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Tom is a 28-year-old man with a diagnosis of schizophrenia. He has been stabilised on
olanzapine 20 mg daily; however, his cholesterol, blood glucose, and weight have increased
significantly over the past year.

Weight gain, high blood glucose, and high cholesterol are common side-effects from olanzapine.
As a preventative measure, dietary advice has been given to Tom in every follow-up appointment;
however, this has proved insufficient for him. Nevertheless, the consultant psychiatrist consults PDD
to see if any other behavioural interventions could be tried to help Tom at this stage.

In the Management of side-effects section, Psychotropic Drug Directory includes evidence-based
management strategies found in published literature to help aid the next course of action for the
individual patient. These strategies can range from behavioural to medication interventions such as
switching drugs or adjunctive therapies.

The psychiatrist looks at the behavioural interventions for managing weight gain due to
antipsychotics in Psychotropic Drug Directory, and decides to refer Tom to attend a regular weight
management group.

= Edoer?]lgllgtees 6.6 Endocrine effects @ @ @ {

# Psychotropic Drug Directory

Polyuria and renal B Behavioural interventions
impairment (often a
symptom of diabetes
insipidus)

Dietary interventions and nutritional education may be effective, e.g

« Regular dietician appointments and self-directed dieting (n = 35 [c = 29],15/12, Kalarchian et al, J Clin

e Psychiatry 2005; 66 : 1058-63)
thiul

« Individual nutritional education for the 3-6/12 after starting olanzapine may be successful, although studies
Weight gain (see also are small and excluded obese people (e.g. Evans et al, Aust N Z J Psychiatry 2005; 39 : 479-86)

metabolic syndrome)

Weight management programmes and groups may be effective (e.g. n = 48 [c = 36], RCT, 12/52, Kwon et al, J

Antidepressants * Clin Psychiatry 2006; 67 : 547-53), but a weight counselling intervention wasn't for olanzapine (n =203,RCT,

SSRI one year, Detke et al J Child Adolesc Psychopharmacol 2016; 26 : 922-34)
S

Exercise may help. Light jogging for 30 minutes three times a week plus reducing food intake by 500 kcal/d
Mirtazapine leads to 2 kg less gained with olanzapine (n = 28, RCT, 8/52, Milano et al, Adv Ther 2007; 24 :123-34)
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Tom'’s attendance at the weight management group has been erratic over the last 8 weeks, and
his weight and other metabolic parameters have not improved. Nevertheless, Tom continues

well-established on olanzapine, so the psychiatrist consults Psychotropic Drug Directory to see

if decreasing the olanzapine dose could be an effective strategy to improve the metabolic side-

effects that Tom is experiencing.

The psychiatrist finds in Psychotropic Drug Directory several strategies for managing olanzapine-

related hyperglycaemia and weight gain.

Diabetes mellitus

Clozapine

Olanzapine

alternative antipsychotic, e.g. quetiapine, risperidone, «

@ 06

# Psychotropic Drug Directory

' Complete 6.6 Endocrine effects
3 Olanzapine
Subsections Related Content

Discontinue (although it may not always resolve, see Koller ar

Diabetes
Reduce dosage — may help as the effect seems to be dose-related (n = 49 94¢

Diabetes insipidus Psychiatry 2011, 11:197; FFT)
Switch to an

ariprazine,

e metabolic

acopsychiatry 2009; 42:14-9)

aripiprazole or ziprasidone

disturbance but had no effect on

Evidence suggests that hyperglycaemia and weight gain are dose-related, therefore the psychiatrist

decides to try a lower dose of Olanzapine 15 mg daily.

Four weeks later, Tom’s blood glucose has decreased very slightly but he has started to report
hearing voices, and claims that his olanzapine is not working as always. Therefore, the psychiatrist

increases the olanzapine dose back to 20 mg daily.

The psychiatrist is now considering switching olanzapine to another antipsychotic and rings the
pharmacy medicines information department seeking advice about other suitable antipsychotics

for Tom, such as one with less risk of metabolic side-effects.

The pharmacist consults Psychotropic Drug Directory to find out about the risk of hyperglycaemia,
hypercholesterolemia, and weight gain of other antipsychotics to support the choice of a new
antipsychotic for Tom. Psychotropic Drug Directory contains dedicated tables that offer a quick
snapshot of the side-effect profile of psychotropic drugs, which can be used to compare drugs and
aid prescribing in the individual patient. For example, relevant tables for this case would include
table 6.6.1 (Risks of raised glucose), table 6.6.2 (Risks of raised cholesterol), and table 6.6.3 (Relative

risk of weight gain and increased BMI).
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Related
Content

Table 6.6.1: Risks of

Subsections

raised glucose

Diabetes

Diabetes insipidus

Clozapine
Diabetes mellitus
lloperidone 0.73
Clozapine
Olanzapine Cariprazine 0.70
Risperidone Olanzapine 0.67
Hepatotoxicity Haloperidol 0.59

Highlight search [l

@ Medicines
@ Complete

2 Psychotropic Drug Directory

6.6 Endocrine effects

Table 6.6.2: Risks of raised cholesterol

Highlight sccrch Il

Related
Subsactions Content Antipsychotics | LDL cholosterol HDL | Antipsychotic Total
Diabotes \ Olanzapine 0.96 Amisulpride 0.83 | Clozapine 0.97
Diabctesins D Quetiapine 0.91 olanzapine 0.76 | Olanzapine 091
Diabetes mellitus
Braxpiprazole 0.66 Quetiapine 059 | Quetiapine 082
Clozapine )
Risperidone/pal | 0.54 Risperidone/pal | 0.51 | Amisulpride 064
Clanzaopine
Aripiprozole 0.48 Cariprazine 0.47 | Haloperidol 059
Risperidone
Lurasidone 0.27 Lurasidone 0.45 | Risperidone/pal | 055
Hepatotoxicity
Ziprasidone 02 Aripiprazole 0.28 | Brexpiprazole 052
valproate

@ Medicines
¥ Complete

8 Psychotropic Drug Directory

@

Table 6.6.3: Relative risk of weight gain and

Related .
increased BMI

Content

Relative risk of weight gain Relative risk of increased BMI
Diabeles
Diabetes insipidut Antipsychotic Weight Antispychotic BMI gain
Diabetes mellitus
Olanzapine 32 Olanzapine 0.93
Clozapine
Clozapine 0.90 Clozapine 0.85
Olanzapine
Quetiapine 0.65 Quetiapine 0.68
Risperidone
Risperidone/pal | 058 Risperidone/pa 056

Highlight search [l
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Evidence suggests that aripiprazole has less impact on weigh, dyslipidaemia, and diabetes.
Hyperlipidaemia seems to be resolved after switching to aripiprazole, and a mean 2.55 Kg (+1.5Kg)
weight loss has been seen.

= l\C/IOel'EIj']Igllgtees 6.6 Endocrine effects @ @ @ &

Psychotropic Drug Directory Highlight search [l

Medication interventions

Polyuria and renal A
impairment (often a Reduce the dose. There is evidence that weight gain with clozapine and olanzapine is related to plasma levels,
symptom of diabetes and reducing the dose may reduce plasma levels. However, there is insufficient evidence on other newer
insipidus) antipsychotics (Simon et al, J Clin Psychiatry 2009; 70 : 1041-50).

Lithium » Slower introduction has been postulated to lead to a lower final weight gain.

Weight gain (see also

metabolic syndrome) * Switching drugs
(see Table 6.6.1for the relative risks; review s = 4, n = 636, Mukundan et al, Cochrane Database Syst Rev 2010; 12
Antidepressants * . CD006629).
SSRis « Aripiprazole (see also adjunctive) — a mean 2.55 (+1.5) kg weight loss occurs when switching to aripiprazole
) ) from other antipsychotics (M-A, s = 9, n = 784, Barak and Aizenberg, J Obes 2011; 2011 : 898013; FFT). A

lezRne systematic review concluded aripiprazole had less impact on weight, dyslipidemia and diabetes than other
Antipsychotics newer antipsychotics (SR, s = 22, Citrome et al, Curr Med Res Opin 2014; 30 : 1629-41), albeit with higher drop-

outs. Having said that, in another study aripiprazole had the same incidence of MetS and a higher drop-outs
Lithium than olanzapine and haloperidol (n = 300, RCT, one year, Parabiaghi et al, Acta Psychiatr Scand 2016; 133 : 63—

75)
Methylphenidate

* Asenapine only causes a mean weight gain of less than 1 kg over a year (Potkin, J Clin Psychiatry 201; 72
Methadone [suppl! 1]:14-18) and a switch to it from olanzapine gave a 7% drop in weight with no deterioration (n =1,
Okazaki et al, Neuropsychiatr Dis Treat 2017; 13 : 2837-40; FFT)

Anticonvulsants

* Cariprazine — switch to (Halcns and Wuest, J Clin Psychopharmacol 2019; 39 : 4]376)

= I\Cflgr?]lgllgtees 6.6 Endocrine effects @ @ @ FA

# Psychotropic Drug Directory Highlight search [l
Related I Hyperlipidaemia
Subsections Content
Diabet: . .
S Antipsychotics
Diabetes insipidus Hyperlipidaemia has been reported with all antipsychotics (decreasmg incidence from clozapine, olanzapine,

risperidone, quetiapine, ziprasidone to first generation) except aripiprazole, cariprazine and lurasidone.

Diabetes mellitus
Manage risk factors, e.g. weight gain, dietary changes and glucose intolerance.

Clozapine
Lo Discontinue any beta-blockers, which may enhance the effects on lipids (n = 50, Batmiller et al, Schizophr Res
Olanzapine 2003; 59: 49-57).
Lipid-lowering therapy, e.g. rosuvastatin (n =100, 3/12, De Hert et al, J Clin Psychiatry 2008; 67 : 1889-98).
Risperidone

- Switch drugs
Hepatotoxicity

« Amisulpride, lurasidone , ziprasidone, risperidone (n = 15, Su et al, Psychopharmacology [Berl] 2005; 183
VR :383-6) and cariprazine may be alternatives if olanzapine or clozapine-induced, as may be:
Hyperammonaemia * « Aripiprazole has resolved hyperlipidaemia from clozapine (n =1, Ball et al, Ann Pharmacother 2005; 39 : 1570
2) and olanzapine-induced hyperlipidaemia (s = 3, n = 546, RCT, Newcomer et al, Schizophr Res 2008; 106
Valproate (VPA) * :300-7; FFT) and may be the best option (n = 13133 vs 17 240, Olfson et al, Am J Psychiatry 2006; 163 : 1821-5),
but not all improve and the switch has a significant risk of worsening symptoms (n = 52, 52/52, Chen et al, J

Hypercalcemia (due to
Psychopharmacol 2012; 26 : 1201-10)

hyperparathyroidism) *

1
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Based on the available information on Psychotropic Drug Directory, the pharmacist recommends
aripiprazole to Tom'’s psychiatrist. To ensure that the switch from olanzapine to aripiprazole is safe
and effective, the pharmacists can also find on Psychotropic Drug Directory the latest evidence-
based recommendations.

Type of switches

A dedicated section on Switching or discontinuing psychotropic drugs contains detailed
information about the different switching strategies, their risks, and their rationale.

@ Medicines
¥ Complete

# Psychotropic Drug Directory

medicine, either al standard dose or litrated upwards, while slowly lapering Lhe first medicine down)

Switch & Medicine-free (Add new
nterval

Switch 3a: Partial overlap

Switch 2: No interval (usually acceptable)

X

Switch 3b: Abrupt partial

Swilch 3: Partial overlap

Switeh 4: Full overlap

Swilch 5: Incomplete

overlap (lapered slop, abrupl

start)
Advantages
1. Appropriate when sympltom control is needed bul there is a high risk of relapse or deterioration.
2. No abrupt potentially destabilising changes
3. May be unavoidable for LAI/depot to oral switches, where plasma levels will decline slowly. {
4. Useful where cholinergic rebound may occur. Anticholinergic cover can be retained for several weeks. |

Disadvantages

verapeulic doses

secially with antidepressants

f not planned fully in advance — involve patient and carers if the patient is at

completed (see Switch 5). {

5. High potential for

polypharmacy if the switch is never
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Specific antipsychotic switches
Evidence-based information about switching to/from specific antipsychotics and other psychotropic

drugs is also included in Psychotropic Drug Directory, and the pharmacist specifically looks at the
information for switching olanzapine to aripiprazole.

ecific antipsychotic swit @ @ @

A Medicines
¥ Complete

£ Psychotropic Drug Directory

te (PPIM,

Xeplion *, PP3MTrevicla *, see

D2 blockers RT (10) RT (M) RT (3) RT (4) RT (12) rRT (17) Cc
GA depo T RT T RT RT (312 RT (1 >
Aripiprazole ' | RT (4) RT (4) RT (34 - RT (12) RT (17) Cc

ap RT (12 RT (12 RT (312 T (412 - T(1 y
Cariprazine RT (17) RT (17) RT (17) RT (17) RT (17) - RT
Clozapine Care (5) Care (5) | Care (35) RT (45 NOP (512) | RT (17 B

For switching to aripiprazole, evidence suggests that a long cross-tapering from olanzapine to
aripiprazole would be more successful, but that it needs to be flexible and tailored to the individual.

# Medicines
¥ Complete

£ Psychotropic Drug Directory

Subsections Related Content 4. Switching to aripiprazole oral or LAl *

a. Any to oral aripiprazole: *

macol 2015; 35 : 635

The Royal Pharmaceutical Society’s Knowledge Business



PRESS PATIENT CASE STUDY

PHARMACEUTICAL "ﬂJ
_ [ 3
Essential Knowledge §

The pharmacist then suggests starting aripiprazole 5 mg daily, increasing the dose weekly by 5mg
up to 15 mg daily, then decrease olanzapine by 5 mg over the following four weeks.

Tom is then counselled about his new medication and monitored for therapeutic progress and

tolerability. After four weeks of treatment with aripiprazole, there is a marked improvement in Tom'’s
metabolic parameters, and his psychotic symptoms are well-controlled.

@ Psychotropic Drug Directory

Psychotropic Drug Directory supports the optimal and rational use of medicines, to improve the
quality of life for people with mental health needs.

Access this essential knowledge today

MedicinesComplete makes it easy for health professionals to access essential medicines
information at the point of care. Providing trusted evidence-based knowledge for confident
decision-making and effective patient care.

Find out more today Available through

For information and to contact our team # Medicines
go to PharmaceuticalPress.com ' C om D | ete

Disclaimer

MedicinesComplete is aimed at health professionals and assumes a level of professional training to interpret the information on this site. Information on the selection and clinical
use of medicines is designed for prescribers, pharmacists and other health professionals and is not suitable for patients or the general public. All information should be interpreted
in light of professional knowledge and supplemented as necessary with specialist publications, and all users are responsible for ensuring appropriate use or reliance on such
information. Although RPS make reasonable efforts to update the information on MedicinesComplete, RPS make no representations, warranties or guarantees, whether express

or implied, that the content is accurate, complete, or up to date. So far as permitted by law, RPS will not accept liability for damages, in any form, arising from or in relation to
MedicinesComplete, or for a temporary inability to access this site. For more information please see our Website Terms and Conditions.
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