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Key Messages

e For antipsychotic-related sexual dysfunction, 1 guideline recommends switching
to aripiprazole or another non-hyperprolactinemic antipsychotic as the first option.
Alternatively, the guideline recommends adjunctive treatment with aripiprazole, or
switching to antipsychotics that have less impact on sexual function. Another guideline
recommends adding estrogen or testosterone treatment to the antipsychotic medication
to assist sexual dysfunction in women.

* For antidepressant-related sexual dysfunction, 1 guideline recommends switching to
agomelatine or to a non-serotonergic drug or fluvoxamine as first option. Alternatively, the
guideline recommends switching to a partially non-serotonergic antidepressant, adding
antidotes, or using vaginal lubricants.

Context and Policy Issues

A 2015 survey estimated that about 30% of inmates in federal Canadian prisons received
prescriptions for psychotropic medications, compared with about 8% in the general
population.’ Psychotropic medications, including antipsychotics and antidepressants, may
cause sexual dysfunction (SD) in men and women.? Sexual dysfunction associated with
psychotropic medications in women may include low desire, reduced arousal, and pain,
while erectile dysfunction, premature or delayed ejaculation, and low desire are the primary
problems in men.®

There are 2 types of antipsychotics, typical and atypical antipsychotic drugs.* Typical
antipsychotics are first generation antipsychotic drugs developed in the 1950s, while

second generation antipsychotic drugs developed in the 1990s are atypical antipsychotics.*
Typical antipsychotic drugs bind strongly to dopamine type 2 (D2) receptors, while atypical
antipsychotic drugs have lower affinity for dopaminergic receptors.® Both typical and atypical
antipsychotics are associated with impairment of sexual functioning.®” However, some drugs
may affect sexual function more than others.5” A systematic review with meta-analysis
showed that quetiapine, ziprasidone, perphenazine, and aripiprazole were associated with
frequencies of SD ranging from 16% to 27%, while olanzapine, risperidone, haloperidol,
clozapine, and thioridazine were associated with higher frequencies of SD (i.e., 40% to 60%).2

Treatment with different antidepressant classes such as tricyclic antidepressants,
serotonin-norepinephrine reuptake inhibitors, selective serotonin reuptake inhibitors, and
monoamine oxidase inhibitors can lead to all types of sexual side effects.® A meta-analysis
on treatment-emergent SD related to antidepressants indicated that fluoxetine, paroxetine,
citalopram, venlafaxine, and sertraline were associated with highest frequencies of total SD
(70% to 80%).'° The frequencies of SD of mirtazapine, fluvoxamine, escitalopram, duloxetine,
phenelzine, and imipramine varied from 25% to 45%."° Other antidepressant drugs that had
frequencies of SD comparable to or lower than placebo were moclobemide, agomelatine,
amineptine, nefazodone, and bupropion.™°

Most antipsychotics and some antidepressants are associated with elevation of plasma
prolactin, termed hyperprolactinemia.” ' Patients with hyperprolactinemia frequently
have SD, osteoporosis, and even breast cancer.” The secretion of prolactin is regulated
by the inhibitory action of the D2 receptors in the hypothalamic infundibular system.™?
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Therefore, the use of psychotropic medications can lead to a decrease in dopamine and
consequently an increase in prolactin, resulting in SD.'? Typical antipsychotics are responsible
for hyperprolactinemia, termed prolactin-raising drugs, while atypical antipsychotics are
unfrequently or transiently associated with increase in prolactin, termed prolactin-sparing
drugs.’” Among antidepressant drugs, some tricyclics (e.g., clomipramine, trimipramine),
selective serotonin reuptake inhibitors (e.g., sertraline, fluoxetine), and monoamine oxidase
inhibitors (e.g., pargyline, clorgyline) can cause hyperprolactinemia.’? There are several
guidelines with recommendations for the assessment and management of antipsychotic-
induced hyperprolactinemia.’

Table 1 presents information regarding the frequencies of SD of various drug classes of
antipsychotics and antidepressants, distinguishing the effect of the drugs on serum prolactin
levels and the degree of prolactin elevation.

Sexual dysfunction caused by psychotropic medications is often overlooked in clinical
practice.”™* Given the frequency of psychotropic medication-induced SD, management of this
adverse effect is important to prevent long-term nonadherence.”'® Several strategies for the
treatment of medication-associated SD have been proposed in the literature, include waiting
for spontaneous remission, dose reduction, drug holiday (i.e., off medication for 2 to 3 days
before sexual activity), nonpharmacologic interventions, switching to another medication, and
adding a medication to reverse SD.2"® However, it is unclear if there are any evidence-based
guidelines that provide recommendations for treatment strategies for the management of SD
induced by psychotropic medications.

This report aims to summarize the recommendations from evidence-based guidelines
regarding the management of SD associated with psychotropic medications.

Research Question

What are the evidence-based guidelines regarding the management of sexual dysfunction
associated with psychotropic medications?

Methods

Literature Search Methods

A limited literature search was conducted by an information specialist on key resources
including MEDLINE, Embase, PsycINFO, the Cochrane Database of Systematic Reviews, the
International HTA Database, and the websites of Canadian and major international health
technology agencies, as well as a focused internet search. The search strategy comprised
both controlled vocabulary, such as the National Library of Medicine’s MeSH (Medical Subject
Headings), and keywords. The main search concepts were psychotropics, antidepressants,
antipsychotics, and sexual dysfunction. CADTH-developed search filters were applied to

limit retrieval to guidelines. Where possible, retrieval was limited to the human population.
The search was completed on August 23, 2022, and limited to English-language documents
published since January 1, 2012.
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Table 1: Frequencies of Sexual Dysfunction Associated with Psychotropic Medications

on prola evel (degree
Drug on? d es o d 0
Antipsychotics
Typical Haloperidol Raising (high)'® 457; 38", 5518
Typical Chlorpromazine Raising (moderate’®) Not identified
Typical Flupenthixol Raising (not identified) Not identified
Typical Fluphenazine Raising (high'®) 78"
Typical Loxapine Raising (moderate’®) Not identified
Typical Methotrimeprazine Raising (not identified) Not identified
Typical Perphenazine Raising (moderate’®) 258, 30 to 502
Typical Pimozide Raising (moderate’®) Not identified
Typical Prochlorperazine Raising (not identified) Not identified
Typical Trifluoperazine Raising (moderate’®) 20 to 40 (male)® varied with assessment
questionnaire; 45 (female)?'; 478
Typical Zuclopenthixol Raising (not identified) Not identified
Atypical Asenapine Raising (moderate’®) Not identified
Atypical Brexpiprazole Sparing (not identified) 3.1%
Atypical Lurasidone Sparing (none or low)'® 1.9%;<10?
Antidepressants
NDRI Bupropion Sparing (none’®) 10", placebo level?
TCA Amitriptyline Sparing (low') 5.7%
TCA Clomipramine Raising (high'®) 50 to 702
TCA Desipramine Sparing (low’¢) Not identified
TCA Trimipramine Raising (not identified) Not identified
TCA Doxepin Sparing (not identified) Not identified
SNRI Duloxetine Raising (not identified) 42'%14.2 (male),?® 1.9 (female)?5; 23.4%; 30
to 502
TCA Imipramine Raising (not identified) 44'% 30 to 50
TeCA Mirtazapine Sparing (none’®) 18.2%; 10 to 302
TCA Nortriptyline Sparing (none’®) 19.7%; 30 to 502
Serotonin Trazodone Sparing (none’®) 12 to 18 in men,” 23 to 24 in women?
modulator
SNRI Venlafaxine Raising (not identified) 80'%; 54.5%7; 70 to 100?
Serotonin Vortioxetine Sparing (not identified) 3.9 (male),® 1.3 (female)?5; placebo level?
modulator

NDRI = norepinephrine dopamine reuptake inhibitor; SNRI = serotonin-norepinephrine reuptake inhibitor; TCA = tricyclic antidepressant; TeCA = tetracyclic antidepressant.

2High: > 50%; moderate: 25 to 50%; low: < 25%; none or low: rare reports.
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Selection Criteria and Methods

One reviewer screened citations and selected studies. In the first level of screening, titles and
abstracts were reviewed and potentially relevant articles were retrieved and assessed for
inclusion. The final selection of full-text articles was based on the inclusion criteria presented
in Table 2.

Exclusion Criteria

Articles were excluded if they did not meet the selection criteria outlined in Table 2, or were
published before 2012.

Critical Appraisal of Individual Studies

The included publications were critically appraised by 1 reviewer using the Appraisal of
Guidelines for Research and Evaluation (AGREE) Il instrument® for guidelines. Summary
scores were not calculated for the included studies; rather, the strengths and limitations of
each included publication were described narratively.

Summary of Evidence

Quantity of Research Available

A total of 454 citations were identified in the literature search. Following screening of titles
and abstracts, 451 citations were excluded and 3 potentially relevant reports from the
electronic search were retrieved for full-text review. No potentially relevant publications

were retrieved from the grey literature search for full-text review. All 3 potentially relevant
articles (i.e., guidelines) met the inclusion criteria and were included in this report. Appendix 1
presents the PRISMA®! flow chart of the study selection.

Additional references of potential interest are provided in Appendix 5.

Table 2: Selection Criteria

Criteria Description

Population

People with mental health conditions who are being treated with psychotropic medications (e.g.,
antidepressants, antipsychotics, anxiolytics)

Intervention

Any strategies for the management of SD associated with psychotropic medications (e.g., switching to
another psychotropic medication, modifying the dose of the psychotropic medication, treatment with
additional pharmacotherapy [e.g., testosterone, levothyroxine, phosphodiesterase type 5 inhibitors])

Comparator Not applicable

Outcomes Recommendations regarding best practices (e.g., which strategies are recommended or not recommended,
treatment protocols)

Study designs Evidence-based guidelines

SD = sexual dysfunction.
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Summary of Study Characteristics

Additional details regarding the characteristics of included guidelines (Table 3) are provided
in Appendix 2.

Study Design

The 2027 and 2019 guidelines by Montejo et al.”™* provide clinical recommendations for
management strategies of antipsychotic-related SD” and antidepressant-related SD' for
clinicians prescribing antipsychotics and antidepressants, respectively. Both guidelines”™*
involved literature searches from 2 databases, and the evidence was summarized narratively.
The major outcome considered in both guidelines was improvement in SD associated with
antipsychotics’ or antidepressants.’ The level of evidence assigned to each recommendation
was based on the Scottish Intercollegiate Guidelines Network Grading Review Group. Neither
guideline”* reported on the process of developing the recommendations or the evaluation
and guideline validation.

The 2016 guideline by Galletly et al.*? provides recommendations for the clinical management
of schizophrenia and related disorders for all health professionals, including policy-makers,
working in Australia and New Zealand. The working group planned the scope, and individual
members drafted sections according to their areas of interest and expertise. The working
group reviewed the manuscript, and discussion occurred via a series of teleconferences.
When there was disagreement, the issue was discussed until consensus was reached. The
level of evidence was assigned according to the Australian National Health and Medical
Research Council criteria. Recommendations were considered as either evidence-based
(when there was sufficient evidence on the topic) or consensus-based (when evidence was
weak or lacking).

Country of Origin
Both guidelines by Montejo et al.”'* were conducted by authors from Spain.

The guideline by Galletly et al.®> was conducted by authors from Australia.

Patient Population

The target population in the 2021 guideline by Montejo et al. was patients with psychoses,’
and the target population in the 2019 guideline by Montejo et al. was patients with
depression.™

The target population in the guideline by Galletly et al.®> was patients with schizophrenia and
related disorders, including schizoaffective disorder, schizotypal disorder, schizophreniform
disorder, and acute transient psychotic disorder with symptoms of schizophrenia.

Interventions

The 2 guidelines by Montejo et al.”'* provide management strategies for treatment-emergent
SD in patients taking antipsychotics’ or antidepressants.’™

The interventions and practices considered in the guideline by Galletly et al.*? include
treatment and management of ultra-high-risk syndromes, first-episode psychoses, and
prolonged psychoses, including psychoses associated with substance use.

CADTH Health Technology Review Treatment Strategies for Sexual Dysfunction Associated With Psychotropic Medications 10
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Outcomes

The outcome in the 2 guidelines by Montejo et al.”'* was improvement of SD associated with
antipsychotics’ or antidepressants.™

The guideline by Galletly et al.*2 considered all clinical outcomes related to early intervention,
physical health, psychosocial treatments, cultural considerations, and improving vocation.

Summary of Critical Appraisal

Additional details regarding the strengths and limitations of the included guidelines (Table 4)
are provided in Appendix 3.

All 3 guidelines”*32 were explicit in terms of scope and purpose (i.e., objectives, health
questions, and populations), and had clear presentation (i.e., specific, unambiguous, and
easy-to-find key recommendations, with options for managing the different conditions or
health issues). In terms of stakeholder involvement, the guideline by Galletly et al.? clearly
defined target users, the development groups, and public consultation groups, while both
guidelines by Montejo et al.”'* did not report the guideline development groups and the views
and preferences of the target population. In both guidelines by Montejo et al.,” literature
was searched from 2 databases, the evidence was summarized narratively, and the level

of evidence assigned to each recommendation was based on the Scottish Intercollegiate
Guidelines Network Grading Review Group. The guideline by Galletly et al.®? did not report

on the evidence collection, selection, and synthesis, but it provided the criteria for rating the
levels of evidence for intervention studies. The recommendations in the guideline by Galletly
et al.®> were not graded, but they were classified as evidence-based recommendations

or consensus-based recommendations, depending on the availability and strength of the
evidence. The strengths and limitations of the body of evidence, and methods of formulating
the recommendations, were clearly described in the guideline by Galletly et al.,*? but not in
both guidelines by Montejo et al.”'# All 3 guidelines”%%2 considered health benefits and risks
of side effects in formulating the recommendations. None of the included guidelines” 432
provided a procedure for updating the guidelines. For applicability, the guideline by Galletly
et al.*? but not the guidelines by Montejo et al.,”'* was explicit in terms of facilitators and
barriers to application, advice and/or tools on how the recommendations can be put into
practice, resource implications, and monitoring or auditing criteria. For editorial independence,
all 3 guidelines”'#%2 reported competing interests of the authors or guideline development
group members. Overall, the 2 guidelines by Montejo et al.”* were of low methodological
quality, while the guideline by Galletly et al.*> was of moderate methodological quality.

Summary of Findings
Appendix 4 presents the summary of guideline recommendations (Table 5).

Guidelines Regarding the Management of SD Associated With
Psychotropic Medications

Antipsychotic-Related SD
Two guidelines”?? provided some management strategies for antipsychotic-related SD.

The guideline by Montejo et al.” recommends switching to aripiprazole (Evidence Level A), or
switching to a non-hyperprolactinemic antipsychotic drug such as quetiapine or ziprasidone
(Evidence Level B), as the first option for all sexual dimensions including low sexual

CADTH Health Technology Review Treatment Strategies for Sexual Dysfunction Associated With Psychotropic Medications 11
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desire, orgasm retardation, anorgasmia, erectile dysfunction, and poor vaginal lubrication.
Alternatively, the guideline’ recommends adding aripiprazole for low sexual desire, orgasm
retardation, and anorgasmia (Evidence Level B), adding phosphodiesterase type 5 (PDE-5)
inhibitors for erectile dysfunction (Evidence Level B), and using vaginal lubricants for poor
vaginal lubrication (Evidence Level B). Other options are switching to olanzapine below 15
mg/day (Evidence Level B) or lowering the dose of the current antipsychotics (Evidence Level
C) for all sexual dimensions.

The guideline by Galletly et al.*2 recommends adding estrogen or testosterone treatment

to the antipsychotic medication to address SD including lowered libido, poor vaginal
lubrication, and anorgasmia in women with psychoses (evidence-based recommendation).
In addition, although they are not evidence-based recommendations, the guideline® provides
management strategies for the side effects of antipsychotic drugs, including SD associated
with hyperprolactinemia, in a table form. The guideline®? suggests that prolactin level should
be evaluated, testing should be conducted to exclude pituitary tumour, and medication
should be switched to a prolactin-sparing drug if symptoms of sexual and menstrual
dysfunction exist.

Antidepressant-Related SD

The guideline by Montejo et al.™ provides some management strategies for antidepressant-
related SD. As the first option, the guideline recommends switching to agomelatine (Evidence
Level A), switching to non-serotonergic drugs such as bupropion or mirtazapine (Evidence
Level B) for all sexual dimensions, or adding bupropion for low sexual desire (Evidence level
B). Alternatively, the guideline™ recommends switching to desvenlafaxine (50 mg/day) or
vortioxetine (< 15 mg/day) for all sexual dimensions (Evidence Level B). Other options are
dose reduction in association with aripiprazole for low sexual desire, dose reduction for
orgasm retardation, dose reduction or “weekend holiday” protocol for anorgasmia, adding
PDE-5 inhibitors for erectile dysfunction, and dose reduction in addition with using vaginal
lubricants for poor vaginal lubrication (Evidence Level C).

Limitations

The authors of both guidelines by Montejo et al.”'* recognized that information on the best
method of treatment for SD associated with psychotropic medications was scarce. For some
strategies, such as waiting for spontaneous SD remission, dosage reduction, and add-on
treatment, the evidence is not strong, as there is a lack of controlled studies to support

these strategies.

The guideline by Galletly et al.*2 has an evidence-based recommendation for the management
of SD associated with antipsychotic medication in women with psychoses, but not men. The
recommendation only suggests the use of antidotes or adjunctive treatment to improve SD in
women, without examining other strategies.
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Conclusions and Implications for Decision- or
Policy-Making

This report identified 2 Spanish guidelines”™ and 1 Australian guideline®? with low to moderate
methodological quality.

For antipsychotic-related SD, the guideline by Montejo et al.” recommends switching to
aripiprazole or another non-hyperprolactinemic antipsychatic as the first option. If this is

not possible, the guideline recommends adjunctive treatment with aripiprazole, switching to
antipsychotics that have less impact on sexual function, or dose reduction. The guideline by
Galletly et al.*? recommends adding estrogen or testosterone treatment to the antipsychotic
medication to assist SD in women. This guideline also provides some management strategies
for SD associated with hyperprolactinemia induced by antipsychotics.

For antidepressant-related SD, the guideline by Montejo et al.’ recommends switching to
agomelatine or to a non-serotonergic drug (e.g., bupropion or mirtazapine) or fluvoxamine as
first option. If this is not possible, the guideline recommends switching to a partially non-
serotonergic antidepressant (e.g., desvenlafaxine or vortioxetine), adding antidotes such as
PDE-5 inhibitors, using vaginal lubricants, or dose reduction.

Given that psychotropic medications can be often associated with SD, a delicate balance
between prescribing an effective drug that improves psychotropic symptomatology and
minimizing its impact on sexual function is important to improve patients’ quality of life and
prevent treatment nonadherence. The identified guidelines provide some strategies for the
management of antipsychotic- and antidepressant-related SD, emphasizing switching to
drugs that have low impact on SD or using adjunctive treatment. While dose reduction was
suggested as an alternative in 2 guidelines,”' this approach was neither recommended
nor advisable. The recommendations of the included guidelines may be applicable to the
Canadian context, provided that the recommended drugs are available and approved for
use in Canada. Given the lack of strong evidence, more research is needed to obtain better
evidence-based recommendations.
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Figure 1: Selection of Included Studies
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Table 3: Characteristics of Included Guidelines
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enaed O 0 O O O 0 O O de ( 0 Op C
dli(Je PDOD d O D O (l 0 O gered O 0 O (e (d O
Montejo et al. (2021)7
Intended users: Management Improvement of Literature search of 2 Level of evidence? NR NR
Clinicians involved strategies for SD associated with databases with no time | assigned based
in prescribing treatment-emergent antipsychotics limit. Key search terms | on the Scottish
antipsychotics SD in patients taking were provided. Evidence | Intercollegiate
to patients with antipsychotics was summarized Guidelines Network
psychosis narratively Grading Review Group
Target population:
Patients with
psychosis
Montejo et al. (2019)™
Intended users: Management Improvement of Literature search of 2 Level of evidence? NR NR
Clinicians involved strategies for SD associated with databases with no time | assigned based
in prescribing treatment-emergent antidepressants limit. Key search terms | on the Scottish
antidepressants SD in patients taking were provided. Evidence | Intercollegiate
to patients with antidepressants was summarized Guidelines Network
depression narratively Grading Review Group
Target population:
Patients with
depression
RANZCP, Galletly et al. (2016)3?
Intended users: Treatment and All clinical outcomes | NR Level of evidence was | The working group The draft was

Health professionals
working in Australia
and New Zealand
involved in the

management of
ultra—high-risk
syndromes, first-
episode psychoses,

related to early
intervention, physical
health, psychosocial
treatments, cultural

assigned according to
Australian NHMRC.®

There are 2 types of
recommendations®

planned the scope and
individual members
drafted sections
according to their

reviewed by experts
in schizophrenia. The
guideline was published
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Evidence quality
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target population

clinical management
of schizophrenia and
related disorders

Target population:
Patients with
schizophrenia,
schizoaffective
disorder, schizotypal
disorder,
schizophreniform
disorder and
acute transient
psychotic disorder
with symptoms of
schizophrenia

practice considered

and prolonged
psychoses,
including psychoses
associated with
substance use
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considerations, and
improving vocation

selection, and synthesis

assessment

evaluation

areas of interest and
expertise. The working
group reviewed the
manuscript, and
discussion occurred
via a series of
teleconferences. For
disagreement, the
issue was discussed
until consensus was
reached.

Guideline validation

in a peer-reviewed
journal.

NHMRC = National Health and Medical Research Council; NR = not reported; RANZCP = Royal Australian and New Zealand College of Psychiatrists; SD = sexual dysfunction.

aLevel of evidence:

A: Recommended (good evidence that the measure is effective, and the benefits far outweigh the harms).
B: Recommended (at least moderate evidence that the measure is effective, and the benefits outweigh the harms).

C: Neither recommended nor inadvisable (at least moderate evidence that the measure is effective; however, the level of benefit is very similar to the level of harm and a general recommendation cannot be justified).

bLevel of evidence:

I: A systematic review of level Il studies.

IIl: A randomized controlled trial.
11I-1: A pseudo-randomized controlled trial (i.e., alternate allocation or some other method).

11I-2: A comparative study with concurrent controls.

11I-3: A comparative study without concurrent controls.

"Types of recommendations:

Evidence-based recommendations (EBR): Formulated when the working group judged that there was sufficient evidence on the topic.
Consensus-based recommendations (CBR): Formulated when evidence was weak or lacking.
Note that this appendix has not been copy-edited.
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Appendix 3: Critical Appraisal of Included Publications
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Table 4: Strengths and Limitations of Guideline Using AGREE II3°

RANZCP, Galletly | Montejo et al. Montejo et al.

et al. (2016)® (2021)’ (2019)

Domain 1: Scope and purpose

1. The overall objective(s) of the guideline is (are) specifically described. Yes Yes Yes

2. The health question(s) covered by the guideline is (are) specifically Yes Yes Yes
described.

3. The population (e.g., patients, public) to whom the guideline is meant Yes Yes Yes

to apply is specifically described.

Domain 2: Stakeholder involvement

4. The guideline development group includes individuals from all Yes NR NR
relevant professional groups.

5. The views and preferences of the target population (e.g., patients, Yes NR NR
public) have been sought.

6. The target users of the guideline are clearly defined. Yes Yes Yes

Domain 3: Rigour of development

7. Systematic methods were used to search for evidence. NR Yes Yes

8. The criteria for selecting the evidence are clearly described. NR Yes Yes

9. The strengths and limitations of the body of evidence are clearly Yes Unclear Unclear
described.

10. The methods for formulating the recommendations are clearly Yes NR NR
described.

11. The health benefits, side effects, and risks have been considered in Yes Yes Yes
formulating the recommendations.

12. There is an explicit link between the recommendations and the Yes Yes Yes
supporting evidence.

13. The guideline has been externally reviewed by experts before its Yes Yes Yes
publication.

14. A procedure for updating the guideline is provided. NR NR NR

Domain 4: Clarity of presentation
15. The recommendations are specific and unambiguous. Yes Yes Yes
16. The different options for management of the condition or health issue Yes Yes Yes

are clearly presented.

17. Key recommendations are easily identifiable. Yes Yes Yes

Domain 5: Applicability

18. The guideline describes facilitators and barriers to its application. Yes NR NR
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Montejo et al.

Montejo et al.

Item et al. (2016)* (2021)’ (2019)™+

19. The guideline provides advice and/or tools on how the Yes NR NR
recommendations can be put into practice.

20. The potential resource implications of applying the recommendations Yes NR NR
have been considered.

21. The guideline presents monitoring and/or auditing criteria. Yes NR NR

Domain 6: Editorial independence

22. The views of the funding body have not influenced the content of the Unclear No external No external
guideline. funding funding

23. Competing interests of guideline development group members have Yes Yes Yes

been recorded and addressed.

AGREE Il = Appraisal of Guidelines for Research and Evaluation II; NR = not reported; RANZCP = Royal Australian and New Zealand College of Psychiatrists.
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Table 5: Summary of Recommendations in Included Guideline

Recommendations and supporting evidence Quality of evidence and strength of recommendations

Montejo et al. (2021)7

Management strategies for antipsychotic-related SD

First option: Quality of evidence: A

For low sexual desire, orgasm retardation, anorgasmia, Strength of recommendation: Recommended
erectile dysfunction, and decreased vaginal lubrication,
switching to aripiprazole’ (p. 10)

Switching to non-hyperprolactinemic antipsychotics, such as Quality of evidence: B
quetiapine or ziprasidone” (p. 10)

Strength of recommendation: Recommended

Supporting evidence: Six studies found that aripiprazole improved SD frequencies across all sexual dimensions (desire, arousal,
and orgasm). Six other studies showed that switching to antipsychotics that have little effect on prolactin levels also improved
SD.

Alternatively: Quality of evidence: B

Adding aripiprazole (for low sexual desire, orgasm retardation, | Strength of recommendation: Recommended
anorgasmia), adding PDE-5 inhibitors (for erectile dysfunction),
and using vaginal lubricants (decreased vaginal lubrication)” (p.
10)

Switching to olanzapine below 15 mg/day for all sexual Quality of evidence: B
dimensions? (p. 10)

Strength of recommendation: Recommended

Lowering the dose of the current antipsychotic for all sexual Quality of evidence: C

dimensions’ (p. 10) Strength of recommendation: Neither recommended nor

inadvisable

Supporting evidence: Seven studies have shown that adding aripiprazole concomitantly with other antipsychotics improved
SD. Six studies have shown that, aside from aripiprazole, PDE-5 inhibitors improve erectile dysfunction. Two studies provided
evidence for switching to olanzapine. For dose reduction, 1 study recommended decreasing the dose as first step in
intervention, but 2 other studies found this strategy is not effective and may have a risk of relapse.”

Montejo et al. (2019)"

Management strategies for antidepressant-related SD

First option: Quality of evidence: A

For low sexual desire, orgasm retardation, anorgasmia, Strength of recommendation: Recommended
erectile dysfunction, and scarce vaginal lubrication, switching
to agomelatine™ (p. 12)

Switching to a non-serotonergic drug, such as bupropion or Quality of evidence: B

mirtazapine, for all sexual dimensions™ (p. 12) Strength of recommendation: Recommended

Adding bupropion for low sexual desire™ (p. 12) Quality of evidence: B
Strength of recommendation: Recommended

CADTH Health Technology Review Treatment Strategies for Sexual Dysfunction Associated With Psychotropic Medications 21



CADTH

Recommendations and supporting evidence Quality of evidence and strength of recommendations

Supporting evidence: One study comparing agomelatine with venlafaxine found that both drugs had similar antidepressant
efficacy, but patients treated with agomelatine had better sexual function compared to those receiving venlafaxine. The
evidence was further demonstrated in 3 double-blind placebo-controlled trials comparing agomelatine with paroxetine or
escitalopram and placebo, showing that sexual problems in the agomelatine groups were comparable with placebo. Five
studies showed that switching to other non-serotonergic drugs (e.g., agomelatine, bupropion, mirtazapine) can improve SD,
although the therapeutic response to the switch needs to be carefully monitored. Three double-blind placebo-controlled trials
found that the addition of bupropion improved sexual function; however, adding bupropion may worsen anxiety level in some
patients.™

Alternatively: Quality of evidence: B

Switching to desvenlafaxine (50 mg/day) or vortioxetine (< 15 | Strength of recommendation: Recommended
mg/day) for all sexual dimensions™ (p. 12)

Dose reduction in association with aripiprazole (for low sexual | Quality of evidence: C
desire), dose reduction (for orgasm retardation), dose reduction
or “weekend holiday” protocol (for anorgasmia), adding PDE-5
inhibitors (for erectile dysfunction), and dose reduction in
addition to using vaginal lubricants™ (p.12)

Strength of recommendation: Neither recommended nor
advisable

Supporting evidence: One observational study found that switching to desvenlafaxine reduced severe treatment-emergent SD
from 93% to 76% and improved sexual desire and orgasm, but not sexual arousal. Another study showed that desvenlafaxine
when prescribed as first option had lower frequency of SD (44%) compared to venlafaxine (74%) and duloxetine (75%). One
study showed that dose reduction of a serotonergic drug may improve treatment-emergent SD but worsen the depressive
symptoms.™

RANZCP Galletly et al. (2016)3?

For women with psychoses: Level of evidence: Il

“Consider adding oestrogen or testosterone treatment to Type of recommendation: EBR
antipsychotic medication to assist sexual dysfunction.”? (p.

454)

Supporting evidence: One randomized trial showed that

adding estrogen or testosterone treatment to the antipsychotic
medication may assist SD problems in postmenopausal and
premenopausal women.

Management strategies for SD associated with NA
hyperprolactinemia induced by antipsychotic drugs:

e Evaluation of prolactin level
e Exclusion of pituitary tumour

¢ “Switch to a prolactin-sparing agent if there are symptoms
of sexual and menstrual dysfunction. In women, discuss the
risk of pregnancy and contraception.”? (p. 436)

Not EBR.

EBR = evidence-based recommendation; NA = not applicable; PDE-5 = phosphodiesterase type 5; RANZCP = Royal Australian and New Zealand College of Psychiatrists;
SD = sexual dysfunction.
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