-8, 696
Alzheimer’s disease 499-500
drug interactions 695
hyperprolactinaemia 134
see also Ginkgo biloba; St John’s
wort
heroin (diamorphine) 471
buprenorphine substitution 439-44
dependence see opioid dependence
detoxification 444-5
drug interactions 473-4

injectable maintenance
prescribing 444
methadone substitution 433-9
withdrawal 431
high-density lipoprotein (HDL) 117,
668
hirudin, Alzheimer’s discase 499
HIV infection/AIDS 598-606
adverse psychiatric effects of
antiretrovirals 604, 605
drug misusers 472
neurocognitive disorders 599
pharmacodynamic drug
interactions 604, 606
pharmacokinetic drug
interactions 600, 601-4
psychostimulants in depression 274
psychotropic prescribing 598-600
homeopathy 696
Huntington’s disease 538-9, §38-40
huperzine A, Alzheimer’s
disease 499-500
9-hydroxyrisperidone see paliperidone
hydroxyzine 343, 513
hyoscine (scopolamine)
clozapine-induced
hypersalivation 165,175
cognitive effects in dementia 511
depression 262,293
hypercalcaemia, lithium-induced 191
hyperemesis gravidarum 543-4, 553
hyperforin 247
hyperglycaemia
antipsychotic-induced 121-3
pseudohyponatraemia 130
see also diabetes mellitus
hypericins 246
Hypericum perforatum see St John’s wort
hyperlipidaemia see dyslipidacmia
hyperparathyroidism,
lithium-induced 191
hyperprolactinaemia
antidepressants and 319, 319-20
antipsychotic-induced 48, 52,133-6
antipsychotics not causing 133,
133
monitoring 46, 133-4
sexual dysfunction and 133, 138
switching antipsychotics 144
treatment 134
hypersalivation
anticholinergics for, dementia
patients 512, 514
clozapine-induced 165, 174-5, 174-6
hypersomnia, depression with 273
hypertension
antipsychotics and 128-9
clozapine-induced 165
hypertensive crisis,
MAOI-induced 234
hypertriglyceridaemia 117, 118
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hypnotics
benzodiazepine 343
biochemical side-effects 666
disinhibitory reactions 350
driving and 707
elderly 484-5
renal impairment 578, 585-6
hypoglycaemia, alcohol-induced 681
hypomania 211~15
children and adolescents 358-9
driving regulations 709
drug treatment 211, 211~15
non-psychotropics causing 653
see also mania
hyponatraemia
antidepressant-induced 234, 279,
316-18
antipsychotic-induced 130-2, 131
other drugs associated with 317
treatment 317
hypotension
antidepressant-induced 332-3
antipsychotic-induced 48, 128
clozapine-induced 147, 161, 165
rapid tranquillisation 615
switching antipsychotics 144
see also postural hypotension
hypothyroidism, lithium-induced 191
Hy’s rule, hepatotoxicity of new
drugs 591

ibuprofen 270
illicit drugs see ‘street drugs’
iloperidone
adverse effects 48
bipolar affective disorder 208
blood lipids and 117
breastfeeding 568
elderly 481
equivalent dose 27
hepatic impairment 592
maximum licensed dose 24
minimum effective dose 22
neuroleptic malignant
syndrome 102-3
overdose 661
weight gain risk 90
imipramine 239
adverse effects 332
child and adolescent
depression 356-7
discontinuation symptoms 284
hepatic impairment 591
pregnancy 547, 549
psychotic depression 266
rectal 292,294
renal impairment 582
transdermal (nanoemulsion) 291, 293
impaired glucose tolerance
antipsychotic-associated 121-7, 124
switching antipsychotics 144

impulsiveness, autism spectrum
disorders 391-2
inattention, autism spectrum
disorders 391-2
indinavir 247, 601
indomethacin 512
infants, breastfed 559
inositol, bipolar depression 218
insomnia
melatonin for childhood 4024, 404
non-psychotropics causing 653
pregnancy 552-3
see also hypnotics
interferon-f} therapy 533
international normalised ratio 671
interstitial nephritis,
clozapine-induced 168
intoxication, acute see acute
intoxication
ipratropium 175
irritability
autism spectrum disorders 392
non-psychotropics causing 653
isocarboxazid 240, 333
isoniazid 515
ITI-007: 56

ketamine
bipolar depression 218
childhood obsessive compulsive
disorder 377
depression 293
refractory depression 260
ketanserin, tic disorders 399
ketoconazole, refractory
depression 262
Korsakoff’s syndrome 419

lability, non-psychotropics
causing 653

lactate dehydrogenase 668

lactulose 178

lamivudine 604

lamotrigine
acute mania 213
bipolar affective disorder 223, 226
bipolar depression 216,217,

219, 363

borderline personality disorder 619
breastfeeding 569-70
clozapine augmentation 150
dementia 523
depressant effects 634
eating disorders 609
elderly 484
hepatic impairment 594
HIV infection 599
Huntington’s disease 538
learning disabilities 622
overdose 661
plasma level monitoring 3

pregnancy 550, 552
refractory depression 260
renal impairment 584
schizophrenia 42, 154
latrepirdine, Huntington’s disease 539
laughter and crying, pathological
(PLC), multiple sclerosis 5334
laxatives
clozapine-induced
constipation 178-9
dementia patients 509, 514
learning disabilities {(LD) 6214
assessment of care
environments 623
capacity and consent 621
driving regulations 709
medications used 622~3
physical co-morbidity 621-3
psychological interventions 623
sensitivity to side-effects 623
lethargy, non-psychotropics
causing 651, 652
leucopenia, psychotropics causing 671
levetiracetam
acute mania 213
bipolar affective disorder 223
Huntington’s disease 538
tardive dyskinesia 98
tic disorders 399
levomepromazine, maximum licensed
dose 24
levothyroxine see thyroxine
Lewy body dementia 502, 521, 531
libido {sexual desire} 137
reduced 138, 324
licensed medicines, unlicensed use see
off-label prescribing
lipids, blood
antipsychotic drug effects 117-~18
monitoring 45,228
see also dyslipidaemia
lipoproteins, plasma 668
lisdexamfetamine
ADHD 385, 388
depression 273
lithium 189-96
acute mania/hypomania 189,
211,213
adverse effects 191
alcohol dependence 426, 682
augmentation of antidepressants 190
autism spectrum disorders 393
bipolar affective disorder 189-96,
225,226
bipolar depression 190, 217, 219
borderline personality disorder 619
breastfeeding 570
caffeine interaction 692
cannabis interaction 474
children and adolescents 363,
364, 408
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lithium (cont’d)

clozapine combinations 181-5,
183,190

costs 213
depression 190, 288
discontinuation 193
driving and 707
drug interactions 193-5, 194
ECT seizure threshold and 269
elderly 484
formulations 191
hepatic impairment 594
HIV infection 599
Huntington’s disease $39
for hyponatraemia 131
indications 189-90
learning disabilities 623
mechanism of action 189
multiple sclerosis 534

on-treatment monitoring 192, 193

overdose 661
plasma levels 3, 190-1
pregnancy 549-50, 551
prescribing 192
pre-treatment tests 192, 192
refractory depression 257,262
renal impairment 191, 584
suicide and 190
surgical patients 640
toxicity 192
women of child-bearing age 192
liver disease
alcohol withdrawal 417
drug-induced 591-6
see also hepatic impairment
liver function tests (LFTs) 590
bipolar affective disorder 228
buprenorphine and 443
drug-induced hepatic
toxicity 595-6
liver disease 591
schizophrenia 46
lofepramine 239, 332
adverse effects 332
cardiotoxicity 308, 312, 313
elderly 280, 480
minimum effective dose 250
overdose 659
renal impairment 582
lofexidine
clozapine-induced
hypersalivation 175
opioid withdrawal 446
long-acting injection (LAI)
antipsychotics {depot
antipsychotics) 18, 66-83
bipolar affective disorder 208
differences between 67-8
dose reduction 72-3
doses and frequencies 67
elderly 482-3

epilepsy 634
equivalent doses 26,27
first episode psychosis 31

intramuscular anticholinergics and 68

maintenance treatment 32
management of patients 72-3
maximum licensed doses 24~5
NICE guidance 60
non-adherent patients 704
pharmacokinetics 70, 70-1
prescribing advice 66
loop diuretics, lithium
interaction 194, 194-5
loperamide 509, 514
lopinavir 602
lorazepam
acute mania/hypomania 212
catatonia/stupor 106, 107
children and adolescents 371, 406
delirium 628
diazepam equivalent dose 347
elderly 485
HIV infection 598
rapid tranquillisation 406, 611,
612,613
renal impairment 585§
lormetazepam, diazepam equivalent
dose 347

low-density lipoprotein (LDL) 117, 668

loxapine
adverse effects 48
diabetes risk 121
epilepsy 634
inhaled 56-7, 611
lubiprostone 179
lurasidone
adverse effects 48
atrial fibrillation 657

bipolar affective disorder 208, 365

bipolar depression 217, 219, 363
blood lipids and 117
breastfeeding 567
children and adolescents 365
elderly 481
epilepsy 633
equivalent dose 27
glucose homeostasis and 123
hepatic impairment §92
hyperprolactinaemia and 134
maximum licensed dose 24
minimum effective dose 22
overdose 661
renal impairment 579
switching to 92
weight gain risk 90
LY2140023: 42
lymphocytes 670

maca root 326
mania
acute 211-15

antipsychotics 208, 211,
211-12,213
carbamazepine 203,211
children and adolescents 363,
364, 365
drug costs 213
drug treatment 211, 211-15,
212-13
lithium 189,211, 213
valproate 197-8, 211, 213
children and adolescents 358-9,
362,363
driving regulations 709
HIV infection 599
multiple sclerosis 534-5
non-psychotropics causing 653
prophylaxis 190, 198,203
MAOIs see monoamine oxidase
inhibitors
maraviroc 604
Maxepa see omega-3 fatty acids
MDA (3,4-methylene
dioxyamfetamine) 473-4
MDRD (Modification of Diet in
Renal Disease) formula 576
mean cell haemoglobin 670
mean cell haemoglobin
concentration 670
mean cell volume 670
mebeverine 511
mecamylamine, refractory
depression 262
medication
adherence see adherence,
medication
assessing attitudes to 702
covert administration in food or
drink 479, 71416
paying patients to take 704
refusal, patient rights 701,
714,715
Medicines and Healthcare Products
Regulatory Agency (MHRA)
methadone therapy 438
nicotine replacement therapy 458
paediatric use of risperidone 394
SSRIs in children 374-5
varenicline for smoking
cessation 461
Medikinet 388
see also methylphenidate
melatonin
autism spectrum disorders 393
benzodiazepine withdrawal 348
childhood insomnia 402-4, 404
delirium 629
drug-induced weight gain 93
elderly 485
tardive dyskinesia 98
unlicensed use 674, 675
see also agomelatine
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memantine 488-9

acute mania 213
adverse effects 494
Alzheimer’s disease 487,489, 490-1
combination therapy 495
dementia with Lewy bodies 502
drug interactions 497
efficacy 489, 490-1
Huntington’s disease 539
mechanism of action 487
multiple sclerosis S35
myasthenia gravis 512
NICE guidance 497
non-cognitive symptoms of
dementia §21
Parkinson’s disease 531
renal impairment 586
schizophrenia 42,150, 154
switching to/from 491-2
tolerability 493
vascular dementia 501-2
mental capacity see capacity, mental
Mental Capacity Act (MCA) 714,715
Mental Health Act (MHA) 712,
714,715
mental illness
alcohol use disorders 425-7
caffeine consumption 692-3
driving and 706, 708-11
illicit drug use 469
learning disabilities 621
nicotine use 684-5
placebo effect 676-8
velo-cardio-facial syndrome 643-5
see also specific conditions
metformin 92, 93
methadone 433-9, 471
analgesia for patients on 437-8
buprenorphine vs 431,432
cautions 436
clinical effectiveness 433
detoxification regimens 445,446, 448
drug interactions 205, 473-4
HIV drug interactions 602
NICE guidance 451
overdose 436-7, 662
post-mortem blood concentrations 13
pregnancy and breastfeeding 449-50
prescribing 433-6
QT prolongation/ECG
monitoring 438, 438-9
stabilisation in community 436
surgical patients 640
transfer to buprenorphine
from 441, 441-2,443
methylcellulose 93
methyldopa, velo-cardio-facial
syndrome 644
methylphenidate
ADHD 384, 384, 386, 388
autism spectrum disorders 391-2

depression 272,273-4
driving and 707
hepatic impairment 595
pregnancy 554
psychotic depression 267
refractory depression 263
unlicensed use 675
velo-cardio-facial syndrome 645
metoclopramide
adverse effects 89, 97
alcohol withdrawal 420
dementia patients S09
tic disorders 399
metyrosine, velo-cardio-facial
syndrome 644
MHRA see Medicines and Healthcare
products Regulatory Agency
mianserin 242
adverse effects 332
antipsychotic-induced
akathisia 85, 88
breastfeeding 562
overdose 660
post-stroke depression 276
refractory depression 257
refractory schizophrenia 154
schizophrenia 42
midazolam
akathisia 89
HIV drug interactions 601, 602, 603
rapid tranquillisation 611, 612, 613
children and adolescents 406
mifepristone 218, 267
mild cognitive impairment (MCI) 502
anti-dementia drugs 493, 502
vitamin supplements 498
mineral supplements, anorexia
nervosa 607
Mini Mental State Examination
(MMSE) 487
minocycline
psychotic depression 267
schizophrenia 42,153,154
mirtazapine 242
adverse effects 332
antipsychotic-induced
akathisia 85, 88
breastfeeding 563
cardiotoxicity 307, 308, 312-13
children and adolescents
anxiety disorders 371, 371
depression 357
diabetes and 321
discontinuation symptoms 283
ECT seizure threshold and 269
elderly 279,281, 480
epilepsy 632,633
hepatic impairment 593
HIV infection 599
hyperprolactinaemia and 319
hyponatraemia 316

intravenous 291, 292
minimum effective dose 250
overdose 660
post-mortem blood
concentrations 13
post-stroke depression 276
pregnancy 548
refractory depression 256,257
renal impairment 582
schizophrenia 42,154
sexual adverse effects 325
smoking status and 689
switching to/from 296, 297-301
moclobemide 241
adverse effects 333
breastfeeding 563
cardiotoxicity 309, 312, 313
clozapine-related hypersalivation 175
epilepsy 633
hepatic impairment 593
minimum effective dose 250
multiple sclerosis 534
overdose 660
pregnancy 548
renal impairment 582
switching to/from 297-301
modafinil
ADHD 385
bipolar depression 218
cocaine dependence 463
depression 272,273,274
multiple sclerosis 535-6
overdose 662
refractory depression 262
schizophrenia 42
surgical patients 640
Modification of Diet in Renal Disease
(MDRD) formula 576
monoamine oxidase inhibitors
(MAOIs) 240-1
adverse effects 234, 333
alcohol interactions 682
breastfeeding 562
caffeine interaction 692
cardiotoxicity 308
depression 234, 240-1
diabetes and 321
discontinuation symptoms 284, 284-5
drug interactions 305
ECT seizure threshold and 269
hepatic impairment 593
HIV infection 599
Huntington’s disease 539
hyperprolactinaemia and 319
hyponatraemia 316
overdose 659
pregnancy 548
refractory depression 262
sexual adverse effects 325
surgical patients 637,638
switching to/from 297-301
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monocytes 670
Montgomery—Asberg Depression
Rating Scale (MADRS) 253
mood changes, non-psychotropics
causing 653
mood disorders see affective disorders
mood stabilisers
acute maniathypomania 211, 211-12
alcohol misusers 682
atrial fibrillation 657
autism spectrum disorders 393
biochemical side-effects 667
bipolar illness 189207
antipsychotic combinations 208
children and adolescents 362-3,
364, 408
prophylaxis 225-6
rapid-cycling 223
borderline personality disorder 619
breastfeeding 560, 569-70
dementia 523
drug costs 213
elderly 484
hepatic impairment 591, 594
HIV infection 599
multiple sclerosis 534-5
overdose 661
pregnancy 549-50, 551,553
PTSD 381
renal impairment 578, 584
see also anticonvulsants;
carbamazepine; lithium; valproate
morphine
older people 512-13
PTSD prevention 382
slow release oral (SROM), opioid
dependence 444
movement disorders, nicotine use 685
multiple sclerosis (MS) 533-7
multivitamins see vitamin supplements
music therapy 518
myasthenia gravis, dementia
patients 512,514
myocardial infarction (MI)
antidepressant prescribing
after 307,308-9, 312
protective effects of SSRIs 329
myocarditis, clozapine-induced 161,
163-4,170-2, 171

nabilone, Huntington’s disease 538
N-acetylcysteine, refractory
schizophrenia 154
nalmefene 422
naloxone
buprenorphine overdose 443
methadone overdose 436-7
opioid overdose 450,451
take-home 450
naloxone/buprenorphine
(Suboxone) 431, 444

Copyright ® 2015. John Wiley & Sons, Incorporated. All rights reserved.

naltrexone
alcohol dependence 421-2, 422,
426-7
amfetamine misuse 464
analgesia for patients on 437
anorexia nervosa 608
learning disabilities 623
NICE guidance 452
opioid dependence 447-9, 448
tardive dyskinesia 98
unlicensed use 675
naproxen 512
National Institute for Health and
Clinical Excellence (NICE)
ADHD 384
adherence to medication 701,
702, 704
alcohol dependence/harmful
drinking 411, 421, 422
anxiety spectrum disorders 334, 339
benzodiazepines 343, 344
bipolar affective disorder 190,
198,203
acute mania/hypomania 212
prophylaxis 225-6
rapid-cycling illness 223
bipolar depression 216
borderline personality
disorder 618, 619
carbamazepine 203, 205
child and adolescent anxiety
disorders 369
child and adolescent
depression 355
dementia 495,497,521
depression 232,288
lipid-lowering guidance 118-19
lithium 190, 193
obsessive compulsive disorder 339,
375,377
opioid dependence 431, 445,
447,451-3
psychotic depression 266
PTSD in young people 379
schizophrenia 16-17, 59-60
smoking cessation 456~7
substance misuse 451-3
valproate 198,199, 200
nausea/vomiting
antidepressant-induced 332-3
clozapine-induced 166
nemifitide, refractory depression 262
neonates
antidepressant withdrawal
effects 547,549
antipsychotic discontinuation
symptoms 544-5, 545
drug exposure in breastfed 559
opioid withdrawal syndrome 449
see also breastfeeding
neostigmine 178, 512

nervousness, non-psychotropics
causing 653
‘neuroleptic equivalents” 26
neuroleptic malignant syndrome
(NMS) 46,102, 1024
vs catatonic stupor 106, 108
neuroleptics see antipsychotics
neutropenia
benign ethnic 181
chemotherapy-associated 186
clozapine-induced 166, 168, 181-5
psychotropics causing 671
see also agranulocytosis
neutrophils 670-1
nevirapine 603
NICE see National Institute for
Health and Clinical Excellence
nicotine 456-62
drug interactions 462, 685-6,
688-9, 688-9
psychotropic effects 684
withdrawal symptoms 686
nicotine dependence 6849
alcohol dependence with 425
NICE guidance 456~7
tic disorders 399
see also smoking, cigarette;
smoking cessation
nicotine replacement therapy
(NRT) 457-60
drug interactions 458
e-cigarettes 459-60
NICE guidance 456-7
preparations and dose 458-9
nicotinic alpha-7 receptor partial
agonists 58
nimodipine, bipolar affective
disorder 223
nitrazepam
diazepam equivalent dose 347
renal impairment 585
nizatidine 93
NMS see neuroleptic malignant
syndrome
nocebo effect 676
nocturnal enuresis,
clozapine-induced 166
non-adherence see adherence
non-nucleoside reverse transcriptase
inhibitors 603
non-psychotropics , psychiatric
side-effects 650-5, 651-4
non-steroidal anti-inflammatory drugs
(NSAIDs)
dementia 512
lithium interactions 194, 195
SSRI combination 328
norclozapine 5, 149
nortriptyline 239
adverse effects 332
cardiotoxicity 312,313

Taylor, D. M., Paton, C., & Kapur, S. (2015). The maudsley prescribing guidelines in psychiatry. John Wiley & Sens, Incorporated.

Created from hscqub on 2023-05-23 10:18:58.



Copyright © 2015. John Wiley & Sons, Incorporated. Al rights reserved.

MAHI - STM - 122 -

500

index 733

children and adolescents 3567

ECT and 270

plasma level monitoring 3

post-stroke depression 276

pregnancy 547

refractory depression 262

renal impairment 582

transdermal patches 291,293
nucleoside reverse transcriptase

inhibitors 603-4

nucleotide reverse transcriptase

inhibitors 6034

obsessive compulsive disorder
(OCD) 335,337-8
children and adolescents 374-8, 376
NICE guidance 339, 375, 377
non-psychotropics causing 653
ocular pigmentation,
clozapine-induced 168
oculogyric spasm (crisis) 84, 615
oestrogens
anorexia nervosa 608
carbamazepine interaction 205
refractory depression 262
off-label prescribing 6735
examples of acceptable 674, 675
paediatric practice 353, 375
Royal College consensus
statement 673-4, 674
olanzapine
acute mania/hypomania 212
adverse effects 48
anorexia nervosa 607, 608
bipolar affective disorder 198, 208,
223,225,226
blood lipids and 117-18,119
breastfeeding 567
catatonia 106
children and adolescents 408
bipolar affective disorder 364,365
psychosis 367
rapid tranquillisation 406
costs 213
delirium 627
dementia 518-19, 520, 521
depression
bipolar 216,217,219
psychotic 266
refractory 257
diabetes association 122
elderly 482
epilepsy 633
equivalent dose 27
first episode psychosis 31
hepatic impairment 592
HIV infection 598
Huntington’s disease 538
learning disabilities 622
long-acting injection (LAI) (mainly
pamoate) 68,75-6

dosing schedules 67, 75
pharmacokinetics 70
post-injection syndrome 75-6
switching to 75
monitoring physical health 45
multiple sclerosis 535
overdose 661
Parkinson’s disease 530
plasma levels 3, 5-6, 62
pneumonia risk 143
post-mortem blood
concentrations 13
pregnancy 544,545
prolactin plasma levels and 133
rapid tranquillisation 611,612,613
renal impairment 578, 579
schizophrenia
clozapine augmentation 150
dose-response effects 28, 61
high-dose 28, 61
maintenance treatment 32, 33
maximum licensed dose 24
minimum effective dose 22
negative symptoms 41
place in therapy §1, 52
prescribing 20
refractory 153,154
relative efficacy 17,18
switching to 63, 88
sexual adverse effects 139
smoking status and 689
street drug intoxication 472
tardive dyskinesia and 97
tic disorders 399
for water intoxication 131
weight gain risk 90
Omacor see omega-3 fatty acids
omega-3 fatty acids (fish oils)
Alzheimer’s disease 499
bipolar depression 218
child and adolescent depression 357
clozapine augmentation 150
depression in pregnancy 548
elderly with depression 279
refractory depression 263
schizophrenia 54-5, 155
tardive dyskinesia 98
OMS643762: §7
ondansetron
refractory schizophrenia 153
schizophrenia 42, 155
tardive dyskinesia 98
tic disorders 399
opioid(s)
overdose 450,451
use in older people 512-13
withdrawal 431
withdrawal scales 431, 435
opioid dependence 429~55
alcohol dependence with 425
alternative oral opioids 444

buprenorphine substitution 439-44
buprenorphine vs methadone
431,432
cocaine dependence with 464
detoxification and reduction
regimens 444-6, 446, 452
driving regulations 711
evaluation 430, 430-1
injectable maintenance opioids 444
methadone substitution 433-9
NICE guidelines 431, 445, 447,
451-3
pain management 437-8, 443
pregnancy and 432, 449-50
relapse prevention 447-9
substitute prescribing 429-30,431-44
treatment aims 429
oral glucose tolerance test
(OGTT) 123, 1234
Org 25935: 57
orgasm 137
disorders 139, 324
orlistat 93, 179
orthostatic hypotension see postural
hypotension
osteoporosis, anorexia nervosa 608
over activity, autism spectrum
disorders 391-2
overdose, psychotropic drug 659-62,
659-64
oxazepam
alcohol withdrawal 417
diazepam equivalent dose 347
renal impairment 585
oxcarbazepine
acute mania 213
child and adolescent bipolar
iliness 364
dementia 523
oxybutynin
clozapine-induced
hypersalivation 175
cognitive effects in dementia 507,
509,510
oxycodone, older people 513
oxytocin, autism spectrum
disorders 391

Pabrinex 419
packed cell volume 671
Paediatric Autoimmune
Neuropsychiatric Disorder
Associated with Streptococcus
(PANDAS) 399
paediatric patients see children and
adolescents
pain management
non-cognitive symptoms of
dementia 517
opioid-dependent patients 437-8,
443
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paliperidone
adverse effects 48
breastfeeding 567
hepatic impairment 592
maximum licensed dose 24
monitoring physical health 46
neuroleptic malignant syndrome 103
overdose 661
palmitate long-acting injection
(LAL) €8, 77-9
dose equivalents 27, 77
dosing schedule 67,77
elderly 483
maximum licensed dose 25
pharmacokinetics 70
switching to 78
vs haloperidol decanoate 52,77-8
plasma level monitoring 3, 7
renal impairment 580
weight gain risk 90
pancreatitis, clozapine-induced 168
PANDAS 399
panic disorder 334-5, 337-8
NICE guidance 334, 339
non-psychotropics causing 653
paracetamol, dementia patients
512,517
parkinsonism
antipsychotic-induced 48, 84-5
never-medicated schizophrenia 86
see also extrapyramidal side-effects
Parkinson’s disease 529-32
anti-dementia drugs 502
dementia 487, 529, 531
depression 529, 529
nicotine use 685
psychosis 530, 530-1
parotid gland swelling,
clozapine-induced 168
paroxetine 236
adverse effects 234, 332
alcohol dependence 426
anxiety disorders 335
breastfeeding 563
cardiotoxicity 309
children and adolescents
anxiety 370,371
depression 356
obsessive compulsive
disorder 374
discontinuation symptoms 284, 284
drug interactions 635
hepatic impairment 591
minimum effective dose 250
multiple sclerosis 534
pregnancy 547,549
renal impairment 583
pathological aggression, autism
spectrum disorders 393
pathological laughter and crying
(PLC), multiple sclerosis 5334

payments, for medication
adherence 704
Peony Glycyrrhiza Decoction 134
peppermint oil 511
pergolide, tic disorders 399
pericardial effusions,
clozapine-induced 168
pericyazine, maximum licensed dose 24
perphenazine
adverse effects 48
equivalent dose 26
hypertension risk 128
maximum licensed dose 24
personality change, non-psychotropics
causing 653
personality disorders
ADHD 386
borderline 618-20
driving regulations 710
pervasive developmental disorders
(PDD) 390
pervasive developmental
disorders-not otherwise
specified (PDD-NOS) 390
pethidine 512
PF-02545920: 57
P-glycoprotein 646
phenelzine 240
adverse effects 333
overdose 659
refractory depression 262
renal impairment 583
switching to/from 297-301
phenobarbital, HIV drug
interactions 604
phenothiazines 15
blood lipids and 117
breastfeeding 567
diabetes risk 121
hepatic impairment 592
HIV drug interactions 602
overdose 661
pregnancy 543-4
sexual adverse effects 139
phenytoin
acute mania 213
HIV drug interactions 604
plasma level monitoring 3
phosphate, plasma 668
phosphodiesterase 10A inhibitors 57
PHQ-9: 253
physostigmine 178
phytotherapy see herhal medicines
pimavanserin 531
pimozide 15
adverse effects 48
clozapine augmentation 150
equivalent dose 26
HIV drug interactions 601, 602, 603
maximum licensed dose 24
monitoring physical health 46

renal impairment 580
tic disorders 398
pindolol, refractory depression 262
pioglitazone 124
pipotiazine {depot) 15,67, 67
adverse effects 48
elderly 483
equivalent dose 26
maximum licensed dose 25
pharmacokinetics 70
renal impairment 580
pirenzepine 175, 512
unlicensed use 674
placebo effect 676-8
plasma drug concentrations
meaningfulness 2
post-mortem, interpretation 13,
13-14
steady state 1
plasma level monitoring 1-14
criteria 1-2
interpreting results 2-7, 3
reasons for 2
sampling time 1-2
platelet counts 671
pneumonia 143, 168
polyethylene glycol 178
polysubstance abuse 464
polyunsaturated fatty acids (PUFAs)
see omega-3 fatty acids
post-mortem blood concentrations,
interpreting 13, 13~14
post-mortem redistribution (PMR) 13
post-partum period
bipolar illness 548-50
depression 545-8
epilepsy 551-2
psychosis 543-5
see also breastfeeding
post-traumatic stress disorder
(PTSD) 334, 335,337-8
alcohol dependence with 426
children and adolescents 372,
379-83, 381
postural hypotension
antidepressant-induced 280-1,
308-9
antipsychotic-induced 128
clozapine-induced 161
switching antipsychotics 144
see also hypotension
potassium, plasma 668
pramipexole
bipolar depression 218
Parkinson’s discase 529
refractory depression 263
schizophrenia 42
prazosin
PTSD in young people 380, 381
urinary retention, dementia
patients 509
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pregabalin
akathisia 89
alcohol dependence 423
anxiety disorders 335
benzodiazepine withdrawal 348
elderly 485
multiple sclerosis 533
pregnancy 541-58, 553
ADHD 554
alcohol use/withdrawal 4234
anticonvulsants §51-2, 552
antidepressants 546-8, 549, 553
antipsychotics 543-5, 545, 553
anxiety disorders and
insomnia 552-3
benzodiazepine misuse 466
bipolar illness 548-50, 551
depression 545-8, 549
discussions with women 541-3
epilepsy 551-2,552
mood stabilisers 549-50, 551, 553
opioid dependence 432, 449-50
prescribing principles 542
psychosis 543-5, 545
rapid tranquillisation 553-4
sedatives 552-3,553
smoking cessation 458
unplanned, bipolar illness 200, 205
see also breastfeeding; women of
child-bearing age
pregnenolone, schizophrenia 42
priapism 138, 139
pridopidine, Huntington’s disease 538
prochlorperazine, alcohol
withdrawal 420
procyclidine 68, 615
Product Licence (PL), prescribing
drugs outside 673--5
prolactin, serum
antipsychotics not affecting 133,133
elevated see hyperprolactinaemia
interpretation 134
monitoring 46, 1334, 229
psychotropics affecting 668
promazine 48,571
promethazine
borderline personality disorder 619
dementia patients 513
pregnancy 544, 553
rapid tranquillisation 406,
611-12,613
renal impairment 58S
street drug intoxication 472
propantheline 175
propentifylline 155
propranolol
antipsychotic-induced akathisia
85, 88
lithium-induced tremor 191
PTSD in young people 380, 381, 382
tardive dyskinesia 98

protease inhibitors,
antiretroviral 601-3
protein, serum 669
prothrombin time 671
proton pump inhibitors, dementia
patients 515
pscudobulbar effect (PBA), multiple
sclerosis 5334
pseudo-parkinsonism see
parkinsonism
psychiatric disorders see mental illness
psychiatric side-effects
anticonvulsants 632—4
antiretroviral drugs 604, 605
non-psychotropic drugs 650-5,
651-4
psychological therapies
anxiety spectrum disorders 336, 338
child and adolescent
depression 355
drug misuse 447,452
cating disorders 607, 609
learning disabilities 623
PTSD in young people 382
psychosis
anticonvulsant-associated 632-5
benzodiazepines 344
children and adolescents 367, 367-8
driving regulations 708
epilepsy 632
first episode 31, 49
HIV infection 598
Huntington’s disease 539
multiple sclerosis 535
non-psychotropics causing 653-4
Parkinson’s disease 530, 530-1
post-partum 543-5
pregnant women 543-5
sexual dysfunction 137-8
substance misuse with 453
super-sensitivity 34
velo-cardio-facial syndrome 643-4
see also schizophrenia
psychostimulant drugs see stimulant
drugs
psychotropics
atrial fibrillation 656-8,657
biochemical side-effects 665, 666-9
breastfeeding 559-60, 560
child and adolescent doses 408
cytochrome function and 646, 647-9
driving and 706-11, 707
ECT seizure threshold and 269-70,
269-71
haematological side-effects 665,
670-2
HIV drug interactions 601-4, 606
HIV infection 598-600
overdose 659-62, 659-64
plasma level monitoring 1-10
pregnant women 541-54, 542,553

smoking and 688-9, 688-9
special patient groups 477-655
street drug interactions 472--5,473-4
surgery and 637-42, 63840
PTSD see post-traumatic stress
disorder
publication bias 677
puimonary embolism,
clozapine-related 170
pulse monitoring
rapid tranquillisation 614, 615
starting clozapine 161
pyridostigmine 512
pyridoxine (vitamin B6) 89, 98

QT interval 110
QT prolongation 110-16
antidepressant-induced 308-9, 312
antipsychotic-induced 110-16, 111
ECG monitoring 113,114
management 114
metabolic inhibition 113
methadone and 438, 438-9
non-psychotropics inducing 113
other risk factors 112,112
physiological risk factors 112,112
quantifying risk 111-12
rapid tranquillisation 612,613
renal impairment and 577
switching antipsychotics 144
quercetin, tardive dyskinesia 98
quetiapine
acute mania/hypomania 212
adverse effects 48
anorexia nervosa 607, 608
bipolar affective disorder 208,223,
225,226
blood lipids and 117
breastfeeding 568
children and adolescents 408
bipolar affective disorder 363,
364, 365
PTSD 380,381
classification as atypical 15
clozapine-related
hypersalivation 175
costs 213
delirium 628
dementia 518, 519, 521
depression
bipolar 216,217,219, 363
psychotic 266
refractory 257
diabetes association 122
elderly 482
epilepsy 633
equivalent dose 27
hepatic impairment 592
HIV infection 598, 601, 602, 603
Huntington’s disease 538, 539
hypertension risk 128
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quetiapine (cont’d)
learning disabilities 622
overdose 661
Parkinson’s disease 530
plasma level monitoring 3, 6
pregnancy 545
renal impairment 580
schizophrenia
combination therapy 38
dose-response effects 28
high-dose 28
inadequate response 61
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 45, 46
negative symptoms 41
place in therapy 51
refractory 155
relative efficacy 17
switching to 63, 88
sexual adverse effects 139
tardive dyskinesia and 97
tic disorders 399
velo-cardio-facial syndrome 644
for water intoxication 131
weight gain risk 90

raltegravir 604
ranitidine 93
rapid neuroleptisation 60
rapid tranquillisation (RT) 611~13,
613-14
antipsychotics 611-13, 613-14, 616
benzodiazepines 344, 612, 613-14
children and adolescents 4057, 406
physical monitoring 614
pregnancy 5534
remedial measures 615
reboxetine 243
adverse effects 332
antipsychotic-induced weight
gain 93
breastfeeding 563
cardiotoxicity 309
diabetes and 321
elderly 281
epilepsy 633
hepatic impairment 593
HIV infection 599
hyperprolactinaemia and 319
minimum effective dose 250
overdose 660
post-stroke depression 276
pregnancy 548
publication bias 677
renal impairment 583
sexual adverse effects 325
switching to/from 297-301
red cell distribution width 672
reflux oesophagitis 168
refusal of medication 701, 714, 715

relative infant dose {RID) 559
renal function testing 576
bipolar affective disorder 228
renal impairment 576-89
agents recommended 578
anti-dementia drugs 586
antidepressants 581-3
antipsychotics 579-80
anxiolytics and hypnotics 585-6
classification 577
lithium-related 191
methadone dosing 436
mood stabilisers 584
nicotine replacement therapy 458
prescribing principles 576-8
renal replacement therapies 577
Rescarch Units on Paediatric
Psychopharmacology (RUPP)
Autism Network 391
respiratory rate, rapid
tranquillisation 615
restlessness
non-psychotropics causing 653
see also akathisia
restricted repetitive behaviours and
interests (RRBIs) 390-1
reticulocyte count 672
Rett’s syndrome 390
reverse transcriptase inhibitors 603-4
reversible inhibitors of monoamine
oxidase-A (RIMA) 241, 333
see also moclobemide
rhabdomyolysis 577-8
rilpivirine 603
riluzole
bipolar depression 218
childhood obsessive compulsive
disorder 377
Huntington’s disease 538
refractory depression 263
refractory schizophrenia 155
risperidone
acute maniathypomania 212
adverse effects 48
bipolar affective disorder 208,223,
225,226
blood lipids and 117
breastfeeding 568
catatonia 106, 107
children and adolescents 394, 408
ADHD 385
autism spectrum disorders 391,
392,393,394
bipolar affective disorder 364, 365
obsessive compulsive
disorder 376
pathological aggression 393
psychosis 367
PTSD 380, 381
classification 15
costs 213

delirium 628
dementia 518-19, 520
depression
bipolar 219
refractory 257
diabetes association 122
elderly 482
epilepsy 633
equivalent doses 27,27
hepatic impairment 593
HIV infection 598
Huntington’s disease 538, 539
hypertension risk 128
learning disabilities 622
long-acting injection (RLAI) 67,
68, 80-3
combination therapy 37
dose-response effects 28, 80
clderly 483
equivalent dose 27, 80
management of patients 72
maximum licensed dose 25
neuroleptic malignant
syndrome 103
pharmacokinetics 70
plasma levels 7
switching away from 74, 78
switching to 81
vs other depot
antipsychotics 80-2
vs paliperidone palmitate 80
multiple sclerosis 535
overdose 661
Parkinson’s disease 530
plasma levels 3, 6-7, 62
post-mortem blood
concentrations 13
renal impairment 580
schizophrenia
clozapine augmentation 150
dose-response effects 28, 61
high-dose 28, 61
inadequate response 61
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 46
place in therapy 51
prescribing 20
refractory 153,154,155
relative efficacy 17
switching to 63
sexual adverse effects 139
tardive dyskinesia and 97
tic disorders 398
for water intoxication 131
weight gain risk 90
Ritalin see methylphenidate
ritanserin
acute mania 213
refractory schizophrenia 15§
ritonavir 601-3, 604
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rivastigmine 488-9
adverse effects 4934
Alzheimer’s discase 487-9, 490
atrial fibrillation 657
delirium 629
dementia with Lewy bodies 502
drug interactions 495, 496
efficacy 490
Huntington’s disease 539
mechanism of action 487
non-cognitive symptoms of
dementia 521
renal impairment 586
tolerability 492-3
transdermal patch 490, 492-3
vascular dementia 501-2
Royal College of Psychiatrists, on
unlicensed use of licensed
drugs 673-4,674
RT see rapid tranquillisation

S-adenosyl-1L-methionine
refractory depression 263
velo-cardio-facial syndrome 644

saffron 326, 500

saquinavir 602

sarcosine 155

schizoaffective disorder, atrial

fibrillation and 657

schizophrenia 15-187
acute exacerbation 50
adherence to medication 18, 50,

68,700

strategies for improving 703—4
alcohol dependence with 427
atrial fibrillation and 657
benzodiazepines 344
caffeine consumption 692-3
carbamazepine 204
catatonic 105, 106-8, 107, 107
children and adolescents 367, 367-8
complementary therapies 695
diabetes association 121
driving regulations 709
first episode 31, 49
hyponatraemia 130
monitoring 20, 45-6, 59-60
mortality 37
multi-episode 32, 324
negative symptoms 41-4, 57
new and developing drugs 56-8
NICE guidance 16-17, §9-60
nicotine use 684-5
omega-3 fatty acids 54-5, 155
pregnancy and 543
refractory 147-87
relapse 32, 50
sexual dysfunction 137
smoking cessation 461
treatment algorithms 49-50, 49-51
valproate therapy 155, 198
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velo-cardio-facial syndrome 643-4
see also antipsychotics
scopolamine see hyoscine
second-generation antipsychotics
(SGAs) 15
ADHD 385
adverse effects 17, 86
autism spectrum disorders 391, 392
bipolar affective disorder 208,
225
children and adolescents
bipolar affective disorder 362-3,
364
psychosis 367,367
PTSD 380,381
delirium 627-8
dementia 518-21
diabetes risk 121-3
dyslipidaemia and 117-18
elderly 481-2, 483
equivalent doses 26-7, 27
HIV infection 598
Huntington’s disease 538
long-acting injections 68
maximum licensed doses 24
minimum effective doses 22
multiple sclerosis $34-5
negative symptoms 41
neuroleptic malignant
syndrome 102--3
NICE guidance 59, 60
Parkinson’s discase 530
pregnancy 544-5,545
psychotic depression 266
rapid tranquillisation 611, 612
relative efficacy 17
renal impairment 578, 579-80
sexual adverse effects 138, 139
street drug interactions 473
switching trials 62-3
tic disorders 398
unlicensed use 675
velo-cardio-facial syndrome 644
sedation
alcohol-induced 681
antidepressant-induced 280-1,
332-3
antipsychotic-induced 48
clozapine-induced 165
driving ability and 711
high dose 612
non-psychotropics causing 654
switching antipsychotics 144
see also rapid tranquillisation
sedatives

borderline personality disorder 619

breastfeeding 560, 571
hepatic impairment 590, 591
pregnancy 552-3,553

renal impairment 578, 585-6
use of antipsychotics as 20

seizures
alcohol withdrawal 412,412, 418
driving regulations 710
clozapine-induced 166
see also epilepsy
selective noradrenaline reuptake
inhibitors {SNRIs}
anxiety disorders 334-5,337-8
diabetes and 321
drug interactions 305
hyperprolactinaemia and 319
multiple sclerosis 534
Parkinson’s discase 529
switching to/from 299-301
see also duloxetine; venlafaxine
selective serotonin reuptake inhibitors
(SSRIs) 235-7
adverse effects 234, 235-7,332
children and adolescents 357
elderly 279
alcohol dependence 425-6
antipsychotic-induced weight gain 93
anxiety disorders 334~5, 337-8
atrial fibrillation 657
bleeding risks 279, 328-31, 329
borderline personality disorder 619
caffeine interaction 692
cardiotoxicity 307, 312-13
children and adolescents
anxiety disorders 370,371, 372
autism spectrum disorders 391
depression 355-6, 357-9, 359
obsessive compulsive
disorder 374-5, 376
PTSD 380, 381
dementia 522-3
depression 234, 235-7
bipolar 217,219
children and adolescents 355-6,
357-9, 359
elderly 279, 280
minimum effective doses 250
NICE guidance 232
post-stroke 276-7
psychotic 267
refractory 257,260, 263
diabetes and 321
discontinuation symptoms 284, 335
drug interactions 234, 305
eating disorders 608, 609
ECT seizure threshold and 269
elderly 279, 280
epilepsy 633
hepatic impairment 593
HIV infection 599
Huntington’s disease 539
hyperprolactinaemia and 319
hyponatraemia 316, 317
learning disabilities 622
lithium interactions 195
multiple sclerosis 534
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selective serotonin reuptake
inhibitors (cont'd)
neuroleptic malignant syndrome
and 103
overdose 660
Parkinson’s discase 529
post-mortem blood
concentrations 13
pregnancy 546, 547-8, 549
schizophrenia negative
symptoms 42
sexual adverse effects 325
street drug interactions 473
surgical patients 637, 638
switching to/from 296,297-301
velo-cardio-facial syndrome 644
selegiline
schizophrenia 42
sexual adverse effects 326
sexual dysfunction 139
switching toffrom 297-301
transdermal 292,293
self-injurious behaviour {SIB)
autism spectrum disorders 392
learning disabilities 622-3
lithium therapy 190
Semagacestat 501
semi-sodium valproate see valproate
senna 178
D-serine, schizophrenia 42,154
serotonin SHT, receptor antagonists,
dementia patients 511
serotonin syndrome 297
HIV infection 599
renal impairment and 577-8
St John’s wort 247
surgery-related risk 637,639
sertindole
adverse effects 48
breastfeeding 568
equivalent dose 27
HIV drug interactions 601, 603
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 46
refractory schizophrenia 150, 155
sertraline
adverse effects 234, 332
alcohol dependence 425-6
anxiety disorders 334-5
breastfeeding 564
cardiotoxicity 309, 312
children and adolescents 408
anxiety disorders 370,371
autism spectrum disorders 391
depression 356
obsessive compulsive
disorder 374
PTSD 380, 381
dementia 5223
depression 237

children and adolescents 356
minimum effective dose 250
post-stroke 276
psychotic 266
drug interactions 635
clderly 480
multiple sclerosis 534
pregnancy 547,549
renal impairment 583
Severe Impairment Battery (SIB) 490
Severity of Alcoho! Dependence
Questionnaire (SADQ) 412
sexual arousal 137
disorders 138,139, 324
sexual desire see libido
sexual dysfunction 137-42
antidepressants and 234, 324-7,
325,332-3
antipsychotic-related 52, 138-40, 139
effects of psychosis 137-8
hyperprolactinaemia and 133, 138
schizophrenia 137
switching antipsychotics 144
treatment 138-40, 140, 326
sexual response, human 137
Short Alcohol Withdrawal Scale
(SAWS) 413,415
Short Opiate Withdrawal Scale 431,435
Shprintzen syndrome 643-5
sialorrhoea see hypersalivation
sildenafil 140, 140, 326
simvastatin 513
sleep disturbances
autism spectrum disorders 393
benzodiazepines 343
non-psychotropics causing 654
see also insomnia
smoking, cigarette 684-9
alcohol dependence and 425
caffeine interaction 692
depression and anxiety 685
drug interactions 685-6, 688-9,
688-9
movement disorders 685
pregnant women with psychiatric
illness 542
schizophrenia 684-5
see also nicotine; nicotine
dependence
smoking cessation 456-62
bupropion 460
effects on other drugs 462
mental health disorders 457, 461-2
NICE guidance 456-7
nicotine replacement
therapy 457-60
surgical patients 637
varenicline 460-1
Snoezelen 518
SNRIs see selective noradrenaline
reuptake inhibitors

social and communication
impairment 391
social anxiety disorder, childhood 369
social phobia 335, 337-8
sodium, plasma 130, 316, 669
see also hyponatraemia
sodium oxybate
eating disorders 609
tardive dyskinesia 98
sodium valproate see valproate
SOHO trial 33
solanezumab 501
solifenacin 507, 510
Souvenaid 500-1
SSRIs see selective serotonin reuptake
inhibitors
STAR*D programme 244, 255,
255-6, 324
statins
antipsychotic-treated
patients 118-19
dementia 500, 501, 513, 514
stavudine 603
STEP-BD study 226
steroid-induced psychosis 190
stimulant drugs
ADHD 384-5
depression 272-5,273-4
hepatic impairment 595
misuse/dependence 4635
refractory depression 263
St John’s wort (SJW) 246-9
child and adolescent
depression 357
drug interactions 247, 601-4
patient information 247-8
‘street drugs’
acute intoxication 472
interactions with prescribed
psychotropics 472-5, 473-4
see also drug misuse/dependence
stroke
antipsychotic-treated elderly with
dementia 519~20
depression after 274, 276-8
SSRI-related risk 329, 329
stupor, psychiatric 105-8, 107
stuttering, clozapine-related 168
Suboxone 431, 444
substance misuse 409-75
ADHD and 386
coexisting psychosis 453
NICE guidance 451-3
pain management and 437-8
see also specific substances
Subutex see buprenorphine
sudden cardiac death
antipsychotic-associated 110, 114
clozapine-related 170
risk in depression 312
see also QT prolongation
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suicide/suicidal ideation
antidepressants and 244
anxiety disorders 335
bipolar affective disorder 190,
216, 225
lithium and 190
multiple sclerosis 533
non-psychotropics causing 654
psychotropic overdose 659-62,
659-64
schizophrenia 32
SSRI-treated young people 357,
374-5
sulpiride 15
adverse effects 48
breastfeeding 568
classification 15
clozapine augmentation 150
clozapine-related hypersalivation 175
diabetes risk 122
epilepsy 633
equivalent dose 26
hepatic impairment 593
Huntington’s disease 538
hypertension risk 128
maximum licensed dose 24
minimum effective dose 22
monitoring physical health 45
refractory schizophrenia 154
renal impairment 580
sexual adverse effects 139
tic disorders 398
weight gain risk 90
sumatriptan, intranasal 270
super-sensitivity psychosis 34
surgery
psychotropics and 637-42, 638-40
SSRI-related bleeding 328
syndrome of inappropriate
antidiuretic hormone

(SIADH) 130, 131, 316

tachycardia, clozapine-induced 165
tadalafil 326
tamoxifen
acute mania 213
antidepressant interactions 234, 303
tamsulosin 509
tantrums, autism spectrum
disorders 392
tardive dyskinesia (TD) 84-5, 97~101
first vs second-generation
antipsychotics 52, 97
switching antipsychotics 144
treatment 97-101, 98
TC 5619: 58
TCAs see tricyclic antidepressants
telmisartan 129
temazepam
diazepam equivalent dose 347
renal impairment 586

temperature, body
clozapine-induced increase 161, 166
rapid tranquillisation and 615
tenofovir 604
terazosin 174
testosterone
female sexual dysfunction 139
refractory depression 263
schizophrenia 42
tetrabenazine
Huntington’s disease 538
tardive dyskinesia 85,98
tic disorders 399
theophylline
dementia patients 511
drug interactions 205, 234
therapeutic drug monitoring see
plasma level monitoring
thiamine
alcohol withdrawal 413, 419, 420
post-ECT confusion 270
thiazide diuretics, lithium
interaction 194, 194
thioridazine 15, 139
thioxanthines 15
breastfeeding 568
sexual adverse effects 139
thrombocytopenia,
clozapine-induced 168
thromboembolism,
clozapine-induced 170
thyroid function tests 46, 191,228
thyroid-stimulating hormone 669
thyroxine
bipolar affective disorder 218,223
carbamazepine interaction 205
psychotropics affecting 669
tianeptine, refractory depression 262
tic disorders 397-401
obsessive compulsive disorder
with 377
tipranavir 603
TMS see transcranial magnetic
stimulation
tolterodine 507, 509, 510
tolvaptan 130
topiramate
alcohol dependence 423
antipsychotic-induced weight gain 93
autism spectrum disorders 392
bipolar affective disorder 213,223
clozapine augmentation 150
dementia 523
depressant effects 634
cating disorders 609
refractory schizophrenia 155
tic disorders 399
TORDIA (Treatment of Resistant
Depression in Adolescence)
studies 355, 358, 359
torsade de pointes 110-11, 438

torticollis 84
Tourette’s syndrome 397-401
tramadol 399, 512
tranquillisation, rapid see rapid
tranquillisation
transcranial magnetic stimulation (TMS)
schizophrenia 42, 155
tardive dyskinesia 98
transferrin,
carbohydrate-deficient 667
tranylcypromine 240
adverse effects 333
discontinuation symptoms 284, 285
overdose 659
refractory depression 256
switching to/from 297-301
trazodone 243
adverse effects 332
antipsychotic-induced akathisia
85, 89
breastfeeding 564
cardiotoxicity 309, 312
delirium 629
dementia 522-3
diabetes and 321
elderly 481
HIV infection 599, 602
minimum effective dose 250
overdose 660
pregnancy 548
rectal 292,294
renal impairment 583
sexual adverse effects 325, 326
switching to/from 297-301
Treatment of Adolescents with
Depression Study (TADS) 355,
357
Treatment of Resistant Depression in
Adolescence (TORDIA}
studies 355, 358, 359
TREC studies 611,612
tremor
antipsychotic-induced 84
lithium-induced 191
valproate-induced 199
triazolam 344
tricyclic antidepressants (TCAs) 238-9
ADHD 385
adverse effects 234,238-9,332
alcohol dependence 425, 682
atrial fibrillation 657
breastfeeding 564
cardiotoxicity 309, 312-13
children and adolescents 356-7
dementia 523
depression 234, 238-9
minimum effective dose 250
post-stroke 276
psychotic 266
refractory 262,263
diabetes and 321
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tricyclic antidepressants (cont’d)

discontinuation symptoms 284

drug interactions 303-5

ECT seizure threshold and 269

elderly 280

epilepsy 633

hepatic impairment 594

HIV infection 599, 602

Huntington’s disease 539

hyperprolactinaemia and 319

multiple sclerosis 534

overdose 660

Parkinson’s disease 529

plasma level monitoring 3

post-mortem blood concentrations 13

pregnancy 546-7

sexual adverse effects 325

smoking status and 689

surgical patients 637, 639

switching to/from 297-301
trifluoperazine

adverse effects 48

epilepsy 633

equivalent dose 26

maximum licensed dose 24

minimum effective dose 22

pregnancy 545

renal impairment 580

weight gain risk 90
triglycerides, plasma 117, 118, 669
trihexyphenidyl 174
tri-iodothyronine (T3)

psychotropics affecting 669

refractory depression 256, 257
trimipramine 239

adverse effects 332

refractory depression 262

renal impairment 583
trospium 507-9, 510
tryptophan

depletion, acute mania 213

refractory depression 262
typical antipsychotics 15

see also first-generation

antipsychotics

UDP-glucuronosyl transferase
(UGT) 646
unlicensed medicines 673-5, 675
paediatric practice 353
see also off-label prescribing
urate/uric acid, plasma 669
urea, plasma 669
urea and electrolytes (U&Es) 45,228
urinary incontinence, anticholinergic
drugs for 507-9, 510, 515
urinary retention, alpha blockers
for 509,515

vaccines, anti-addiction 463-4
valproate 201

acute mania/hypomania 197-8,
211,213
adverse effects 199
alcohol dependence 426
autism spectrum disorders 393
bipolar affective disorder 197-202,
225,226
bipolar depression 198,217,219
breastfeeding 560, 570
children and adolescents 362,
364, 408
costs 213
delirium 629
dementia 523
discontinuation 200
drug interactions 200
elderly 484
formulations 197
hepatic impairment 199, 594
HIV infection 599
Huntington’s disease 538
indications 197-8
learning disabilities 622
mechanism of action 197
on-treatment monitoring 199
overdose 661
plasma levels 3, 198-9
pregnancy 550,551, 551-2,552
pre-treatment tests 199
renal impairment 584
schizophrenia 155, 198
street drug interactions 474
surgical patients 638
unlicensed use 675
women of childbearing age 200, 542
valproic acid see valproate
valsartan 129
vaptans 130
varenicline, smoking cessation 456,
460-1, 461-2
vascular dementia 501-2
vasculitis, clozapine-induced 168
velo-cardio-facial syndrome
(VCES) 643~5
venlafaxine 243
adverse effects 234, 332
anxiety disorders 334
atrial fibrillation 657
bipolar depression 217
bleeding risk 328
breastfeeding 565
cardiotoxicity 309, 312-13
children and adolescents 358,
371,371
discontinuation symptoms 284,
284, 285
ECT seizure threshold and 269
elderly 279,281, 481
epilepsy 633
hepatic impairment 594
Huntington’s discase 539

minimum effective dose 250
overdose 660
Parkinson’s disease 529
post-stroke depression 276
pregnancy 548
psychotic depression 266
refractory depression 256,257,
260, 263
renal impairment 583
sexual adverse effects 325
switching to/from 299-301
vigabatrin, cocaine dependence 463
violent behaviour 611-17
recommended
interventions 613-14
see also acutely disturbed
behaviour; aggressive
behaviour
vitamin Bé (pyridoxine} 89, 98
vitamin B,, 41,498
vitamin B complex, alcohol
withdrawal 419
vitamin D 695
vitamin E 98, 498
vitamin supplements
alcohol withdrawal 413,419
Alzheimer’s disease 498
anorexia nervosa 607
vortioxetine 237
adverse cffects 332
breastfeeding 565
cardiotoxicity 309, 312
discontinuation 283,285
elderly 279, 481
epilepsy 633
hyperprolactinacmia and 319
hyponatraemia 316
minimum effective dose 250
overdose 660
renal impairment 583
switching to/from 299-301

warfarin
atrial fibrillation 656
SSRIs and 276-7,329
water intoxication 130, 131
weight, monitoring
bipolar affective disorder 229
renal impairment 577
schizophrenia 45, 92
weight gain
antidepressant-induced 280-1, 321
antipsychotic-induced 48, 90-6
children and adolescents 393
dyslipidaemia risk 117
hypertension risk 128
relative risk 90, 90
switching agents 92, 144
treatment 92-6, 93
clozapine-induced 165
valproate-induced 199
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Wernicke’s encephalopathy 412, 412, equivalent dose 27 zonisamide
418-20 HIV infection 598 antipsychotic-induced weight
white cell count (WCC), effects of hypertension risk 128 gain 93

lithium and clozapine 181-2
women of child-bearing age
bipolar affective disorder 192,
200, 205
prescribing principles 542
see also pregnancy

yohimbine 139, 140
young people see children and
adolescents

zaleplon 571, 586

zidovudine 603

zinc 262, 608

ziprasidone
acute mania 213
adverse effects 48
bipolar affective disorder 208, 364
bipolar depression 219
blood lipids and 117,118
breastfeeding 568
catatonia 106, 107
children and adolescents 364, 406
clozapine augmentation 150
delirium 628
diabetes and 122-3, 124
dose-response effects 28, 61

maximum licensed dose 24

minimum effective dose 22

monitoring physical health 46

negative symptoms 41

neuroleptic malignant

syndrome 102-3

overdose 661

Parkinson’s disease 530

prolactin plasma levels and 133

QTc prolongation 112

rapid tranquillisation 406, 611

refractory depression 262

refractory schizophrenia 155

relative efficacy 17

renal impairment 580

switching to 63, 92

tic disorders 398

weight gain risk 90
zolmitriptan, akathisia 89
zolpidem

breastfeeding 571

disinhibitory reactions 350

driving ability and 707

elderly 485

overdose 662

renal impairment 586

tardive dyskinesia 98

bipolar depression 218
eating disorders 609
zopiclone
breastfeeding 571
driving ability and 707
elderly 485
hepatic impairment 591
overdose 662
renal impairment 586
zotepine, epilepsy 634
zuclopenthixol
acetate {Clopixol Acuphase),
guidelines 616
adverse effects 48
breastfeeding 568
depot 67,67, 68
elderly 483
equivalent dose 26
maximum licensed dose 25
pharmacokinetics 70
equivalent dose 26
hepatic impairment 592
learning disabilities 622
maximum licensed dose 24
renal impairment 580
smoking status and 689
Zyban see bupropion
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Acutely disturbed or violent behaviour

Acute behavioural disturbance can occur in the context of psychiatric illness, physical
illness, substance abuse or personality disorder. Psychotic symptoms are common and
the patient may be aggressive towards others secondary to persecutory delusions or
auditory, visual or tactile hallucinations.

The clinical practice of rapid tranquillisation (RT) is used when appropriate psycho-
logical and behavioural approaches have failed to de-escalate acutely disturbed behay-
iour. It is, essentially, a treatment of last resort. Patients who require RT are often too
disturbed to give informed consent and therefore participate in randomised controlled
trials (RCTs), but with the use of a number of creative methodologies, the evidence base
with respect to the efficacy and tolerability of pharmacological strategies has grown
substantially in recent years. However, recommendations remain based partly on
research data, partly on theoretical considerations and partly on clinical experience.

Several studies supporting the efficacy of oral SGAs have been published.'* The level
of behavioural disturbance exhibited by the patients in these studies was moderate at
best, and all subjects accepted oral treatment (this degree of compliance would be
unusual in clinical practice). Note too that patients recruited to these studies received
the SGA as antipsychotic monotherapy. The efficacy and safety of adding a second
antipsychotic as ‘PRN” has not been explicitly tested in formal RCTs.

A single-dose RCT showed sublingual asenapine to be more effective than placebo
for acute agitation.’ The efficacy of inhaled loxapine (in behavioural disturbance that
is moderate in severity) is also supported by RCTs®* and case series.*!? Note that use of
this preparation requires the co-operation of the patient, and that bronchospasm is an
established but rare adverse effect.

Large, placebo-controlled RCTs support the efficacy of intramuscular (IM) prepara-
tions of olanzapine, ziprasidone and aripiprazole. When considered together, these tri-
als suggested that IM olanzapine is more effective than IM haloperidol, which in turn
is more effective than IM aripiprazole.’ Again, the level of behavioural disturbance in
these studies was moderate at most.

A large observational study supported the efficacy and tolerability of IM olanzapine
in clinical emergencies (where disturbance was severe).'> A study comparing IM halop-
eridol with a combination of IM midazolam and IM haloperidol found the combination
more effective than haloperidol alone for controlling agitation in palliative care patients.'3

Several RCTs have now investigated the effectiveness of parenteral medication in
‘real-life’ acutely disturbed patients. Overall:

® Compared with intravenous (IV) midazolam alone, a combination of IV olanzapine
or IV droperidol with IV midazolam was more rapidly effective and resulted in fewer
subsequent doses of medication being required.'

® IM midazolam 7.5-15 mg was more rapidly sedating than a combination of haloperi-
dol 5-10 mg and promethazine 50 mg (TREC 1)."

s Olanzapine 10 mg was as effective as a combination of haloperidol 10mg and pro-
methazine 25-50mg in the short term, but the effect did not last as long (TREC 4).1¢

® A combination of haloperidol 5~10mg and promethazine 50 mg was more effective
and better tolerated than haloperidol 5~10mg alone (TREC 3)."7
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A combination of haloperidol 10 mg and promethazine 25-50 mg was more effective

than lorazepam 4 mg (TREC 2).'8

® A combination of IV midazolam and IV droperidol was more rapidly sedating
than either IV droperidol or IV olanzapine alone. Fewer patients in the midazolam—
droperidol group required additional medication doses to achieve sedation."

s IM olanzapine was more effective than IM aripiprazole in the treatment of agitation

in schizophrenia in the short term (at 2 hours) but there was no significant difference

between treatments at 24 hours.”

In an n-label study the combination of IM haloperidel and IM loraze

n an open-iadei
21

found to be similar in efficacy to IM olanzapine.
s IM droperidol and IM haloperidol were equally effective.?

Note that TREC 3" found IM haloperidol alone to be poorly tolerated; 6% of patients
had an acute dystonic reaction. A Cochrane review concluded that haloperidol alone is
effective in the management of acute behavioural disturbance but poorly tolerated, and
that co-administration of promethazine but not lorazepam improves tolerability.***
However, NICE considers the evidence relating to the use of promethazine for this pur-
pose to be inconclusive.?’ When assessing haloperidol plus promethazine, Cochrane
concluded that the combination is effective for use in patients who are aggressive due
to psychosis and its use is based on good evidence. The resumption of aggression and
need for further injections was more likely with olanzapine than with the haloperidol-
promethazine combination. The authors also state that ‘haloperidol used on its own
without something to offset its frequent and serious adverse effects does seem difficult
to justify’.26 Cochrane recently concluded that available data for aripiprazole are rather
poor. Available evidence suggests that aripiprazole is more effective than placebo and
haloperidol, but not olanzapine. However, the authors advise caution when generalis-
ing these results to real-world practice.?” A systematic review and meta-analysis of IM
olanzapine for agitation found IM olanzapine and IM haloperidol to be equally effec-
tive, but IM olanzapine was associated with a lower incidence of EPS.?# Cochrane sug-
gests that droperidol is effective and may be used to control people with very disturbed
and aggressive behaviours caused by psychosis.” Having become available again,
droperidol is seeing a resurgence in usc in some countries (its initial withdrawal was
voluntary, so reintroduction is not prohibited).

In a meta-analysis that examined the tolerability of IM antipsychotics when used for
the treatment of agitation, the incidence of acute dystonia with haloperidol was reported
to be 5%, with SGAs faring considerably better.*® Acute EPS may adversely affect
longer-term compliance.’! In addition, the SPC for haloperidol requires a pre-treatment
ECG*% and recommends that concomitant antipsychotics are not prescribed. The
mean increase in QTc after 10mg IM haloperidol has been administered has been
reported to be 15ms but the range is wide.> Note that promethazine may inhibit the
metabolism of haloperidol,* a pharmacokinetic interaction that is potentially clinically
significant given the potential of haloperidol to prolong QTc. While this is unlikely to
be problematic if a single dose is administered, repeat dosing may confer risk.

Droperidol is also associated with QT changes (the reason for its withdrawal). In an
observational study set in hospital emergency departments, of the 1009 patients admin-
istered parenteral droperidol only 13 patients (1.28%) had an abnormal QT recorded
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after dose administration. However, in seven of these cases another contributory factor
was identified. There were no cases of torsades de pointes.??

Intravenous treatment is now rarely used in RT but where benefits are thought to
outweigh risks it may be considered as a last resort. A small study comparing high-dose
IV haloperidol with IV diazepam found both drugs to be effective at 24 hours.’ Two
large observational studies have examined the safety of IV olanzapine when used in the
emergency department. The indications for its use varied, agitation being the most com-
mon. In one study,” in the group treated for agitation (n=265), over a third of patients
required an additional sedative dose after the initial IV olanzapine dose. Hypoxia was
reported in 17.7% of cases and supplemental oxygen was used in 20.4% of cases. Six
patients required intubation: in two this was likely to have been due to olanzapine
treatment. In the other study,*® IV olanzapine (n=295) was compared with IM olanzap-
ine (n=489). Additional doses were not required for 1% of patients in the IV group
and 84% of patients in the IM group. Respiratory depression was more commonly
observed in the group receiving IV olanzapine. Five patients in the IM group and two
in the IV group required intubation.

In an acute psychiatric setting, high-dose sedation (defined as a dose of more than
10mg of haloperidol, droperidol or midazolam) was not more effective than lower
doses but was associated with more adverse effects (hypotension and oxygen desatura-
tion).*” Consistent with this, a small RCT supports the efficacy of low-dose haloperidol,
although both efficacy and tolerability were superior when midazolam was co-pre-
scribed.” These data support the use of standard doses in clinical emergencies.

A small observational study supports the effectiveness of buccal midazolam in a psy-
chiatric intensive care unit (PICU) setting.*! Parenteral administration of midazolam,
particularly in higher doses, may cause over-sedation accompanied by respiratory
depression.** Lorazepam IM is an established treatment and TREC 2% supports its
efficacy, although combining all results from the TREC studies suggests midazolam
7.5-15mg is probably more effective. A Cochrane review of benzodiazepines for psy-
chosis-induced aggression and agitation concluded that most trials were too small to
highlight differences in either positive or negative effects and that although adding a
benzodiazepine to another drug may not be clearly advantageous it may lead to unnec-
essary adverse effects.®

With respect to those who are behaviourally disturbed secondary to acute intoxica-
tion with alcohol or illicit drugs, there are fewer data to guide practice. A large obser-
vational study of IV sedation in patients intoxicated with alcohol found that combination
treatment (most commonly haloperidol 5 mg and lorazepam 2 mg) was more effective
and reduced the need for subsequent sedation than either drug given alone.** A case
series (n=59) of patients who received modest doses of oral, IM or IV haloperidol to
manage behavioural disturbance in the context of phencyclidine (PCP) consumption
reported that haloperidol was effective and well tolerated (one case each of mild hypo-
tension and mild hypoxia).*

Data are emerging from hospital emergency departments on the use of ketamine for
agitation. IM ketamine was shown to be effective, with minimal adverse effects, in a
small group of patients who failed to respond to IM droperidol.* A small retrospective
study found ketamine to be associated with few major adverse effects. However, many
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patients in the study (62%) required additional sedation.*” An observational study
comparing ketamine (IM or IV) first line with midazolam, lorazepam, haloperidol or a
combination of haloperidol and benzodiazepine found that significantly more patients
in the ketamine group were no longer agitated at 5, 10 and 15 minutes. Two patients
receiving ketamine were intubated compared with one patient in the other group.* In
a prospective study comparing IM ketamine with IM haloperidol, mean time to ade-
quate sedation was significantly shorter with IM ketamine. Complications, including
intubation, vomiting, hypersalivation and laryngospasm, were higher in the ketamine
group.¥’

Practical measures

Plans for the management of individual patients should ideally be made in advance. The
aim is to prevent disturbed behaviour and reduce risk of violence. Nursing interven-
tions (de-escalation, time out, seclusion®®), increased nursing levels, transfer of the
patient to a PICU and pharmacological management are options that may be employed.
Care should be taken to avoid combinations and high cumulative doses of antipsy-
chotic drugs. The monitoring of routine physical observations after RT is essential.
Note that RT is often viewed as punitive by patients. There is little research into the
patient experience of RT.
The aims of RT are three-fold:

= to reduce suffering for the patient - psychological or physical (through self-harm or
accidents)

s to reduce risk of harm to others by maintaining a safe environment

8 to do no harm (by prescribing safe regimes and monitoring physical health).

Note: Despite the need for rapid and effective treatment, concomitant use of two or
more antipsychotics (antipsychotic polypharmacy) should be avoided on the basis of
risk associated with QT prolongation (common to almost all antipsychotics). This is a
particularly important consideration in RT where the patient’s physical state predis-
poses to cardiac arrhythmia.

Zuclopenthixol acetate

Zuclopenthixol acetate (ZA) is widely used in the UK and elsewhere and is best known
by its trade name Acuphase. Zuclopenthixol itself is a thioxanthine dopamine antagonist
and was first introduced in the early 1960s. Its elimination half-life is around 20 hours.
IM injection of zuclopenthixol base results in rapid absorption and a duration of action
of 12-24 hours. By slowing absorption after IM injection, the biological half-life (and
so duration of action) becomes dependent on the rate of release from the IM reservoir.
This can be achieved by esterification of the zuclopenthixol molecule, the rate of release
being broadly in proportion to the length of the ester carbon chain. Thus, zuclopen-
thixol decanoate is slow to act but very long-acting as a result of retarded release after
IM injection. ZA {with eight fewer carbon atoms) would be expected to provide rela-
tively prompt release but with an intermediate duration of action. The intention of the
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manufacturers was that the use of ZA would obviate the need for repeated IM injec-
tions in disturbed patients.

An initial pharmacokinetic study of ZA included 19 patients ‘in whom calming effect
by parenteral neuroleptic was considered necessary’.’' Zuclopenthixol was detectable
in the plasma after 1-2 hours but did not reach peak concentrations until around 36
hours after dosing. At 72 hours, plasma levels were around a third of those at 36 hours.
The clinical effect of ZA was not rapid — 10 of 17 patients exhibited minimal or no
change in psychotic symptoms at 4 hours. Sedation was evident at 4 hours but it had
effectively abated by 72 hours.

A follow-up study by the same research group’? examined more closely the clinical
effects of ZA in 83 patients. The authors concluded that ZA produced ‘pronounced and
rapid reduction in psychotic symptoms’. In fact, psychotic symptoms were first assessed
only after 24 hours and so a claim of rapid effect is not reasonably supported. Sedative
effects were measured after 2 hours, when a statistically significant effect was
observed — at baseline mean sedation score was 0.0 (0 =no sign of sedation) and at 2
hours 0.6 (1=slightly sedated). Maximum sedation was observed at 8 hours (mean
score 2.2; 2 =moderately sedated). At 72 hours mean score was 1.1. Dystonia and rigid-
ity were the most commonly reported adverse effects.

Two independently conducted open scudies produced similar results — a slow onset of
effect peaking at 24 hours and still being evident at 72 hours.** The first UK study
was reported in 1990.%* In the trial, a significant reduction in psychosis score was first
evident at 8 hours and scores continued to fall until the last measurement at 72 hours.
Of 25 patients assessed, only 4 showed signs of tranquillisation at 1 hour (19 at 2 hours
and 22 at 24 hours).

A comparative trial of ZA examined its effects and those of IM/oral haloperidol
and IM/oral zuclopenthixol base (in multiple doses over 6 days). The two non-ester, IM/
oral preparations produced a greater degree of sedation at 2 hours than did ZA but the
effect of ZA and zuclopenthixol was more sustained than with haloperidol over 144
hours (although patients received more zuclopenthixol doses). No clear differences
between treatments were detected with the exception of the slow onset of effect of ZA.
The number of doses given varied substantially: ZA 1-4, haloperidol 1-26 and zuclo-
penthixol 1-22. This is the key (and perhaps unique) advantage of ZA — it reduces the
need for repeat doses in acute psychosis. Indeed, this was the principal finding of the
first double-blind study of ZA.57 Participants were given either ZA or haloperidol IM
and assessed over 3 days. Changes in Brief Psychiatric Rating Scale (BPRS) and Clinical
Global Impression (CGI) scores were near identical on each daily assessment. However,
only 1 of 23 ZA patients required a second injection whereas 7 of 21 haloperidol
patients required a repeat dose. Speed of onset was not examined. Similar findings were
reported by Thai researchers comparing the same treatments®® and in three other stud-
ies of moderate size (n=44,"> n=40,5 n=50°%'). In each study, the timing of assessments
was such that time to onset of effect could not be determined.

A Cochrane review®? included all of the above comparative studies as well as three
further studies®*%S for which the authors were unable to obtain full details. The
Cochrane authors concluded that all studies were methodologically flawed and poorly
reported and that ZA did not appear to have a ‘rapid onset of action’. They noted that
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adversc cffects 358
atrial fibrillation 720
breastfeeding 622
cardiac cffects 326
depression 264
diabetes mellitus and 340
discontinuation 310,312, 315,318
driving ability 777
cpilepsy 692
generalised anxicty disorder 360
hepatic impairment 639
hyperprofactinacmia and 337
hyponatracmia 333,333
minimum cffective dose 262
older people 294,295, 587
overdose 769
Parkinson’s discase 715
renal impairment - 651
sexual adverse cffects 344
smoking status and 750
switching to/from 316,318
agranulocytosis
clozapine-chemotherapy
combination 202
clozapine-induced 176,179, 184-185,
197-201
psychotropics causing 806
see also neutropenia
AIDS see HIV infection/AIDS
akathisia
antipsychotic-induced 39, 91-92, 94-96
never-medicated schizophrenia 90
non-psychotropics causing 810
switching antipsychotics 150
trcatment 92, 94, 95-96
D-alaning, refractory schizophrenia - 163
alaninc aminotransferase (ALT) 799
albumin, plasma 799
albumin:creatinine ratio (ACR) 645, 646
alcohol 387
bariatric surgery and 727
driving and 777
drug intcractions 451-452, 753-757,
754,755
metabolism 753,753
methadone interaction 410,412
post-mortem blood samples 742, 743
units 387
alcohol consumption
pregnancy 400
recommendations 387
alcohol dehydrogenase (ADH) 753,753
drugs inhibiting 754

alcohol dependence/misuse  387-404
assessment  387-388
brief structured intervention  387-388
children and adolescents  400-401
co-morbid mental health

disorders  401-403

concurrent drug use disorders 401
drug interactions  753-756, 754,755
mild, assisted withdrawal 392, 393
moderate, assisted withdrawal 392,

343,393
NICE guidcline 387, 397, 397, 398,
399,399

older adults 401
psychotropic drug choice 756
relapse prevention  397-400
severe, assisted withdrawal 392, 394, 394
treatment see alcoho! withdrawal
Wernicke’s encephalopathy  395-396
alcohol intoxication
drug intcractions 754, 754, 756
rapid tranquillisation 56
Alcohol Use Disorders Identification Test
(AUDIT) 388
alcohol withdrawal 388-396
carbamazepine 222
children and adolescents  400-401
clinical features  388-389
community sctting 390, 393
complications 388-389
fixed dose reduction regimen  393-394
front-loading regimen 393
inpaticnt/residential settings 390, 393,
394-395
older adults 401
pharmacologically assisted
{detoxification) 390-395, 392
pregnancy 400
somatic complaints, and remedics
396, 396
symptom-triggered regimen 394,
394-395
variable dose reduction 393
Wernicke’s encephalopathy  395-396
aldchyde dehydrogenase 753, 753
drugs inhibiting 754
alfuzosin 561
alkaline phosphatase 799
allopurinol 162,237
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ADHD 497
autism spectrum disorders 506
PTSD in young pcople 492,493
tic disorders 513
see also clonidine; guanfacine
alpha-blockers
PTSD in young people 492,493
urinary retention in dementia 561, 568
alpha-lipoic acid 100
alprostadil 144, 145
alverine 563

Alzhcimer’s discase (AD)  529-549
antipsychotic-associated pneumonia 148
atrial fibrillation and 720
BAP guidance 551, 551
cognitive cnhancers  529-543, 530-531
depression  5§77-578
driving regulations 776
cfficacy of drug treatment  532-534
NICE guidance 543, 544
non-cognitive symptoms see behavioural
and psychological symptoms (BPSD)
of dementia

novel trecatments  $48-549

other trcatments 543-548

quantifying drug cffects 534

stopping treatment  540-543, 543

see also dementia
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Scale - cognitive subscale
{ADAS-cog) 532,534

amantadine
antipsychotic-induced weight gain - 100
Huntington’s discasc 705
hyperprolactinacmia 139
multiple sclerosis  711-712
psychiatric adverse effects 810
refractory depression 274
scxual dysfunction 144, 144, 345

American Academy of Child and Adolescent

Psychiatry {AACAP) 463, 480,491
amfebutamone see bupropion

amfctamines
autism spectrum disorders 506
depression 285, 286-287
drug interactions 451452
cpilepsy 693
misuse  439-440, 455
psychosis induced by 440
see also dexamfetamine; lisdexamfetamine

Amiket (amitriptyline + ketamine

cream) 300

amisulpride
adverse cffects 39
alcohol misusers 756
bipolar disorder 226
breastfeeding 625
clozapine-induced hypersalivation 189
delirium 674
dementia 572,574,575
depression 278
diabetes and  124-125
cpilepsy 692
equivalent dose 15
hepatic impairment 637, 641
Huntington’s discasc 706
maximum licensed dose 12
minimum effective dose 9
monitoring physical health 37,38
negative symptoms 32
older pcople 588
overdose 771
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QT prolongation 115§

anticholincrgic agents
antidepressant discontineation
symptoms 312
bronchodilators  563-564
with depot antipsychotics 69
extrapyramidal symptoms 92, 95
hypersalivation 189, 190, 564
Parkinson’s discase 716, 716, 717
safety in dementia  557-564, 561,
567, 568
street drug interactions 452
urinary incontinence  §57-561, 562, 568
anticholinergic effect on cognition (AEC)
scores  557,558-560, 561
anticholinergic cffects
antidepressants  294-295, 296, 321,
358-359
antipsychotics 39, 142
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(AChE) inhibitors
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348-349, 350
anticonvulsants
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autism spectrum disorders 505, 508
biochemical side-effects 799, 802
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ECT interactions 282
lcarning disabilities 701
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psychiatric adversc cffccts 688, 690,
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surgical patients 782
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antidepressants  257-359
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adverse effects  325-354, 691
older people 294, 294-295, 296
relative 258, 358-359
alcohol use disorders 402,756
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298-305, 299-301
anxicty spectrum disorders 260
atrial fibrillation 720
bariatric surgery 723
biochemical effects 799804
bipolar depression 243, 244, 245, 472
bipolar disorder 251
borderline personality disorder 664
breastfeeding 620, 621, 622-624
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cardiac cffects  325-332,326-327
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467,524
bipolar depression 472

cross4apering 314
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depression 257-359
children and adolescents
463-467, 467
choice of agent 258
duration of treatment  259-260
cffectiveness 257
lithivm augmentation 206
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next step treatments 260
NICE guidelines 256,278, 307
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post-stroke  290-291
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prophylaxis  306-309
psychostimulants with 285, 286-287
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switching 259, 264-265, 314-320,
316-319
treatment algorithm  264-265
diabetes mellitus and 340, 340~-342
discontinuation 312, 314-320, 316-319
discontinuation symptoms 258,
310-313, 311, 314
driving and 777
drug interactions 223, 259, 321-324
dysthymia 257
cating disorders 668, 669
ECT interactions 281
epilepsy 691,692
haematological effects  805-807
hepatic impairment 638, 639, 641
HIV infection  680-681
Huntington’s discase 706
hyperprolactinacmia and 337, 337-339
hyponatracmic effects 323, 333-336
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intramuscular {IM) 298-302, 300
intravenous {1V} 298-302, 299-300
lcarning disabilities 701
multiple sclerosis 710
neuroleptic malignant syndrome 105
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587-588
opioid dependence 422
overdose  769~771
pregnancy 605-608,608,612
rectal 301, 303
renal impairment 647, 651-653, 656
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scrotonin reuptake inhibition 347, 347
sexual adverse effects  343-346,
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street drug interactions 451
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suicidality and 259
surgical patients 781, 782783, 785
swapping/stopping 314-320, 316-319
transdermal  300-301, 302-303
antidiuretic hormone, syndrome of
inappropriate secretion see syndrome
of inappropriatc antidiuretic
hormone
anti-emetics
clozapine-treated patients 176
dementia patients  561-563, 567
opioid withdrawal 420
antiepileptics see anticonvulsants
antihistamines
borderline personality disorder 665
dementia 5685, 567, 580
see also cyprohcprading; loratadine;
promethazine
antihypertensives
antipsychotic-related hypertension 132
dementia paticnts  565-566, 567
anti-inflammatory agents, Alzhcimer’s
discasc 548
antimalarial agents 115, 809
antimuscarinic agents
akathisia 95
dementia 564
see also anticholinergic agents
Antipsychotic Non-Neurological
Side-Fffects Rating Scale
{ANNSERS) 5-6
antipsychotics  3-204
22q11.2 deletion syndrome 697
acute maniathypomania 226-227, 235,
236,236
ADFD 497
adverse cffects  5-6, 90-155
biochemical changes  799-804
blood lipids  119-122
blood pressure  130-133
children and adolescents 478
combination therapy 20-21
dementia  572-574
diabetes  123-129, 126
dosc-related 17
ECG/QT prolongation 112-116, 114
extrapyramidal see extrapyramidal
symptoms
first- vs Sccond-gcncmn(m
agents  44-45, 90
hacmatological changes  805-807
hyperprolactinacmia 137, 137-140
hyponatracmia 134-136, 135
monitoring 37-38, 47
ncuroleptic malignant syndrome 104,
104-105
older people 525
pncumonia  148-149
rapid tranquillisation 55
relative 39, 39

sexual dysfunction 142, 143
switching agents for  150-151,
150-152
tardive dyskinesia see tardive dyskinesia
venous thromboembolism  153-155
weight gain see weight gain
alcohol use disorders 403,756
alternative views on  28-29
amfetamine psychosis 440
anorexia nervosa 667,668
atrial fibrillation 720
atypicalftypical dichotomy  3-4
barijatric surgery 724
bipolar depression 226, 244
bipolar disorder 226-228,250-251
borderline personality disorder 664
breastfeeding 620, 621, 625-626
catatonia 108-109, 109, 110
children and adolescents 524
bipolar illness 471,472,
473-474,475
obsessive-compulsive disorder 488
psychosis 478
PTSD 492,493
choosing 4-6
classification  3-4, 44
combination therapy 8, 20-24,47
rapid tranquillisation 57
treatment failure  51-52, 162,
162-165
delirium  674-675, 676
delirium tremens 389
dementia  572-575,575, 813
depot see depot antipsychotics
depression 268, 278
discontinuation  28-29
dose-response cffects 16, 49-50
doses 8
cquivalent 14, 14,15
loading 47
maintenance treatment 27
maximum licensed  12-13
minimum cffective 9,9
when to increase  49-50
driving and 777
drug intcractions 223
ECT augmentation §6-87
ECT interactions 282
cpilepsy 692-693
first-episade psychosis  25-26
first generation see {irst-gencration
antipsychotics
hepatic impairment 636, 637-638, 641
high-dosc  16-19
adversc cffects 17
cfficacy 16-17
monitoring 18
prescribing  17-18
HIV infection 680, 681
Huntington’s discase 705, 706
information for paticnts 28

learning disabilities 701

long-acting injections see depot
antipsychotics

maintenance treatment  25-27,26

monitoring 8, 36, 37-38, 47

monotherapy 8, 20-22

multi-episode schizophrenia 26-27

multiple sclerosis 711

negative symptoms  31-35

nconatal discontinuation symptoms 604

neuroscience-based nomenclature

(NDN) 4, 44
NICE guidelines 46-48
non-adherence 6,27, 109
management 40, 41, 42, 66
re-starting after 795
obsessive compulsive disorder 364
older pcoplc  588-591
overdose 771
Parkinson’s discase 716
plasma level monitoring  732-738,
733, 789
plasma level variations 50
pregnancy  602-604, 604, 612
prescribing principles 8
PRN (pro re nata) prescribing 8,21
prophylaxis 25-30, 26
PTSD 363
rapid tranquillisation 54-56, 57-59
relative cfficacy  5-6
renal impairment 647, 649-650, 656
response 49-53
second generation see sccond-genceration
antipsychotics
smoking interactions  765-766
street drug interactions 451
surgical patients 783
switching  50-52,150-151, 150-152
synthetic cannabinoid receptor agonist
(SCRA)-rclated psychosis 448
tic disorders  513-514
typicalfatypical dichotomy 3-4
valproate interactions 217
antiretroviral agents
adverse psychiatric effects 686, 686
HIV-associated newrocognitive
disorders 682
intcractions with drugs of abuse 450
pharmacodynamic interactions 685, 685
pharmacokinctic interactions 450, 685
antisocial personality disorder, ADHD
and 498
antispasmodics, in dementia 563, 567
anxiety 360
alcohol dependence 403
autism spectrum disorders 508
epilepsy 688
Huntington’s discase 706, 707
non-psychotropics causing 808,
809, 810
smoking 766
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anxicty spectrum disorders  360-383
22q11.2 deletion syndrome 696, 697
antidepressants 260
atrial fibrillation 720
benzodiazepines  361-365, 373
caffeine consumption  762-763

children and adolescents 480484, 482,

491494
HIV infection 682
learning disabilitics 701
multiple sclerosis 709
NICE guidclines 365, 368-369, 373
pregabalin 368
pregnancy 611-612
psychological approaches 368
SSRIs/SNRIs  365-367
anxiolytics 373
anorcxia nervosa 668
atrial fibrillation 720
biochemical side-effects 799
driving and 777
older people 592
renal impairment 655, 656
see also benzodiazepines; sedatives
apathy, Huntington’s discasc 706, 707
6-APB (6-(2-aminopropyl)benzofuran)
451-452
aquaretics 134
aripiprazole
acutc maniathypomania 226, 236
adversc effects 39
antipsychotic-induced weight gain
99,100
atrial fibrillation 720
bipolar depression 243,245
bipolar disorder 226,250
children and adolescents 474, 475
rapid cycling 241
blood lipids and 119, 120
breastfeeding 625
catatonia 108-109, 110
children and adolescents 524
autism spectrum disorders
506-507
bipolar illness 474, 475
psychosis 478
PTSD 492
delirium 674
dementia 572,575
depression 268, 278
diabetes and  124-125, 126
cpilepsy 692
cquivalenr dosc 15
hepatic impairment 637
HIV infcction 680
Huntington’s discase 706
hyperprolactinacmia 138, 139, 139
hypertension risk 131, 132
hyponatracmia 134
lauroxil 71, 75-76
learning disabifities 701

long-acting injection (LAT) 67, 75-76
bipolar disorder 229,229
doses and intervals 68, 75
intramuscular injection sites 821
maximum licensed dosc 12
oldcr pcople 590
pharmacokinctics 71
switching to 75
maximum licensed dose 12
neuroleptic malignant syndrome 105
older pcople 588
overdose 771
Parkinson’s discase 716
plasma lcvel monitoring 733, 734-735
post-mortem blood concentrations 743
pregnancy 603, 604
QT prolongation 114
rapid tranquillisation 54, 55, 60
children and adolescents 522
intramuscular injection sitc 821
renal impairment - 649
schizophrenia

clozapinc augmentation 20, 158, 159

dosc-responsc cffects 49
minimum cffective dose 9
negative symptoms 32
refractory 162, 164
relative cfficacy 5
sexual function and 142, 143
switching to 99, 100
tic disorders 513
weight gain risk 97
armodafinil
depression 285,286
schizophrenia 32
aromatherapy, for dementia 571
arrhythmias
antidepressant-induced 321, 326-327,
329-332
antipsychotic-induced  112-113
cardiovascular risk factors 116
physiological risk factors 114,115
risk in anorexia nervosa  667-668
see also atrial fibrillation; QT
prolongation
asenapine
acute maniathypomania 226, 236
adverse cffccts 39
bariatric surgery 724
bipolar disorder 226, 250
blood pressure effects 130
breastfeeding 625
children and adolescents
bipolar illness 474, 475
psychosis 478
diabetes and 125
cpilepsy 693
cquivalent dose 15
hepatic impairment 637
maximum licensed dose 12
minimum cffective dosc 9

neuroleptic malignant syndrome 105
overdose 771

rapid tranquillisation 54

refractory schizophrenia 162

renal impairment 649

re-starting after non-adherence 795
sexual function and 143

weight gain risk 97

aspartate aminotransferasc 800
Asperger’s syndrome 504

aspirin

cognitive effects 564
multiple sclerosis 712
SSRI interaction 348, 348
valproate interaction 217

ataxia, alcohol-induced 755
atazanavir 681, 685
atenolol, social phobia 366
atomoxetine

ADHD 501

adults 498, 499

children 497

autism spectrum disorders 506
breastfeeding 630

epilepsy 693

hepatic impairment 640
Parkinson’s discase 715

arrial fibrillation (AF) 719-721, 720
atropine, for hypersalivation 189, 564
attention deficit hyperactivity disorder

(ADHD) 496-503, 500501
22q11.2 deletion syndrome 696, 697
adult  497-499, 498
autism spectrum disorders  505-506
bipolar disorder and 472
caffeine consumption 763
childhood 496, 496-497
driving and 777
cpilepsy and 693
learning disability with 702
obsessive compulsive disorder with 488

pregnancy 613

atypical antipsychotics  3-4, 44

see also sccond-gencration antipsychotics

autism 504
autism spectrum disorders (ASD)  504-511

co-marbid problem behaviours  505-509
core symptoms  504-505

lcarning disability with 699, 701
matcrnal SSRI usc and 605, 607
meclatonin for insomnia 508, 518
psychiatric co-morbidity 504

baclofen

alcohol dependence 400, 403
GHB and GBL withdrawal 442, 443
tic disorders 514

BALANCE study 215,250
BAP see British Association for

Psychopharmacology

bapincuzumab 549
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barbituratcs
ECT interactions 282
psychiatric side-effects 690
see also phenobarbital
bariatric surgery 722-728
antipsychotic-induced weight gain - 101
drug formulations  722-723
pharmacokinctic changes 722
psychotropic prescribing after
723-727,726
basophils 805
behavioural and psychological symptoms of
dementia (BPSD) §70-585, 581
analgesics  S71
antidcpressants  §77-578
antipsychotics  572-575, 813
benzodiazepines 577
cognitive cnhancers  $35, 576
ECT 580
Gingko biloba 580
mood stabilisers 579
non-drug measures §70-571
scdating antihistamines 580
sleep disturbances  579-580
behavioural therapies
ADHD 496
anorcxia nervosa 667
childhood insomnia 518
drug-induced weight gain - 99
tics S12
see also cognitive behavioural therapy
behaviour problems
autism spectrum disorders 504,
505-508
dementia see behavioural and
psychological symptoms (BPSD) of
dementia
Huntington’s disease  704-705, 706
learning disabilitics 699, 700, 701-702
see also acutely disturbed behaviour
benign cthnic neutropenia (BEN) 197,
198, 200
benperidol 39
benzamides, substituted 3
benzatropine 95, 189
benzhexo! 189
benzodiazepines  373-383
acutc mania’hypomania 235, 236
adverse effects  374-375
akathisia 95, 96
alcohol withdrawal 389, 390-395, 393,
394,403
antagonism see flumazenil
anxiety spectrum disorders
361-365, 373
anxicty with alcohol dependence 403
anxiolytic 373
bariatric surgery 726
borderline personality disorder 665
breastfeeding 629
caffeinc interaction 761

catatonia/stupor 108, 109
children and adolescents
anxicty disorders 482, 482
autism specirum disorders 506, 508
delirium 675
dementdia 577
dependence {misusc) 377-380, 445446,
446, 455
alcohol dependence with 401
pregnancy and 445446
urine screening 377
depression 374
detoxification  377-380
discontinuation 445, 446
disinhibitory rcactions 381-383
dosage reduction 378-379
driving and 777,778
drug interactions 223, 37§
ECT interactions 281
GBL and GHB withdrawal 442, 443
generalised anxicty disorder 360
HIV infection 682
Huntingron's discase 706
hypnotic 373
methadone interaction 410,412
misuse see benzodiazepines, dependence
multiple sclerosis 709
neuroleptic malignant syndrome
and 105
older pcople 374, 577
overdose 772
panic disorder 362
post-mortem blood concentrations 743
pregnancy 611,612
psychiatric side-effects 690
psychosis 374
rapid tranquillisation 54, 55, 56, 374
renal impairment 655
smoking status and 750
social phobia 366
strect drug interactions 452
surgical patients 783
switching to diazepam 378,378
synthetic cannabinoid receptor agonist
(SCRA) withdrawal 449
rolerance test  377-378
withdrawal symptoms 377, 377
benztropine see benzatropine
Best Intcrests Mceting 594, 595-596
beva-agonists, in dementia - 563
beta blockers
generaliscd anxicty disorder 360
muitiple sclerosis 709
psychiatric adverse cffects 810
PTSD in young people 492,493
social phobia 366
see also propranolol
betahistine 100
bethancchol
clozapine-induced constipation 195
scxual dysfunction 144, 144, 345

beverages see drinks
bexarotenc, schizophrenia 162
bicarbonate, plasma 800
bitirubin, serum 800
binge cating disorder 667, 669, 670
biochemical effects, psychotropic
drugs 798, 799-804
bipolar depression  243-249
alternative treatments 245
antipsychotic-induced switching
226,230
antipsychotic therapy 226, 244
carbamazepine 221,243, 245
children and adolescents 472473,
474,475
drug treatment  243-246, 244-245
lithium 206, 244, 246
mcta-analysis 243
pregnancy 611
psychostimulants 286
suicide risk 243,250
valproate 215,244
bipolar disorder 205-253
alcohol dependence with 402403
antipsychotics  226-228
pncumonia risk 148
atrial fibrillation and 720
children and adolescents 467, 471-477,
473-475
ADHD and 472
chronic kidney discase 647
HIV infection 681-682
lithium 205-206
mixed states 250
mood stabilisers  205-224
multiple sclerosis  710-711
older people  590-591
physical monitoring  232-233
plasma level monitoring 233,
733,734
pregnancy and post partum
608-610, 611
prophylaxis 250-253, 251
antipsychotic long-acting
injections 229, 229-231
antipsychotics 226, 250-251
carbamazepine  221-222,
250,251
lithium 206, 250,251
NICE guidance  250-251, 251
valproate 215,250, 251,251
rapid-cycling 241, 241-242
smoking cessation 435
see also bipolar depression; mania
bisphosphonates 668
bitopertin - 32, 165
bleeding, SSRI-related 293, 347-354, 348
blonanserin - 162
blood drug concentrations
post-moriem  742-744, 743
see also plasma drug level monitoring
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blood pressure (BP)
antidepressant-induced
changes 326-327
antipsychotic-induced changes
130-133
monitoring
bipolar disorder 233
rapid tranquillisation 62
schizophrenia 38, 130, 156
see also hypertension; hypotension
body dysmorphic disorder (BDD}) 367
Bolam test 813
Bolitho test 813
borderlinc personality disorder (BPD)
663-666
botulinum toxin
clozapine-induced hypersalivation 189
Huntington’s discase 70§
tic disorders 514
bradycardia, acctyicholinesterasc inhibitors
and 537-538, 539
bradykinesia, antipsychotic-induced 32,
91-92, 150
breastfeeding  619-634
antidepressants 621, 622-624
antipsychotics 621, 625-626
hypnotics 621, 629
infant exposure to drugs 619
mood stabilisers 621, 627628
opioid dependence 428
prescribing principles  619-620
recommended agents 620
scdatives 620
stimulants 630, 630
see also post-partum period
breast surgery, SSR1-treated patiencs
351,351
breathalyser 387
brexpiprazole
adverse cffects 39
blood lipids and 119
breastfeeding 625
diabetes and 125
cpilepsy 693
cquivalent dose 1§
hepatic impairment 637
maximum licensed dose 13
minimum cffective dose 9
older pcople 588
scxual function and 143
weight gain risk 97
British Association for Psychopharmacology
{BAP) guidclincs
alcohol withdrawal 390-393
bipolar disorder 206,243,250
dementia 534, 551,551
lithium monitoring 206, 209
obsessive compulsive disorder in young
people 485486
schizophrenia 33
bromocriptine 139, 144

bronchodilators, in dementia
563-564, 567
bulimia nervosa 667, 669, 670
buprenorphine  414-418
analgesia for patients on 426
cautions 417418
clinical effectiveness 414
deroxification regimes 422,423,
423, 424
drug interactions 418
less than daily dosing 417
mcthadone vs 408, 409
older people 565
overdose 418
precipitated withdrawal 414,416,416
pregnancy and breastfeeding 427,428
prescribing information 414
QT prolongation 413
refractory depression 274
re-titration after non-compliance 79§
stabilisation dose 417
starting dosc 414, 415
starting treatment 415
transfer from methadone to
415-417, 416
transfer from other prescribed opioids
to 417
transfer to methadone from 417
wash-out period 425
withdrawal 408
buprenorphine/naloxonce (Suboxonc)
418,427
bupropion (amfcbutamonc)
ADHD 497
antipsychotic-induced weight gain - 100
bipolar depression 244
breastfeeding 622
buccal 299
cardiac cffects 326, 329
clozapine-induced hypersalivation 189
cocainc misuse 439
depression 267, 268
discontinuation 310, 318
drug interactions 435
cating disorders 669
cpilepsy 692
HIV infection 681
Huntington’s discase 706
hyperprofactinacmia and 337
hyponatracmia 333
overdosc 769
pregnancy 608
refractory depression 269
renal impairment 651
scxual adverse cffects 344
sexual dysfunction therapy 144,
144, 345
smoking ccssation 434, 434-435, 437
switching to/from 316, 318
bupropion + naltrexone 100
buspirone

alcohol dependence 403
body dysmorphic disorder 367
children and adolescents
anxicty disorders 482, 482
autism spectrum disorders 508
generalised anxicty disorder 360
HIV infection 682
Huntington’s discase 706
multiple sclerosis 709
refractory depression 267, 269, 271
renal impairment 655
sexual dysfunction 144, 144, 345
butyrophenones 3
breastfeeding 625
overdose 771
butyrylcholinesterase (BuChE) 529

cabergoline 139,274
caffeine  759-764
consumption in mental illness  762-763
content of drinks 759, 762
interactions 760, 761
intoxication 761, 761
Parkinson’s discase 717
pharmacokinetics 760
psychotropic cffects 760
calcium, plasma 800
calcium channel blockers, psychiatric
adverse effects 810
Camcolit 207
cancer
psychostimulants for depression 287
valproate therapy 214
see also chemotherapeutic agents
cannabinoids
anorcxia ncrvosa 667
Huntington’s discasc 705
tic disorders 514
see also synthetic cannabinoid receptor
agonists
cannabis 448,449,455
drug interactions 451452
schizophrenia negative symptoms 33
tic disorders 514
capacity, mental 818
asscssment 593
covert administration of medicines and
593-596, 597
learning disabilitics  699-700
carbamazepine 221-225,224
acutc mania‘hypomania 221
adverse cffccts  222-223, 690-691
alcohol misuse 756
bariatric surgery 725
benzodiazepine withdrawal 379
bipolar depression 221, 243,245
bipolar disorder 221-222,224,
250, 251
breastfeeding 627
dementda 579
discontinuation 223
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carbamazepine (cont’d)

drug interactions  223-224, 688-690
formulations 221

hepatic impairment = 640

HIV infection 681

hyponatracmia risk 335

indications  221-222,224

learning disabilitics 701

lithium interaction 212

mechanism of action 221

older pcople 591

on-treatment monitoring 223, 232-233
overdose 771

plasma levels 222,733

pregnancy 610,611

pre-treatment tests 223

psychiatric adverse cffects 690, 808
PTSD in young pecople 493

renal impairment 654, 656
re-starting after non-adherence 795
smoking status and 750

street drug interactions 452

surgical patients 782

women of child-bearing age 223, 601

carbohydrate-deficient transferrin

(CDT) 800

cardiac arrhythmias see arrhythmias
cardiomyopathy,

clozapine-induced  184-186

cardiovascular adverse effects

acetylcholinesterase inhibitors
537-538, 539

antidepressants  325-332,326-327

antipsychotics  112-133, 572-574

clozapinc 174, 184-188

risk in anorexia nervosa  667-668

cardiovascular agents

dementia  565-566
psychiatric adverse cffects 810

cardiovascular discase

antidepressant prescribing 325,
326-327,329
cigarctte smokers 765, 766

depression-associated risk - 329

cardiovascular risk factors

diabetes 125

drug-induced arrhythmias and 116
dyslipidacmia  119-121
schizophrenia 119

see also smoking; weight gain

care homes

covert administration of medicines 596
learning disabilitics 700

cariprazine

acutc mania 226, 236
adverse cffects 39
bipolar depression 245
blood lipids and 119
breastfeeding 625
diabetes and 125
epilepsy 693

cquivalent dose 15
hepatic impairment 637
hyponatracmia 134
maximum licensed dose 13
minimum cffective dose 9
necgative symptoms 32
older people 588
sexual function and 143
weight gain risk 97
catatonia 107-111
malignant/lethal 108
management  108-109, 109, 110
CATIE-AD study 5§72
CATIE study 5,27,44, 50,51
CBT see cognitive behavioural therapy
celecoxib 162,237
cercbrolysin - 546

cerebrovascular accident {CVA) see stroke

cetirizine 565
chamomile 361
chemotherapeutic agents
clozapine and  202-203
psychiatric adverse cffects 811
see also cancer
Childhood Anxiety Multimodal Study
(CAMS) 481
childhood disintcgrative disorder 504
children and adolescents  461-524
ADHD 496, 496-503
alcohol dependence  400-401
anxiety disorders  480-484, 482,
491-494
autism spectrum disorders  504-511

bipolar illness 467,471-477,473-475

depression  463-470, 467
cating disorders 669
lithium plasma levels 207
medication doses 524

melatonin for insomnia  §17-520, 519

obsessive compulsive disorder
485-490, 487
prescribing principles  461-462
psychosis 478479
PTSD 484,491-495,493
rapid tranquillisation  521-522,
521-523
tics and Tourctte’s syndrome
512-516, 515
Children’s Yale-Brown Obsessive
Compulsive Scale (CY-BOCS)
485,487
chlordiazepoxide

alcohol-dependent pregnant women

400

alcoho! withdrawal 393, 393-395, 394

diazecpam equivalent dosc 378

renal impairment 655
chloride, scrum 801
chloroquinc 809
chlorphenamine 565
chlorpromazine 3

adverse cffects 39

breastfeeding 626
dosc 16,17
cquivalent doses 14, 14
first-cpisode psychosis 25
hepatic impairment 638
maximum licensed dose 12
minimum cffective dose 9
monitoring physical health 37, 38
NICE guidance 47
overdose 771
renal impairment 649
sexual adverse cffects 143
smoking status and 750
venous thromboembolism risk 153
weight gain risk 97
chocolate 759
cholesterol, blood 119, 120-121, 801
cholinesterase inhibitors see
acctylcholinesterasc inhibitors
chorea, Huntington’s discasc
704, 708
chronic kidney discase 647
see also renal impairment
Chronic Kidney Discasc Epidemiology
Collaboration (CKD-EP)
formula 645, 646
cigarettes, clectronic see electronic
cigarettes
cigarctte smoking see smoking
cimetidine
caffeine interaction 761
carbamazepinc interaction 224
with clozapinc 158
psychiatric adverse cffects 566, 811
Circadin 517, 519, 815
citalopram
adverse cffects 358
alcohol dependence 402, 756
anxicty disorders 367
breastfeeding 622
cardiac effects 326, 329, 330
children and adolescents 524
anxicty disorders 482
depression 464
obscssive compulsive disorder 485
PTSD 492,493
dementia 577, 578
depression 267,267
cpilepsy 692
hepatic impairment 639, 641
HIV infection 680-681
Huntington’s discasc 706
interferon-a-induced depression 681
intravenous (1V)  298-302, 300
minimum cffective dose 262
multiple sclerosis 710
obsessive compulsive disorder 364
older people 287, 587
past-stroke depression 290, 291
renal impairment 651, 656
switching from 314
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CKD-EPI {Chronic Kidney Discase
Epidemiology Coltaboration}
formula 6485, 646

Clinical Institute Withdrawal Assessment of
Alcohol Scale, Revised (CTWA-Ar)
390, 391

clomethiazole, renal impairment 655

clomiphene, tic disorders 514

clomipramine

adverse cffects 358

breastfeeding 624

childhood obscssive compulsive
disorder 485,488

diabetes mellitus and 340

discontinuation 312, 318

generalised anxicety disorder 361

Huntington’s discase 706

hyperprolactinacmia 337

intravenous 299, 302

obsessive compulsive disorder 364, 365

older peopie 587

panic disorder 362, 367

pregnancy 606

premature ejaculation 343

rectal 301, 303

refractory depression 275

renal impairment 651

scxual adverse effects 344

switching to/from 316, 318

clonazepam

acutc mania/hypomania 236

akathisia 92, 95

breastfeeding 629

children and adolescents 482

diazcpam cquivalent dose 378

driving and 778

Huntington’s discase 705

older pcopic 592

panic disorder 367

renal impairment 655

social phobia 366

clonidine

ADHD 497

akathisia 95

autism spectrum disorders 506

clozapine-induced hypersativation 189

PTSD in young pcople 492,493

tic disorders 513

Clopixol see zuclopenthixol

clotiapine 15

clozapine 156-203

22q11.2 deletion syndrome 697
acute exacerbation of schizophrenia 41
acutc mania 237
adverse effects 39, 175-203
blood lipids 120, 121
common 175-176, 175-178
community-based patients 171, 174
diabetes 123-124
gastrointestinal hypomotility 175,
193, 193-196

hypersalivation 171, 175, 189-190,
189-192
hypertension  131-132, 175
hyponatracmia 134
neutropenia and agranulocytosis 176,
179, 184-185, 197-201
older people 525
orthostatic hypotension 130, 175
pncumonia 148, 180
scrious haematological and
cardiovascular  184-188
sexual dysfunction 143
uncommon or unusual 179-180,
179-183
weight gain 97,175
alternatives  162-165, 162-168
antipsychotic polypharmacy vs  21-22
atrial fibrillation 720
angmentation  §1-52, 158
to ameliorate adverse effects 20, 158
NICE guidance 47
suggested options 159
autism spectrum disorders 508
bariatric surgery 724
bipolar disorder 226, 241
borderline personality disorder 664
breastfeeding 621, 625
caffeinc interaction 761
catatonia 109, 110
chemotherapy and  202-203
children and adolescents 478, 524
classification as atypical 3-4
community-based patients  170-174,
172-173
dementia 572
dosing/titration
community-based paticnts 171,
172-173
maximum ticensed dose 12
re-starting after a break 169, 169, 795
starting regimen 156, 156-157
target dosc 158
ECT augmentation  86-87
ECT interactions 282
cpilepsy 693
first-cpisode psychasis 25,40
fluoxctine interaction 259
hepatic impairment 637
HIV infection 680
Huntington’s discase 705
initiation schedule  156-157
learning disabilitics 701
lithium combinations 198-199,
200, 207
monitoring physical health 37, 38,
170-173,173
monotherapy 158
multiple sclerosis 711
negative symptoms 32
NICE guidance 46, 47
older people 588-589

optimising treatment  158-161
overdose 771
Parkinson’s discase 716, 717
plasma levels 733, 735-736
acting on results  744-745, 744-745
optimising treatment 158
response threshold 158, 735
post-mortemn blood concentrations 743
pregnancy 603, 604
relapsed schizophrenia 41
rclarive cfficacy 35,6
renat impairment 649
smoking cessation and 750, 766
surgical patients 783
switching to 173
tardive dyskinesia and 92
tic disorders 514
treatment-resistant schizophrenia 16-17,
50, 156-203
unlicensed use 815
for water intoxication 134
cocaine 439,456
co-existing aleohol dependence 401
co-morbid methadone use 412
detoxification 439
drug interactions  451-452
post-mortemn metabolism 742, 743
substitution treatment 439
Cockeroft-Gault equation 6435, 645
cocoa 547
codcine 565
co-enzyme Q10 710
coffec 759
cognitive behavioural therapy (CBT)
ADHD in adults 498
children and adolescents
anxicty disorders 480
depression 463, 465, 466
obscssive compulsive disorder 485,
486,487-488, 489
PTSD 491,492
multiple sclerosis 710
schizophrenia 162
see also behavioural therapies
cognitive enhancers {anti-dementia
agents) 529-543,530-531
adversc effects  537-539
Alzheimer’s discase  529-543
atrial fibrillation 720
clinical effectiveness  §32-534
combination therapy 536
delirum 675
dosing 535
drug interactions  $39-540, 541-542
Huntington’s discasc 707
Lewy body dementia 533, 538, 550
mechanisms of action  §29
mild cognitive impairment  $33,
537,550
multiple sclerosis 711
NICE guidance 543, 544, 576
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cognitive cnhancers {anti-dementia
agents) {cone'd)
non-cagnitive symptoms of
dementia 535,576
other dementias  550-551
Parkinson’s discase 550, 716, 717
quantifying cffccts 534
renal impairment 656
stopping treatment  540-543, 543
switching between 534
tolcrability 536-537
vascular dementia 549
see also acetylcholinesterase (AChE)
inhibitors; memantine
cognitive impairment
delirium 672,673
HlV-associated 682
Huntington’s discasc 707
mild see mild cognitive impairment
multiple sclerosis 711
non-psychotropics causing 808,
810, 811
see also dementia; learning disabilitics
colitis, clozapine-induced 179
Community Trcatment Order (CTO} 820
complementary therapy 571,717
compliance see adherence, medication
compliance aids 42, 791
compliance therapy, schizophrenia 791
Concerta see methylphenidate
Concerta XL 500
conduction disturbances, antidepressant-
induced  326-327,358-359
confusion
antipsychotic-induced hyponatraemia - 134
non-psychotropics causing 808, 809
post-ECT 282
Confusion Asscssment Method
(CAM) 672
consent
capacity to givc see capacity, mental
definition 818
duty to give information 812
to ECT 820
learning disabilitics  699-700
to medication  816-818
constipation, clozapinc-induced 175, 193,

193-196

contraception, bipolar iliness 209,
217,223

conversion disorder stupor 107,
108, 109

co-pharmacy, pacdiatric practice 461
coronary artery bypass surgery 351,351
corticosteroids, psychiatric adverse
cffeces  710-711, 810
covert administration of medicines 527,
593-598, 597
COX-2 inhibitors  32,211-212
C-reactive protein {(CRI') 185, 186, 800
creatine {phospbojkinasc 38, 104, 801

creatinine, serum 645, 646, 801
creatinine clearance (CrCl} 645, 645
crisis management, borderline personality
disorder 665
CUtLASS trial 5, 44, 90, 142
cyclizine, in dementia 561, 565
D-cyclaserine
childhood obscssive compulsive
disorder 489
panic disorder 362
PTSD in young pecople 484,494
refractory depression 274
cyprohcptadine
akathisia 92,95
scxual dysfunction 142, 144, 345
unlicensed usc 815
cyproterone, tic disorders 514
cystatin C protcin = 643
cytochrome P450 (CYP) enzymes
acetylcholinesterase inhibitor
interactions  539-540
alcohol intcractions 753, 753, 754
anticholinergic agents 561
anticonvulsant intcractions 217,
223-224
antidepressant interactions 259,
321,322
caffeine interactions 760, 761
pregnancy-related changes 601
psychotropic drug interactions 746,
746-749
smoking interactions 750
St John’s wort interactions 356

dapoxctine  343-345
darifenacin - 557, 562
darunavir 685
dchydrocpiandrosterone (DHEA) 668
dclirium  672-678
clozapinc-induced 179
diagnostic criteria 672
GHB and GBL withdrawal 442
HIV infcction 680
non-psychotropics causing, 808, 809,
810,811
prophylaxis 676
surgical patients 785
trcatment 673, 674-676
delirivm tremens (DTs) 389
demeclocycline 134
dementia  529-585
anticholinergic drug use  557-561
antidepressant-related risk 296
BAP guidclines 551, 551
behavioural and psychological symptoms
see behavioural and psychological
symptoms of dementia
cognitive cnhancers see cognitive
cnhancers
cognitive side-cffects of drugs  557-566,
558-560

covert administration of medication 527,
593-598, 597
driving regulations 776
frontotemporal 550, 551
HIV-associated 682
Huntington’s discasc 707
learning disabilitics and 699
with Lewy bodics see Lewy body
dementia
mixed 549, 551
neurological causes of rarc  550-551
NICE guidance 543, 544, 576
other treatments  543-549
Parkinson’s discase 550,715,716
safe prescribing for physical
conditions  557-569, 567-568
vascular 529, 549
see also Alzheimer’s discase; cognitive
impairment; mild cognitive
impairment
dependence syndrome  385-386
depot antipsychotics {long-acting injection
antipsychotics) 6, 66-85
bariatric surgery 724
bipolar disorder 229, 229-231, 250
diffcrences between 67
dosc reduction  73-74
doses and frequencies 68
cpilepsy 693
equivalent doses 14, 15
intramuscular anticholinergics and
69, 821
intramuscular injection sites
821-822
maintenance treatment  26-27
management of paticnts  73-74
maximum licensed doses 12
NICE guidance 47
non-adhcerent panients 791
older people  590-591
oral medication vs 69
pharmacokinctics 71, 71-72
preseribing principles 8, 66-67
test doses 66, 68
depression 255-359%
22q11.2 dcletion syndrome 697
adherence to medication 788
alcohol-dependent patients 402
atrial fibrillation and 720
autisnt spectrum disorders 508
benzodiazepines 374
bipolar see bipolar depression
caffcine consumption 762
carbamazepine 221
children and adolescents  463-470, 467
chronic kidney discase 647
dementia  577-578
diabetes and  340-341
ECT see under clectroconvulsive therapy
cpilepsy 688
first cpisode 306
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HIV infection  680-681
Huntington’s discase 706, 707
interferon-a-induced 681, 811
lithium  206-207, 307
multiple sclerosis 709, 710
non-psychotropics causing, 808, 809,
810,811
older people  293-297,294-295
antidepressant doses 587588
maintenance therapy 306, 307
psychostimulants 287
opioid-dependent patients 422
Parkinson’s discase 715,715
post-partum  604-608
post-stroke 287, 290-292
pregnancy 604-608, 608
prescribing principles 255
psychostimulants 285-289, 286-287
psychotic  278-280
recurrent  306-307, 307
refractory (treatment-resistant)
267-277
1st choice treatment  267-270, 268
2nd choice treatment 271, 271-273
children and adolescents  466-467
tithium augmentation 206
NICE guidelines 256
other trecatments 274275, 274-277
psychostimulants 286
sccondary to medical illness 287, 293
scizure risk 691
sexual dysfunction 343
smoking 766
St John’s wort  355~357
treatment  255-359
algorithm  264-265
effectiveness 257
NICE guidelines 256,278, 307
prophylactic  306-309
see also antidepressants
Decprivation of Liberty Safcguards {DoLS)
authorisation 594, 595
desipramine
multiple sclerosis 710
panic disorder 362
pregnancy 606
desmopressin - 134,176
desvenlafaxine
cardiac effects 327
hepatic impairment 639
hyponatracmia 333
minimum effective dosc 262
older people 587
overdose 770
renal impairment 651
switching toffrom  317-319
detention, legal framework  816-817
deutetrabenazine
Huntington’s discasc 705
tardive dyskinesia 92
tic disorders 514

developmental cffects
drug cxposurc via breast milk 622629
maternal antidepressant use 605,
606, 607
maternal antipsychotic use 603
maternal valproate use 610
dexamcthasone, refractory depression 274
dexamfctamine
ADHD 496-497,500
breastfeeding 630
cocaine misusc 439
depression 286,287
misuse  439-440
dextromethorphan/fluoxetine 710
dextromethorphan/quinidine 710
diabetes insipidus, nephrogenic,
lithium-induced 208
diabetes mellitus  123-129
antipsychotic-related  123-129, 126
monitoring 125, 125-126
risk factors 125
treatment 126
depression/antidepressants and 340,
340-342
driving restrictions 776
gestational 603, 604
schizophrenia association 123
diabetic ketoacidosis 123
diagnostic overshadowing 699
diamorphine 419
see also heroin
diazepam
akathisia 95
alcohol interaction 756
alcohol withdrawal 393
breastfeeding 629
catatonia/stupor 108
delirium 675
driving and 778
cmulsion (Diazemuls) 375
GHB and GBL withdrawal 442, 443
older people 592
opioid withdrawal 420
rapid tranquillisation 56, 60-61
children and adolescents 522
renal impairment 655
stupor 109
switching to 378,378
tolerance test  377-378
dibenzoylmethane 548
didanosinc 685, 686
DiGeorge syndrome (22q11.2 deletion
syndrome) 696, 696-698, 697
digoxin 526, 566
dihydrocodeine 418
diltiazem 224
dimebon (tatrepirdine) 545, 705
diphenhydramine, akathisia 92, 96
diphenylbutylpiperidines 3
Discontinuation-Emergent Signs and
Symptoms (DESS) scale 310

disinhibitory reactions,
benzodiazepines 374, 381-383
disintegrative disorder, childhood 504
disruptive behaviours, severe, autism
spectrum disorders  506-508
disruptive mood dysregulation disorder
(DMDD} 472
disulfiram {Antabusc)
alcohol dependence 397,
398-399, 399
alcohol-induced reaction 753
caffeine interaction 761
cocaine misuse 439
re-starting after non-adherence 795
diuresis, forced, lithium toxicity 208
diuretics, lithium intcractions 210, 211
divalprocx see valproate
docosahexacnoic acid (DHA) 88
docusate 194
dolutegravir 685, 686
domperidong, in dementia 563
donepezit  530-531
adverse effects  $37-538, 539
Alzhcimer’s discase  532-533, 535
combination therapy 536
dclirium 675
drug intcractions  539-540, 541
ECTand 282
cfficacy 532-533
mechanism of action 529
multiple sclerosis 711
NICE guidance 544
non-cognitive symptoms of
dementia 576
renal impairment 656
schizophrenia 33, 162
stopping treatmenr  540-543
sustained release 533
switching to/from 534
tolerabilicy 536
vascular dementia 549
dopaminc agonists
cocaine misuse 439
Huntington’s discasc 705
hyperprolactinacmia 139, 139
Parkinson’s discase 715, 716, 716
psychiatric adverse cffects 810
dosulepin
adverse effects 358
hyperprolactinacmia 337
older people 294, 307
renal impairment 651
surgical patients 783
dothiepin see dosulepin
doxepin
adversc cffeces 358
buccal delivery 298,299
nanocmulsion {transdermal) 301, 303
rectal 301, 303
renal impairmenr 651
doxorubicin 202
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drinks
caffeine content 759, 762
covert administration of medicinces in
§27,593-598, 597
see also alcohol; caffeinc
Driver and Vchicle Licensing Agency
(DVLA) 776,778-779
driving  776-780
cffects of mental illness 776
effects of psychotropics 776-778,777
cpilepsy and 691
GMC guidance 779
medication-induced sedation 778
UK law 776, 778~779
dronabinol, anorexia nervosa 667
drooling see hypersalivation
droperidol, rapid tranquillisation 54, §5-56
Drug Attitude Inventory (DAL} 789
drug misuse/dependence 439-457
alcohol dependenee with 401
basic summary 454-457,455-456
benzodiazepines 445446
biochemical changes 802
GHB and GBL  442-444
polysubstance abuse 440
psychotropic drug interactions  450-453,
451452
schizophrenia negative symproms 33
stimulants 439441
urine testing 454, 455-456
see also opioid dependence; strect drugs’
dual diagnosis 385,454, 699
duloxctine
adversc cffects 258, 358
hariatric surgery 723
blceding risk 351
hecastfecding 622
cardiac cffects 326
children and adolescents 482
diabetes mellitus and 340
cating disorders 669
ECT interactions 281
cpilepsy 692
hepatic impairment 639
HIV infcction 681
hyperprolactinacmia and 337
hyponatracmia 333
minimum cffective dose 262
multiple sclerosis 710
obsessive compulsive disorder 364
older people 294, 295, 587
overdose 770
Parkinson’s discasc 715
post-mortem blood concentrations 743
post-stroke depression 290
pregnancy 607
PTSD 363
renal impairment 651
sexual adverse cffects 344
smoking status and 751
switching to/from  317-319

DVLA see Driver and Vehicle Licensing
Agency

dyslipidacmia
antipsychotic-related  119-122
pscudohyponatracmia 134
screcning 120
switching antipsychotics 150
treatment  120-121
see also lipids, blood

dysphoria
antipsychotic-induced 44
non-psychotropic-induced 808, 810

dysthymia 256,257

dystonia
after rapid tranquillisation 55,62
antipsychotic-induced  91-92
Huntington’s discase 705
never-medicated schizophrenia 90

switching antipsychotics 150

EAGLES study 434
carly -onsct schizophrenia-spectrum {EOSS)
disorder 478
cating disorders  667-671
atypical 669
Ebstcin’s anomaly 609
ECG see clectrocardiography
cchocardiography, clozapine-treated
paticnts 185
c-cigarctics see clectronic cigarettes
cestasy 451452
ECT see clectroconvulsive therapy
cfavirenz 685, 686, 686
cicosapentacnoic acid (EPA)
depression 275
schizophrenia 88,159
cjaculation, premature  343-345
clderly see older people
clectrocardiography (ECG)
acetylcholinesterase inhibitor-treated
paticnts 538
anorcxia nervosa  667-668
antidepressant-treated patients 329,
330-331
antipsychovc-treated paticnts 37, 46,
112-116
bipolar disorder 209,233
methadone-treated patients 412-413,413
QT interval measurement 112,113
rapid tranquillisation 61
clectroconvulsive therapy (ECT})
antidepressant prophylaxis after 307
catatonia 86, 108, 109
children and adolescents 465
dementia 580
epilepsy 691
legal aspects  819-820
multiple sclerosis 710
Parkinson’s discasc 715
pregnancy 608
psychotic depression 279

psychotropic drug interactions  281-282,
281-284

refractory depression 271

schizophrenia  86-87, 163

electroencephalography (EEG) 38

clectrolyte disturbances 668, 756
clectronic cigarettes (vaping) 765
adverse effects 436, 766
aiding smoking ccssation  435-436, 437
Elvansc see lisdexamfetamine
clvitegravir 686
elvitegravir/cobicistat 685
emtricitabine 685, 686
encrgy drinks 759, 762
enfluranc 781
cntacaponc 810
cosinophiha, drug-induced 179, 805
cpilepsy 688-695
driving 691
learning disability 700
psychiatric co-morbiditics 688, 689
psychotropic-induced seizures 691,
692-693
psychotropic prescribing 688, 692-693
see also anticonvulsants; scizurcs
Epilim Chrono 214
LPS see extrapyramidal symptoms
Equasym see incthylphenidate
Equasym XL 500
crectile dysfunction 144, 145, 345
erythrocyte sedimentation rate {(ESR) 805
erythromycin, drug interactions 224,
375,527
cscitalopram
adversc cffects 358
alcohol dependence 402
breastfeeding 622
cardiac cffects 326, 329, 330
children and adolescents 464, 485, 524
diabetes mellitus and 340
cpilepsy 692
palactorrhoea 337
hepatic impairment 639
HIV infection 680-681
hyponatracmia 333
intravenous 300, 302
minimum effective dosc 262
obscssive compulsive disorder 364, 485
older pcople 587
post-stroke depression 290, 291
renal impairment 652
esketamine 271, 279
cstradiol, in schizophrenia 163
cszopiclone, renal impairment 655
cthanol see alcohol
cthosuximide 690, 808
cthyl-cicosapentacnoic acid 705
ctravirine 686
cuphoria, non-psychotropies causing
808,810
European Academy of Neurology (EAN) 536
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EXPEDITION3 study  548-549
exposure and response prevention {(ERP),
PTSD 488,494
extrapyramidal symptoms {EPS) 90-93,
91-92
antipsychotic classification and  3-4
depor antipsychotics 73
first vs second-generation agents 44, 90
never-medicated schizophrenia 90
rapid tranquillisation 55
smoking and 766
switching antipsychotics 150
treatment 92
see also akathisia; dystonia; tardive

dyskinesia

famotidine 100, 163
fasting, prcoperative 781
Fatal Toxicity Index (FTI) 330
fatigue
depression with 286, 287
multiple sclerosis  711-712
non-psychotropics causing 808, 810
fclbamate 690
fentany! patches, older pcople 565
ferritin, serum 801
fesoterodine  $57, 562
fever
clozapine-induced 171, 176, 185, 186
rapid tranquillisation 62
fexofenadine 565
fibre, dictary 194
financial incentives, medication
adherence 792
first-cpisode psychosis
antipsychotic cfficacy 5
antipsychotic prophylaxis  25-26
high-dosc antipsychotics 16
minimum antipsychotic doses 9
negative symptoms 31
omepa-3 fatty acids 88
treatment algorithm 40
first-generation antipsychotics (FGAs}
4,44-45
adversc effects 44, 90
blood lipids 119
blood pressure 130
diabetes 123,126
extrapyramidal symptoms 90
ncurolcptic malignant syndrome 105
pneumonia 148
sexual dysfunction 142
weight gain 97, 97-98
bipolar disorder 226,250
children and adolescents 478
delirium 674
dementia  572-574
cpilepsy 692,693
cquivalent doses 14
HIV infection 680
Huntington’s discase 706

intramuscular injection sitcs 821
learning disabilitics 701
long-acting injectable 66, 67,73
bipolar disorder 229, 229-230
maximum licensed doses 12
minimum cffective doses 9
ncgative symptoms 32
nomenclature 4, 44
older people 589, 590
place in therapy 44-45
pregnancy 602
relative cfficacy 5-6
renal impairment  649-650
street drug interactions 451
tic disorders 513
fish oils see omega-3 fatty acids
{lavin-containing monooxygenase (FMQO) - 321
flibanscrin 144
fluconazole, carbamazepine
interaction 224
fludrocortisone 131
fluid restriction, hyponatraemia 135, 334
flumazenit 62, 375, 379
flunitrazepam 381, 778
fluoxctine
22q11.2 deletion syndrome 697
adverse cffects 358
antidepressant discontinuation and
312,315
antipsychotic-induced weight gain - 100
anxicty disorders 367
bipolar depression 245
breastfeeding 623
cardiac effects 326, 329
children and adolescents 524
anxiety disorders 481,482
autism spectrum disorders 5085,
509,509
depression 463,464, 465, 466
obsessive compulsive disorder 485, 486
diabetes mellitus and 340
discontinuation 318
drug intcractions 259
cating disorders 668, 669
cpilepsy 692
hepatic impairment 639
Huntington’s discase 706
hyperprolactinacmia and 337
minimum cffective dose 262
multiple sclerosis 710
obsessive compulsive disorder 364, 367
olanzapine combination see olanzapine +
fluoxetine
older people 587
post-stroke depression 290
pregnancy 606,607
renal impairment 652
re-starting after non-adherence 795
sublingual 298,299
switching to/from 316, 318
unlicensed use 815
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flupentixol
adverse cffects 39
depot {flupentixol decanoate) 67
bipolar disorder 229, 230
depression 300
doses and intcrvals 68
cquivalent dose 14
intramuscular injection sitc 821
maximum licensed dose 12
older pcople 590
pharmacokinctics 71
cquivalent dose 14
hepatic impairment 637
maximum licensed dose 12
pregnancy 602
renal impairment 649
scxual adverse effects 143
fluphenazine
adverse effects 39
depot (fluphenazine decanoate) 67
dose reduction 73
doses and intervals 68
cquivalent dosc 14
intramuscular injection sitc 821
maximum licensed dose 12
older people 590
pharmacokinetics 71
dose 50
cquivalent dose 14
overdose 771
smoking status and 751
flutamide, Tourctte’s syndrome 514
fluvoxamine
adverse effects 358
antipsychatic-induced weight gain - 100
breastfeeding 623
caffeine interaction 761
cardiac effects 326
children and adolescents 481, 482, 485
clozapinc and 158,736
discontinuation 318
drug interactions 259
galactorrthoca 337
minimum effective dosc 262
obsessive compulsive disorder 364, 485
older pcople 294
renal impairment 652
smoking status and 751
switching to/from 316, 318
folic acid/folate supplements 217,
544,610
food, covert administration of medicines in
527,593-598, 597
Food and Drug Administration (FDA)
antipsychotic maximum doses 13
autism spectrum disorders 506, 507
clozapine monitoring  197-198
dementia 535
depression in young people 464, 467
pacdiatric obsessive compulsive
disorder 481
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fosamprenavir 685

frontotemporal dementia 550, 551

full blood count (FBC), monitoring
37,232

gabapentin
acutc mania 237
adverse cffects 690
alcohol dependence 400
bipolar depression 2435
dementia 579
panic disorder 362
psychiatric cffects 690
social phobia 366
142,337
galantamine 530-531
adverse cffects  537-538
Alzheimer’s discase 533, 535, 540-543
drug interactions  539-540, 541
efficacy 533

mechanism of action 529

galactorrhoca

mild cognitive impairment 533, 537
NICE guidance 544
non-cognitive symptoms of
dementia 576
renal impairment 656
schizophrenia 33
stopping treatment  $40-543
tolerability 536
vascular dementia 549
y-butaryl-lactone (GBL) 442-444,
443, 455
y-hydroxybutyrate (GI1B)  442-444,
443, 455
y-gluramyl transferase (GGT) 802
gastrointestinal biceding
NSAID-related 564
SSRI-rclated 294, 348, 348-349
gastrointestinal drugs, in dementia
561-563
pastrointestinal hypomotility, clozapine
induced 175, 193,193-196

gastro-ocsophageal reflux discase {GORD),

clozapinc-induced 176
GBL (y-butaryl-lactone)  442-444,
443, 455
generalised anxiety disorder (GAD)
360-361
drug treatment 215, 365-367, 368, 373
NICE guidance 369
General Medical Council (GMC), driving
guidelines 779
gestational diaberes 603, 604
GHB (y-hydroxybutyrate} 442-444,
443,455
Gingko biloba
dementia 543, 580
generalised anxicty disorder 361
schizophrenia 32, 159, 163
tardive dyskinesia 92
ginseng 545,712

Glasgow Antipsychotic Side-effect Scale
(GASS) 5-6
glomerular filtration rate (GFR})
classification of rcnal impairment 646
lichtum-treated patients 209, 232
mecasurement 645, 645, 646
GLIM 1T aponists 100, 126
glucocorticoids see corticosteroids
glucose, blood
antidepressant-treated patients 340
fasting ptasma (FPG) 125, 126
monitoring
angipsychotic-treated pavients 37, 125,
125-126
bipolar disorder 232
psychotropic drug cffects 802
random plasma (RPG) 12§
see also hyperglycacmia; impaired glucose
tolerance
glucose administration, thiamine
deficiency 395
glutamate-modulating drugs 32
glycine, schizophtenia 32, 164
alycopyrralate, clozapine-related
hypersalivation 190
granisctron
dementia 563
obsessive compulsive disorder 364
schizophrenia 32
sexnal dysfunction 345
granulocyte colony-stimulatine factor (G-CSF}
199-200, 202
guanfacine
ADHD 497
autism spectrum disorders 506
clozapine-induced hypersalivation 190
PTSD in young people 492, 493
tic disorders 513
gynaccological hacmorrhage,
SSRI-induced 350

H, antagonists 100, 566
haematological effects
clozapinc 184-188
psychotropic drugs 798, 805-807
hacmoglobin
glycosylated (HbA, ) 125, 126, 802
psychotropics affecting 805
hatlucinations
non psychotropics causing 808,
809, 8§10
Parkinson’s discase 716
hatoperidol
acutc maniathypomania  226-227,
235,236
adverse cffects 39
diabetes 123
hyponatracmia 134
pneumonia 148
scxual dysfunction 143
weight gain 97

amfetamine psychosis 440

bariatric surgery

724

breastfeeding 625
delirium 674, 676

dementia 573,

575

depot {haloperidol decanoate) 67

bipolar disord:

er 230

dose reduction 73

doses and inte

vals 68

cquivalent dose 14

intramuscular
maximum }ice!

older people

injection site 821
nsed dose 12
590

pharmacokinctics 71

vs paliperidon
cquivalent dose

hepatic impairm

¢ palmitate 45,79
14
ent 637

HIV infection 680
Huntington’s discase 706

learning disabilitics 701

maximum licens

monitoring 37

cd dose 12

older people 589

overdose 771
pregnancy 602

, 604

rapid tranquillisation  §54-55, 56, 58, 60

chitdren and a
intramuscular
renal impairmen
re-starting after

schizophrenia

dolescents 521
injection site 821
t 649,656

non-adherence 795

clozapine angmentation 159

combination t

herapy 20

minimum cffective dose 9

prophylaxis

27

refractory 164

relative efficacy  §

therapeutic index 44

smoking status and 751
tic disorders 513

Hamilton Depressi
(HDRS) 2

on Rating Scale
65

headache, SSRI-associated 2358

heart failure, cloza

pine-treated

paticnts 185

heart rate, effects of
antidepressants  326-327

heat stroke, clozaps

inc-induced 179

hepatic failure, clozapine-induced 179

hepatic impairmen
antidepressants
antipsychotics

t 635-645
638,639,641
636, 637-638, 641

methadone dosing 412

mood stabilisers

640, 641

prescribing principles  635-636

recommended agents 641

sedatives 641
stimulants 640

see also liver discase

hepatitis B 450
hepatidis C (HCV)

450,681
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hepatotoxicity
drug-induced  641-642
valproate-induced 216
herbal medicines
hyperprolactinacmia 139
schizophrenia 165
see also Gingko biloba; ginscng;
St John’s wort
heroin 456
drug interactions  451-452
suhstitution see opioid substitution
treatment
wash-out period 425
withdrawal 407-408
see also opioid dependence
high-density lipoprotein (11ID1) - 119, 802
hirudin, Alzheimer’s discase 545
HIV-associated neurocognitive disorders
(HAND) 682
HIV infection/AIDS  679-687
adverse cffects of antirctrovirals
686, 686
drug misusers 450
pharmacodynamic interactions 685, 685
pharmacokinetic interactions 679
psychostimulants 287
psychotropic prescribing  679-684
risk factors for psychiatric
symptoms 679
homocysteine 544
Hospital Order 816
S-TIT, agonists, psychiatric adverse
cffects 808
S-11T, antagonists
akathisia 92,95
sexual dysfunction 142
S-1IT, antagonists 364, 563
see also granisctron; ondansetron
S-HT, receptor antagonists 547
human immunodeficiency virus see HIV
Huntington’s discasc (HD) 704, 704-708
cognitive symptoms 707
mental and hehavioural symptoms
704-705, 706707
motor symptoms 704, 705
huperzine A, Alzhcimer’s discase  545-546
9-hydroxyrisperidone see paliperidone
hydroxyzine 360, 565
hyoscine (scopolamine)
adversc effects in dementia 563, 564
clozapine-induced hypersalivation
175,190
depression 274, 302
hypercalcaemia, lithium-induced 208
hyperemesis gravidarum 602,611
hyperforin = 356
hyperglycaemia
antipsychotic-induced  123-124
pscudohyponatracmia 134
see also diabetes mellitus

hypericins 355

Hypericum perforatum see St John’s wort
hyperlipidacmia see dyslipidacmia
hyperparathyroidism, lichium-induced 208
hyperprolactinacmia
antidepressants and 337, 337-339
antipsychotic-induced 39, 44,137,
137-140, 604
management 138, 139, 139
monitoring 38, 233
other causes 137
sexual dysfunction 137, 142
switching antipsychotics 150
hypersalivation
clozapine-induced 171, 175, 189~190,
189-192
management in dementia 564
hypersomnia, depression with 286
hypertension
antipsychotic-induced  130-132
clozapine-induced 175
hypertriglyceridacmia 119, 120
hypnotics 373
biochemical side-cffects 799
breastfceding 621, 629
dementia  579-580
driving and 777
older pcople 592
rcnal impairment 655, 656
hypoglycacmia, alcohol-induced 756
hypokalaemia-related QTc
prolongation 115
hypokinetic rigidity, Huntington’s
discase 705
hypomania 235-240
children and adolescents  471-472
treatment 235, 235-240
see also mania
hyponatracmia
anticonvulsant-induced 212, 224,
335, 691
antidepressant-induced 323, 333,
333-336
antipsychotic-induced  134-136, 135
other drugs associated with 335
treatment 134, 135, 334
hypotension
antipsychotic-induced 39, 130, 131
clozapine-induced 156, 171, 175
rapid tranquillisation 62
switching antipsychotics 150
see also postural hypotcnsion
hypothyroidism, lithium-induced 208

Hy’s rule, hepatotoxicity of new drugs 641

thuprofen 282
idalopirdine 547
illicit drugs see *street drugs’
iloperidone
adversc cffects 39
bipolar disorder 226
blood lipid changes 119

hlood pressure cffects 130
breastfeeding 626
cquivalent dosc 15
hepatic impairment 637
maximum licensed dose 13
minimum cffective dose 9
neuroleptic malignant syndrome 105
older people 589
overdose 771
weight gain risk 97
imipramine
adverse cffects 358
children and adolescents  464-4635,
492,493
discontinuation symptoms 311
gencralised anxicety disorder 361
hyperprolactinacmia 337
panic disorder 362
PTSD 363,492,493
rectal 301, 303
renal impairment 652
sexual adverse effects 344
transdermal (nanoemulsion}
301, 303
impaired glucose tolerance
antipsychotic-related  123-129
switching anupsychotics 150
impulsiveness, autism spectrum
disorders  505-506
inattention, autism spectrum
disorders  505-506
indinavir 685
indomctacin 564
infants, breastfed 619, 620, 622-630
injecting rooms 419
inositol 245,362
insomnia see slecp disturbances/insomnia
insufin-like growth factor 1 (IGF-1) 508
insulin resistance 123, 124
interferon-a - 681, 811
interferon-ff 709, 811
International Classification of Diseascs 10
(ICD-10) 385,497
intcrnational normalised ratio (INR} 807
interstitial nephrits, clozapine
induced 179
intestinal obstruction, clozapine-
associated 194
intoxication, acute
buprenorphine risks 418
caffcine 761, 761
methadone risks 412
rapid tranquillisation 56
strect drugs’ 450
synthctic cannabinoid receptor agonists
(SCRAs) 447-448,448
see also alcohol intoxication; overdosc
intracranial hacmorrhage {ICIT), SSRI-
induced 349, 350
intramuscular injection sites  821-822,
821-823
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ipratropium 190, 563-564

irritability
autism spectrum disorders  506-508
Huntington’s discasc 706, 707
learning disability 701
non-psychotropics causing 808,

809, 810

isocarboxazid 359, 795

isoniazid 566

isotretinoin - 811

K2 (synthetic cannabinoid) 447
ketamine
abuse 456
acutc behavioural disturbance  $6-57
bipolar depression 245
children and adolescents 489
depression 271, 302
drug interactions  451-452
obsessive compulsive disorder
365, 489
psychotic depression 279
PTSD 363
ketanserin, tic disorders 514
kctoconazole, depression 274
Korsakoff’s syndrome 396

lacosamide 690
lactatc dechydrogenase 802
lactulose 194
lamotrigine
acute mania 237
bariatric surgery 725
bipolar depression 243, 244
bipotar disorder 241, 251
borderline personality disorder 665
breastfeeding 627
children and adolescents 474
clozapinc augmentation 159
dementa 579
depression 271,279
driving ability and 777
cating disorders 669
hepatic impairment 640
learning disabilitics 701
monitoring tests 233
obsessive compulsive disorder 364
older pecople 591
overdose 772
plasma level monitoring 733
pregnancy 610
PTSD 363
renal impairment 654, 656
re-titration afier non-compliance
794-795, 795
schizophrenia 32, 164
surgical patients 782
latrepirdine (dimebon) 545, 705
laughter and crying, pathological
(PLC) 710
lavender oil 361

laxatives
clozapine-induced constipation
194-19§
dementia 561, 567
learning disabilitics (LD} 699-703
assessment of care environments 700
capacity and consent  699-700
medications used  701-702
physical co-morbidity 700
psychological interventions 700
sensitivity to side-cffects 700
leucopenia, psychotropics causing 806
levetiracetam
acutc mania 237
alcohol dependence 400
bipolar disorder 241
Huntington’s discasc 705
psychiatric adversc effects 690, 809
social phobia 366
tic disorders 514
levodopa 705, 716, 809
levomepromazine 12, 573
levomilnacipran
adverse cffects 344,358
minimum cffective dose 262
levothyroxine see thyroxine
Lewy body dementia 550
acctylcholinesterase inhibitors  $38, 550,
576,717
clinical practice guidance 551, 551
libido (sexual desire} 141
cffects of antidepressants 344
reduced 142, 144, 343
licensed medicines, unlicensed use see
off-label prescribing
tifestyle interventions 99, 123
lipids, blood
antipsychotic drug cffects  119-122
monitoring 37, 120,121,232
see also dyslipidacmia
alpha-lipoic acid 100
lipoprotcins, plasma 802
liragiutide 100, 126
lisdexamfetamine
ADHD 497,499, 500
autism spectrum disorders 506
binge cating disorder 669
breastfeeding 630
depression 286
lithium 205-213
acutc maniathypomania 205,
235,236
adverse cffects 208
alcohol dependence 402, 756
autism spectrum disorders 508
bariatric surgery 725
bipolar depression 206, 244, 246
bipolar disorder 205-206, 250, 251
borderline personality disorder
664-665
breastfeeding 621, 628

caffeine interaction 761
children and adolescents 472, 473, 524
clozapine-treated patients  198-199,
200, 207
compliance 206, 209
discontinuation 209-210
driving and 777
drug interactions 210, 210-212, 224
ECT interactions 282
epilepsy 692
formulations 207
hepatic impairment 640, 641
HIV infection 681
Huntington’s discasc 706
for hyponatracmia 134
indications 205~207,210
lcarning disabilitics 702
mechanism of action 205
multiple sclerosis 711
ncuroleptic malignant syndrome 105
neuroprotective cffeces 205
older pcople 591
on-treatment monttoning - 209, 210,
232-233
overdose (acute) 772
plasma lcvels 207, 733
post-mortem blood concentrations 743
pregnancy 609,611
prescribing 210
pre-treatment tests 209, 210
refractory depression 267, 268,274
renal impairment and 208, 654
re-starting after non-adherence 795
street drug interactions 452
suicide and 207
surgical patients 784, 785
toxicity 208
unipolar depression  206-207, 307
lithium carbonate tablets 207
lithium citrate liquid 207
liver discasc
buprenorphine cautions 417
drug-induced  641-642
prescribing principles  635-636
see also hepatic impairment
iver function tests {LFTs) 635
bipolar disorder 232
carbamazepine and 222

clozapine-induced changes 179

drug-induced hepatotoxicity 642

schizophrenia 38

valproatc and 216
lofepramine

adverse effects 358

cardiac cffects 326, 329, 330

minimum cffective dose 262

older people 294, 587

overdose 770

panic disorder 362

renal impairment 652

re-starting afier non-adherence 795
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lofexidine 190, 424
long-acting injection (LAI) antipsychotics
see depot antipsychotics
loop diurctics, lithium interaction 211
loperamide
opioid withdrawal 420
safety in dementia 561, 567
lopinavir 681, 685
loratadine 3485, 565
lorazepam
acute mania‘hypomania 236
alcohol withdrawal 393
breastfeeding 629
catatonia/stupor 108, 109
children and adolescents 482, 521
delirium 675
diazepam cquivalent dose 378
driving and 778
hepatic impairment 641
HIV infection 682
older people 592
rapid tranquillisation  §3, 56, 60
children and adolescents 521
intramuscular injection site 821
renal impairment 655, 656
lormetazepam 378
low-density lipoprotein (1LDL)
119, 802
loxapine
adverse cffects 39
autism spectrum disorders 508
children and adolescents 522
diabetes risk 123
cpilepsy 693
rapid tranquillisation 54, 60, 522
smoking status and 751
LSD (lysergic acid dicthylamide) 456
tubiprostone  194-19§
lurasidone
adverse cffects 39
atrial fibrillation 720
bariatric surgery 724
bipolar depression 243,244
bipotar disorder 226,251
blood lipids and 119
blood pressure cffects 130
breastfeeding 625
children and adolescents 474, 475
diabetes and 125, 126
dosc escalation 50
cpilepsy 693
cquivalent dose 15
hepatic impairment 637
maximum licensed dosc 12
minimum cffective dose 9
older pcople 589
overdose 771
QT prolongation 114
refractory schizophrenia 163
renal impairment 649
scxual adversc cffects 143

switchingto 99
weight gain risk 97
lymphocytes 805
tysergic acid diethylamide (LSD) 456

MAIN-AD study 576
mania
acute  235-240
antipsychotics  226-227,235,
236, 236
carbamazepine 221
lichium  205-206, 235, 236
NICE guidelines 215
other treatments 237
paticnts on long-term lithium 206
treatment 235, 235-240, 236
valproate  214-216, 235, 236
children and adolescents  467,471-472,
473-474, 475
HIV infection  681-682
multiple sclerosis  710-711

non-psychotropics causing 809, 810, 811

unplanned pregnancy 217,223
MAOIs see monoamine oxidase inhibitors
maprotiline 692
maraviroc 685
mavoglurant 705
Maxepa see omega-3 fatty acids
MDA (34-mcthylencdioxyamfetamine}
451-452

MDRD (Modification of Diet in Renal
Discasc) formula 645, 646

mean cell hacmoglobin 806

mean cell hacmoglobin concentration 806

mean ccll volume 806

mcbeverine 420, 563

mecamylamine 274

medical illness

antidepressant delivery methods

298-303, 299-301

catatonia-like states  107-108

learning disability 700

safc prescribing in dementia  557-569,

567-568

sccondary depression 287, 293
medication

adherence see adherence, medication

assessing attitudes o 789

covert administration in food or

drink 527, 5§93-598, 597

legal framework  816-820

paying paticnts to take 792

refusal to take 593

re-starting after non-adherence

794-797,795
Medicines and Healthcare Products
Regulatory Agency (MHRA)

antipsychotic-induced hypertension 132

c-cigarctees 438

methadone therapy 412

SSRIs in young pcople 486

Mcdikinet 500
see also methylphenidate
mefloquine 809
melatonin
antipsychotic-induced weight
gain 101
autism spectrum disorders
508,518
benzodiazepine withdrawal 379
childhood insomnia  §17-520,
519, 524
delirium 676
older people 592
prolonged-release formulations 517
sleep disturbances in dementia
579-580
unticensed use 815, 815
see also agomclatinc
MEMAGE study 536
memantine  530-531
acute mania 237
adverse effects 538-539
Alzheimer’s discase 529, §33-534, 535,
540-543
clinical guidelines 544, 551,551
combination therapy 536
dementia with Lewy bodies 550
drug interactions 542
cfficacy 532,533-534
extended relcase 53§
mechanism of action 529
multiple sclerosis 711
non-cognitive symptoms of
dementia 576
obsessive compulsive disorder 364
Parkinson’s discase 717
renal impairment 656
re-starting after non-adherence 79§
schizophrenia 32,159, 163
stopping treatment  540-543
switching to/ffrom 534
tolerabilicy 537
vascular dementia 549
menstrual disorders, $SRI-associated 350

mental capacity see capacity,

mental

Mental Capacity Act (MCA) 593, 594,
595,818

Mental Health Act (MHA) 593, 595,
816-820

capacity 818

civil and forensic detention  816-817

community paticngs 820

completing forms T2 and T3 817

definition of consent 818

ECT 819-820

seetion 62 urgent treatment 819

section 132 duty to give
information 819

SOAD visits 817

statutory consultees 817-818
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mental illness
22q11.2 dcletion syndrome 696, 697
alcohol use disorders  401-403
caffeine consumption  762-763
driving and 776
ilicit drug use 454
lcarning disabilitics 699
nicotine use  765-766
metabolic inducers  746-749
metabolic inhibitors 116, 158, 746-749
metformin
antipsychotic-induced weight
gain  99-101, 100
hyperprolactinacmia 139, 139
mcthadone 408-413,456
acute in-patient settings - 421
analgesia for patients on 426
bariatric surpery 726
buprenorphine vs 408, 409
cautions 412
clinical effectiveness  408-410
detoxification regimes 422,423
driving regulations 776
drug interactions 223,410,412,
451-452
induction and stabilisation in
community 411-412
information for paticnts 410
initial total daily dose 411
overdoscltoxicity 410-411,412,772
post-mortem blood concentrations 743
pregnancy and breastfeeding
427,428
prescribing information 410411
QT prolongation/ECG monitoring
412-413,413
re-titration after non-compliance 79§
surgical patients 784
transfer from buprenorphine to 417
transfer to buprenorphine from
415-417,416
wash-out period 425
withdrawal 408
mcthamphetamine, misuse  439-440
methylcellulose 101
methyldopa 697
methylphenidate
22q11.2 deletion syndrome 697
ADHD 500
adult 498, 498, 499
childhood 496, 496
alcohol intcraction 755
autism spectrum disorders  505-506
bariatric surgery 726
breastfceding 630
depression 285, 286-287
driving and 777
cpilepsy 693
hepatic impairment 640
learning disabilities 702

maodificd-refease preparations 500

psychotic depression 279
re-starting after non-adherence 795
unlicensed use 815
mctoclopramide
adversc cffects 96, 105
alcohol withdrawal 396
clozapine-induced hypersalivaton 190
dementia paticnts 561
opioid withdrawal 420
tic disorders 514
metyrosine 697
MHRA see Mcdicines and Healthcare
products Regulatory Agency
mianserin
adverse cffects 358
akathisia 92,95
breastfeeding 623
overdosc 770
post-stroke depression 290
refractory depression 268
schizophrenia 32, 163
midazolam
akathisia 96
children and adolescents 521, 522
rapid tranquillisation 54, 55, 56, 60
midodrine 131
mifepristonc 245,279
mild cognitive impairment (MCI} 550
BAP guidance 551,551
cognitive enhancers 533, 537, 550
vitamin supplements 544
mineral supplements, anorexia
nervosa 668
Mini Mental State Examination (MMSE}
532, 540
minocycline
psychotic depression 279
schizophrenia 32,163
mirtazapine
adversc cffects 358
akathisia 92,95
alcohol dependence 402
bariatric surgery 723
breastfeeding 623
cardiac cffects 3285, 326, 329
children and adolescents
anxicty disorders 482, 482
depression 465
depression 264
diabetes mellitus and 340
discontinuation symptoms 310
driving ability 777
ECT inceractions 281
cpilepsy 692
generalised anxicty disorder 361
hepatic impairment 639
HIV infection 681
HMuntington’s discasc 706, 707
hyperprolactinacmia and 337
intravenous 300, 302
mcthylphenidate with 287

minimum effective dose 262
multiple sclerosis 710
obscssive compulsive disorder 364
older people 295,587
overdose 770
panic disorder 362
post-mortem blood concentrations 743
post-stroke depression 290
pregnancy 608
PTSD 363
refractory depression 267, 268, 269
renal impairment 652
schizophrenia 32,163
scxual adverse effeces 344
scxual dysfunction therapy
142-144, 345
smoking status and 751
swirching toffrom 314, 316-317, 319
missed doses, restarting medication after
794-795, 795
maclobemide
adverse cffects 359
bipolar depression 245
breastfeeding 623
cardiac cffects 327, 329, 330
clozapinc-induced hypersalivation 190
cpilepsy 692
hepatic impairment 639
minimum cffective dose 262
multiple sclerosis 710
overdose 770
panic disorder 362
pregnancy 607
renal impairment 652
sexual adverse cffects 344
social phobia 366
surpical paticnts 782
swirching to/from  316-317,319
modafinil
ADHD 497
antipsychotic-induced waight gain - 101
bipolar depression 245
cocaine misuse 439
depression 285, 286, 287
multiple sclerosis  711-712
overdose 772
refractory depression 274
schizophrenia 32
surgical patients 784
Modification of Diet in Renal Disease
{MDRD} formula 6435, 646
molindone 13,15
monoamine oxidase inhibitors (MAQOIs)
adverse cffects 258, 359
alcohol interactions 756
hreastfeeding 623
caffeinc interaction 761
carbamazepine therapy and 224
cardiac cffects 326
depression 258,274
diabetes mellitus and 340, 341
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discontinuation 311, 312,318
drug interactions 323
ECT intcractions 281
cpilepsy 692
generatised anxiety disordes 361
hepatic impairment 639
HIV infection 681
Huntington’s discase 706
hyperprolactinacmia and 337
hyponatracmia 333, 333
overdose 770
panic disorder 362
pregnancy 608
PTSD 363
re-starting after non-adherence 795
sexual adverse cffects 344
surgical paticnts 781, 782
switching to/from 316, 318
monocytes 806
Montgomery-Asberg Depression Rating
Scale (MADRS) 265
Montgomery versus Lanarkshire Health
Board appeal case 813
mood disorders see affective disorders
mood stabilisers  205-225
acute maniathypomania 235,
235-236,236
alcohol misusers 756
atrial fibrillation 720
autism spectrum disorders 508
bariatric surgery 725
biochemical side-effects 799, 802, 803
bipolar depression 244, 286
bipolar disorder  205-225
children and adolescents
471-472, 473
prophylaxis  250-251
rapid-cycling 241

borderline personality disorder  664-665

breastfeeding 620, 621, 627-628
chronic kidney discase 647
dementia 579

hepatic impairment 640, 641
HIV infection 681

multiple sclerosis 711

older people  591-592
overdose 771772

pregnancy 609-610,611, 612
PTSD in young people 493
renal impairment 654, 656
street drug interactions 452

see also anticonvulsants; carbamazepine;

lichium; valproatc
morphine
obsessive compulsive disorder 365
older pcople 565
PTSD prevention 494
slow release oral (SROM), opioid
dependence 418
movement disorders, nicotinc use 766
multiple sclerosis (MS)  709-714, 710

multivitamins see vitamin supplements
music therapy 571
mutism, akinetic see catatonia
myasthenia gravis 564, 567
myocardial infarction (MI)
antidepressant prescribing after 3285,
326-327, 329
antipsychotic-associated 154
protective cffects of SSRIs 325, 349
myocarditis, clozapinc-induced 174,
184-186, 186
myoclonus 176, 705

nabilone 705
N-acetyleysteine see acetyleysteine
nalmefene 398
naloxone
buprenorphine overdose 418
opioid overdosc 405, 406
take-home 421
naloxone/buprenorphine (Suboxonc)
418,427
naltrcxonc
alcohol dependence  397-398, 398, 401
co-morbid mental iiness  402-403
amfetamine misusc 440
analgesia for patients on 398, 426
antipsychotic-induced weight gain - 101
borderline personality disorder 665
lcarning disabilities 702
opioid dependence  424-425, 425
re-starting after non-adherence 795
unlicensed use 815
naproxen 564
Naranjo adverse drug reaction probability
scalc 811,812
National Institute for Health and Clinical
Excellence (NICE)
adherence to medication 789, 790
adult ADHD 497,498
alcohol misuse 387,397, 397, 398, 399,
399, 400
anxiety spectrum disorders 365,
368-369, 373
bipolar depression 243
bipolar disorder 215, 250-251
pregnancy 609, 611
prophylaxis 251
borderline personality disorder
663-664, 665
carc home residents 596
children and adolescents
ADHD 496
anxicty disorders 480
bipofar illness 471
depression 463, 467
obsessive-compulsive disorder 486,
487,487, 489
PTSD 491
dementia 543, 544, 576
depression 256, 278, 307

cating disorders 670
lipid-lowering guidance  120-121
opioid dependence 408, 422
pregnancy 604
schizophrenia 4, 46-48
smoking cessation 431
National Poisons Information Service
(NPIS) 442
nausea/vomiting
antidepressant-induced  358-359
clozapinc-induced 176
see also anti-cmuetics
nelfinavir 685
nemifitide 274
nconatal abstinence syndrome
{NAS) 427428
neonatcs
antidepressant discontinuation
symptoms 606, 607, 608
antidepressane-treated mothers 605,
606-608
antipsychotic discontinuation
symptoms 604
antipsychotic-treated mothers
602, 603
breastfed 619, 620, 622-630
opioid-dependent mothers 427-428
persistent pulmonary hypertension
of 607
see also breastfeeding
neostigmine 564, 567
NEURAPRO trial 88
‘neuroleptic equivalence’ 14
ncuroleptic malignant syndrome (NMS})
104-106
diagnosis and management 104
renat impairment 647
vs catatonic stupor 108, 109
neuroleptics see antipsychotics
ncurological causcs of rare
dementias  550-551
ncuroscience-based nomenclature
(NDN) 4, 44
neurotoxicity, lichinm 208
neutropenia
benign cthnic 197, 198, 200
carbamazepinc-induced 222, 224
chemotherapy-associated 202
clozapine-induced 176, 179, 197-201
psychotropics causing 806
see also agranulocytosis
ncutrophils 806
nevirapine 681, 686
NICE see National Institute for Health and
Clinical Excellence
nicotine  765-768
dependence 431-438
psychotropic cffects 765
tic disorders 514
withdrawa! symptoms 767
see also smoking; smoking cessation

Taylor, D. M., Barnes, T. R. E., & Young, A. H. (2018). The maudsley prescribing guidelines in psychiatry. John Wiley & Sons, Incorporated.
Created from hscqub on 2023-05-23 10:15:42.



Copyright © 2018. John Wiley & Sons, incorporated. All rights reserved.

VAHI

850 iIndex

- SIM- 122 -

546

nicotine replacement therapy (NRT)  431-433

adverse cffects 432433
combination 431-432, 436,437
c-ciparettes 435, 437
preparations and dosc 432
nimodipine, bipolar disorder 241
nitrazepam 378, 655
nizatidine 100
NMS see neuroleptic malignant syndrome
nocturnal cnuresis, clozapine-induced 176
non-adherence see adherence
non-psychotropic drugs
psychiatric adverse cffccts 808, 808-811
QT prolongation 115
non-sterordal anu-inflammatary drugs
(NSAIDs)
dementia 548, 564
lithinm interactions 210, 211-212
SSRI combination 348, 348, 350
norclozapine 158,736
nortriptyline
adversce cffects 358
breastfeeding 624
cardiotoxicity 329, 330
children and adolescents 464465
diabetes mellicus and 340
ECT interactions 282
hyperprolactinacmia 337
plasma level monitoring 734
post-stroke depression 290, 291
pregnancy 606
psychotic depression 279
refractory depression 267, 269,274
renal impairment 652
transdermal patches 301, 302-303

obesity see bariatric surgery; weight gain
Objective Opioid Withdrawal Scale
(OOWS) 407, 408
obsessive compulsive disorder (OCD)
364-365, 367
22q11.2 deletion syndrome 697
children and adolescents  485-490, 487
Huntington’s discase 706, 707
NICE guidance 369, 486,487,487, 489
obstetrical hacmorrhage, SSRE
induced 350
ocular pigmentation, clozapine
induced 179
oculogyric spasm (crisis) 62,91
ocstrogens
anorexia nervosa 668
caffeine interaction 761
carbamazepine interactions 223
depression 275
schizophrenia 163
off-label prescribing  813-815
examples 814-815, 815
paediatric practicc 461, 486, 488, 492
Royal College consensus statement
814,814

olanzapine

acute mania/hypomania  226-227,235,236
adverse cffect profile 39
amfetamine psychosis 440
anorexia nervosa 667, 668
atrial fibrillation 720
bariatric surgery 724
bipolar depression 243,244, 246
bipolar disorder 226,241, 250
borderline personality disorder 664
breastfeeding 625
catatonia 109,110
children and adolescents 524
autism spectrum disorders 508
bipolar mania 473, 475
psychosis 478
PTSD 492
rapid tranquillisation 521
classification 4
delirium 674, 676
dementia 572, 573,574,575
diabetes association 124
dyslipidacmia risk  119-120
cpilepsy 693
first-episode psychosis 25
fluoxetine combination see olanzapine +
fluoxetine
hepatic impairment 637
Huntington’s discasc 705, 706
hypertension risk 132
hyponatracmia 134
learning disabilicies 701
long-acting injection (LAT) {mainly
pamoate) 67,77-78
doses and intervals 68, 77
intramuscular injection site 821
pharmacokinetics 71
post-injcction syndrome  77-78
switching 77
maximum licensed dose 12
multiple sclerosis 711
older people 589
opioid-dependent patients 422
overdose 771
Parkinson’s diseasc 716
plasma levels 50,733, 736
pncumonia risk 148
post-maortem blood concentrations 743
pregnancy 603, 604
psychotic depression 278
PTSD 363
rapid tranquillisation 54, 55, 56, 60
intramuscular injection sice 821
renal impairment 649, 656
schizophrenia
acutc cxacerbation or relapse 41
clozapine augmentation 159
dosc escalation  16-17, 49
equivalent dose 15
maintenance therapy 27

minimum cffective dose 9

monitoring physical health 37
refractory 162, 163-164
relative cfficacy 5,6
switching to 51,95
treatment failure 51
sexual adverse effects 143
smoking status and 751
social phobia 366
therapeutic index 44
tic disorders 514
valproate interaction 217
for water intoxication 134
weight gain risk 97
olanzapine + fluoxetine {(Symbyax)
bipolar depression 243,244, 246
children and adolescents 472, 474,475
psychotic depression 278
refractory depression 268
older people  525-598
alcohol dependence 401
anticholinergic agents  $57-564, 561,
567,568
benzodiazepines 374
cognitive adverse cffects of drugs
557-566, 558-560
covert administration of medication 527,
593-598, 597
delirium 672,673
depression  293-297, 294-295
antidepressant doses  587-588
maintenance therapy 306, 307
psychostimulants 287
drug interactions 211, 526-527
hypnotics 592
medication doses  587-592
pharmacodynamic changes 525
pharmacokinctic changes 526
prescribing principles  525-528, 527
renal impairment 646
see also dementia
Omacor see omcega-3 {atty acids
omega-3 fatty acids (fish oils)
Alzhcimer’s discase 545
bipolar depression 24§
child and adolescent depression 465
multiple sclerosis 710
refractory depression 275
schizophrenia 88-89, 159, 164
ondansctron
obsessive compulsive disorder 364
schizophrenia 32, 164
tic disorders 514
opioid analgesics
dementia 5635, 571
methadone/buprenorphine-treated
patients 409, 426
naltrexone-treated patients 398
opioid-dependent pregnant
women  427-428
psychiatric adverse cffects 808
surgical patients 781
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opioid antagonists
borderline personality disorder 665
see also naloxone; naltrexone
opioid dependence 405430
acute in-patient scttings 419-421, 420
alcoho! dependence with 401
assessmient - 407, 407
detoxification and reduction regimes
422425
NICE guidelines 408,422
pain management 426
pregnancy and 409, 427-428
prescribing for 405
psychotropic prescribing  421-422
relapse prevention  424-425, 425
substitutc prescribing see opioid
substitution treatment
opioid overdose/toxicity 405
clinical features 405
starting methadone therapy
and 410411
treatment 405, 406
opioid substitution treatment (OST) 405,
406419
acute in-paticnt scttings  419-421, 420
alternative oral preparations 418
buprenorphine 414-418
buprenorphine with naloxone 418
discharge home 421
goals 406
induction and stabilisation 408
injectable diamorphine 419
mecthadone  408-413
methadonc vs buprenorphine 408, 409
pain control for patients on 426
pregnancy 409, 427
principles 407408
opioid withdrawal 407-408
acute ward scttings  419-421
community sctting 423
lofexidine-mediated 424
naltrexone-treated patients 425
precipitated by buprenorphine 414,
416,416
regimes  422-424
scales 407, 408
specialist addiction in-patient
setting  423-424
symptomatic treatment 420, 424
oral glucose tolerance test (OGTT)
125, 126
orgasm 141
disorders 144
cffects of antidepressants 344
orlistat 101, 19§
orthopacdic surgery, SSRI-treated
patients 351, 351
orthostatic hypotension see postural
hypotension
ostecopenia 323
osteoporosis 668,691

overactivity, autism spectrum
disorders  505-506
overdose, psychotropic drug  769-772,
769-775
oxazcpam
alcohol withdrawal 393
breastfeeding 629
diazcpam cquivalent dose 378
driving and 778
hepatic impairment 641
HIV infection 682
renal impairment 655
oxcarbazepine
adverse effects 691
bipolar disorder 222,237
child and adolescent bipolar iliness 473
dementia 579
drug interactions 690
mechanism of action 221
psychiatric side-cffects 690
oxybutynin
clozapine-induced hypersalivation 190
cognitive effects in dementia 557, 562
oxycodone, older people 565
oxytocin, autism spectrum disorders 505

Pabrincx  395-396, 396
packed cell volume 806
Pacdiatric Acute-onset Neuropsychiatric
Syndrome {PANS} 514-515
Pacdiatric Autoimmunc Neuropsychiatric
Disorder Associated with
Streprococcus (PANDAS)  514-515
pacdiatric patients see children and
adolescents
pain management
dementia 571
opioid-dependent patients 409, 426
see also analgesic agents
palipcridone
adversc cffects 39
alcohol misusers 756
atrial fibrillation 720
bipolar disorder 229
breastfeeding 626
children and adolescents 478
cquivalent doscs 80
hepatic impairment 638, 641
hyponatracmia 134
maximum licensed dose 12
monitoring physical health 38
neuroleptic malignant syndrome 10§
overdose 771
palmitate long-acting injection (LA} 67,
79-81
1-monthly 68, 79,79
3-monthly 68, 81, 81
dose equivalents 80, 82
dose reduction 73
cquivalent dose 15
intramuscular injection site 821, 822

maximum licensed dose 12
older people 590, 591
pharmacokincrics 71
switching to 80
vs haloperidol decanoate 45, 79
plasma level monitoring 733, 738
renal impairment 650
sexual adverse effects 143
weight gain risk 97
palliative care, substance misusers 426
pancreatitis 120, 179, 800
PANDAS 514-515
panic disorder 362, 365, 367
NICE guidancc 368
non-psychotropics causing, 808, 809
PANS (Pacdiatric Acute-onsct
Neuropsychiatric
Syndrome} 514-515
paracctamol, in dementia 564, 571
parkinsonism
antipsychotic-induced 39, 91-92
never-medicated schizophrenia 90
switching antipsychotics 150
valproatc-induced 216
see also extrapyramidal symptoms
Parkinson’s discasc  715-718
beta-agonist bronchadilators 563
cognitive enhancers 550, 551, 717
dementia 550,715,716
depression 715
psychiatric adverse effects of
medications  809-810
psychosis 716, 716-717
smoking 766
parotid gland swelling, clozapine-
induced 179
paroxetine
adverse cffects 258, 358
alcohol dependence 403
anxicty disorders 367
atrial fibrilfation 720
breastfceding 623
cardiac effeces 327
children and adolescents
anxicty disorders 481, 482
depression 464
obsessive compulsive disorder 485
discontinuation symptoms 311, 312
drug interactions 259, 321
hepatic impairment 639, 641
THIV-associated neurocognitive
disorders 682
Huntington’s discase 706
hyperprolactinacmia and 337
minimum cffective dose 262
multdple sclerosis 710
obsessive compulsive disorder 367
older pcople 294
post-stroke depression 291
pregnancy 606-607
renal impairment 653
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Patient Health Questionnaire-9
{(PHQ-9) 265
Patient Information Leaflets 794
payments, for medication adherence 792
pemoline 712
pcony-glycyrrhia decoction 139
peppermint ot 563
perampanel 690, 809
pergolide, tic disorders 514
pericardial effusions, clozapine-
induced 179
pericyazine 12, 14
perphenazine
adverse effects 39
cquivalent dose 14
hypertension risk 132
maximum licensed dose 12
perseveration, Huntington’s discase 706
pervasive developmental disorders
(PDD} 504
pervasive developmental disorders not
otherwise specified
(PHH-NOS) 504
pethidine 565, 781
P-glycoprotein - 746
pharmacodynamic interactions
alcohol 755, 755-756
anticonvulsants 217,224, 690-691
antidepressants 259, 321-323
antirctrovirals 685, 685
cognitive enhancers 540, 541-542
pharmacodynamics, age-rclated
changes 52§
pharmacokinetic interactions
alcohol  753-755,754
anticonvulsants  688-690
antidepressants 259, 321, 322
antirctrovirals 450, 685
caffeine 760, 761
cytochromes 746, 746-749
lithium 210, 210
older people  526-527
smoking 750-752
pharmacokinetics  731-757
acting on clozapine plasma levels
744-7435, 744-745
after bariatric surgery 722
ape-related changes 526
depot antipsychotics 71, 71-72
plasma level monitoring  731-741
p()sl'm()ncm h]()()d concenirations
742-743
pregnancy-retated chanpes 609
phenceyclidine (PCP) 56
phenelzine
adversc cffects 359
discontinuation 318
generalised anxicty disorder 361
overdose 770
panic disorder 362
PISD 363

refractory depression 274
renal impairment 653
re-starting after non-adherence 795
social phobia 366
switching to/ffrom 316, 318
phenobarbital
adverse cffects 691
drug interactions 690
GHHB and GBL. withdrawal 442, 443
phenothiazines 3
blood lipids and 119
breastfeeding 626
diabetes risk 123
ECT intcractions 282
hepatic impairment 638
hyponatracmia 134
overdose 771
pregnancy 602
sexual adverse effects 143
venous thromboembolism risk 153
phenytoin
alcohol withdrawal 389
drug interactions 690
mania 237
neuroleptic malignant syndrome 105
plasma level monitoring 733
psychiatric adverse effects 690, 809
PTSD 363
surgical patients 782
phosphate, plasma 803
phosphodicsterasc inhibitors 345
physical illness see medical illness
pimavanserin 717
pimozide
adverse cffects 39
clozapine augmentation 159
cquivalent dosc 14
hyponatraemia 134
maximum licensed dose 12
monitoring physical hcalth 37
renal impairment 650
tic disorders 513
pindolol 274,362
pioglitazone 126
pipotiazine {depot) 67
adverse cffects 39
doses and intervals 68
cquivalent dose 14
maximum licensed dose 12
pharmacokinetics 71
pirenzepine 190, 564, 815
placebo cffect 463,512
plasma drug level monitoring  731-741
assessing adherence 789
bipolar disorder 233,733, 734
criteria  731-732
interpreting results  732-738,733-734
platelets, psychotropics affecting 347, 807
pncumonia, antipsychotic-associated
148-149, 180
polyethylene glycol 194

polypharmacy, pacdiatric practice 461
polysubstance abuse 440
polyunsaturated fatty acids {PUFAs) see
omega-3 fatty acids
polyuria, lithium-induced 208
post-mortem hlood concentrations
742-744,743
past-mortem redistribution (PMR) - 742
paost-operative bleeding, SSRI-treated
patients 351
post-partum hacmorrhage, SSR{-treated
patients 350, 606
post-partum p(:ri()d
bipolar illness  608-610, 611
depression  604-608
psychosis  600-604
see also breastfeeding
post-stroke depression 287, 290-292
post-traumatic stress disorder (PTSD)
363, 367
alcohol dependence with 403
avoiding benzodiazepines 365, 373
children and adolescents 484,
491195, 493
postural hypotension
antidepressant-induced 294295, 321,
326-327, 358-359
antipsychotic-induced 130, 131
clozapine-induced 171,175
switching antipsychotics 150
see also hypotension
potassium, plasma 803
pramipexole
bipolar depression 245
Parkinson’s discase 715
refractory depression 275
schizophrenia 32
prazosin
PISD 363,492,493
urinary retention in dementia - 561
pre-eclampsia - 606
pregabalin
abusc potential 426
adverse cffects 690
akathisia 96
alcohol dependence 400
benzodiazepine withdrawal 379
generalised anxicty disorder 360, 368
methadone interaction 410,412
multiple sclerosis 709
older pcople 592
opioid-dependent patients 422
overdose 772
psychiatric cffects 690
re-starting afier non-adherence 795
social phobia 366
surgical patients 784
tic disorders 514
pregnancy 599-618
ADHD 613
alcohol usc/withdrawal 387,400, 607
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anticonvulsants 610, 611,612
antidepressants 605608, 608, 612
antipsychotics  602-604, 604, 612
anxiety disorders and
insomnia 611-612
benzodiazepine misuse  445-446
bipolar illness 608610, 611
depression  604-608, 608
discussions with women 600
mood stabiliscrs  609-610, 611,612
opioid dependence 409, 427-428
prescribing principles 601
psychosis  600-604
psychotropic drug choice  §99-600, 612
rapid tranquillisation 612
scdatives 611-612,612
unplanned 217,223
see also breastfceding; women of child-
bearing age
pregnenolone, schizophrenia 32
Prescribing Obscrvatory for Mental Health
{POMIT-UK) 21
Priadel 207
priapism 142,143
pridopidine 705
primidone 690, 690, 691
problem behaviours see behaviour
problems
prochlorperazine
alcohol withdrawal 396
opioid withdrawal 420
venous thromboembolism risk 153
procyclidine 62, 69
Product Licence (PL), prescribing drugs
outside  813-815
prolactin, serum
antipsychotic drug effects 137, 137
clevated see hyperprolactinaemia
interpretation 137,138
monitoring 38,233
psychotropics affecting 803
promazine 39
promethazine
borderline personality disorder 665
breastfeeding 629
cognitive adverse effects 565
dementia 580
pregnancy 602,611, 612
rapid tranquillisation 54-55, 60-61
children and adolescents 522
intramuscular injection site 821
renal impairment 655
street drug intoxication 450
propantheline 190
propentofylline 164
propofol, GBL and GHB withdrawal 443
propranolol
akathisia 92, 95
autism spectrum disorders 508
generalised anxiety disorder 360
lithium-induced tremor 208

psychiatric adverse effects 810
PTSD in young people 492,493, 494
protein, scrum 803
prothrombin time 807
proton pump inhibitors 176, 566
pscudobulbar affect (PBA), multiple
sclerosis 710
pseudohyponatracmia 134
pscudo-parkinsonism see parkinsonism
psychiatric adverse cffects
anticonvulsants 688, 690, 808-809
antiretroviral drugs 686, 686
dementia  557-566
differential diagnosis 811, 812
non-psychotropic drugs 808, 808-811
psychiatric disorders see mental illness
psychological therapies
anxicty disorders 368
children and adolescents
ADHD 496
anxicty disorders 480, 483-484
bipolar disorder 472
depression 463
PTSD 494
depression 255
Icarning disabilities 700
see also cognitive behavioural therapy
psychosis
alcohol consumption and 755
amfetamine 440
benzodiazepines 374
children and adolescents  478-479
ECT 86-87
epilepsy 688
first episode see first-cpisode psychosis
Huntington’s discase 706, 707
muitiple sclerosis 711
non-psychotropics causing 808, 809,
810, 811
older people  588-590
Parkinson’s disecase 716, 716-717
post-partum  600-604
pregnant women  600-604
rapid tranquillisation see rapid
tranquillisation
sexual dysfunction  141-142
super-sensitivity  28-29
synthetic cannabinoid receptor agonist
(SCRA)-related 448449
see also schizophrenia
psychosocial treatment, drug
dependence 405,419, 439,
445, 449
psychostimulants see stimulants
psychotic depression  278-279
psychotropic medications
adverse reactions see adverse drug
reactions
after bariatric surgery  723-727,726
atrial fibrillation 719, 720
biochemical effects 798, 799-804

breastfeeding  619-630, 620
child and adolescent doses 524
cytochrome function and 746,
746-749
driving and 776-780, 777
ECT intcractions 281-282,281-284
cpilepsy 688-691, 692-693
hacmatological cffects 798, 805-807
HIV infection 685, 685
off-label preseribing 813-815
overdose 769772, 769-775
pharmacodynamic interactions see
pharmacodynamic interactions
pharmacokinctic intcractions see
pharmacokinctic interactions
plasma level monitoring  731-741
pregnant women 599-613,601, 612
smoking status and  750-751, 750-752,
766-767
street drug interactions  450-453,
451452
surgery and  781-786, 782-784
PTSD see post-traumatic stress disorder
puhlication hias 814
pulmonary embolism, antipsychotic-
associated 154, 184
pulmonary hypertension of newborn,
persistent 607
pulse monitoring 62,171
pure red cell aplasia 807
pyridostigmine 564, 567
pyridoxine (vitamin B) 96

QT interval 112
corrected (QTe) 112,413
measurcments 112, 113
QT prolongation  112-118
anorexia ncrvosa 667
antidepressant-induced  326-327, 329
newborn 606
antipsychotic-induced  112-116
ECG monitoring 114
management 116
metabolic inhibition 116
quantifying risk 113,114
rapid tranquillisation  55-56, 57
switching agents 150
mcthadone therapy 412413, 413
non-psychotropics inducing - 115
renal impairment and 647
risk factors 114,115
see also arrhythmias
quetiapine
acutc maniathypomania 235, 236
adverse cffect profile 39
anorexia nervosa 667, 668
bariatric surgery 724
bipolar disorder 226,241, 243, 250
blood lipids and 119
blood pressure effects 130
breastfeeding 626
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quectiapine (cont’d)
children and adolescents 524
autism spectrum disorders 508
bipolar illncss 472, 474,475
psychosis 478
PTSD 492,493
clozapine-induced hypersativanon 190
dclirium 675
dementia 572, 573,574,575
depression
bipolar 244
psychotic 278
refractory 206, 268
diabetes association 124
cpilepsy 693
cquivalent dose 15
generalised anxiety disorder 360
hepatic impairment 638
HIV infection 680
Huntington’s discasc 706
hypertension risk 131, 132
hyponatracmia 134
lcarning disabilities 701
maximum licensed dose 12
older pecople 589
overdose 771
Parkinson’s discase 716
plasma level monitoring 733, 736-737
post-mortem blood concentrations 743
pregnancy 603, 604
PTSD 363
rapid tranquillisation 60
renal impairment 650
schizophrenia
combination therapy 21
high dosc  16-17, 49
minimum cffective dose 9
monitoring physical health 38
multi-cpisode 27
refractory 164
relative efficacy S
switchingto 51,95
scxual adverse effects 143
synthetic cannabinoid receptor agonist
(SCRA) withdrawal 449
tardive dyskinesia and 92
tic disorders 514
for water intoxication 134
weight gain risk 97

raloxifene 164

raltegravir 685, 686

ranitidine 100, 566

rapid neuroleptisation 47

rapid tranquillisation (RT)  54-59, 60-61
benzodiazepines 54, 55, 56,374
children and adolescents 521522,

521-523

intramuscular treatment  54-56, 60, 821
intravenous treatment  54-55, 56, 60
ketamine  56-57

oral treatment 54, 60
paradoxical disinhibitory rcactions 382
physical monitoring 61
practical measures 5759
pregnancy 612
remedial measures 62
zuclopenthixol acctate  57-59, 59
reboxetine
adverse cffects 358
antipsychotic-induced weight gain - 101
breastfeeding 624
cardiac cffcces 327
diabctes mellitus 340
cpilepsy 692
hepatic impairment 639
HIV infection 681
hyperprolactinacmia and 337
minimum effective dose 262
older people 295
overdose 770
post-stroke depression 290
pregnancy 607
renal impairment 653
sexual adverse effects 344
switching to/ffrom  316-317, 319
Red Bull 759
red cell count 807
red cell distribution width 807
refusal of medication 593
Regionat Drugs and Therapeutics Centre
Teratology Service 400
relative infant dose (RID) 619, 622-630
renal function testing 645
antipsychotic-treated paticnts 37
lithium-treated pavients 209, 232
older people 526
renal impairment  645-660
anti-dementia medications 656
antidepressants  651-653, 656
antipsychotics  649-650, 656
anxiolytics and hypnotics 655, 656
classification 646
lithium and 208, 654
methadone dosing 412
mood stabilisers 654, 656
prescribing principles  645-647
reccommended drugs 656
renal replacement therapy 647
Research Units on Pacdiatric
Psychopharmacology (RUPP} Autism
Network  505-506
respiratory depression 62, 375
Responsible Clinician (RC) 816
restlessness see akathisia
restricted repetitive behaviours and interests
(RRBIs} 504-505
Restriction Order 816
reticulocyte count 807
Rett’s syndrome 504
reversible inhibitors of monoaminc
oxidase-A {RIMA} see moclobemide

rhabdomyolysis 647
rilpivirinc 685, 686
riluzole
bipolar depression 245
children and adolescents 489
generalised anxiety disorder 361
Huntington’s discase 705
obscssive compulsive disorder 365, 489
refractory depression 275
schizophrenia 164
risperidone
acute maniathypomania 226-227,
235,236
ADHD 497
adverse effect profile 39, 82
bariatric surgery 724
bipolar disorder 226, 241, 250
blood lipids and 119, 120
breastfecding 626
catatonia 109, 110
children and adolescents 524
autism spectrum disorders 505,
506-507, 507, 508
bipolar illness 473, 475
psychosis 478
PTSD 492,493
classification 4
delirium 675
dementia 572,573, 574,575
depression 271
diabetes association 124
cpilepsy 692
first-cpisode psychosis 25
hepatic impairment 638
HIV infection 680
Huntington’s discasc 705, 706
hypertension risk 131, 132
hyponatracmia 134
lcarning disabilities 701
long-acuing injection (RLAT} 67, 82-85
bipolar disorder 229,229, 250
dose equivalents 80, 82
dosc-response cffects 82
doses and intervals 68
equivalent dose 15
intramuscular injection sitc 821
maximum licensed dose 12
neuroleptic malignant syndrome 105
new formulations 84
older people 591
pharmacokinetics 71
plasma levels 82, 737
refractory schizophrenia 164
switching from 75
switching to 83
maximum licensed dose 12
multiple sclerosis 711
older people 589
overdose 771
Parkinson’s discase 716
plasma levels 50, 733, 737-738
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post-mortem blood concentrations 743 antipsychotic therapy see antipsychotics
pregnancy 603, 604 atrial fibrillation and 720
PTSD 363 benzodiazepines 374
rapid tranquillisation 60 caffcinc consumption 762
renal impairment 650 carbamazepine 222
schizophrenia cardiovascular risk factors 119
acute cxacerbation or refapse 41 catatonic 107, 108-109, 109, 110
cquivalent doses 15, 80 children and adolescents  478-479
high dosc  16-17, 49-50 chronic kidney discase 647
maintenance therapy 27 diabetes association 123
minimum cffective dosc 9 driving rcgulations 777
monitoring physical health 38 ECT 86-87
refractory 159, 162, 164 first episode see first-cpisode psychosis
relative cfficacy  § HIV infection 680
switching to 51 medication adherence 27, 787-788, 790
treatment faiture 51 cnhancing 4, 791-792
scxual adversc effects 143 monitoring physical health 8, 36,
tic disorders  §13-514 37-38,47
for watcr intoxication 134 mortality 20
weight gain risk 97 multi-cpisode 9, 26, 26-27
RISQ-PATH study 113 ncgative symptoms  31-35§
Ritalin 500 NICE guidclincs 4, 46-48
see also methylphenidate older people  588-590
ritanserin - 164, 237 omepa-3 fatty acids  88-89
ritonavir 450, 685 pnecumonia 148
rivastigmine  530-531 pregnancy and 602
adverse effects  537-538 refractory see schizophrenia, treatment
Alzheimer’s disease  $32, 533, 535, resistant
540-543 relapse  26-27,28
atrial fibrillation 720 alternative views 28-29
delirium 675,676 treatment algorithms  41-42
drug interactions 540, 541 sexual dysfunction 141
cfficacy 532,533 smoking 765-766
[IV-associated neurocognitive cessation 432,435,766
disorders 682 substance misusc 454
mechanism of action 529 trcatment algorithms  40-42, 40-43
NICE guidance 544 treatment resistant (TRS) 5, 49-52,
non-cognitive symptoms of 156-203
dementia 576 alternatives to clozapine  162-165,
renal impairment 656 162-168
stopping treatment  540-543 dosc escalation  16-17, 49-50
tolerability 536-537 ECT 86-87,163
transdermal patch 533, 536-537 treatment options  50-52
5 vascular dementia 549 see also clozapine
$ rofecoxib, mild cognitive impairment 550 valproate therapy 165, 215
§ Roux-en-Y gastric bypass (RYGR) 722 water intoxication 134
E Royal Cotlege of Psychiatrists, unlicensed see also antipsychotics
.§’ usc of licensed drugs 814, 814 scopolamine see hyoscine
I RT see rapid tranquillisation second-peneration antipsychotics {SGAs)
3 4,44
g S-adenosyl-t-methionine 275 ADHD 497
g saffron 546 adverse effeets 90
2 saquinavir 685 diabetes 123125, 126
) sarcosine 164 dyslipidaemia  119-120
3 schizoaffective disorder extrapyramidal symptoms 90
"i atrial fibrillation and 720 neuroleptic malignant syndrome 105
2 ECT 86 orthostatic hypotension 130
E schizophrenia  3-203 pncumonia 148
§ 22q11.2 deletion syndrome 696, 697 scxual dysfunction 142
© acute cxacerbation  41-42, 52 weight gain 97, 97-98
I alcohol dependence with 403 bipolar disorder 226,250
o
5
z
o
[&]

children and adolescents
autism spectrum disorders 505,
506-508, 507
bipolar illness  471-472, 473-474
psychosis 478
PTSD 492,493
delirium  674-675
dementia  §72-575
equivalent doscs 15
HIV infection 680
Huntington’s discase 705, 706
learning disabilitics 701
long-acting injections
bipolar disorder 230
intramuscular injection sites
821-822
schizophrenia  66-67, 75-85
maximum licensed doses 12, 13
minimum cffective doses 9
negative symptoms 32
NICE guidclines 46
older pcople  588-589, 590-591
pregnancy  603-604
rapid tranquillisation 54
relative cfficacy  5-6
renal impairment  649-650
social phobia 366
street drug interactions 451
switching trials 51
tic disorders  513-514
unlicensed use 815
sccond opinion appointed doctor {SOAD)
817,819
sedation
alcohol-induced 755
antidepressant-induced  294-295,
358-359
antipyychotic-induced 39
clozapinc-induced 171,175
driving ability and 778
high dose 56
non-psychotropics causing 808,
809, 810
switching antipsychotics 150
see also rapid tranquillisation
sedatives
antipsychotics as 8
borderline personality disorder 663, 665
breastfeeding mothers 620, 620
hepatic impairment 641
opioid-dependent patients 422
pregnancy 611-612,612
scizures
22q11.2 deletion syndrome 697
alcohol withdrawal 389
anudepressant-induced 322
clozapinc-induced 176, 735
melatonin-treated children 518
psychotropic-associated, in epilepsy 691,
692-693

see also cpilepsy
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sclective serotonin reuptake inhibitors
{SSR1Is)
22q11.2 deletion syndrome 697
adverse cffects 258, 358
children and adolescents 465, 467,
481,483, 486
older people 525
alcohol misusers 756
anxicty disorders  365-367
atrial fibrillation 720
bariatric surgery 723
bleeding risks 293, 347-354, 348
borderline personality disorder 664
caffeine interaction 761
carbamazcpine interaction 224
cardiac effects 325, 326,327, 329, 330
children and adolescents
anxicty disorders 481,482, 483
autism spectrum disorders 505,
506, 508
behavioural activation response 467
depression  463-464, 465-467, 467
obsessive compuisive disorder
485-486,488
PTSD 492,493
dementia  S77-578
depression 258
adjunctive stimulants 286, 287
bipolar 244, 246
children and adolescents 463464,
465-467, 467
minimum cffective doses 262
NICE guidance 256
older people 294,294
post-stroke 290, 291
refractory 206, 268,271,275
diabetes mellitus and 340, 341
discontinuation symptoms 311
drug interactions 259, 323, 688-690
cating disorders 669
ECT interactions 281
cpilepsy 692
gencralised anxiety disorder 360
hepatic impairment 639
HIV infection 680-681, 682
Huntington’s discase 706, 707
hyperprolactinacmia and 337
hyponatracmia 333, 333, 334
learning disabilities 701
lithium interactions 212
multiple sclerosis 710, 710
neuroleptic malignant syndrome
and 105
obscssive compulsive disorder 364, 367
older pcople 294,294
opioid-dependent patients 422
overdose 770
panic disorder 362
Parkinson’s discase 715
past-mortem blood concentrations 743
pregnancy 605, 606-607, 608

PTSD 363
re-starting after non-adherence 795
serotonin reuptake inhibition 347,347
sexual adverse cffects 344
social phobia 366
street drug interactions 451
surgical paticnts 351, 351, 781, 782
switching toffrom 315, 316-319
sclegiline
adversc cffects  144-145, 810
buccal 298,299
discontinuation 318
schizophrenia 32
SSRI interaction 71§
switching to/from 316,318
transdermal 301, 303
sclf-injurious behaviour (S1B}
autism specerum disorders  506-508
learning disabilities  701-702
lithium therapy 207
scmagacestat 548
semi-sodium valproawe 214
acute maniathypomania 236
see also valproatce
senna 194
D-serine, schizophrenia 32,163
serotonin-noradrenaline reuptake inhibitors
{SNRIs)
adverse cffects 358
anxicty disorders  365-367
bariatric surgery 723
children and adolescents 481482, 482
diabetes mellitus and 340, 341
drug interactions 323
gencralised anxiety disorder 360
HIV infection 681
Huntington’s discasc 706
hyperprolactinaecmia and 337
hyponatracmia 333
multiple sclerosis 710
obsessive compulsive disorder 364
Parkinson’s discase 715
refractory depression 268
switching to/ffrom  317-319
see also desvenlafaxine; duloxcting;
venlafaxine
serotonin syndrome 315
antidepressant-related risk - 3185, 322
caffeine-SSRI interactions 761
post-ECT 282
renal impairmenr 647,651,653
St John’s wort 356
surgery-related risk 781, 782,783
sertindole
adversc effects 39
breastfeeding 626
maximum licensed dose 12
minimum cffective dose 9
monitoring physical health 37
schizophrenia 159, 164
weight gain risk 97

sereraline
adversce cffects 258, 358
alcohol misuse 402,756
anxicty disorders 367
breastfeeding 624
cardiac effects 327, 329, 330
children and adolescents 524
anxicty disorders 481, 482
depression 464
obscssive compulsive disorder 485
PTSD 492,493
dementia 578
depression 267
children and adolescents 464
minimum cffective dose 262
post-stroke 290
diabetes mellitus and 340
discontinuation symptoms 312
hepatic impairment = 639, 641
Huntington’s discase 706
hyperprolactinacmia 337
multiple sclerosis 710, 710
obsessive compulsive disorder 364, 485
older people 588
opioid-dependent patients 422
Parkinson’s discase 715
pregnancy 606, 607
rectal 301, 303
renal impairment 653, 656
social phobia 366
street drug interactions 451
unlicensed use 815
severe impairment battery (SIB) 533
Scverity of Alcohol Dependence
Questionnaire (SADQ) 388,388
scxual arousal 141
disorders 142, 144
cffects of antidepressants 344
sexual desire see libido
sexual disinhibition, mania 217,223
sexual dysfunction  141-147
antidepressants and  343-346, 344, 345,
358-359
antipsychotic-related 44, 142, 143
depression 343
cffeces of psychosis  141-142
hyperprolactinacmia and 137, 142
schizophrenia 141
switching antipsychotics 150
treatment  142-145, 144, 345
sexual response, human 141, 141
Short Alcohol Withdrawal Scale (SAWS)
390,392
Shprintzen syndrome (22q11.2 deletion
syndrome) 696, 696-698, 697
SIADH see syndrome of inappropriate
antidiuretic hormone
sialorrhoea see hypersalivation
sildenafil 144, 145, 345
simvastatin 565
skin reactions, clozapine 180
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sieep disturbances/insomnia steroids {corticosteroids), psychiatric adverse sulforaphanc 505
autism spectrum disorders 508, 518 cffects 710-711, 810 sulpiride 4
childhood 517-520, 519, 524 stimulants (psychostimulants) adverse effects 39
dementia  §79-580 22q11.2 deletion syndrome 697 alcohol misusers 756
non-psychotropics causing 808, 809, 810 ADHD 496497, 498-499, 500-501 breastfeeding 626
older people 592 breastfeeding 630, 630 clozapine augmentation 159
pregnancy 611-612 depression  285-289, 286-287 clozapine-induced hypersalivation 190
see also hypnotics cpilepsy 693 diabetes risk 124
smoking (cigarctee) 431438, 765-768 hepatic impairment 640 cpilepsy 692
alcohol dependence and 401 misusc/dependence 439-441 cquivalent dose 14
caffeinc interaction 761 refractory depression 275 hepatic impairment 638, 641
clozapine therapy and 158 re-starting after non-adherence 795 hypertension risk 131
drug interactions 750-751, 750-752, see also amfetamines; atomoxetine; maximum licensed dose 12
766-767 methylphenidate minimum cffective dose 9
pregnant women with psychiatric St John’s wort (SJW)  355-357 monitoring physical health 37,38
illness 601 children and adolescents 465 refractory schizophrenia 164
schizophrenia  765-766 drug interactions  356-357, 685 renal impairment 650
see also nicotine patient information 356 re-starting after non-adherence 795
smoking ccssation  431-438 ‘street drugs’ sexual adverse cffects 143
bupropion 434, 434-435, 437 acutc intoxication 56,450 tic disorders 514
e-cigarcttes 435436, 437 psychotropic drug interactions  450-453, weight gain risk 97
NICE guidance 431 451-452 sumatriptan, intranasal 282
nicotine replacement therapy  431-433, urine testing 454, 455-456 Summary of Product Characteristics
432,436 see also drug misuse/dependence (SPC) 794
scrious mental illness 437 stroke super-sensitivity psychosts  28-29
surgical patients 781 antipsychotic-associated 154, 572-574 surgery
treatment algorithms  436-437 depression after 287, 290-292 psychotropic drugs and 781786,
varenicline 433, 433-434, 436,437 SSR(-rclated hacmorrhagic 349, 350 782-784
Snoczelen 571 stupor, psychiatric  107-109, 109, 110 SSRI-rclated bleeding 351,351
SNRIs see serotonin-noradrenaline reuptake stuttering, clozapine-related 180 Symbyax see olanzapine + fluoxetine
inhibitors Suboxone 418,427 syncope, acctylcholinesterase inhibitors and
SOAD (sccond opinion appointed doctor) substancc misuse  385-457 537-538, 539
817,819 ADHD and 498 syndrome of inappropriate antidiuretic
social and communication impairment  50S extrapyramidal symptoms and 90 hormone (SIADH}
social phobia {social anxicty disorder)} pain management and 426 antidepressant-induced 333
366, 367 polysubstancc abusc 440 antipsychotic-induced 134
childhood 480 Subutex see buprenorphine medications associated with 800, 801
sodium, serum 134, 334, 803 sudden cardiac death trcatment 135
see also hyponatraemia antipsychotic-associated 112,113 synthetic cannabinoid receptor agonists
sodium oxybatc 669 cardiovascular risk factors 116 {SCRAs) 447-449, 455
sodium valproare 214 clozapine-related 185 acutc intoxication 447-448,448
acutc mania‘hypomania 236 risk in depression 329 dependence and withdrawal 449
controlled release 214 see also QT prolongation related psychosis 448
- see also valproate suicide/suicidal ideation see also cannabinoids
g SOHO trial 27 anticonvulsants and 216,223
;3, solanczumab  548-549 antidepressants and 259 T2 and T3, forms 816-817
E solifenacin 557, 562 antidepressant-treated young people T3 see tri-iodothyronine
.‘§’ Souvcnaid 547 465,466-467,486 tachycardia, clozapine-induced 175,
= Spice 447 bipolar disorder 243,250 185, 186
g SSRIs see sclcctive serotonin reuptake cpilepsy 688 tadalafil 144, 345
§ inhibitors lithium and 207 tamoxifen
g— STAR™D programme 260, 267, medication adbercnce and 788 antidepressant intcractions 259, 321
c 267-269, 343 multiple sclerosis 709 mania 237
& statins non-psychotropics causing 809, 810, 811 tamsulosin - 561
3 antipsychotic-treated paticnts 120-121 pacdiatric obscssive compulsive rardive dyskinesia (TD) 91-92
"i dementia treatment  546-547, 549 disorder 486 depot antipsychotics 73
2 psycbiatric adverse cffects 810 perinatal 600 first vs sccond-generation
E safety in dementia 565, 567 psychotic depression 279 antipsychotics 4§
§ statutory consultces 817-818 psychotropic overdose 769, 769-772 switching antipsychotics 151
< STEP-BD study 251 schizophrenia 26 treatment 92
< steroid-induced psychosis 207 surgical patients 785 TCAs see tricyclic antidepressants
©
5
a2
8
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tea 759
telmisartan 132
temazepam
diazepam cquivalent dosc 378
driving and 778
hepatic impairment 641
HIV infection 682
renal impairment 655
remperature, increased body see fever
tenofovir 685
teratogenicity
antidepressants 605, 606-608
antipsychotics 602, 603
benzodiazepines 611
carbamazepine 223,610
lithium 209, 609
topiramate 610
valproate 217,610
terazosin 189
testosteronc
HIV infection 681
psychotropic drug cffects 803
refractory depression 275
schizophrenia 32
sexual dysfunction 145, 345
tetrabenazine
Huntington’s discasc 705
tardive dyskinesia 92
tic disorders 514
tetrahydrocannabinol (THC) 447
theophylline
dementia  563-564
drug interactions 223, 259
therapeutic drug monitoring see plasma
drug level monitoring
thiamine
alcohol withdrawal 393, 395-396
deficiency  395-396
post-FCT confusion 282
thiazide diurctics, lithium interaction
210,211
thioridazine 4, 153
thioxanthines 3
breastfeeding 626
sexual adverse cffects 143
thrombocytopenia, psychotropics
causing 180, 807
thrombocmbolism
antipsychotic-associated  153-155, 154
clozapine-associated 180, 184
thyroid function tests (TFTs)
bipolar disorder 208, 209, 232
psychotropic drugs affccting  803-804
quetiapine-ireated patients 38
thyroid-stimulating hormone 803
thyroxine 804
bipolar depression 245
bipolar disorder 241
carbamazepine interaction 223
clozapine augmentation 159
tiagabinc 690, 809

tiancptine, refractory depression 274
tic disorders  512-516, 515
obsessive compulsive disorder with 488
Timothy syndrome 1: 606
tipranavir 685
TMS see transcranial magnetic stimulation
tolterodine 557, 562
tolvaptan 134
topiramate
alcohol dependence 400
antipsychotic-induced weight gain - 101
bipolar disorder 241
breastfecding 628
cocainc misuse 439
dementia 579
drug interactions 690
cating disorders 669
mania 237
obsessive compulsive disorder 364
pregnancy 610
psychiatric adverse effects 690, 809
schizophrenia 32,159, 164
social phobia 366
tic disorders 514
TORDIA {Treatment of Resistant
Depression in Adolescence) studies
463,466,467
torsade de pointes (TDP}
antipsychotic-induced 112,113,114
methadonc-treated patients 412413
see also QT prolongation
torticollis 91
touch, therapeutic 571
Tourette’s syndrome  512-516, 515
cramadol 514
tranquillisation, rapid see rapid
tranquillisation
transcranial direct current stimulation
(tDCS) 32
transcranial magnetic stimulation {TMS)
bipolar disorder in young people
472-473
depression 255
schizophrenia 32,165
transferrin, carbohydrate-deficient - 800
tranylcypromine
adversc cffects 359
bipolar depression 245
discontinuation 311, 312,318
overdose 770
refractory depression 267, 268
re-starting after non-adherence 795
switching to/from 316, 318
trauma exposure, preventive
interventions 494
trauma-focused cognitive behavioaral
therapy {TF-CIRT) 491,492
trazodone
adverse cffects 358
akathisia 92, 96
breastfecding 624

cardiac effects 327, 329
delirinm 676
dementia 548, 577-578, 580
diabetes mellitus 340
driving ability 777
cpilepsy 692
crectile dysfuncrion 345
HIV infection 681
intravenons 300
minimum cffective dose 262
older pcople 588
overdose 770
pregnancy 608
rectal 301, 303
renal impairment 653
scxual adverse cffccts 344
smoking status and 751
switching to/from  317-319
Treatment of Adolescents with Depression
Study (TADS) 463,465
Treatment of Early Age Mania (TEAM)
study 473
Treatment of Resistant Depression in
Adolescence (TORDIA) studics
463,466,467
TREC studics  54-55
tremor
antipsychotic-induced  91-92
lithium-induced 208
valproate-induced 216
tricyclic antidepressants (TCAs)
adverse effects 258, 358
alcohol dependence 402, 756
atrial fibrillation 720
bariatric surgery 723
breastfeeding 624
cardiotoxicity 327, 329, 330
children and adolescents 464465
ADHD 497
PTSD 492,493
dementia 578
depression 258
adjunctive stimulants 286
minimum effective dose 262
psychotic 278
refractory 274,275
diabetes mellitus and 340, 341
discontinuation symptoms 311
drug interactions 259, 321-322
LECT interactions 281
cpilepsy 692
genceralised anxicty disorder 361
hepatic impairment 639
HIV infection 681
Huntington’s discasc 706
hyperprolactinacmia and 337
hyponatraecmia 333
multiple sclerosis 710, 710
older people 294
opioid-dependent patients 422
overdose 770
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panic disorder 362
Parkinson’s discase 715
plasma level monitoring 734

past-mortem blood concentrations 743

pregnancy 606
PTSD 363
re-starting after non-adherence 795
scxual adverse effects 344
smoking status and 751
surgical patients 781, 783
switching to/from  317-319
trifluoperazine
adverse effects 39
cquivalent dosc 14
maximum licensed dosc 12
minimum effcctive dose 9
renal impairment 650
weight gain risk 97
triglyceridcs, plasma 119, 804
trihexyphenidyl 189
tri-iodothyronine {T3)
psychotropics affecting 804
refractory depression 267, 268,
269,271
trimipramine
adverse effects 358
refractory depression 274
renal impairment 653
triptorclin, obsessive-compulsive
disorder 365
troponin, clozapine-treated patients
185,186
trospivm 557, 561, 562
tryptophan
depletion, acutc mania 237
refractory depression 274
22q11.2 deletion syndrome 696,
696-698, 697
typical antipsychotics 34, 44

see also first-generation antipsychotics

UNP-glucuronosyl transferase (UGT)
321,746
unlicensed medicines  813-815, 815
pacdiatric practicc 461
see also off-tabel prescribing
urate/uric acid, plasma 804
urca, plasma 804
urca and clectrotytes {U&Es) 37,232
urgent treatment, Section 62 819
urinary incontinence, anticholinergic
agents 557-561, 562, 568
urinary retention, alpha blockers for
561, 568

vagal nerve stimulation 255
vaginal bleeding, abnormal = 350
valbenazine 92
valproate 214-220, 218
acute mania/hypomania  214-215,
235,236

adverse cffccts 216, 690-691
alcohol dependence 402, 756
autism spectrum disorders 508
bariatric surgery 725
bipolar depression 215,244
bipolar disorder 214-215, 250,251
breastfceding 628
children and adolescents 524
autism spectrum disorders 508
bipolar illness 471, 473
PTSD 493
controlied relcase 214
delirium 676
dementia 573, 579
discontinuation 217
drug interactions 217,746
formulations 214
hepatic impairment 640
HIV infection 681
indications 214-215,218
lcarning disabilities 701
mcchanism of action 214
neuroleptic malignant syndrome 105
oldcr people 592
on-treatment monitoring 216, 218,
232-233
overdose 772
panic disorder 362
plasma levels  215-216, 734
pregnancy 610, 611
prescribing 218
pre-treaument tests 216
psychiatric side-cffects 690
renal impairment 654, 656
re-starting after non-adherence 795
schizophrenia 165, 215
social phobia 366
street drug intcractions 452
surgical patients 782
unlicensed use 815
women of childbearing age 217, 601
valproic acid 214
see also valproate
valsartan 132
vaping see clectronic cigarettes
vaptans 134
varenicline, smoking cessation 433,
433-434, 436,437
vascular dementia 529, 549, 551

vasculitis, clozapine-induced 180

velocardiofacial syndrome (22q11.2 dcletion

syndrome} 696, 696-698, 697
venlafaxine

adverse cffects 258,358
atrial fibrillation 720
bipolar depression 244, 245
blceding risk 351
breastfeeding 624
cardiac effects 327, 329, 330
children and adolescents

anxicty disorders  481-482,482

autism spectrum disorders 506
depression  466-467
discontinuation symptoms 311, 312
driving abitity 777
ECT intcractions 281
cpilepsy 692
hepatic impairment 639
HIV infection 681
Huntington’s discasc 706
hyperprolactinacmia and 337
learning disabilitics 701
minimum effective dosc 262
multiple sclerosis 710
obscssive compulsive disorder 364
older pcoplc 295, 588
overdose 770
panic disorder 362
Parkinson’s discase 715
pregnancy 607-608
psychotic depression 278
PTSD 363
refractory depression 206, 267, 268,
269,271,275
renal impairment 653
sexual adverse cffects 344
social phobia 366
surgical paticnts 782
switching to/from 317-31%9
see also desvenlafaxine
venous thromboembolism
antipsychotic-associated  153-155, 154
clozapinc-associated 180, 184
verapamil 224,755
vigabatrin 690, 809
vilazodone
adverse effects 358
cardiac cffects 327, 329
cpilepsy 692
minimum effective dose 262
overdose 770
sexual adverse cffects 344
violent behaviour  54-64
see also acutcly disturbed behaviour;
aggressive behaviour
vitamin A, multiple sclerosis 710
vitamin B, see thiamine
vitamin B, 96
vitamin B;, 544
vitamin B complex, alcohol
withdrawal 395-396, 396
vitamin D 465, 544
vitamin E 544, 551
vitamin supplements
alcohol withdrawal 395-396, 396
anorexia nervosa 668
dementia 544
vortioxctine
adverse cffects 358
breastfeeding 624
cardiac cffects 327, 329
depression 264, 306
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vortioxctine (cont’d}

diabetes mellitus 340
discontinuation 310, 312
cpilepsy 692

generalised anxicty disorder 361
hyperprolactinacmia and 337
hyponatracmia 333
minimum cffective dose 262
older pecople 294, 588
overdose 771

post-stroke depression 290
renal impairment 653
scxual adverse effects 344
switching to/ffrom  317-319

warfarin

carbamazepine intcractions 223

SSRIs and 348, 348-349

valproate interaction 217
water intoxication 134, 135
weight gain

anticonvulsant-induced 690

antidepressant-induced  294-295, 340

antipsychotic-induced 39, 97-103
dyslipidacmia risk 119
hypertension risk  130-131
relative risk 97,97
switching agents 99,151
treatment  99-103, 100-101
young pcople 471,473,474

clozapine-induced 17§

psychotropic-associated, after bariatric

surgery 726
valproate-induced 216
weight monitoring

antipsychotic-treated paticnts 37, 99

bipolar disorder 233

children and adolescents 471,472

renal impairment 647

Wernicke’s encephalopathy  395-396, 396

white celf count {(WCC)
carbamazepine-treated patients 222
lithium~clozapine combination
198-199, 200
see also neutropenia

women of child-bearing age

carbamazepine therapy 223

fithium therapy 209

prescribing principles 601

valproate therapy 217

see also breastfeeding; pregnancy;
teratogenicity

yohimbine 144, 144, 345
yokukansan 165

young people see children and adolescents

zaleplon 629, 777

zidovudine 685, 686

zine 274,710

ziprasidone
adverse cffects 39
bariatric surgery 724
bipolar disorder 226
blood lipid changes 119,120

breastfecding 626

catatonia 109, 110

children and adolescents 474
autism spectrum disorders 508
psychosis 478
rapid tranquillisation 522

delirium 675

depression 274

diabetes and  124-125, 126

epilepsy 692

cquivalent dose 15

hypertension risk 131

mania 237

maximum licensed dose 13

ncuroleptic malignant syndrome 105

overdose 771

Parkinson’s discase 716

pregnancy 604

rapid tranquillisation 54, 522

renal impairment 650

schizophrenia

16,49

minimum cffective dose 9

dose-response effects

monitoring physical health 37

refractory 159, 165

relative efficacy S
switchingto  §1,99

tic disorders 514

weight gain risk 97
zolmitriptan, akathisia 96
zolpidem

breastfeeding 629

carbamazepine intcraction

catatonia/stupor 108

223

disinhibitory rcactions 381

driving ability and 777
older people 592
overdose 772

post-mortem blood concentranons 743

pregnancy 612
renal impairment 655
zonisamide

alcohol dependence 400

antipsychotic-induced weight gain - 101

bipolar depression 245
cating disorders 669
psychiatric adversc effects
zopiclone
breastfeeding 629
driving ability and 777
hepatic impairment 641
older people 592
opioid withdrawal 420
overdose 772

690, 809

renal impairment 655, 656

165,693
zuclopenthixol

zotepine

acctate, rapid tranquillisation

adverse cffects 39
breastfeeding 626
dementia 573
depot 67, 68
cquivalent dose 14

intramuscular injection sitc

maximum licensed dose

pharmacokinetics 71
cquivalent dose 14
hepatic impairment 637
lcarning disabilities 701
maximum licenscd dose
older people 590
renal impairment 650
smoking status and 751
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Acutely disturbed or violent behaviour

Acute behavioural disturbance can occur in the context of psychiatric illness, physical
illness, substance abuse or personality disorder. Psychotic symptoms are common and
the patient may be aggressive towards others secondary to persecutory delusions or
auditory, visual or tactile hallucinations. This section deals with behavioural distur-
bance in the context of severe mental illness. Excited/agitated delirium caused by illicit
substance misuse is dealt with in Chapter 9.

The clinical practice of rapid tranquillisation (RT) is used when appropriate psycho-
logical and behavioural approaches have failed to de-escalate acutely disturbed behav-
iour. It is, essentially, a treatment of last resort. Patients who require RT are often too
disturbed to give informed consent and therefore participate in randomised controlled
trials (RCTs), but with the use of a number of creative methodologies, the evidence base
with respect to the efficacy and tolerability of pharmacological strategies has grown
substantially in recent years. A comprehensive and up-to-date consensus guideline has
been published' and, more recently, a systematic review and meta-analysis.?

Oral/inhaled treatment

Several studies supporting the efficacy of oral SGAs have been conducted.’ The level
of behavioural disturbance exhibited by the patients in these studies was moderate at
most, and all subjects accepted oral treatment (this degree of compliance would be
unusual in clinical practice). Patients recruited to these studies received the SGA as
antipsychotic monotherapy. The efficacy and safety of adding a second antipsychotic as
a ‘when necessary’ treatment has not been explicitly tested in formal RCTs.

A single-dose RCT showed sublingual asenapine to be more effective than placebo
for acute agitation.” The efficacy of inhaled loxapine in behavioural disturbance that is
moderate in severity is also supported by RCTs* ' and case series.'"'? The use of this
preparation requires the co-operation of the patient, and bronchospasm is an estab-
lished but rare side effect.

Parenteral treatment

Large, placebo-controlled RCTs support the efficacy of IM preparations of olanzapine,
ziprasidone and aripiprazole. When considered together, these trials suggested that IM
olanzapine is more effective than IM haloperidol which in turn is more effective than
IM aripiprazole, which itself is more effective than ziprasidone.>'3 The level of behav-
ioural disturbance in these studies was moderate at most and differences between treat-
ments small.

A large observational study supports the efficacy and tolerability of IM olanzapine in
clinical emergencies (where disturbance was severe).'* A study comparing IM haloperi-
dol with a combination of IM midazolam and IM haloperidol found the combination
more effective than haloperidol alone for controlling agitation in palliative care
patients.'

Several RCTs have investigated the effectiveness of parenteral medication in ‘real-life’
acutely disturbed patients. Overall:
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= Compared with IV midazolam alone, a combination of IV olanzapine or IV droperi-
dol with IV midazolam was more rapidly effective and resulted in fewer subsequent
doses of medication being required.'®

= IM midazolam 7.5-15mg was more rapidly sedating than a combination of haloperi-
dol 5-10mg and promethazine 50mg (TREC 1)."7

= Olanzapine 10mg was as effective as a combination of haloperidol 10mg and pro-
methazine 25-50mg in the short term, but the effect did not last as long (TREC 4).1

= A combination of haloperidol 5-10mg and promethazine 50mg was more effective
and better tolerated than haloperidol 5-10mg alone (6% of patients had an acute
dystonic reaction) (TREC 3)."

= A combination of haloperidol 10mg and promethazine 25-50mg was more effective
than lorazepam 4mg (TREC 2).2°

= A combination of IM chlorpromazine 100mg, haloperidol Smg and promethazine
25mg was no better than IM haloperidol Smg plus promethazine 25mg (TREC
Lebanon).?!

= A combination of IV midazolam and IV droperidol was more rapidly sedating than
either IV droperidol or IV olanzapine alone. Fewer patients in the midazolam-drop-
eridol group required additional medication doses to achieve sedation.?

= IM olanzapine was more effective than IM aripiprazole in the treatment of agitation
in schizophrenia in the short term (at 2 hours), but there was no significant difference
between treatments at 24 hours.?

= IM midazolam Smg was faster acting and more effective than olanzapine 10mg,
ziprasidone 20mg and both 5 and 10mg haloperidol in a large (n = 737) Emergency
Room study.?*

= In an open-label study, the combination of IM haloperidol and IM lorazepam was
found to be similar in efficacy to IM olanzapine.?

= IM droperidol and IM haloperidol were equally effective.?

Cochrane concluded that haloperidol alone is effective in the management of acute
behavioural disturbance but poorly tolerated, and that co-administration of prometh-
azine (but not lorazepam) improves tolerability.?”** However, NICE considers the evi-
dence relating to the use of promethazine for this purpose to be inconclusive.?’ When
assessing haloperidol plus promethazine, Cochrane concluded that the combination is
effective for use in patients who are aggressive due to psychosis, and its use is based on
good evidence. The resumption of aggression and need for further injections was more
likely with olanzapine than with the haloperidol-promethazine combination. The
authors also stated that ‘haloperidol used on its own without something to offset its
frequent and serious adverse effects does seem difficult to justify’.’* Cochrane con-
cluded that available data for aripiprazole are rather poor. This evidence suggests that
aripiprazole is more effective than placebo and haloperidol alone, but not olanzapine.
However, caution is advised when generalising these results to real-world practice.’!

A systematic review and meta-analysis of IM olanzapine for agitation found IM
olanzapine and IM haloperidol to be equally effective, but IM olanzapine was associ-
ated with a lower incidence of EPSEs.3? Cochrane suggests that droperidol is effective
and may be used to control people with very disturbed and aggressive behaviours
caused by psychosis.?* Droperidol is seeing a resurgence in use in some countries having
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become available again (its initial withdrawal was voluntary, so reintroduction is not
prohibited).

In a meta-analysis that examined the tolerability of IM antipsychotics when used for
the treatment of agitation, the incidence of acute dystonia with haloperidol was reported
to be 5%, with SGAs performing considerably better.* Acute EPS may adversely affect
longer-term compliance.®® In addition, the formal prescribing information in most
countries for haloperidol calls for a pre-treatment ECG**¥” and recommends that con-
comitant antipsychotics are not prescribed. The mean increase in QTc after 10mg IM
haloperidol can be up to 15ms, but the range is wide.?®

Note that promethazine may inhibit the metabolism of haloperidol;* a pharmacoki-
netic interaction that is potentially clinically significant given the potential of haloperi-
dol to prolong QTc. While this is unlikely to be problematic if a single dose is
administered, repeat dosing may confer risk.

Droperidol is also associated with QT changes (the reason for its past withdrawal).
In an observational study set in hospital emergency departments, of the 1009 patients
administered parenteral droperidol only 13 patients (1.28%) had an abnormal QT
recorded after dose administration. In 7 of these cases another contributory factor was
identified. There were no cases of torsades de pointes.?® In all RT studies of IM droperi-
dol, the overall rate of QT > 500ms was less than 2%.2

Intravenous treatment is now rarely used in RT but where benefits are thought to
outweigh risks it may be considered as a last resort. A small study comparing high dose
IV haloperidol with IV diazepam found both drugs to be effective at 24 hours.** Two
large observational studies have examined the safety of IV olanzapine when used in the
emergency department. The indications for its use varied: agitation being the most com-
mon. In one study,*! in the group treated for agitation (z = 265), over a third of patients
required an additional sedative dose after the initial IV olanzapine dose. Hypoxia was
reported in 17.7% of cases and supplemental oxygen was used in 20.4% cases. Six
patients required intubation (two of these because of olanzapine treatment). In the
other study,* IV olanzapine (n = 295) was compared with IM olanzapine (n = 489).
Additional doses were not required for 81% of patients in the IV group and 84% of
patients in the IM group. Respiratory depression was more commonly observed in the
group receiving IV olanzapine. Five patients in the IM group and two in the IV group
required intubation.

In an acute psychiatric setting, high dose sedation (defined as a dose of more than
10mg of haloperidol, droperidol or midazolam) was not more effective than lower doses
but was associated with more adverse effects (hypotension and oxygen desaturation).*
Consistent with this, a small RCT supports the efficacy of low dose haloperidol, although
both efficacy and tolerability were superior when midazolam was co-prescribed.* These
data broadly support the use of standard doses in clinical emergencies, but the need for
further physical restraint after lower doses needs to be considered.

A small observational study supports the effectiveness of buccal midazolam in a
PICU setting.* Parenteral administration of midazolam, particularly in higher doses,
may cause over-sedation accompanied by respiratory depression.*® Lorazepam IM is an
established treatment and TREC 2% supports its efficacy, although combining all results
from the TREC studies suggests midazolam 7.5-15mg is probably more effective. A
Cochrane review of benzodiazepines for psychosis-induced aggression and agitation
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concluded that most trials were too small to highlight differences in either positive or
negative effects and whilst adding a benzodiazepine to another drug may not be clearly
advantageous it may lead to unnecessary side effects.*’

With respect to those who are behaviourally disturbed secondary to acute intoxica-
tion with alcohol or illicit drugs, there are fewer data to guide practice. A large obser-
vational study of IV sedation in patients intoxicated with alcohol found that
combination treatment (most commonly haloperidol Smg and lorazepam 2mg) was
more effective and reduced the need for subsequent sedation than either drug given
alone.*® A case series (N = 59) of patients who received modest doses of oral, IM or IV
haloperidol to manage behavioural disturbance in the context of PCP consumption,
reported that haloperidol was effective and well tolerated (one case each of mild hypo-
tension and mild hypoxia).* A section on the treatment of agitated delirium is included
in Chapter 9.

Ketamine is widely used for agitation from hospital emergency departments. In a
systematic review of 18 studies of ketamine,*® a mean dose of 315mg IM ketamine
achieved adequate sedation in an average of 7.2 minutes. Over 30% of 650 patients
were eventually intubated and more than 1% experienced laryngospasm. Ketamine is
probably not an option for RT where facilities for intubation are not available.

Overall the current broad consensus is that midazolam and droperidol are the fast-
est-acting single drug, intramuscular treatments®! and that haloperidol alone should be
avoided and perhaps abandoned completely even in combination.’? Second-line treat-
ments are combinations of benzodiazepines and antipsychotics and third line would
probably now be intravenous benzodiazepines and then ketamine (2-5mg/kg IM),
assuming intubation facilities are available.

Practical measures

Plans for the management of individual patients should ideally be made in advance. The
aim is to prevent disturbed behaviour and reduce risk of violence. Nursing interven-
tions (de-escalation, time out, seclusion®), increased nursing levels, transfer of the
patient to a psychiatric intensive care unit (PICU) and pharmacological management
are options that may be employed. Care should be taken to avoid combinations and
high cumulative doses of antipsychotic drugs. The monitoring of routine physical
observations after RT is essential. Note that RT is often viewed as punitive by patients.
There is little research into the patient experience of RT.
The aims of RT are threefold:

= To reduce suffering for the patient: psychological or physical (through self-harm or
accidents).

= To reduce risk of harm to others by maintaining a safe environment.

= To do no harm (by prescribing safe regimes and monitoring physical health).

Note: Despite the need for rapid and effective treatment, concomitant use of two or
more antipsychotics (antipsychotic polypharmacy) should be avoided on the basis of
risk associated with QT prolongation (common to almost all antipsychotics). This is a
particularly important consideration in RT where the patient’s physical state predis-
poses to cardiac arrhythmia.

CHAPTER 1
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Zuclopenthixol acetate

Zuclopenthixol acetate (ZA) is widely used in the UK and elsewhere in Europe and is
best known by its trade name Acuphase. Zuclopenthixol itself is a thioxanthene dopa-
mine antagonist first introduced in the early 1960s. ZA is not a rapidly tranquillising
agent. Its elimination half-life is around 20 hours. Intramuscular injection of zuclopen-
thixol base results in rapid absorption and a duration of action of 12-24 hours. By
slowing absorption after IM injection, the biological half-life (and so duration of action)
becomes dependent on the rate of release from the IM reservoir. This can be achieved
by esterification of the zuclopenthixol molecule; the rate of release being broadly pro-
portion to the length of the ester carbon chain. Thus, zuclopenthixol decanoate is slow
to act but very long-acting as a result of retarded release after IM injection.
Zuclopenthixol acetate (with eight carbon atoms fewer) would be expected to provide
relatively prompt release but with an intermediate duration of action. The intention of
the manufacturers was that the use of ZA would obviate the need for repeated IM injec-
tions in disturbed patients.

An initial pharmacokinetic study of ZA included 19 patients ‘in whom calming effect
by parenteral neuroleptic was considered necessary’.”* Zuclopenthixol was detectable
in the plasma after 1-2 hours but did not reach peak concentrations until around 36
hours after dosing. At 72 hours, plasma levels were around a third of those at 36 hours.
The clinical effect of ZA was not rapid — 10 of 17 patients exhibited minimal or no
change in psychotic symptoms at 4 hours. Sedation was evident at 4 hours, but it had
effectively abated by 72 hours.

A follow-up study by the same research group’ examined more closely the clinical
effects of ZA in 83 patients. The authors concluded that ZA produced ‘pronounced and
rapid reduction in psychotic symptoms’. In fact, psychotic symptoms were first assessed
only after 24 hours and so a claim of rapid effect is not reasonably supported. Sedative
effects were measured after two hours when a statistically significant effect was observed
— at baseline mean sedation score was 0.0 (0 = no sign of sedation) and at 2 hours 0.6
(1 = slightly sedated). Maximum sedation was observed at 8 hours (mean score 2.2;
2 = moderately sedated). At 72 hours mean score was 1.1. Dystonia and rigidity were
the most commonly reported adverse effects.

Two independently conducted open studies, produced similar results — a slow onset
of effect peaking at 24 hours and still being evident at 72 hours.*>*” The first UK study
was reported in 1990.°% In the trial, a significant reduction in psychosis score was first
evident at 8 hours and scores continued to fall until the last measurement at 72 hours.
Of 25 patients assessed only 4 showed signs of tranquillisation at 1 hour (19 at 2 hours
and 22 at 24 hours).

A comparative trial of ZA> examined its effects and those of IM/oral haloperidol
and IM/oral zuclopenthixol base (in multiple doses over 6 days). The two non-ester, IM/
oral preparations produced a greater degree of sedation at 2 hours than did ZA, but the
effect of ZA and zuclopenthixol was more sustained than with haloperidol over 144
hours (although patients received more zuclopenthixol doses). No clear differences
between treatments were detected, with the exception of the slow onset of effect of ZA.
The number of doses given varied substantially: ZA 1-4; haloperidol 1-26 and zuclo-
penthixol 1-22. This is the key (and perhaps unique) advantage of ZA — it reduces the
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need for repeat doses in acute psychosis. Indeed this was the principal finding of the
first double-blind study of ZA.*° Participants were given either ZA or haloperidol IM
and assessed over three days. Changes in BPRS and CGI scores were near identical on
each daily assessment. However, only 1 of 23 ZA patients required a second injection,
whereas 7 of 21 required a repeat dose of haloperidol. Speed of onset was not exam-
ined. Similar findings were reported by Thai researchers comparing the same treat-
ments,®' and in three other studies of moderate size (7 = 44,%% n = 40,% n = 50).%* In each
study, the timing of assessments was such that time to onset of effect could not be
determined.

A Cochrane review® included all of the above comparative studies as well as three
further studies®*® for which we were unable to obtain full details. The Cochrane
authors concluded that all studies were methodically flawed and poorly reported and
that ZA did not appear to have a ‘rapid onset of action’. They noted that ZA was prob-
ably no less effective than other treatments and that its use might ‘result in less numer-
ous coercive injections’.

Overall, the utility of ZA in rapid tranquillisation is limited by a somewhat delayed
onset of both sedative and antipsychotic actions. Sedation may be apparent in a minor-
ity of patients after 2-4 hours, but antipsychotic action is evident only after 8 hours. If
ZA is given to a restrained patient, their behaviour on release from restraint is likely to
be unchanged and will remain as such for several hours. ZA has a role in reducing the
number of restraints for IM injection, but it has no role in rapid tranquillisation.

Guidelines for the use of zuclopenthixol acetate (Acuphase)

Zuclopenthixol acetate (ZA) is not a rapidly tranquillising agent. It should be used only after an
acutely psychotic patient has required repeated injections of short-acting antipsychotic drugs such
as haloperidol or olanzapine, or sedative drugs such as lorazepam. It is perhaps best reserved for
those few patients who have a prior history of good response to Acuphase.

ZA should be given only when enough time has elapsed to assess the full response to previously
injected drugs: allow 15 minutes after IV injections; 60 minutes after IM.

ZA should never be administered for rapid tranquillisation (onset of effect is too slow) or to a
patient who is physically resistant (risk of intravasation and oil embolus) or to neuroleptic-naive
patients (risk of prolonged EPSE).

CHAPTER 1
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Rapid tranquillisation summary

In an emergency situation — Assess if there may be a medical cause.®® Optimise reqular
prescription. The aim of pharmacological treatment is to calm the patient but not to oversedate.
Note: lower doses should be used for children, adolescents and older adults. Patients’ levels of
consciousness and physical health should be monitored after administration of parenteral
medication (see protocol)

Step Intervention
1 De-escalation, time out, placement, etc., as appropriate

2 Offer oral treatment

If patient is prescribed a regular If patient is not already taking a regular oral or depot antipsychotic:
antipsychotic: ® Olanzapine 10mg or
Lorazepam 1-2mg -

Risperidone 1-2mg or

Promethazine 25-50mg = Quetiapine 50-100mg or

Monotherapy with buccal ® Haloperidol 5mg (best with promethazine 25mg). Note that the
midazolam may avoid the need EU SPC for haloperidol recommends: A pre-treatment ECG and to
for IM treatment. Dose: 10mg avoid concomitant antipsychotics

Note that this preparation is -

Inhaled loxapine 10mg Note that use of this preparation requires
the co-operation of the patient, and that bronchospasm is a rare
side effect (have a salbutamol inhaler to hand).

unlicensed

Repeat after 45-60 minutes, if necessary. Consider combining sedative and antipsychotic treatment.
Go to step 3 if two doses fail or sooner if the patient is placing themselves or others at significant risk.

3 Consider IM treatment

Lorazepam 2mg® Have flumazenil to hand in case of benzodiazepine-induced respiratory
depression.

Promethazine 50mg¢ IM promethazine is a useful option in a benzodiazepine-tolerant patient.

Olanzapine 10mg® IM olanzapine should NOT be combined with an IM benzodiazepine, particularly
if alcohol has been consumed.”®

Aripiprazole 9.75mg Less hypotension than olanzapine, but less effective®'37!

Haloperidol 5mg Haloperidol should be the last drug considered

B The incidence of acute dystonia is high; combine with IM promethazine and
ensure IM procyclidine is available

® Pre-treatment ECG required

Repeat after 30-60 minutes if insufficient effect. Combinations of haloperidol and lorazepam or haloperidol
and promethazine may be considered if single drug treatment fails. Drugs must not be mixed in the same
syringe. IM olanzapine must never be combined with IM benzodiazepine.

4 Consider IV treatment

® Diazepam 10mg over at least 2 minutes®
B Repeat after 5-10 minutes if insufficient effect (up to 3 times)
B Have flumazenil to hand

5 Seek expert advice'
Consider transfer to medical unit for administration of IM ketamine

Notes

a. Carefully check administration and dilution instructions, which differ between manufacturers. Many centres
use 4mg. An alternative is IM midazolam 5-15mg. 5mg is usually sufficient. The risk of respiratory depression
is dose-related with both drugs but generally greater with midazolam.

b. Caution in the very young and elderly and those with pre-existing brain damage or impulse control problems,
as disinhibition reactions are more likely.”?

(Continued)
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Rapid tranquillisation summary (Continued)

¢. Promethazine has a slow onset of action but is often an effective sedative. Dilution is not required before IM
injection. May be repeated up to a maximum of 100mg/day. Wait 1-2 hours after injection to assess response.
Note that promethazine alone has been reported, albeit very rarely, to cause NMS,” although it is an extremely
weak dopamine antagonist. Note also the potential pharmacokinetic interaction between promethazine and
haloperidol (reduced metabolism of haloperidol), which may confer risk if repeated doses of both are administered.

. Recommended by NICE only for moderate behavioural disturbance, but data from a large observational study
also supports efficacy in clinical emergencies.

Use Diazemuls to avoid injection site reactions. Lorazepam can also be given IV. IV therapy may be used
instead of IM when a very rapid effect is required. IV therapy also ensures near-immediate delivery of the
drug to its site of action and effectively avoids the danger of inadvertent accumulation of slowly absorbed IM
doses. IV doses can be repeated after only 5-10 minutes if no effect is observed. Midazolam can also be used
IV, but respiratory depression is common.!

. Options at this point are limited, although the wider use of IM ketamine has improved the range of options
available. IM amylobarbitone and IM paraldehyde have been used in the past but are used now only
extremely rarely and are generally not easy to obtain. IV olanzapine, IV droperidol and IV haloperidol are
possible but adverse effects are fairly common. ECT is also an option.

o

o

—h

Rapid tranquillisation - physical monitoring

After any parenteral drug administration, monitor as follows:

Temperature
Pulse

Blood pressure
Respiratory rate

Every 15 minutes for 1 hour, and then hourly until the patient is ambulatory. Patients who refuse
to have their vital signs monitored or who remain too behaviourally disturbed to be approached
should be observed for signs/symptoms of pyrexia, hypoxia, hypotension, over-sedation and
general physical well-being.

If the patient is asleep or unconscious, the continuous use of pulse oximetry to measure
oxygen saturation is desirable. A nurse should remain with the patient until ambulatory.

ECG and haematological monitoring are also strongly recommended when parenteral antipsy-
chotics are given, especially when higher doses are used.”*’> Hypokalaemia, stress and agitation
place the patient at risk of cardiac arrhythmia’® (see the section on ‘QT prolongation’). ECG
monitoring is formally recommended for all patients who receive haloperidol.

Remedial measures in rapid tranquillisation

Problem Remedial measures

Acute dystonia (including Give procyclidine 5-10mg IM or IV

oculogyric crises)

Reduced respiratory rate (<10/min) Give oxygen, raise legs, ensure patient is not lying
or oxygen saturation (<90%) face down.

Give flumazenil if benzodiazepine-induced
respiratory depression suspected (see protocol)
If induced by any other sedative agent:
transfer to a medical bed and ventilate
mechanically.

(Continued)
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Remedial measures in rapid tranquillisation (Continued)

Irregular or slow (<50/min) pulse Refer to specialist medical care immediately.
Fall in blood pressure (>~30mmHg Have patient lie flat, tilt bed towards head.
orthostatic drop or < 50mmHg diastolic) Monitor closely.

Increased temperature (risk of NMS and perhaps arrhythmia).

Check creatine kinase urgently.

Guidelines for the use of flumazenil

Indication for use If, after the administration of lorazepam, midazolam or diazepam,
respiratory rate falls below 10/min.

Contraindications Patients with epilepsy who have been receiving long-term
benzodiazepines.

Caution Dose should be carefully titrated in hepatic impairment.

Dose and route of Initial: 200ug intravenously over 15 seconds

administration — if required level of consciousness not achieved after 60 seconds, then,

Subsequent dose: 100ug over 15 seconds.

Time before dose 60 seconds.
can be repeated

Maximum dose 1mg in 24 hours
(one initial dose and eight subsequent doses).

Side-effects Patients may become agitated, anxious or fearful on awakening.
Seizures may occur in regular benzodiazepine users.

Management Side-effects usually subside.

Monitoring

= What to monitor? Respiratory rate

= How often? Continuously until respiratory rate returns tobaseline level.

Flumazenil has a short half-life (much shorter than diazepam) and
respiratory function may recover and then deteriorate again.

Note: If respiratory rate does not return to normal or patient is not alert after initial doses given,
assume that sedation is due to some other cause.

R
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long-term treatment with 74
monitoring  38-39
re-establishment of 137
antipsychotic monotherapy 21
effectiveness of 20
Antipsychotic Non-Neurological
Side-Effects Rating Scale
(ANNSERS) 6
antipsychotic-related diabetes 155
monitoring  155-156
treatment of 156
antipsychotic-related QT
prolongation 141
cardiovascular risk factors 146
ECG
changes 142
monitoring 144-145
metabolic inhibition 145
QT prolongation  141-142
quantifying risk  142-144, 143t
risk factors 144, 144t, 145t
antipsychotic response 51
dose-response observations  51-52
plasma level variations 52
treatment choices  52-54
when to increase the dose 51
antipsychotics 58, 143¢, 153, 588-589,
799, 804t, 864t
aripiprazole 270
asenapine 270
in behavioural and psychological
symptoms of dementia
(BPSD) 645-646
borderline personality disorder (BPD) 4
in breastfeeding 704
cariprazine 270
choosing  4-5
classification of 3-4
clozapine 271
combinations of 8
discontinuation of 25
equivalent doses  14-15, 14-15¢
fatal adverse effect of 131
first-generation 153, 682
high-dose 16
adverse effects 17
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efficacy 16-17
recommendations 17
hypertension 161-162
long-term treatment with
adherence to antipsychotic
treatment 27
alternative views 28-29
dose for prophylaxis 27
episode of psychosis 25-26
how and when to stop 28
multi-episode schizophrenia 26-27
lurasidone 271
medication 18
minimum effective doses 9, 9t
olanzapine 271
orthostatic hypotension 160-161
management of 160-161¢
risk factors for 160z
and pneumonia  181-182
polypharmacy 20
principles of prescribing 8
psychotropics in bariatric
surgery 823-824¢
quetiapine 271
quick reference for licensed maximum
doses  12-13
relative adverse effects 41
relative efficacy 5-6
risperidone 271
second-generation 154-155, 683-685
clozapine 153-154
olanzapine 154
quetiapine 154
risperidone 154
and sexual dysfunction 172
effects of antipsychotic drugs 173,
174-175¢
effects of psychosis  172-173
human sexual response 172, 172¢
treatment 175, 176¢, 177
stopping 102
discontinuation 105-107
neurobiology of withdrawal 103
pattern of tapering 104-105, 104f
reductions of olanzapine
doses  106-107¢
tapering in practice 105
withdrawal/discontinuation effects of
102-103
switching, poor tolerability 183-184
and venous thromboembolism
evidence of association 187
latest data 187, 188¢
mechanisms 188, 188¢
outcomes 188
practice points 189
summary 188
antipsychotics in bipolar disorder 269
first-generation antipsychotics
(FGAs) 269
second-generation
depression 270
maintenance 270
mania  269-270
specific
aripiprazole 270
asenapine 270
cariprazine 270

clozapine 271

lurasidone 271
olanzapine 271
quetiapine 271
risperidone 271

antiretroviral drugs

adverse psychiatric effects of 782, 782¢
and psychotropics  780-781, 781¢

antiretrovirals

adverse drug reactions (ADRs) with 782t
adverse psychiatric effects of 782
potential pharmacodynamic

interactions with 781z

antiretroviral therapy (ART) 778
antiseizure medications 787, 800

adverse and beneficial psychiatric side
effects of 786, 787t
psychiatric side effects of 786, 787¢

antispasmodics 637
anxiety disorders 583, 780, 805¢, 809,

820, 869, 872
alcohol 469
in childhood and adolescence
after prescribing  558-560, 559¢
assessment and treatment of 556
clinical guidance 556
diagnostic issues 556
NICE guidelines 563, 563f
before prescribing  556-557
specific issues 560
what to prescribe  557-558
anxiety spectrum disorders 423
antidepressants in - 310
benzodiazepines 423
generalised anxiety disorder 425
OCD 425-431
pregabalin 424
psychological approaches 424-425
SSRIs/SNRIs 423-424
apathy 806t
arbaclofen 582
aripiprazole 143,151, 169,270,296, 554,
581, 588, 646, 648t, 709, 724t,
739t,770t,799, 834, 835t, 837,923,
933¢, 934¢
abilify brands 77
brands 78
plasma level monitoring of 837
re-evaluation of 581
switching to 78
two-injection start 77
aripiprazole lauroxil 9337
Arizona Sexual Experience Scale
(ASEX) 173
aromatherapy 644-645
arrhythmia, antidepressants and 389
ART. See antiretroviral therapy (ART)
ASD. See autism spectrum disorder (ASD)
asenapine 270, 709¢, 725¢, 739t, 823t, 841t
aspartate aminotransferase (AST) 908¢
aspiration pneumonia 181
aspirin - 621, 811
asthma 610
ataxia 863t
atomoxetine 569, 571, 580, 716¢, 729t
atorvastatin - 621
atrial fibrillation (AF) 646-647, 819
definition of 819

psychotropics in 820
recommendations 820
attention deficit hyperactivity disorder
(ADHD)  569-575, 573-575t,
687-688, 693-694, 693-694t, 795t
diagnosis of 571
NICE guidance for 570
atypical eating disorders 10
autism spectrum disorder (ASD) 578
anxiety, OCD and depression 583
cognitive effects in 583
heterogeneity of 578
inattention, overactivity and
impulsiveness in  580-581
individuals with 578
pharmacological treatment of 578
symptoms 578
autistic traits 797

baclofen 589
BALANCE study 296
bapineuzumab 622
bariatric surgery 126, 822
alcohol 826
drugs
antidepressants 823, 823t
antipsychotics  823-824¢
formulations 822
miscellaneous agents in 825
mood stabilisers 824-825, 824-825¢
general recommendations 826
pharmacokinetic changes 822
risk of weight gain after 826
wider considerations 826

baseline sexual functioning 172
Bazett’s correction formula 142
behavioural and psychological symptoms of

dementia (BPSD) 622, 644
antidepressants  649-650
antipsychotic drugs in ~ 648¢
benzodiazepines 649
cognitive enhancers 649
electroconvulsive therapy

(ECT) 652-653
in frontotemporal dementia 650
melatonin and sleep disturbances in

AD 651-652
miscellaneous agents 652
mood stabilisers/

anticonvulsants  650-651
non-drug measures 644-645
pharmacological measures

analgesics 645

antipsychotics in  645-646

clinical information for antipsychotic
use in  647-649

increased mortality with

antipsychotics in 646647
sedating antihistamines 652

behavioural disturbance 798
behavioural lifestyle programmes 125
behaviour disorder, medications for

799-800

Beliefs about Medicines Questionnaire 901
BEN. See benign ethnic neutropenia (BEN)
benign ethnic neutropenia (BEN) 236,237
benzodiazepines (BZ) 58,131,135, 458,

459,472, 582, 601, 692, 715t, 729,
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778,780, 809, 825t, 856t
adverse effects of 440, 440t
direct taper or switching to diaz-
epam? 442-443, 442t
dosage reduction (tapering) 442
mechanism 449
misuse 517
discontinuation 517-518
pregnancy and 518
summary 518
reduction schedules 445
risk  448-449
stopping 442
subjective reports 449
tapering
before 444
drug classes 446
pattern of 443-444, 443f
process of 444-445
in treatment of psychiatric disorders 436
anxiolytic effect 436
drug interactions 438
hypnotic effect 436-437
side effects 437-438
use in depression 437
use in psychosis 437
troubleshooting 445
use in pregnancy 692-693
withdrawal symptoms  441-442, 441¢
bethanechol 234
bicarbonate 908z
bilirubin  909¢
binge eating disorder 9
biperiden 937t
bipolar affective disorder 779
alcohol 468-469
rapid cycling 285-286, 285¢
bipolar depression 248-249, 264, 288
first-line treatments for  551¢
meta-analysis in  288-291, 289-291¢
bipolar disorder 810, 820
lithium
acute treatment of mania  247-248
adverse effects 250
angiotensin-converting enzyme (ACE)
inhibitors  252-253
augmentation of antidepressants in
unipolar depression 248-249
bipolar depression 248-249
carbamazepine 254
clinically relevant drug
interactions 254t
discontinuation 251-252,252¢
diuretics 253
formulations 250
interactions with other drugs 252
maintenance treatment of 248
mechanism of action 247
non-steroidal anti-inflammatory drugs
(NSAIDs) 253-254
on-treatment monitoring 251
plasma levels 249
prescribing and monitoring  252¢
pre-treatment tests 251
prophylaxis of unipolar
depression 249
and suicide 249
toxicity 250-251

uses of 249
physical monitoring for people
with 277-278t
bipolar illness in childhood and adolescence
clinical guidance
after prescribing  547-548
other treatments  548-551
before prescribing 547
specific issues 548
what to prescribe 547
RCT evidence on medication used in
549-550f
bleeding
abnormal vaginal 412
gastrointestinal  410-411, 411z
risk factors for 409
SSRIs and 409
surgical and post-operative
413t
blood pressure changes
hypertension  161-162
orthostatic hypotension 160-161
management of 160-161¢
risk factors for  160¢
body dysmorphic disorder (BDD) 424
Bolam and Bolitho criteria 925
borderline personality disorder (BPD) 3-4
antidepressants  4-5
antipsychotics 4
management of crisis 5
memantine 5
mood-stabilisers 5

413-415,

opioid antagonists 5
proportion of people with 757
suicide rate in 757
botulinum 590
BPD. See borderline personality disorder
(BPD)
BPSD. See behavioural and psychological
symptoms of dementia (BPSD)
bradykinesia 803
breastfeeding 702
ADHD 693-694, 693-694¢
antidepressants in  685-686, 688-689,
704, 705-714¢
antipsychotics in 704
bipolar illness during 689
depression during pregnancy and
postpartum 685
discussions with pregnant women 681
drug choice in  679-681
general principles of prescribing
psychotropics in - 702-703, 703t
hypnotics in 704, 715t
infant exposure 702
mood stabilisers in  690-692, 704
psychosis during pregnancy and
postpartum  681-682
psychotropic medication in 702
rapid tranquillisation 693
sedatives  692-693
SSRIs  687-688
stimulants in 704, 716t
treatment with antipsychotics
first generation 682
second-generation 683-685
tricyclic antidepressants 686
brexanolone 705t, 727t, 741t, 937t

brexpiprazole 144, 652, 709¢, 725t, 820
British Association for Psychopharmacology
(BAP)
anti-dementia drugs from 625, 626t
recommendations  626¢
British Association for Psychopharmacology
Guidelines for Dementia 607
bromocriptine 169
bromperidol decanoate 932t
bronchodilators
anticholinergic bronchodilators 637
beta-agonists 637
hypersalivation 638
myasthenia gravis (MG) 638
theophylline 637
buccal midazolam 58
bulimia nervosa 9
buprenorphine 483-484, 484¢, 639
alternative oral opioid
preparations  490-491
brands of oral buprenorphine and
bioavailability 485-486
buprenorphine starting dose 486
cautions with 490
initial total daily dose 481
less than daily dosing  489-490
and methadone 479t
with naloxone (suboxone) 490
overdose with 490
patient-controlled analgesia (PCA)
488-489, 489t
prescribing information 480
prolonged-release buprenorphine
injection 484-485, 485t
stabilisation dose of 489
starting dose for patients 480, 486
sublingual buprenorphine 484
transferring from methadone to
487-488
transferring from other prescribed
opioids to 488
bupropion 506, 570, 650, 705t, 741t, 876t
adverse effects 506
clinical effectiveness 506
preparations and dose 506
buspirone 583, 745¢, 809
butyrophenones  710¢
butyrylcholinesterase (BuChE) 604

cabergoline 169

caffeine 865
anxiety disorders 869
consumption of 865
content of drinks 865t
dose and psychotropic effects of 866t
energy drinks 868
general effects of 866
interacting substance
intoxication 867-868
mood disorders 868
pharmacokinetics 866, 8671
psychotropic effects of 866
schizophrenia 868

calcium  909¢

calcium channel blockers 9197

cannabinoids, Cochrane Review of 590

cannabis 590

917t

867t

captopril
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carbamazepine 254,264, 265-266, 603,
650,690, 712t, 713t, 728t, 744t,
779, 820, 8352, 856¢
adverse effects  265-266
continued use of 691
discontinuation 266
formulations 264
indications  264-265
interactions with other drugs 266-267,
267t
mechanism of action 264
on-treatment monitoring 266
plasma levels 265
prescribing and monitoring 266267,
267t
pre-treatment tests 266
use in women of child-bearing age 266
carbohydrate deficient transferrin
(CDT) 909t
cardiomyopathy 222-223
care environments, assessment of 798
cariprazine 270, 710z, 725t, 820, 823¢
catatonia  135-137
algorithm for treating 137
benzodiazepines reported as
treatments for 138¢
in schizophrenia 136
CATIE study 27
CBT. See cognitive behavioural therapy
(CBT)
cephalosporins 917
cerebrolysin = 620
Cochrane review assessing 620
cerebrovascular events (CVAEs) 646
cetirizine 639
chemotherapeutic agents 919t
chemotherapy, clozapine and 242
childhood and adolescence
anxiety disorders in
after prescribing  558-560, 559¢
clinical guidance 556
diagnostic issues 556
before prescribing  556-557
specific issues 560
what to prescribe 557-558
attention deficit hyperactivity disorder
(ADHD) 569-575,573-575t
autism spectrum disorder (ASD) 578
anxiety, OCD and depression 583
fluoxetine in children and
adolescents 583
inattention, overactivity and
impulsiveness in  580-581
irritability (aggression, self-injurious
behaviour, severe disruptive
behaviours) 581
pharmacological treatment of 578
restricted repetitive behaviours and
interests (RRBI) 579
sleep disturbance 582-583
social and communication
impairment 579
use of risperidone in 582
bipolar illness, clinical guidance
after prescribing  547-548
other treatments  548-551
before prescribing 547
specific issues 548

what to prescribe 547
depression in
after prescribing  544-545
clinical guidance 541
diagnostic issues 541
before prescribing 542
what to prescribe  542-544
doses of commonly used psychotropic
drugsin  599¢
melatonin in treatment of insomnia in
593
adverse effects 594
dose  594-595, 595f
efficacy 593-594
obsessive compulsive disorder (OCD) and
body dysmorphic disorder (BDD) in
561
CBT and medication in treatment of
564
drug treatment 561
duration of treatment and long-term
follow-up 565
initiation of treatment with
medication  561-562
NICE guidelines for assessment and
treatment of 563, 563f
post-traumatic stress disorder in
567-568
prescribing SSRIs in children 562-563
treatment-refractory 564-565
principles of prescribing practice in
539-540
psychosis in 554
rapid tranquillisation (RT) in  596-597,
596-597t
Tics and Tourette syndrome
adrenergic 2 agonists 588
antipsychotics  588-589
detection and treatment of
comorbidity 587
education and behavioural
treatments 587
other drugs  589-590, 590f
pharmacological treatments 587
chlordiazepoxide 459, 745¢
chloride  909¢
chloroquine 918t
chlorpheniramine 639
chlorpromazine 235, 739¢, 8561
chocolate 865
consumption of 621
cholesterol 909t
cholinesterase inhibitors 815, 816
chorea 804z
Chronic Kidney Disease Epidemiology
Collaboration (CKD-EPI)
formula 736
chronic obstructive pulmonary disease
(COPD) 473,610
CIGH. See clozapine-induced gastrointestinal
hypomotility (CIGH)
cimetidine 640, 919¢
CitAD trial 649-650
citalopram 367, 389, 423, 649-650, 705t,
741t,779, 809, 937t
Clinical Institute Withdrawal Assessment of
Alcohol Scale 457
Clinical Opiate Withdrawal Scale

(COWS) 476,477t
clomethiazole 745t
clomiphene 590
clomipramine 367,369,423, 561, 741¢,937¢
clonazepam 745t
clonidine 569, 580, 588
clopentixol decanoate 932t
clotiapine 935t
clozapine 25-26,151, 161, 165¢, 181,271,
581, 589, 710¢, 725¢, 739¢, 758,
795t,799, 816, 823t, 835t, 838-839,
856t,925t,935¢t
adverse effects  210-211
agranulocytosis, thromboembolism,
cardiomyopathy and
myocarditis 222
and chemotherapy 242
common adverse effects 210-212
contra-indications to community
initiation 208
dosing  209-210, 209-210¢
genetic testing for treatment 244
agranulocytosis  244-245
benign ethnic neutropenia 245
metabolism 245
response 244
induced hypersalivation 227-229¢
initial work-up 208
mandatory blood monitoring and
registration 208
myocarditis and
cardiomyopathy 222-224
plasma concentration  849-850¢
recommended additional
monitoring 211
re-starting after break in treatment 207
serious cardiac adverse effects 212
suitability for 208
summary 224
switching from other antipsychotics 211
therapy 238
thromboembolism 222
toxicity 238
uncommon or unusual adverse
effects 217-218
use for treatment-resistant schizophrenia
683,778
clozapine-induced gastrointestinal
hypomotility (CIGH) 232
management of suspected acute 233
prevention and simple management
of 233
re-challenge following severe
constipation 233-234
risk factors for developing 232,232t
clozapine initiation schedule 190
dosing regimen  190-191¢
clozapine, neutropenia and lithium
benign ethnic neutropenia (BEN) 237
concurrent medications 237
granulocyte-colony stimulating factor
(G-CSF) 239-240
management options 237-238
risk of clozapine-induced neutropenia and
agranulocytosis  236-237
clozapine treatment 193
augmentation 193-194, 194¢
CNS penetration effectiveness (CPE) 780



948 Index

MAHI -

STM - 122 - 581

cocaine 467
detoxification 511
substitution treatment 511
Cochrane systematic review 2018 52
Cockroft and Gault equation 735
codeine 638
cognitive behavioural therapy (CBT) 556
cognitive decline, consumption of 621
cognitive enhancers, characteristics of 604,
605-6061
cognitive impairment 810
combined antipsychotic medications
(antipsychotic polypharmacy) 20
adverse effects  21-22
in clinical practice 22
long-term antipsychotic
treatment  20-21
poor response to antipsychotic
monotherapy 20
communication impairment 579
community detoxification 456
co-morbid autistic spectrum disorder 797
co-morbid depression 9, 401
co-morbid disorders 9
comorbidity, detection and treatment of
587
co-morbid mental health disorders 468
co-morbid psychiatric illness 571
compliance aids 902
conventional antipsychotics 296
covert administration
algorithm for determining 671/
guidance on  667-669
CPY1A2, 852
CPY2B6, 852
CPY2C8, 853
CPY2C9, 853
CPY2C19, 853
CPY2D6, 854
C-reactive protein 909t
creatine kinase 910t
creatinine 910t
Crocus sativus (saffron) 620
cyclizine 635,639
CYP2A6 enzyme 852
CYP3A4 enzyme 855

alcohol and substrates for  861-862¢
CYP2B7 enzymes 852
CYP2E1 enzyme 854

alcohol and substrates for  861-862¢

CYP450 enzyme 378
antidepressant effects on  378-379¢
cyproheptadine  925¢
cyproterone 590
cytochrome P450 (CYP450) enzymes
635

darifenacin 631
dehydration 863
delirium 13,638,778
choice of drug 15
clinical subtypes of 13
diagnostic criteria for 13
drugs used to treat  15-18, 15-18¢
general principles 14
management 14
outcome 14

pharmacological prophylaxis 15-18,

15-18¢
prevalence 13
risk factors 13-14
tools for evaluation 13
472-473, 473t
473t

delirium tremens
administration schedules for
treatment of 472
delusional intensity 561
demeclocycline  165¢
dementia 604, 883
adverse effects, cholinesterase
inhibitors  610-611
Alzheimer’s disease (AD) 604
memantine 604, 605-606¢
cardiovascular effects of drugs 611
combination treatment 609
diagnosis 650
discontinuation of medication 616
dosing and formulations  608-609
efficacy of cognitive enhancers used in
607
other effects 608
safer prescribing for physical conditions in
631
switching between drugs used in
607-608
tolerability 609-610
dementia with Lewy bodies (DLB) 624
depot antipsychotics 72
depot/long-acting antipsychotics 902
depression 583, 778-779, 805t, 808, 810,
820, 872
alcohol 468
and anxiety 795t
in childhood and adolescence
after prescribing  544-545
clinical guidance 541
diagnostic issues 541
medication treatment for 543-544
before prescribing 542
summary of pharmacotherapy for
544t
what to prescribe  542-544
description of 305
and diabetes 401-402, 402¢
drug treatment of 314, 314f
effects of 404
NICE guidelines  305-306
non-drug treatments for 788
in older people 673-676
prescribing in  674-675t, 674-676
in Parkinson’s disease (PD) 814
post-stroke 362
prophylaxis 362
treatment  362-363
during pregnancy and postpartum 685
principles of prescribing in 3085,
306t
psychotic  332-333
374-375, 374f
second-generation antipsychotics 270
stimulants in  357-359¢
symptoms of 309
treatment of 788
treatment-resistant See treatment-resistant
depression
desvenlafaxine 389, 741t
deutetrabenazine 589, 730¢

recurrent

dexamfetamine/lisdexamfetamine 569,
571,716t, 729t
dexmedetomidine 937t
dextromethorphan/quinidine, bupropion/
dextromethorphan 652, 809
diabetes mellitus  401-402, 402¢
diazepam 472, 771t, 937t
dibenzoylmethane (DBM) 622
dietary habits 621
digoxin 602, 639
dimebon 619
discontinuation syndrome 607
disulfiram (Antabuse)
alcohol 464466
NICE clinical guideline 466
diuretics 253
DLB. See dementia with Lewy bodies (DLB)
domperidone 635
donepezil (AriceptR)
6141, 772t
clinical trials of 624
Cochrane review for 623
doses of 609
sustained release 608
dopamine 168, 871
agonists 169, 918t
antagonists 47
receptors, super-sensitivity of 28
dose-response relationship 837
dose response, systematic analysis of 17
dosulepin (dothiepin) 742t
doxepin 368, 742t, 857t
drinks, content of 865t
Driver and Vehicle Licensing Agency
(DVLA) 883
driving and psychotropic medicines 883
duty of driver 886
duty of prescriber 886
effects of mental illness 883
medication-induced sedation 885

607, 612, 613,

medicines 885
psychiatric medicines, driving and
UK law 883-885, 884¢, 885t
droperidol 58, 938¢
Drug Attitude Inventory (DAI) 901
drug-drug interactions 614-615t,
638-639
drug-induced parkinsonism 778
drug interactions with alcohol 860
860-862
pharmacodynamic interactions
862-863t, 862-864, 864t
pharmacokinetic interactions 860
drug-placebo differences 307
drugs. See also specific drugs
acceptable use of 925
classes, tapering other 446
concentrations 835, 847
degradation of 847
distribution of 847
with established target ranges
interactions 873

metabolism of alcohol

835-836¢

in psychiatric practice  925¢
tolerability 609-610
dual diagnosis 797
dual re-uptake inhibitors 308
duloxetine 308, 688, 706t, 727t, 742t,
779, 857t
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duty of driver 886
duty of prescriber 886
dyslipidaemia 149

clinical management of 150-151
dystonia 803, 804t

early-onset schizophrenia-spectrum (EOSS)
disorder 554
eating disorders 7
anorexia nervosa (AN), general
guidance 7
physical aspects
electrolytes  7-8
osteoporosis 8
vitamins and minerals 7
ecopipam 589
ECT. See electroconvulsive therapy (ECT)
electroconvulsive therapy (ECT) 688-689,
788
augmentation of antipsychotic
medication 97
augmentation of clozapine 97
bilateral 97
and psychosis 96
adverse effects 97
summary 97
treatment-refractory
schizophrenia  96-97
and psychotropics 353
psychotropic drugs on seizure
duration in = 353-354¢
electrolytes  7-8
electronic cigarettes 871
and vaping 506-507
adverse effects  507-509
clinical effectiveness 507
preparations and dose 507
emotional disturbance 798
energy drinks 868
entacapone 918t
epilepsy
and driving 791
pharmacodynamic interactions 788
pharmacokinetic interactions
787-788
psychiatric comorbidities in
785-786t
psychiatric side effects of antiseizure
medications 786, 787t
psychotropics and risk of seizures in
people with  788-791, 789-791¢
treatment of 789-791¢
EPSEs. See extrapyramidal side effects
(EPSEs)
erythromycin 603
escitalopram/citalopram 367, 389,
542-543, 650, 706t, 742t, 778-779,

857t
estimated glomerular filtration rate
(eGFR) 602

European Academy of Neurology (EAN)
Guidelines 609
exercise therapy 645
extrapyramidal side effects (EPSEs) 109,
778
prevalence 110t
propensity for 5
rating scales 110z

signs and symptoms 110z
time taken to develop 1117
treatment 111z

fatigue 810-811
fentanyl patches 638
ferritin - 910¢
fesoterodine 635
fexofenadine 639
FGAs. See first-generation antipsychotics
(FGAs)
first-episode schizophrenia, studies in = 25
first-generation antipsychotics (FGAs) 554
equivalent doses for 14
nomenclature 46
optimal doses of 51
role of older antipsychotics 4647
fixed-dose chlordiazepoxide regimen 460,
460t
fixed-dose reduction 459
regimen 459-460
fluid restriction 165t
fluoxetine/sertraline 542-543, 687, 706t,
727t, 742t,758-759, 809, 925t
in children and adolescents 583
safety of 541
flupentixol/zuclopenthixol 3, 725z, 739¢,
932t
fluphenazine 857¢
fluspirilene 932t
flutamide 589
fluvoxamine 561, 707¢, 742t, 857t
folic acid supplementation 618
foodstuffs, administering medicines in 603
French Pharmacovigilance Database 612
front-loading 459

gabapentin 650, 651
GAD. See Generalised Anxiety Disorder
(GAD)
gait disturbance 803
galantamine 613
Cochrane review for 623-624
controlled trials of 610-611
galantamine (ReminylR) 6147
gamma-glutamyl transferase (GGT) 910z
gastrointestinal bleeding 410-411,411¢
Generalised Anxiety Disorder (GAD) 423
General Medical Council 924
GHB and GBL dependence 514
management of acute unplanned
withdrawal 515-516¢
withdrawal management 514-516
withdrawal syndrome 514
GI disorders, drugs used in
antiemetics  635-637
antispasmodics 637
laxatives 635
loperamide 635
Ginkgo biloba 618
efficacy of 652
ginseng 811
Glasgow Antipsychotic Side-effect Scale
(GASS) 6
glucocorticoids 919t
glucose homeostasis  401#
gosuranemab 623
granisetron 637

granulocyte-colony stimulating factor
(G-CSF) 239-240

guanfacine 569, 580, 588

gut motility 602

haematological monitoring 237

haloperidol 149, 181, 588, 589, 647, 648t,
725t,739t, 769-770t, 799, 823t,
8571, 934t, 938t

haloperidol decanoate 932t

Halting Antipsychotic Use in Long-Term
Care study 649

Hamilton Depression Rating Scale

(HDRS) 307
H, antagonists 640
HbA, 910z

HD. See Huntington’s disease (HD)
Helicobacter pylori 640
hepatic cytochrome P450 (CYP)
pathways 308-309
hepatic impairment 723
antidepressant medications in  726-728
antipsychotics in = 724-726t
drug-induced hepatic damage 731
general principles  723-724
mood stabilisers in 728729, 728-729¢
psychotropics in 730, 730¢
sedatives in  729-730, 729-730¢
stimulants in 729, 729¢
hepatic transaminases 726
high-dose antipsychotics 16
adverse effects 17
efficacy 16-17
recommendations 17
hirudin 619
HIV, general principles of prescribing in
777-778
adverse psychiatric effects of antiretroviral
drugs 782,782t
anxiety disorders 780
associated neurocognitive disorders 780
bipolar affective disorder 779
delirium 778
depression  778-779
epilepsy
and driving 791
pharmacodynamic interactions 788
pharmacokinetic
interactions  787-788
psychiatric comorbidities in  785-786¢
psychiatric side effects of antiseizure
medications 786, 787t
psychotropics and risk of seizures
in people with  788-791,
789-791t
interactions between antiretroviral drugs
and psychotropics  780-781, 781t
interferon-alpha-induced depression in
779
psychotropic medications for people with
learning disabilities
general considerations 797
key practice areas  797-798
medications for behaviour
disorder  799-800¢
schizophrenia 778
secondary mania  779-780
22q11.2 deletion syndrome
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clinical features 794
management of psychiatric disorders in
people 795t
psychiatric disorders in people with
794,795t
human sexual response 172t
Huntington’s disease (HD) 803
cognitive symptoms 807
mental and behavioural symptoms
805-806¢
mental state and behavioural changes in
806t
motor symptoms
huperzine A 619
hydroxychloroquine 621
hydroxyzine 639
hyoscine butylbromide (Buscopan) 637
hyoscine hydrobromide (scopolamine) 637
hyperglycaemia 164
hyperlipidaemia 164
hyperprolactinaemia 46, 168
antidepressants and  398-399, 398-399¢
and antipsychotics 168
contra-indications 169

804-806,

803, 804t

effects of antipsychotic medication on
prolactin concentration 168
management 169
summary of management
170t
treatment of 169
hypertension 161-162
hypertriglyceridaemia 149
hypnotics in breastfeeding 704, 715t
hypokinetic rigidity  804¢
hypomania, treatment of 547
hyponatraemia 164-166

169-170,

idalopirdine 621
iloperidone  712t, 725¢
imipramine 368, 369, 742t
Individual Case Safety Reports
from VigiBase 610
infant exposure 702
inhalation 871
injectable diamorphine 491
inpatient detoxification 456
insomnia 102
Instrumental Activities of Daily
Living 609-610
interferon-alpha-induced
depression 779
interictal psychiatric disorders 785
International Classification of Diseases 10
(ICD-10) 451
intoxication 867-868
intracranial/intracerebral haemorrhage
(ICH) 411-412,412¢
intramuscular (IM) clozapine 192
general recommendations for
prescribing 192t
intramuscular injections 932
site of administration
of 932-935t
intramuscular (IM) thiamine
preparations 462
intranasal naloxone 474-475,475f
intravenous treatment 58
irritability/agitation 805z
isotretinoin 920z

ketamine/esketamine 58, 333, 367, 925¢, 938t
adverse effects  329-330¢
background 328
dosing recommendations for different
routes of 329-330¢
mechanism 328
route 328
ketanserin = 590

lactate dehydrogenase 911¢
LAL See long-acting injectable (LAI)
lamotrigine 650, 690, 691, 713¢, 728t,
744t, 824t, 835t, 905-906, 906t
635, 640t
learning disabilities, psychotropic
medications for people with
behavioural problems to 797
general considerations 797
key practice areas  797-798
medications for behaviour
disorder  799-800¢
mental illness 797

laxatives

lemborexant  730¢
levetiracetam 590
levodopa 918t
levomilnacipran 389, 727¢
licensed indications  923-924
light therapy 645
linaclotide 234
lipoproteins  911¢
liquid fluoxetine 583
lisdexamfetamine 569, 571, 580, 716¢
lisinopril  917¢
lithium 238, 376, 581, 602, 714, 728t,
744-745t, 779, 800, 810, 820, 824t,
836t
acute treatment of mania  247-248
adverse effects 250
angiotensin-converting enzyme (ACE)
inhibitors 252-253
augmentation of antidepressants in
unipolar depression  248-249
bipolar depression 248-249
carbamazepine 254
clinically relevant drug interactions 254z
discontinuation 251-252,252¢
diuretics 253
formulations 250
interactions with other drugs 252
maintenance treatment of 248
mechanism of action 247
non-steroidal anti-inflammatory drugs
(NSAIDs) 253-254
on-treatment monitoring 251
plasma levels 249
prescribing and monitoring  252¢
pre-treatment tests 251
prophylaxis of unipolar depression 249
and suicide 249
toxicity 250-251
uses of 249
liver function tests (LFTs)
lofepramine 389, 743t
long-acting injectable (LAI) 67
antipsychotic preparations 21, 92-93
differences between 70

723,724

long-acting injectable antipsychotic
medication 67, 74-75
advice on prescribing  68-70, 69¢

differences between 70

doses and frequencies 69t
loperamide 635
loratadine 639
lorazepam 472, 934t
low-density lipoprotein (LDL) 149
loxapine 857t
lubiprostone 234
lumateperone 652, 725t, 739¢, 851
lumateperone tosylate  710¢
lurasidone 143-144,271, 554, 710¢, 725¢,

739t, 820, 824¢

malabsorptive procedures 822
mania 810
acute treatment of  247-248
second-generation antipsychotics
symptoms of 547
treatment of 264, 547
massage therapy 644-645
MCI. See mild cognitive impairment (MCI)
mebeverine 637
medication adherence
assessing  900-901
depot/long-acting antipsychotics 902
financial incentives  902-903
impact of non-adherence 898-899
mapping out interventions  899-901
monitoring adherence and assessing
attitudes to - 901
rate of non-adherence to 898

269-270

897-898

strategies for improving adherence 899
taking aids 902
Medication Adherence Rating Scale
(MARS) 901
medication-induced sedation 885
medicines 885. See also drugs
adherence, NICE guideline for 4
mefloquine 918t
melatonin 583, 730z, 925¢
adult and paediatric studies of 593-594
preparations of 593
in RCTs 594
in treatment of insomnia 593
adverse effects 594
dose  594-595, 595f
efficacy 593-594
Melissa balm 644
memantine (ExibaR) 604, 605-606t, 610,
612, 615t, 624, 820
borderline personality disorder (BPD) 5
doses of 609
extended release (ER) 608-609
prospective data for 612
mental capacity, assessment of 667
mental disorder 883
Mental Health Act (MHA) 603, 927
arranging and preparing for SOAD
visits 928
capacity  929-930
civil and forensic detention
sections 927-928
community patients 931
completion of forms T2 and T3, 928
consent 929
electro-convulsive therapy (ECT) 931
Section 132 duty of managers of
hospitals 930
Section 62 urgent treatment 930
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statutory consultees 928-929
mental illness 785
effects of 883
metabolic syndrome, development of 724
metformin 126
methadone 482, 825¢
buprenorphine and 479z
clinical effectiveness 478-481
first week  481-482
induction and stabilisation in
community 481
initial total daily dose 481
initiation on acute ward 493
intoxication 482
overdose 482
prescribing information 480
recommended ECG monitoring 483,
484t
and risk of torsades de pointes/QT
interval prolongation 482
severe hepatic/renal dysfunction 482
starting dose for patients 480
subsequent period 482
methylphenidate 569, 571, 652, 716t,
729t, 800, 825¢, 925t
metoclopramide 589, 635
MHA. See Mental Health Act (MHA)
mianserin 707
midazolam 58, 938¢
mild alcohol dependence 459
mild cognitive impairment (MCI)
treatment of 625
vitamin E for 618
milnacipran 389, 727¢
minerals 7
Mini Mental State Examination
(MMSE) 607, 613, 631
minocycline 582
mirtazapine 367, 650, 688, 707t, 7271,
743t,779, 857t
misuse, drugs of 530-533
moclobemide 389, 707t, 743t
570,693, 716t, 811
moderate alcohol dependence 459, 459¢
‘moderate-effect” drugs 142
monitor respiratory rate (RR) 473
monoamine oxidase inhibitors
(MAOIs) 308, 380, 381t, 673, 688,
707t, 727t
monotherapy, antipsychotic
polypharmacy to 20
Montreal Cognitive Assessment 607
mood disorders 868
mood stabilisers 581, 864t
borderline personality disorder (BPD) §
in breastfeeding 704
psychotropics in bariatric surgery
824-825, 824-825¢
RCTs of 650
treatment with  690-692
morphine 638
movement disorders 872
MS. See multiple sclerosis (MS)
multicomponent interventions 645
Multi-Disciplinary Team (MDT) 603
multi-episode schizophrenia 26-27
multiple sclerosis (MS) 808
anxiety 809
bipolar disorder 810

611,625

modafinil

cognitive impairment 810
depression 808
fatigue 810-811
pseudobulbar affect (PBA) 809
psychosis 810
recommendations for

treatment  8§08-809
music therapy 644
myocarditis  222-223
myoclonus 804t

nalmefene, alcohol 464
naloxone 474-475
administration, flowchart for 474, 475f
intranasal 474-475,475f
naloxone (Suboxone) 490
naltrexone 800, 925t
alcohol 463-464
NICE clinical guidelines 464
in relapse prevention 496
dose of 497
initiating 496
Naranjo scale 920, 921¢
National Birth Defects Prevention
Study 683
National Institute for Health and Care
Excellence (NICE) guidance 375,
562,609,617, 624,673,693,758,
897
schizophrenia  48-50
NbN. See neuroscience-based nomenclature
(NbN)
negative symptoms
adjunctive therapy for 33
pharmacological treatment of 32
in schizophrenia 32-34
Netherlands Clozapine Collaboration
Group 236
neurocognitive disorders 780
neuroleptic malignant syndrome

(NMS) 131, 132¢
neuroscience-based nomenclature
(NbN) 46

neutropenia 236-237,238
nicotine 871
dependence 467
depression and anxiety 872
drug interactions 873
movement disorders and Parkinson’s
disease 872
placebo-controlled trial of 589
psychotropic effects 871
replacement therapy 872
schizophrenia 871-872
smoking cessation 873
withdrawal symptoms 873
nicotine and smoking cessation 503
bupropion 506
adverse effects 506
clinical effectiveness 506
preparations and dose 506
electronic cigarettes and
vaping 506-507
adverse effects  507-509
clinical effectiveness 507
preparations and dose 507
nicotine replacement therapy (NRT) 503
adverse effects 505

clinical effectiveness  503-505

preparations and dose 504t
varenicline
adverse effects  505-506
clinical effectiveness 505
preparations and dose 505
nicotine replacement therapy (NRT) 503
adverse effects 505
clinical effectiveness  503-505
preparations and dose 504
nitroprusside 939z
NNT. See number needed to treat (NNT)
nomenclature 46
non-adherence
to antipsychotic treatment 6
determinants of  898-900, 902
impact of 898-899

rate of 898
non-compliance 905
lamotrigine  905-906, 906¢

non-psychotropics, psychiatric side
effects of 917
adverse drug reactions (ADRs) with
917-920t
differential diagnosis of 920-921, 921¢
non-steroidal anti-inflammatory drugs
(NSAIDs) 253-254, 621
norclozapine 838
nortriptyline 368, 743t, 809
NRT. See nicotine replacement therapy
(NRT)
number needed to treat (NNT) 307

obsessive compulsive behaviours  805¢
obsessive compulsive disorder (OCD) 424,
583,795t
olanzapine 5,25-26, 53,149,151,
161,181,271,296, 554, 581,
589, 646, 647, 648t,710t, 726t,
740t, 758, 770¢, 799, 810, 824t,
834, 8361, 839,851, 8571, 923,
935t,939¢t
long-acting injection 80
dosing schedules  80#
post-injection syndrome
switching 80
pamoate monohydrate 933
reductions of dose  106-107¢
older people
absorption 602
AChE-Is in AD
interactions 613
memantine 612-613
NICE recommendations 617
other treatments 618
reasons for stopping treatment 616
when to stop treatment 613-616,
614-615¢t
administering medicines in
foodstuffs 603
ageing body 601
analgesics
antihistamines 639
antihypertensives 639
NSAIDs and paracetamol 638
opiates 638-639
other cardiac drugs 639
statins 639
antibiotics 640-641, 640-641¢
antidepressants and  674-675t

80-81



952 Index

MAHI -

STM - 122 -

585

behavioural and psychological symptoms
of dementia (BPSD) 644
antidepressants  649-650
benzodiazepines 649
cognitive enhancers 649
electroconvulsive therapy
(ECT) 652-653
melatonin and sleep disturbances in
AD 651-652
miscellaneous agents 652
mood stabilisers/anticonvulsants
650-651
non-drug measures 644-645
bronchodilators
anticholinergic bronchodilators 637
beta-agonists 637
hypersalivation 638
myasthenia gravis (MG) 638
theophylline 637
commonly used psychotropics in
657-665t
dementia 604
adverse effects, cholinesterase
inhibitors  610-611
Alzheimer’s disease (AD) 604,
605-606t
combination treatment 609
dosing and formulations  608-609
efficacy of cognitive enhancers used in
607
other effects 608
switching between drugs used in
607-608
tolerability 609-610
dementia with Lewy bodies (DLB) 624
distribution 602
drug interactions  602-603
excretion 602
H, antagonists and proton pump
inhibitors (PPIs) 640
medication doses of commonly used
psychotropics in  657-665
medicines within food and drink 667
additional information 670-671,
671f
assessment of mental capacity 667
guidance on covert administration
667-669
summary of process 669-670
metabolism 602
mild cognitive impairment (MCI) 625
novel treatments  622-623
omega-3 fatty acids  619-621
other dementias 625
pharmacological measures
analgesics 645
antipsychotics in = 645-646
clinical information for antipsychotic
use in  647-649
increased mortality with
antipsychotics in 646647
sedating antihistamines 652
safer prescribing for physical conditions in
dementia
alpha-blockers for urinary
retention 635
anticholinergic drugs used in urinary
incontinence 631-635, 632-634¢

drugs used in GI disorders. See GI
disorders, drugs used in
summary of clinical practice guidance
with anti-dementia drugs from
BAP 625, 626t
trazodone and dibenzoylmethane 622
treatment of depression in  674-675¢,
674-676
vascular dementia (VaD) 623-624
omega-3 fatty acids 619-621
Cochrane review of 619
in schizophrenia 99
overall 100
prevention 99
summary recommendations 100
treatment 99
ondansetron 590
opioid antagonists, borderline personality
disorder (BPD) 5
opioid dependence
buprenorphine 483-484, 484
alternative oral opioid
preparations  490-491
brands of oral buprenorphine and
bioavailability 485-486
buprenorphine starting dose 486
less than daily dosing 489-490
with naloxone (suboxone) 490
overdose with 490
patient-controlled analgesia
(PCA) 488-489, 489t
prolonged-release buprenorphine
injection 484-485, 485t
stabilisation dose of 489
sublingual buprenorphine 484
transferring from methadone to
487-488
transferring from prescribed opioids to
488
detoxification and reduction
regimes 494
injectable diamorphine for maintenance
prescribing 491
intranasal naloxone 474-475,475f
methadone 482
clinical effectiveness 478-481
first week  481-482
induction and stabilisation in
community 481
initiation on acute ward 493
intoxication 482
overdose 482
recommended ECG monitoring 483
and risk of torsades de pointes/QT
interval prolongation 482
severe hepatic/renal dysfunction 482
subsequent period 482
naltrexone in relapse prevention 496
dose of 497
initiating 496
ongoing prescribing 493
OST maintenance medication 478
pain control in patients on OST
analgesia for methadone-prescribed
patients  497-498
breastfeeding 499
neonatal abstinence syndrome

(NAS) 499

substitute prescribing during
pregnancy 499
prescribing for 474
OST safely 478
psychotropic medications in patients
with  493-494
substitution treatment 475-478, 477t
treatment
of opioid overdose 474-475
on psychiatric ward  491-492, 492¢
withdrawal in community setting
buprenorphine 495
methadone 495
withdrawal in specialist addiction
inpatient setting
buprenorphine 495
methadone 495
opioids 601
overdose, treatment of 474-475
substitution treatment 475-478, 477t
withdrawal in community setting
buprenorphine 495
methadone 495
withdrawal in specialist addiction
inpatient setting
buprenorphine 495
methadone 495
oral buprenorphine and
bioavailability 485-486
oral/inhaled treatment 56
oral opioid preparations 490-491
orlistat 234
orthostatic hypotension 160-161,
646—647
management of 160-161¢
risk factors for  160¢
osteoporosis 8
OST maintenance medication 478
oxcarbazepine 650
oxybutynin 631
oxycodone 638-639

pain control in patients on OST
analgesia for methadone-prescribed
patients  497-498
breastfeeding 499
neonatal abstinence syndrome 499
substitute prescribing during
pregnancy 499
paliperidone 554, 711¢, 726t, 740t, 836t
paliperidone palmitate 933¢, 934¢
approximate dose equivalence 847
dose and administration
information  83¢
dosing of 867
monthly 83, 83-86
points to note  83-85
switching to 85t
PANDA trial 2019, 307
panic disorder 423
PANSS total score 97
parenteral thiamine (vitamin B1) 458-459
Parkinson’s disease (PD) 814, 872
cholinesterase inhibitors in 816
depression in 814
pimavanserin 816
psychosis in - 815-816
paroxetine 687, 707t, 743t, 820



MAHI - STM - 122 -

586

Index 953

pathological laughing or crying (PLC) 809
patient-controlled analgesia (PCA)
488-489, 489t
PD. See Parkinson’s disease (PD)
pemoline 811
penfluridol 95
penicillins 9177
people living with HIV (PLWH)
778,779
neurocognitive impairment in 780
people with epilepsy (PWE) 785
psychiatric symptoms in  785-786¢
peppermint oil 637
pergolide 589
perphenazine decanoate 932t
persistent negative symptoms 32
personality disorder 451
pethidine 638
P-glycoprotein (P-gp) 851
pharmacodynamic interactions 379
antidepressants
MAOIs 380, 381t
SSRIs/SNRIs 380
tricyclic antidepressants  379-380
pharmacokinetics 866, 867¢
absorption 866
changes 822
interactions 378, 851, 866, 867¢
metabolism 866
pharmacological treatments 587
pharmacotherapies 578
phenelzine 743t
phenothiazines 711t 726t
phenytoin 602, 836¢
phosphate 911z
physical co-morbidity 673,798
physical deterioration 829
physical illness 172
physiological hyper-arousal 567
PICU. See psychiatric intensive care unit
(PICU)
pimavanserin  711¢, 726t, 740t, 816
pimozide 588, 740t
piperazine phenothiazines 3
pipotiazine palmitate 933t
pitolisant  730¢
plasma concentration assay 833
plasma levels
determination 834
target range of 834
plasma lipids, antipsychotic medications on
149
clinical management of
dyslipidaemia  150-151
clozapine 150
effect of antipsychotic drugs on
lipids 149
olanzapine 149-150
screening and monitoring 150
plecanatide 234
pneumonia, antipsychotics and  181-182
polymorphism 851
polysubstance abuse 512
postmortem blood concentrations 847
factors affecting  848¢
post mortem redistribution (PMR) 847
post-stroke depression 362
prophylaxis 362

treatment 362-363
post-traumatic stress disorder (PTSD) 424
assessment and treatment of 567
clinical guidance 567-568
diagnosis of 567
diagnostic issues 567
postural hypotension 161
potassium 911z
prazosin 635
prednisolone 621
pregabalin 424, 590, 651, 809
pregnancy
bipolar disorder in  691-692
bipolar illness during 689
treatment with mood
stabilisers  690-692
depressionin 689
during pregnancy and
postpartum 685
discussions with pregnant women 681
drug choice in  679-681
other antidepressants 688-689
psychiatric illness during 679
psychosis in 684685
during pregnancy and
postpartum  681-682
psychotropics in 679, 6941
sedatives  692-693
ADHD  693-694, 693-694t
rapid tranquillisation 693
SSRIs  687-688
treatment with antidepressants 685-686
treatment with antipsychotics
first generation 682
second-generation 683-685
tricyclic antidepressants 686
pregnant women, discussions with 681
Prescribing Observatory for Mental Health
(POMH-UK) quality improvement
programme 20
product licence (PL) 923,925, 925t
common unlicensed uses of drugs in
925,925t
prolactin 168, 911¢
antidepressants and  398-399¢
concentration, antipsychotic
medication on  168¢
routine monitoring of 398
prolactin release 398
prolonged-release buprenorphine
injection 484-485,485¢
promethazine 639, 652, 693, 715, 729t
hydrochloride 935t
prophylaxis 264
in bipolar disorder 296
combination treatment 297-298
optimising lithium treatment 297
dose for 27,376
of unipolar depression 249
protein 911z
proteinuria 735
proton pump inhibitors (PPIs) 640
prucalopride 234
pseudobulbar affect (PBA) 809
psychiatric aspects
acute illness 8
atypical eating disorders 10
bulimia nervosa and binge eating

disorder 9
co-morbid depression 9
co-morbid disorders 9
psychotropic medicines 8
relapse prevention 9
psychiatric conditions, drug treatment of
borderline personality disorder
(BPD) 3-4
antidepressants  4-5
antipsychotics 4
management of crisis 5
memantine §
mood-stabilisers 5
opioid antagonists 5
delirium 13
choice of drug 15
clinical subtypes of 13
diagnostic criteria for 13
drugs used to treat  15-18, 15-18¢
general principles 14
management 14
outcome 14
pharmacological prophylaxis 15-18,
15-18t
prevalence 13
risk factors  13-14
tools for evaluation 13
eating disorders 7
anorexia nervosa (AN), general
guidance 7
physical aspects
electrolytes 7-8
osteoporosis 8
vitamins and minerals 7
psychiatric aspects
acute illness 8
atypical eating disorders 10
bulimia nervosa and binge eating
disorder 9
co-morbid depression 9
co-morbid disorders 9
psychotropic medicines 8
relapse prevention 9
psychiatric illness 172, 871
at end of life 829
prescribing in patients with  829-830¢
psychiatric intensive care unit (PICU) 58
psychiatric medicines  883-885, 884,
885t
psychiatric side effects 921
psychiatry
intravenous formulations in  937-939¢
intravenous medication in  937-939¢
off-label prescribing in = 924
psychogenic erectile dysfunction 405
psychosis 806z, 810
associated with stimulant
drugs 512-513
in childhood and adolescence 554
effects of  172-173
electroconvulsive therapy and 96
adverse effects 97
summary 97
treatment-refractory
schizophrenia  96-97
first episode of  25-26
in Parkinson’s disease (PD)
psychotic depression  332-333

815-816
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psychotropic drugs 856
amisulpride 837
aripiprazole 837
clozapine 838-839
concentrations 835
interpreting sample results
olanzapine 839
plasma level monitoring of 833-834
839-840
840-842, 841-842
835-836, 835-836¢

834-835

quetiapine
risperidone
target ranges
use of 723
psychotropics  657-665, 777
antiretroviral drugs and  780-781, 781¢
biochemical and haematological
effects of 907-916, 907-916¢
effects 871
electroconvulsive therapy (ECT) and
353-354t
induced sexual dysfunction
medicines 8

176t
in overdose 875-879, 875-879¢
and surgery 889
changing formulation 893
to continue/not to continue
890-892¢
risks associated with continuing 894
risks associated with
discontinuing 893
smoking 893
target ranges for 841t
treatment with 785
psychotropics and cytochrome (CYP)
function 851-855
psychotropics in bariatric surgery 822

889-893,

alcohol 826

drugs
antidepressants 823, 823¢
antipsychotics  823-824¢
formulations 822

miscellaneous agents in 825
mood stabilisers 824-825, 824-825¢
general recommendations 826
pharmacokinetic changes 822
risk of weight gain after 826
wider considerations 826
PTSD. See post-traumatic stress disorder
(PTSD)

QTc, prolongation and arrhythmia  144¢
quetiapine 149,271,296, 554, 581, 589,
648t, 711t, 726t, 740t, 758, 771¢t,
799, 824t, 836t, 839-840, 923
quinolones 917t
randomised controlled trials (RCTs) 56,
461-462, 608, 609-610, 620, 757
of first-generation antipsychotics 554
for frontotemporal dementias 625
meta-analyses of 125
meta-analysis of 624
of valproate 651
rapid cycling bipolar affective disorder
285-286, 285t
rapid tranquillisation (RT)
596-597t,693
Rating of Medication Influences Scale
(ROMI) 901
RCTs. See randomised controlled trials (RCTs)

56,596-597,

reboxetine 708t, 728¢, 743t
198,202

198-202¢

refractory schizophrenia
alternatives to clozapine
relapse prevention 9,463
naltrexone in 496
dose of 497
initiating 496
Relative Infant Dose (RID)
reminiscence therapy 645
renal function 602
renal impairment 735
anti-dementia drugs in 738, 747-748¢
antidepressants in 738, 741-744¢
antipsychotics in 738, 739-741¢
anxiolytics and hypnotics in 738,
745-747t
classification of 736/
mood stabilisers in 738, 744-745t
notes 737-738
prescribing in - 735-736
psychotropics in 738, 748-749t
stage of 736, 736¢
Research Units on Paediatric

702

Psychopharmacology (RUPP) Autism
Network 580
residual mood symptoms 296
restricted repetitive behaviours and interests
(RRBI) 579
re-titration 905
drugs 906t
risperidone 5, 53, 149, 161,271, 554, 581,
583,589, 647, 648t, 711t, 726t,
740t, 771t, 778, 799, 810, 824t,
836t, 840-842, 841-842, 923
in autism spectrum disorder (ASD)
647

582
clinical trial data
dosage of 582
FDA Guidance for 582
licensing studies of 51-52
linear dose reductions of 104

risperidone long-acting injection (Risperdal

Consta) 87-88
switching to  88-89¢

risperidone microspheres 934t

risperidone/paliperidone 857

risperidone subcutaneous LAl 91
approximate equivalent doses 91

rivastigmine (ExelonR) 608, 613, 614z,

772t, 820
clinical trials of 624
patches 609

road traffic accidents (RTAs)

rosiglitazone 621

Royal College of Psychiatrists 924

RT. See rapid tranquillisation (RT)

883

salivary melatonin measurements 594
SAWS. See Short Alcohol Withdrawal Scale
(SAWS)
schizoaffective disorder 820
schizophrenia 25-26, 153, 554, 778, 795¢,
820, 868, 871-872
acute and maintenance treatment of $
alcohol 469
catatonia in 136
complication in 136
diagnosis of 20, 26
FGAs rolein 46
first-episode 42

negative symptoms in 32
notes 43-44
pharmacological treatment of 777
relapse/acute exacerbation of 43, 44
symptoms of 871
treatments 6
algorithms for 42-44
discontinuation in 20
scopolamine 939t
SCRAs. See synthetic cannabinoid receptor
agonists (SCRAs)
secondary mania  779-780
second generation antipsychotics
(SGAs) 14,15t,571,778
depression 270
equivalent doses of 14
maintenance 270
mania  269-270
relative merits of 47

sedation 862t

sedatives  692-693

ADHD  693-694, 693-694¢
rapid tranquillisation 693
seizures

with antipsychotics 795t

dose-related risk of 788
reports of 788
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Abstract

The British Association for Psychopharmacology and the National Association of Psychiatric Intensive Care and Low Secure Units developed this
joint evidence-based consensus guideline for the clinical management of acute disturbance. It includes recommendations for clinical practice and an
algorithm to guide treatment by healthcare professionals with various options outlined according to their route of administration and category of
evidence. Fundamental overarching principles are included and highlight the importance of treating the underlying disorder. There is a focus on three
key interventions: de-escalation, pharmacological interventions pre-rapid tranquillisation and rapid tranquillisation (intramuscular and intravenous).
Most of the evidence reviewed relates to emergency psychiatric care or acute psychiatric adult inpatient care, although we also sought evidence
relevant to other common clinical settings including the general acute hospital and forensic psychiatry. We conclude that the variety of options
available for the management of acute disturbance goes beyond the standard choices of lorazepam, haloperidol and promethazine and includes
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oral-inhaled loxapine, buccal midazolam, as well as a number of oral antipsychotics in addition to parenteral options of intramuscular aripiprazole,
intramuscular droperidol and intramuscular olanzapine. Intravenous options, for settings where resuscitation equipment and trained staff are available

to manage medical emergencies, are also included.
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Introduction

Acute disturbance

This guideline covers the clinical management of ‘acute distur-
bance’, which we use here as a composite term to include the
concepts of ‘agitation’, ‘aggression’ and ‘violence’ in the context
of an acute mental state associated with an underlying mental
and/or physical disorder. No commonly accepted definitions
exist for any of these concepts.

Definitions of agitation from the scientific literature regu-
larly cited in guidance documents have tended to be restricted
to the field of dementia. One of the most commonly used defi-
nitions was proposed by Cohen-Mansfield (1986) who defined
agitation in those with cognitive impairment or dementia as
‘inappropriate verbal, vocal or motor activity that is not
explained by needs or confusion per se” (NICE, 2015a; Seitz
et al., 2011). The Agitation Definition Working Group of the
International Psychogeriatric Association described agitation
in the context of dementia as ‘exhibiting behaviour consistent
with emotional distress ... manifesting excessive motor activ-
ity, verbal aggression, or physical aggression, and ... evidenc-
ing behaviours that cause excess disability and are not solely
attributable to another disorder’ (Cummings et al., 2015).
National Institute for Health and Care Excellence (NICE)
guidelines on conditions other than dementia have not used
published definitions of agitation, although NG10 does iden-
tify agitation as one of the ‘symptoms or feelings that may lead
to violence and aggression’ (NICE, 2015b). It recognises agita-
tion as part of an ‘escalating behaviour pattern, starting with
restlessness, moving through agitation and irritability, through
verbal aggression ... and culminating in an assault’.

The terms aggression and violence are often used inter-
changeably and NICE Guideline NG10 does not clearly dif-
ferentiate between the two terms, stating that ‘violence and
aggression refer to a range of behaviours or actions that can
result in harm, hurt or injury to another person, regardless of
whether the violence and aggression is behaviourally or ver-
bally expressed, physical harm is sustained or the intention is
clear’ (NICE, 2015b). Alternatively, a widely accepted defini-
tion of violence by the World Health Organization (2014) is
the ‘intentional use of physical force or power, threatened or
actual, against oneself, another person, or against a group or
community that either results in or has a high likelihood of
resulting in injury, death, psychological harm, maldevelop-
ment, or deprivation’. The World Health Organization defini-
tion excludes damage to property and also requires intent,
which might be problematic in the context of acutely mentally
unwell individuals and therefore does not seem entirely appro-
priate for the purposes of this guideline. Some use the term
aggression to denote a state that is less severe than violence,
whereas others use it to describe behaviours such as damage to
property rather than against the person (Yudofsky et al., 1986).

Thus, we define ‘acute disturbance’ as an acute mental state
associated with an underlying mental and/or physical disorder in
the form of: (i) agitation and distress, which is excessive verbal
or motor activity that may or may not lead to aggression or vio-
lence; or (ii) actual aggression or violence entailing harm, hurt or
injury to another person, or damage to property regardless of

whether it is verbally or behaviourally expressed, physical harm
is sustained, or the intention is clear.

De-escalation and rapid tranquillisation

In this guideline, we define ‘de-escalation’ as an explicitly col-
laborative process involving a range of verbal and non-verbal
interventions that aim to reduce agitation and distress, with the
purpose of averting aggression or violence. This differs slightly
from the definition of de-escalation given by the NICE Guideline
NG10 (NICE, 2015b), in that our definition explicitly focuses on
non-verbal, as well as verbal interventions.

Defining rapid tranquillisation (RT) has been the subject of
debate. The goal of RT is to achieve a state of calmness without
sedation, sleep or unconsciousness, thereby reducing the risk
to self and/or others while maintaining the ability of the patient
to respond to communication (NICE, 2005). However, for
acute disturbance, sedation may also be considered to be an
appropriate interim strategy. Guidelines have also varied, with
the key difference being whether only parenteral formulations
of medication are considered to constitute RT or if oral formu-
lations are also included. NICE (2015b) concentrates solely on
the parenteral route and the aim of achieving sedation, and so
defines RT as ‘the use of medication by the parenteral route
(usually intramuscular or, exceptionally intravenous) if oral
medication is not possible or appropriate and urgent sedation
with medication is required’. This differs from the earlier defi-
nition in the NICE (2005) guideline, which explicitly included
oral formulations too. For clarity, the definition of RT in our
guideline will be parenteral pharmacological intervention, in
keeping with the NICE (2015b) guideline.

If oral medication is administered, this may be the only phar-
macological intervention, although in some cases RT will be
administered subsequently, and so we will refer to this time
period as ‘pre-RT’. The aim of offering oral medication to agi-
tated patients is to pre-emptively address acute disturbance and
to avoid escalation and the need for parenteral medication and
physical restraint. Oral medication administered in the context of
the clinical management of acute disturbance will often be an ‘as
required” or pro re nata (PRN) prescription, given at the discre-
tion of nursing staff, when deemed necessary. Arguably, this can
lead to patients receiving unnecessary medication (Curtis and
Capp, 2003). However, it is common practice for PRN medica-
tion to be administered to patients admitted to acute psychiatric
wards for acute disturbance. This practice is based on clinical
experience rather than evidence as there are no published ran-
domised controlled trials (RCTs) comparing the efficacy of PRN
medication with regular medication for the treatment of psy-
chotic symptoms or acute disturbance (Douglas-Hall and
Whicher, 2015). It should also be highlighted that the prescribing
of antipsychotics PRN can lead to polypharmacy and high cumu-
lative doses of antipsychotics, for which there is also no evidence
of increased effectiveness over standard doses for the manage-
ment of acute disturbance (Paton et al., 2008; Royal College of
Psychiatrists, 2014). This practice also carries an enhanced bur-
den of adverse effects and associated monitoring requirements.
The same is true for benzodiazepines. Nonetheless, PRN medica-
tion can also play an important part of the clinical management of
acute disturbance to reduce the risk of incidents.
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Formulation and route of administration are also of particu-
lar importance for pre-RT and RT medication. Some medica-
tions are available in more than one formulation and not all of
them are individually examined in the available literature. The
pharmacokinetics of different formulations of the same drug
can vary markedly; this critically includes time to peak plasma
concentration (Tmax), which is a useful but crude gauge for
time to onset of action of effect (usually some level of seda-
tion). There is a complex interplay between absorption, Tmax,
time to onset of action of effect, duration of desired effect,
half-life and risk of acute side effects (NPSA, 2007). In gen-
eral, oral tablets, capsules and liquids are absorbed via the gas-
trointestinal tract and have the longest Tmax. All orally
administered medicines are absorbed into the bloodstream and
pass through the liver before entering the systemic circulation.
Where that medicine is metabolised by the liver, this “first-
pass’ effect results in a lower proportion of an oral formulation
being available in the systemic circulation than if the same
medication is administered by the intramuscular (IM) or intra-
venous (IV) route. The magnitude of any first-pass effect is
medication specific but for some medications this will mean
that lower parenteral doses than oral doses are effective. When
a medicine is administered by the IM route, Tmax is generally
reached more rapidly compared with oral administration; this
can be helpful when time to onset of action is important.
Adherence to medication can be enhanced by using oro-dis-
persible tablets designed to dissolve on contact with saliva or
water. Buccal, sublingual and oral-inhaled absorption have
similar or shorter Tmax when compared with IM formulations.
The fastest time to peak plasma levels, and hence the shortest
time to Tmax, is for IV medications. Thus, 1V administration
leads to a more immediate onset of action than for IM and is
more predictable and easier to titrate.

Restraint and restrictive practices

In clinical practice, RT tends to be associated with the use of
restraint and restriction. Manual restraint is defined by NICE
(2015b) as “a skilled, hands-on method of physical restraint used
by trained healthcare professionals to prevent patients from
harming themselves, endangering others or compromising the
therapeutic environment. Its purpose is to safely immobilise the
patients’. In our guideline, we will use the term physical restraint
instead of manual restraint; the former being the more commonly
used term in the United Kingdom (UK). Physical restraint can
occur without the use of RT and vice versa. A patient, once physi-
cally restrained, may agree to take oral medication. In general,
however, for a patient to receive RT safely, some degree of physi-
cal restraint is required.

Physical restraint should be distinguished from mechanical
restraint, the latter being very rarely used in the UK. Mechanical
restraint is defined as ‘a form of restrictive intervention that
refers to the use of a device (e.g. belt or cuff) to prevent, restrict
or subdue movement of a person’s body, or part of the body, for
the primary purpose of behavioural control’ (Department of
Health, 2015). It is used in response to behaviour, that poses
significant risk to the individual or others of serious long-term
harm or immediate injury, and involves the use of some sort of
equipment. The Care Quality Commission (2014) recognised

that the use of mechanical restraint may be considered as the
least restrictive intervention in some rare and specific cases
and may present less risk to the individual than the alternative
of prolonged physical restraint or transfer to a more restrictive
setting.

Seclusion is defined in the Mental Health Act Code of
Practice as ‘the supervised confinement and isolation of a
patient, away from other patients, in an area from which the
patient is prevented from leaving, where it is of immediate
necessity for the purpose of the containment of severe behav-
ioural disturbance which is likely to cause harm to others’
(Department of Health, 2015). Seclusion is different from vol-
untary temporary segregation (sometimes mistakenly referred
to as ‘time out’), when a patient agrees to spend time in an area
away from others, with no restrictions on returning to contact
with other patients (Department of Health, 2015). Some mental
health services have a designated ‘extra care area’, which may
be an alternative to seclusion; a closely supervised space where
a patient may be nursed away from other patients (NAPICU,
2016). Seclusion should only be used when other measures for
managing violence have failed. RT may be required at the same
time. This can be especially challenging when considering safe
monitoring following RT.

There is a drive internationally to reduce restrictive prac-
tices. In the UK, there is a government directive to reduce all
forms of restrictive practices, with an objective of ending the
use of prone (face-down) restraint; restrictive practices should
only be used as a last resort in emergency situations (Department
of Health, 2014). There is also a focus on corporate responsibil-
ity; each Trust Board should be fully informed of the position of
their Trust on restrictive practices and the management plan to
reduce their use, should identify an executive director to lead on
recovery approaches and reducing restrictive practices, and
should publish an annual report on its use of restrictive inter-
ventions (Mental Health Network, 2014).

Low-level evidence regarding interventions to reduce seclu-
sion includes the following: increased monitoring and regulation,
leadership changes, staff training and changes, improved staff to
patient ratios, treatment plan improvements and even aromather-
apy (Gaskin et al., 2007). Recently, one study found that the
introduction of body cameras for staff has led to a reduction in
untoward incidents (Hardy et al., 2017).

Training is important when trying to reduce restrictive prac-
tices. Recognising the early signs of agitation is crucial, with the
aim of reducing further restrictive interventions, and staff should
be trained in the use of techniques aimed at defusing anger. NICE
(2015b) recommends that all staff receive training in de-escalation,
although we note that a systematic review of 38 observational
studies concluded that overall the quality of evidence was low and
the findings were inconsistent, so the positive effects from training
staff in de-escalation techniques could not be confirmed (Price
et al., 2015). A large number of companies also offer prevention
and management of violence and aggression (PMVA) training pro-
grammes (Bowers et al., 2006) as well as ‘breakaway’ training ses-
sions to help staff to escape when they are being physically
attacked. As yet, there are no nationally agreed recommendations
regarding how and when such techniques should be used, and the
effectiveness of the training approaches currently offered is largely
unsupported by evidence (McKenna and Paterson, 2006).
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Rapid tranquillisation practice in the UK

In 2016, the Prescribing Observatory for Mental Health
(POMH-UK; Barnes and Paton, 2011) initiated a quality
improvement programme in mental health services addressing
RT in the context of the pharmacological management of acute
disturbance (POMH-UK, 2017). A total of 58 specialist mental
health Trusts or healthcare organisations participated in the
baseline clinical audit and submitted data on 2172 episodes of
acute disturbance in patients on acute adult (n = 1455), psychi-
atric intensive care (n = 444) or low, medium or high secure
wards (n = 273) (POMH-UK, 2017). Being the largest audit of
such practice, the data provide a useful insight into the clinical
management of acute disturbance in mental health services in
the UK. In the vast majority of episodes (n = 2061; 95%), one
or more non-pharmacological interventions were employed.
Predominantly, these were de-escalation strategies (verbal de-
escalation and/or distraction and/or removal of precipitating
factors), control and restraint, or observation. Control and
restraint was approximately three times more likely to be used
in association with parenteral medication, as compared with
oral medication (POMH-UK, 2017).

For these episodes of acute disturbance, oral medication only
was administered in half (n = 1091; 50%). Parenteral (IM and/or
1V) medication only was given in 43% of episodes (n = 936); this
was almost all administered 1M, the use of IV medication being
limited to only two instances of IV haloperidol usage. A combi-
nation of oral and IM/IV medication was given in 145 (7%) of
episodes. In over four-fifths of episodes (n = 1756; 81%), the
patient was already prescribed regular antipsychotic medication
and for 5% this was high dose. The administration of additional
antipsychotic medication for acute disturbance tipped the total
daily dosage over the high-dose threshold for patients in a further
13% of episodes (POMH-UK, 2017).

Of the episodes of acute disturbance for which an oral medi-
cation was used, this was most commonly an oral benzodiazepine
alone (n = 726; 59%). An oral benzodiazepine was also used in
combination with oral antipsychotic medication in 15% of epi-
sodes and with oral promethazine in a further 5%. The choice of
oral benzodiazepine was lorazepam in over 90% of cases, with a
median dose of 1 mg. In addition to its use in combination with
an oral benzodiazepine, oral antipsychotic medication was used
on its own in 12% of such episodes and with oral promethazine
in 2%. Haloperidol was by far the most commonly used oral
antipsychotic medication, in nearly three-quarters (72%) of
cases, with a median dose of 5 mg (POMH-UK, 2017).

An IM benzodiazepine was administered in two-thirds (67%)
of episodes where parenteral medication was used and in over a
third of instances (39%) was the only 1M medication. Lorazepam
was almost invariably the IM benzodiazepine used (99% of
instances), with a median dose of 2 mg. An IM antipsychotic medi-
cation was used in half (50%) of such episodes and for around a
fifth of episodes (18%) was the only IM medication used. IM halo-
peridol was the antipsychotic most commonly prescribed (67%),
with a median dose of 5 mg. Other IM antipsychotics used were
IM aripiprazole (14%), IM olanzapine (9%), IM promazine (1%)
and IM levomepromazine (1%). IM promethazine alone was
administered in 74 (7%) of episodes (POMH-UK, 2017).

Combinations of IM medications were used in 381 episodes,
including 295 cases with IM benzodiazepine plus IM antipsy-
chotic. The most common combination was IM lorazepam plus IM
haloperidol. The combination of IM promethazine plus IM antip-
sychotic (n = 44; 4%) was used relatively infrequently, despite
being the recommended combination in the NICE Guideline NG10
(NICE, 2015b). The combination of IM benzodiazepine plus IM
promethazine (n = 42; 4%) was used almost as frequently as IM
promethazine plus IM antipsychotic. It also suggests that around
one quarter of patients did not respond to RT (POMH-UK, 2017).

Nationally, there is evidence of poor adherence to physical
health monitoring recommendations. The POMH-UK audit found
that there was no documented physical health monitoring in the
hour after RT in 42% (n = 450) of episodes and in 45% (n = 201)
of these episodes no line-of-sight psychiatric observations were
recorded either. Thus, in almost 20% of the episodes recorded
nationally there was no documented monitoring (physical health
or psychiatric) in the hour following RT (POMH-UK, 2017).

National guidelines

In the UK, the most prominent current clinical guideline on
RT is entitled Violence and aggression: Short-term manage-
ment in mental health, health and community settings (NG10,
NICE, 2015h). This was an update of a previous guideline
(CG25) published in 2005 (NICE, 2005). NICE also published
an additional guideline (NG11) on prevention and interven-
tion for challenging behaviour presented by people with learn-
ing disabilities (NICE, 2015c). RT is mentioned in current
NICE guidelines for psychosis and schizophrenia (NICE,
2014a), bipolar disorder (NICE, 2014b) and dementia (NICE,
2006), all of which point to CG25 for detailed recommenda-
tions, as they were published prior to NG10. NICE antenatal
and postnatal mental health guidelines provide additional spe-
cific recommendations for RT in pregnancy (NICE, 2014c). In
addition to these guidelines, which provide comprehensive
clinical recommendations, NICE has also reviewed specific
medications used in RT including IM promethazine (NICE,
2014d) and inhaled loxapine (NICE, 2013). This information
is subsumed within NG10.

NG10 refers to the use of pharmacotherapy in three specific
situations: (i) in an individualised management package to
decrease the risk of violence or aggression; (ii) as required
(PRN) medication as part of a strategy to de-escalate or pre-
vent situations that may lead to violence and aggression; and
(iii) in the context of RT. This is a useful basic framework
when drawing up treatment plans. NICE recommendations
also include developing a multidisciplinary strategy targeting
specific symptoms as soon as a patient at risk of violence or
aggression is admitted to an inpatient unit, which should then
be reviewed at least weekly. If RT is being used, it is recom-
mended that a senior doctor reviews the medication regimen at
least daily. There should be clarity about the rationale and cir-
cumstances for PRN medication with maximum daily doses
specified that should ordinarily not exceed British National
Formulary (BNF) (Joint Formulary Committee, 2017) limits
except under the direction of a senior doctor.



MAHI -

STM -

122 - 595

Journal of Psychopharmacology 00(0)

In terms of drug choice for RT, NICE recommends either IM
lorazepam alone or IM haloperidol plus IM promethazine for RT
in adults, taking the following factors into account: the patient’s
preferences or advance statements and decisions; pre-existing
physical health problems or pregnancy; possible intoxication;
previous response to these medications, including adverse
effects; potential for interactions with other medications; and the
total daily dose of medications prescribed and administered. IM
lorazepam is preferred if there is limited clinical information
available, if the patient has not been prescribed antipsychotic
medication before, if there is evidence of cardiovascular disease
including a prolonged corrected QT interval (QTc), or if no elec-
trocardiogram (ECG) has been carried out (NICE, 2015b). If
there is a partial response to IM lorazepam, a further dose is rec-
ommended. However, if there is no response, IM haloperidol plus
IM promethazine is recommended for consideration. Similarly, if
there is a partial response to IM haloperidol plus IM promethaz-
ine a further dose is suggested, but if there is no response, IM
lorazepam is recommended if it has not already been used. If it
has, then a review and possible second opinion is suggested.

In the UK, NICE guidelines are complemented by those pro-
duced by the British Association for Psychopharmacology
(BAP). Those relating to, for example, schizophrenia (Barnes
et al., 2011) and bipolar disorder (Goodwin et al., 2016) provide
additional recommendations regarding the generic treatment of
these conditions, which will contribute to an overall decrease in
risk of acute disturbance. However, with the exception of the
BAP perinatal guidelines (McAllister-Williams et al., 2017) there
are no specific recommendations made with regards to RT.

Other documents that are relevant to prescribers managing
acute disturbance include the Royal College of Psychiatrists con-
sensus statement on the use of high-dose antipsychotic medica-
tion (Royal College of Psychiatrists, 2014), recommendations on
the use of licensed medication in unlicensed situations (Royal
College of Psychiatrists Psychopharmacology Committee, 2017),
and prescribing guidance for unlicensed medicines by the
General Medical Council (GMC, 2013).

International perspectives

The most recent comprehensive review of the evidence base for
the management of acute disturbance is a consensus document
produced by the World Federation of Societies for Biological
Psychiatry (WFSBP) (Garriga et al., 2016). The guideline was
developed after a systematic review, and a consensus exercise of
24 international experts from different countries based on the
Delphi method.

Their recommendations emphasised that proper assessment
of acute disturbance includes ruling out any possible medical
cause as a first step. The differential diagnosis process should
include not only a review of the medical and psychiatric history,
but also a timely reconstruction of the episode of acute distur-
bance, physical, neurological and mental examination as well as
a minimum set of complementary explorations (vital signs, capil-
lary glucose, oxygen saturation and urine toxicology test). Verbal
de-escalation is recommended before pharmacological interven-
tion together with environmental modifications and a focus on
strategies to enhance engagement with the patient during all
aspects of the clinical management process. Physical restraint
should be considered a last-resort strategy. For pharmacological

treatment, the WFSBP guidelines suggest the patient should be
involved as much as possible in the selection of the medication.
Pharmacological treatments should match the underlying
condition and, if no specific diagnosis is achieved, acute distur-
bance should be considered to emerge from a medical cause. In
acute disturbance due to a medical condition or alcohol intoxica-
tion, the WFSBP guidelines suggest that antipsychotics should be
preferred over benzodiazepines. If acute disturbance is due to
alcohol withdrawal, then the use of benzodiazepines over antip-
sychotics is advised. If a psychiatric disorder is causing the acute
disturbance, antipsychotic medication is recommended for psy-
chotic agitation whereas benzodiazepines should be considered
for non-psychotic agitation. The route of medication administra-
tion will depend on the severity of the scenario and the degree of
patient cooperation, prioritising non-invasive formulations (oral
or inhaled) over IM/IV routes. It advises attempts to achieve
monotherapy, avoiding medication combinations where possible.
Medication adjustment for renal and/or hepatic impairment as
well as in the elderly has to be considered (Garriga et al., 2016).
Guidelines highlight a need to increase critical discussion on
effective interventions in the management of acute disturbance
and in recent years the literature has expanded. This includes the
early consensus work of Allen et al. (2001, 2005) as well as rel-
evant reports by: the American Association for Emergency
Psychiatry (Holloman and Zeller, 2012) with Project BETA, the
American College of Emergency Physicians (Lukens et al.,
2006); and the Joint Commission on Accreditation of Healthcare
Organisations and the Centres for Medicare and Medicaid (The
Joint Commission, 2000). The current WFSBP guidelines
(Garriga et al., 2016) were preceded by agitation guidance sec-
tions in other documents related to the management of schizo-
phrenia and mania (Grunze et al., 2010; Hasan et al., 2012).
Other European societies have also created guidelines, including
the Awustrian Society for Neuropsychopharmacology and
Biological Psychiatry (Kasper et al., 2013; Frey et al., 2015).

A patient’s perspective

The following excerpt was provided by a member of the consen-
sus group who has lived experience of acute inpatient clinical
settings and is the patient representative on the Executive
Committee of the National Association of Psychiatric Intensive
Care Units.

Patients so acutely disturbed to be considered for RT are
extremely fearful of almost anything they cannot easily under-
stand. All comparisons are likely iniquitous; trust in almost eve-
rything is virtually impossible. Worse still, if such fragility of
trust is dashed, this can lead to aggression, or even violence. This
emphasises the importance that RT should only be used when
severe disturbance, aggression or violence is deemed to be immi-
nent. Within this context, we consider how we might most effec-
tively bring about a calmer state avoiding further harm to the
patient, others or objects.

To be rapid, the efficacy of tranquillisation is fostered by the
route of least ambiguity, measured by the willingness of both the
patient and clinician to engage. Deviation from a clear simple
approach may have the effect of loading years to the process of
recovery. Consequently, listening and careful observation of the
patient and environment are advised as this may yield clues to
what triggered the heightened anxiety. Recent change of people
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or objects may be exacerbating factors and addressing these may
help calm the patient. Extreme care in introducing no more
anomalies is advised. ldeally, changes should be explained by
whoever is considered most trusted and a single communicator
will reduce confusion. However stressful the situation becomes,
clinicians should be easily identifiable, well trained and present-
ing positively and confidently in their actions as lack of confi-
dence will exacerbate the anxiety of the patient.

Further, only medicines and routes of administration that cli-
nicians are confident and sure of should be used. Lack of confi-
dence can reduce effectiveness. Communication with the patient
as soon as is sensible is key and should include an explanation of
the procedure they have been through and why, with great care
given to instil feelings of hope. Carefully tailored reward for
patient participation towards manageable and sustainable goals
can be considered. Post-treatment sharing of both patient and cli-
nician experience is essential to evolve improved specific and
general protocols. Clinicians from all disciplines across all health
services should share common practices (Allen et al., 2003;
NICE, 2012) as this will result in fewer patient presentations
through greater understanding.

Guideline scope

The BAP has published a series of evidence-based guidelines for
the use of drugs in patients with psychiatric disorders with an
emphasis on producing comprehensive, concise and useable
guidance based on a review of the relevant evidence (see https://
www.bap.org.uk). The National Association of Psychiatric
Intensive Care and Low Secure Units (NAPICU) has a long his-
tory of promoting best multidisciplinary practice in clinical ser-
vices that manage acute disturbance and challenging behaviour
in mental disorders (see http://www.napicu.org.uk). The goal of
this joint BAP-NAPICU guideline is to provide recommenda-
tions for healthcare professionals in the use of de-escalation
methods and psychotropic medication for the clinical manage-
ment of acute disturbance. Most of the evidence reviewed here
relates to emergency psychiatric care or acute psychiatric inpa-
tient care, although we also sought evidence relevant to other
common clinical settings including the general acute hospital and
forensic psychiatry. These guidelines are designed to be comple-
mentary to previous guidelines and reports. For example, the
most recent NICE guidelines reviewed RCT evidence for the use
of medications for acute disturbance, although they placed rela-
tively less emphasis on the use of oral formulations of medication
(NICE, 2015b).

At the outset it was decided that we would not attempt to carry
out a comprehensive review of evidence for the management of
acute disturbance relating to children and young people, those
with a learning disability or traumatic brain injury, or older adults
with or without dementia. Although these are important topics,
the paucity of good evidence relating to these groups would make
it impossible to write similarly evidence-based recommenda-
tions. Further, we have not reviewed the numerous clinical rating
scales for measuring the degree or frequency of acute disturbance
and the outcomes of management approaches (for a recent review
see Garriga et al., 2016). Staffing, cultural influences and judicial
settings are also not considered. The use of seclusion as an inter-
vention, as well as physical and mechanical restraint measures

and techniques are briefly described above, but we have not
reviewed them extensively and make no recommendations.

Method

A group of experts was invited to an initial meeting in June 2017
organised jointly by the BAP and NAPICU. Expert participants
were asked to review key areas and highlight recent data from sys-
tematic reviews, RCTs or observational studies. After each brief
presentation, a discussion of the important issues identified areas
of agreement or uncertainty. A literature review was then con-
ducted to compile the evidence for the key areas on which the con-
sensus points had been based. This review, together with proposed
recommendations and their evidence grading, was circulated to
members of the consensus group and discussed in January 2018 at
a second smaller meeting of the experts. Their feedback was, as far
as possible, incorporated into the final version of these guidelines.

The guideline recommendations are linked to relevant evidence
through the literature review. However, our methodology and avail-
able funding did not allow for a systematic review of all possible
data from primary sources. Existing systematic reviews, RCTs and
observational studies were identified from PubMed, Medline and
EMBASE and from the Cochrane Database. Published NICE
guidelines on RT (CG25, NICE, 2005; NG10, NICE, 2015b; and
Quality Standard QS154, NICE, 2017) were also considered.

The categories of evidence applied to the literature reviewed
and the strength of the recommendations made are described in
Table 1, which is derived from work by Shekelle et al. (1999) on
the development of clinical guidelines. RCTs must have an appro-
priate control treatment arm. For primary efficacy this should
include a placebo condition, although for psychological interven-
tions this may not be feasible. ‘Strength of recommendation’ is
rated A to D according to category of evidence. A lower rating
implies a less extensive or robust body of evidence but not neces-
sarily lesser clinical importance. The S category represents a
standard of care, which describes a consensus based on good prac-
tice standards rather than evidence. In the guideline, the recom-
mendations are grouped altogether (see Recommendations for
interventions), rather than at the end of each section of evidence
reviewed to enable the reader to see the foundations, upon which
the algorithm is based, all in one place.

There are a number of factors that should be considered when
deriving recommendations for practice from the existing evi-
dence base:

e For RCTs of RT, trials vary in design and most have a
relatively small sample size. Further it is challenging to
design trials to demonstrate whether pre-emptive use of
oral medication pre-RT leads to reduced need for paren-
teral RT.

e Primary outcome measures are multiple, diverse and meas-
ured at different pre-set time points. Further, they com-
monly include achieving sedation or the state of falling
asleep or time to desirable state. The proportions of partici-
pants who become calm are not consistently reported.

e With respect to ‘onset of action’, the populations treated
in clinical trials are very different. Onset of sedation and
tranquillisation is often reported in trials but how that
relates to treatment of acute disturbance is not defined.
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Table 1. Categories of evidence and strength of recommendations.

Categories of evidence for causal relationships and treatment

Ta: Evidence from meta-analysis of randomised controlled trials

Ib: Evidence from at least one randomised controlled trial

IIa: Evidence from at least one controlled study without randomisation
IIb: Evidence from at least one other type of quasi-experimental study

III: Evidence from non-experimental descriptive studies, such as comparative studies, correlation studies and case-control studies
IV: Evidence from expert committee reports or opinions and/or clinical experience of respected authorities

Strength of recommendation

A: Directly based on category I evidence from meta-analysis of randomised controlled trials, at least one large, good quality, randomised controlled

trial or replicated, smaller, randomised controlled trials

B: Directly based on category II evidence from meta-analysis of randomised controlled trials, at least one large, good quality, randomised con-
trolled trial or replicated, smaller, randomised controlled trials, or extrapolated a recommendation from category I evidence

C: Directly based on category III evidence from non-experimental descriptive studies, such as uncontrolled, comparative, correlation and case-
control studies, or extrapolated recommendation from category I or II evidence

D: Directly based on category IV evidence from expert committee reports or opinions and/or clinical experience of respected authorities, or ex-

trapolated® recommendation from category I, II or III evidence
S: Standard of good practice

aExtrapolation may be necessary because of evidence that is only indirectly related, covers only a part or the area of practice under consideration, has methodological

problems or is contradictory.

e RCTs of RT conducted in other countries with different
healthcare systems or in different healthcare settings may
or may not be generalisable to the UK setting. Similarly,
RCTs conducted in acute hospital settings are not neces-
sarily generalisable to psychiatric settings as in the for-
mer there is ready access to both anaesthetists and the
equipment required to deal with medical emergencies
caused by over-sedation.

e Ethical considerations, particularly the requirement that
participants in research studies give informed consent,
make it difficult to conduct RCTs of RT; this is particu-
larly true in UK settings.

e Patients who are able and willing to give informed con-
sent to participate in such RCTs are less behaviourally
disturbed than those who receive RT in routine clinical
practice. Thus, the findings of such studies may not be
directly extrapolated to more severely disturbed patients
for whom clinicians are likely to use tried and tested
methods to defuse high-risk situations.

e Trials evaluating the use of an antipsychotic in RT, as
compared with placebo, recruit participants who are not
already receiving regular antipsychotic medication.
Consequently, treatment with a single antipsychotic is
confirmed as reducing acute disturbance more effectively
than placebo, but the common clinical practice of adding
asecond PRN antipsychotic to manage acute disturbance,
for a patient already prescribed one antipsychotic regu-
larly, is untested in clinical trials.

e Inclinical practice, the initial attempt at RT fails to achieve
sedation or a state of calmness in a significant minority of
participants. In such cases, there is very limited evidence on
which to base recommendations for further interventions.

De-escalation

De-escalation is commonly practised in many mental health set-
tings. One study of English acute inpatient services showed that

over half (53%) of the patients were subject to de-escalation in
the first two weeks of their admission (Lavelle et al., 2016).
De-escalation is described as potentially useful in averting the
need for physical restraint and it is suggested that de-escalation
should generally precede and accompany the use of RT or seclu-
sion (NICE, 2015b). De-escalation can also involve the use of
purpose-designed de-escalation rooms or temporary separation
from other patients (Royal College of Nursing, 2016).

De-escalation can be considered as a process with discrete
phases and identifiable components. Various articles have
described theoretical models of de-escalation as involving a
series of stages either as a linear process (Bowers, 2014; Paterson
et al., 1997) or a circular process (Dix and Page, 2008). The lin-
ear model of Bowers (2014) comprised delimiting (establishing
safety), clarifying (identification of the patient perspective or
need) and resolving (negotiation) to reach a mutual solution. This
has some parallels with research in a Danish mental health setting
based on staff interviews, where the first phase was described as
involving creating a ‘safe place’ including managing physical
distance and environment, and the second phase was establishing
mutual relations with empathy, which then underpins the phase
of collaborative problem solving (Berring et al., 2016).

Gaynes et al. (2016) conducted a systematic review of the lit-
erature examining strategies for preventing aggressive behaviour.
Broad criteria allowed inclusion of studies of non-pharmacologi-
cal interventions and articles included: risk assessment, multi-
modal programmes, environmental or group psychotherapeutic
interventions and medication protocols. From 1983 papers of
initial interest, 17 RCTs met their inclusion criteria; of these, only
one RCT incorporated de-escalation but was not described in
detail. This RCT evaluated the introduction of ‘six core strate-
gies’ in a multimodal intervention in a Finnish high-security ser-
vice for men. Patient-days with seclusion, restraint or room
observation reduced from 30% to 15% for intervention wards
versus from 25% to 19% for control wards conducting treatment
as usual (p < 0.001). Recorded violent incidents reduced from
1.1% to 0.4% for the intervention wards and from 0.1% to 0% for
control wards (Putkonen et al., 2013).
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In the UK, the Safewards Model was evaluated in a cluster
RCT of 31 adult acute wards. This model highlighted aspects of
working in wards that are considered to identify potential ‘flash-
points’ and described 10 interventions, each of which were
designed to contribute to a decrease in conflict or improve man-
agement such that the need for containment is reduced. The RCT
reported that staff can successfully intervene to manage flash-
points to significantly reduce conflict incidents (14.6% decrease;
95% confidence interval, Cl, 5.4-23.5%; p = 0.004) and the use of
physical restraint, seclusion and RT (23.6% decrease; 95% ClI
5.8-35.2%; p = 0.001) (Bowers et al., 2015). One of the interven-
tions was a specific de-escalation element (Bowers 2014) but this
was not evaluated individually and thus the degree of contribution
to the overall results obtained is difficult to determine. A large
Australian pre-/post-design study involving 18 wards failed to
replicate these results; this study found no reduction in restrictive
practices including seclusion (p = 0.76; Hamilton et al., 2016).

In a non-systematic review of the qualitative literature on de-
escalation, 11 of 94 articles were selected for inclusion from
which de-escalation components were identified (Price and
Baker, 2012). The need to ‘behave empathically and respectfully’
was highlighted and a number of key themes were identified
including: staff skills and characteristics of successful de-escala-
tors; maintaining personal control; verbal/nonverbal skills; and
de-escalation context. Collaborative problem-solving and com-
passionate non-confrontational limit setting were also identified
as options (Price and Baker, 2012). Kuivalainen et al. (2017) con-
ducted a qualitative analysis and found that 27% of 133 incident
forms for de-escalation in a forensic setting identified some
method of environmental management.

Price et al. (2018) conducted semi-structured interviews with
inpatient ward staff, including three psychiatric intensive care units
in the UK. Their findings suggested that staff differentiated
between ‘non-physical control techniques’ and ‘support tech-
niques’, the latter representing discrete de-escalation skills and
encompassing reframing, problem identification and solving, dis-
traction, reassurance and passive intervention. They highlighted
the significance of assessment but also the role of trial and error in
attempting to establish which combination of techniques may
work best. Similarly, a questionnaire-based survey of nursing staff
(n = 72) investigated the nature of de-escalation in secure mental
health settings and identified a series of key skills including
expressing empathy, care, humour and using distraction and calm-
ness (Hallett and Dickens, 2015). Further components included
displaying self-control to present in a calm manner, managing the
environment (including use of other staff and use of separation)
and careful attention to ensure the dignity of the patient was not
compromised (Hallet and Dickens, 2017). Providing soothing
activities may facilitate emotional regulation (Champagne and
Stromberg, 2004). The use of humour may seem intuitively inap-
propriate in a context in which aggression is imminent and distress
evident, but careful and respectful usage may change the patient’s
emotional experience, subverting what may be the dominance of
anger (Paterson and Leadbetter, 1999).

Key de-escalation components are considered in two authori-
tative guidelines. An American Association for Emergency
Psychiatry consensus statement highlights a number of character-
istics for effective de-escalation including: the establishment of
verbal contact; not being provocative; being concise; listening
closely to the patient; respecting their personal space; trying to

agree or agree to disagree; offering choices and optimism; setting
clear limits; identifying the wants or feelings of the patient; and
debriefing the patient and staff (Richmond et al., 2012). In the
UK, NICE Guideline NG10 highlights: establishing a working
relationship; avoiding provocation; empathising and showing
respect; assessing the situation; separating the patient; negotiat-
ing; distracting; non-confrontational limit-setting; self-regulatory
procedures; and proactive de-escalation planning (NICE, 2015b).
Table 2 summarises the interventional components of de-escala-
tion emanating from a review of the literature and provides a
brief explanation of each interventional component.

Where acute disturbance may be predictable in a known
patient, it is suggested that individualised de-escalation plans
should be developed in partnership with the patient, identifying
their preferred responses with appropriate adaptations made
where the patient has a sensory impairment (Austen, 2005;
Department of Health, 2014). Where the patient is not known to
staff, general components of de-escalation should be considered.
A single member of staff should lead in communicating with the
patient (NICE, 2015b; Richmond, et al., 2012). Consideration
should be given to environmental change, but staff should remain
mindful that the patient’s needs for personal space may increase
as arousal escalates (Turnbull et al., 1990). The exact nature of
the de-escalation intervention will be informed by continual
(risk) assessment, dynamic reflection and ongoing identification
of the patient’s needs; priorities may shift, evolve and fluctuate
both during an individual incident and across time (Price et al.,
2018; Richter, 2006).

Overall, there is widespread advocacy of de-escalation as an
intervention (Department of Health, 2014; NICE, 2015b) with a
number of theoretical conceptualisations of the process (Hallet
and Dickens, 2017) and a variety of descriptions of the suggested
components (Bowers, 2014; Dix and Page, 2008; Paterson and
Leadbetter, 1999; Price and Baker, 2012). Nonetheless, there is a
paucity of high-quality research evidence demonstrating the
effectiveness of specific components of de-escalation.

Benzodiazepines

All benzodiazepines share a common mechanism of action and
produce a range of similar effects including anxiolytic, hypnotic,
muscle relaxant and anticonvulsant. The individual benzodiaze-
pine medications vary in their propensity for these effects
depending on their potency and pharmacokinetics and this should
inform the choice of benzodiazepine used for the indication
(Baldwin et al., 2013). Benzodiazepines also vary in terms of
their available formulations and this will further differ between
countries; this is related to availability as well as the convenience
of formulations (e.g. lorazepam injection requires refrigeration).

Pharmacokinetics

When benzodiazepines are administered intramuscularly, Tmax
is generally much shorter than for oral formulations (see Table
3); this can be helpful when a swift onset of action is important.
However, Tmax for lorazepam is not much shorter for the IM
formulation compared to the oral formulation. Further, loraze-
pam has a maximum licensed oral dose of 4 mg daily but despite
bioequivalence between oral and IM doses, the licensed IM dose
can be much higher, as it is based on the weight of the patient
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Table 2. De-escalation components.

Component

Description

Highest level of evidence

Other relevant citations

Continual risk
assessment

Self-control
techniques

Avoidance of
provocation

Respect pa-
tient space

Management
of environ-
ment

Passive
intervention
and watchful
waiting

Empathy

Reassurance

Respect and
avoidance of
shame

Appropriate
use of humour

Identification
of patient
needs

Distraction

Negotiation

Reframing
events for
patient

Non-confron-
tational limit
setting

Dynamic cycles of micro-assessment are required.
These entail continually monitoring the nature/de-
gree of risk including responses to staff efforts.

Exposure to aggression can have an impact on staff
emotional regulation, which needs to be actively and
consciously managed.

Understanding and seeking to avoid known triggers
or otherwise behaving in a way likely to provoke
aggression.

Staff should actively increase the personal space they
afford the patient to decrease any perceived threat.

Moving other patients away or suggesting to the
patient that the location of interaction is moved to
another room or offering a choice of preferred activity
that the patient finds soothing can modify the level
of stimulation.

Consciously minimising the cognitive load of the
patient who may be struggling to sustain emotional
regulation whilst actively assessing the situation.

Display empathy verbally and non-verbally. Appear-
ing calm is helpful, but an acknowledgment of the
patient’s distress via mirroring can be helpful.

Fear or shame may underlie overt aggression. Reassur-
ing the patient that they are safe, respected, valued
and that nobody will harm them, can be critical.

Shame may trigger aggression in patients and staff.
Seeking solutions that allow the patient to retain
their dignity is important.

Changing the emotional dynamic of a situation
underpins de-escalation and the appropriate but
importantly empathic use of humour may do this.

Aggression should be understood as an expression of
a need for the patient. Identifying and resolving that
need may help avert violence.

Distracting the person by changing the focus of the
interaction may reduce their distress and decrease
their arousal.

Identifying mutual goals and a shared consensus may
consider underlying control issues as root cause of
aggression.

Emotions arise from an interpretation of an event
that involves judgements about the motivation of
others. Cautious exploration of alternative interpreta-
tions may prove helpful.

Explaining the situation calmly, where possible
presenting the patient with a choice and avoiding
issuing ultimatums.

Hallet and Dickens (2015): qualitative study
surveying medium secure unit staff (n = 72);
six core themes identified

NICE (2015b): national guideline

Richmond et al. (2012): consensus statement
at a national level

NICE (2015b): national guideline

Kuivalainen et al. (2017): qualitative analysis
of incident forms (n = 133) in a forensic set-
ting; thematic analysis identified this compo-
nent in 27% of incidents

Price et al. (2018): qualitative interviews
(n = 20) with staff from five acute services;
thematic analysis identified six sub-themes,
including this component

NICE (2015b): national guideline

Hallet and Dickens (2015): qualitative study
surveying medium secure unit staff (n = 72);
six core themes identified; this component was
a sub-theme of communication

Berring et al. (2016): multiple qualitative case
studies (n = 42) across a variety of clinical set-
tings; this component was repeatedly identified

Hallet and Dickens (2015): qualitative study
surveying medium secure unit staff (n = 72);
six core themes identified; this component was
a sub-theme of interpersonal skills

Berring et al. (2016): multiple qualitative case
studies (n = 42) across a variety of clinical
settings; this component was described in
multiple cases (n = 5)

Hallet and Dickens (2015): qualitative study
surveying medium secure unit staff (n = 72);
six core themes identified; this component was
described by n = 14

Richmond et al. (2012): consensus statement
at a national level

Price et al. (2018): qualitative interviews (n
= 20) with staff from five acute services; the-
matic analysis identified this component

Hallet and Dickens (2015): qualitative study
surveying medium secure unit staff (n = 72);
50% (n = 36) described this specific component

Dix and Page (2008); Price and
Baker (2012); NICE (2015b)

Bowers (2014); Paterson and
Leadbetter (1999); Richter
(2006)

NICE (2015b); Richter (2006)

Berring et al. (2016); Paterson
and Leadbetter (1999); Rich-
mond et al. (2012); Turnbull
et al. (1990)

Bowers (2014); Hallet and
Dickens (2015); NICE (2015b);
Paterson and Leadbetter
(1999); Price and Baker (2012)

Lowry et al. (2016); NICE

(2015b)

Berring et al. (2016); Bowers
(2014); Richter (2006); Turn-
bull et al. (1990)

Berring et al. (2016); Nau
et al. (2009); Price et al.
(2018)

Bowers (2014); Lavelle et al.
(2016); NICE (2015b); Price
and Baker (2012); Richmond
et al. (2012); Richter (2006)

Berring et al. (2016); Paterson
and Leadbetter (1999)

Bowers (2014); Dix and Page
(2008); Kuivalainen et al.
(2017); Price et al. (2018);
Richmond et al. (2012)

NICE (2015b)

Dix and Page (2008); Duper-
ouzel (2008); Mavandadi et al.
(2016); NICE (2015b); Paterson
and Leadbetter (1999)

NICE (2015b); Price and
Baker (2012); Richmond et al.
(2012); Richter (2006)
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Table 3. Benzodiazepine formulations.
Medication Route Formulation Bioavailability Time to maximum plasma
concentration (Tmax)
Clonazepam Oral Tablets 90% 1-4 hours
Liquid 90% 1-4 hours
M Injection 93% 3 hours
Diazepam Oral Tablets 76% 30-90 minutes
Liquid 76% 30-90 minutes
M Injection Erratic Erratic
v Injection (emulsion) 100% <15 minutes
Lorazepam Oral Tablets 100% 2 hours
M Injection 100% 1-1.5 hours
v Injection 100% seconds/minutes
Midazolam Buccal Oromucosal solution 75% 30 minutes
M Injection >90% 30 minutes
v Injection 100% seconds/minutes

IM: intramuscular; IV: intravenous.

(0.025-0.03 mg/kg every 6 hours; 1.75-2.1 mg for an average 70
kg man) (Pfizer Ltd, 2014). Oral lorazepam has a Tmax of 2
hours and there is no risk of accumulation on repeated dosing.

For midazolam injection, absorption is rapid and complete,
with peak plasma concentration achieved within 30 minutes. It
has a faster onset of action (5-20 minutes) than lorazepam and
some antipsychotics (Baldacara et al., 2011; Isbister et al., 2010;
Martel et al., 2005; Nobay et al., 2004; TREC Collaborative
Group, 2003). Unlike most other benzodiazepines, midazolam is
water soluble hence it has a short half-life. In contrast, both diaz-
epam and clonazepam have long half-lives and active metabo-
lites, so multiple dosing is associated with a risk of accumulation
and thus a risk of cumulative adverse effects.

Oral

The efficacy of buccal midazolam has only been assessed in a
small service evaluation (n = 27) in which it was found to reduce
agitation (measured indirectly using the Behavioural Activation
Rating Scale) (Swift et al., 2002) in 70% of participants within 30
minutes (Taylor et al., 2008). Other oral benzodiazepines have
also been used but data are very sparse; for example, Barbee et al.
(1992) reported a single randomised double-blind trial for oral
alprazolam plus oral haloperidol versus oral haloperidol alone (n
= 28) but alprazolam is not commonly used in the UK. Review of
the literature did not reveal any studies evaluating oral loraze-
pam, clonazepam or diazepam as monotherapy; despite this,
other guidelines still recommend the use of oral lorazepam
(NICE, 2005; Wilson et al., 2012b).

Oral versus intramuscular

A larger (n = 162) trial by Currier et al. (2004) replicated findings
from an earlier study (n = 37; Foster et al., 1997) demonstrating that
both oral and IM lorazepam had a similar clinically significant
effect by 30 minutes after administration, with the effects of both
lasting for at least 120 minutes, although this was based on combi-
nation arms of oral risperidone plus oral lorazepam versus IM

haloperidol plus IM lorazepam. Therefore, there is no evidence of a
clear time advantage in using IM lorazepam when a patient is will-
ing to accept oral lorazepam. There is an absence of trial evidence
comparing the oral and IM preparations of other benzodiazepines.

Intramuscular monotherapy

Zaman et al. (2017) conducted a detailed review of the evidence
and practice of using benzodiazepines for acute disturbance
induced by psychosis; they included 20 RCTs (total n = 695) but
with no head-to-head studies. Overall, the evidence was weak
and most of the trials were too small to highlight differences or to
allow strong conclusions to be drawn to inform practice. The
authors concluded that there was no difference in improvement in
the medium term when benzodiazepines were compared to halo-
peridol (n = 188; five RCTs; RR 0.89; 95% CI 0.71-1.11); and
when benzodiazepines were compared to haloperidol plus pro-
methazine, there was a higher risk of lack of improvement with
benzodiazepines in the medium term (n = 200; one RCT; RR
2.17;95% CIl 1.16-4.05; Zaman et al., 2017).

A Canadian review similarly concluded that the evidence for
the comparative efficacy and safety of antipsychotics and benzo-
diazepines in RT was conflicting and inconclusive (CADTH,
2015). In essence, there are no large, well-designed trials of RT
conducted in the UK; the largest RCTs used to inform the UK
practice are the four Tranquilizacdo Répida-Ensaio Clinico
(TREC) trials (Rapid Tranquillisation Clinical Trials) and only
two of these included a benzodiazepine, see Box 1 and Table 4.

Lorazepam. Although relatively weak, there is more trial evi-
dence for the use of IM lorazepam than for all other parenteral
benzodiazepines (Zaman et al., 2017). IM lorazepam was eval-
uated in one of the TREC trials and was found to be effective
but less rapidly so than the combination of IM haloperidol plus
IM promethazine (see Box 1 and Table 4) (Alexander et al.,
2004). In a double-blind RCT (n = 201) IM lorazepam was less
effective than IM olanzapine when measured on the Excited
Component (subscale) of the Positive and Negative Syndrome
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There were four large RCTs, conducted in Brazil and India, that compared the effectiveness of a combination of IM haloperidol
plus IM promethazine with a range of other IM strategies, namely: IM midazolam (n = 301; TREC Collaborative Group 2003), IM
lorazepam (n = 200, Alexander et al., 2004), IM haloperidol (n = 316, Huf et al., 2007) and IM olanzapine (n = 300, Raveendran
et al., 2007). All trials recruited from psychiatric emergency rooms and, although primary outcomes differed between studies,
all reported on whether the patient was tranquil or asleep at 15-20 minutes after administration of the trial medication. These
studies have been criticised for using sleep as a desirable endpoint, but they remain the most methodologically robust studies of
RT conducted in psychiatric settings. See Table 4 for a summary of the primary and secondary outcomes relating to sedation as
measured by the composite outcome of being ‘tranquil or asleep’ as well as the outcome measure of being ‘asleep’. Potentially
serious adverse effects are also reported.

When considered together, the TREC studies lead to the conclusions that: (1) a combination of IM haloperidol plus IM promethazine
is more rapidly effective than IM lorazepam or IM haloperidol alone, and as rapidly effective and with a longer lasting sedative
effect than IM olanzapine; (2) only IM midazolam was more rapidly sedating than the combination of IM haloperidol plus IM
promethazine but respiratory depression was noted in one patient in the midazolam group; (3) IM haloperidol alone was associated
with an unacceptably high (6.4%) incidence of acute dystonia, in comparison to the combination of IM haloperidol plus IM
promethazine, and this contributed to the decision to stop the trial early after the interim analysis. Based on these trials, it can be
concluded that a combination of IM haloperidol 5-10 mg plus IM promethazine 25-50 mg is an effective and safe strategy for RT
(Huf et al., 2016; NICE, 2015b). The TREC Collaborative Group (2003) conducted a post-hoc analysis for diagnosis (misusing

substances vs psychosis) and found no difference in response to IM midazolam versus IM haloperidol plus IM promethazine.

Box 1. Overview of TREC trials.

Scale (PANSS-EC; Kay et al., 1987; Kay and Sevy, 1990) at 30,
60, 90 and 120 minutes (Meehan et al., 2001). IM lorazepam
was found to be more sedating than IM aripiprazole at 2 hours
(Zimbroff, 2007) .

Midazolam. A number of trials have demonstrated the efficacy
of the parenteral formulation as a sole RT agent, including one of
the TREC trials (TREC Collaborative Group, 2003). IM mid-
azolam leads to a quicker time to sedation than IM lorazepam or
IM haloperidol (Nobay et al., 2004). In one RCT on RT compar-
ing standard doses (10 mg or below) with high doses (above 10
mg) of IM droperidol, IM midazolam, IM haloperidol or IM dro-
peridol plus IM midazolam, the median time to sedation was 20
minutes in both dose groups and it concluded that a high dose did
not result in more rapid or effective sedation, but was associated
with double the incidence of side effects compared with standard
doses (Calver et al., 2013).

In a further RCT (n = 144) there were more participants in the
IM ziprasidone group who remained acutely disturbed at 15 min-
utes than in the IM midazolam and 1M droperidol groups respec-
tively (p = 0.01), but there was no difference in the number of
participants remaining acutely disturbed at 30 minutes (p = 0.08),
and at 45 minutes more of those in the midazolam group were
more acutely disturbed than in the IM droperidol and IM ziprasi-
done groups (p = 0.03), highlighting that action of IM midazolam
was rapid but not sustained (Martel et al., 2005). Another trial simi-
larly highlighted the problematic short half-life for IM midazolam
with its clinical effects not lasting as long as IM haloperidol or IM
lorazepam; times to arousal were reported as 81.9 minutes for IM
midazolam, 126.5 minutes for IM haloperidol and 217.2 minutes
for IM lorazepam (Nobay et al., 2004). Its short half-life was also
linked to the need for repeated doses; 62% receiving IM mida-
zolam required additional sedation as compared with IM mida-
zolam plus IM droperidol (41%) or IM droperidol alone (33%)
(Isbister et al., 2010). In an RCT conducted in Brazil, 70% of the
participants receiving IM midazolam plus IM haloperidol required
mechanical restraint, which was significantly higher than for the
other treatment arms: 1M ziprasidone (33%), IM haloperidol alone

(20%), IM haloperidol plus IM promethazine (17%), IM olanzap-
ine (3%) (Baldagara et al., 2011).

Others. There is no relevant evidence of efficacy for IM diaze-
pam in RT. In a very small double-blind trial (n = 16) IM clonaz-
epam was effective but slower acting than IM haloperidol
(Chouinard et al., 1993). One small study (n = 28) assessed IM
flunitrazepam for RT and found it to be as effective at 30 minutes
as IM haloperidol was in reducing the Overt Aggression Score
(OAS; Yudofsky et al., 1986) (F = 72.42; df = 6, 156; p < 0.001
time effect) but its effects were short lasting and wore off by 60
minutes (Dorevitch et al., 1999).

Intramuscular benzodiazepines in
combination with other medications

Benzodiazepines plus haloperidol. A recent meta-analysis
included 20 RCTs (with 695 participants) testing benzodiazepines
alone or in combination with other agents for acute disturbance
due to psychosis (Zaman et al., 2017). The conclusion was that tri-
als comparing IM benzodiazepines plus antipsychotics versus IM
benzodiazepines alone did not yield results with clear differences;
this was very low-quality evidence. In the short term (15 mins to 1
hour), IM lorazepam plus IM haloperidol was found to be more
sedative than lorazepam only (n = 47; one RCT; RR 1.92; 95% CI
1.10-3.35), although there was no difference in the medium term
(1-48 hours); this was low-quality evidence (Zaman et al., 2017).
In trials comparing the combination of a benzodiazepine plus an
antipsychotic versus the same antipsychotic alone (the antipsychotic
in all trials was IM haloperidol, which was combined with a variety
of benzodiazepines), there was no difference in the improvement
observed in the medium term (n = 185; four RCTs; RR 1.17; 95% CI
0.93-1.46); this was low-quality evidence. Yet sedation was more
common in the participants who received the combination, in both
the short term (n = 45; one RCT; RR 2.25; 95% CI 1.18-4.30) and
the medium term (n = 172; three RCTs; RR 1.75; 95% CI 1.14-
2.67); this was very low-quality evidence (Zaman et al., 2017).
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Of note, one small trial compared IM midazolam plus IM
haloperidol versus IM promethazine plus IM haloperidol.
Although medium-term sedation was higher in the IM mida-
zolam plus IM haloperidol group (n = 60; one RCT; RR 12.00;
95% CI 1.66-86.59), the same group was also at a higher risk of
showing no clinical improvement (global state) (n = 60; one
RCT; RR 25.00; 95% CI 1.55-403.99); this was very low-quality
evidence (Zaman et al., 2017).

Another meta-analysis (Ostinelli et al., 2017), with a focus on
the use of haloperidol in RT, reviewed two studies that compared
IM haloperidol alone versus IM haloperidol plus IM lorazepam
(n = 113) and one study where the adjunct benzodiazepine was
IM midazolam (n = 60). Significantly more of the participants
receiving IM lorazepam plus IM haloperidol were asleep after 3
hours (n = 67; one RCT; RR 1.83; 95% CI 1.11-3.02); fewer
participants in the combination group required more than one
additional injection (n = 67; one RCT; RR 1.05; 95% CI 0.87-
1.27); and by 30 minutes more participants showed overall
improvement (n = 45; one RCT; RR 2.67; 95% CI 1.25-5.68), a
difference that was not sustained; this was very low-grade evi-
dence. For the combination of midazolam plus haloperidol, no
advantage was found; this was very low-grade evidence with
only one small study (n = 60) (Ostinelli et al., 2017).

Although both meta-analyses above reviewed much of the
available evidence, two studies merit further mention here.
Baldacara et al. (2011) concluded that the combination of IM
midazolam plus IM haloperidol showed the worst results across
a range of observed parameters. Calver et al. (2013) conducted
a prospective study of parenteral sedation for acute disturbance
(n =171). High-dose medication was not associated with more
rapid sedation than standard dosage. Just over half of the par-
ticipants (54%) were prescribed high-dose medication and, in
the majority of these cases, the medication was a combination
of IM midazolam plus an IM antipsychotic (droperidol or
haloperidol).

Benzodiazepine plus promethazine. There is no trial evidence
that we are aware of that specifically evaluated the combination
of IM lorazepam plus IM promethazine.

Intravenous

Intravenous midazolam is sometimes used for RT in an emer-
gency department setting. An RCT of 153 participants with acute
disturbance found IV midazolam to be more rapidly sedating
than IV droperidol, but three participants in the 1V midazolam
arm required active airway management (Knott et al., 2006). A
subsequent study found that IV midazolam 2.5-5 mg alone was
more likely to result in treatment failure, due to the need for addi-
tional sedation, than either combination of 1V droperidol 5 mg
plus IV midazolam 2.5-5 mg or 1V olanzapine 5 mg plus 1V
midazolam 2.5-5 mg; there was no difference in adverse effects
between the three treatment arms (n = 336; Chan et al., 2013).

IV lorazepam was compared with 1V droperidol in a ran-
domised 1 hour open-label trial (n = 202); both were effective in
achieving sedation within 30 minutes although 1V droperidol
produced sedation more rapidly than IV lorazepam. However,
fewer repeat doses of 1V droperidol were required compared with
IV lorazepam at 30 minutes. Participants in both arms did not
require airway intervention (Richards et al., 1998).

An older study (Lerner, 1979) investigated the efficacy of IV
diazepam (30-40 mg) versus 1V haloperidol (20-35 mg) over a
period of time and not as RT; however, these doses are high com-
pared with current practice. The published data on 1V diazepam
for acute disturbance are very limited. One article describes a
survey of emergency prescribing in a general hospital where
medication was given intravenously for 53 out of 102 incidents
(Pilowsky et al., 1992). 1V diazepam alone or in combination
with IV haloperidol appeared to be more predictably and rapidly
effective than other medications given intramuscularly.
However, if used in clinical practice, the long half-life of diaze-
pam and associated risk of accumulation should be borne in
mind. Furthermore, it is important to use the emulsified formula-
tion of diazepam (Diazemuls®) and not the aqueous solution for
IV administration as the latter carries a greater risk of adverse
effects. If used, Diazemuls should be administered slowly (1.0
ml solution per minute) with the patient kept supine for at least
an hour afterwards.

A retrospective study, using historic controls, evaluated the
impact of a structured IM sedation protocol, which had replaced the
previous practice of IV sedation (Calver et al., 2010). The median
duration of acute disturbance using the IM protocol was 21 minutes
(n = 58; range 5-78 mins) while the median duration using the IV
approach was 30 minutes (n = 79; range 5-135 mins); this difference
was statistically significant (p = 0.03). Hence IV medication did not
appear to offer an advantage over IM in terms of time to effect.

Adverse effects

The adverse effects of benzodiazepines include, but are not lim-
ited to, over-sedation, drowsiness, ataxia and potentially cardi-
ovascular collapse, hypotension with the associated risk of falls
and ultimately loss of consciousness. Disinhibition can also
occur with benzodiazepines although this is probably uncom-
mon (Paton, 2002). All benzodiazepines can cause respiratory
depression and this is more likely with parenteral rather than
oral dosing, increasing dosage and with benzodiazepines that
are more likely to accumulate on repeated administration, such
as diazepam.

IM midazolam has been found to be more sedating than IM
lorazepam, with an increased risk of respiratory depression (Nobay
et al., 2004), and more sedating than IM antipsychotics alone or in
combination with IM promethazine (Baldacara et al., 2011; TREC
Collaborative Group, 2003). In one RCT (n = 91) with three arms,
participants who received IM midazolam alone had more treat-
ment failures with additional sedation being required (Isbister
et al., 2010). In the same trial 28% of participants receiving IM
midazolam experienced oxygen desaturation or airway obstruction
compared with 6% for those given IM droperidol and 4% for the
combination of IM droperidol plus IM midazolam. Thus, a signifi-
cant safety concern limits the utility of midazolam as a safe IM RT
option and it is not widely recommended (NICE, 2015b).
Furthermore, concerns have been raised around the risk of over-
dose with midazolam injection in adults when used for conscious
sedation, leading to a 2008 National Patient Safety Agency Rapid
Response Report recommending that stocks of flumazenil (see
Box 2) be available where parenteral midazolam is used (NPSA,
2008a, b). We would extend this recommendation to include
immediate access to flumazenil wherever parenteral benzodiaz-
epines are prescribed (Joint Formulary Committee, 2018). IV
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Flumazenil is a benzodiazepine antagonist (reversal agent) which is administered intravenously and should be used if the respiratory
rate falls below 10 breaths/minute or oxygen saturation falls below 90%, due to use of benzodiazepines.

Dose: 200 pg intravenously over 15 seconds. If required level of consciousness is not regained, then 100 pg intravenously every
1 minute as required. Usual dose 300-600 pg; maximum 1 mg per course or in 24 hours.

Precautions: Flumazenil is contraindicated in patients with epilepsy who are receiving long-term benzodiazepines. Flumazenil has a
short half-life therefore subsequent doses may be necessary; keeping in mind that benzodiazepine effects may persist for at least 24
hours. If respiratory rate does not normalise with doses of flumazenil, urgently consider other causes of sedation.

Box 2. Flumazenil.

midazolam was associated with the need for active airway man-
agement in one study (Knott et al., 2006) whereas this was not the
case for IV lorazepam (Richards et al., 1998).

From evidence to practice

Recommended. Buccal midazolam has evidence from a small
service evaluation that it is effective. Oral lorazepam may be
effective, based on data of its use in combination with an antipsy-
chotic, but it does not have any direct trial evidence to support its
use as monotherapy. IM lorazepam alone is effective as high-
lighted by one of the TREC trials. The combination of IM loraz-
epam plus IM haloperidol has been evaluated in meta-analyses
and found to be effective, although a baseline ECG is advised
before haloperidol use (in any formulation) due to the risk of QTc
prolongation.

Parenteral benzodiazepines have safety concerns due to the
risk of respiratory depression and, as flumazenil can reverse this
it must be immediately available wherever parenteral benzodiaz-
epines are used. Due to the potential risk of both respiratory
depression and cardiac adverse effects, RT IV options must only
be used in settings where resuscitation equipment and trained cli-
nicians are available to manage medical emergencies. In this set-
ting, both 1V midazolam and IV lorazepam are effective as
evidenced by trial data, but the immediate availability of fluma-
zenil must first be confirmed.

Not recommended. Oral clonazepam has no evidence of
effectiveness as monotherapy and it is associated with the risk
of accumulation with repeated dosing and the resultant risk of
cumulative adverse effects. IM midazolam as monotherapy had
good evidence of initial effectiveness but this is not sustained
over time due to its short half-life and, importantly, it also car-
ries a risk of respiratory depression. The evidence for IM clon-
azepam was based on only a very small study. No trial evidence
was found that evaluated the combination of IM lorazepam plus
IM promethazine. All formulations of diazepam carry the risk
of accumulation and at best have only poor-quality evidence for
use in RT.

Common antipsychotics

All antipsychotics act on dopamine receptors, usually but not
always as dopamine-2 (D2) antagonists. Most also act on
other receptors. Antipsychotics vary in their propensity for
their various effects depending on their potency and pharma-
cokinetics. Antipsychotics also vary in terms of their available
formulations and this will also differ between countries. When
used in the treatment of acute psychotic relapse, antipsychot-
ics are more effective than placebo in reducing psychotic

symptoms overall and in reducing acute disturbance as meas-
ured using the PANSS-EC subscale (Garriga et al., 2016).

Pharmacokinetics

For general pharmacokinetic considerations see above
(De-escalation and rapid tranquillisation). It is commonly
believed that oro-dispersible formulations of risperidone and
olanzapine are more rapidly absorbed than conventional tablets
but this is not the case; Tmax for both oral and oro-dispersible
risperidone is 1-2 hours (Janssen-Cilag, 2017), whereas Tmax
for both formulations of olanzapine is 5-8 hours (Eli Lilly,
2017a). However, oro-dispersible preparations dissolve very
quickly in saliva rendering covert non-adherence more difficult.

For oral haloperidol Tmax is 2-6 hours but for IM haloperidol
Tmax is 20 minutes. The IM dose required to give the same plasma
concentration as any given oral dose is approximately 30% lower and
this is due to the difference in the magnitude of first pass liver metab-
olism. Tmax for IM aripiprazole is 1 hour and for IM olanzapine
15-45 minutes (see Table 5). Values for other drugs not listed in the
table can be obtained from the Summary of Product Characteristics
(SmPC) for the individual drug, available at https:/Amww.medicines.
org.uk. Note that these data are mostly derived from phase | and Il
clinical trials and are applicable to working-age adults with normal
muscle mass and levels of activity, who have normal liver function
and are not prescribed any interacting medicines. In clinical practice,
patients who receive RT may vary considerably in terms of age, level
of activity and use of substances and alcohol.

All antipsychotic medications used in RT (or their active
metabolites) have elimination half-lives of 20 hours or more.
Multiple administrations will lead to accumulation that places the
patient at risk of adverse effects.

Oral

Garriga et al. (2016) reviewed 26 trials for oral antipsychotics in
the treatment of acute disturbance including: one assessing oral
first-generation antipsychotics (FGAs), four comparing FGAs
with second-generation antipsychotics (SGAs) and 21 assessing
SGAs. They concluded that there was no real difference in the
efficacy for SGAs as compared to FGAs, either when used alone
or in combination with lorazepam. However, most of these trials
were not carried out in the acute treatment of agitation and end-
point measurements were at weeks or months rather than hours or
days. A subsequent scoping review concluded there is a surpris-
ingly small amount of evidence regarding oral antipsychotics for
acute disturbance (Mullinax et al., 2017). Only two studies
assessed the efficacy and tolerability of oral olanzapine in the
treatment of psychotic acute disturbance. In the first study (n =
87), oro-dispersible tablets were compared to risperidone oral
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Table 5. Antipsychotic formulations.
Medication Route Formulation Bioavailability Time to maximum plasma
concentration (Tmax)

Aripiprazole Oral Tablet 87% 3-5 hours

Oral Oro-dispersible 87% 3-5 hours

Oral Liquid 87% 3-5 hours

M Injection 100% 1 hour
Droperidol Oral Tablet 75% 1-2 hours

M Injection 100% <30 minutes

v Injection 100% seconds/minutes
Haloperidol Oral Tablet 60-70% 2-6 hours

Oral Liquid 60-70% 2-6 hours

M Injection 100% 20-40 minutes

v Injection 100% seconds/minutes
Olanzapine Oral Tablet Undetermined 5-8 hours

Oral Oro-dispersible Undetermined 5-8 hours

M Injection Undetermined 15-45 minutes

v Injection 100% seconds/minutes
Quetiapine Oral Tablet Unknown 1.5 hours
Risperidone Oral Tablet 67% 1-2 hours

Oral Oro-dispersible 67% 1-2 hours

Oral Liquid 70% 1-2 hours

IM: intramuscular; IV: intravenous.

solution (Hatta et al., 2008) and both drugs were equally effective
in reducing PANSS-EC scores with no difference in requiring
additional injections due to worsening. The second study was a
randomised, double-blind trial over five days (n = 604), which
evaluated oral olanzapine versus oral aripiprazole and reported
significant improvements in PANSS-EC scores but no difference
in the treatment groups; however, a greater proportion of partici-
pants receiving aripiprazole also required adjunct lorazepam
(Kinon et al., 2008).

There is some literature supporting the use of oral risperidone
in the management of acute disturbance. In an RCT (n = 162) of a
single dose of oral risperidone plus oral lorazepam compared to IM
haloperidol plus IM lorazepam, the mean PANSS-EC scores at 30,
60 and 120 minutes after dosing were statistically significantly
improved at each time point compared to baseline (p < 0.0001) in
both groups with no difference between the groups (Currier et al.,
2004). A study (n = 226) focusing on acute disturbance in psycho-
sis compared the use of oral risperidone plus oral lorazepam versus
IM FGAs with or without adjunct IM lorazepam and found that not
only was oral risperidone plus oral lorazepam more successful at
two hours but also the incidence of extrapyramidal symptoms
(EPS) was lower than with the IM medications (Lejeune et al.,
2004). Wilhelm et al. (2008) reported that oral risperidone was
associated with improvement in PANSS-EC scores over a 5-day
period but that oral risperidone use was usually (72%) associated
with concomitant benzodiazepine use. Another study compared
oro-dispersible risperidone versus IM haloperidol in a randomised
open prospective study found the PANSS-EC score significantly
decreased over time in both treatment groups without any signifi-
cant group difference (Lim et al., 2010). In a small RCT (n = 42)
with four treatment arms, Hsu et al. (2010) also found that scores
for PANSS-EC and Agitation—Calmness Evaluation Scale (ACES;

Meehan et al., 2002) improved over 24 hours for participants
receiving an oral solution of risperidone 3 mg.

There is some evidence supporting the use of oral quetiapine
to reduce agitation, but these studies are over 6 weeks (Chengappa
etal., 2003) or a year (Volavka et al., 2011). One small study (n =
36) conducted over 5 days (Ganesan et al., 2005) suggested
effectiveness of quetiapine in acute disturbance as mean scores
reduced on the OAS.

Very little evidence has been published regarding oral halop-
eridol. Trials in which it has been evaluated were over 8 weeks
in duration (Higashima et al., 2004) or in combination with IM
lorazepam (Veser et al., 2006). One prospective, rater-blinded
study (n = 101) over 72 hours compared oral SGASs (risperidone,
olanzapine and quetiapine) versus oral haloperidol and reported
effectiveness for all four treatments with decreases in scores of
the hostility-suspiciousness factor derived from the Brief
Psychiatric Rating Scale (BPRS; Overall and Gorham, 1962)
and Modified Overt Aggression Scale (Kay et al., 1988), with no
significant differences between the groups. However, EPS were
more common in the haloperidol group (21.4%) than in the risp-
eridone (7.4%), olanzapine (0%) or quetiapine (0%) groups
(Villari et al., 2008).

Oral versus intramuscular

A number of small studies have explored the relative effective-
ness of oral and IM antipsychotic medications in the manage-
ment of psychotic agitation and found little difference between
them. For example, the relative effectiveness of oral risperidone
plus oral lorazepam and 1M haloperidol plus IM lorazepam was
reviewed by Currier and Medori (2006), who concluded that
these strategies were equally effective.
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A small study (n = 42) found that participants who received
IM olanzapine or oral disintegrating olanzapine tablets showed
significantly greater improvements in PANSS-EC scores when
compared with those administered IM haloperidol (Hsu et al.,
2010). A naturalistic study that tracked clinical practice after oro-
dispersible olanzapine was made available for general use
(Simpson et al., 2006) found that this did not result in any change
in the prevalence of use of restrictive interventions (IM medica-
tion, seclusion or restraint).

A recent review by Mullinax et al. (2017) of trials evaluating
oral antipsychotics for participants with acute disturbance found
only six small studies (n = 464; range 20-162), five of which
compared oral SGAs to either IM FGAs or IM SGAs. In general,
the studies found that oral SGAs were effective for reducing
acute disturbance and had side-effect profiles that were compara-
ble to those of FGAs (Mullinax et al., 2017).

Intramuscular monotherapy

A review of RCTs (most of which were placebo-controlled
licensing studies) of parenteral formulations of SGAs for psy-
chotic acute disturbance concluded that, for ‘response at 2 hours’
the numbers needed to treat were three for IM olanzapine and
five for IM aripiprazole (Citrome, 2007).

Haloperidol. The efficacy and safety of haloperidol, by any
route, for psychosis-induced acute disturbance has been consid-
ered in a Cochrane review (Ostinelli et al., 2017). Many compari-
sons are reported on and the main results highlight that
haloperidol, as compared with placebo, does cause sedation in
that more participants are asleep at 2 hours. Compared with those
participants receiving IM aripiprazole, those given IM haloperi-
dol required fewer injections (n = 473; two RCTs; RR 0.78; 95%
Cl 0.62-0.99; low-quality evidence). When compared to those
given IM lorazepam there was no difference in the proportion
asleep at 1 hour (one RCT; n = 60; RR 1.05; 95% CI 0.76-1.44;
very low-quality evidence). There were clear concerns raised in a
number of studies regarding the propensity of haloperidol to
cause acute dystonia, and the authors concluded that where addi-
tional drugs are available, sole use of haloperidol for extreme
emergency could be considered unethical. Adjunct promethazine
for haloperidol has higher-quality evidence from RCTs as out-
lined below (see Intramuscular antipsychotics in combination
with other medications).

Olanzapine. One RCT (n = 150) compared IM olanzapine, IM
ziprasidone, IM haloperidol, IM haloperidol plus IM prometha-
zine, and IM haloperidol plus IM midazolam and found no large
differences between these treatment arms with respect to efficacy
(Baldacara et al., 2011). A systematic review and meta-analysis
of the efficacy and safety of IM olanzapine for the management
of acute disturbance, including RT, concluded that IM olanzapine
and IM haloperidol were equally effective but the former was
better tolerated with respect to EPS and was associated with mar-
ginally less QT prolongation (Kishi et al., 2015). A Cochrane
review, which addressed psychosis-induced acute disturbance,
concluded that IM olanzapine is rapidly effective but more likely
to result in subsequent injections being required than the combi-
nation of IM haloperidol plus IM promethazine recommended by

NICE (Hufetal., 2016; NICE, 2015b). A large prospective obser-
vational study of the use of parenteral olanzapine in an acute hos-
pital setting reported that 1% (5 of 489) of participants who
received olanzapine IM required intubation (Cole et al., 2017).

Droperidol. Droperidol is a butyrophenone antipsychotic with a
similar pharmacology to haloperidol, although it is more sedative.
Droperidol, both orally and parenterally, was commonly used for
the management of acute disturbance in psychiatric settings in the
UK until it was withdrawn from use in 2001 due to an association
with QTc prolongation (Meyer, 2003; Reilly et al., 2000). Con-
tinuing interest in the use of droperidol for RT, particularly in Aus-
tralia, has prompted a number of recent RCTs.

In a blinded trial, 91 acutely disturbed participants who were
seen in general hospital medical emergency departments in
Australia were randomised to receive IM droperidol (10 mg), IM
midazolam (10 mg) or a combination of IM droperidol (5 mg)
plus IM midazolam (5mg) (Isbister et al., 2010). The primary
outcome was the duration of acute disturbance and this did not
differ across treatment arms, although it was noted that IM mida-
zolam alone required additional sedation more often than the
other two treatment arms. Having determined that 1M droperidol
alone was as effective as and safer than IM midazolam in this
small RCT, safety was further explored in a large prospective
observational study, again in general hospital emergency depart-
ments. Of 1009 participants who received parenteral (IM or V)
droperidol 10 mg and where a post-administration ECG was pos-
sible, just 13 participants (1.3%) had evidence of QTc prolonga-
tion, and in half of these cases other prescribed medicines are
likely to have contributed. There were no cases of torsades de
pointes (Calver et al., 2015b).

A further blinded RCT conducted in a psychiatric intensive
care unit (PICU) in Australia compared IM droperidol 10 mg (n
= 118) with IM haloperidol 10 mg (n = 110) and the median time
to sedation was 20 minutes for IM haloperidol and 25 minutes for
IM droperidol (not statistically significant, Calver et al., 2015a).
More additional sedation was required in those randomised to the
IM haloperidol arm and more adverse effects, mainly hypoten-
sion, were seen in the IM droperidol arm. A Cochrane review,
which did not differentiate between IM and IV routes, concluded
that droperidol is effective and can be used to manage acute dis-
turbance caused by psychosis (Khokhar and Rathbone, 2016).

Aripiprazole. A recent Cochrane review evaluated three poor-
quality studies (n = 885) that compared IM aripiprazole versus
placebo or IM haloperidol or IM olanzapine (Ostinelli et al.,
2018). When aripiprazole was compared with placebo, fewer
injections were required (RR 0.69; 95% CI 0.56-0.85) and clini-
cally important improvement in acute disturbance favoured the
IM aripiprazole group at 2 hours (RR 1.50; 95% CI 1.17-1.92)
with more participants experiencing adverse effects in the IM
aripiprazole group (RR 1.51; 95% CI 0.93-2.46). When IM
aripiprazole was compared with IM haloperidol, more injections
were required (n = 477; two RCTs; RR 1.28; 95% CI 1.00-1.63)
with no significant difference in agitation (RR 0.94; 95% ClI
0.80-1.11). When compared with IM olanzapine, IM aripiprazole
was less effective in reducing agitation at 2 hours (RR 0.77; 95%
C10.60-0.99) and there was no difference in adverse effects apart
from participants allocated to IM aripiprazole experiencing less
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somnolence (RR 0.25; 95% CI 0.08-0.82). Another double-
blind, placebo-controlled trial (n = 357) evaluated IM aripipra-
zole and IM haloperidol, and both groups showed significant
changes in PANSS-EC and ACES compared with placebo,
although IM aripiprazole showed significant changes earlier
(Tran-Johnson et al., 2007). In a further double-blind RCT for
301 acutely agitated inpatients, sedation during the first 2 hours
was greater with IM lorazepam compared with IM aripiprazole
but improvement in PANSS-EC scores was similar at 2 hours
(Zimbroff et al., 2007).

Intramuscular antipsychotics in combination
with other medications

Haloperidol plus promethazine. The evidence for IM halo-
peridol plus IM promethazine comes from the methodologically
robust TREC trials on RT (see Box 1 and Table 4). When the
TREC trials are considered together, it can be concluded that a
combination of IM haloperidol plus IM promethazine is more
rapidly effective than IM lorazepam or IM haloperidol alone, as
rapidly effective as IM olanzapine, with IM haloperidol plus IM
promethazine having a longer-lasting sedative effect and IM
olanzapine requiring more additional drugs. Adding two further
trials (Baldacara et al., 2011; Mantovani et al., 2013) to the evi-
dence of the TREC trials, a Cochrane review (Huf et al., 2016)
concluded that IM haloperidol and IM promethazine was effec-
tive and safe, and its use was based on good evidence. For IM
haloperidol plus IM promethazine versus IM haloperidol alone,
the combination was clearly more effective (n = 316; one RCT;
RR 0.65; 95% CI 0.49-0.87).

A recent meta-analysis (Ostinelli et al., 2017), which focused
on the use of haloperidol in RT, described two studies comparing
IM haloperidol versus IM haloperidol plus IM promethazine (n =
376). Significantly more participants in the combination group
were tranquil or asleep by 20 minutes (n = 316; RR 1.60; 95% ClI
1.18-2.16). The relative risks were still in favour of the combina-
tion at 40, 60 and 120 minutes, but these were not statistically sig-
nificant. The combination needed less repeat RT at 2 hours (n =
376; two RCTs; RR 0.78; 95% CI 0.43-1.41). Of note, the authors
of this meta-analysis also commented on the propensity of halop-
eridol alone to cause adverse effects. The adverse effect of dysto-
nia caused by haloperidol was not offset by the addition of
lorazepam (n = 67; one RCT; RR 8.25; 95% CI 0.46-147.45; very
low quality of evidence). However, based on the study by Huf et al.
(2007), which had a high relative risk for acute dystonia in the 1M
haloperidol group (n = 316; RR 19.48; 95% CI 1.14-331.92), there
is an indication of a protective effect of IM promethazine when
given in combination with IM haloperidol (Ostinelli et al., 2017).

Haloperidol plus lorazepam. Two recent meta-analyses have
reviewed the combination of haloperidol plus lorazepam. Zaman
et al. (2017) reviewed RCTs of benzodiazepines alone or in com-
bination with other agents for acute disturbance due to psychosis,
which included 20 trials with 695 participants. The review con-
cluded there were no clear differences between IM benzodiaze-
pines plus antipsychotics versus IM benzodiazepines alone; this
was very low-quality evidence. Ostinelli et al. (2017) focused on
the use of haloperidol in RT and described two studies that pro-
vided very low-grade evidence in favour of IM haloperidol plus

IM lorazepam versus IM haloperidol (n = 113), and one study
where the adjunct benzodiazepine was IM midazolam (see IM
benzodiazepines in combination with other medications, above).

Intravenous

As the skills and equipment required to administer sedative medica-
tion 1V are unlikely to be available in psychiatric settings, the routine
use of 1V medication in such settings cannot be recommended. Use
in exceptional circumstances should be restricted to settings where
resuscitation facilities are available and staff are trained to manage
medical emergencies, such as in an emergency department.

Droperidol. A Cochrane review, which did not differentiate
between IM and 1V routes but did include three trials on IV dro-
peridol, concluded that droperidol is effective and can be used to
manage acute disturbance caused by psychosis (Khokhar and
Rathbone, 2016).

Three large Australian RCTs conducted in emergency depart-
ments have examined the relative efficacy and safety of a number
of IV strategies, and the first two were included in the Cochrane
review. The first RCT found IV midazolam 5 mg to be more rap-
idly sedating than 1V droperidol 5 mg, with three participants in
the 1V droperidol arm developing dystonia (n = 153; Knott et al.,
2006). The second RCT reported that IV midazolam 2.5-5 mg
alone was more likely to result in treatment failure (i.e. a need for
additional sedation) than either of the two comparator combina-
tions of 1V midazolam plus IV droperidol 5 mg or IV midazolam
plus IV olanzapine 5 mg; no differences in adverse effects were
seen for the three treatment arms (n = 336; Chan et al., 2013). The
third RCT reported that the combination of 1V midazolam 5 mg
plus IV droperidol 5 mg resulted in more rapid sedation but also
in more cases of respiratory events than either IV droperidol 10
mg alone or IV olanzapine 10 mg; there were seven reported
cases of QTc prolongation across all three treatment arms (n =
349; Taylor et al., 2017). Subsequent subgroup analysis of the
third trial focusing on management of methamphetamine-induced
agitation found similar results (Yap et al., 2017). In an older ran-
domised study (n = 202), IV droperidol was associated with more
rapid sedation, also requiring less repeat dosing than IV loraze-
pam (Richards et al., 1998).

Olanzapine. 1V olanzapine was the focus of two studies con-
ducted in emergency departments. One was a retrospective cohort
study of 713 patients receiving IV olanzapine in the emergency
department, including 177/265 (68.8%) of patients for whom ade-
quate sedation was achieved with a single dose of IV olanzapine.
However, 10% of the total sample of patients developed hypoxia
with oxygen saturation < 92% and seven patients (1%) required
intubation (Martel et al., 2016). The other was a prospective
observational study of acutely disturbed patients and respiratory
depression occurred in 3.7% of those receiving IV olanzapine (n =
295) with two requiring intubation, and in 2.0% for IM olanzapine
(n = 489) with five requiring intubation (Cole et al., 2017).

Haloperidol. Only one study has been found for haloperidol (n
= 136), which included participants receiving 1V administration
(n = 19) for acute disturbance; however, this study did not report
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its findings separately for the different routes other than to com-
ment that the 1V route required repeated dosing more often than
IM or oral routes (Clinton et al., 1987). No RCTs of IV haloperi-
dol have been published. Haloperidol carries a risk for QT pro-
longation, but the assertion that IV haloperidol is more likely to
cause adverse cardiovascular effects may be confounded by its
primary use in medically ill populations (Beach et al., 2017) and
therefore an ECG is recommended before its use. In cases where
IV administration is judged to be clinically necessary, this should
be done only under continuous ECG monitoring for the detection
of QT prolongation and severe cardiac arrhythmias.

Adverse effects

Adverse effects are frequently dose related with higher doses
and combinations having higher risks. One prospective obser-
vational study (Calver et al., 2013) compared a high dose
(above 10 mg) with a standard dose (10 mg and below) of IM
haloperidol, IM droperidol or IM midazolam and reported that
high-dose sedation did not result in more rapid or effective
sedation but was associated with double the incidence of side
effects of standard doses, specifically hypotension and oxygen
desaturation. Symptomatic hypotension has been reported with
the co-administration of IM olanzapine and IM benzodiaz-
epines (Zacher and Roche-Desilets, 2005). The manufacturer
of olanzapine has cautioned against combining IM olanzapine
with IM benzodiazepines (http://www.palliativedrugs.org/
download/SafetyLetterzyprexa.pdf). However, a retrospective
case series reported IM olanzapine was safe when given in
combination with a benzodiazepine in patients who had not
ingested alcohol; where alcohol had been consumed the com-
bination of IM olanzapine and an IM benzodiazepine was asso-
ciated with oxygen desaturation (Wilson et al., 2012a).

Antipsychotics can also cause EPS (Barnes et al., 2011). Some
develop over time with repeated doses, but others can develop
acutely, including oculogyric crises and acute dystonic reactions.
Restlessness associated with akathisia can resemble agitation and
therefore may lead to further doses being administered. IM halop-
eridol, when administered alone, has a greater propensity to cause
acute EPS (Satterthwaite et al., 2008) and therefore its use as a
single agent is not recommended (Ostinelli et al., 2017) but, if it is,
an anticholinergic such as IM procyclidine can be prescribed for
the treatment of acute dystonia (Taylor et al., 2015.)

Some antipsychotics, particularly parental haloperidol and dro-
peridol, are known to increase the QTc on the ECG, even at thera-
peutic doses. A QTc of greater than 500 ms is associated with an
increased risk of torsades de pointes (Glassman and Bigger, 2001;
Haddad and Anderson, 2002; Taylor, 2003). It is therefore advised,
as the licence for haloperidol recommends, that a baseline ECG
should available before administering IM haloperidol (Concordia
International, 2017). Consequently, as it is often not possible in the
scenario of acute disturbance to carry out an ECG, and if one has
not been done recently, haloperidol alone should be avoided.

Neuroleptic malignant syndrome (NMS) is a potentially fatal
symptom complex associated with all antipsychotics. In clinical
trials, rare cases of NMS were reported during treatment with all
antipsychotics (see SmPC on https://www.medicines.org.uk). If a
patient develops signs and symptoms indicative of NMS or pre-
sents with unexplained high fever without additional clinical
manifestations of NMS, all antipsychotic active substances must

be discontinued and supportive measures ensured (Su et al.,
2014; Taylor et al., 2015).

From evidence to practice

Recommended. Oral formulations of aripiprazole, olanzapine and
risperidone all have trial evidence supporting their effectiveness.
Oral haloperidol and oral quetiapine both have some evidence of
effectiveness. IM antipsychotic monotherapy options include IM
aripiprazole and IM droperidol as both have good trial evidence
supporting their use. IM olanzapine also has good evidence of effi-
cacy as confirmed by one of the TREC trials, but it should only be
administered by itself and not concurrently with IM benzodiaze-
pines due to risk of hypotension; thus, there should be an interval of
at least 1 hour between the two. The combination of IM haloperidol
plus IM promethazine has been evaluated in meta-analyses, which
included the TREC trials, and this combination has been found to
be effective. Similarly, meta-analyses have also confirmed the effi-
cacy of the combination of IM lorazepam plus IM haloperidol.

Due to the potential risk of both respiratory depression and
adverse cardiac effects, RT IV options must only be used in settings
where resuscitation equipment and trained clinicians are available
to manage medical emergencies. In this setting, IV droperidol is
effective as supported by trial evidence. I\ olanzapine also has evi-
dence of effectiveness but caution is advised due to the risk of res-
piratory depression and the lack of reversing agent. A baseline ECG
is advised before use of haloperidol and droperidol in any formula-
tion, as both are associated with a risk of QTc prolongation.

Not recommended. Although IM haloperidol monotherapy has
evidence of effectiveness, measures are required to offset its
adverse effects; this is especially true for its risk of acute dystonia,
which can be somewhat ameliorated by the use of adjunct IM pro-
methazine. IV haloperidol has a lack of evidence for its use in RT.

Other interventions

Promethazine

Promethazine is a sedating antihistamine with anticholinergic
effects. It is from the phenothiazine family and differs structurally
from antipsychotic phenothiazines by the presence of a branched
side chain and no ring substitution (Babe and Serafin, 1996). In the
UK, oral promethazine is available over the counter without pre-
scription and is licensed for symptomatic treatment of allergic con-
ditions and anaphylaxis, sedation and treatment of insomnia (Joint
Formulary Committee, 2017). Promethazine acts as a strong antag-
onist at histamine H1 receptors, as a moderate antagonist at mus-
carinic receptors and weak/moderate antagonist at serotonin
(5HT2A and 5HT2C), D2 and adrenergic a-1 receptors (NLM
Toxnet, 2018). Its onset of sedative effect ranges from 20-30 min-
utes (oral and M), Tmax is 2-3 hours (oral/IM). Its effects last 4-6
hours but may persist for as long as 12 hours following oral
dosing.

The British National Formulary recommended dose for short-
term sedation is 25-50 mg orally or 25-50 mg IM, not exceeding
100 mg per IM dose when used for treatment of allergic reac-
tions; there is no recommended maximum daily dose for sedation
(Joint Formulary Committee, 2017). Total doses of up to 150 mg
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daily are sometimes used in acute psychiatric settings; there is
evidence from toxicology studies suggesting that the lethal dose
of promethazine in adults far exceeds these limits (NLM Toxnet,
2018).

In spite of its sedative properties, no studies have evaluated the
use of oral or IM promethazine as monotherapy in RT. That being
said, IM promethazine 50 mg has been described as a useful seda-
tive option in benzodiazepine-tolerant patients, recommending
that response should be assessed 1-2 hours after injection (Taylor
et al., 2015). IM promethazine plus IM haloperidol is considered
as an option for RT (NICE, 2015b) following evidence from a
Cochrane review (Huf et al., 2009) of the four TREC trials, all of
which included IM promethazine 25-50 mg plus IM haloperidol
5-10 mg (see Box 1 and Table 4). A more recent Cochrane review
(Huf et al., 2016), included two further RCTs and concluded that
IM haloperidol plus IM promethazine is effective and safe (see
Intramuscular antipsychotics in combination with other medica-
tions, above).

Promethazine has no absolute contra-indication in adults
(Joint Formulary Committee, 2017). Its adverse effects include
drowsiness, agitation, confusion, dizziness, hypotension, central
nervous system depression and lowering of seizure threshold
(Burst, 1996: 99-125). It can also cause anticholinergic effects,
EPS including tardive dyskinesia, and rarely also NMS (Chan-
Tack, 1999), blood dyscrasias and allergic reactions (Sanofi,
2016). In a case series (n = 199) with 237 presentations of pro-
methazine poisonings, the median dose ingested was 625 mg
(350-1250 mg), with delirium (44%) and tachycardia (56%) the
most common effects, with 10 cases admitted to the intensive
care unit (Page et al., 2009). Of the 354 cases of promethazine
abuse or intentional misuse reported to United States (US) Poison
Centers between 2002 and 2012, the most common clinical
effects were drowsiness (43.2%), agitation (13.7%), confusion
(13.7%) and tachycardia (7.4%) and less than 20% required hos-
pital admission (Tsay et al., 2015). There is no reversing agent.

Loxapine

Loxapine is a dibenzoxazepine tricyclic antipsychotic with some
structural similarities to clozapine (Popovic et al., 2015). The
pharmacodynamic properties include receptor binding particu-
larly at D2 and 5HT2A receptor, and a high 5HT/D2 ratio
(Buckley, 1999; Glazer, 1999; Stahl, 1999). Regarding affinity
for other receptors, loxapine also binds to D4, 5HT6 and 5HT7
receptors (Chakrabarti et al., 2007; Roth et al., 1995; Stahl, 2013)
and has antagonistic properties at noradrenergic, histaminergic
H1 and muscarinic M1 receptors (Popovic et al., 2015). This
FGA has oral and short-acting IM formulations as well as a more
recent inhalatory formulation but, in the UK, only the latter is
available (Galen Ltd, 2018).

The oral formulation was primarily used in schizophrenia
(Chakrabarti et al., 2007) and was available in the UK in the 1990s
but its use was uncommon. Since the 1970s, loxapine has been
evaluated for the treatment of acute disturbance. Five small-scale,
randomised, double-blind trials demonstrated comparable effects
on acute disturbance for oral loxapine in comparison with oral tri-
fluoperazine (Moyano, 1975) and oral haloperidol (Selman et al.,
1976) and for IM loxapine versus IM haloperidol (Fruensgaard
et al., 1977; Paprocki and Versiani, 1977; Tuason, 1986).

In 2012, the US Food and Drug Administration approved an
inhalatory formulation of loxapine for adults with acute distur-
bance associated with schizophrenia or bipolar I disorder. In the
UK, the inhalatory loxapine dose is 9.1 mg. Oral inhaled loxap-
ine has high bioavailability and Tmax is 2 minutes. In a phase |1
trial, Allen et al. (2011) evaluated inhaled loxapine in 129 acutely
disturbed participants with schizophrenia or schizoaffective dis-
order, who were randomised to 5 or 10 mg of inhaled loxapine
compared with placebo. Inhaled loxapine 10 mg showed a rapid
onset of action with improvement after 20 minutes compared
with placebo (p < 0.05; secondary outcome); statistically signifi-
cant differences were also found for the 10 mg dose with respect
to the PANSS-EC score compared with placebo after 120 min-
utes (p < 0.01; primary outcome). In the first phase Ill trial,
Lesem et al. (2011) found that 5 mg and 10 mg doses of inhaled
loxapine were effective in reducing acute disturbance as meas-
ured by PANSS-EC in schizophrenia when compared with pla-
cebo during a 2-hour observation timeframe (both p < 0.001;
primary outcome, n = 344). The inhaled loxapine doses of 5mg
and 10mg were rapidly effective in reducing PANSS-EC scores
even after 10 minutes (both p < 0.001), the earliest assessment
time in this trial. In the subsequent phase 111 trial, inhaled loxap-
ine (5 mg and 10 mg) significantly reduced PANNS-EC scores in
agitated participants with bipolar disorder compared with pla-
cebo after 10 minutes (secondary outcome; p < 0.0001 for both
doses), and after 120 minutes (primary outcome; p < 0.0001 for
both doses; n = 314) (Kwentus et al., 2012). The use of inhaled
loxapine presumes a degree of patient collaboration. This may be
true for most cases of mild-to-moderate agitation, but perhaps not
for more severe acute disturbance (de Berardis et al., 2017).

Concerns have been raised due to respiratory effects after
loxapine inhalation and its use is contraindicated in patients
with acute respiratory distress or with active airways disease
such as asthma or chronic obstructive pulmonary disease
(Nordstrom and Allen, 2013; Popovic et al., 2015). A brief res-
piratory assessment and close-proximity availability of short-
acting 3-agonist bronchodilator is recommended (de Berardis
et al., 2017; Gross et al., 2014). The most common adverse
effects in the three trials were dysgeusia (metallic taste), throat
irritation and sedation (Allen et al., 2011; Kwentus et al., 2012;
Lesem et al., 2011) and the reported severe adverse effects
included two acute dystonic reactions (Allen et al., 2011;
Lesem et al., 2011), two episodes of severe sedation (Kwentus
et al., 2012; Lesem et al., 2011) and one episode of moderate
akathisia (Kwentus et al., 2012).

Levomepromazine

Levomepromazine, also known as methotrimeprazine, is an
antipsychotic with pharmacology similar to the phenothiazine
chlorpromazine and its antihistamine derivative promethazine.
Levomepromazine is more sedating than chlorpromazine and,
additionally, it has antiemetic, antihistamine and anti-adrenaline
activity. It is available as oral tablets and as a solution for IM and
1V injection and subcutaneous infusion (Sanofi, 2017; Wockhardt
UK Ltd, 2017). Tmax is 1-3 hours for the oral route (bioavaila-
bility 50-60%) and 30-90 minutes for the IM route. Its common
side-effects include QT prolongation and hypotension (Wockhardt
UK Ltd, 2017).
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The oral formulation is licensed as an alternative to chlor-
promazine in the treatment of schizophrenia (Sanofi, 2017),
although a Cochrane review, which included four RCTs, was not
able to confidently comment on the effectiveness of levome-
promazine for schizophrenia (Sivaraman et al., 2010). However,
it is commonly used parenterally in the management of terminal
illness for its profound sedative and antiemetic properties; it is
frequently administered in combination with other central nerv-
ous system agents or analgesics (e.g. opiates) via a syringe driver.

Published studies for its use in the management of acute dis-
turbance are sparse, with no published evidence for the efficacy
of oral levomepromazine monotherapy in the management of
acute disturbance pre-RT. A small randomised open trial (n = 19)
comparing oral haloperidol versus oral haloperidol plus oral lev-
omepromazine found no clear difference between groups
(Higashima et al., 2004). Bucci and Saunders (1964) studied the
effect of IM levomepromazine (dose range 25-100 mg) in 35
female patients over timeframes that are not relevant to RT (days
or weeks). Of concern, 14 of the 35 patients demonstrated apathy
and psychomotor depression further into the study.

More recently, a Japanese open-label, flexible-dose, naturalis-
tic observational study (Suzuki et al., 2014) for the treatment of
acute disturbance in inpatients (n = 122) with schizophrenia,
compared the efficacy and safety of IM olanzapine, IM haloperi-
dol and IM levomepromazine (n = 37). Notably, the participants
in this study were receiving concomitant additional antipsychotic
treatment. Clinical symptoms and safety were assessed using
standard scales at 1 hour after IM medication. The results display
a varied picture in that mean changes from baseline for
PANSS-EC, ACES, Barnes Akathisia Rating Scale (BARS;
Barnes, 1989), Abnormal Involuntary Movement Scale (Guy,
1976a), and Drug-Induced Extrapyramidal Symptoms Scale
(DIEPSS; Inada, 1996) were significantly better for IM levome-
promazine and IM olanzapine, as compared with IM haloperidol.
Within these, the mean changes from baseline for BARS and
DIEPSS were significantly better for IM olanzapine versus IM
levomepromazine. Furthermore, the mean change from baseline
for the PANSS positive subscale was much better for IM olanzap-
ine and IM haloperidol, as compared with IM levomepromazine.
They concluded that the effects of IM olanzapine and IM lev-
omepromazine on acute disturbance are more rapid than those of
IM haloperidol, but also suggest that compared with IM levome-
promazine, IM olanzapine is safer and affords greater improve-
ment in symptoms.

Although the published evidence is lacking, the potential safety
concerns referred to by these two studies (Higashima et al., 2004,
Suzuki et al., 2014) are also highlighted in the recent Cochrane
review on levomepromazine, which was for the different clinical
setting of palliative care. This review commented that the higher
doses used to achieve antipsychotic activity are more likely than
lower doses to cause significant sedation or postural hypotension
(Coxetal., 2015).

Zuclopenthixol acetate

Zuclopenthixol acetate (ZA) is an FGA and is best known by its
trade name Clopixol Acuphase®. Zuclopenthixol is a thioxan-
thine dopamine antagonist first introduced in the early 1960s. Its
elimination half-life is around 20 hours. IM injection of

zuclopenthixol base results in rapid absorption and a duration of
action of 12-24 hours. By slow absorption after IM injection, the
effective half-life (and so duration of action) becomes dependent
on the rate of release from the IM reservoir. This can be achieved
by esterification of the zuclopenthixol molecule; the rate of
release being broadly proportion to the length of the ester carbon
chain. Thus, zuclopenthixol decanoate is slow to act but very
long-acting as a result of retarded release after IM injection.
Alternatively, ZA is administered intramuscularly and it provides
relatively prompt release but with an intermediate duration of
action.

The initial pharmacokinetic study of ZA included 19 partici-
pants ‘in whom calming effect by parenteral neuroleptic was con-
sidered necessary’ (Amdisen et al., 1986). Zuclopenthixol was
detectable in the plasma after 1-2 hours but did not reach peak
concentrations until around 36 hours after dosing. At 72 hours,
plasma concentrations were around a third of those at 36 hours.
The clinical effect of ZA was not rapid as 10 of 17 participants
exhibited minimal or no change in psychotic symptoms at 4
hours. Sedation was evident at 4 hours but it had effectively
abated by 72 hours.

A follow-up study by the same research group examined more
closely the clinical effects of ZA in 83 participants (Amdisen
et al.,, 1987). The authors concluded that ZA produced ‘pro-
nounced and rapid reduction in psychotic symptoms’. In fact,
psychotic symptoms were first assessed only after 24 hours and
so a claim of rapid effect is not reasonably supported. Sedative
effects were measured (0 = no sign of sedation; 1 = slightly
sedated; 2 = moderately sedated) after 2 hours when a statisti-
cally significant effect was observed. Mean sedation scores were
0.0 at baseline, 0.6 at 2 hours, 2.2 at 8 hours and 1.1 at 72 hours.
Dystonia and rigidity were the most commonly reported adverse
effects.

Two independently conducted open studies produced similar
results with a slow onset of effect peaking at 24 hours and still
being evident at 72 hours (Balant et al., 1989; Lowert et al.,
1989). Thereafter, the first UK study reported that a significant
reduction in psychosis score was first evident at 8 hours and
scores continued to fall until the last measurement at 72 hours; of
25 participants assessed only four showed signs of tranquillisa-
tion at 1 hour, 19 participants at 2 hours and 22 participants at 24
hours (Chakravarti et al., 1990).

The first comparative trial of ZA examined its effects and
those of IM/oral haloperidol and IM/oral zuclopenthixol in multi-
ple doses over 6 days (Baastrup et al., 1993). The two non-ester,
IM/oral preparations produced a greater degree of sedation at 2
hours than did ZA, but the effect of ZA and zuclopenthixol was
more sustained than with haloperidol over 144 hours (although
participants received more zuclopenthixol doses). No clear differ-
ences between treatments were detected, with the exception of the
slow onset of effect of ZA. The number of doses given varied
substantially: ZA 1-4; haloperidol 1-26 and zuclopenthixol 1-22.
The key, and perhaps unique, advantage of ZA is that it reduces
the need for repeat doses in acute psychosis. Indeed, this was the
principal finding of the first double-blind study of ZA (Chin et al.,
1998). Participants were given either ZA or IM haloperidol and
assessed over three days. Changes in BPRS and Clinical Global
Impression (CGlI) (Guy, 1976b) scores were near identical on each
daily assessment. However, only 1 of 23 ZA participants required
a second injection whereas 7 of 21 required a repeat dose of
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haloperidol. Rapidity of onset was not examined. Similar findings
were reported by Thai researchers comparing the same treatments
(Taymeeyapradit and Kuasirikul, 2002) and in three other studies
of moderate size (Al-Haddad et al., 1996: n = 49; Brook et al.,
1998: n = 44; Chouinard et al., 1994: n = 40). In each study, the
timing of assessments was such that time to onset of effect could
not be determined.

A Cochrane review by Jayakody et al. (2012) included all of
the above comparative studies as well as three further studies (Uys
and Berk, 1996; Liu et al., 1997; Ropert et al., 1988) for which we
were unable to obtain full details. The authors concluded that all
studies were methodically flawed and poorly reported and that ZA
did not appear to have a ‘rapid onset of action’. They noted that
ZA was probably no less effective than other treatments and that
its use might “result in less numerous coercive injections’.

Overall, the utility of ZA in RT is limited by a somewhat
delayed onset of both sedative and antipsychotic actions. Sedation
may be apparent in a minority of patients after 2-4 hours, but
antipsychotic action is evident only after 8 hours. If ZA is given
to a restrained patient, their behaviour on release from restraint is
likely to be unchanged and will remain as such for several hours.
ZA has a role in reducing the number of restraints for IM injec-
tion but it has no role in RT. Further, as new indications are con-
sidered such as agitation due to novel psychoactive substances
(NPS), there is as yet no evidence to support the use of ZA in RT,
even when BNF dose limits have been exhausted for other more
commonly used drugs in RT. An ECG is advised (Joint Formulary
Committee, 2018).

Dexmedetomidine

IV dexmedetomidine is a highly selective a,-adrenergic receptor
agonist that is used in general hospitals, particularly so in medi-
cal and surgical intensive care units (Maze et al., 2001). In a
meta-analysis of 14 RCTs including a total of 3029 participants
in an intensive care unit setting, 1V dexmedetomidine appeared
to be superior to all other agents, including midazolam and pla-
cebo, showing a significant reduction in the incidence of agita-
tion, confusion and delirium (Pasin et al., 2014). Calver and
Ishister (2012) investigated the effectiveness and safety of IV
dexmedetomidine in difficult-to-sedate patients (i.e. when two
attempts at parenteral sedation failed) and reported that it was
successful in achieving sedation in all but one patient, although
the effect was short lasting and adverse events were frequent,
mostly hypotension. The authors concluded that safe administra-
tion of dexmedetomidine is beyond the monitoring capability of
most emergency departments. Although dexmedetomidine is an
established option in the medical intensive care unit, there is
scant evidence for its use in the emergency department.

Barbiturates

Until around 20 years ago, barbiturates such as IM amylobarbi-
tone were sometimes used in RT (Pilowsky et al., 1992).
Barbiturate use was unsupported by any formal trials or publica-
tions. Moreover, as potent respiratory depressants for which no
reversing agent is available, barbiturates are exceptionally dan-
gerous drugs when given parenterally and facilities for mechani-
cal ventilation should be available (Kerr and Taylor, 1997; Taylor

et al., 1999). Today, only barbiturates used in anaesthesia remain
licensed and readily available. Amylobarbitone is available on a
‘named-patient’ basis but it cannot be recommended for RT given
the dangers associated with its use and the near absence of expe-
rience of its use amongst clinicians working in acute psychiatry
in the context of RT.

Valproate

Sodium valproate was originally introduced as an antiepileptic
agent in the 1960s and, soon after, there were reports of its use in
bipolar disorder. There have been suggestions that it is of use in
acute disturbance, in the context of varying diagnoses, since 1988
(Haddad et al., 2009). It is not generally included in RT protocols
but has an acknowledged role in the optimisation of management
in patients who are experiencing mania (Bowden et al., 1994;
Freeman et al., 1992, Goodwin et al., 2016). In the absence of
affective symptoms, there is limited evidence and a lack of RCT
evidence to support the role that valproate may have in the man-
agement of aggression (Lindenmayer and Kotsaftis, 2000).

In schizophrenia, some uncontrolled studies have suggested that
there may be promise for oral valproate as an anti-aggressive agent
(Chong et al., 1998; Citrome et al., 2004) but this has not been
established in later controlled studies (Volavka and Citrome, 2008).
In a Cochrane review, its use as adjunct treatment in the manage-
ment of schizophrenia in the absence of aggressive symptoms was
concluded to have a limited evidence base (Wang et al., 2016).

The best evidence regarding oral valproate is in managing
mania which, arguably, could reduce the requirement for RT. In
placebo-controlled trials, valproate was found to be effective and
comparable to lithium (Bowden, 2003; Pope et al., 1991).
However, there is evidence to suggest that the combination of an
SGA with sodium valproate is more effective (Goodwin et al.,
2016; Ogawa et al., 2014). It should be stressed that these would
be treatment choices to stabilise manic symptoms over a period
of days rather than in clinical situations where RT is to be consid-
ered. Although Keck and McElroy described a rapid clinical
response after using ‘loading’ doses of valproate for a small num-
ber of patients (Keck et al., 1993; McElroy et al., 1993, 1996),
larger trials are needed.

The limited evidence for the use of valproate in aggression
should be considered in the context of the potential side effects
although weight gain, which is the most problematic, would not
necessarily be considered in the acute situation. However, all pre-
scribers must be aware that it should not prescribed to women of
child-bearing age due to the risk of teratogenicity (NICE, 2016a).

Ketamine

Ketamine is an NMDA receptor antagonist that is used as an
anaesthetic agent, particularly in emergency situations. In recent
years there has been a large amount of research into the use of IV
ketamine infusions (most commonly at a dose of 0.5 mg/kg) as a
rapidly acting antidepressant treatment (Berman et al., 2000;
Zarate et al., 2006). There have been reports that in addition to
being an antidepressant, ketamine has a specific acute anti-sui-
cidal effect (Wilkinson et al., 2017). Such effects may be of rel-
evance to the management of the mental disorder underlying the
acute disturbance. However, the use of IV ketamine is
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complicated. In a psychiatric context, it is usually recommended
for use administered by an anaesthetist in an electroconvulsive
therapy (ECT) suite, which ensures full resuscitation equipment
is to hand (Diamond et al., 2014).

In terms of the specific use of ketamine for the management
of acute disturbance, this has mostly been investigated in emer-
gency departments where there is extensive evidence regarding
its use for procedural sedation (Bellolio et al., 2016) and the
management of pain (Motov et al., 2017). It is argued to be an
ideal medication to sedate patients, with a rapid onset of action
and minimal effects on airway control, breathing, heart rate, or
blood pressure (Scaggs et al., 2016). Data from emergency
departments are sparse but include a small retrospective review
of 27 patients treated with 1M ketamine. This found few major
adverse effects on vital signs (mean systolic blood pressure
increase of 17 + 25 mmHg and increased heart rate of 8 + 17
beats/min), even in a population with alcohol or drug intoxica-
tion in 40.6% (Hopper et al., 2015). However, 62.5% of patients
required additional pharmacologic treatment for agitation. A
subgroup analysis of a blinded RCT that compared 1M droperi-
dol, IM midazolam and their combination (Calver et al., 2015b;
Ishister et al., 2010) considered a group of 49 patients for whom
droperidol failed to induce adequate sedation and who were
subsequently administered IM ketamine of varying doses (4-6
mg/kg) (Isbister et al., 2016). With no serious adverse events
reported, ketamine was found to be effective when adminis-
tered in doses > 200 mg.

A more recent prospective observational non-randomised
study compared ketamine (IM 4-6 mg/kg or IV 1-2 mg/kg)
with IM haloperidol, IM/IV midazolam, IM/IV lorazepam, and
the combination of an IM/IV benzodiazepine plus IM haloperi-
dol for acute disturbance in around 100 participants (Riddell
etal., 2017). Ketamine led to significantly less agitation at 5, 10
and 15 minutes compared with the other treatments and there
was no difference in the need for re-dosing or adverse effects
between treatments, but the treatment group sizes were small (n
=10-33).

There have also been several reports of the use of ketamine in
‘pre-hospital’ settings by paramedics and emergency medical
staff; its rapid onset of action being its main advantage (Burnett
et al., 2015). For example, a retrospective case series of seven
young patients (mean age 24 years) with ‘excited delirium’ were
reported to have been successfully and safely treated with 1M
ketamine (mean dose 4.4 mg/kg) (Scaggs et al., 2016). A larger
retrospective study of 52 patients treated with IM ketamine 4 mg/
kg also found a high rate of rapid sedation (in 50/52 patients)
(Scheppke et al., 2014). In this study, 26 patients were also given
IM/IV midazolam to prevent emergence reactions with ketamine.
Of these, three patients experienced significant respiratory
depression with two needing intubation. Higher rates of intuba-
tion (23%) were also reported in another retrospective review of
36 patients treated with IM or 1V ketamine (Keseg et al., 2015).
A prospective open-label study of IM ketamine (5 mg/kg) versus
IM haloperidol (10 mg) in 146 subjects found the median time to
‘adequate sedation’ was significantly shorter with 1M ketamine
(5 vs 17 mins) (Cole et al., 2016). However, complications
occurred in 49% of patients treated with IM ketamine (hypersali-
vation, vomiting, laryngospasm) versus 5% treated with halop-
eridol and, again, significantly more patients treated with
ketamine required intubation (39% vs 4% of those treated with

haloperidol). Use of ketamine is supported by the Royal College
of Emergency Medicine, but without comment on the strength of
evidence (Gillings et al., 2016).

Intranasal esketamine, the active stereoisomer of ketamine, is
being investigated by the pharmaceutical industry as a potential
treatment for depression, and intranasal administration of keta-
mine has been proposed for the treatment of patients with severe
acute disturbance in the emergency department (Normandin
et al., 2016). This may be a safer and easier method of adminis-
tration. However, more research is required to examine this
approach. Pending this, IM or 1V ketamine is likely to be rela-
tively rarely used for RT. Importantly, it should be recognised
that it leads to sedation rather than tranquillisation and availabil-
ity of resuscitation equipment is required.

Electroconvulsive therapy (ECT)

Royal College of Psychiatrists (2013) guidance states that ECT is
not a desirable measure to treat the risk of violence and NICE
(2015b) guidelines on managing acute disturbance do not men-
tion ECT. That being said, ECT may be a consideration for cases
with prolonged and severe behavioural disturbance associated
with certain psychiatric disorders. In such scenarios it is not
inconceivable that RT may have been repeatedly utilised as a
management strategy.

ECT reduces disturbed behaviour in mania by treating the
manic episode. Although NICE guidelines on the management of
bipolar disorder do not mention ECT for mania (NICE, 2016b),
NICE guidelines on the use of ECT recommends it for prolonged
or severe manic episodes but only to achieve rapid and short-term
improvement after other treatments have failed or when the con-
dition is life threatening (NICE, 2009). WFSBP guidelines for
the treatment of bipolar disorder recommend ECT for acute
manic episodes that are resistant to pharmacotherapy (Grunze
et al., 2010), whereas BAP guidelines reserve ECT for patients
with mania who are severely ill, whose mania is treatment resist-
ant (including mixed states) and who express a preference for
ECT (Goodwin et al., 2016). Others suggest that ECT may be
considered at any point in the treatment of acute mania if the
patient has a history of positive response or is intolerant of medi-
cations (Mohammad and Osser, 2014).

Reviews attest to the efficacy of ECT in treating mania
(Mukherjee et al., 1994), with some also citing the speed of treat-
ment effect. ECT may reduce catatonia, aggression and excite-
ment (Fink, 2001). In a review of the use of ECT in patients with
catatonia, Luchini et al. (2015) highlighted that ECT is 80-100%
effective in all forms of catatonia, including delirious mania or
severe catatonic excitement, even after pharmacotherapy has
failed.

ECT has also been found to be effective in augmenting antipsy-
chotic treatment in treatment-resistant schizophrenia (Lally et al.,
2016; Petrides et al., 2015). In a review of 31 articles on the indica-
tions for ECT in schizophrenia, Pompili et al. (2013) concluded
that ECT in combination with pharmacotherapy is recommended
for patients with schizophrenia presenting with catatonia, aggres-
sion or suicidal behaviour, when rapid global improvement and
reduction of acute symptomatology are required. In a retrospective
study of 20 hospitalised patients with schizophrenia or schizoaf-
fective disorder who had received ECT treatment, aggression was
found to be significantly reduced (lancu et al., 2015). Kristensen
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et al. (2012) reviewed the medical records of eight forensic inpa-
tients with schizophrenia, whose psychotic symptoms were
accompanied by seriously assaultive behaviour and were unre-
sponsive to medication; all but one had an excellent or good symp-
tomatic and behavioural response to ECT.

From evidence to practice

Recommended. Although no studies have evaluated the use of
oral or IM formulations of promethazine as monotherapy, there is
good evidence supporting its IM use in combination with halo-
peridol and so promethazine may also be effective as monother-
apy. Oral-inhaled loxapine has trial evidence of efficacy
supporting its use although a brief respiratory assessment is
required beforehand, as it is contraindicated in patients with
asthma or chronic obstructive pulmonary disease, and a short-
acting beta-agonist bronchodilator (e.g. salbutamol) should be
available.

Not recommended. Oral levomepromazine, valproate and bar-
biturates have a lack of evidence for use in RT. Although IM
levomepromazine has some evidence of effectiveness, this has to
be weighed against the risk of cardiovascular adverse effects,
especially hypotension. IM ketamine has some evidence of effec-
tiveness, but it carries an important risk of respiratory depression
and does not have a reversing agent. IV dexmedetomidine has
good evidence of effectiveness but is not safe for use in settings
other than possibly in medical intensive care units.

For consideration for non-response. Zuclopenthixol acetate is
not recommended for use as RT as the evidence does not support
it, particularly as its onset of action takes several hours. However,
after other strategies have failed to achieve a required response, its
use may be considered as this may result in less numerous injec-
tions. A baseline ECG is advised before use due to the risk of QTc
prolongation.

ECT may also be considered when other strategies have failed
to achieve a required response, and particularly if the underlying
disorder has an evidence base for the use of ECT (e.g. mania) or
if there is a history of good response for the individual patient.

Modifiers, special settings and
circumstances

Pregnancy

Women with pre-existing mental illness are at risk of relapse dur-
ing pregnancy (NICE, 2014c) and may require hospitalisation,
which in turn may include the management of acute disturbance.
Commonly, medicines would be avoided during pregnancy;
however, this is not always possible, in which case many treat-
ment guidelines recommend treating the mother as per usual
clinical algorithms (NICE, 2014c, 2015b).

Pharmacological and pharmacokinetic changes in pregnancy
affect drug handling, including: variations in clearance between
trimesters; increased glomerular filtration rate; and expansion of
plasma volume, which subsequently return to pre-pregnancy
states soon after delivery (Wesseloo et al., 2017). Avoiding drugs
that may accumulate in both maternal and foetal tissues is an

advisable precautionary measure, as is selecting medication with
a short half-life (McAllister-Williams et al., 2017).

There are risks to the foetus associated with the use of medi-
cines during pregnancy, but there are also risks to the foetus or
neonate if the mother’s mental iliness were to relapse as a conse-
quence of no treatment. The main concern when prescribing
medication for pregnant mothers is whether the medication may
increase the baseline risk of malformations in the embryo, affect
foetal development or lead to complications at birth. Exposure to
a teratogen in the first trimester is more likely to cause structural
malformations, whereas later exposure is more likely to cause
growth defects (McElhatton, 2010). The risk of teratogenicity
may be increased if the number of concomitant drugs is increased
(UKMi, 2014). Teratogenic risk can differ among individuals and
not every foetus will be affected (McElhatton, 2010). During the
second and third trimesters, organs such as the cerebral cortex
and the renal glomeruli continue to develop and remain particu-
larly susceptible to damage. Teratogenic effects are usually dose
dependent and the dose response curve is steep, in that a small
increment in dose can result in a large increase in foetal toxicity
(McElhatton, 2010). Due to late-stage pregnancy in utero expo-
sure, benzodiazepines can lead to floppy baby syndrome and
antipsychotics are associated with EPS in the neonate.

In a retrospective case series (n = 80), 39% of preghant women
received oral or IM medication for acute disturbance in a US emer-
gency department; the authors did not make any active recommen-
dations as to what to use (Ladavac et al., 2007). Existing RT
guidelines give only general advice about the principles of man-
agement during pregnancy and do not provide a bespoke RT algo-
rithm for use in pregnancy (McAllister-Williams et al., 2017;
NICE, 2014c, 2015b). This is presumably due to the lack of RCTs
conducted in pregnancy resulting from both feasibility and ethical
concerns, and because the numbers involved in many studies are
too small to allow for specific evidence-based recommendations.
Consequently, we highlight here the importance of reporting the
outcomes of pregnancies exposed to medication to the UK
Teratology Information Service (UKTIS; http://www.uktis.org/).

The Maudsley Prescribing Guidelines (Taylor et al., 2015)
highlight the lack of published information on the use of RT in
pregnant women, and state that acute use of short-acting benzo-
diazepines such as lorazepam and of the sedative antihistamine
promethazine is unlikely to be harmful; there is a caveat pre-
sumption that the use of either would be problematic immedi-
ately before birth. Recent WFSBP guidelines (Garriga et al.,
2016) echo the lack of evidence in management of acute distur-
bance in pregnancy and suggest that verbal interventions should
be employed whenever possible; followed by the minimally
effective dose of medication, if necessary. NICE guidelines on
the general treatment of psychiatric disorders in pregnancy
(NICE, 2014c), recommends that benzodiazepines are not offered
to pregnant women, except for the short-term treatment of anxi-
ety and agitation, and that antipsychotic choice considers that
there is limited data on safety in pregnancy. It also states that
when choosing RT medication, an antipsychotic or benzodiaze-
pine with a short half-life should be considered; it does not spec-
ify a particular drug. The BAP Consensus Guidelines
(McAllister-Williams et al., 2017) endorse this point and add
that, in RT, the minimum effective dose should be used for antip-
sychotics due to the risk of EPS and that for benzodiazepines, the
risks of floppy baby syndrome should be taken into account.
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UKTIS collects pregnancy outcome data from women who
have been exposed to drugs and chemicals in pregnancy. It
does not currently have any specific information in relation to
lorazepam or any other benzodiazepine. In relation to halop-
eridol, UKTIS states that the published data do not demon-
strate any increased risk of congenital malformations or
spontaneous abortion following haloperidol exposure in preg-
nancy (UKTIS, 2014). For promethazine, UKTIS states that
two small studies on foetal exposure to promethazine by
maternal overdose do not suggest an association between in
utero promethazine exposure and increased risks of congenital
malformation, pre-term delivery, low birth weight or adverse
neurodevelopmental outcome; risk of spontaneous abortion
has not been studied. In the UK, manufacturers of promethaz-
ine state that, due to the risk of neonatal irritability and excite-
ment, use should be avoided in the last two weeks of pregnancy
(UKTIS, 2014). Recent meta-analyses (Magee et al., 2002),
Cochrane reviews (Boelig et al., 2016; Matthews et al., 2015)
and guidelines (NICE, 2008; Royal College of Obstetricians
and Gynaecologists, 2016) have concluded that promethazine
is safe to use in pregnancy in the ongoing management of nau-
sea and hyperemesis gravidarum and recommend it; although
this does not confirm its efficacy for RT in pregnancy, it does
provide a degree of evidence regarding its safety.

Due to the lack of an evidence base for pregnant women, RT
decisions are potentially more challenging when non-parenteral
options (pre-RT) have been exhausted. For IM promethazine
(Sanofi, 2016), IM lorazepam (Pfizer, 2014) and IM haloperidol
(Concordia, 2017) there is no contraindication in pregnancy stip-
ulated by the European licence for each drug respectively.

The relative risks of using one medicine over another in
pregnancy versus leaving the patient untreated are difficult to
assess due to a paucity of evidence and due to confounders such
as concurrent medication, lifestyle and the illness itself.
However, such concerns may be more relevant in relation to
ongoing use of medication, not single doses as administered for
RT. The direct effects of RT on the embryo or foetus are likely
to be minimal, but the risks associated with use of restraint and
ongoing regular medicines are likely to be more significant to
the embryo or foetus; these should inform prescribers’ plans for
short-term management such as RT. Further considerations
such as restraint positions (not prone or supine but semi-seated),
techniques and equipment (e.g. use of beanbags) and suitable
injection sites (gluteal or lateral thigh) are beyond the scope of
this review but are addressed elsewhere (McAllister et al.,
2017; NICE, 2015bh).

Intoxication and withdrawal

There is little specific evidence about management of acute dis-
turbance requiring RT where substance use is implicated. Clinical
experience constitutes the available evidence. The use of drugs
and alcohol and their relationship to mental disorders is outside
the scope of this guideline; for their management, please see BAP
guidelines on addiction (Lingford-Hughes et al., 2012). NG10
recognises that there are ‘major problems’ in managing sub-
stance-related violence with some patients inappropriately trans-
ferred to police cells (NICE, 2015b). In general, studies do not
stipulate which substances are implicated, although alcohol, syn-

thetic cannabinoids, gammahydroxybutrate (GHB) and stimu-
lants are most likely to be associated with acute disturbance.

One of the TREC trials examined the impact of substance
misuse and found that IM midazolam or IM haloperidol plus
IM promethazine were hoth effective and ‘reasonably safe’
(see Box 1 and Table 4) (TREC Collaborative Group, 2003). In
other clinical guidelines, benzodiazepines are generally rec-
ommended due to their limited side-effect profile and propen-
sity for drug interactions, the ability to titrate and to reverse
their effects with flumazenil, particularly in an acutely dis-
turbed patient where there is uncertainty about diagnosis and
other drugs taken (Lingford-Hughes et al., 2012; NICE,
2015b). Itis less clear what the best alternative is for those who
may be benzodiazepine tolerant or dependent, alcohol depend-
ent or have taken other respiratory depressants, although ben-
zodiazepines are still likely to be the best approach with
monitoring. Concerning antipsychotics, the risk of lowering
seizure threshold and impact on cardiovascular rhythm means
they should be used with caution and monitoring. In addition,
the use of antipsychotics may complicate diagnosis of a psy-
chotic presentation regarding whether it is ‘drug induced’ on a
background of a psychotic illness. Once the acute presentation
has resolved, a ‘brief intervention’ about the link between drug
use and consequences should be delivered, as well as consid-
eration given to referral to addiction services for more support
and specialised treatment.

Management of alcohol withdrawal and its complications
are covered in two NICE guidelines: CG100 (NICE, 2010)
and CG115 (NICE, 2011). Benzodiazepines are generally pre-
ferred and for delirium tremens, parenteral lorazepam or halo-
peridol is recommended. Wernicke’s encephalopathy and risk
of thiamine deficiency should be considered and treated with
parenteral thiamine (Lingford-Hughes et al., 2012; NICE,
2010, 2011).

For many of the novel psychoactive substances (NPS), rapid
urine or field tests are not available, so assessment is critical for
the diagnosis to be made. Clinicians should know signs and
symptoms of intoxication and withdrawal of such substances,
which broadly fall into the following groups: stimulants, depres-
sants and hallucinogens. The Novel Psychoactive Treatment UK
Network guidelines and website (http://neptune-clinical-guid-
ance.co.uk/) are excellent resources regarding NPS and the asso-
ciated clinical presentations and management of acute harms,
including acute disturbance (Abdulrahim et al., 2015). Advice on
acute clinical management is also available from the National
Poisons Information Service (https://www.toxbase.org/). Cases
of suspected harm from illicit substances, including NPS, can be
reported to Public Health England (https://report-illicit-drug-
reaction.phe.gov.uk/).

Gammahydroxybutrate (GHB) withdrawal can be associated
with acute disturbance and is a potentially life-threatening con-
dition that should therefore be considered as a medical emer-
gency (Abdulrahim et al., 2015). Substantial doses of diazepam
and/or admission to the medical intensive care unit with intuba-
tion to manage the acute disturbance have been described.
GABA-B receptors are a target for GHB and addition of baclofen
10 mg three times a day to benzodiazepines has been reported to
improve symptom control and reduce the need for large benzo-
diazepine doses (Lingford-Hughes et al., 2012).



MAHI -
26

STM -

122 - 615

Journal of Psychopharmacology 00(0)

Rapid tranquillisation in the general hospital

The emergency department of a general hospital is a clinical envi-
ronment that affords the safe administration of a wider range of
interventions and formulations than is possible in a psychiatric
inpatient setting. With ready access to resuscitation equipment and
ventilation apparatus, the risk versus benefit considerations can be
different; this is especially pertinent when standard options and
preparations fail. IV medications can be used, but these should be
considered in line with the evidence outlined above.

As a general hospital has different clinical settings, there is a
variety of scope for advanced medical risk management. For
example, the emergency department is different to the medical
intensive care unit in the general hospital; the latter being outside
the scope of our guideline. In addition to the inpatient psychiatric
setting, our guideline is also relevant to the standard general
hospital acute setting with its ready access to resuscitation equip-
ment and ventilation apparatus.

Psychiatric intensive care units and inpatient
forensic psychiatric settings

PICUs are for patients who are in an acutely disturbed phase of a
serious mental disorder (NAPICU, 2014). There is an associated
loss of capacity for self-control, with a corresponding increase in
risk, which does not allow for their safe, therapeutic management
and treatment in a less secure ward. PICUs utilise a range of restric-
tive interventions including seclusion. Forensic psychiatric settings
may also use highly restrictive interventions such as segregation or
mechanical restraint. These are specialist interventions that require
an enhanced understanding of how restrictive interventions can be
safely and effectively used individually and in combination.

Inpatient forensic psychiatric settings are for patients who
suffer from a mental disorder and who have carried out, or are at
increased risk of, serious violence to others and may have been in
contact with the Criminal Justice System. They provide acute
treatment and rehabilitation within relevant levels of security,
with an emphasis on interventions to reduce the risk of recidi-
vism and violence associated with mental disorder.

In principle, the interventions used to manage acute distur-
bance in such patients should not differ from those described in
this guideline. That said, the harmful effect of inadequately
managed acute disturbance in PICU and inpatient forensic set-
tings is likely to be more severe in both nature and degree than
that seen in general acute wards. The patient population in these
settings often has a history of past trauma (Briere et al., 2016),
which can lead to the triggering of extreme responses to restric-
tive interventions, such as parenteral medication and physical
restraint. Trauma-informed care management is recommended
(Muskett, 2014). Polypharmacy and high-dose antipsychotic
prescribing is more common in forensic settings and hence the
additional prescribing of RT requires due caution and attention
to the risk of adverse effects (Stone-Brown et al., 2016).

Seclusion

The efficacy of seclusion as an intervention used to manage acute
disturbance in its own right is outside the scope of this guideline.
Here we will briefly consider the relationship between RT and
the act of seclusion. A patient in seclusion should have access to
a range of interventions to manage acute disturbance.

In the case of RT and seclusion, one may precede the other,
or they may be used concurrently. Data are largely unavailable
regarding concurrent use. A survey of a medium secure forensic
service found that 10% of patients were concurrently secluded
and given RT (Haw et al., 2013) and in a general psychiatric
sample this was found to be the case for 40% (Talukdar and
Lekka, 2013). It is important to note that although these per-
centages are probably not generalisable, they are not small. In
an RCT where participants were randomly allocated to seclu-
sion or RT as first intervention, more than a third of participants
eventually experienced both interventions (Georgieva et al.,
2012).

Patients receiving RT who are subsequently secluded, or
patients in seclusion who receive RT, can present some challenges
around psychiatric monitoring. The Mental Health Act Code of
Practice (Department of Health, 2015) specifies that secluded
patients should be under continuous psychiatric observation with
regular nursing (two-hourly) and medical (four-hourly) seclusion
reviews (Bhavsar et al., 2014). The schedule and nature of seclu-
sion reviews is not the same as the intensity of physical monitor-
ing observations recommended for RT.

Physical health monitoring and RT

The rationale for physical health monitoring is based on the risk
of adverse effects of RT medication, including EPS, sedation,
respiratory depression, tachycardia, QTc prolongation with asso-
ciated risk of arrhythmia, postural hypotension, increased seizure
potential and NMS (Innes and Curtis, 2015; Innes and lyeke,
2012; Innes and Sethi, 2013; Loynes et al., 2012; Macpherson
et al., 2005). Pre-existing physical health comorbidities, preg-
nancy, drug or alcohol intoxication or withdrawal and potential
medication interactions confer additional risks (Loynes et al.,
2012). Non-medication risks are also a factor and may include
the process of restraint (Innes and Curtis, 2015; Loynes et al.,
2012). Furthermore, there are the practical challenges of deliver-
ing an IM injection into the correct muscle at the correct depth
(Abdelmawla and Mitchell, 2006; Blofeld et al., 2003).
Consequently, post-RT physical monitoring and documentation
is required (Innes and Curtis, 2015; NHS Litigation Authority,
2013; NICE, 2017).

Most mental health organisations include some policy or pro-
tocol guidance for the monitoring of physical health post-RT, and
yet these are far from uniform (Innes and Sethi, 2013; Loynes
et al., 2012). Such variations reflect inconsistency between rec-
ommendations from national and international guidelines.
Indeed, in national surveys, 97% of RT documents (n = 44) speci-
fied monitoring parameters but there was considerable variation
with a range of 14 different parameters listed (Innes and lyeke,
2012; Loynes et al., 2012).

Table 6 summarises the key points from guidelines that make
pertinent recommendations; the following guidelines make no
additional recommendations and are not included: American
Association for Emergency Psychiatry (Wilson et al., 2012b);
British Association for Psychopharmacology (Barnes et al.,
2011); and Austrian Society for Neuropsychopharmacology and
Biological Psychiatry (Frey et al., 2015).

In general, the recommended physical health parameters
include all those that are monitored by the National Early
Warning Score (NEWS) namely, temperature, pulse, systolic
blood pressure, respiratory rate, oxygen saturation, level of
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Table 6. Summary of key guidelines on post-RT monitoring.

Guideline Post-RT parameters

Post-RT monitoring

Additional recommendations

Maudsley Prescribing
Guidelines 12th edition
(Taylor et al., 2015)

Temperature; pulse; blood
pressure; respiratory rate

NG10 Temperature; pulse; blood

(NICE, 2015b) pressure; respiratory rate;
hydration level;
consciousness level; side
effects

NICE Quality Standard QS154
(NICE, 2017)

Vital signs; hydration
level; consciousness level;
side effects;

Assessment and management
of agitation in psychiatry:
expert consensus

(Garriga et al., 2016)

Vital signs

Every 10 minutes for 1
hour, then half-hourly till
patient ambulatory

At least hourly until no
further concerns or every
15 minutes (in certain
circumstances)

At least hourly until no
further concerns

Every 15 minutes for 1 hour
then every 30 minutes for 4
hours or until awake

Poor engagement: observe for pyrexia,
hypotension, over-sedation, and general physical
well-being.

Asleep/unconscious: continuous pulse oximetry
desirable with nurse presence.

Higher frequency if BNF maximum dose exceeded
in prescribing; patient asleep or sedated;
associated drugs and alcohol; pre-existing
physical health concerns; experienced harm due to
restrictive intervention.

If RT is used while the person is in seclusion,
additional measures may be needed to ensure
safety.

Vigilant documented monitoring should be
mandatory when physical restraint is used.

RT: rapid tranquillisation; BNF: British National Formulary.

consciousness or new confusion, as these are evidenced as good
predictors of patient mortality and deteriorating health (Gao
et al., 2007; Royal College of Physicians, 2017). Additionally,
ECGs, hydration status and blood tests have been recommended
post-RT (Macpherson et al., 2005).

There is an absence of evidence to stipulate the frequency and
duration of monitoring post-RT. Most, if not all, of the evidence is
based on expert committee and consensus recommendations. The
most prescriptive guidance recommends physical health monitor-
ing every 5-10 minutes for the first hour, then every 30-60 min-
utes until the patient is ambulatory (Macpherson et al., 2005). A
singular approach is not possible due to differing monitoring needs
for a higher-risk scenario. The monitoring guidance for individual
medications found in their SmPC can also direct longer durations
of monitoring. For example, the SmPC recommends monitoring
for at least 8 hours after parenteral lorazepam (Pfizer, 2014), and
for a minimum of 4 hours post-1M olanzapine (Eli Lilly, 2017b). In
general, a phased approach to monitoring is widely reported in cur-
rent clinical practice, with monitoring every 15 minutes post-RT
with IM medication for up to an hour, followed by a lower inten-
sity monitoring phase (hourly up to 4 hours); the latter is subject to
whether a patient is ambulatory (Innes and lyeke, 2012).

Ultimately, physical health monitoring essentially requires
direct “hands-on contact’ but also needs to be practically feasible
and safe. There will be times when direct contact physical obser-
vations are associated with increased risks to staff and/or the
patient and may even have the counterproductive effect of re-
escalating a situation. Examples may involve a secluded patient
or one whose degree of acute disturbance is associated with poor
engagement with clinicians. For this difficult-to-monitor patient
group, there is no evidence base or guidance as to what may con-
stitute non-contact physical monitoring. Respiratory rate, level of
consciousness and clinical observational signs (pallor, signs of
pyrexia, evidence of dystonia or akathisia and signs of dehydra-
tion) have been suggested as practical for such scenarios until
direct contact physical monitoring can be established (Innes and
lyeke, 2012; Loynes et al., 2012; Macpherson et al., 2005). As

technology continues to develop, the use of non-contact elec-
tronic monitoring may be considered. The use of photoplethys-
mogram technology in seclusion closed-circuit television or
patients wearing wrist heart rate and movement monitors are
likely to contribute to future innovation in this area (Davis et al.,
2014; Kamshilin et al., 2015; Tully et al., 2015).

The relationship between physical health monitoring and psy-
chiatric observation can be a potential source of confusion.
Psychiatric observation of behaviour is often enhanced in scenar-
ios where RT is used, with some scenarios requiring one-to-one
continuous psychiatric observations. A number of levels of psychi-
atric observations are commonly used in psychiatric practice
including: continuous arm’s length, continuous line of sight and
intermittent (high or low level, ranging from every 15 minutes to
every 60 minutes) (NICE, 2015b). It is recommended that psychi-
atric observations are carried out in a sensitive manner, minimising
the patient’s feeling of being under surveillance (Macpherson
etal., 2005). Although clearly linked, these two clinical monitoring
methods (physical health and psychiatric) are not synonymous.
The recommendations presented in Table 7 are for physical health
monitoring (with suggested minimum psychiatric monitoring) fol-
lowing the use of medications pre-RT and RT and, given the dearth
of evidence available, are based on the consensus of experts.

An algorithm for the management of
acute disturbance

Model and components

Algorithms for the management of acute disturbance exist in the
literature in the form of RT protocols and, in general, are based
on one of two models; neither is ideal. In the first type, interven-
tions are stratified across a number of branches depending on the
clinical characteristics of the acute disturbance scenario.
Although these can include most clinical sub-groups, such pro-
tocols can be too unwieldy to use in an acute emergency and
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Table 7. Direct contact monitoring levels.

Level Criteria Physical monitoring schedule Suggested minimum
psychiatric observations
Low All patients following pre-RT NEWS or equivalent every hour for minimum Standard psychiatric

medications 1 hour

Medium All patients post IM RT, who do not
require high/critical level monitoring

High All patients post IM RT, who are
over-sedated, asleep, or significantly
physically unwell

Critical All patients post IV RT as well as

patients who are unconscious (not
rousable) or severely physically unwell

NEWS or equivalent every 15 minutes for
minimum 1 hour

NEWS or equivalent every 15 minutes for
minimum 1 hour and include pulse oximetry
until patient is ambulatory

Continuous monitoring and resuscitation
facilities are essential

observations every hour

Intermittent psychiatric
observations every 15 minutes

Continuous (within line of
sight)

Continuous (within arm’s
length)

IM: intramuscular; IV: intravenous; NEWS (National Early Warning Score): temperature, pulse, systolic blood pressure, respiratory rate, oxygen saturation, level of con-

sciousness; RT: rapid tranquillisation.

there is a dearth of evidence supporting stratification of patients
to different interventions on the basis of their clinical presenta-
tion. Alternatively, in the second type of model, interventions
are considered stepwise with a linear flow, with some reference
to additional complexities related to certain clinical subgroups.
However, interventions are not easily placed in a linear flow as
they can be used at different points of a clinical scenario and can
be used individually or often in combination.

Our algorithm includes both overarching fundamental princi-
ples and interventions (pre-RT, RT and considerations for non-
response). We chose to place the interventions in a linear model
with stepwise flow. This is in keeping with the general notion that
there is an increased likelihood of requiring a later-stage interven-
tional category, if earlier and generally less restrictive interven-
tions have been tried and not had the desired outcome, the clinical
state is worsening, the risks are increasing, or patient engagement
is challenging.

Principles

The consensus group confirmed the seven fundamental princi-
ples as outlined below.

1. Multidisciplinary approach: as the aetiology of acute
disturbance is complex and heterogeneous, its manage-
ment warrants a multidisciplinary approach including
psychopharmacological, psychological, environmental
and social interventions.

2. Effective interventions: interventions should have an
evidence base confirming they increase positive out-
comes and/or reduce negative outcomes (harm) of acute
disturbance in the immediate to short term (from minutes
to hours). Strategies should be used to minimise the risk
of adverse effects of these interventions such as seeking
to prescribe the minimum effective dose and checking
for increased risk of side effects.

3. Proportionality of intervention: an intervention has an asso-
ciated imposed level of restriction on the patient and this
restriction should be proportionate (i.e. not excessive) to the
acute severity of the clinical risk posed by the acute distur-
bance. Further, the least restrictive options available should
always be considered in the first instance and so RT should

generally be used as a last resort only if non-pharmacological
and oral pharmacological options have been exhausted.

4. Treatment individualisation/choice: steps should be
taken, wherever possible, to ensure that interventions are
selected with patient-specific factors (clinical, risk and
choice related) as part of the decision-making process.
This will include clinical consideration of previous
response to specific medication as well as adverse
responses and allergies.

5. Treatment optimisation of underlying disorder: inter-
ventions should be set in a context of the overarching
goal of optimising the treatment of the underlying disor-
der as this may be partially or wholly causing the acute
disturbance.

6. Continuous monitoring/review of: (i) mental/physical
health; (ii) risk to self/others; (iii) treatment effective-
ness/harm; (iv) patient engagement level. The clinical
scenario and associated risks to self/others change with
time. Thus, selection of interventions to reduce risk in
the immediate or short term needs to reflect this so that
the right intervention is used for the right scenario at the
right time. Physical health is also important as both acute
disturbance and the interventions are associated with
physical health consequences. Further, it should be noted
that when prescribing in combination some side effects
are additive. As a patient-centred approach is at risk of
being compromised, the assessment of the patient’s level
of engagement in seeking positive solutions to reduce
harm and improve clinical outcomes should be kept
under review.

7. Consideration of modifiers: certain clinical sub-popula-
tions merit specific consideration as they may require a
modified approach to pre-RT and RT. These include:
pregnancy, drugs and alcohol, medically frailty or physi-
cally compromised (e.g. dehydrated), psychotropic
naivety, patients already prescribed regular psychotrop-
ics, learning disability and (extremes of) age.

We also note the importance of an immediate debrief and a post-
incident review to consider the learning points. This should also
include a review of regular medication with the aim of reducing
further episodes requiring RT.
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Recommendations for interventions

The efficacy and key safety concerns of the putative interven-
tions in the management of acute disturbance are summarised
here, together with the categories of evidence (I-1V) and strength
of recommendation (A-D, S), see also Table 1 and Figure 1.

Pre-RT: De-escalation. The following de-escalation compo-
nents are effective: continual risk assessment, management of
environment, passive intervention and watchful waiting, reassur-
ance, respect and avoidance of shame, appropriate use of humour,
identification of patient needs, distraction, reframing events for
patient, non-confrontational limit setting (l11; C).

The following de-escalation components may be effective:
self-control techniques, avoidance of provocation, respect patient
space, empathy, negotiation (I1V; D).

Pre-RT: Oral, oral-inhaled and buccal. Oral-inhaled loxapine is
effective although a brief respiratory assessment is required before-
hand, as it is contraindicated in patients with asthma or chronic
obstructive pulmonary disease, and a short-acting beta-agonist
bronchodilator (e.g. salbutamol) should be available (1b; A).

Buccal midazolam is effective (1l1; C).

Oral lorazepam may be effective (1V; D).

Oral promethazine may be effective (S).

Oral formulations of aripiprazole, olanzapine and risperidone
are effective (Ib; A).

Oral haloperidol is effective and a baseline ECG is advised
before use due to the risk of QTc prolongation (l11; C).

Oral quetiapine is effective (l11; C).

Oral formulations of clonazepam and diazepam are not rec-
ommended due to lack of evidence for use in RT together with
the risk of accumulation with repeated dosing and the resultant
risk of cumulative adverse effects (S).

Oral levomepromazine is not recommended due to lack of
evidence for use in RT (S).

Pre-RT pharmacological strategies should be considered
before RT (S).

RT: IM monotherapy. IM lorazepam is effective (Ib; A).

Parenteral benzodiazepines have safety concerns due the risk
of respiratory depression. Thus, wherever they are used, flumaze-
nil must be immediately available (S).

IM promethazine may be effective (extrapolated la; D)

IM aripiprazole is effective (la; A).

IM droperidol is effective and a baseline ECG is advised
before use due to the risk of QTc prolongation (Ib; A).

IM olanzapine is effective, but it should only be administered
by itself and not concurrently with IM benzodiazepines due to
risk of hypotension; thus, there should be an interval of at least 1
hour between the two (la; A).

IM clonazepam is not recommended due to a relative lack of
supporting evidence for use in RT (S).

IM diazepam is not recommended due to lack of evidence for
use in RT (S).

IM midazolam is not recommended due to the risk of respira-
tory depression (la; A).

IM haloperidol is not recommended as monotherapy even
though it has evidence of effectiveness, and a baseline ECG is

advised, as measures need to be in place to offset its adverse
effects and especially for the risk of acute dystonia (la; A).

IM levomepromazine is not recommended, even though it
has some evidence of effectiveness, as there is potential evi-
dence for a risk of cardiovascular adverse effects, especially
hypotension (111; C).

RT IM monotherapy should be considered before RT IM com-
binations (S).

RT: IM combinations. IM promethazine plus IM haloperidol is
effective and a baseline ECG is advised before haloperidol use
due to the risk of QTc prolongation (la; A).

IM lorazepam plus 1M haloperidol is effective and a baseline
ECG is advised before haloperidol use due to the risk of QTc
prolongation (la; A).

Parenteral benzodiazepines have safety concerns due the risk
of respiratory depression. Thus, wherever they are used, flumaze-
nil must be immediately available (S).

IM lorazepam plus IM promethazine is not recommended due
to lack of evidence for efficacy for this combination (S).

RT: IV monotherapy (resuscitation settings only). Due to
the potential risk of respiratory depression and cardiac adverse
effects, RT IV options must only be used in settings where resus-
citation equipment and trained clinicians are available to manage
medical emergencies (S).

Both 1V lorazepam and IV midazolam are effective (Ib; A).

As flumazenil can reverse respiratory depression caused by
an IV benzodiazepine, its immediate availability must be con-
firmed before an 1V benzodiazepine is administered (S).

IV droperidol is effective and a baseline ECG is advised
before use due to the risk of QTc prolongation (Ib; A).

IV olanzapine has evidence of effectiveness but caution is
advised due to the risk of respiratory depression and the lack of a
reversing agent (I11; C).

1V diazepam is not recommended due to lack of evidence for
use in RT (S).

1V haloperidol is not recommended due to a lack of evidence
for its use in RT (S).

IV dexmedetomidine has evidence of effectiveness but is not
recommended as it is not safe for use in settings other than pos-
sibly in medical intensive care units (la; A).

Non-response to pre-RT and RT interventions. Seeking
senior advice, conducting a comprehensive case review and a
reviewing the appropriateness of the clinical setting should all
be considered (S).

Zuclopenthixol acetate is not recommended for use as RT
as the evidence does not support it, particularly as its onset of
action takes several hours. However, after other strategies
have failed to achieve a required response, its use may be
considered. A baseline ECG is advised before use due to the
risk of QTc prolongation (l1; C).

ECT may also be considered when other strategies have failed
to achieve a required response, and particularly if the underlying
disorder has an evidence base for the use of ECT (e.g. mania) or if
there is a history of good response for the individual patient (1V; D).

IM ketamine is effective but it is not recommended due to risk
of respiratory depression (I11I; C).
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Barbiturates and valproate are not recommended due to lack
of evidence for use in RT (S).

Physical monitoring. All patients who have received pre-RT
medication should be monitored at a minimum of Low Level (S)
(see table 7).

All patients who have received IM RT should be monitored at
a minimum of Medium Level (IV; D).

All patients who have received IM RT and are over-sedated,
asleep or significantly physically unwell, should be monitored at
a minimum of High Level (S).

All patients who have received IV RT and/or are unconscious
or severely physically unwell, should be monitored at Critical
Level (S).

For those patients for whom direct contact physical monitor-
ing is not safe or feasible, non-contact physical monitoring (com-
prising respiratory rate, level of consciousness, pallor, signs of
pyrexia, evidence of dystonia/akathisia and signs of dehydration)
should be conducted until direct contact physical monitoring can
be established (S).

Due to the potential risk of respiratory depression and cardiac
adverse effects, staff should be trained in immediate life support
and resuscitation equipment use, and trained clinicians should be
available to manage medical emergencies (1V; D).

Discussion

Overview

The management of acute disturbance in the context of an under-
lying mental or physical disorder presents some of the most chal-
lenging clinical scenarios in acute healthcare. The evidence base
for interventions in this field remains problematic with some
interventions lacking an evidence base or being only supported
by evidence of lower quality and thus consensus methods were
also required. This guideline specifically focussed on the use of
de-escalation methods, and non-parenteral medication used as
pre-RT interventions as well as parenteral medications used in
RT. We consolidated our recommendations within a clinical algo-
rithm that included seven overarching fundamental principles
that promote high-quality patient care. De-escalation was
described as comprising numerous active components, each of
which were considered individually with regard to the supporting
evidence base. To our knowledge this guideline is the first to rep-
resent de-escalation in this way.

Historically, non-parenteral medications were included in RT,
but more recently these have been relatively excluded from larger
reviews and guidelines such as NG10 (NICE, 2015b). In our
guideline, we have reviewed oral, oral-inhaled and buccal options
and made recommendations accordingly. Parenteral medication
used in RT was described across three levels: 1M monotherapy,
IM combinations and IV medications. Some RT medications were
not recommended due to safety considerations, whereas others
were recommended with specific safety advice. For IM mono-
therapy, IM haloperidol alone was not recommended due to risk
of adverse effects including dystonia, whereas 1M droperidol was
recommended if the risk of QTc prolongation is taken into account
by performing baseline ECG. Further, we focussed our review of
the evidence for 1V monotherapy in resuscitation-resourced set-
tings such as emergency departments, acute medical and acute
surgical inpatient wards in the general medical hospital.

It is important to note that several medications recommended
for use in pre-RT (e.g. oral promethazine) or RT (e.g. IV droperi-
dol) would be outside the terms of their licence (off-label) if used
for the management of acute disturbance; this may be especially
true for pregnant women. Thus, prescribers are advised to consult
more authoritative guidance on the use of licensed medication in
unlicensed situations (GMC, 2013; MHRA, 2009; Royal College
of Psychiatrists, 2007, 2017).

This guideline also makes specific recommendations for
monitoring of physical healthcare and psychiatric observations
following pre-RT and RT medication and these include the use of
non-contact physical observations where direct contact is not
possible.

For scenarios where pre-RT and RT interventions have not
been effective in managing acute disturbance, it is likely that the
clinical picture progresses towards non-acute or prolonged dis-
turbance. In these circumstances, we recommend seeking senior
multidisciplinary advice, conducting a comprehensive case
review, and reviewing the appropriateness of the clinical setting
for the patient and their treatment. Zuclopenthixol acetate or ECT
may also be considered, if clinically appropriate.

Key uncertainties and research
recommendations

One of our principles for the management of acute disturbance
highlights the importance of patient-specific factors as RT medi-
cation choices should not be uniform regardless of diagnosis or
clinical presentation. However, how best to individualise clinical
decision making largely lacks an evidence base. Patient sub-pop-
ulations should be considered, including but not limited to those
who have misused substances such as NPS and pregnant women.
The scope of these guidelines specifically excluded the manage-
ment of acute disturbance relating to children and young people,
those with learning disability or traumatic brain injury, or older
adults with or without dementia. Over time, it is hoped that the
evidence base for RT in these patient populations will be
enhanced, allowing us to include their consideration in due
course. As patient choice remains a key focus for clinical care in
the UK, we also advocate further research on the perspective of
patients.

We did not conduct a critical evaluation of the numerous clin-
ical rating scales, including those used as outcome measures. We
note that most focus on moderate to severe symptoms such as
hostility, uncooperativeness and poor impulse control, thereby
ignoring that acute disturbance is a continuum that starts with
less severe symptoms such as nervousness, which progress to
agitation and may or may not manifest as aggression or violent
behaviour. Further consideration is warranted to identify which
are the most appropriate scales to use to measure degree or fre-
quency of acute disturbance and the outcomes of management
approaches and to consider at what time points these should be
evaluated. Similarly, monitoring protocols and methods, includ-
ing use of technology for non-contact physical monitoring,
require enhanced empirical examination.

For de-escalation, the distinct paucity of high-quality research
evidence needs to be addressed to confirm the effectiveness of de-
escalation as an intervention, together with exploration of the
potential reasons as to why de-escalation sometimes fails. Given
that failure to successfully de-escalate a situation increases the
likelihood of progression to restrictive interventions and markedly
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increased risk for the patient and staff; any refinement of the pro-
cess, active components and skills of de-escalation is important.
Further, NG10 identifies the following research question
as a priority: “Which medication is effective in promoting de-esca-
lation in people who are identified as likely to demonstrate signifi-
cant violence?” (NICE, 2015b). Not only does this place due
emphasis on the importance of identifying patients at risk of
becoming acutely disturbed, but also notes the potential role of
pre-RT medication and whether this may strengthen the use of ver-
bal/psychotherapeutic de-escalation strategies. The interplay of
oral, oral-inhaled and buccal pharmacological interventions with
de-escalation is yet to be clarified. Moreover, the difference
between non-parenteral regularly prescribed or PRN medication in
the management of acute disturbance warrants further investiga-
tion. Oral promethazine is commonly used as PRN medication and
yet the maximum daily dose also remains subject to debate.

In our review of the evidence for RT we identified a key
need for a head-to-head trial to ascertain whether there is a
difference in efficacy between the combinations IM haloperi-
dol plus IM promethazine versus IM haloperidol plus IM
lorazepam. Additionally, IM promethazine may be combined
with IM lorazepam and sometimes with IM aripiprazole and
yet there is minimal evidence to evaluate the efficacy or harm
of these combinations over their respective sole drugs alone.
Also, further research on the range of IV medications is
required for RT in non-psychiatric medical or surgical settings
with a particular focus for medical intensive care settings and
the drugs that are more familiar to clinicians working there.
We also note that RCTs of RT, including the TREC studies,
and naturalistic data (POMH-UK, 2017) show that a signifi-
cant minority of patients do not respond to an initial attempt at
RT. Thus, we ask what measures are taken by clinicians to
resolve the acute disturbance for those patients? In turn, this
can shape further empirical questions to be addressed by
future clinical trials.

Although we found some putative interventions should not be
considered as options for RT, others such as ECT treat the under-
lying disorder and thereby predominantly appear to have an indi-
rect role in the management of acute disturbance. Thus, we
highlight the need for further empirical research as to whether its
use leads to a reduction in the risk of subsequent episodes of
acute disturbance requiring RT.

Conclusions

The management of acute disturbance is a complex process. We
have presented the recommended interventions within a structured
algorithm for the clinician to consider the various options accord-
ing to their route of administration and category of evidence.
Fundamental overarching principles are included and highlight the
importance of treating the underlying disorder. Due emphasis has
been placed on the phase pre-RT that includes the use of non-par-
enteral medication. The interplay of both pharmacological and
non-pharmacological interventions, including de-escalation, is
important and yet also warrants further empirical investigation.
Moreover, it is noted that some medications have been somewhat
disregarded for a number of years and now ought to be re-estab-
lished in light of a new evidence base to support their use.

We conclude that the variety of options available for the manage-
ment of acute disturbance goes beyond the standard choices of

lorazepam, haloperidol and promethazine. Ultimately, we advocate
that the clinician can determine the optimal evidence-based inter-
ventions centred within a multi-faceted and multidisciplinary
approach, which also includes an individualised patient perspective.
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INTRODUCTION/SUMMARY OF POLICY

This policy sets out a framework for the development and implementation of
non-medical prescribing (NMP) of medicines within the Belfast Health and
Social Care Trust (BHSCT) and thus establishes a consistent approach for
NMP. This policy applies to all registered nurses, midwives, specialist
community public health nurses, pharmacists, optometrists, and other allied
health professionals registered with the Trust as non-medical prescribers of
medicines in accordance with their job descriptions and KSF outlines.

(Where the term ‘nurse’ is used throughout the remainder of this document it
includes midwives and specialist community public health nurses).

Background

This policy is required to establish a framework for the development and
implementation of NMP of medicines within the Belfast Health and Social
Care Trust (BHSCT).

Purpose
Ensure professional and statutory obligations are met.
Contribute to the provision of holistic care.
Provide robust standards for non-medical prescribing of medicines.
Clarify accountability and responsibility.
Provide a framework under which potential applicants could determine
eligibility undertake an approved prescribing programme.
To maintain a live register of NMPs in BHSCT with an agreed annual
renewal process.

SCOPE OF THE POLICY

This policy will apply throughout the Belfast Health and Social Care Trust for
all NMPs.

ROLES AND RESPONSIBILITIES

NMPs

NMPs are individually responsible and accountable for their prescribing

practice and must adhere to trust policies. NMPs are also responsible for:
Ensuring that they provide appropriate, evidence based, safe, and cost
effective prescribing to service users
Adhering to their professional codes of conduct (see below) and only
practice within their own level of competence and parameters of prescribing.
Completion of an annual declaration of continued competence.
Participating in timely annual audit of prescribing practice.
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3.2 Line Managers and Professional Leads are responsible for the monitoring of
the daily prescribing activities of NMPs in relation to their job description. They
are also responsible for ensuring that systems are in place to facilitate
prescribing practice to include:

e Ensuring the duties of the NMP are included in job description

e Ensuring that NMPs are supported to attend CPD within the Trust to
maintaining their competencies in line with their job description.

¢ Informing the Trust Professional lead if an NMP leaves the Trust or there is
concern about the prescribing practice of the NMP.

e Ensuring NMPs are compliant with any audit requirements.

40 CONSULTATION

Executive Director/Co-Directors of Nursing. Associate Directors of Nursing.
Head of Pharmacy and Medicines Management. Non Medical Prescribers.
Prescribing advisors HSCB, Standards and Guidelines Committee. Drugs and
therapeutics committee.

5.0 POLICY STATEMENT/IMPLEMENTATION

5.1 Definitions
Definition of Independent Prescribing — The working definition of independent
prescribing is prescribing by a practitioner (e.g. doctor, dentist, nurse,
pharmacist, optometrist, or AHP) responsible and accountable for the
assessment of patients with undiagnosed or diagnosed conditions and for
decisions about the clinical management required, included prescribing of
medicines. Within medicines legislation the term used is “appropriate
prescriber”.

Definition of Supplementary prescribing — A voluntary partnership between an
independent prescriber (a doctor or dentist), who has made the initial
assessment and diagnosis, and a supplementary prescriber who may
prescribe any medicine, in accordance with the agreed patient-specific clinical
management plan with the patient’s consent.

Prescribing from the Nurse Prescribers Formulary — Community Practitioner
Nurse Prescribers (CPNPs) V100 — formerly District Nurse/Health Visitor
prescribers must only prescribe items listed within the Nurse Prescribers
Formulary for Community Practitioners as outlined in the Northern Ireland
Drug Tariff.

5.2 Key Policy Statements

5.2.1 Categories of individuals who can prescribe medicines as independent/
supplementary prescribers
Non-Medical staff who have successfully completed a recognised prescribing
course, have registered with the appropriate professional body as a prescriber
of medicines and have been approved and registered as a NMP on the
BHSCT NMP register can prescribe as either independent or supplementary
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prescribers (As appropriate). Qualified staff transferring from other Trusts
must apply to register as a NMP in BHSCT.

5.2.2 The cateqories of nurses who can prescribe medicines:

Nurse Independent Prescribers can prescribe any medicine for any medical
condition within their competence including some controlled drugs.

Nurse Supplementary Prescribers can prescribe any medicine, including
some controlled drugs under a Clinical Management Plan in partnership with
an independent prescriber (doctor or dentist).

CPNPs must only prescribe items listed within the Nurse Prescriber’s
Formulary for Community Practitioners as outlined in the Northern Ireland
Drug Tariff. More detailed information is provided in the British National
Formulary (BNF).

5.2.3 The cateqgories of pharmacists who can prescribe medicines:

Pharmacist Independent prescribers can prescribe any medicine for any
medical condition within their competence including some controlled drugs.
Pharmacist Supplementary prescribers can prescribe any medicine,
including some controlled drugs under a Clinical Management Plan in
partnership with an independent prescriber (doctor or dentist).

5.2.4 The cateqories of Allied Health Professionals who may prescribe medicines:

Physiotherapy, Therapy Radiography, Paramedics and Podiatry
Independent Prescribers can prescribe any medicine for any medical
condition within their competence including some controlled drugs (Confirm
for each profession)

Physiotherapy, Podiatry, Paramedics, Radiography and Dietetics prescribers
can prescribe under a Clinical Management Plan in partnership with an
independent prescriber (doctor or dentist). AHPs can only prescribe
controlled drugs as supplementary prescribers when the drugs are clearly
defined within the clinical management plan.

5.2.5 The cateqories of Optometrists who may prescribe medicines:

Optometrist independent prescribers can prescribe any licensed medicine for
ocular conditions, affecting the eye and adnexa, within their recognised area
of expertise and competence of the optometrist. Optometrist Independent
Optometrists cannot prescribe controlled drugs.

5.2.6 Application process for Independent/Supplementary Prescribing Programme

All entrants must be selected according to the criteria set by the individual
prescribing programme and the respective professional body for each of the
professional groups. Applicants must have a named medical officer within the
clinical area who will act as a mentor and have the approval of BHSCT to
complete the training course. Applicants must have the support of their line
manager. The prescriber must have the opportunity to prescribe within their
post following completion of training. The therapeutic areas for prescribing
must be identified.
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Application and Admission to Nurse Independent/Supplementary Prescribing
Programme

The Nurse Independent/Supplementary Prescribing course is delivered by
Queen’s University, Belfast and the University of Ulster, Jordanstown over
one academic year. Part time employees must have worked for a sufficient
period to be deemed competent by their line manager.

The aim in selection of students to undertake the programme is to identify
those who will successfully complete the course and be able to carry out the
role of nurse prescriber within their speciality/area of expertise.

Commissioning for nurse independent/supplementary prescribing should be
undertaken in line with the framework for the management of nursing and
midwifery post registration education commissioning for the BHSCT. Any
nurse wishing to undertake the course may apply, having first discussed with
and gained approval from their line manager /Divisional Nurse Lead. The
NMC circular 29/2007 requires that all nurses have an up-to-date criminal
records bureau check i.e. within the last 3 years, before they commence the
course. Appendix 1 details the admission criteria checklist.

Admission criteria to Community Practitioner Nurse Prescribing Programme
At present the nurse prescribing programme is integrated into the BSc
(Hons)/PG Diploma Community and Public Health Nursing.

Admission criteria to Pharmacist Independent Prescribing Course

The course is over a six month period leading to a Post Grad Certificate in
Independent/Supplementary Prescribing for pharmacists. The course is
provided jointly by Queens University, Belfast and NICPLD (Northern Ireland
Centre for Pharmacy Learning and Development). Part time employees must
have worked for a sufficient period to be deemed competent by their line
manager/Professional Lead. Candidates may also complete the Pharmacist
Independent Prescribing Course as part of the MSc in Advanced Clinical
Pharmacy Practice

Applicants must be registered with the Pharmaceutical Society of Northern
Ireland (PSNI) (or eligible to register), have 2 years post-registration
experience and have experience in the clinical area in which they wish to
practice as a pharmacist independent prescriber.

Pharmacists must have approval from the Pharmacy Post-graduate
Application Working Group. All applications must be forwarded by 31t
January to the Pharmacy Services Manager for consideration. Appendix 2
outlines the admission criteria checklist.

5.2.10 Admission criteria to AHP Independent/Supplementary Prescribing

Programme
The AHP Independent/Supplementary Prescribing Course is delivered by the

Ulster University. The applicant must be registered with at least one year’s
experience immediately preceding the application in the clinical area in which
they intend to prescribe. Part time employees must have worked for a
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sufficient period to be deemed competent by their line manager/ Professional
Lead, as appropriate.

Allied Health Professionals

The course will be available through the AHP commissioning process. Any
AHP within the Trust who wishes to apply must have approval from their Trust
Professional Lead. Appendix 3 outlines the admission criteria checklist.

5.2.11 Admission criteria to Optometrist Independent Prescribing Programme

5.3

The Optometrist Independent Prescribing Course is delivered by a number of
institutions across the UK. The Optometrist must have been practising as a
qualified Optometrist for at least 2 years in order to commence this course.
Approval by line manager or Professional Lead is required prior to
commencing if funding is available from the BHSCT, or if study leave is being
applied for. Optometrists preparing to become independent prescribers will
undertake a specific General Optical Council (GOC) approved programme of
training, and must successfully complete the Common Final Assessment of
Competence

Optometrists require prior approval from their line manager or Professional
Lead in order to commence an Independent Prescribing course, if funding is
available from BHSCT or if study leave is required. These are provided by a
number of University Optometry departments in the UK, and the Optometrist
may be required to self-fund their training and Independent Prescriber
qualification.

BHSCT and Regional Registration Process

5.3.1 Application for inclusion on the BHSCT NMP Reqister

e A central live register of all non-medical prescribers of medicines within
BHSCT can be located at:
http://intranet.belfasttrust.local/directorates/css/MedicinesManagement/Page
s/INMPC.aspx

e The NMP must complete the application form for inclusion on the BHSCT
NMP Register. (Appendix 4).

e The Head of Pharmacy and Medicines Management will review the
application and if approved issue a letter to the NMP to authorise that he/she
can prescribe as part of their role.

e The Divisional Nurse/ AHP Professional Lead/ Optometry Professional Lead
will add the name to the locally held database and ensures the individual’'s
job description details the applicant will work as a non-medical prescriber in
BHSCT.

5.3.2 Annual Renewal on the BHSCT NMP Register

e The Line Manager must review and verify by the 30" April each year that the
non-medical prescriber is working within their authorised parameters of
prescribing.

e In order to do this the annual renewal form (Appendix 5) should be
completed and returned via e-mail before the 30" April each
year.PharmacyCentralAdmin@belfasttrust.hscni.net
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The NMP register on the intranet will then be updated to indicate the
registrant has renewed for the current financial year e.g. 21/22, 22/23 etc.
(Rather than the previous process which indicated the month the registrant
joined the register)

New Registrants who join part way through the year must complete the
annual renewal for the following year in line with the above.

Failure to comply with this requirement within the time-frame will result in the
practitioner being removed from the BHSCT register and a suspension of
prescribing rights within BHSCT.

The Head of Pharmacy and Medicines Managment will forward a list of
registrants removed from the register to the professional representative on
the trust NMP group by 31t May each year.

Any practitioner wishing to ‘rejoin’ the BHSCT register will be required to re-
submit a full application as set out in Appendix 4.

Parameters of prescribing and expanding parameters of prescribing

Initially the parameters of prescribing are agreed with the line
manager/professional lead as part of the BHSCT registration process as
outlined above. The parameters of prescribing will be reviewed as part of the
annual appraisal process. It is the Department of Health's policy in Northern
Ireland to extend prescribing responsibilities to a range of non-medical
professions. Further information is available at:
https://www.health-ni.gov.uk/articles/pharmaceutical-non-medical-prescribing
Professional Leads who approve application forms and parameters of
prescribing should ensure applications are in line with this policy and DOH
guidance at the link above.

Any changes in prescribing practice must be notified to the Head of
Pharmacy and Medicines Management by forwarding a new appendix 4.

Maternity L eave and annual registration

It is the responsibility of the individual NMP to advise the Head of Pharmacy
before commencing maternity leave — Upon receipt of this information the
Head of Pharmacy will annotate “Maternity leave” besides the registrant name
for a period of 15 months on the trust register. An annual renewal form must
be completed within the 15 months to remain on the register.

It is the responsibility of the line manager to advise the Head of Pharmacy
when a prescriber has left the trust or is no longer practicing.

Application for inclusion on the regional Web Based Registration for
prescribing in primary care

The Business Services Organisation (BSO) Regional Web Based Registration
system maintains a register of non- medical prescribers who wish to obtain
their own HS21 prescription pad in line with DoH guidance. All primary
care/community non medical prescribers must register with BSO using this
system in order to obtain a cipher number. Before commencing the online
registration process, please refer to the ‘Northern Ireland Non-Medical
Prescriber Registration Manual’ which is available at the link below:
http://intranet.belfasttrust.local/directorates/css/MedicinesManagement/Docu
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ments/Non-Medical%20Prescriber%20Registration%20Manual%?20-

%20Jun%202013.pdf

Guidance on Prescribing
Patient assessment

Before writing a prescription the non-medical prescriber should have
assessed the patient and have knowledge of:
Patient’s full medication (this should include all prescribed and non-
prescribed medication including over the counter and alternative remedies).
Past medical history.
Allergy status.
Patient’s current health status.
A thorough knowledge of the item to be prescribed, i.e. dosage, therapeutic
action, side effects, and interactions, frequency of use.
The current British National Formulary (BNF) or Nurse Prescribers
Formulary (NPF) for reference, including guidance on prescription writing.

All non-medical prescribers should prescribe according to the Trust’s generic

prescribing policy except where this would not be clinically appropriate or

where there is no approved generic name. The N.Ireland Formulary should be

adhered to as well as Trust approved policies e.g. BHSCT Medicines Code
Non medical prescribers should clearly annotate that they are a
supplementary or independent prescriber.
http://niformulary.hscni.net/Pages/default.aspx

Prescriptions should be regularly reviewed and only re-issued to meet clinical
need. Suitable provision for monitoring each patient/client’s condition should
be in place for ensuring that patient/client’'s who need a further examination or
assessment do not receive further prescriptions without being seen by an
appropriate prescriber.

Non-medical prescribers may discontinue medication if they have assessed a
patient and in their clinical judgement think this is the best course of action for
the patient. Non-medical prescribers should always consider themselves part
of the team and not undertake actions without considering the prescribing
actions of others.

Patient information
The non-medical prescriber must inform the patient that they are acting as a
non-medical prescriber. The non-medical prescriber will explain the following
to the patient:

Indication for the medication.

The dosage, frequency and method of administration.

The common side effects.

Any precautions they should take.

What to do if they have any concerns or adverse reactions.

How to store medicines safely.

What to do with any leftover medicines at the end of treatment.

Plan for review if indicated.
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¢ And test their understanding of the information provided

Prescribing and administration/supply/dispensing

Wherever possible, the actions of prescribing, dispensing/supply and
administration are performed by separate healthcare professionals.
Exceptionally, where clinical circumstances make it necessary and in the
interests of the patient, the same healthcare professional can be responsible
for the prescribing and supply/administration of medicines. Where this occurs,
an audit trail,documents and processes are in place to limit errors.

https://www.rpharms.com/Portals/0/RPS%20document%20library/Open%20a
ccess/Professional%20standards/SSHM%20and%20Admin/Admin%200f%20
Meds%20prof%20guidance.pdf?ver=2019-01-23-145026-567

Prescribing for Self/Family/Friends

Non-medical prescribers must not prescribe any medicine for themselves or
for anyone with whom they have a close personal or emotional relationship
other than in exceptional circumstances.

Prescribing controlled drugs

Nurses

Amendments to the Misuse of Drugs Regulations (Northern Ireland)

2002 were introduced on 10 May 2012 to allow a nurse independent
prescriber and a pharmacist independent prescriber to prescribe controlled
drugs (CDs) as described in the Department circular DH1/12/112169
(Appendix 7).

Formerly nurse independent prescribers could only prescribe controlled drugs
from a limited formulary for specific conditions or by using supplementary
prescribing.

Nurse independent prescribers can prescribe any controlled drug listed in
schedules 2-5 for any medical condition within their competence except
diamorphine, cocaine and dipipanone for the treatment of addiction (nurse
independent prescribers are able to prescribe other controlled drugs for the
treatment of addiction).

Nurse independent prescribers are able to requisition controlled drugs and are
authorised to possess, supply, offer to supply and administer the drugs they
are able to prescribe. Persons acting in accordance with the directions of a
nurse independent prescriber are authorised to administer any schedule 2-5
drugs that the nurse can prescribe,

Detailed advice on writing a prescription for Controlled Drugs is contained in
the BNF.

All nurse prescribers wishing to undertake prescription of CDs under this
legislation will be required to:
e gain approval from their professional line manager
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e provide parameters of prescribing practice for inclusion on the BSO/Trust
Central Register provide evidence of successful completion of controlled
drugs training

e provide evidence of safe prescribing practice and CPD at annual appraisal

e adhere to BHSCT Controlled Drug policy

e adhere to BHSCT Dealing with discrepancies and concerns about Controlled
Drugs

Non-medical prescribers who need to prescribe controlled drugs as part of
their role must specify them individually on the parameters of prescribing
section of the application form (Appendix 5) and forward to Head of Pharmacy
and Medicines Management with evidence of successful completion of CD
training.

Schedules are highlighted in the BNF.A comprehensive list of schedules is
available from the Home Office and all non-medical prescribers should obtain
a copy of this document available from the Home Office Website
www.homeoffice.gov.uk/drugs/licensing. A list of schedules is also available in
the BHSCT CD policy.

5.5.2 Pharmacists
Pharmacists can prescribe controlled drugs as supplementary prescribers
when the drugs are clearly defined within the clinical management plan
(Appendix 8).

Pharmacist independent prescribers can prescribe any controlled drug listed
in schedules 2-5 for any medical condition within their competence except
diamorphine, cocaine and dipipanone for the treatment of addiction
(pharmacist independent prescribers are able to prescribe other controlled
drugs for the treatment of addiction). Pharmacist independent prescribers are
able to requisition controlled drugs and are authorised to supply or administer
the drugs they are able to prescribe. Persons acting in accordance with the
directions of a pharmacist independent prescriber are authorised to administer
any schedule 2-5 drug that the pharmacist can prescribe,

Detailed advice on writing a prescription for Controlled Drugs is contained in
the BNF. Non-medical prescribers who need to prescribe controlled drugs a
part of their role must specify them individually on the parameters of
prescribing section of the application form (Appendix 5).

BHSCT pharmacy independent prescribers must:
e Adhere to BHSCT Controlled Drug policies
e Adhere to BHSCT Dealing with discrepancies and concerns about Controlled
Drugs

Schedules are highlighted in the BNF.A comprehensive list of schedules is
available from the Home Office and all non-medical prescribers should obtain
a copy of this document available from the Home Office Website
www.homeoffice.gov.uk/drugs/licensing. A list of schedules is also available in
the BHSCT CD policy.
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5.5.3 Allied Health Professionals

Physiotherapist Independent Prescribers and Podiatrist Independent
Prescribers have the authority to prescribe a limited range of controlled drugs.
AHPs can only prescribe controlled drugs as supplementary prescribers when
drugs are clearly defined within the clinical management plan (Appendix 8).

The clinical management plan should clearly indicate:
e The dates all parties [IP, AHPISP, and patient] agree the Clinical
Management Plan
e Name of prescriber and the category of prescriber
e Name of item prescribed, quantity, dose, frequency, and treatment duration.

In primary/community care the non-medical prescriber should agree the
process for accessing medical records and recording prescriptions with the
GP. If the non-medical prescriber is using computerised records he/she must
ensure that they receive adequate and relevant training. Prescribers wishing
to produce computer-generated scripts should contact the Professional Lead
in the first instance.

Where there is no direct access to the GP records, the prescriber will ensure:

o Written documentation of prescription is sent to the practice manager or an
agreed designated member of staff at the GP practice at time of writing (in
exceptional circumstances this may be extended to 48 hours). The duplicate
copy pad may be used to facilitate this process. These are available from the
Professional Lead.

e This designated member of staff at the GP practice will be responsible for
ensuring details of the prescription are entered on the prescribing section of
the patient’s electronic record.

5.5.4 Optometrists

5.6

5.6.1

Optometrist Independent Prescribers cannot prescribe controlled drugs.
CPD and Governance Arrangements

Professional Bodies

Non-medical prescribers are individually accountable to their professional
body for this aspect of their practice, as for any other, and must act at all
times in accordance with the same. Non-medical prescribers are advised to
ensure that they have sufficient professional indemnity, for instance by means
of membership of a professional organisation or trade union which provides
this cover. NMPs must always prescribe within their parameters of prescribing
and feel comfortable with the prescribing decision they have made

5.6.2 Continuing professional development (CPD)

Non-medical prescribers are responsible for ensuring continuous professional
development (which should address their prescribing role) and keeping up to
date with evidence and best practice in management of conditions for which
they prescribe, and in the use of relevant medicines and legislative changes.
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5.6.3 Annual Renewal for BHSCT Register - A Competency Framework for all
Prescribers July 2016 (RPS)
To support all prescribers to prescribe effectively a single prescribing
competency framework was published by the National Prescribing Centre/
National Institute for Health and Clinical Excellence (NICE) in 2012. Based on
earlier profession specific prescribing competency frameworks this framework
was developed because it became clear a common set of competencies
should underpin prescribing regardless of professional background.

The 2012 framework is now in wide use across the UK and was due for
review in 2014. NICE and Health Education England approached the Royal
Pharmaceutical Society (RPS) to manage the update of the framework on
behalf of all the prescribing professions in the UK. The RPS agreed to update
the competency framework in collaboration with patients and the other
prescribing professions many of whose professional bodies have endorsed
this updated framework.

The Royal Pharmaceutical Society has produced a competency
framework for all prescribers -RPS competency framework for all
prescribers 2016 - which should be used as a tool to reflect on practice
and identify CPD needs.

https://www.rpharms.com/Portals/0/RPS%20document%20library/Open%20a
ccess/Professional%20standards/Prescribing%20competency%20framework/
prescribing-competency-framework.pdf

The key points to note about the scope of the prescribing framework are that:

e ltis a generic framework for any prescriber (independent or supplementary)
regardless of professional background. It therefore does not contain
statements that relate only to specialist areas of prescribing.

¢ It must be contextualised to reflect different areas of practice and levels of
expertise.

o It reflects the key competencies needed by all prescribers; it should not be
viewed as a curriculum but rather the basis on which one can be built.

e It applies equally to independent prescribers and to supplementary
prescribers but the latter should contextualise the framework to reflect the
structures imposed by entering into a supplementary prescribing relationship

Non-medical prescribers will be expected to ensure continuous
professional development and to keep up to date with evidence and best
practice in the management of the conditions for which they prescribe,
and in the use of relevant medicines and any legislative changes.

The non-medical prescriber must discuss learning needs and provide
evidence of learning and development as a prescriber, as part of the
annual declaration of continued competence.

Evidence of learning and development should also include any
compliments or negative feed-back.
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As for any professional it is critical NMPs audit their own work as a
means of improving the quality of care they provide their patients and
provide evidence of learning as part of the annual declaration of
continued competence.

. 5.7 Dissemination

Non — Medical prescribers, Managers of Non-Medical Prescribers. Professional
Leads of Non-medical Prescribers. Services which have or wish to develop the
NMP role.

Update to current policy- for immediate implementation

Notify Head of Pharmacy and Medicines e. if there are significant barriers and
timescales not being met.

5.8 Resources
All line managers and Professional Leads must be familiar with this policy
All non-medical prescribers must be familiar with this policy

5.9 Exceptions
All non-medical prescribers must comply with this policy

All line managers and Professional Leads of non-medical prescribers must
comply with this policy.

Services which have or wish to develop the NMP role must comply with this
policy

6.0 MONITORING AND REVIEW

The number of NMPs from each profession will be monitored by the trust
NMP committee

7.0 EVIDENCE BASE/REFERENCES

Medicines Code and CD polices .DOH guidance for NMPs

8.0 APPENDICES

Appendix 1 Admission to Nurse NMP Programme

Appendix 2 Admission to Pharmacist NMP Programme

Appendix 3 Admission to AHP NMP Programme

Appendix 4 Application for inclusion on the BHSCT Register of Non-Medical
Prescribers

Appendix 5 Annual declaration of continued competence for BHSCT NMP
Register

Appendix 6 Clinical Management Plan
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NURSING AND MIDWIFERY STUDENTS

Nursing and/or Midwifery students on pre-registration education programmes,
approved under relevant 2018/2019 NMC education standards, must be given
the opportunity to have experience of and become proficient in the Non-
Medical Prescribing (NMP) of Medicines, where required by the student’s
programme. This experience must be under the appropriate supervision of a
registered nurse, registered midwife or registered health and social care
professional who is adequately experienced in this skill and who will be
accountable for determining the required level of direct or indirect supervision
and responsible for signing/countersigning documentation.

Direct and indirect supervision

e Direct supervision means that the supervising registered nurse,
registered midwife or registered health and social care professional is
actually present and works alongside the student when they are
undertaking a delegated role or activity.

e Indirect supervision occurs when the registered nurse, registered
midwife or registered health and social care professional does not
directly observe the student undertaking a delegated role or activity.
(NIPEC, 2020)

This policy has been developed in accordance with the above statement.

Wording within this section must not be removed.

EQUALITY IMPACT ASSESSMENT

The Trust has legal responsibilities in terms of equality (Section 75 of the
Northern Ireland Act 1998), disability discrimination and human rights to
undertake a screening exercise to ascertain if the policy has potential impact
and if it must be subject to a full impact assessment. The process is the
responsibility of the Policy Author. The template to be complete by the Policy
Author and guidance are available on the Trust Intranet or via this link.

All policies (apart from those regionally adopted) must complete the template
and submit with a copy of the policy to the Equality & Planning Team via the
generic email address equalityscreenings@belfasttrust.hscni.net

The outcome of the equality screening for the policy is:

Major impact ]
Minor impact ]
No impact X

Wording within this section must not be removed
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DATA PROTECTION IMPACT ASSESSMENT

New activities involving collecting and using personal data can result in
privacy risks. In line with requirements of the General Data Protection
Regulation and the Data Protection Act 2018 the Trust considers the impact
on the privacy of individuals and ways to militate against any risks. A
screening exercise must be carried out by the Policy Author to ascertain if the
policy must be subject to a full assessment. Guidance is available on the
Trust Intranet or via this link.

If a full impact assessment is required, the Policy Author must carry out the
process. They can contact colleagues in the Information Governance
Department for advice on Tel: 028 950 46576

Completed Data Protection Impact Assessment forms must be returned to the
Equality & Planning Team via the generic email address
equalityscreenings@belfasttrust.hscni.net

The outcome of the Data Protection Impact Assessment screening for
the policy is:

Not necessary — no personal data involved X
A full data protection impact assessment is required ]
A full data protection impact assessment is not required [_]

Wording within this section must not be removed.

RURAL NEEDS IMPACT ASSESSMENT

The Trust has a legal responsibility to have due regard to rural needs when
developing, adopting, implementing or revising policies, and when designing
and delivering public services. A screening exercise should be carried out by
the Policy Author to ascertain if the policy must be subject to a full
assessment. Guidance is available on the Trust Intranet or via this link.

If a full assessment is required the Policy Author must complete the shortened
rural needs assessment template on the Trust Intranet. Each Directorate has
a Rural Needs Champion who can provide support/assistance.

Completed Rural Impact Assessment forms must be returned to the Equality
& Planning Team via the generic email address
equalityscreenings@belfasttrust.hscni.net

Wording within this section must not be removed.

REASONABLE ADJUSTMENT ASSESSMENT

Under the Disability Discrimination Act 1995 (as amended) (DDA), all staff/
service providers have a duty to make Reasonable Adjustments to any barrier
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a person with a disability faces when accessing or using goods, facilities and
services, in order to remove or reduce such barriers. E.g. physical access,
communicating with people who have a disability, producing information such
as leaflets or letters in accessible alternative formats. E.g. easy read, braille,
or audio or being flexible regarding appointments. This is a non-delegable
duty.

The policy has been developed in accordance with the Trust’s legal duty to
consider the need to make reasonable adjustments under the DDA.

Wording within this section must not be removed.

SIGNATORIES
(Policy — Guidance should be signed off by the author of the policy and the identified
responsible director).

05/03/2021
Date:

Policy Author

07/06/2021
Date:

Director
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Appendix 1 ADMISSION TO THE NURSE INDEPENDENT SUPPLEMENTARY
PRESCRIBING PROGRAMME (criteria checklist)

Applicant’s details.................

YIN

Admission criteria checklist Ref: NMC Standards Criteria met

Registered first level nurse, midwife and/or specialist community public health
nurse

At least three years post registration experience. The year immediately
preceding application must have been in the clinical field in which the applicant
intends to prescribe

The nurse has been identified through individual Performance Review Appraisal,
the suitability to prescribe before they apply for a training place

The applicant is in a role that enables them to prescribe following completion of
training and which has clear benefits for patients clients

The applicant must have had a Pocva completed within 3 years of starting the
course

The prospective candidate must either be deemed competent in Health
Assessment by his/her professional lead and has successfully undertaken a
relevant module in Health Assessment*®

Demonstrated ability to study at degree level through:

1. Undergraduate level (60 credits)
Successful completion of three modules (60 credits) of study at level 2 with a
mark of at least 50%. This will include evidence of the skills necessary for
the implementation of evidence based practice

R
Postgraduate level

Pre-registration degree in Nursing or Midwifery
Post-registration degree in Nursing, Midwifery or Health Studies/Sciences
Degree in any other relevant subject area

...No

In addition written confirmation will be required from

1. The Professional Lead/Line Manager of their support for the nurse to
undertake the preparation programme and facilitate ongoing CPD and
supervision to support the prescribing role

2. A designated medical practitioner who meets eligibility criteria for medical
supervision of nurse prescribers, and who has agreed to provide the

required term of supervised practice. (A guide to help doctors prepare for
and carry out the role of designated medical practitioner. Feb 2005.
Available at www.npc.co.uk

*The Health Assessment module for prescribing will be offered concurrently with the NISP
programme for approximately the first two years of the new programme (commencing
autumn 2007). After that students will be expected to have evidence of successful
completion of the relevant Health Assessment module in advance of the programme.

Checklist confirmed by........cccccccnrriiiiiinnnes (Line Manager) Date..........ccccoevccuneennnnn.
Applicant........oooiirr e, Date.......ccceeeeenccicinieens
Divisional Nurse Lead.................... Date......ccvemmummnns
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Appendix 2 ADMISSION TO THE PHARMACIST INDEPENDENT /
SUPPLEMENTARY PRESCRIBING PROGRAMME (criteria
Checklist)

Applicant’s details........cccccceeiiimmmrnccii s

Admission Criteria Checklist Criteria met
Y/N

Registered pharmacist with PSNI

At least two years experience practicing as a pharmacist in a clinical
environment in a hospital setting, following their pre-registration year.

NMP has been identified through Staff Development Appraisal as
appropriate in this role

The applicant is in a role that enables them to prescribe following
training and which has clear benefits for patients/clients or has been
identified as a potential role

In addition written confirmation will be required from:

1. The Pharmacy Services Manager of their support for the
pharmacist to undertake the preparation programme and facilitate
ongoing CPD and supervision to support their prescribing role

2. A designated medical practitioner who meets eligibility criteria for
medical supervision of pharmacist prescribers, and who has
agreed to provide the required term of supervised practice

(D F- | 1= S
Applicant signature............ceeeriirec s D F: | £ Y
Head of Pharmacy.........cccormmiiimeiiceecccccces e e eereeeees Date.....ceieieeee e
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Appendix 3 ADMISSION TO THE ALLIED HEALTH PROFESSIONAL
INDEPENDENT SUPPLEMENTARY PRESCRIBING

PROGRAMME

Applicant’s details.........cccevmiieecccc

Admission Criteria Checklist

Criteria
met Y/N

HCPC registered radiographer, physiotherapist, paramedic, podiatrist, or
dietitian

At least three years post registration experience. The year immediately
preceding application must have been in the clinical field in which the
applicant intends to prescribe

Before applying for a training place the radiographer, physiotherapist,
paramedic, podiatrist, optometrist or dietitian’s suitability to become a
prescriber has been identified through performance review/appraisal

The applicant is in a role that enables them to prescribe following
completion of training and which has clear benefits for patients/clients

The applicant must have had an Access NI assessment which has been
completed within the previous 3 years (NB in order to prescribe a
registrant is required to have an up to date Access NI Assessment)

In addition written confirmation will be required from:

1. The Line Manager/Professional Lead confirming their support for the
radiographer/physiotherapist/paramedic/podiatrist/optometrist/dietitian
to undertake the preparation programme and facilitate ongoing CPD
and supervision to support the prescribing role

2. A designated medical practitioner who meets eligibility criteria for
medical supervision of
radiographer/podiatrist/physiotherapist/paramedic/optometrist/dietitian
prescribers, and who has agreed to provide the required term of
supervised practice. (A guide to help doctors prepare for and carry out
the role of designated medical practitioner. Feb 2005. Available at
WWW.NpcC.co.uk.

Criteria confirmed by (Professional Lead)
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Parameters of Prescribing (Must be completed in this section)

Therapeutic Groups of Evidence based Please demonstrate
area drugs to be prescribing — state local / | how competency was
prescribed national guidelines e.g. .NI gained in this area
formulary, NICE
Controlled
drugs

schedules 2,3
and 4, 5 must
be listed
individually
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Prescriber
(As per
professional
register)

I confirm | will work as
a NMP within my
agreed parameters of
prescribing and in line
with trust policy. |
have developed and
attained competencies
specific to my role.

Name (Block Address:

Capitals)

Date:

Signature

Professional

N =

The Trust is in agreement that the above named professional

Lead AHP / will prescribe in an Independent and Supplementary capacity
Divisional as part of their employed role for the parameters detailed
Lead Nurse/ above.

Pharmacy e | am satisfied that the professional is appropriately

Team Lead qualified to undertake this role.

(8B and e | will ensure that the professional conforms to the standards of
above) proficiency for their professional body in relation to prescribing

in his/her area of competence.

Verification of prescribing status
Copy of NMC “Statement of Entry” attached
Copy of PSNI registration with annotation for prescribing
Copy of HCPC registration with annotation for prescribing
Copy of GOC Optometrist Independent Prescriber qualification

Name Block Capitals

Date:

Signature

Original to be kept by Professional Lead/Line Manager.

Please send completed form by e-mail to the Head of Pharmacy and Medicines
Management (Eimear.mccusker@belfasttrust.hsnci.net) :

Pharmacy Section:

BHSCT NMP Register Updated Signature : Date:
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Appendix 5 Annual Declaration of Competence BHSCT NMP Register

Non-medical prescribers are required by the Trust to confirm on a yearly basis that
they are competent to remain on the trust NMP register.

Year e.g. 21/22 22/23

Name

Hospital or Base

Job title

NMC pin/AHP HCPC no./
Pharmaceutical Society
registration number / GOC no.

Non-medical prescribers will be expected to ensure continuous professional
development and to keep up to date with evidence and best practice in the

management of the conditions fo

r which they prescribe, and in the use of

relevant medicines and any legislative changes.

The non-medical prescriber must discuss learning needs and provide

evidence of learning and develop

ment as a prescriber, as part of the annual

Annual Declaration of Competence process. The Royal Pharmaceutical Society
has produced a competency framework for all prescribers -RPS competency
framework for all prescribers 2016 - which should be used as a tool to reflect
on practice and identify CPD needs

The NMP is compliant with the
requirements of Section 7 in the
policy and the line manager has
verified this.

Signature and Date

NMP

Professional Manager (usually line
manager)

Please send completed form by e-mail to:
PharmacyCentralAdmin@belfasttrust.hscni.net

Pharmacy Section:

BHSCT NMP Register Updated Signature : Date:
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Appendix 6 CLINICAL MANAGEMENT PLAN (CMP)

The Clinical Management Plan is the foundation stone of supplementary prescribing
— it must be formally agreed by the Independent Prescriber (Doctor) before
prescribing occurs. It is essential that there is an agreed CMP in place (written or
electronic) relating to a named patient and to that patient’s specific condition to be
managed by the supplementary prescriber. This must be included in the patient’s
record.

The CMP must include the following:

e A reference to the medicines (by individual medicine or class of medicines) that
may be prescribed for the named patient by the supplementary prescriber.

e The CMP may include references to published national or local guidelines.
However they must clearly identify the range of relevant medicinal products to be
used in the treatment of the patient and the CMP should draw attention to the
relevant part of the guideline. The guidelines must also be accessible.

e The circumstances in which the supplementary prescriber can vary the dosage,
frequency and formulation of the specific medicines.

e The circumstances in which the supplementary prescriber should refer back to
the independent prescriber.

e Relevant warning about any known sensitivities of the patient to particular
medicines and arrangements for the notification of any adverse drug reactions.

¢ The date on which the supplementary prescribing arrangements commence and
the date by which it should be reviewed.

e The formal agreement to the CMP of the independent and supplementary
prescribers and of the patient.
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Appendix 6: TEMPLATE CMP 1 (Blank): for teams that have full co-terminus
access to patient records

Name of Patient:

Patient medication sensitivities/allergies:

Patient identification e.g. ID number, date of birth:

Independent Prescriber(s):

Supplementary Prescriber(s)

Condition(s) to be treated

Aim of treatment

Medicines that may be prescribed by SP:

Preparation

Indication

Dose schedule

Specific indications for
referral back to the IP

Guidelines or protocols supporting Clinical Management Plan:

Frequency of review and monitoring by:

Supplementary prescriber

Supplementary prescriber and Independent prescriber

Process for reporting ADRs:

Shared record to be used by IP and SP:

Agreed by independent Date Agreed by supplementary Date | Date agreed with
prescriber(s) prescriber(s) patient/carer
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TEMPLATE CMP 2 (Blank): for teams where the SP does not have co-terminus
access to the medical record

Name of Patient:

Patient medication sensitivities/allergies:

Patient identification e.g. ID number, date of birth:

Current medication:

Medical history:

Independent Prescriber(s)

Contact details: (tel/email/address)

Supplementary prescriber(s):

Contact details: (tel/email/address)

Conditions(s) to be treated:

Aim of treatment:

Medicines that may be prescribed by SP:

Preparation

Indication

Dose schedule

Specific indications for
referral back to the IP

Guidelines or protocols supporting Clinical Management Plan:

Frequency of review and monitoring by:

Supplementary prescriber

prescriber

Supplementary prescriber and Independent

Process for reporting ADRs:

Shared record to be used by IP and SP:

Agreed by Date | Agreed by Date | Date agreed with
independent supplementary patient/carer
prescriber(s); prescribers(s):
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TERMS OF REFERENCE

NAME Non- Medical Prescribing Group
PURPOSE Our Current Trust Vision
““To be one of the safest, most effective and compassionate health and social care
organisations’
This group has been constituted by the Medicines Optimisation Committee to ensure
trust policies and processes are in place for non-medical prescribing and patient group
directions.
DUTIES This group aims to address legislative and best practice requirements in the
development of BHSCT PGDs and NMP and ensure:
1. Aframework is established for the development and implementation of
patient group directions (PGDs) within the Belfast Health and Social Care
Trust through the development of a trust PGD policy and approval process
for individual PGDs by directorates.
2. Aframework is established for the development and implementation of
NMP of medicines within the Belfast Health and Social Care Trust through
the development of a trust NMP policy, professional approval process and
maintenance of a live Trust NMP register.
REPORTING Reports to Medicines Optimisation Committee
MEMBERSHIP | Chair: Head of Pharmacy and Medicines Management
Membership: Clinical Lead Pharmacist
RMPIS Lead
Clinical Pharmacist NMP
Optometrist Representative
Allied Health Professional Lead
Senior Nurse Manager ( Central)
MEETINGS Frequency of Meetings Three times per year
Formal minutes to include the following:
- The names of all present at the meeting
- Decisions made
- Details on any issues to be escalated.
- Declarations of interest of members and participants
REVIEW Terms of Reference must be reviewed on an annual basis
Reviewed 31/10/20
OUTPUT Report to MOC.
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TERMS OF REFERENCE

NAME

Medicines Optimisation Committee

PURPOSE

Our Current Trust Vision

“To be one of the safest, most effective and compassionate health
and social care organisations’

As a Committee within the Integrated Governance and Assurance
Framework (known as the Framework) the purpose of the Medicines
Optimisation Committee is to provide assurance to Safety and Quality
Improvement Steering Group around the effectiveness of the work of
its Groups, as referenced within the Framework.

This Committee has been constituted by the Assurance Committee.
It is linked to:
¢ Achieving Trust corporate objectives through effective
medicines optimisation
¢ Advising the Safety and Quality Improvement Steering Group
and Trust Executive Team on Medicines optimisation issues.

The Medicines Optimisation Committee will report directly to the
Safety and Quality Improvement Steering Group.

The Groups reporting into the Medicines Optimisation Committee
include:

e Drug and Therapeutics Group

e Immunoglobulins Group

¢ Non Medical Prescribing Group

¢ Medical Gas Group

¢ Medicines Risk and Safety Assurance Group
e Biosimilar Group

Medicines Optimisation Committee Terms of Reference

March 2023
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DUTIES

The Medicines Optimisation Committee, when providing assurance to
the Safety and Quality Improvement Steering Group, will ensure the
effectiveness of their Groups by:

Ensuring that the work of the Groups meet their
responsibilities as outlined in their Terms of Reference.
Supporting the identification, review, and escalation of risks
associated with the Groups’ purpose.
The provision of regular assurance updates to Safety and
Quality Improvement Steering Group as per the Framework
and their individual Terms of Reference to allow scrutiny of
ongoing Trust Assurance arrangements.
Identification of assurance sources to be utilised. The
Medicines Optimisation Committee as a Line 2 Assurance
group, will seek Line 1 assurance from Medicines
Optimisation Committee dashboard inputs including
Controlled Drug audit compliance; Line 2 assurance from the
Committee Groups and Controls Assurance Standards for
Medicines Management and Line 3 assurance from Audit
Committee, Internal Audit, external regulators eg RQIA,
HSENI etc
Review the adequacy of relevant Key Policies and ensuring
their timely update.
Establish and maintain a Trust strategy for Medicines
Optimisation and manage associated work plans.
Lead implementation of NI Medicines Optimisation Efficiency
Programme on behalf of BHSCT through joint
Pharmacy/Finance partnership
Support delivery of Medicines Optimisation standards of Trust
Quality Improvement Plan
Monitor and audit Trust compliance with the Controls
Assurance Standards for Medicines Management and co-
ordinate actions as required.
Ensure the handling, storage and use of medicines is safe,
clinically effective and economical.
Support the BHSCT Encompass lead in the planning and
implementation of Encompass.
Ensure the safe and effective management of Controlled Drugs
and audit compliance against Controlled Drug policies and
procedures.
Investigate and support new techniques and methodologies for
medicines management, in particular, to oversee and support
the implementation of electronic prescribing.
Ensure Trust implementation of regional and national guidance
including national alerts relating to medicines.
To review and approve work plans from Medicines Optimisation
Committee Groups including:

0 Drug and Therapeutics Group

0 Immunoglobulins Group

0 Non Medical Prescribing Group

Medicines Optimisation Committee Terms of Reference

March 2023
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0 Medical Gas Group
0 Medicines Risk and Safety Assurance Group
o Biosimilar group
e Each Group must submit a quarterly report using the agreed
template to PharmacyCentralAdmin@belfasttrust.hscni.net
three weeks before each Medicines Optimisation Committee
meeting.
The Chair of the Committee is responsible for maintaining a
tracker of submission of reports for all Groups that report to the
Committee.
¢ Medicines Optimisation Committee will escalate any concerns
to the Safety and Quality Improvement Steering Group or
otherwise as appropriate.
e The Medicines Optimisation Committee will provide assurance
as per Assurance Framework to allow scrutiny of ongoing
Trust Assurance arrangements

This Committee is authorised by the Assurance Committee to
investigate or have investigated any activity within its Terms of

AUTHORITY . . . .
Reference. In doing so, the Committee shall have the right to inspect
records or documents of the Trust, relevant to the Committee’s remit,
ensuring patient/client and staff confidentiality, as appropriate. It may
seek relevant information from any:

e Employee (and all employees are directed to co-operate with
any reasonable request made by the Committee);

e Other Committees, subcommittees or group established within
the Assurance Framework to assist in the delivery of its
functions.

e As appropriate, support Groups to obtain outside independent
professional or legal advice as well securing attendance of
individuals outside BHSCT with relevant experience and
expertise.

The Groups that feed into this Committee are as follows:

¢ Drug and Therapeutics Group

e Immunoglobulins Group

¢ Non Medical Prescribing Group

e Medical Gas Group

e Medicines Risk and Safety Assurance Group

e Biosimilar group

REPORTING The Medicines Optimisation Committee is directly accountable to the

Safety and Quality Improvement Steering Group for its performance
in exercising the functions set out in these Terms of Reference.

The Committee, through its Chairs and members, shall work closely
with the other Committees and Groups, to provide advice and
assurance to the Safety and Quality Improvement Steering Group
through the:

Medicines Optimisation Committee Terms of Reference

March 2023




MAHI - STM - 122 - 662

e Joint planning and co-ordination of the Integrated
Governance and Assurance Framework business
e Sharing of information

In doing so, the Committee shall contribute to the integration of good
governance across the organisation, ensuring that all sources of
assurance are incorporated into the Framework.

The Committee chair should:

¢ Report formally, regularly and on a timely basis to the Safety
and Quality Improvement Steering Group on the Committee’s
activities.

e Bring to Safety and Quality Improvement Steering Group’s
specific attention any significant matter under consideration of
the Committee.

e Ensure appropriate escalation arrangements are in place to
alert the Executive Team or Chairs of other relevant
Committees or Steering Groups of any risks/urgent/critical
matters that may compromise patient/client care and affect
the operation and/or reputation of the Trust.

LEAD
RESPONSIBILITY | Medical Director

MEMBERSHIP Chair: o Deputy Medical Director, Risk and
Governance

¢ Head of Pharmacy and Medicines
Management

Membership: Deputy Heads of Pharmacy
Central Nursing representative
Lead Medication Safety Pharmacist

Co-director finance
Drug and Therapeutics Group chair/representative
Immunoglobulins Group chair/representative

Non-medical prescribing Group
chair/representative

Medicines Risk and Safety Assurance Group
chair/representative

New Drugs Group chair/representative

Biologics group chair/representative

Medicines Optimisation Committee Terms of Reference

March 2023 4
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In attendance: = The Committee may also co-opt additional
‘external’ members from outside the organisation
to provide specialist skills. Any Director or Senior
Manager of the Trust may, where appropriate, be
invited to attend.

Professional
Secretary: Lead Medication Safety Pharmacist

MEETINGS

Quorum

The quorum for the meeting will be no less than 60% of the
membership and must include as a minimum at least one doctor, one
nurse and one pharmacist.

In the event where a quorum is not achieved at a meeting, an
additional meeting will be scheduled to meet its delegated
responsibilities.

Frequency of Meetings
Quarterly

Secretarial Support

Formal minutes of this group will be taken. The minutes will include
the following:

e The names of all present at the meeting (this should include a
table of attendance to support the ongoing monitoring, month
on month/quarter by quarter of attendance)

e Arecord of the decisions made and any dissent

e Details of how the group was assured and the evidence on
which this was based

e Risks discussed and a record of decisions regarding
management/escalation

e Details on any issues to be escalated (this will include details
of who/Committee this has been escalated)

e Declarations of interest of members and participants;

e Draft minutes will be issued within 2 weeks following each
meeting.

e Maintenance of an action log.

Papers

The agenda and papers will be disseminated to Committee members
5 working days before the date of the meeting electronically. These
will include Group assurance update reports.

Additional papers may also include, but are not restricted to:
¢ Medicines Optimisation Committee dashboard
e Review of Risks

Medicines Optimisation Committee Terms of Reference
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¢ Review of compliance against agreed standards
e External Reports

e Correspondence received from external bodies
e New Guidance

¢ Findings from Audits (External & Internal)

Withdrawal of individuals in attendance

The Committee may ask any or all of those who normally attend but
who are not members to withdraw to facilitate open and frank
discussion of a particular matter. This will be reflected in the minutes
of the meeting.

CONFLICT/ The Chairs shall seek and record any conflict of interest for items on
DECLARATION the agenda from members prior to every meeting.
OF INTEREST
o Terms of Reference must be reviewed on at least an annual
REVIEW basis.
¢ Membership to be reviewed on at least an annual basis.
e Updated Terms of reference and updated membership of
Committee to be submitted to the relevant Steering Group for
approval on an annual basis.
o Assurance that an annual review of the Terms of Reference of all
Groups that report directly into this Committee has been
completed.
OUTPUT The Medicines Optimisation Committee will provide the following:

e Assurance Summary report

The professional secretary on behalf of the Chairs of the Committee,
shall oversee the submission of the following to the Risk and
Governance Department. This is to ensure effective archiving for all
groups within the Framework.

e Terms of Reference (annually)
e Agendas (after each meeting)
e Minutes (on approval)

The Chairs will oversee the tracking of this submission and take
action re non-submission where required.

Medicines Optimisation Committee Terms of Reference

March 2023
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Standards and Guidelines Committee

TITLE Policy for measuring and recording physiological
observations.

Summary To set out processes to ensure the correct measurement
and recording of patient's physiological observations.

Purpose To provide clear guidance for BHSCT nursing and

midwifery staff in the measurement and recording of
patient's physiological observations.

- in accordance with the NICE clinical guideline CG50 -
Acutely ill patients in hospital - Recognition of and
response to acute illness in adults in hospital. (July 2007).

Operational date June 2010
Review date June 2011
Version Number V1

Supersedes previous

Director Responsible

Brenda Creaney, Director of Nursing

Lead Author

Joanna McCormick

Lead Author, Position

Critical Care Nurse Consultant

Additional Author(s)

Department / Service Group

Acute Services

Contact details

joanna.mccormick@belfasttrust.hscni.net
2" Floor West Wing, RVH.
02890 635755

Reference Number

SG 07/09

Supercedes

Legacy Trust Policies

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V1 - 3 June 2010
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Date Version | Author Comments
July 2008 V1.0 Joanna McCormick | First draft
Nov 2008 V2.0 Joanna McCormick | Revised policy
31/03/2009 V0.3 JR Johnston Amendments; Formatting
25/05/2010 V0.4 JMcC & JRJ Final changes
3 June 2010 V0.5 JMcC & JRJ Scope and pdf file
June 2010 1 Final version

Policy Record

Date Version

Author (s)

Director Responsible

Approval Process — Trust Policies

Policy Committee Approval

Executive Team Authorise

Chief Executive Sign Off
Approval Process — Clinical Standards and Guidelines

Standards and Guidelines Committee | Approval 30/06/2010 | V0.5
Policy Committee Approval 16/08/2010 | V0.5
Executive Team Authorise 18/08/2010 | V0.5
Appropriate Director Sign Off 20/08/2010 | V0.5

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V1 - 3 June 2010
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Full Description

Reference No: SG 07/09

1

Policy for measuring and recording physiological observations

2

Introduction

Physiological abnormality is associated with adverse patient outcome. Track and
trigger scoring systems have been designed to identify and monitor ward patients
who are, or who may become unwell.

Physiological ‘track and trigger’ systems rely on periodic observation of selected
basic physiological signs (‘tracking’) with predetermined calling or response
criteria (‘trigger’) for requesting the attendance of staff who have specific
competencies in the management of acute illness and/or critical care.

If track and trigger systems are to alter outcome the following are required;
o Measurement of the defined physiological parameters must be accurate.
e The measurement must be frequent enough to identify trends and changes
in physiology.
e The calculation of the track and trigger score with each set of observations
must be accurate.
e The response to an abnormal score must be prompt.

Purpose:

To ensure the safety of patients in accordance with the NICE clinical guideline
CG50 - Acutely ill patients in hospital - Recognition of and response to acute illness
in adults in hospital. (July 2007).

The scope:
This policy will apply to all BHSCT nursing / midwifery staff working with adult
patients in the acute hospital setting.

It does not address care that should be provided to:

e children,

e patients in critical care areas directly under the care of critical care
consultants

e outpatients

e certain areas where the chart might be used to record observations but the
escalation algorithm may not be applicable e.g. dying patients receiving
palliative care or patients being cared for in a recovery ward.

Objectives:
This policy outlines the steps to be taken in regard to the measuring and recording
of patient's physiological observations.

Roles and Responsibilities:
It is the responsibility of all BHSCT nursing / midwifery employees to adhere to this

policy.

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V1 - 3 June 2010
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The definition and background of the policy:

Patients on general adult wards and emergency departments who are at risk of
deteriorating may be identified before a serious adverse event by changes in
physiological observations recorded by healthcare staff.

The interpretation of these changes, and timely institution of appropriate clinical
management once physiological deterioration is identified, is of crucial importance
to minimise the likelihood of serious adverse events, including cardiac arrest and
death. Deterioration which necessitates an admission to a critical care area may
also have a significant impact on patient outcome.

BHSCT nursing / midwifery staff are key to the accurate measuring and recording
of physiological observations. Evidence suggests that this is an area which requires
improvement. The effectiveness of track and trigger systems depends on
physiological data which is collected accurately and with sufficient frequency.

Policy statements:
Measuring and recording vital signs

8.1

Adult patients in acute hospital settings, including patients in the emergency
department for whom a clinical decision to admit has been made, should have
physiological observations measured and recorded at the time of their admission.

8.2

A physiological track and trigger system should be used to document vital signs for
all adult patients in acute hospital settings. The following parameters should be
recorded

Respiratory rate

Heart rate

Systolic ( and diastolic) blood pressure

Level of consciousness

Oxygen saturation

Temperature

8.3

Physiological observations must be recorded at least 12 hourly unless a decision
has been made to decrease this frequency and the rationale documented in the
patient's notes / care plan.

8.4

The frequency of monitoring should increase if abnormal physiology is detected in
line with the track and trigger response algorithm.

There should be a clear written monitoring plan that specifies which physiological
observations should be recorded and how often.

8.5

Physiological observations should be measured, documented and acted upon by
staff with competencies in monitoring, measurement and interpretation.

8.6

Prompt response must be made to abnormal physiology in accordance with the
track and trigger response algorithm

8.7

Where the responsibility for undertaking and recording observations is delegated to
non-registered nurses / midwives, it is the registered nurse / midwife who is
accountable for ensuring that observations are recorded accurately and
communicated promptly if abnormal ( NMC guidelines for records and record
keeping 2002).

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V1 - 3 June 2010
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Source(s) / Evidence Base:

NICE clinical guideline 50 — acutely ill patients in hospital (2007)
NMC guidelines for records and record keeping (2002)
Royal Marsden Hospital Manual of Clinical Nursing Procedures 6" Ed

10.

References, including relevant external guidelines:

1. NICE clinical guideline CG50 - Acutely ill patients in hospital - Recognition
of and response to acute illness in adults in hospital. (July 2007).
http://www.nice.org.uk/nicemedia/pdf/CG50F ullGuidance.pdf

2. Guidelines for records and record keeping: April 2002
http://www.nmc-uk.org/aDisplayDocument.aspx?documentiD=4008

3. Royal Marsden Hospital Manual of Clinical Nursing Procedures 6™ Ed

11.

Consultation Process:
Trust Service Group Directors, Staff Side & Standards and Guidelines Committee

12.

Equality and Human Rights screening carried out:

In line with duties under the equality legislation (Section 75 of the Northern Ireland
Act 1998), Targeting Social Need Initiative, Disability discrimination and the Human
Rights Act 1998, the Belfast Trust has carried out an initial screening exercise to
ascertain if this policy should be subject to a full impact assessment.

\ Screening completed

No action required. [] Full impact assessment to be carried out.

13.

Procedure
Standard Observation Chart

Director Brenda Creaney Author Joanna McCormick

Date:

June 2010 Date: June 2010

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V1 - 3 June 2010
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Standards and Guidelines Committee

Policy for measuring and recording physiological observations.

Summary To set out processes to ensure the correct measurement
and recording of patient's physiological observations.
Purpose To provide clear guidance for BHSCT nursing and

midwifery staff in the measurement and recording of
patient's physiological observations.

- in accordance with the NICE clinical guideline CG50 -
Acutely ill patients in hospital - Recognition of and
response to acute illness in adults in hospital. (July 2007).

Operational date June 2010
Review date August 2013
Version Number V2

Director Responsible

Brenda Creaney, Director of Nursing

Lead Author

Joanna McCormick

Lead Author, Position

Critical Care Nurse Consultant

Additional Author(s)

Department / Service Group

Acute Services

Contact details

joanna.mccormick@belfasttrust.hscni.net
2" Floor West Wing, RVH.

02890 635755
Reference Number SG 07/09
Supercedes V1

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V2 - August 2011
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Date Version | Author Comments
July 2008 V1.0 Joanna McCormick | First draft
Nov 2008 V2.0 Joanna McCormick | Revised policy
31/03/2009 V0.3 JR Johnston Amendments; Formatting
25/05/2010 V0.4 JMcC & JRJ Final changes
3 June 2010 V0.5 JMcC & JRJ Scope and pdf file
June 2010 1 Final version
July 2011 V1.1 JMcC Review — date change only
July 2011 2 Final version

Policy Record

Date Version

Author (s)

Director Responsible

Approval Process — Trust Policies

Policy Committee Approval

Executive Team Authorise

Chief Executive Sign Off
Approval Process — Clinical Standards and Guidelines

Standards and Guidelines Committee | Approval 28/07/2011 | V0.6
Policy Committee Approval 15/08/2011 | V0.6
Executive Team Authorise 17/08/2011 | V0.6
Appropriate Director Sign Off 17/08/2011 | V0.6

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V2 - August 2011
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Full Description

Reference No: SG 07/09

1

2

Policy for measuring and recording physiological observations

Introduction

Physiological abnormality is associated with adverse patient outcome. Track and
trigger scoring systems have been designed to identify and monitor ward patients
who are, or who may become unwell.

Physiological ‘track and trigger’ systems rely on periodic observation of selected
basic physiological signs (‘tracking’) with predetermined calling or response
criteria (‘trigger’) for requesting the attendance of staff who have specific
competencies in the management of acute illness and/or critical care.

If track and trigger systems are to alter outcome the following are required;
¢ Measurement of the defined physiological parameters must be accurate.
e The measurement must be frequent enough to identify trends and changes
in physiology.
e The calculation of the track and trigger score with each set of observations
must be accurate.
e The response to an abnormal score must be prompt.

Purpose:

To ensure the safety of patients in accordance with the NICE clinical guideline
CG50 - Acutely ill patients in hospital - Recognition of and response to acute illness
in adults in hospital. (July 2007).

The scope:
This policy will apply to all BHSCT nursing / midwifery staff working with adult
patients in the acute hospital setting.

It does not address care that should be provided to:

e children,

e patients in critical care areas directly under the care of critical care
consultants

e outpatients

e certain areas where the chart might be used to record observations but the
escalation algorithm may not be applicable e.g. dying patients receiving
palliative care or patients being cared for in a recovery ward.

Objectives:
This policy outlines the steps to be taken in regard to the measuring and recording
of patient's physiological observations.

Roles and Responsibilities:
It is the responsibility of all BHSCT nursing / midwifery employees to adhere to this

policy.

The definition and background of the policy:
Patients on general adult wards and emergency departments who are at risk of
deteriorating may be identified before a serious adverse event by changes in

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V2 - August 2011
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physiological observations recorded by healthcare staff.

The interpretation of these changes, and timely institution of appropriate clinical
management once physiological deterioration is identified, is of crucial importance
to minimise the likelihood of serious adverse events, including cardiac arrest and
death. Deterioration which necessitates an admission to a critical care area may
also have a significant impact on patient outcome.

BHSCT nursing / midwifery staff are key to the accurate measuring and recording
of physiological observations. Evidence suggests that this is an area which requires
improvement. The effectiveness of track and trigger systems depends on
physiological data which is collected accurately and with sufficient frequency.

Policy statements:

Measuring and recording vital signs

Adult patients in acute hospital settings, including patients in the emergency
department for whom a clinical decision to admit has been made, should have
physiological observations measured and recorded at the time of their admission.

A physiological track and trigger system should be used to document vital signs for
all adult patients in acute hospital settings. The following parameters should be
recorded

Respiratory rate

Heart rate

Systolic ( and diastolic) blood pressure

Level of consciousness

Oxygen saturation

Temperature

Physiological observations must be recorded at least 12 hourly unless a decision
has been made to decrease this frequency and the rationale documented in the
patient's notes / care plan.

The frequency of monitoring should increase if abnormal physiology is detected in
line with the track and trigger response algorithm.

There should be a clear written monitoring plan that specifies which physiological
observations should be recorded and how often.

Physiological observations should be measured, documented and acted upon by
staff with competencies in monitoring, measurement and interpretation.

Prompt response must be made to abnormal physiology in accordance with the
track and trigger response algorithm

Where the responsibility for undertaking and recording observations is delegated to
non-registered nurses / midwives, it is the registered nurse / midwife who is
accountable for ensuring that observations are recorded accurately and
communicated promptly if abnormal ( NMC guidelines for records and record
keeping 2002).

Source(s) / Evidence Base:

NICE clinical guideline 50 — acutely ill patients in hospital (2007)
NMC guidelines for records and record keeping (2002)

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V2 - August 2011
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Royal Marsden Hospital Manual of Clinical Nursing Procedures 6" Ed
10. References, including relevant external guidelines:
1. NICE clinical guideline CG50 - Acutely ill patients in hospital - Recognition

of and response to acute illness in adults in hospital. (July 2007).
http://www.nice.org.uk/nicemedia/pdf/CG50F ullGuidance.pdf

2. Guidelines for records and record keeping: April 2002
http://www.nmc-uk.org/aDisplayDocument.aspx?document|D=4008

3. Royal Marsden Hospital Manual of Clinical Nursing Procedures 6™ Ed

1. Consultation Process:
Trust Service Group Directors, Staff Side & Standards and Guidelines Committee

12. Equality and Human Rights screening carried out:
In line with duties under the equality legislation (Section 75 of the Northern Ireland
Act 1998), Targeting Social Need Initiative, Disability discrimination and the Human
Rights Act 1998, the Belfast Trust has carried out an initial screening exercise to
ascertain if this policy should be subject to a full impact assessment.

\ Screening completed

No action required. [] Full impact assessment to be carried out.

13. Procedure
Standard Observation Chart

Director: Brenda Creaney Author: Joanna McCormick

Date: August 2011 Date: August 2011

Standards and Guidelines Comm. — Recording Physiological Observations Policy — V2 - August 2011
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physiological observations recorded by healthcare staff.

The interpretation of these changes, and timely institution of appropriate clinical
management once physiological deterioration is identified, is of crucial importance
to minimise the likelihood of serious adverse events, including cardiac arrest and
death. Deterioration which necessitates an admission to a critical care area may
also have a significant impact on patient outcome.

BHSCT nursing / midwifery staff are key to the accurate measuring and recording
of physiological observations. Evidence suggests that this is an area which requires
improvement. The effectiveness of track and trigger systems depends.on
physiological data which is collected accurately and with sufficient frequency.

Policy statements:

Measuring and recording vital signs

Adult patients in acute hospital settings, including patients in the emergency
department for whom a clinical decision to admit has been made, should have
physiological observations measured and recorded at the time of their admission.

A physiological track and trigger system should be used to document vital signs for
all adult patients in acute hospital settings. The following parameters should be
recorded

Respiratory rate

Heart rate

Systolic ( and diastolic) blood pressure

Level of consciousness

Oxygen saturation

Temperature

Physiological observations must be recorded at least 12 hourly unless a decision
has been made to decrease this frequency and the rationale documented in the
patient's notes/.care plan.

The frequency of monitoring should increase if abnormal physiology is detected in
line with the track and trigger response algorithm.

There should be a clear written monitoring plan that specifies which physiological
observations should be recorded and how often.

Physiological observations should be measured, documented and acted upon by
staff with competencies in monitoring, measurement and interpretation.

Prompt response must be made to abnormal physiology in accordance with the
track and trigger response algorithm

Where the responsibility for undertaking and recording observations is delegated to
non-registered nurses / midwives, it is the registered nurse / midwife who is
accountable for ensuring that observations are recorded accurately and
communicated promptly if abnormal ( NMC guidelines for records and record
keeping 2002).

Source(s) / Evidence Base:

NICE clinical guideline 50 — acutely ill patients in hospital (2007)
NMC guidelines for records and record keeping (2002)

Standards and Guidelines Comm. — Recording Physiological Observations Policy - V2 — August 2011
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physiological observations recorded by healthcare staff.

The interpretation of these changes, and timely institution of appropriate clinical
management once physiological deterioration is identified, is of crucial importance
to minimise the likelihood of serious adverse events, including cardiac arrest and
death. Deterioration which necessitates an admission to a critical care area may
also have a significant impact on patient outcome.

BHSCT nursing / midwifery staff are key to the accurate measuring and recording
of physiological observations. Evidence suggests that this is an area which requires
improvement. The effectiveness of track and trigger systems depends.on
physiological data which is collected accurately and with sufficient frequency.

Policy statements:

Measuring and recording vital signs

Adult patients in acute hospital settings, including patients in the emergency
department for whom a clinical decision to admit has been made, should have
physiological observations measured and recorded at the time of their admission.

A physiological track and trigger system should be used to document vital signs for
all adult patients in acute hospital settings. The following parameters should be
recorded

Respiratory rate

Heart rate

Systolic ( and diastolic) blood pressure

Level of consciousness

Oxygen saturation

Temperature

Physiological observations must be recorded at least 12 hourly unless a decision
has been made to decrease this frequency and the rationale documented in the
patient's notes/.care plan.

The frequency of monitoring should increase if abnormal physiology is detected in
line with the track and trigger response algorithm.

There should be a clear written monitoring plan that specifies which physiological
observations should be recorded and how often.

Physiological observations should be measured, documented and acted upon by
staff with competencies in monitoring, measurement and interpretation.

Prompt response must be made to abnormal physiology in accordance with the
track and trigger response algorithm

Where the responsibility for undertaking and recording observations is delegated to
non-registered nurses / midwives, it is the registered nurse / midwife who is
accountable for ensuring that observations are recorded accurately and
communicated promptly if abnormal ( NMC guidelines for records and record
keeping 2002).

Source(s) / Evidence Base:

NICE clinical guideline 50 — acutely ill patients in hospital (2007)
NMC guidelines for records and record keeping (2002)

Standards and Guidelines Comm. — Recording Physiological Observations Policy - V2 — August 2011
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Datasets for Clinical
Improvement

Donegore
@02/05/23
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Safety dashboard

Monthly report 2023

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876) 786 of 876
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The context
led to

M eetl ng Wlth - Demonstrating the story over time

Sen lor team - The report can be shared monthly with the DOH
and CNO in - The report covers key areas:

Aug ust 2022 Workforce, safety, education & training, leadership and patient numbers and
experience
& Even better

- Review of weekly safety report to inform monthly dashboard

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876) 787 of 876






Safety
picture&
Governance

structure
“where does
the dashboard
sit 7"

MAHI - STM - 122 - 789

Daily safety huddles

Weekly live governance at ward
and site level

Weekly overview from CLT
Weekly safety report

Monthly safety dashboard to report
the overall picture and issues for
escalation to the DOH

Quality Management system
quarterly to Director

&

Bi annually to executive team

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876)

789 of 876
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* What is this telling us

Safety * Themes trends outcomes and
changes
ASG * Reduction from 30 per month to less
: : than 10 last month
InCIdentSl * environmental change reduced ASG
incidents

reStnCt'Ve * Environmental issues can cause

pra ctice incidents - Further work to share learning from

: complaints and compliments
* Proactive response to prevent ASG P P

com pla I nts a nd * Safeguarding assurance process on
: wards, site, to CLT, safeguarding
compliments

committee and Executive assurance
group
and how we

Iea ' * Ql to reduce restrictive practice

* Use of seclusion, physical
interventions and PRN is measured
and presented monthly

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876) 792 of 876



VAHI

Education and

training

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876)

STM - 122 - 793

* Improvements

- Safety interventions training increase 48% to 70% which include:

ASG awareness and Positive behaviour support

- Upskilling of RMN staff re ID communication relational security

and PBS

- Challenges

* Releasing staff of the floor for training but that is improving

793 of 876
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- 1 Nurse Consultant leading on therapeutic engagement and activity

- Leadership re upskilling , managing learning and development including
mandatory training and skills development in learning disability,
communication, positive behaviour Support and relational security

- Increase in lead and Senior nurses to enhance nurse role in safeguarding,
safety interventions, accelerated resettiement and clear assurance
framework for nurses on site

* Increase senior staff over 7 day

Leadership

- Assurance Visits
- Safety quality visits

- Safeguarding assurance group and improved Data Set

- Ongoing listening exercises, staff support/reflective practice sessions and
debrief

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876) 794 of 876
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Resettlement

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876) 796 of 876
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4623 Katie Carson Occupational Occupational Muckamore An evaluation of the OT breakfast club 07/04/2014
Therapist Therapy, Physical
Health & Disability
4703 Heather McFarlane Clinical Lead Occupational Muckamore Service Evaluation of Occupational 03/07/2014
LDOT Therapy Therapy in Resettlement of LD Patients
Resettlement from Muckamore (Staff feedback)
4708 Kathryn Carson Occupational Community Muckamore Abbey | Healthy lifestyle audit 08/07/2014
Therapist Treatment & Hospital
Support
4738 Michael Creaney Safeguarding Muckamore Patient, Carer & Staff Understanding and 04/09/2014
Officer Implementation of the Adult Safeguarding
Process
5020 Heather McFarlane Clinical Lead Allied Health Muckamore Abbey | Effectiveness of a community partnership 02/09/2015
oT Professionals, healthy living programme for those with
Resettlement Occupational learning disabilities
Therapy
5035 Katie Carson Occupational Community Muckamore Abbey | Sensory modulation room use audit 22/09/2015
Therapist Treatment & Hospital
Support
5388 Damien Hughes Consultant Muckamore Abbey | Audit of PRN Benzodiazepine 28/10/2016
Psychiatrist Hospital
5389 Damien Hughes Consultant Muckamore Abbey | Kardex Audit 28/10/2016
Psychiatrist Hospital
5425 Carole Wilson ST5 Muckamore Implementation of Safety Briefings in 19/12/2016
Muckamore Abbey Hospital
6012 Joannae Dougherty Consultant Psychological Muckamore Seclusion Record Audit 04/09/2019
Services
6247 Siobhan Keating & Frances Caldwell | Consultant Psychological Muckamore Abbey | An audit of the incidence of trauma and 09/10/2020
Forensic Services Hospital adversity in the life experiences of

inpatients with an intellectual disability and
forensic history.
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Method of data collection and questionnaires

(0]

Results
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Particularly poor areas
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Areas for improvement
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General Condition

Cranfield Men Cranfield Women

General Condition
General condition General Condition
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Front and Subsequent pages- Cranfield Men

First page and subsequent page details

Consultant  Hospital Number Consultant  Hospital Number

BT Mod 2 RN Witness Stmt 7 lune 2023 Sta eme t & Exh bit Bund e Index {pp1 876) 204 of 876




Front and Subsequent Pages- Crantield
Women

Front page and subsequent page details

16

14
12
1 I | |

Consultant  Hospital Number DOB Consultant  Hospital Number

BT Mod 2 RN Witness Stmt 7 lune 2023 Sta eme t & Exh bit Bund e Index (pp1 876)







Allergies

o Cranfield Women Crantfield Men

Allergies recorded correctly Allergies recorded correctly Allergies recorded correctly

BT Mod 3 RN Witness Stmt 7 lune 2023 Sta eme t & Exh bit Bund e Index (pp1 876) 207 of 876
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Areas for improvement

o Handwriting
o Special instructions, Max dose in 24 hours, Medication reconciliation

o Discontinuing medication




References

o Errors on a handwritten Cardex: Is it time for a change? A Rijal,1 K Gautam?2 and AS Rijal3 Nepal Med Coll
J 2011; 13(4): 267-271

o Long Stay In-patient Medicine Prescription and Administration Record (‘kardex’) Northern Ireland

Medicines Governance team

o WHO good prescribing guide
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Thank you for listening

° Any questionsr
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Overview

e Method of data collection
® Results
* Comparable results

® Areas for improvement

817
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Method of data collection

Criteria

® General condition

® Front page

* Subsequent pages

* Allergies

® Medication as required (PRN)
® Regular medication

° Discontinuing medication
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Results

General condition?
® Cranfield 1 92%

° Only one kardex was poor

e Killead100%

122 -

819
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Results

Front pages?
® Cranfield 1

® 100% name, ward, DOB, consultant and hospital number

e Killead
¢ 100% name, ward, DOB

® 90.5% consultant and hospital number
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Results

Allergies?
® Cranfield 1
® 100% filled in and recorded correctly

13 allergies for 5pateints not on electronic notes

e Killead
® 100% filled in but 2 patients filled incorrectly

15 allergies for 9patients not on electronic notes
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Areas of improvement

* Fill out all information in the subsequent pages of the
kardex

* Update PARIS on the allergies of the patients

® For PRNs ensure to fill out special instructions, max
doses

® Ensure you sign AND block print your name
® Handwriting

® Need to ensure stop date is recorded on kardex and is

scored off appropriately
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References

® Errors on a handwritten Cardex: Is it time for a change? A
Rijal,1 K Gautam?2 and AS Rijal3 Nepal Med Coll | 2011;
13(4):267-271

® Who good prescribing guide

® https://www.med.qub.ac.uk/portal/year5/PatientSatetyP5
/day3/prescribing/PrescribingHandbookFoundation
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Any questions?

BT Mod 3 RN Witness Stmt 7 June 2023 Sta eme t & Exh bit Bund e Index (ppl 876) 831 of 876
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Audit Summary Form

Paul Devine: Audit Lead

Name: Paul Devine Service Group: Intellectual Disability

Position/Job Title: Clinical Director Speciality: Forensic

Email: paul.devine@belfasttrust.hscni.net Tel: 028 9504 6028

Title: Safer Prescribing: Pro Re Nata (PRN) pre Rapid Tranquilisation (RT) Audit
Muckamore Abbey Hospital

Brief summary of results:
Standards derived from:

NICE NG11 Challenging behaviour and learning disabilities: prevention and
interventions for people with learning disabilities whose behaviour challenges
Published: 29 May 2015

NICE NG10 Violence and aggression: short-term management in mental health,
health and community settings Published: 28 May 2015

BAP/NAPICU EB Consensus for Clinical Mx Acute Disturbance- De-escalation and Rapid
Tranquilisation

RCPsych Quality Standards Inpatient Intellectual Disability

RCPsych FR/ID/09 Psychotropic drug prescribing for people with Intellectual Disability,
mental health problems and/or behaviours that challenge: practice guidelines Faculty of
Psychiatry of Intellectual Disability

Findings:

Mostly safe but:

Prescribing did not take into account Tmax

Choice of first line drug sometimes not in keeping with guidance- reason for variation not
easily found on Paris

Risk of high dose prescribing with antipsychotics?

Kardex layout is insufficient to record indications and how to use

Areas of good practice (good results against standards):

CALM cards on each kardex with alternatives to PRN from Positive Behaviour Support
plan (PBS) — Billie

“Critical conversation” between 2 registrants before use- Billie

Areas where improvement is needed (poor results against standards):

Add “At Risk” category to High dose prescribing policy- Paul to policy author
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Separate medication reviews weekly between medical and pharmacy? Paul and Deirdre
Develop PRN and RT pathway kardex through QI methodology? Paul

No PRN prescribing after one month without PBS in place? Paul

How and when were the results of this audit disseminated?
Medical staff meeting
Collective Leadership Team 29.12.2023

Dr Mark Cross

Proposals for change:

Did the audit confirm good practice? Yes

Did the audit identify areas where there is need for improvement? Yes
If Yes, please complete the action plan overleaf

If an action plan has not yet been produced, please state the reason why:
Have protocols or guideline been written as a result of this audit? No

If yes, protocol/guideline details:

ACTION PLAN
Audit Title:

Action ‘Implement Staff Responsible | Change Change
(ie.How by’ Date Member Manager Stage Stage
Recommendation wil Responsible (see key) Key

e implemented)

Repeat Feb 23 Paul Devine CLT 1 Actioned
induction
training for all

medical staff

Develop PRN Aug 23 Paul Devine CLT 1 Action in
and RT pathway progress
kardex through

QI methodology

Separate Jan 23 Paul Devine CLT Actioned
medication and Deirdre

reviews weekly Murray,

between pharmacy

medical and

pharmacy trial in

Sixmile

CALM cards on | Feb 23 Billie Hughes CLT Actioned
each kardex
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with alternatives
to PRN from
Positive
Behaviour
Support plan
(PBS) roll out to
all wards

5 | “Critical
conversation”
between 2
registrants
before use roll
out to all wards

Feb 23

Billie Hughes CLT

Actioned

6 | Suggest No
PRN use
beyond one
month without
PBS or WRAP
plan for policy
review

Paul Devine CLT

In
progress

Date for Re-Audit:

Project Lead:

12 months

Signature:

Name (printed)

PAUL DEVINE

Date: 29.12.2023

Senior Clinician/Manager: In signing this, | agree the above action plan recommendations
and, if necessary, will take a lead in ensuring that changes are made in order to obtain
improvements in the quality of care

Signature:

Name (printed):
Paul Devine

Date:
26.05.2023

Action plan can be returned to: QualityandAudit@belfasttrust.hscni.net






