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Preliminary Efficacy of Topical Sildenafil
Cream for the Treatment of Female Sexual

Arousal Disorder
A Randomized Controlled Trial

Isabella Johnson, ms, Andrea Ries Thurman, mMp, Katherine A. Cornell, Bs, Jessica Hatheway, MB4,
Clint Dart, ms, C. Paige Brainard, mp, David R. Friend, D, and Andrew Goldstein, MD

OBJECTIVE: To assess the efficacy of topical sildenafil
cream, 3.6% among healthy premenopausal women with
female sexual arousal disorder.

METHODS: We conducted a phase 2b, exploratory,
randomized, placebo-controlled, double-blind study of
sildenafil cream. Coprimary efficacy endpoints were the
change from baseline to week 12 in the Arousal Sensa-
tion domain of the SFQ28 (Sexual Function Question-
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naire) and question 14 of the FSDS-DAO (Female Sexual
Distress Scale—Desire, Arousal, Orgasm).

RESULTS: Two hundred women with female sexual
arousal disorder were randomized to sildenafil cream
(n=101) or placebo cream (n=99). A total of 174 partic-
ipants completed the study (sildenafil 90, placebo 84).
Among the intention-to-treat (ITT) population, which
included women with only female sexual arousal disor-
der and those with female sexual arousal disorder with
concomitant sexual dysfunction diagnoses or genital
pain, although the sildenafil cream group demonstrated
greater improvement in the SFQ28 Arousal Sensation
domain scores, there were no statistically significant dif-
ferences between sildenafil and placebo cream users in
the coprimary and secondary efficacy endpoints. An
exploratory post hoc subset of the ITT population with
an enrollment diagnosis of female sexual arousal disor-
der with or without concomitant decreased desire ran-
domized to sildenafil cream reported significant
increases in their SFQ28 Arousal Sensation domain score
(least squares mean 2.03 [SE 0.62]) compared with pla-
cebo cream (least squares mean 0.08 [SE 0.71], P=.04).
This subset achieved a larger mean improvement in the
SFQ28 Desire and Orgasm domain scores. This subset
population also had significantly reduced sexual distress
and interpersonal difficulties with sildenafil cream use as
measured by FSDS-DAO questions 3, 5, and 10 (all
P=<.04).

CONCLUSION: Topical sildenafil cream improved out-
comes among women with female sexual arousal disor-
der, most significantly in those who did not have
concomitant orgasmic dysfunction. In particular, in an
exploratory analysis of a subset of women with female
sexual arousal disorder with or without concomitant
decreased desire, topical sildenafil cream increased
sexual arousal sensation, desire, and orgasm and
reduced sexual distress.
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F emale sexual arousal disorder is a persistent or
recurrent inability to attain, or to maintain until
completion of the sexual activity, an adequate
lubrication-swelling response of sexual excitement
that causes marked distress or interpersonal diffi-
culty.!? Despite the high prevalence of female sexual
arousal disorder (about 20% of U.S. women3-?), to
date there are no U.S. Food and Drug Administration
(FDA)-approved pharmacologic treatments for
female sexual arousal disorder.

Female sexual arousal disorder is clinically anal-
ogous to male erectile dysfunction, characterized by
impaired blood flow to genital tissues. Oral sildenafil
citrate (Viagra) was approved in 1998 for the treat-
ment of erectile dysfunction. Published placebo-
controlled trials of oral sildenafil administered in
premenopausal and postmenopausal women afflicted
with broad-spectrum female sexual dysfunction (eg,
hypoactive sexual desire disorder, female sexual
arousal disorder, female orgasmic disorder, dyspareu-
nia) demonstrated marginal efficacy compared with
placebo®? with high incidences of intolerable side
effects.

Topical sildenafil cream 3.6% (sildenafil cream)
has been developed for the treatment of female sexual
arousal disorder. We hypothesized that by delivering
sildenafil citrate topically with a fast-absorbing deliv-
ery technology specifically targeting genital anatomy
central to the vascular arousal response,'? there would
be less systemic exposure, fewer systemic side effects,
and a more immediate biological efficacy response.

METHODS

Before the start of the study, we conducted a
qualitative content validity study among women with
female sexual arousal disorder to ensure that the
efficacy endpoints, which were patient-reported out-
come measures, were fit for purpose and valid for this
specific population.!!

This clinical trial was conducted at 49 sites in the
United States, approved by the Advarra IRB
(Pro00049161), and registered at ClinicalTrials.gov
(NCT04948151). Healthy premenopausal women
aged 18 years or older and their sexual partners were
screened for the study. Volunteers and their sexual
partners provided written informed consent before
the performance of any study-related procedures.
Women at risk of pregnancy used effective contracep-
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tion during the study (eg, hormonal contraception).
Male condoms could be used for sexually transmitted
infection prevention. The coprimary efficacy end-
points were the change from baseline to week 12 in
the Arousal Sensation domain of the SFQ38 (Sexual
Function Questionnaire) and question 14 of the FSDS-
DAO (Female Sexual Distress Scale—Desire, Arousal,
Orgasm). A one-on-one clinical interview was con-
ducted with each potential participant, using inter-
viewers who were not employees of the study
sponsor and who were recognized experts in the field,
to establish the diagnosis of female sexual arousal dis-
order and to verify that female sexual arousal disorder
was the woman’s main sexual dysfunction concern if
other concomitant sexual dysfunction diagnoses or
symptoms existed. The clinical interview documented
those concomitant diagnoses or symptoms for explor-
atory post hoc analyses based on sexual dysfunction
diagnoses or symptoms at enrollment.

The first screening occurred in July 2021, and the
last participant visit was in April 2023. Appendix 1,
available online at http://links.lww.com/AOG/D723,
outlines the schedule of efficacy evaluations. In brief,
volunteers underwent informed consent and screen-
ing safety procedures at visit 1. A major barrier to
recruitment was the requirement for sexual partners
to be consented and involved in adverse event report-
ing because many volunteers did not want to disclose
their female sexual arousal disorder symptoms to their
sexual partners. Therefore, amendment 3 of the pro-
tocol allowed women to enroll in the trial if they did
not have a sexual partner or if their sexual partner did
not want to participate in the informed consent and
safety monitoring process. In this latter case, investi-
gational product was used only for unpartnered sexual
events.

As shown in Appendix 1 (http://links.lww.com/
AOG/D723), the study included a 28-day no-drug
run-in period starting at visit 2, followed by a 28-
day single-blind placebo run-in period beginning at
visit 3. Participants were screen failed during these 2
months if they were not compliant with recording
sexual events, adverse events, or concomitant medi-
cations in the daily electronic diary or if they had a
predetermined placebo response during the single-
blind run-in period. Eligible participants were ran-
domized at visit 4 in a 1:1 manner to sildenafil cream
or placebo cream.

The double-blind dosing period lasted 12 weeks,
and responses at visit 4 and electronic diary data from
the single-blind placebo run-in period were baseline
scores. Participants were seen monthly during the
double-blind dosing period at weeks 4 (visit 5), 8 (visit

Sildenafil Cream for Female Sexual Arousal Disorder 145



¥202/92/80 U0 ==MN30OZNAEMEUNGRDI0IEAMXIYMNZE6LIOXINA00DT

[409+S0dAZeNZNTS6S90[9€740/A899. 8TV THAOIMIAXZONSYOHOSOOT LXITEMOYyN U+ NMIdINWIDID-+2 1 gmbgaexsmoul

Zwgzosogiduiydamyoaapaxnnyedusaolrazeyzoesd Ag reuinolusalfbjwos mm| sfeulnoly/:dny wouy pspeojumoq

6), and 12 (visit 7) and answered the 1-month recall
SFQ28 and FSDS-DAO surveys. Participants re-
corded data in the electronic diary within 24 hours
of a sexual event between monthly appointments.

Participants were randomized with a concealed,
interactive response technology system, after the
single-blind run-in period, to either sildenafil cream
or placebo cream in a 1:1 ratio. The allocation was
blinded, and there were no allocation errors.

The placebo cream contained the same ingredi-
ents as the sildenafil cream but without the active
ingredient, sildenafil citrate. Each month, the investi-
gational product was dispensed in a 30-g tube, along
with nine 2-g dosing cards. Participants were in-
structed to apply no more than one 2-g application
of product per calendar day and no more than 9
applications per month. Participants applied the
investigational product about 10-20 minutes before
the sexual event. One gram was applied externally to
the anterior labial commissure, prepuce of the clitoris,
glans, frenulum, vestibule, and labia minora. The
other gram was applied to the anterior distal vagina to
an approximate depth of 0-3 cm or about halfway
between the distal and proximal interphalangeal
joints, targeting the distal, lower one-third of the
vagina. Participants were instructed to wash off the
cream and have their partner wash off the cream, if
relevant, after the sexual experience.

The Arousal Sensation domain of the SFQ28
questionnaire is made up of questions 6 through 9
(Appendix 2, available online at http://links.lww.
com/AOG/D723). These four questions were
answered using a Likert scale ranging from 1-5, with
1 being no sensation and 5 being a very strong sensa-
tion. The range of scores for the Arousal Sensation
domain is 4-20, with higher scores indicating higher
sexual function.

The FSDS-DAO survey includes 15 questions,
each of which began with the phrase, “How often in
the past 30 days did you feel,” with responses of 04,
with 0 indicating never feeling this way and 4 indicat-
ing always feeling this way (Appendix 2, http://links.
lww.com/AOG/D723). Question 14 asks, “How often
in the past 30 days did you feel concerned by difficul-
ties with sexual arousal?” The range of scores for
question 14 of the FSDS-DAO is 0-4, with lower
scores indicating decreased levels of sexual distress.

For the secondary efficacy endpoint, the elec-
tronic diary prompted women every 24 hours to
report whether there had been a sexual event. If there
was a sexual event, the electronic diary prompted the
participant to answer several questions, including,
“Did you consider sexual activity satisfactory for
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you?” The secondary endpoint was the change from
baseline at week 12 in the average number and pro-
portion of satisfactory sexual events per product
cohort.

Prespecified exploratory endpoints are detailed in
Appendix 2, http://links.lww.com/AOG/D723. This
study was designed as an exploratory, preliminary
efficacy study. Assuming an estimated dropout rate
of 25%, about 400-590 patients were planned to be
randomized to the double-blind dosing period to
ensure that a total of 300-440 patients successfully
completed the double-blind dosing period (150-220
patients for each arm). Under the assumption of an
SD of 4.7 for change from baseline to end of study in
the SFQ28 Arousal Sensation domain and based on a
previous study of oral sildenafil use in women with
female sexual arousal disorder!? and a SD of 1.2 for
change from baseline to end of study in question 14 of
the FSDS-DAO, 300 patients would have provided
more than 90% marginal power for the primary objec-
tive tests on the coprimary endpoints, with a target
difference of +2 points in the change from baseline
at week 12 in the SFQ28 Arousal Sensation domain
and —0.5 in the change from baseline at week 12 in
question 14 of the FSDS-DAO. Several studies further
support the initial sample size calculations include.
13-17

However, as a result of slower-than-anticipated
enrollment (because of the requirement to obtain
consent from and to enroll the patient’s sexual partner
and the effect of the coronavirus disease 2019
[COVID-19] pandemic) and considering the explor-
atory nature of the study, the sponsor decided that a
smaller sample size, although resulting in underpow-
ering, was acceptable and halted recruitment in
August 2022. The protocol was revised to randomize
169-175 patients to ensure that a minimum of 150
patients completed the study, even though that sample
size would not be sufficient to achieve the 300 patients
estimated to provide more than 90% marginal power
for the primary objective tests on the coprimary end-
points, per the original sample size estimates.

Age, baseline hormonal contraceptive use, race,
and ethnicity were collected for preplanned subset
analyses on the effect of these factors on efficacy
endpoints (results reported elsewhere). The analysis
was conducted with a mixed model for repeated
measures, which handles missing data through
maximum likelihood under the assumption of
missing at random. For the nonprimary endpoints,
we did not adjust for multiple hypothesis testing;
therefore, all post hoc subset analyses are consid-
ered exploratory.

OBSTETRICS & GYNECOLOGY



$202/92/80 U0 ==MN30ZNAEXEYNgeDI0IEAMXIYNZ6LIOXIN400DT

[409+S0dAZeNZNTS6S90[9€740/A899. 8TV THAOIMIAXZONSYOHOSOOT LXITEMOYyN U+ NMIdINWIDID-+2 1 gmbgaexsmoul

Zwgzosogiduiydamyoaapaxnnyedusaolrazeyzoesd Ag reuinolusalfbjwos mm| sfeulnoly/:dny wouy pspeojumoq

The individual clinical interviews (conducted at
enrollment) for the 174 participants in the intention-
to-treat (ITT) population who completed all study
visits were reviewed retrospectively. All participants
had a main diagnosis of female sexual arousal
disorder and were categorized according to the
presence or absence of concomitant sexual dysfunc-
tion diagnoses or symptoms, including decreased
desire, orgasmic dysfunction, and genital pain. The
efficacy endpoints were then evaluated in an explor-
atory post hoc analysis by enrollment diagnoses
groups and product assignment.

All statistical analyses used SAS 9.4 or higher.
The primary analysis of the SFQ28 (Arousal Sensa-
tion) and the FSDS-DAO (question 14) included a
two-sided test with a significant level of 0.05.

RESULTS

As shown in Figure 1, volunteers (n=833) and their
sexual partners (n=605) underwent informed consent.
Of the consented patients, 277 eligible participants
entered the no-drug run-in period and 252 entered
the single-blind placebo run-in period. A total of
200 participants were randomized to sildenafil cream
(n=101) or placebo cream (n=99); 99 sildenafil

cream-assigned ~ women and 94  placebo
Total patients screened
(n=833)
R Did not meet
4 inclusion criteria
v (n=556)

Met inclusion criteria;
entered no drug
run-in period (visit 2)
(n=277)

Screen failed during
no-drug run-in period
v (n=25)
Participants entering
the single-blind,
run-in period (visit 3)
(n=252)

v

Screen failed during the
single-blind, run-in period
v (n=52)
Participants randomized

(visit 4) and entered

double-blind treatment

period (visits 5-7) (n=200)
Sildenafil: 101
Placebo: 99

v

v

Completed (n=174)
Sildenafil: 90
Placebo: 84

Fig. 1. Disposition of participants.

Johnson. Sildenafil Cream for Female Sexual Arousal Disorder.
Obstet Gynecol 2024.
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cream-assigned women who received at least one
dose of the investigational product made up the ITT
population. A total of 174 women (sildenafil 90 and
placebo 84) completed all study visits. Table 1 dis-
plays the baseline characteristics of participants and
their sexual partners, if applicable, included in the
safety analysis population.

Table 2 displays the efficacy results for the ITT
population. Although the sildenafil cream group dem-
onstrated greater improvement than the placebo
cream group in the SFQ28 Arousal Sensation domain
(P=.60), we did not find any statistically significant
improvement in either coprimary efficacy endpoint
during the double-blind dosing period (all P>.05) in
the ITT population. There were no statistically signif-
icant differences in the mean number of satisfactory
sexual events between sildenafil cream and placebo
cream users at any point during the double-blind dos-
ing period (all P>.32). The mean proportion of satis-
factory sexual events was also similar between the two
dosing cohorts (all P>.15). The only statistically sig-
nificant change noted for the ITT population was a
statistically significant increase in the SFQ28 Desire
domain score at week 8 for sildenafil cream users
(P=.04, Table 2), which was a predefined exploratory
endpoint.

When the efficacy endpoints were compared in
an exploratory post hoc analysis based on enrollment
sexual dysfunction diagnoses, women with female
sexual arousal disorder with concomitant orgasmic
dysfunction did not experience as large a treatment
benefit at week 12 from sildenafil cream use (data not
shown, all P>.22) as those with other sexual dysfunc-
tion diagnoses. Specifically, women with female sex-
ual arousal disorder as their only sexual dysfunction,
although uncommon, experienced the largest
improvements in sexual function at week 12 with sil-
denafil cream (Table 3), which were not statistically
significant, likely because of the small sample size.
When participants with female sexual arousal disorder
with concomitant orgasmic dysfunction and female
sexual arousal disorder with concomitant genital pain
were removed from the analysis, a subset of partici-
pants (sildenafil 33 and placebo 32) remained. This
subset of participants, who had female sexual arousal
disorder only or female sexual arousal disorder with
concomitant decreased desire, experienced significant
improvements with sildenafil cream use at week 12 in
the coprimary endpoint of SFQ28 Arousal Sensation
domain (P=.04, Table 3) and had large improvements
in the SFQ28 Desire domain (P=.06, Table 3) and the
SFQ28 Orgasm domain (P=.19, Table 3) at week 12
compared with placebo cream users.

Sildenafil Cream for Female Sexual Arousal Disorder 147
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Table 1. Demographic and Baseline Characteristics of Participants and Sexual Partners (Safety Population)

Characteristic

Sildenafil Group Placebo Group

Participants
Age (y)
Baseline BMI (kg/m?)
Gender identity
Cisgender female
Ethnicity
Hispanic or Latina
Not Hispanic or Latina
Race
American Indian or Alaska Native
Asian
Black or African American
Native Hawaiian or Other Pacific Islander
White
Mixed race or additional races
Employment status
Employed
Not employed
Highest level of education
High school
College or postgraduate
Missing
Enrollment female sexual dysfunction diagnoses*
FSAD only
FSAD with concomitant decreased desire
FSAD with concomitant orgasmic dysfunction
FSAD with concomitant genital pain
Sexual partners
Age (y)
BMI (kg/m?)
Sex
Female
Male

n=99 n=134
36.3x7.14 36.3%£7.21
27.1%x4.7 27.2*4.6
99 (100) 134 (100)
14 (14.1) 24 (17.9)
85 (85.9) 110 (82.1)
0 (0) 2 (1.5)
5(5.1) 7 (5.2)
6 (6.1) 14 (10.4)
1(1.0) 0 (0)
84 (84.8) 110 (82.1)
3(3.0) 1(0.7)
84 (84.8) 108 (80.6)
15 (15.2) 26 (19.4)
5(5.1) 10 (7.5)
94 (70.7) 123 (91.8)
0 (0) 1(0.7)
5(5.6) 4 (4.8)
28 (31.1) 28 (31.1)
51 (56.7) 52 (61.9)
6 (6.7) 0 (0)
n=91 n=112
38.5+8.60 37.6+8.48
28.5+5.7 28.7*x4.5
5 (5.5) 10 (8.9)
86 (94.5) 102 (91.1)

BMI, body mass index; FSAD, female sexual arousal disorder.
Data are mean=SD or n (% total product group).

* A total of 174 participants who completed all seven visits: sildenafil, n=90: placebo, n=84.

Although the subset population of women
randomized to sildenafil cream with either female
sexual arousal disorder only or female sexual
arousal disorder with concomitant decreased
desire did not demonstrate statistically significant
decreased sexual distress as measured by the
coprimary endpoint of FSDS-DAO question 14
(P=.95, Table 3), which assesses concern about dif-
ficulties with sexual arousal, we found that several
other FSDS-DAO questions, which asked about
generalized feelings related to sexual distress and
interpersonal  difficulties, showed significant
improvement with sildenafil cream compared with
placebo cream (questions 3, 5 and 10, all P<.04,
Table 3) in this exploratory subset. The total FSDS-
DAO score decreased by about 7 points for silde-
nafil cream users in the subset population (a clini-
cally meaningful decrease in sexual distress!!)
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compared with a 2-point decrease for placebo
cream users (P=.10).

DISCUSSION

Topical sildenafil cream used over 12 weeks among
healthy premenopausal women with female sexual
arousal disorder did not show statistically significant
improvement over placebo in the coprimary (SFQ28
Arousal Sensation domain, FSDS-DAO question 14)
or secondary (mean number and mean proportion of
satisfactory sexual events) endpoints among the ITT
population, all of whom had female sexual arousal
disorder but had a wide variety of concomitant sexual
dysfunction diagnoses or symptoms, during this
exploratory phase 2b study.

This study required the participants’ main sexual
dysfunction to be related to arousal because the mech-
anism of action of topical sildenafil citrate is to

OBSTETRICS & GYNECOLOGY
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Table 2. Efficacy Endpoints for the Intention-to-Treat Population*

Sildenafil Placebo Sildenafil—Placebo
LS Mean LS Mean
Change Change
Endpoint and From SE LS From SE LS LS Mean
Time n Mean*SD Baseline Mean n Mean*SD Baseline Mean Difference P
Primary endpoints
SFQ28 Arousal
Sensation
domain
Baseline 84 8.0*+2.80 NA NA 72 7.7%x2.84 NA NA NA
Week 4 77 8.4%2.65 0.4 0.29 67 8.5%3.31 0.8 0.31 —-0.4 0.38
Week 8 73 8.6%£3.33 0.7 0.32 63 8.4*3.30 0.7 3.17 -0.1 0.90
Week 12 69 9.1x£3.58 1.1 0.39 59 8.6+3.59 0.8 0.42 0.3 0.60
FSDS-DAO
question
14
Baseline 84 2.5*0.95 NA NA 73 2.6%£1.05 NA NA NA
Week 4 78 2.4%1.02 —=0.1 0.09 70 2.6x0.91 0 0.1 -0.1 0.39
Week 8 73 2.3%1.07 -0.2 0.1 64 2.5+0.91 —0.1 0.11 -0.1 0.35
Week 12 71 2.3%1.06 -0.2 0.11T 61 2.4%+1.02 —-0.2 0.12 0 0.84
Secondary
endpoints
Mean no. of
SSEs/mo
Baseline 80 2.9*2.86 NA NA 69 2.8*+2.76 NA NA NA NA
Week 4 81 3.2*+2.93 0.2 0.22 73 3.2+2.88 0.5 0.24 —-0.2 0.47
Week 8 77 3.1x£2.56 0.2 0.21 66 2.8+2.56 —0.1 0.23 0.3 0.32
Week 12 72 3.1x2.75 0.1 0.25 65 2.8%2.57 —=0.1 0.27 0.1 0.73
Mean proportion
of SSEs/
total
sexual
events/mo
Baseline 80 0.6%0.41 NA NA 69 0.5*+0.37 NA NA NA NA
Week 4 81 0.6x0.37 0.1 0.03 73 0.6x0.37 0.1 0.04 0 0.43
Week 8 77 0.6x£0.38 0.1 0.03 66 0.6x0.38 0.1 0.04 0 0.80
Week 12 72 0.6x0.39 0.1 0.04 65 0.7+0.39 0.1 0.04 -0.1 0.15
Exploratory
endpoint:
SFQ28
desire
domain
Baseline 84 16.1x4.32 NA NA 72 16.6%x4.31 NA NA NA NA
Week 4 78 16.7%£3.93 0.5 0.34 69 17x4.61 0.7 0.37 —-0.2 0.69
Week 8 73 16.8+x4.56 0.9 0.41 64 16%5.08 —-0.4 0.44 1.3 0.04
Week 12 70 16.7%=4.86 0.8 0.45 60 16.5*x4.64 0 0.49 0.8 0.24

LS, least squares; SFQ28, Sexual Function Questionnaire; NA, not applicable; FSDS-DAO, Female Sexual Distress Scale—Desire, Arousal,

Orgasm; SSE, satisfactory sexual event.

* Primary and secondary efficacy endpoints are change from baseline to week 12. Weeks 4 and 8 were exploratory measurement times.

augment genital tissue blood flow to treat female sex-
ual arousal disorder.!®-28 Not surprisingly, we saw
that female sexual arousal disorder was often accom-
panied by concomitant sexual dysfunction diagnoses
or symptoms.?%3% When the efficacy endpoints were
compared in an exploratory post hoc analysis among
a subset of women with female sexual arousal disorder

VOL. 144, NO. 2, AUGUST 2024 Johnson et al

only or female sexual arousal disorder with concom-
itant decreased desire, we found either trends or sig-
nificant improvements in sexual functioning with
sildenafil cream compared with placebo cream across
multiple aspects of sexual function. We also found
significant reductions in several measures of sexual
distress and interpersonal difficulties among this

Sildenafil Cream for Female Sexual Arousal Disorder 149
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Table 3. Efficacy Endpoints for Enrollment Female Sexual Dysfunction Diagnoses Subset Population*

Sildenafil Placebo Sildenafil—Placebo
SE in LS SEin LS
LS Mean Mean LS Mean Mean
Change Change Change Change Difference in LS SE in
Endpoint and Subset From From From From Mean Difference
Population Baseline Baseline Baseline Baseline  (Sildenafil—Placebo) of LS Mean P
Primary endpoint: SFQ28
Arousal Sensation
domain
FSAD only 5.67 2.91 —-3.09 4.16 8.77 5.06 0.10
FSAD with or without 2.03 0.62 0.08 0.71 1.96 0.95 0.04
concomitant
decreased desire
Exploratory endpoints
SFQ28 Desire domain
FSAD only 3.06 1.80 -1.97 2.23 5.03 2.89 0.13
FSAD with or without 1.27 0.76 —0.89 0.86 2.17 1.14 0.06
concomitant
decreased desire
SFQ28 Orgasm domain
FSAD only 2.26 0.98 —0.62 1.02 2.88 1.45 0.08
FSAD with or without 1.12 0.49 0.18 0.52 0.94 0.71 0.19
concomitant
decreased desire
FSDS-DAQO questions for
FSAD with or
without
concomitant
decreased desire
group
Question 3, “guilty -0.73 0.16 —-0.23 0.17 —-0.50 0.24 0.04
about sexual
difficulties”
Question 5, “stressed —0.50 0.16 —0.02 0.16 —0.49 0.23 0.04
about sex”
Question 10, —0.51 0.17 0.00 0.17 —0.51 0.24 0.04
“embarrassed
about sexual
problems”
Question 14, —0.21 0.16 —-0.22 0.16 0.01 0.23 0.95
“concerned about
difficulties with
sexual arousal”*
Total FSDS-DAO 15- —7.06 1.96 —2.05 2.18 —=5.01 2.95 0.10

question score

LS, least squares; SFQ28, Sexual Function Questionnaire; FSAD, female sexual arousal disorder; FSDS-DAO, Female Sexual Distress Scale—

Desire, Arousal, Orgasm.

* All endpoints reported in this table are change from baseline to week 12.

" Question 14 was a primary endpoint.

subset population. Although we recognize that explor-
atory post hoc subset analyses must be interpreted
with caution and can introduce type I errors, we
believe that the trends observed in this subset popu-
lation are promising, are clinically meaningful, and
warrant further study because an important objective
of this exploratory phase 2 study was to identify which
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women with female sexual arousal disorder are most
likely to benefit from the mechanism of action of sil-
denafil citrate to increase genital blood flow.!8-28
Participants with female sexual arousal disorder
with concomitant orgasmic dysfunction did not derive
as much benefit from sildenafil cream use. Although it
was important to assess this subset population in this
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exploratory study, it was expected that women with
female sexual arousal disorder with concomitant
orgasmic dysfunction may not benefit as greatly from
sildenafil cream because orgasmic dysfunction is often
associated with neurologic problems or other comor-
bid medical or psychological conditions that would
not be treated by the mechanism of action of sildenafil
citrate (ie, increased blood flow to the genital tissue)
18-28 and can be challenging to distinguish from
female sexual arousal disorder temporally in terms
of onset.

A limitation of this exploratory study was that it
was underpowered to demonstrate statistically signif-
icant changes in the primary and secondary efficacy
endpoints among the ITT population, all of whom
had female sexual arousal disorder but were hetero-
geneous in their concomitant sexual dysfunction
diagnoses or symptoms. Because this study was the
first efficacy study of topical sildenafil cream among
healthy premenopausal women with a main com-
plaint of female sexual arousal disorder and because
there are no FDA-approved treatments for female
sexual arousal disorder, the main benefits of this study
were to characterize the sexual response affected by
arousal dysfunction, to evaluate the patient population
based on concomitant diagnoses and medications, to
identify endpoints to take forward in clinical devel-
opment, and to provide data for psychometric valida-
tion of the study endpoints, including identifying the
magnitude of within-patient change corresponding to
a meaningful within-patient improvement.

We based our sample size calculations on pre-
vious studies of FDA-approved products for hypo-
active sexual desire disorder with or without
concomitant decreased sexual arousall6:17:31-34
because there are no approved products for female
sexual arousal disorder. We reviewed the published
data for female sexual dysfunction treatments and ex-
pected a two-point increase in the SFQ28 domains
and a 0.5-point decrease in question 14 of the FSDS-
DAO. Although we did not achieve these changes in
the entire ITT population, we consistently achieved or
exceeded these improvements among the subset pop-
ulation of women with female sexual arousal disorder
only or female sexual arousal disorder with concom-
itant decreased desire.

As seen in registration trials for hypoactive sexual
desire disorder treatments,!6:17:31-34 another limita-
tion of our study was the relatively homogeneous pop-
ulation of college-educated White women. We
acknowledge that the requirement to enroll sexual
partners likely limited enrollment of Hispanic and
non-Hispanic Black women and hypothesize that

VOL. 144, NO. 2, AUGUST 2024 Johnson et al

removing this requirement from future studies will
result in a more diverse patient population.

Topical sildenafil cream improved outcomes
among women with female sexual arousal disorder,
most significantly in those who did not have concom-
itant orgasmic dysfunction. In particular, in an
exploratory analysis of a subset of women with female
sexual arousal disorder with or without concomitant
decreased desire, topical sildenafil increased sexual
arousal sensation, desire, and orgasm and reduced
sexual distress.
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