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Abstract

Introduction: Treatment-emergent sexual dysfunction (TESD) is a commonly reported side effect of antidepressant
medications in clinical trials. Limited literature exists exploring the role of routine use of the Arizona Sexual
Experience Scale (ASEX) in identification of TESD in clinical practice. Therefore, we completed a retrospective study
with the primary goal of capturing the rates of sexual dysfunction associated with antidepressant use among adult
patients at an outpatient encounter with a psychiatric clinical pharmacist between June 2020 and March 2022.

Methods: Rates of identification of sexual dysfunction were compared pre-ASEX survey (June 2020 to June 2021)
to post-ASEX survey (July 2021 to March 2022).

Results: There was a significant increase in the identification of sexual dysfunction following implementation of
the ASEX scale (10% in the pre-ASEX group versus 59% meeting sexual dysfunction criteria with the ASEX
scale). Approximately 70% of patients in the post-ASEX group shared they would not have reported symptoms
unless directly asked.

Discussion: In conclusion, a validated survey (ASEX) in an ambulatory psychiatry clinic improves identification of
sexual dysfunction associated with antidepressants. Use of interdisciplinary care teams in the setting of medication
follow-up can assist with identifying tolerability concerns between visits with patients’ prescribing clinicians.
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Introduction

Treatment-emergent sexual dysfunction (TESD) is a com-
monly reported side effect of almost every antidepressant
medication, but understanding the prevalence of patients
experiencing antidepressant-induced TESD is complicated due
to apparent differential risk within and among medication
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classes." Additionally, reports of TESD range from 15% to
20% when considering patients spontaneously reporting this
side effect compared with 14% to 73% once patients are specif-
ically asked about sexual side effects associated with antide-
pressants.l’5

Given that it seems likely many patients with TESD are
missed when relying on unsolicited reporting, it is crucial
to ask patients about this potential medication side effect.
The Arizona Sexual Experience Scale (ASEX) is a validated,
5-item scale assessing sexual function over the past week
that has been studied for self-identified females and males
and can be either self or clinician rated."®” The ASEX
scale’s domains assess sex drive, arousal, erection in natally
assigned males and vaginal moistness in natally assigned
females, ability to reach orgasm, and orgasm satisfaction.®
The scale has excellent internal consistency, scale reliability,
and strong test-retest reliability in addition to having been
utilized to assess rates of TESD in antidepressant clinical
trials.”

Background

The ambulatory psychiatry clinic at our institution con-
sists of psychiatrists, nurse practitioners, psychologists,
physician assistants, social work clinicians, medical and
pharmacy residents and students, and a psychiatric clini-
cal pharmacist. The ambulatory psychiatric pharmacy
service is referral-based and consists primarily of over-
the-phone follow-up on medication changes between pre-
scriber visits focusing on tolerability and efficacy assess-
ments. One psychiatric clinical pharmacist is dedicated to
the ambulatory psychiatric service 4 half-days per week.
There is not a collaborative practice agreement in place
allowing for pharmacist prescribing in this setting, so rec-
ommendations for medication changes are sent to the
prescriber.

Prior to July 2021, there was no standardized method for
addressing sexual dysfunction caused by antidepressants
in the adult ambulatory psychiatry clinics. Based on the
available literature, this suggested that our care teams
were potentially missing patients who could be experi-
encing antidepressant-induced sexual dysfunction.
Therefore, in July 2021, the ASEX scale was added to the
adult psychiatry pharmacy services follow-up calls to
identify and improve follow-up regarding antidepres-
sant-associated sexual dysfunction. Additional questions
were added related to patient perceptions on the rela-
tionship between medication changes and sexual func-
tion, and if patients would have reported symptoms of
sexual dysfunction without being prompted after the
assessment was complete. The authors hypothesized that
addition of the ASEX scale would increase identification
of TESD in the clinic.

Methods

This was an institutional review board-exempt, retrospec-
tive, quality improvement study involving adult patients
using any antidepressant with an ambulatory psychiatry
pharmacy services medication phone outreach encounter.
Data on the post-ASEX survey group was collected via
chart review from July 2021 through March 2022. Presur-
vey data was collected via chart review from June 2020
through June 2021. Patients in the presurvey cohort were
randomly collected from encounters within the time
frame listed to equal the number of postsurvey patients.
Inclusion criteria consisted of adults >18 years old with
an ambulatory psychiatry pharmacy follow-up encounter.
Exclusion criteria consisted of encounters with patients
not prescribed antidepressants at the time of the encoun-
ter. Exclusion criteria for the postsurvey cohort also
included ASEX scale not completed during a pharmacist
follow-up encounter. The following elements were col-
lected via chart review: baseline demographics, diagnoses,
concomitant disease states and risk factors that could con-
tribute to sexual dysfunction (eg, alcohol use disorder and
obesity, concomitant medications that could contribute to
sexual dysfunction such as benzodiazepines and beta-
blockers), if history of sexual dysfunction due to medica-
tion was previously documented, antidepressant medica-
tion class, and medication intervention recommended by
the pharmacy team and if those recommendations were
accepted.

The primary outcome was to compare incidence of sexual
dysfunction identified during a clinical psychiatric phar-
macist follow-up encounter as noted before and after
implementation of the ASEX scale. For the presurvey
group, this was measured by reported incidence by patient
to pharmacist or pharmacy resident during selected phone
encounters. Reported incidence was defined by any
reported symptom of sexual dysfunction. For the postsur-
vey group, this was measured by an ASEX score of greater
than or equal to 19, any single item with a score of 5 or
greater, or any 3 items with a score of 4 or higher. The
maximum possible ASEX score is 30. Secondary outcomes
included patient’s self-reported likelihood of reporting
sexual dysfunction without being prompted and any rec-
ommended medication intervention by the pharmacy
team and if it was accepted. History of sexual dysfunction
was determined by searching key phrases in the patient’s
electronic medical record, such as sexual dysfunction,
libido, erection, impotence, arousal, and orgasm. Psychi-
atric diagnoses were gathered from the patient’s psychia-
try encounter that prompted referral to ambulatory
psychiatry pharmacy services. Concomitant medications
and medical diagnoses were determined by problem list
and medication list at the time of the pharmacist phone
encounter.
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TABLE 1: Demographics

Presurvey Postsurvey
Demographics (n=39) (n=39) P value
Mean (SD)
Age, years 39 £ 16.1 39 £13.9 91
Weight, kilograms 86 = 28.0 91 = 30.2 41
BMI 30 £99 32 *9.1 28
Count (%)
Female 22 (56) 27 (44) 48
Race
White 30 (76.9) 32 (82.1) 77
Hispanic 4 (10.3) 0 11
Black 2(5.1) 6 (15.4) .26
Asian 1(2.6) 0 1.00
More than one 2(5.1) 1(2.6) 1.00
Diagnosis
Depression 35 (89.7) 22 (56.4) .0018
Anxiety 32 (82.1) 31 (79.5) 1.00
Bipolar Disorder 1(2.6) 5(12.8) .20
PTSD 2 (5.1) 1(2.6) 1.00
Concomitant Disease States
T2DM 3(7.7) 1(2.6) 61
CV Disease 10 (25.6) 4(10.3) 13
HLD 7 (17.9) 6 (15.4) 1.00
Alcohol Use Disorder 2(5.1) 1(2.6) 1.00
CKD 2 (5.1) 0 49
Obesity 3(7.7) 6 (15.4) 48
History of Spontaneously Reported Sexual Dysfunction 15 (38.5) 18 (46.2) .64
Reported to
Primary Care 3(7.7) 6 (15.4) 48
Psychiatrist 11 (28.2) 10 (25.6) 1.00
Pharmacist 1(2.6) 0 1.00
Concomitant Medications
Benzodiazepines 5(12.8) 9 (23.1) .37
Beta-Blockers 3(7.7) 2 (5.1) 1.00
ACEi 2(5.1) 1(2:6) 1.00
CCBs 3(7.7) 3(7.7) 1.00
Thiazides 3(7.7) 2 (5.1) 1.00
Alpha-Blockers 3(7.7) 2 (5.1) 1.00
Amphetamines 7 (17.9) 5(12.8) .75
Cannabis 4(10.3) 0 11
Opiates 3(7.7) 1(2.6) .61
History of Tobacco Use 8 (20.5) 4(10.3) .34
Antidepressant
SSRI 20 (51.3) 23 (59.0) .64
SNRI 5(12.8) 5(12.8) 1.00
Bupropion 5(12.8) 4(10.3) 1.00
TCA 3(7.7) 0 24
Other 4(10.3) 7 (17.9) 51

ACEi = angiotensin-converting enzyme inhibitor; BMI = body mass index; CCB = calcium channel blocker; CKD = chronic kidney disease; CV =
cardiovascular; HLD = hyperlipidemia; PTSD = posttraumatic stress disorder; SD = standard deviation; SNRI = serotonin and norepinephrine reuptake
inhibitor; SSRI = selective serotonin reuptake inhibitor; T2DM = type 2 diabetes mellitus; TCA = tricyclic antidepressant.

All analyses were conducted using IBM SPSS version 28.0.1.0.
Baseline demographics were analyzed using unpaired ¢ test
for continuous variables and Fisher exact test for categorical
variables. A Fisher exact test was used to assess the primary

outcome. Descriptive statistics were used for all secondary
outcomes. Continuous variables are presented as means with
standard deviation, and categorical variables are presented as

percentages.
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Results

Baseline Demographics

From July 2021 to March 2022, 39 patient encounters were
determined eligible for inclusion into the post-ASEX
implementation group. From July 2020 through June 2021,
300 patient encounters were identified, and 39 patients
meeting inclusion criteria were randomly chosen for assess-
ment to equal the amount in the postsurvey group. Baseline
demographics were similar across both groups except for a
statistically significantly higher rate of a diagnosis of
depression in the presurvey group (Table 1).

Primary Outcome

A statistically significant difference in the rate of identified
sexual dysfunction was observed as 59% of patients meeting
criteria in the postsurvey group (n=23; P <.001; Table 2)
compared with 10.3% (n=4; P <.001; Table 2) in the pre-
survey group.

Secondary Outcomes

Secondary outcomes were assessed using descriptive statistics.
Highlights include that more than 70% of patients in the post-
survey group note that they would not have discussed sexual
function with the pharmacist if not directly asked. The most
common pharmacist intervention was referring patient to
psychiatrist followed by patient education, and pharmacist
medication recommendations included addition of medica-
tion (buspirone) and alternative medication recommended
(mirtazapine). Patient education included an in-depth discus-
sion of TESD risk with the individual patient’s medication
and possible next steps in response to patient questions. Addi-
tionally, most patients qualified for the definition of sexual
dysfunction by scoring an ASEX score of >19 (38.5%), fol-
lowed by a score of >4 in any 3 items (12.8%), and last a score
of >5 in a single item (7.7%) (Table 2).

Discussion

The study’s primary goal was to assess the rates of identi-
fied sexual dysfunction associated with antidepressants pre-
and post-sexual dysfunction questionnaire administered by
psychiatric clinical pharmacists. We hypothesized that rates
of sexual dysfunction identified would be higher in the post-
survey group compared with the presurvey group. Prior to
implementation of this survey, there was no standardized
way pharmacists (or other providers) in the ambulatory psy-
chiatry services identified sexual dysfunction.

Additionally, in the postsurvey cohort, sexual dysfunction
was reported without use of the ASEX scale to primary care
providers (15.4%) and psychiatrists (25.6%) at lower rates as

compared with pharmacist encounters utilizing the ASEX
scale (59%). The difference in the rate of identification
of sexual dysfunction among the postsurvey group demon-
strates that a standardized survey increases identification of
sexual dysfunction and is likely of value to improve detec-
tion rates. In a similar study, Liu et al® utilized psychiatrist-
prompted and patient-administered ASEX scales in patients
within a psychiatric outpatient center who were treated with
at least 1 antidepressant for 8 to 12 weeks. Sexual dysfunc-
tion was reported in 61.9% of patients, which is similar to
our pharmacist-led ASEX scale identification of 59%. As
compared with our study, the investigation led by Liu had a
larger sample size (N =273), the aim was to investigate fac-
tors associated with sexual dysfunction, and the investigators
did not detail what interventions occurred in response to the
identification of TESD. Taken together, our study and that
of Liu et al demonstrates there are multiple successful meth-
ods of administering the ASEX survey.

However, utilizing psychiatric clinical pharmacist encounters
to assess changes in sexual health associated with medica-
tions is reasonable and naturally fits within the expectation
that pharmacists can support patient care and the interdisci-
plinary team by assessing medication tolerability, efficacy,
and monitoring. At the time of this manuscript, only 1 arti-
cle was identified that used clinical pharmacists for the
identification of drug-induced sexual dysfunction in the psy-
chiatry setting. Shakya et al® found in their pilot study using
clinical pharmacist screening for sexual dysfunction with the
ASEX scale that overall prevalence of drug-induced sexual
dysfunction was 16% in the inpatient and outpatient psychi-
atric department over 3 months with no comparison prior
to implementation of ASEX scale. The lower rate of sexual
dysfunction in the Shakya et al study may be due to differ-
ences in cultural values and norms, and perhaps other
demographic differences (more females). Our study was able
to identify the rate of sexual dysfunction both preimplemen-
tation and postimplementation of the ASEX scale overseen
by a Board-Certified Psychiatric Pharmacist in an outpatient
clinic setting. Additionally, our study was able to follow up
with patients closely after a psychiatric medication change,
whereas the Shakya et al pilot study retrospectively inter-
viewed patients without regard to time of medication initia-
tion. Our study adds to the Shakya et al study that
implementation of an intervention by a clinical pharmacist
to actively identify drug-induced sexual dysfunction can
increase identification of TESD.

Once sexual dysfunction is identified, treatment is difficult due
to lack of robust research investigating potential interventions.
Some strategies used empirically in practice include waiting for
spontaneous remission, dose reduction of medication, adjunct
medication such as phosphodiesterase-5 inhibitors for cases of
erectile dysfunction, withdrawal from antidepressant for 24 to
48 hours prior to sexual relations, switching to or adding
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TABLE 2: Primary and secondary outcomes

Presurvey Postsurvey
(n=39) (n=39) P value
Count (%)

Primary Outcome
Sexual Dysfunction Identified 4(10.3) 23 (59.0) <.001
Secondary Outcomes
ASEX Category

>19 NA 15 (38.5)

>5 (Single Item) NA 3(7.7)

>4 (Any 3) NA 5(12.8)
Total ASEX Score 18 £ 5.8
Would Report AE Without Being Prompted (yes) 11 (28.2)
Intervention

Education 5(12.8)

Route to psychiatrist 11 (28.2)

Add medication 1(2.6)

Alternative medication 1(2.6)

Medication Intervention Acceptance
Yes
No

Repeat ASEX scale done

1
1
1

AE = adverse effect; ASEX = Arizona Sexual Experience Scale.

another antidepressant with less incidence of sexual dysfunc-
tion (often bupropion), or nonpharmacologic measures such as
psychoeducation."” Regarding the secondary outcomes of
reported medication interventions recommended by the phar-
macy team, few interventions were noted. Watching and wait-
ing for resolution of symptoms without intervention was often
favored by patients when education was provided because there
is some chance (~5% to 10%) that, with more time, sexual dys-
function symptoms may resolve before further medication
adjustment is required.>'®"" In our dlinical setting, most
patients have had many medication trials prior to intake, and
addressing sexual dysfunction through medication adjustment
or change at the time of the pharmacy phone call was often
not preferred. Although we did not record reasons why this
approach was often utilized with a standardized question,
many patients shared that sexual dysfunction was not their pri-
mary concern, but education on treatment options were pro-
vided in case patients were interested in pursuing them at a
future date.

With respect to specific medication interventions made
during follow up calls, addition of buspirone was recom-
mended on 1 occasion and added at the next psychiatry
encounter. Recommendation of mirtazapine as an alterna-
tive antidepressant medication was not accepted; however,
an alternative selective serotonin reuptake inhibitor was
initiated following the pharmacist phone encounter. Other
than notifying the prescriber, the next most frequent inter-
vention was education. Patient education opened an oppor-
tunity for patients to recognize that their symptoms were
possible side effects of their medication and to provide an

environment to openly discuss them. Following our patients
longitudinally could benefit general understanding of best treat-
ment approaches for TESD.

Strengths to the study included use of a validated ques-
tionnaire. The ASEX was shown to have internal consis-
tency and scale reliability as well as accurately identifying
patients with TESD.”> This study is also the first to
describe the pharmacist role and impact in identifying
TESD due to antidepressants in an ambulatory psychiatry
clinic.

Limitations to the study included potential selection bias as
only patients who agreed to take the survey were adminis-
tered the survey. Other reasons the ASEX scale may not
have been completed for eligible patients includes time
constraints or that the patient did not find the scale appli-
cable to their life circumstances (ie, not sexually active).
Additionally, there were differences in baseline demo-
graphics of presurvey and postsurvey patients with the
most notable being the presurvey group having a higher
incidence of noted diagnosis of depression compared to the
postsurvey group (n=35 versus n=22; P <.001; Table 2).
This could represent a potential confounding factor, but it
is unlikely that it would have changed the observation that
the ASEX scale implementation was associated with higher
reported rates of sexual dysfunction because sexual dys-
function is commonly associated with depression even
prior to medication initiation.'>"” Finally, this was a small,
single-center study completed in an ambulatory psychiatry
clinic with an embedded psychiatric clinical pharmacist
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who was able to administer the ASEX survey within medi-
cation follow-up encounters. This may not be reproducible
at other sites if the infrastructure does not exist.

In the future, determining reasons why patients deferred
the survey can help characterize the patient population that
may be missing from assessment. Regarding time con-
straints on the encounter, transitioning the ASEX scale to a
pre-encounter electronic survey could eliminate this con-
cern. Additional considerations for future studies are ana-
lyzing more closely data from gender nonconforming or
transgender patients and patients with other risk factors,
such as trauma, to identify how to adapt this scale to a
more diverse patient population. Future directions should
also include further assessment into strategies on how to
better intervene on symptoms of sexual dysfunction. In our
setting, many patients did not want to address the reported
sexual dysfunction at the time of the phone call. Under-
standing what factors contribute to this decision (for exam-
ple, patient comfort discussing the topic further, severity of
symptoms, or extent of treatment resistance) would also be
valuable for future clinical and research endeavors.

Conclusions

Use of a validated survey, such as ASEX, improves identifi-
cation of sexual dysfunction side effects associated with
antidepressants in routine clinical care. In our clinic, phar-
macists were able to both improve identification of TESD
and increase patient awareness of sexual dysfunction asso-
ciated with antidepressant use, contributing to team-based
care of patients with mental illness.
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