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Anorgasmia

Anorgasmia is when an orgasm is absent,
delayed, infrequent or lacks intensity despite
being aroused. This disorder causes distress and
affects your sexual relationships. Several
medical, physical and psychological factors play

arole in causing it.
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Overview

What is anorgasmia?

Anorgasmia is when a person has difficulty or

can't orgasm even if they're enjoying sex and it
feels good to them. It also describes orgasms

that aren't as strong or don't happen as

frequently as you'd like. It's a form of sexual

dysfunction that affects all genders. It can take a

toll on your mental health, causing distress and

anxiety, and can even interfere your relationships.

Anorgasmia is also called orgasmic dysfunction.
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occur after being aroused. It may feel like a
release and involve bodily movements beyond
your control. They can vary in duration and
intensity. Some people need more sexual
stimulation to have an orgasm, while others need

less.

With anorgasmia, you can still have a desire for
sex and feel pleasure. However, you may feel
anguish or emotional distress because you can't
have an orgasm. Your healthcare provider can
help determine the cause of anorgasmia and

recommend treatment.

Anorgasmia in women or people
assigned female at birth (AFAB)

Anorgasmia in women or people assigned
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e Primary (or lifelong): You've never had an

orgasm.

e Secondary (or acquired): You were once able
to have an orgasm but can't now. This is

common with menopause.

e Situational: You can only reach orgasm in
specific situations like with masturbation

(self-stimulation).

e General: You don't reach orgasm in any
situation, even when you feel aroused or

excited.

Problems with orgasm increase as you age, but it
can affect people of any age. Up to 15% of
women or people AFAB report never having an

orgasm.
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Healthcare providers often classify anorgasmia
in men or people assigned male at birth (AMAB)
as a type of sexual dysfunction called delayed
ejaculation or inhibited ejaculation. This causes
problems with sexual performance and pleasure,
often leading to anxiety and avoiding sex.

Anorgasmia in men has two types:

 Primary: You've never had an orgasm or

ejaculated for as long as you can remember.

e Secondary: You only orgasm or ejaculate

under certain conditions.

Ejaculation is a complex process that involves

hormones, nerves and organs, as well as your

mental state. A disruption in any part of this

process can interfere with your ability to orgasm.
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Who does it affect?

Anorgasmia can affect anyone. It's most

common after menopause in women or peobple
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Symptoms and Causes

What are the symptoms of
anorgasmia?

The main symptom of anorgasmia is not
reaching sexual climax (orgasm). Other
symptoms are delayed climaxing (it takes a long
time to orgasm) or not feeling fulfillment from

sexual climax.

Ad



ADVERTISEMENT

What causes anorgasmia?

Many factors can make reaching orgasm
difficult. These factors can be physical, mental,

emotional or medical (related to a disease or

condition). In many cases, a combination of
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Medical and physical causes

Age (especially women or people AFAB in

menopause).

Medical conditions like multiple sclerosis
(MS).

Medications, especially selective serotonin
reuptake inhibitors (SSRIs).

Surgeries on your genitals and organs near or

connected to your reproductive system.

Complications from cancer or radiation

therapy.

Pelvic floor dysfunction or pelvic trauma.

Reliance on masturbation (you find that more

satisfying).
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e Congenital disorders (conditions you're born

with) of the vagina or penis.

Psychological causes

e Depression, stress or anxiety.

e Previous sexual abuse or assault.
e Cultural or religious factors.

e Being shy or unable to express yourself

through sex.
e Lack of confidence.

e Relationship, trust or intimacy issues with

your partner.

Can low testosterone cause
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Low testosterone may affect the ability to

orgasm in men or people assigned male at birth
(AMAB). It often has connections with erectile
dysfunction, delayed ejaculation or similar
problems. Other hormones, such as prolactin,
can also affect sexual function in people who

have a penis.

ADVERTISEMENT

Ad


https://my.clevelandclinic.org/health/diseases/15603-low-testosterone-male-hypogonadism

Do SSRIs cause
anorgasmia?

Yes, many SSRIs (selective serotonin reuptake
inhibitors), often used to treat depression or
anxiety, can affect sexual function. If you're
taking this kind of medication, talk to your
healthcare provider about your symptoms and
discuss alternative medications. Some SSRIs are
less likely to cause anorgasmia, and there are
other types of antidepressants that may help

also.

Medications that may impact
orgasm

In addition to SSRIs, other medications may
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e Tricyclic antidepressants (TCAs).
e Monoamine oxidase inhibitors (MAOIs).
e Antipsychotic medications.

e Anti-mania medications.

Medications used to treat high blood pressure

can also cause erectile dysfunction. Some

antihistamines and decongestants can also

cause erectile dysfunction or problems with

ejaculation.

Diagnosis and Tests

How is anorgasmia
diagnosed?
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discussion about your sexual history. This
discussion could shed light on reasons or
underlying causes for sexual dysfunction. They
may also perform an exam or tests like

ultrasound or blood tests to check for underlying

hormonal or medical conditions that could be
part of the problem. Your provider may suggest a

penile sensitivity test if that's a suspected factor.

Once an underlying cause is determined, many
options are available to treat anorgasmia. Your
provider may also refer you to a specialist (such

as a gynecologist or urologist) who can help

develop a treatment plan that addresses

orgasmic disorders.
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How is anorgasmia treated?

It depends on the underlying cause. There's no
one method that fits all cases, and treatment
may involve a combination of approaches. Some

treatments for anorgasmia include:

e Changing medications.
e Treating any underlying health issues.

e Learning self-stimulation (masturbation)

techniques.

e Counseling or psychotherapy to address

relationship issues, mental health conditions

or past sexual trauma.

e Sex therapy to address sexual needs or

underlying factors preventing climax.

Ad


https://my.clevelandclinic.org/health/treatments/21208-cognitive-behavioral-therapy-cbt

e Introducing new stimuli to the relationship
such as new techniques, sex toys and

devices or erotic media.

How long does it take to
cure anorgasmia?

It depends on the cause. In the case of sex
therapy or couples counseling, it may take
several months to reach a point where orgasm
feels possible. If medications are the likely
cause, you have to allow time for the medication
to leave your system (which could take weeks).
The good news is that most people can orgasm

again with proper treatment.
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Find a Primary Care Provider

Schedule an Appointment

Prevention

Is anorgasmia preventable?

Anorgasmia can't be prevented, but dealing with
the cause of the orgasmic dysfunction can help
you cope with the problem. Some of these

general recommendations may help:

 Follow your healthcare provider's treatment

plan for any medical conditions.

e Communicate openly and honestly with your
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e Get treatment for emotional or psychological

issues.

e Getregular exercise and eat a healthy diet.

It's common for people with this to feel
embarrassed, shy or ashamed. If you feel this
way, tell your healthcare provider. They can help
you understand that this isn't a rare problem or a
cause for shame. They can also help you find
resources or specialist experts with specific
training and experience in treating sexual

dysfunction and related issues.

Outlook / Prognosis

What'e the niitlnnk if | have
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Anorgasmia can be upsetting and frustrating. It
can impact intimacy with your partner and affect
your self-esteem. It's also extremely unlikely that
you can solve this problem without proper
medical care or guidance. Your healthcare
provider can help you with anorgasmia so you

can enjoy a fulfilling sex life.

Living With

When should | see my
healthcare provider?

Talk to your healthcare provider if you have any
concerns about your ability to orgasm. They can

help you figure out why having an orgasm is
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medical history, including your relationship with
your partner. Don't be afraid or embarrassed to
seek treatment. It's the best way to get to the

root of the problem and enjoy pleasurable sex.
A note from Cleveland Clinic

Being unable to orgasm can be frustrating and
upsetting. You're not alone — many people seek
treatment for orgasmic dysfunction. It's nothing
to be ashamed about. Your healthcare provider
can help determine why you're struggling and
discuss potential solutions. This may mean
talking to a counselor or sex therapist, or
changing medications. With the right treatment,
you can enjoy sex — and all the physical and

emotional benefits — without worrying about
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Abstract

Background: Up to 41% of women face challenges achieving orgasm, a statistic unchanged for 50 years.

Aim: To evaluate the effect of cannabis use before partnered sex on women with and without difficulty achieving orgasm.

Methods: This observational study evaluated responses from female study participants relating to their demographics, sexual activities, mental
well-being, cannabis usage, and orgasm-related questions from the Female Sexual Function Index (FSFI).

Outcomes: Outcomes included orgasm frequency, difficulty, and satisfaction related to cannabis use or lack of use before partnered sex, largely
based on the FSFI orgasm subscale.

Results: Of the 1037 survey responses, 410 were valid and complete. Twenty-three surveys (5.6% returned) were excluded due to failure to
meet the study’s criteria. Of the valid surveys, most women (52%, n=202) reported difficulty achieving orgasm during sexual activity with a
partner. These women were primarily between 25 and 34 years of age (45%, n=91); 75% identified their race as White (n =152/202); 52%
(n=105) identified as LGBTQI+ (lesbian, gay, bisexual, transgender, queer/questioning, intersex, or other); and 82% (n = 165) were married or
in a relationship. Among participants who experienced challenges in achieving orgasm, 72.8% (n=147 P < .001) reported that cannabis use
before partnered sex increased orgasm frequency, 67 % stated that it improved orgasm satisfaction (n=136, P <.001), and 71% indicated that
cannabis use made orgasm easier (n=143, P <.001). The frequency of cannabis use before partnered sex correlated with increased orgasm
frequency for women who experienced difficulties achieving orgasm (n=202, P <.001). The reasons for cannabis use before partnered sex
resulted in a more positive orgasm response (n=202, P=.22).

Clinical Implications: Cannabis may be a treatment for women with difficulty achieving orgasm during partnered sex.

Strengths and Limitations: The researchers examined the challenge of achieving orgasm and considered the covariates reported in the
literature, including the FSFI orgasm subscale. The findings may not be generalizable to women who rarely or never use cannabis before
sex, women who have never experienced an orgasm, or women who do not have female genitalia. Additionally, the specific type of cannabis
used, its chemical composition, the quantity used, and whether or not the partner used cannabis were not assessed in this study.
Conclusion: Cannabis-related treatment appears to provide benefit to women who have female orgasm difficulties or dysfunction.

Keywords: female orgasmic dysfunction; female orgasmic disorder; orgasmic dysfunction; female orgasm difficulty; female sexual dysfunction; cannabis and
sex; cannabis and female orgasm.

Introduction exhibits a dose-dependent relationship to enhanced orgasm
response.”?2%:21 When appropriately dosed, tetrahydro-
cannabinol (THC), the primary component of cannabis, can
reduce anxiety,”? potentially leading to improved orgasm and
satisfaction during sexual encounters.?> THC reduces activity
in the amygdala and hippocampus, parts of the brain that
store and react to trauma.”* THC also inhibits neural activity
in the prefrontal cortex,?’ central to high-level cognitive
function, reflecting categories, rules, and cognitive control.2®
Does cannabis use before sex increase orgasm frequency, ease,
or satisfaction in women who report orgasm difficulty?

For nearly half a century, researchers have suggested the
potential benefits of cannabis in treating female orgasmic dys-
function (FOD) and other sexual maladies.!™* Anecdotes and
general sexuality research*~ suggest that cannabis could treat
FOD. This formal investigation focuses on the influence of
cannabis on FOD, including medical and recreational usage,
regardless of chemical type, dosage, usage timing, and legal
status.

FOD is a significant public health concern,®’ affecting
up to 41% of women worldwide.!” ICD-11 classifies the
condition as “orgasmic dysfunction.” A paucity of treatments

oo 11,12
exists.' >

Many studies suggest that cannabis can have positive effects Methods
on female orgasm,!*2->~7 such as enhancing intensity,!>”>13-16 In addressing factors related to FOD during partnered sex,
increasing frequency,>>%%15:17 easing difficulty,>'3 and we used the term difficulty instead of dysfunction to reduce

improving quality.2:©>13:15:17.18  Other studies reported negative connotations and allow participants to express their
possible cannabis inhibition on women’s orgasms.>>!4:1? experiences more freely. Quantitative research based on a
The dosage of cannabis appears to be important, as it  within-study design was used in this study to establish a
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cause-and-effect relationship and to test the hypothesis that
cannabis helps women orgasm who have FOD. The study’s
survey questions on FOD aligned with the ICD-11 as “eti-
ological considerations associated with relationship factors”
when defining orgasmic dysfunction.?”

Participants

We invited sexually active women who used cannabis to
complete an anonymous uncompensated 41-question survey
via Qualtrics software (Supplement 1) distributed from March
24 until November 18, 2022. Sexually active was defined as
having sex with a partner within the last 30 days, which may
have included a range of sexual activities. As outlined in the
approved institutional review board application, participants
acknowledged informed consent before beginning the survey.
News of the opportunity to participate in the study was posted
and promoted through social media and postcards. Relevant
ID is an assignment to each participant enabled in the survey
to flag duplicate surveys.

Participant eligibility was limited to those who were at least
18 years of age who had used cannabis and were involved
in partnered sex within the last 30 days. Exclusions included
pregnant women, those breastfeeding, and those who had
used other recreational substances during the past month.
Participants with other sexual issues were not excluded and
had an opportunity to elaborate on such issues in the sur-
vey. Other exclusions from the analysis included incomplete
surveys, surveys that indicated no use of cannabis before sex,
and those that failed to indicate if the respondent had female
genitalia.

Measures

The FSFI?® orgasm subscale evaluates orgasm frequency, ease,
and satisfaction within the last 30 days, with each question
having a slider scale of 5 choices. Orgasm frequency ranged
from almost always to always to almost never or never,
orgasm difficulty from extremely difficult to impossible to not
difficult, and orgasm satisfaction from very satisfied to very
dissatisfied. The same 3 questions and slider scale ranges were
asked twice: with cannabis before partnered sex, followed by
without cannabis before partnered sex.

The study evaluated demographic factors, relationship sat-
isfaction, cannabis use behaviors, mental health diagnosis,
prescription medication, sexual abuse history, and sexual
behavior. Statistical tests provided analytic depth and breadth.
Table 1 presents the demographic and clinical characteristics
of the participants.

Analysis

Data analysis occurred between November 20, 2022, and
March 27, 2023. The researchers received 1037 survey
responses. Forty percent (n =417) failed to meet the inclusion
criteria, and 210 were excluded for being incomplete, leaving
410 completed surveys. In addition, 23 surveys indicated that
participants never used cannabis before sex or did not clearly
state their gender. Thus, 94% (N =387) of completed surveys
constituted the primary source of data analyzed.

The grouped responses in reporting yes or 70 to the question
related to orgasm difficulty during partnered sex determined
FOD. Upon evaluation, we moved the responses of 17 women
to the category that best reflected their orgasm response with-
out cannabis before partnered sex. For example, we moved a
woman’s 70 response to orgasm difficulty to the yes category

Sexual Medicine, 2024, Vol 12, Issue 2

if a respondent stated that she almost never or never orgasmed
without cannabis before partnered sex. As a result of this
objective dichotomization, 52% (n=202) of the participants
were characterized as having FOD.

The study examined 202 women with FOD and all women
with and without FOD (N =387). The study first examined
the participants with FOD, and if a statistically significant
relationship existed with the use of cannabis before partnered
sex, the analysis then turned to all study participants. The
only exception to this methodology was for primary intake
method, sexual abuse history, and mental health diagnosis.
The measurement of these factors was for all women in the
study despite the lack of statistical significance found among
women with FOD.

The statistical test used in each analysis was based on 2
factors—the level of measurement and the number of treat-
ments—with 3 statistical tests used overall: McNemar, 1-
factor analysis of variance (ANOVA), and 1-sample ¢-test. The
McNemar test is a nonparametric statistical test for a before-
and-after design where a person is one’s own control; each
has a control and a treatment response. The McNemar test
evaluated the paired responses to the FSFI orgasm subscale
regarding orgasm frequency, ease, and satisfaction with and
without cannabis use before sex.

For orgasm frequency, responses indicating almost always
or always, most times, sometimes, and a few times were
combined to represent yes to orgasm, while almost never or
never represented 7o to orgasm. Among women with FOD
(n = 202), responses fell into 4 categories: orgasm with and
without cannabis (n = 121), orgasm with cannabis and no
orgasm without cannabis (n = 58), no orgasm with cannabis
and orgasm without cannabis (n = 7), and no orgasm with or
without cannabis (n = 16).

For orgasm difficulty, extremely difficult or impossible,
very difficult, difficult, and slightly difficult were combined
to represent the difficult category, while not difficult repre-
sented the not difficult category. Among women with FOD
(n = 202), responses fell into 4 categories: difficult with or
without cannabis (n = 123), difficult with cannabis and not
difficult without cannabis (n = 1), not difficult with cannabis
and difficult without cannabis (n = 70), and not difficult
with or without cannabis (n = 8). Table 2 represents these
data.

For orgasm satisfaction, very satisfied, moderately satisfied,
and about equally satisfied and dissatisfied were combined to
represent the satisfied category, while moderately dissatisfied
and very dissatisfied were combined to represent the dissatis-
fied category. Among women with FOD (n = 202), responses
fell into 4 categories: satisfied with or without cannabis (n =
157), satisfied with cannabis and dissatisfied without cannabis
(n = 34), dissatisfied with cannabis and satisfied without
cannabis (n = 3), and dissatisfied with or without cannabis
(n=8).

A 1-sample #-test or 1-factor ANOVA was used when the
measurements were independent with different subjects in
each of the groups. The FSFI orgasm subscale, demographics,
sexual behavior, mental health, and cannabis use behavior
were analyzed.

For orgasm frequency, 2 represented almost always or
always and 6 almost never or never. Orgasm frequency
responses were grouped by scores 2 to 5 as yes orgasm and
6 as no orgasm with and without cannabis before sex. The
no cannabis orgasm frequency score was subtracted from
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Table 1. Demographics, sexual behavior, mental health, sexual abuse history, cannabis use behavior, and cannabis effect on orgasm.

‘Women, No. (%)

P value: cannabis effect on orgasm based
on variable

Characteristic With orgasm With + without With orgasm With + without
difficulty orgasm difficulty difficulty orgasm difficulty
No. 202 387
Demographics
Age,y .683 —a
18-24 43 (21.3) 76 (19.6)
25-34 91 (45) 181 (46.8)
35-44 42 (21) 83 (21.4)
45-54 17 (8) 28 (7.2)
55-64 3(1) 11 (2.8)
>65 6 (3) 8 (2.1)
Education .704 —
Less than high school diploma or GED 4(2) 6 (1.6)
High school diploma or GED 15 (7) 22 (5.7)
Some college 38 (19) 74 (19.1)
Associate degree 16 (8) 34 (8.8)
Bachelor degree 76 (30) 149 (38.5)
Graduate degree 53 (26) 102 26.4)
Ethnicity 437 —
Asian 6 (3) 15 (3.9)
Black/African American 10 (5) 22 (5.7)
Hispanic 19 (9) 40 (10.3)
Multiracial 6(3) 15 (3.9)
Native American 3(1) 4(0.8)
Pacific Islander 1(0) 1(0.3)
White/Caucasian 152 (75) 279 (72.1)
Other 5(2) 11(2.8)
Income, $ 235 —
<20000 39 (19.3) 62 (16)
20000-34 999 24 (11.9) 54 (14)
35000-49999 30 14.9) 54 (16)
50000-74 999 49 24.3) 94 24.3)
75000-99999 27 13.4) 5514.2)
>100000 33 16.3) 68 17.6)
Relationship status 141 —
Single 24 (11.9) 45 (11.6)
Married 67 (33.2) 127 (32.8)
In a relationship 98 (48.5) 193 (49.9)
Divorced 13 (5.4) 6 (1.6)
Other 0 16 (4.1)
Religion .889 —
Buddhist 0(0) 2(.50)
Christian (Catholic, Protestant, any denomination) 25 (12.4) 53 (13.7)
Hindu 1(.50) 1(.30)
Jewish 11 (5.4) 15 (3.9)
Muslim 0(0) 2(.50)
Sikh 1(.50) 1(.30)
I do not practice a religion 152 (75.2) 296 (76.5)
Other 12 (5.9) 17 (4.4)
Sexual orientation: LGBTQI+ .898 —
Yes 105 (52) 192 (49.6)
No 93 (46) 188 (48.6)
Sexual behavior and relationship satisfaction
Masturbation frequency .620 —
>1/d 16 (7.9) 31 (8.0)
2-3/wk 77 (38.1) 136 (35.1)
4-5/wk 16 (7.9) 33 (8.5)
Few times per month 62 (45.5) 117 (30.2)
Once every few months 19 (9.4) 45 (11.6)
I do not masturbate 12 (.50) 25 (6.5)
Sexual issues besides orgasm difficulty — —
Yes 47 (23.3) 75 (19.4)
No 155 (76.7) 312 (80.6)

(Continued)



Table 1. Continued
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‘Women, No. (%)

P value: cannabis effect on orgasm based
on variable

Characteristic With orgasm With + without With orgasm With + without
difficulty orgasm difficulty difficulty orgasm difficulty
Partnered sex frequency S41 617
>1/d 11 (5.4) 23 (5.9)
2-3/wk 83 (41.1) 162 (41.9)
4-5/wk 21 (10.4) 52 (13.4)
Few times per month 79 (39.1) 139 (35.9)
Once every few months 8 (4.0) 11 (2.8)
Relationship satisfaction .606 —
Very satisfied 100 (49.6) 221 (57.1)
Moderately satisfied 59(29.2) 103 (26.6)
About equally satisfied and dissatisfied 22 (10.9) 32(8.3)
Somewhat dissatisfied 15 (7.4) 19 (4.9)
Very dissatisfied 3(1.5) 4 (1.0)
I am not in a partnered relationship 3(1.5) 8(2.1)
Sexual relationship status .629 —
In a sexual relationship with 1 person <10y 121 (59.9) 226 (58.4)
In a sexual relationship with 1 person >10y 43 (21.3) 87 (22.5)
Engaging in sex with >1 person 34 (16.8) 66 (17.1)
Not in a sexual relationship with 1 person 4 (2.0) 8(2.1)
Mental health, prescription drug use, sexual abuse
history
Mental health diagnosis 164 .004*
Yes 129 (63.9) 231 (59.7)
No 73 (36.1) 156 (40.3)
Mental health diagnosis type: >1 per person — —
ADHD 16 (7.9) 31 (8.0)
Anxiety disorder 95 (47) 172 (44.4)
Bipolar disorder 12 (5.9) 18 (4.7)
Depressive disorder 86 (42.6) 147 (38.0)
Obsessive compulsive disorder 5(2.5) 8(2.1)
PTSD 40 (19.8) 64 (16.5)
Other 13 (6.4) 24 (6.2)
Prescription drug use 232 114
Yes 123 (60.9) 215 (55.6)
No 79 (39.1) 172 (44.4)
Sexual abuse history 206 .003*
Yes 74 (36.6) 125 (32.3)
No 128 (63.4) 262 (67.7)
Cannabis use behavior
Cannabis use frequency before sex <.001* <.001*
Never 0(0) 0 (0)
Rarely 20 (9.9) 36 (7.4)
Some of the time 59 (29.2) 122 (31.5)
About half the time 36 (17.8) 70 (18.1)
Most of the time 64 (31.7) 116 (30.0)
Every time 23 (11.4) 43 (11.1)
Length of time using cannabis before sex, y
<1 40 ((19.8) 65 (16.8) 797 —
1-3 71 (35.1) 144 (37.2)
>3-5 30 (14.9) 55 (14.2)
5 60 (29.7) 122 (31.5)
I do not use cannabis before partnered sex 1(.50) 1(.30)
Primary intake method 524 <.0001*
Smoking 100 (49.5) 183 (47.3)
Vaping oil 33 (16.3) 66 (17.1)
Vaporizing cannabis flower (weed) 12 (5.9) 26 (6.7)
Edibles 48 23.8) 95 (24.5)
Tincture 5(2.5) 9(2.3)
Topicals 1(.50) 1(.30)
Other 3(1.5) 7 (1.8)

(Continued)
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Table 1. Continued

‘Women, No. (%)

P value: cannabis effect on orgasm based
on variable

Characteristic With orgasm With + without With orgasm With + without
difficulty orgasm difficulty difficulty orgasm difficulty

Primary reason for use .022* <.001*

Relaxation 127 (62.9) 233 (60.2)

Sleep 11 (5.4) 33(8.4)

Sex 21 (10.4) 37 (9.6)

Other medical problem 9 (4.5) 19 (4.9)

Prescription 20 (9.9) 38 (9.8)

Pain 14 (6.9) 27 (7.0)

Abbreviations: ADHD, attention-deficit/hyperactivity disorder; LGBTQI+, lesbian, gay, bisexual, transgender, queer/questioning, intersex, or other; PTSD,
posttraumatic stress disorder. ?Dashes indicate that the larger group was not analyzed when the P value was not significant for women with orgasm difficulty,
except for mental health, prescription drug use, sexual abuse history, and primary intake method *Statistically significant.

Table 2. Paired FSFI orgasm subscale questions with and without cannabis before sex.

Measure: how calculated Cannabis used

No cannabis used x2 (P value)P

Orgasm frequency: paired orgasm frequency

response with and without cannabis before sex Orgasm
No orgasm
Orgasm ease/difficulty: paired orgasm difficulty
response with and without cannabis before sex Difficult
Not difficult
Orgasm satisfaction: paired orgasm satisfaction
response with and without cannabis before sex Satisfied
Dissatisfied

Orgasm No orgasm

121 (59.9) 58 (28.7) 38.5 (<.0001)*
7 (3.5) 16 (7.0)

Difficult Not difficult

123 (60.9) 1(0.5) 69.01 (<.0001)*
70 (34.7) 8 (4.0)

Satisfied Dissatisfied

157 (77.7) 34 (16.8) 27.68 (<.0001)*
3(1.4) 8 (4.0)

Abbreviation: FSFI, Female Sexual Function Index. Data are presented as No. (%). PResults per McNemar test: women with female orgasmic dysfunction

(n = 202; df = 1). *Statistically significant.

the with cannabis score for each participant and totaled. A
1-sample ¢-test was performed.

For orgasm difficulty, 2 represented extremely difficult or
impossible and 6 not difficult. Orgasm difficulty responses
were grouped by scores 2 to 5 as difficult and 6 as not
difficult. The orgasm difficulty score without cannabis was
subtracted from the score with cannabis. One-factor ANOVA
was performed.

For orgasm satisfaction, 2 represented very satisfied, 4
about equally satisfied/dissatisfied, and 6 very dissatisfied.
Orgasm satisfaction responses were grouped by scores 2 and
3 representing satisfied, 4 about equally satisfied/dissatisfied,
and 5 and 6 dissatisfied. The orgasm satisfaction score with-
out cannabis was subtracted from the score with cannabis.
One-factor ANOVA was performed.

Demographic data, sexual behavior, mental health, sexual
abuse history, and cannabis use behavior were tested with 1-
factor ANOVA. The exception was race, which was computed
with a 1-sample t-test. A score from 2 to 6 was given to
each participant’s orgasm frequency response with and with-
out cannabis before sex, with 2 representing almost always
or always and 6 almost never. The no cannabis score was
subtracted from the with cannabis score for each participant
and computed per the variable.

Results
Orgasm subscale of the FSFI

Of women with FOD (n = 202), 28.7% (n=358) experi-
enced orgasm with cannabis and no orgasm without cannabis
(x*=38.5, P <.0001, McNemar); 34.7% (n=70) reported

that it was not difficult to orgasm with cannabis and difficult
to orgasm without cannabis (x2 =69.01, P <.001, McNe-
mar); and 16.8% (n=34) indicated that they were satisfied
with cannabis and dissatisfied without cannabis (x2=27.68,
P <.0001, McNemar). Table 2 presents the data.

Orgasm frequency

Orgasm frequency increased 39.8% for women with FOD
(n=202), with 88.8% (n=179) experiencing orgasm almost
always, most times, sometimes, or a few times when
using cannabis as compared with 63.3% (n=128) without
cannabis. Women with FOD who almost never or never
orgasm decreased 68.9%, with 36.6% (n=74) almost never
or never experiencing orgasm without cannabis as compared
with 11.4% (n=23) with cannabis, Mean difference —1.50
with #(201) = 14.68 P < .0001 (1-sample t-test). Figure 1
presents the data. Comparative data revealing differences in
women’s orgasm frequency with and without FOD and with
and without cannabis are presented in Figure 2.

Orgasm difficulty

Orgasm difficulty decreased 35.4%, with 61.4% of women
with FOD (124/202) reporting that orgasm was slightly diffi-
cult, difficult, very difficult, or extremely difficult or impossi-
ble with cannabis as compared with 95.1% (n=192) without
cannabis. Women who indicated that it was extremely difficult
or impossible decreased 67.4%, with 22.8% (n=46) finding
it extremely difficult or impossible with cannabis vs 7.4%
(n=15) without cannabis, F(1, 200)=36.37, P <.0001 (1-
factor ANOVA). Figure 3 presents the data.
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Figure 1. Measures for orgasm frequency during partnered sex for women with orgasm difficulty were fielded from March 23 to November 18, 2022, of
women aged at least 18 years who reported orgasm frequency within the last 30 days with and without cannabis use before partnered sex. Orgasm
frequency responses after cannabis and no cannabis were given a score from 2 (almost always) to 6 (almost never) for each participant. The difference of
each score with cannabis and without cannabis was computed. If there is no cannabis effect, the mean of the scores should be zero. A negative score
indicates a negative cannabis effect. The hypothesis that the mean of the differences was zero was tested per the 1-sample t-test. The mean difference
was -1.50; t(201) = -14.68, P < .0001.
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Figure 2. Measures for orgasm frequency during partnered sex for women with and without orgasm difficulty were fielded from March 23 to November
18, 2022, of women aged at least 18 years who reported orgasm frequency within the last 30 days with and without cannabis use before partnered sex.
Respondents were asked, “Over the past month, when you USED cannabis BEFORE partnered sex, how often did you reach orgasm (climax)?"” and
“Over the past month, when you DID NOT USE cannabis BEFORE partnered sex, how often did you reach orgasm (climax)?" Possible responses
included almost always or always, most times (more than 1/2 of the time), sometimes (about 1/2 of the time), a few times, and almost never or never.
Comparative data are presented.

Orgasm satisfaction used cannabis most of the time (31.7%, 64/202). Those who

Orgasm satisfaction increased 97.7%, with 86.1% of women responded almost always or always orgasmed 47% of the
with FOD (174/202) reporting that they were very satisfied, ~ time. Table 1 presents the data.

moderately satisfied, or about equally satisfied and dissatisfied The duration of a woman’s history of using cannabis before
with cannabis as compared with 43.6% (n=88) without sex was not statistically significant for women with FOD,
cannabis. Women who reported that they were moderately ~ F(3, 197)=0.34, P=.797 (1-factor ANOVA). However, this

or very dissatisfied decreased 75.4%, with 56.4% (n = 114) result.is relevant because women reported improved orgasm
being moderately or very dissatisfied without cannabis vs experiences regardless of h‘?W many months or years before
20.8% (n=28) with cannabis, F(2, 199) =61.88, P <.0001 sex they had used cannabis. The largest group of women
(1-factor ANOVA). Figure 4 presents the data. (35%, 71/202) used cannabis before sex for 1 to 3 years.
Frequency of cannabis use and length of time Reasons for cannabis use and intake method

using cannabis before sex Cannabis reason for use was statistically significant in creating
The frequency of cannabis use before sex increased orgasm  a more positive orgasm characterization for all respondents,

frequency in women with FOD, F(4, 197)=S5.13, P <.001 F(5,381)=5.81,P <.001 (1-factor ANOVA) and particularly
(1-factor ANOVA). The largest group of women with FOD for women with FOD, F(5, 196) = 2.71, P=.022 (1-factor
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Figure 3. Measures for orgasm difficulty during partnered sex for women with orgasm difficulty were fielded from March 24 to November 18, 2022, of
women who reported orgasm difficulty with and without cannabis use before partnered sex. Orgasm difficulty responses were given a score from 2 to
6, with slightly difficult, difficult, very difficult, and extremely difficult given a score of 2 to 5 and grouped as difficult and not difficult given a score of 6.
A 1-factor analysis of variance was done to test the hypothesis of no differences among the means between the 2 categories tested. The result was

F(1,200) = 36.37 P < .0001.
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Figure 4. Orgasm satisfaction for women with orgasm difficulty with and without cannabis use before partnered sex. Measures for orgasm satisfaction
during partnered sex for women with orgasm difficulty were fielded from March 24 to November 18, 2022, of women aged at least 18 years who
reported orgasm satisfaction with and without cannabis use before partnered sex. Orgasm satisfaction responses were given a score from 2 to 6.
Scores of 2 (very satisfied) and 3 (moderately satisfied) were combined into 1 category (satisfied; group 1); a score of 4 (about equally satisfied and
dissatisfied) stayed the same (group 2); and scores of 5 (moderately dissatisfied) and 6 (very dissatisfied) were combined into 1 category (dissatisfied;
group 3). The means are as follows: group 1, =2.0 (n = 136, SD = 1.2); group 2, 0.5 (n = 38, SD = 0.8); group 3, 0.1 (h = 28, SD = 0.7). A 1-factor
analysis of variance was done to test the hypothesis of no differences among the means. The result was F(2, 199) = 61.88, P < .0001.

ANOVA). Survey participants selected from 5 categories when
describing their orgasm experience: pain, relaxation, sleep,
sex, and other medical problems, including the use of prescrip-
tion medications. Of the women with FOD, 63% (127/202)
reported using cannabis for relaxation.

Smoking was the foremost method of cannabis intake by
all study participants (47.2%, 183/387). Among all women,
this method of cannabis ingestion was significantly related to
a more positive orgasm response, F(4, 382) = 7.58, P <.0001
(1-factor ANOVA). However, the same could not be said
for women with FOD, F(4, 197) = 0.80, P=.524 (1-factor
ANOVA).

FOD and other sexual issues

The majority of women who reported FOD (n = 202) during
partnered sex claimed the ability to orgasm in some situations
but not others (71%, n=144), and 77% (n=155) had no
other sexual difficulties. Of the 23% who identified other
sexual difficulties, pain during sex was the number 1 sexual
complaint. Of women without FOD (n = 185),85% (n=157)
cited no other sexual challenges. Of the remaining 15%

(n=28) who reported other sexual challenges, the majority
(57%, n=16) experienced low sexual desire.

Demographics, relationship status, and sexual
behavior

When consumed before partnered sex, cannabis had no
statistically significant relationship with age, race, income,
education, religion, sexual orientation, sexual relationship
status, relationship status, relationship satisfaction, sexual
orientation, partnered sex frequency, or masturbation
frequency. Among women with FOD (n = 202), women
aged 25 to 34 years (45%), in a relationship (not married;
48.5%, 98/202), holding a bachelor degree (38%, 76/202),
and earning between $50000 and $75999 (24%, 49/202)
constituted the largest group.

The majority of women with FOD noted their sexual ori-
entation as LGBTQI+ (lesbian, gay, bisexual, transgender,
queer/questioning, intersex, or other (52%,n=105) and their
race as White (75%, n=152), expressed being very satisfied
in their partnered relationship (49.5%,n=100) with 1 person
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Figure 5. Measures for mental health diagnosis, diagnosis type, and prescription drug use for women who responded yes or no to orgasm difficulty
were fielded from March 23 to November 18, 2022, of women aged at least 18 years who reported using cannabis before partnered sex. Respondents
were asked, “Do you have a mental health diagnosis?” and if yes, respondents were asked the following question: “Please check your mental health
diagnosis with the following options: anxiety disorder, depressive disorder, bipolar disorder, posttraumatic stress disorder, or other.” Respondents were
also asked, “Are you on any prescription medication?” (yes or no). Comparative raw data are presented.

<10 years (60%, n=121), and indicated not practicing a
religion (75%,n=152).

Mental health and prescription medication
Statistically significant differences were found among all
women who had a mental health diagnosis (231/387)
regarding a more positive orgasm response when using
cannabis before sex, N=2387, F(1, 385) = 8.60, P=.004
(1-factor ANOVA). Of the women with FOD (n = 202), 64%
(n=129) had a mental health diagnosis, and 61% (n=123)
took prescription medication. On average, women with FOD
had 24% more mental health issues, 52.6% more cases of
posttraumatic stress disorder (PTSD), 29% more depressive
disorders, 13% more anxiety disorders, and 22% more
prescription drug use than women without FOD. Figure 5
presents the data.

Sexual abuse history

A statistically high percentage (32.3%, 125/387) of women
who had a history of sexual abuse, with or without FOD,
reported experiencing a more positive orgasm response to
cannabis before sexual activity, F(1,385) = 8.84, P=.003 (1-
factor ANOVA). Among women with FOD (n = 202), those
with a history of sexual abuse (38.6%, n=74) represented
32.9% more sexual abuse history than women without FOD
(27.6%, 51/185). Figure 6 presents the data.

Discussion

The results corroborate 50 years of anecdotal and learned
speculation about cannabis helping women with FOD. The
research found that cannabis use increased orgasm frequency,
eased orgasm difficulty, and improved orgasm satisfaction. At
the same time, the results opened new areas of discussion.

Improved orgasm response for women with a
mental health diagnosis

Women in this study with 1 or more mental health diagnoses
who use cannabis before partnered sex have a more positive
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Figure 6. Measures for sexual abuse history for women who responded
yes or no to orgasm difficulty were fielded from March 23 to November
18, 2022, of women aged at least 18 years who reported using cannabis
before partnered sex. Respondents were asked, “Do you have a history
of sexual abuse?” (yes or no). Comparative data are presented.

orgasm response regardless of whether they have FOD. These
results are consistent with research finding that women with
FOD experience high rates of mental health diagnoses,?-2%-32
prescription drug use,’>=3% or PTSD.>*=3° Women with anx-
iety disorders represented 44% (172/387) of women in this
study. They were 3.5 times more likely to have FOD than
nonanxious women.*’

Cannabis use resulted in more orgasms for sexual
abuse survivors

Sexual abuse survivors’ number 1 sexual complaint is orgasm
difficulty,*! coupled with high rates of PTSD.*2*3 This study
revealed that 33% more women with sexual abuse histories
reported FOD than women without FOD. THC in cannabis
reduces activity in the hippocampus and amygdala,2-** the
parts of the brain that store and react to traumatic mem-
ories.*»*5 This activity may play a role in extinguishing
traumatic memories?* and result in a more positive orgasm
response.
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Cannabis and FOD treatment theories

Several theories explore why cannabis may be an effective
treatment for FOD.*® Dishabituation theory*® proposes that
cannabis lessens the routine of habits,*” such as cognitive
distraction, a known FOD cause,*®>3 and proposes that
dishabituation may positively affect FOD.*® Neuroplasticity
theory proposes that some women learn to orgasm while using
cannabis,*® as seen in comments in this study and anecdo-
tally.!3-%* Cannabis and endocannabinoids, the cannabinoids
created by the human body, are increasingly recognized for
their roles in neural development processes, including brain
cell growth and neuroplasticity.>®

Multimodal treatment theory proposes that women who
use cannabis for any reason may lessen their FOD,*® as noted
by Kasman et al, who found that for each step up of cannabis
use, female sexual dysfunction declined by 21%.° Amygdala
reduction theory proposes that reduced amygdala activity can
positively affect FOD.*® Hypervigilance, anxiety, and PTSD
are responses of the amygdala®’ and commonly impair sexual
response.’®>%0

Limitations

This study may not be generalizable to women who rarely use
or do not use cannabis before sex, women who have never had
an orgasm, or women who do not have female genitalia. The
cultivar of cannabis was not a focus of this study, nor was the
chemotype or amount of cannabis used. The partner’s use or
nonuse was also not evaluated in the study.

Cannabis use before sex did not help all women

Cannabis use before sex did not help all women orgasm.
Among survey respondents, 4% reported never having had an
orgasm, even though they used cannabis before partnered sex.

Conclusions

This study’s findings support 50 years of speculation and
research suggesting cannabis as a treatment for FOD. Key
results of improved orgasm frequency, ease, and satisfaction
for women reporting FOD during partnered sex show the
potential of cannabis becoming a recognized treatment.

Cannabis use before partnered sex appears valuable to
women who use it to treat FOD. Indeed, women with FOD
experienced improvement during partnered sex regardless of
the time frame of cannabis use.

Future research should focus investigations on the potential
of cannabis as a treatment option for women who have been
diagnosed with mental health diagnoses or have a sexual
abuse history. Previous studies have indicated that women
with these conditions experienced more positive orgasmic
responses and greater satisfaction when using cannabis before
sex. It is also essential to explore the use of cannabis as a
treatment for primary anorgasmia, as well as for women who
used to be able to orgasm but are now unable to do so.
This study, with anecdotal reports and less focused studies,
suggests that cannabis may improve orgasmic functioning in
these women as well.!3-5* To further evaluate the effectiveness
of cannabis in treating female sexual dysfunction and deter-
mine the appropriate dosage, it is recommended to conduct
randomized controlled studies.

Supplementary material

Supplementary material is available at Sexual Medicine online.
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2. Apply principles of history and
physical examination to the
woman with sexual dysfunction.

3. Characterize the consensus
paradigms for identification of
sexual problems in women,
hypoactive sexual desire disorder,
and persistent genital arousal
disorder developed by the
International Society for the Study
of Women's Sexual Health.

4. Diagnose and treat woman with
sexual dysfunction presenting in a
community setting with FDA-
approved and off label medical
therapies including estrogen (and
progesterone) and androgen
therapies as well as centrally-
acting drugs.

5. Identify when sexual pain should
be treated surgically.

PROGRAM

Scientific Agenda

7:00-7:02 Welcome & Housekeeping - AUA


https://auau.auanet.org/

7:02-7:05 Webinar/Faculty Introduction — Irwin
Goldstein, MD

7:05-7:20 Physiology, Pharmacology and
Pathophysiology - Noel Kim, PhD

7:20-7:28 History and Physical Examination - Rachel
Rubin, MD
7:28-7:40 Medical Management of Sexual Pain -

Rachel Rubin, MD

7:40-7:52 Medical Management of HSDD - Ashley
Winter, MD
7:52-8:15 Management of Arousal/Orgasm Disorders;

Surgical Management of Sexual Pain Disorders - Irwin
Goldstein, MD

8:15-8:30 Q&A

VENUE

Current Urologic Management of Female Sexual
Dysfunction (2020) will be held virtually on Thursday, June
11 at 7 PM EST.

***Instructions ***


https://auau.auanet.org/

1. Click the "Register" tab.

2. If prompted, click “update your profile”. Otherwise,
click “Take Course”.

3. Click “Start” under Live Webinar in the Course
Progress pane.

4. Click "Join Webinar".

FACULTY

EDUCATION COUNCIL DISCLOSURES

Education Council Disclosures

AUA Office of Education Staff has nothing to disclose.

COURSE DIRECTOR(S)


https://auau.auanet.org/
https://auau.auanet.org/system/files/EC%20Disclosures%20_June%201%2020%20through%20Dec%2031%2020_1.pdf

Irwin Goldstein, MD has a financial relationship (Other)
with AbbVie; financial relationship (Other) with Marius;
financial relationship (Other) with TRT; financial
relationship (Other) with BTL; financial relationship
(Independent contractor) with Pfizer; financial relationship
(Independent contractor) with Strategic Science &
Technologies; financial relationship (Independent
contractor) with Ipsen; financial relationship (Other) with
BTL; financial relationship (Other) with Tissue Genesis;
financial relationship (Other) with Cynosure; financial
relationship (Other) with Plethora; financial relationship
(Independent contractor) with Morari; financial
relationship (Other) with Endoceutics; financial
relationship (Other) with AMAG Pharmaceuticals; financial
relationship (Independent contractor) with International
Society for Sexual Medicine; financial relationship
(Independent contractor) with Trophikos; financial
relationship (Independent contractor) with Coloplast
Corporation.

FAGULTY(S)

Noel Kim, PhD has a financial relationship (Independent

contractor) with San Diego Sexual Medicine; financial
relationship (Independent contractor) with San Diego
Sexual Medicine; financial relationship (Independent
contractor) with Strategic Science and Technologies;
financial relationship (Independent contractor) with
Sprout Pharmaceuticals; financial relationship
(Independent contractor) with Strategic Science and
Technologies; financial relationship (Independent
contractor) with Sprout Pharmaceuticals.

Rachel Rubin, MD has a financial relationship (Other) with


https://auau.auanet.org/node/28743/bio/7268/view
https://auau.auanet.org/node/28743/bio/18866/view
https://auau.auanet.org/node/28743/bio/870/view

IPSEN; financial relationship (Other) with Endoceutics;
financial relationship (Other) with IPSEN; financial
relationship (Other) with Endoceutics ; financial
relationship (Other) with Bayer Healthcare; financial
relationship (Other) with Abbvie; financial relationship
(Other) with Bayer Healthcare; financial relationship
(Other) with Abbvie.

Ashley Winter, MD has no relevant financial relationships
to disclose at this time.

ACCREDITATION

ACCREDITATION:

The American Urological Association (AUA) is accredited by
the Accreditation Council for Continuing Medical Education
(ACCME) to provide continuing medical education for
physicians.

CREDIT DESIGNATION:

The American Urological Association designates this live
activity for a maximum of 1.50 AMA PRA Category 1
Credits™. Physicians should claim only the credit
commensurate with the extent of their participation in the
activity.

OTHER LEARNERS:


https://auau.auanet.org/node/28743/bio/4915/view
https://auau.auanet.org/

The AUA is not accredited to offer credit to participants who
are not MDs or DOs. However, the AUA will issue
documentation of participation that states that the activity
was certified for AMA PRA Category 1 Credit™.

EVIDENCE BASED CONTENT:

It is the policy of the AUA to ensure that the content
contained in this CME activity is valid, fair, balanced,
scientifically rigorous, and free of commercial bias.

AUA DISCLOSURE POLICY:

All persons in a position to control the content of an
educational activity (i.e., activity planners, presenters,
authors) are required to disclose to the provider any
relevant financial relationships with any commercial
interest. The AUA must determine if the individual’s
relationships may influence the educational content and
resolve any conflicts of interest prior to the commencement
of the educational activity. The intent of this disclosure is
not to prevent individuals with relevant financial
relationships from participating, but rather to provide
learners information with which they can make their own
judgments.

RESOLUTION OF IDENTIFIED CONFLICT OF INTEREST:

All disclosures will be reviewed by the AUA Conflict of
Interest (COI) Review Work Group for identification of
conflicts of interest. The AUA COI Review Work Group,
working with the program directors and/or editors, will
document the mechanism(s) for management and
resolution of the conflict of interest and final approval of



the activity will be documented prior to implementation.
Any of the mechanisms below can/will be used to resolve
conflict of interest:

« Peer review for valid, evidence-based content of all
materials associated with an educational activity by
the course/program director, editor, and/or AUA COI
Review Work Group.

e Limit content to evidence with no recommendations

e Introduction of a debate format with an unbiased
moderator (point-counterpoint)

e Inclusion of moderated panel discussion

e Publication of a parallel or rebuttal article for an
article that is felt to be biased

e Limit equipment representatives to providing logistics
and operation support only in procedural
demonstrations

e Divestiture of the relationship by faculty

OFF-LABEL OR UNAPPROVED USE OF DRUGS OR DEVICES:

The audience is advised that this continuing medical
education activity may contain reference(s) to off-label or
unapproved uses of drugs or devices. Please consult the
prescribing information for full disclosure of approved uses.

AUA PARTIGIPANT INFORMATION AND
POLICIES



DISCLAIMER:

The opinions and recommendations expressed by faculty,
authors and other experts whose input is included in this
program are their own and do not necessarily represent the
viewpoint of the AUA.

AUDIO, VIDEO AND PHOTOGRAPHIC EQUIPMENT:

The use of audio, video and other photographic recording
equipment by attendees is prohibited inside AUA meetings.

REPRODUCTION PERMISSION:

Reproduction of written materials developed for this AUA
course is prohibited without the written permission from
individual authors and the American Urological Association.

SPECIAL ASSISTANCE/DIETARY NEEDS:

The AUA complies with the Americans with Disabilities Act
§12112(a). If any participant is in need of special assistance

or has any dietary restrictions, please see the registration
desk.

AVAILABLE CREDIT

1.50 AMA PRA Category 1 Credit™
1.50 Non-Physician Participation

REGISTER/TAKE COURSE


https://auau.auanet.org/

© Please login or register to take this course.

To join the webinar:

1. Click on the TAKE COURSE button.

2. Click “Start” under Live Webinar in the Course
Progress pane.

3. Click "Join Webinar".


https://auau.auanet.org/user/login?destination=node/28743
https://auau.auanet.org/user/register?destination=node/28743

= ACOG | Clinical

Cllg f "

Female Sexual Dysfunction

By reading this page you agree to ACOG's Terms and Conditions.
Read terms


https://www.acog.org/contact/terms-of-use
https://www.acog.org/clinical
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unlikely to discuss it with their health care providers
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a lack of adequate knowledge and training in diagnosis
and management, inadequate clinical time to address
the issue, and an underestimation of the prevalence 2
. The purpose of this document is to provide an
overview of female sexual dysfunction, to outline
updated criteria for diagnosis, and to discuss currently
recommended management strategies based on the

best available evidence.
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Diagnosis

To diagnose female sexual dysfunction, your doctor

may:

¢ Discuss your sexual and medical history. You

-

might be uneasy talking with your doctor abou &)@0
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such personal matters, but your sexuality is a key
part of your well-being. The more upfront you can
be about your sexual history and current
problems, the better your chances of finding an
effective way to treat them.

e Perform a pelvic exam. During the exam, your
doctor checks for physical changes that affect
your sexual enjoyment, such as thinning of your
genital tissues, decreased skin elasticity, scarring

or pain.

¢ Orderblood tests. Your doctor may recommend
blood tests to check for underlying health
conditions that might contribute to sexual
dysfunction.

Your doctor may also refer you to a counselor or
therapist specializing in sexual and relationship
problems.

Treatment




Keep in mind that sexual dysfunction is a problem
only if it bothers you. If it doesn't bother you, there's
no need for treatment.

Because female sexual dysfunction has many possible
symptoms and causes, treatment varies. It's
important for you to communicate your concerns, as
well as to understand your body and its normal sexual
response. Also, your goals for your sex life are
important for choosing a treatment and evaluating
whether or not it's working for you.

Women with sexual concerns most often benefit
from a combined treatment approach that addresses
medical as well as relationship and emotional issues.

Nonmedical treatment for female sexual
dysfunction

To treat sexual dysfunction, your doctor might
recommend that you start with these strategies:




satisfaction. Even if you're not used to talking
about your likes and dislikes, learning to do so
and providing feedback in a nonthreatening way
sets the stage for greater intimacy.

Practice healthy lifestyle habits. Limit alcohol —
drinking too much can blunt your sexual
responsiveness. Be physically active — regular
physical activity can increase your stamina and
elevate your mood, enhancing romantic feelings.
Learn ways to decrease stress so you can focus
on and enjoy sexual experiences.

Seek counseling. Talk with a counselor or
therapist who specializes in sexual and
relationship problems. Therapy often includes
education about how to optimize your body's
sexual response, ways to enhance intimacy with
your partner, and recommendations for reading
materials or couples exercises.

Use a lubricant. A vaginal lubricant may be helpful
during intercourse if you have vaginal dryness or

pain during sex.




e Tryadevice. Arousal may be enhanced with
stimulation of the clitoris. Use a vibrator to
provide clitoral stimulation.

Medical treatment for female sexual
dysfunction

Effective treatment for sexual dysfunction often
requires addressing an underlying medical condition
or hormonal change. Your doctor may suggest
changing a medication you're taking or prescribing a

new one.

Possible treatments for female sexual dysfunction
might include:

e Estrogen therapy. Localized estrogen therapy
comes in the form of a vaginal ring, cream or
tablet. This therapy benefits sexual function by
improving vaginal tone and elasticity, increasing
vaginal blood flow and enhancing lubrication.

The risks of hormone therapy may vary
depending on your age, your risk of other hea



issues such as heart and blood vessel disease and
cancer, the dose and type of hormone and
whether estrogen is given alone or with a

progestin.

Talk with your doctor about benefits and risks. In
some cases, hormonal therapy might require
close monitoring by your doctor.

Ospemifene (Osphena). This medication is a
selective estrogen receptor modulator. It helps
reduce pain during sex for women with
vulvovaginal atrophy.

Androgen therapy. Androgens include
testosterone. Testosterone plays a role in healthy
sexual function in women as well as men,
although women have much lower levels of
testosterone.

Androgen therapy for sexual dysfunction is
controversial. Some studies show a benefit for
women who have low testosterone levels and
develop sexual dysfunction; other studies show
little or no benefit.




¢ Flibanserin (Addyi). Originally developed as an
antidepressant, flibanserin is approved by the
Food and Drug Administration (FDA) as a
treatment for low sexual desire in premenopausal
women.

A daily pill, Addyi may boost sex drive in women
who experience low sexual desire and find it
distressing. Potentially serious side effects
include low blood pressure, sleepiness, nausea,
fatigue, dizziness and fainting, particularly if the
drug is mixed with alcohol. Experts recommend
that you stop taking the drug if you don't notice
an improvement in your sex drive after eight

weeks.

e Bremelanotide (Vyleesi). Bremelanotide is
desire in premenopausal women. This medication
is an injection you give yourself just under the
skin in the belly or thigh before anticipated sexual
activity.

Some women experience nausea, which is more
common after the first injection but tends to



improve with the second injection. Other side
effects include vomiting, flushing, headache and a
skin reaction at the site of the injection.

Potential treatments that need more
research

More research is needed before these agents might
be recommended for treatment of female sexual

dysfunction:

e Tibolone. Tibolone is a synthetic steroid drug
used in Europe and Australia for treatment of
postmenopausal osteoporosis. Due to concerns
over increased risk of breast cancer and stroke in
women taking tibolone, the drug isn't approved

¢ Phosphodiesterase inhibitors. This group of
medications has proved successful in treating
erectile dysfunction in men, but the drugs don't
work nearly as well in treating female sexual

dysfunction. Studies looking into the



effectiveness of these drugs in women show

inconsistent results.

One drug, sildenafil (Revatio, Viagra), may prove
beneficial for some women who have sexual
dysfunction as a result of taking selective
serotonin reuptake inhibitors (SSRIs), a class of
drugs used to treat depression. Don't take
sildenafil if you use nitroglycerin for angina — a
type of chest pain caused by reduced blood flow
to the heart.

Issues surrounding female sexual dysfunction are
usually complex, so even the best medications aren't
likely to work if other emotional or social factors

remain unresolved.

More Information

Female orgasm: No climax with vaginal penetration?
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Lifestyle and home remedies

To boost your sexual health, find ways to be
comfortable with your sexuality, improve your self-
esteem and accept your body. Try practicing these
healthy lifestyle habits:

e Avoid excessive alcohol. Drinking too much
blunts sexual responsiveness.

¢ Don't smoke. Cigarette smoking restricts blood
flow throughout your body. Less blood reaches
your sexual organs, which means you could
experience decreased sexual arousal and
orgasmic response.

e Be physically active. Regular aerobic exercise
increases your stamina, improves your body
image and elevates your mood. This can help you

feel more romantic, more often.

e Make time for leisure and relaxation. Learn ways
to decrease stress, and allow yourself to relax

amid the stresses of your daily life. Being relaxed
can enhance your ability to focus on your sex



experiences and may help you attain more
satisfying arousal and orgasm.

Alternative medicine

More research is needed, but therapies that may help

improve sexual satisfaction include:

¢ Mindfulness. This type of meditation is based on
having an increased awareness and acceptance
of living in the present moment. You focus on
what you experience during meditation, such as
the flow of your breath. You can observe your
thoughts and emotions, but let them pass
without judgment.

e Acupuncture. Acupuncture involves the insertion
of extremely thin needles into your skin at
strategic points on your body. Acupuncture may
have positive effects on low libido and lubrication
difficulties, especially if these problems are




related to the use of some antidepressant

medications.

e Yoga. During yoga, you perform a series of
postures and controlled breathing exercises to
promote a flexible body and a calm mind. Certain
subsets of yoga aim to channel the body's sexual
energy and improve sexual functioning.

There are also some herbal supplements and topical
oils marketed to increase libido and sexual pleasure.
However, these products haven't been well-studied.
One product has estrogen-like properties and may
encourage the growth of breast tumors that need
estrogen to grow. Talk to your doctor before trying any
herbal or topical oil formulations.

Coping and support

At each stage of your life, your level of sexual desire,
arousal and satisfaction can change. To better adapt:




¢ Understand your body and what makes for a
healthy sexual response. The more you and your
partner know about the physical aspects of your
body and how it functions, the better able you'll
be to find ways to ease sexual difficulties.

e Gather information. Ask your doctor or look for
educational materials to learn how issues such as
aging, illnesses, pregnancy, menopause and
medicines might affect your sex life.

e Communicate openly with your partner. Be
flexible in your approach to intimacy with your
partner. Continue to engage in the areas of
intimacy that are working well for the two of you.

e Accept changes that occur. Explore new aspects
of your sexuality during times of transition to

improve your sexual experiences.

Sexual response often has as much to do with your
feelings for your partner as it does with physical
sexual stimuli. Rediscover each other and reconnect.




Preparing for your appointment

If you have ongoing sexual difficulties that distress
you, make an appointment with your doctor. You may
feel embarrassed to talk about sex with your doctor,
but this topic is perfectly appropriate. A satisfying sex
life is important to a woman's well-being at every age.

You might have a treatable, underlying condition, or
you might benefit from lifestyle changes, therapy or a
combination of treatments. Your primary doctor will
either diagnose and treat the problem or refer you to
a specialist.

Here's some information to help you prepare for your
appointment.

What you can do

Gather information about:




often they occur.

¢ Your sexual history. Your doctor likely will ask
about your relationships and experiences since
you became sexually active. He or she also might
ask about any history of sexual trauma or abuse.

¢ Your medical history. Write down any medical
conditions you have, including mental health
conditions. Jot down the names and doses of
medications you take or have recently taken,
including prescription and over-the-counter
drugs.

¢ Questions to ask your doctor. Create a list of
guestions to make the most of your time with

your doctor.

Some basic questions to ask your doctor about your
sexual concerns include:

¢ What might be causing my sexual difficulties?

¢ Do | need medical tests?

¢ What treatment do you recommend?




e |fyou're prescribing medication, are there
possible side effects?

e How much improvement can | reasonably expect

with treatment?

e Are there lifestyle changes or self-care steps that
might help?
¢ Do you recommend therapy?

e Should my partner be involved in treatment?

e Do you have printed material you can give me?
What websites do you recommend?

Don't hesitate to ask other questions that occur to

youl.

What to expect from your doctor

Your doctor might ask a number of personal
guestions and might want to include your partner in
the interview. To help determine the cause of your
problem and the best course of treatment, be ready

to answer questions such as:




What problems are you having?
How much do these problems bother you?
How satisfied are you with your relationship?

Do you become aroused during sexual
interactions with your partner?

Do you have orgasms?

If you've had orgasms in the past but no longer
can, what's different?

Do you have pain with intercourse?
What form of birth control, if any, do you use?

Do you use alcohol or recreational drugs? How

much?

Have you ever had surgery that involved your
reproductive system?

Have you been diagnosed with other medical
conditions, including mental health conditions?




e Have you ever had an unwanted sexual
experience?

What you can do in the meantime

Keep the lines of communication open with your
partner. Be honest about your dissatisfaction or the
problem you have. Consider alternatives for intimacy

and engage in sexual activities that are rewarding for
both of you.
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Dear Dr. Gary French and Medical Cannabis Advisory Board Members,

Thank you for your consideration, comments, and questions regarding adding female orgasm
difficulty/disorder (FOD) as a condition of treatment with medical cannabis. | would like to share a few
follow up comments.

1.

Regarding the conversation about first line treatments, | would like to use PTSD as a
comparative example. | attached an article titled, PTSD Symptom Reports of Patients Evaluated
for the New Mexico Medical Cannabis Program (Greer et al., 2014).
Highlights of the article are as follows:
a. In 2009, New Mexico became the first state to explicitly authorize the use of medical
cannabis for people with PTSD.
b. There were no published studies, other than case reports, of the effects of cannabis on
PTSD symptoms.
c. Eighty (n=80) patients were evaluated and the conclusion was that cannabis is
associated with reductions in PTSD symptoms in some patients.

Since 2009, PTSD has become a condition of treatment with medical cannabis in many US states
and countries worldwide and many studies and randomized controlled trials have taken place
evaluating cannabis as a treatment for PTSD.

To date, cannabis is not listed as a first line treatment by any society or agency that | saw,
including the Mayo Clinic recommended treatments, The Veteran’s Administration, and The U.S.
Department of Veterans Affairs.

Furthermore, the American Psychological Association (APA), does not endorse cannabis for
treatment of PTSD.

Dr. Tishler and | are in the process of conducting a systematic review of journal articles
evaluating cannabis and female orgasm. A total of 697 articles were screened and we are now
analyzing 16 articles (studies), many of which are part of the New Mexico petition to add FOD.
The studies cover a period of 50 years, from 1974 to 2024, totaling more than 5,000 women. We
will share a draft of our paper as it becomes closer to completion provided we are authorized to
do so by the journal that accepts it.

On May 7%, a research study published by Dr. Tishler and myself, titled, Assessment of the effect

of cannabis use before partnered sex on women with and without orgasm difficulty was
published in Sexual Medicine Online, a peer-reviewed journal. Our statistically significant results
revealed that cannabis improved orgasm frequency, ease, and satisfaction in women who
reported orgasm difficulty (n=202) and all women (n=387). Our research expands the 50 years of
research showing that cannabis helps women orgasm and helps women who have FOD.

Thank you again and | look forward to the October 7" meeting.

Most Sincerely,
Dr. Suzanne Mulvehill


https://www.mayoclinic.org/diseases-conditions/post-traumatic-stress-disorder/diagnosis-treatment/drc-20355973
https://www.va.gov/health-care/health-needs-conditions/mental-health/ptsd/
https://www.ptsd.va.gov/professional/treat/txessentials/clinician_guide_meds.asp
https://www.ptsd.va.gov/professional/treat/txessentials/clinician_guide_meds.asp
https://www.psychiatry.org/File%20Library/About-APA/Organization-Documents-Policies/Policies/Position-Cannabis-for-PTSD.pdf
https://www.psychiatry.org/File%20Library/About-APA/Organization-Documents-Policies/Policies/Position-Cannabis-for-PTSD.pdf
https://pubmed.ncbi.nlm.nih.gov/38711949/#:~:text=Among%20participants%20who%20experienced%20challenges,001).
https://pubmed.ncbi.nlm.nih.gov/38711949/#:~:text=Among%20participants%20who%20experienced%20challenges,001).
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APA Official Actions

Position Statement in Opposition to Cannabis as Medicine

Approved by the Board of Trustees, July 2019
Approved by the Assembly, May 2019

“Policy documents are approved by the APA Assembly and Board of Trustees. .. These are . . . position statements that define
APA official policy on specific subjects. . .” — APA Operations Manual

Issue:

The medical use of cannabis has received considerable attention as several states have moved to legalize
cannabis for various purposes. On a national level, cannabis remains a schedule | substance under the
Controlled Substances Act (CSA), the most restrictive schedule enforced by the Drug Enforcement
Administration (DEA). This juxtaposition of practice and policy has prompted many professional medical
organizations to issue official positions on the topic. This statement reflects the position of the American
Psychiatric Association (APA) on the use of cannabis for psychiatric indications.

APA Position:

e There is no current scientific evidence that cannabis is in any way beneficial for the treatment
of any psychiatric disorder. In contrast, current evidence supports, at minimum, a strong
association of cannabis use with the onset of psychiatric disorders. Adolescents are particularly
vulnerable to harm, given the effects of cannabis on neurological development.

e Further research on the use of cannabis-derived substances as medicine should be encouraged
and facilitated by the federal government. The FDA has approved synthetic cannabis-derived
medications for specific indications (examples of medications are Marinol, Syndros, Cesamet
and Epidiolex.) The adverse effects of cannabis, including, but not limited to, the likelihood of
addiction, must be simultaneously studied.

e There is great variability of in the form, dose and potency of cannabis. Furthermore, there are
numerous other compounds in products marketed as cannabidiol or cannabis with unknown
health effects.

e Policy and practice surrounding cannabis-derived substances should not be altered until
sufficient clinical evidence supports such changes.

e If scientific evidence supports the use of cannabis derived substances to treat specific
conditions, the medication should be subject to the approval process of the FDA.

Regarding state initiatives to authorize the use of cannabis for medical purposes:

e Medical treatment should be evidence-based and determined by professional standards of
care; it should not be authorized by ballot initiatives.

© Copyright, American Psychiatric Association, all rights reserved.



o No medication approved by the FDA is smoked. Cannabis that is dispensed under a state-
authorized program is not a specific product with controlled dosages. The buyer has no
complete way of knowing the strength or purity of the product, as cannabis lacks the quality
control of FDA-approved medicines, although in some states the percentage of delta-9-
tetrahydrocannabinol (THC) and cannabidiol (CBD) are listed on the products sold in state-
legalized stores or dispensaries.

e Prescribers and patients should be aware that the dosage administered by smoking is related
to the depth and duration of the inhalation and therefore difficult to standardize. The content
and potency of various cannabinoids contained in cannabis can also vary, making dose
standardization a challenging task.

e Even non-smoked means of consumption, such as edible forms of cannabis, tinctures, and
ointments have variable absorption, bio-availability, and a range of phyto-cannabinoids and
other biologically active compounds which are not measured or controlled for in production.

e Physicians who recommend use of cannabis for “medical” purposes should be fully aware of
the risks and liabilities inherent in doing so.

The APA does not endorse cannabis as medicine.

© Copyright, American Psychiatric Association, all rights reserved.
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PTSD Symptom Reports of Patients
Evaluated for the New Mexico Medical
Cannabis Program

George R. Greer, M.D.?; Charles S. Grob, M.D." & Adam L. Halberstadt, Ph.D.¢

Abstract— Background: New Mexico was the first state to list post-traumatic stress disorder (PTSD)
as a condition for the use of medical cannabis. There are no published studies, other than case reports,
of the effects of cannabis on PTSD symptoms. The purpose of the study was to report and statistically
analyze psychometric data on PTSD symptoms collected during 80 psychiatric evaluations of patients
applying to the New Mexico Medical Cannabis Program from 2009 to 2011. Methods: The Clinician
Administered Posttraumatic Scale for DSM-IV (CAPS) was administered retrospectively and symptom
scores were then collected and compared in a retrospective chart review of the first 80 patients evalu-
ated. Results: Greater than 75% reduction in CAPS symptom scores were reported when patients were
using cannabis compared to when they were not. Conclusions: Cannabis is associated with reductions
in PTSD symptoms in some patients, and prospective, placebo-controlled study is needed to determine
efficacy of cannabis and its constituents in treating PTSD.

Keywords — cannabis, post-traumatic, stress, tetrahydrocannabinol, THC, treatment

INTRODUCTION

In 2009, New Mexico became the first state to explic-
itly authorize the use of medical cannabis for people
with PTSD. Approved patients are allowed to purchase
cannabis from licensed, non-profit growers/producers or
to grow their own supply. The new regulation of cannabis
use for PTSD required evaluation by a psychiatrist certi-
fying: “(1) the aforementioned patient has a debilitating
medical condition and the potential health benefits of the
medical use of marijuana would likely outweigh health
risks for the patient. 2) the aforementioned patient has
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current unrelieved symptoms that have failed other medi-
cal therapies” (New Mexico Department of Health 2012).
Later, psychiatric nurse practitioners were authorized to
conduct the evaluations. As of the most recent report
available at this writing, there were 5,495 active medical
cannabis patients, of whom 1,854 (34%) had PTSD and
1,355 had chronic pain (New Mexico Department of Health
2011).

A literature search of “cannabis AND PTSD” through
PubMed yielded 42 references, some of which reported
a positive association of PTSD with cannabis use (Bonn-
Miller, Vujanovic & Drescher 2011; Cougle et al. 2011), or
abuse and dependence (Cornelius et al. 2010). One article
reviewed the anxiolytic properties of the cannabinoid,
cannabidiol (Schier et al. 2012), and one included a case
report and a thorough discussion on the use of cannabis
as a PTSD treatment and possible mechanisms of action
(Passie et al. 2012).

In one unpublished, open-label pilot study, smoked
medical cannabis containing 23% tetrahydrocannabinol
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(THC) and less than 1% cannabidiol was administered to
29 male Israeli combat veterans with PTSD, with instruc-
tions to smoke it daily (Mashiah 2012). The baseline
score on the Clinician Administered Posttraumatic Scale
for DSM-IV (CAPS) was 98 for the entire group, and post-
treatment scores in three subgroups after four to 11 months
of treatment ranged from 54 to 60.

Soon after the New Mexico PTSD regulation went into
effect, one of the authors [GG] began receiving unsolicited
phone calls in his private practice from people asking to
be evaluated as part of their application to the Program.
In order to avoid evaluating patients who would be unlikely
to qualify, telephone screening was conducted to deter-
mine whether they met the following criteria by self-report:
(1) the experience of and emotional response to a trauma
that met the DSM-IV Criterion A for PTSD; (2) the pres-
ence of several of the major symptoms in Criteria B, C,
and D (reexperiencing, avoidance, and hyperarousal) of
PTSD when not using cannabis; (3) significant relief of
several major PTSD symptoms when using cannabis; and
(4) lack of any harm or problems in functioning resulting
from cannabis use. All patients who met these screening
criteria were evaluated.

The CAPS was utilized during the evaluation to quan-
tify the patients’ symptoms retrospectively with and with-
out cannabis use. The CAPS is a frequently used instrument
in PTSD research that was developed by the National
Center for PTSD and two Veterans Affairs medical centers
(Blake et al. 1995). The instrument asks questions about the
presence of traumatic experiences and the immediate emo-
tional response to them described in DSM-IV Criterion A
for PTSD, and asks for a rating of the frequency and inten-
sity of all 17 symptoms in Criteria B, C, and D on a scale
of 0 to 4. On the CAPS scoring form, the frequency and
intensity scores are added to create a total score for that
symptom; then a total score for all the symptoms within
each criterion, and for all symptom criteria, are calculated.

During the evaluation, patients were asked to answer
the symptom questions for Criteria B, C, and D retrospec-
tively for a time period when they were not using cannabis,
and for a period when they were using it, and scores
were recorded for each period. No urine drug screens were
collected to verify recent cannabis use.

After conducting over 80 such evaluations between
mid-2009 and the end of 2011, all with adults over age
18, CAPS scores were analyzed to assess differences in
PTSD symptoms with vs without cannabis use. The null
hypothesis was that there would be no significant differ-
ence in CAPS scores between the cannabis and no-cannabis
conditions.

MATERIALS AND METHODS

Study procedures were approved by the Institutional
Review Board (IRB) of the Los Angeles BioMedical
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Research Institute at Harbor-UCLA Medical Center.
Retrospective chart review procedures were conducted for
the first 80 patients evaluated by GG for participation in
the New Mexico Department of Health’s Medical Cannabis
Program for PTSD. The data collection procedure began
with GG scanning each of the CAPS scoring forms for
Criteria B, C, and D to a file in .pdf format. The .pdf files
and spreadsheet were then sent to the two other investiga-
tors, CG and AH. Per IRB rules, no identifying information
was extracted from patient records, or seen or retained by
any of the investigators.

CAPS symptom cluster (re-experiencing, avoidance,
and arousal) scores were analyzed using two-way analy-
sis of variance (ANOVA) with time period (no-cannabis
vs. cannabis) as a within-subject factor. When the two-way
ANOVA detected significant main effects of time period
or interactions between time period and symptom cluster,
post-hoc pairwise comparisons were performed by one-
way ANOVA. CAPS scores in patients using cannabis were
also analyzed as %baseline (no-cannabis) scores using
two-tailed one-sample #-tests. Statistical significance was
demonstrated by surpassing an « level of .01.

In addition to statistically analyzing the Criteria B,
C, and D symptom scores, the initial plan was to record
whether the patient met diagnostic criteria for PTSD with
and without cannabis use. However, no single scoring rule
or method of the nine suggested by the CAPS Manual
(Weathers, Ruscio & Keane 1999) was appropriate for this
study. Determining whether someone has or does not have
a PTSD diagnosis based solely on any of the nine CAPS
scoring methods would exaggerate the perception of a dif-
ference that did not reflect the clinical condition of the
person, because the frequency and intensity of all the symp-
toms exist on a continuum. Therefore, a patient who barely
qualified for the diagnosis according to one of the scoring
rules/methods would not be very different from someone
who almost qualified.

RESULTS

CAPS scores for the no-cannabis and cannabis con-
ditions are shown in Figure 1. Within-subject analysis
showed that there was a significant reduction of total CAPS
scores (F(1,79) = 1119.55, p < 0.0001) when patients
were using cannabis (22.5 + 16.9 (mean + S.D.)) com-
pared with the no-cannabis condition (98.8 &= 17.6). There
were also significant reductions in CAPS symptom clus-
ter scores (Cannabis x Cluster: F(2,158) = 39.87, p <
0.0001) in patients using cannabis. Post-hoc analysis con-
firmed that scores were reduced during cannabis use for
Criterion B (core symptom cluster of re-experiencing),
which decreased from 29.5 + 6.4 to 7.3 £ 5.9 (F(1,79) =
734.98, p < 0.0001); Criterion C (numbing and avoidance),
which decreased from 38.2 + 8.4 to 8.7 &+ 8.0 (F(1,79) =
783.73, p < 0.0001); and Criterion D (hyperarousal), which
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FIGURE 1
CAPS Scores for the No-Cannabis and Cannabis Conditions. Data Are Expressed as Group Means + S.D.
*Significant Difference Between CAPS Scores, p < 0.0001.

*significant difference
between CAPS
scores, p < 0.0001
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decreased from 31.0 £ 6.2 t0 6.6 = 6.0 (F(1,79) = 910.79,
p < 0.0001). e TABLE 1
. . . . DSM IV Criteria B, C, and D Scores During the
CAPS scores in patients using cannabis were also . e .
. . No-Cannabis Time Period
analyzed as %baseline (no-cannabis) scores. Use of
cannabis was associated with a reduction of total CAPS
scores to 22.7 & 15.9% of baseline (#(79) = -43.48, p < Criteria Mean S.D. N  Comparison Versus C3
0.0001); similar reductions occurred in Criterion B (24.8 Bl 6.7 12 80 F(1,79) = 362.53, p < 0.0001
+ 18.9%; #(79) = -35.59, p < 0.0001), Criterion C (22.5 B2 57 25 80 F(1,79) = 123.80, p < 0.0001
+ 19.5%; 1(79) = -35.59, p < 0.0001), and Criterion D B3 4129 80 F(1,79) = 4862, p < 0.0001
B4 6.5 1.5 80 F(1,79) =273.24, p < 0.0001
(21.0 £ 17.6%; t(79) = -40.12, p < 0.0001) scores. BS 65 14 80 F(1.79) = 279.16, p < 0.0001
One finding was that only 19 of the 80 patients c1 67 17 80 F(1,79)=266.72, p < 0.0001
reported any score at all for Criterion C3 (inability to recall c2 65 1.6 80 F(1,79) = 308.42, p < 0.0001
an important aspect of the trauma) with no cannabis, and 3 12 24 80
the mean score for C3 was much smaller than the mean Cc4 6.2 2.1 80 F(1,79) =211.79, p < 0.0001
scores for the other 16 criteria (main effect of criteria C5 6.2 2.0 80 F(1,79)=229.73, p < 0.0001
for the no cannabis condition: F(16,1264) = 43.18, p < Co6 59 23 80 F(1,79) = 185.00, p < 0.0001
0.0001). As shown in Table 1, post-hoc analysis confirmed c7 56 28 80 F(1,79) =118.92, p < 0.0001
that the Criterion C3 values for the no-cannabis time period Dl 7.1 17 80 F(1,79) = 339.92, p < 0.0001
were significantly different than the values for all other b2 5.9 22 80 F(1,79)=153.62, p < 0.0001
criteria during the same time period. D3 39 17 80 F(1,79) = 214.04, p < 0.0001
D4 6.3 2.1 80 F(1,79)=221.47,p < 0.0001
D5 5.8 20 80 F(1,79) =178.75, p < 0.0001

DISCUSSION

Patients in this sample reported over 75% reduction in
all three areas of PTSD symptoms while using cannabis.
Because this was a highly select group of pre-screened
patients who had already found that cannabis reduced their
PTSD symptoms and who sought entry to the NM Medical
Cannabis Program to avoid criminal penalties for cannabis
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possession, reports of significant symptom reduction could
be expected. Some degree of intentional or unintentional
exaggeration of symptom differences on the part of the
patients is likely, and some unintentional bias on the
part of the psychiatrist conducting the evaluations is also
possible.
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Another factor is that some patients may have
reported their no-cannabis PTSD symptoms when they
were also experiencing a cannabis-withdrawal syndrome.
Nightmares, anger, and insomnia have been reported as
common symptoms of cannabis withdrawal (Allsop et al.
2011). Those three symptoms are among the 17 symptoms
of PTSD, and so could have resulted in higher no-cannabis
CAPS scores for those symptoms. However, in this retro-
spective chart review, no information was collected on the
length of the time periods without cannabis use. Therefore,
there is no valid way to quantify the degree to which
cannabis-withdrawal symptoms may have increased the
CAPS scores for those three PTSD symptoms. However,
even with the above confounding variables, the amount of
reported symptom relief is noteworthy.

Furthermore, the variability in scores with cannabis
use was relatively high, with the standard deviation being
almost equal to the mean total scores and the scores of
the three symptom clusters. If patients had consistently
reported frequent and severe symptoms without cannabis
and almost no symptoms with cannabis in order to make
sure they qualified for the Program, one would expect
less variability in the cannabis scores. Finally, the rela-
tively consistent reporting of low or “0” scores on Criterion
C3 without cannabis (see Table 1) is another indication that
most patients were not malingering by exaggerating their
no-cannabis scores for every single symptom in order to
qualify for the program. In fact, their reporting low scores
for this symptom is consistent with psychometric litera-
ture on the CAPS: “Finally, with the exception of amnesia,
the prevalence of each of the 17 core PTSD symptoms
on the CAPS was significantly greater in participants with
PTSD than in those without PTSD, indicating robust dis-
crimination between the two groups” (Weathers, Keane &
Davidson, 2001).

Because only patients who reported benefit from
cannabis in reducing their PTSD were studied, no con-
clusions can be drawn as to what proportion or type of

PTSD Symptom Reduction with Medical Cannabis

PTSD patients would benefit from treatment with cannabis
or its constituents. The reported anxiolytic properties of
cannabidiol may partly explain the reported benefit, though
the cannabis in the Israeli study reportedly contained
almost no cannabidiol (Mashiah 2012). That small, open-
label prospective study comes closer to showing a benefit,
at least for people with combat-related PTSD. It has also
been reported that the synthetic cannabinoid nabilone can
reduce the incidence and severity of nightmares in PTSD
patients (Fraser 2009).

The finding that use of cannabis can reduce symptoms
of PTSD is consistent with preclinical evidence showing
that the endocannabinoid system is involved in the regula-
tion of emotional memory. There is extensive evidence that
cannabinoids may facilitate extinction of aversive mem-
ories (de Bitencourt, Pamplona & Takahashi 2013). For
example, in rodents, the full CB1 receptor agonist WIN
55,212-2 (Pamplona et al. 2006; Pamplona, Bitencourt
& Takahashi 2008) and the fatty acid amide hydrolase
inhibitor AM404 (Pamplona et al. 2006; Chhatwal et al.
2005) facilitate extinction of conditioned fear. Given the
role that the endocannabinoid system plays in fear extinc-
tion, it is possible that the marked reduction in PTSD
symptomatology reported with cannabis use in the present
study was due to facilitated extinction of fear memories.
Additional studies are necessary to identify the specific
mechanism by which cannabis use attenuates the symptoms
of PTSD.

CONCLUSION

Though currently there is no substantial proof of the
efficacy of cannabis in PTSD treatment, the data reviewed
here supports a conclusion that cannabis is associated with
PTSD symptom reduction in some patients, and that a
prospective, placebo-controlled study of cannabis or its
constituents for treatment of PTSD is warranted.
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CLINICAL PRACTICE
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Sexual Dysfunction in Women

Susan R. Davis, M.B., B.S., Ph.D.

This Journal feature begins with a case vignette highlighting a common clinical problem.
Evidence supporting various strategies is then presented, followed by a review of formal guidelines,
when they exist. The article ends with the author’s clinical recommendations.

A 54-year-old woman presents with low libido, diminished arousal, and anorgasmia.
She had undergone a hysterectomy and bilateral salpingo-oophorectomy at 49 years
of age owing to menorrhagia and a family history of ovarian cancer. She has been
using transdermal estradiol patches and topical vaginal estradiol and has no meno-
pausal symptoms or dyspareunia. She is in a loving relationship with no major life
stressors, does not have depression, and takes no other medication. All other clinical
characteristics, including her weight and blood pressure, are normal. She has re-
cently become aware that there may be treatment options for low libido and would
like to discuss these with you. How would you respond?

THE CLINICAL PROBLEM

ECAUSE THERE IS NO UNIVERSAL DEFINITION OF NORMAL SEXUAL FUNC-

tion, what constitutes sexual difficulty is determined by a person’s subjec-

tive definition of unsatisfactory sexual well-being. The condition is usually
described as unsatisfactory interest, arousal, orgasm, or other aspects of sexuality
(e.g., sexual self-image), and the symptoms often coexist. The term “sexual dys-
function” is used when at least one of the symptoms is of substantial concern to
the affected person.! Sexual dysfunction negatively affects mental health, vitality,
and social functioning and has an overall effect on quality of life that is of similar
magnitude to that associated with chronic back pain or diabetes.?

CLASSIFICATION OF SEXUAL DYSFUNCTION IN WOMEN
The classification of sexual dysfunction in women continues to evolve, with the
International Classification of Diseases and Related Health Problems, 11th revision (ICD-11),
providing substantive changes to the classification, and hence the diagnosis, of
sexual dysfunctions.? The ICD-11 recognizes that sexual response is influenced by
a complex interplay of biologic, psychological, and social factors (Table 1). Hence,
sexual dysfunction is no longer defined as either related to or caused by a disease
or medication (organic) or independent of an identifiable cause (nonorganic).? This
change is clinically important because it allows for associated factors to be recog-
nized and, when possible, managed but does not prevent persons with associated
factors from receiving treatment for sexual dysfunction.

Another modification is that the ICD-11 no longer categorizes all sexual dys-
functions according to male or female sex, because most determinants of sexual
response are not sex-specific. Only arousal disorder in women and erectile dysfunc-
tion in men remain categorized as sex-specific sexual dysfunctions.? Unlike the Diag-
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KEY POINTS

SEXUAL DYSFUNCTION IN WOMEN

« Sexual dysfunction in women is common and is associated with impaired well-being and quality of life.
« Many women with sexual dysfunction will not seek care unless prompted by their health care provider.
However, there are no evidence-based screening recommendations for sexual dysfunction as part of

routine care.

« Sexual well-being is determined by a complex interplay of biologic, psychological, and sociocultural
factors. Therefore, an assessment of sexual dysfunction involves a comprehensive review of the
patient’s general health and psychosocial circumstances and a history of the patient’s use of
prescription and nonprescription medications and other drugs.

« Management pathways for sexual dysfunction include lifestyle modification, counseling and
psychosexual therapies, physical therapy, and pharmacologic therapy.

nostic and Statistical Manual of Mental Disorders, fifth
edition,* the ICD-11 has retained hypoactive sex-
ual desire dysfunction and arousal dysfunction
as separate conditions because they have differ-
ing etiologic characteristics and risk factors and,
in most cases, are associated with different psy-
chological and biologic interventions.! Table 1
provides descriptions of sexual dysfunctions.

Although sexual pain disorders may contrib-
ute to other sexual dysfunctions,’ both sexual pain
disorders and persistent genital arousal disorder
are classified separately in the ICD-113 and are
not discussed in detail here. However, vaginal
symptoms that cause dyspareunia are common,
and treatment options are described below.

PREVALENCE OF SEXUAL DYSFUNCTION IN WOMEN

Contemporary data regarding the prevalence of
sexual dysfunction across the adult female life
span are limited, in part because several epide-
miologic studies have excluded women who were
either sexually inactive or unpartnered or did not
include assessments of the degree to which the
sexual concern caused distress, which is a neces-
sary criterion for the identification of sexual dys-
function. In addition, findings from some stud-
ies are difficult to reconcile owing to the use of
different questionnaires for sexual function and
sexual distress. For example, in a population-based
German study involving 2059 women, 19.4% of
the younger participants (18 to 24 years of age)
and 31.5% of the older participants (46 to 55 years
of age) had low desire; hypoactive sexual desire
dysfunction with severe distress in the previous
12 months was reported in 6.2% of participants
in the younger age group and 7.3% of participants
in the older age group.® In contrast, a contempo-
raneous population-based Australian study involv-

ing 10,554 women who answered validated ques-
tionnaires showed that 27.4% and 58.9% of women
18 to 24 years of age and 45 to 49 years of age,
respectively, had low desire, and 12.2% and 31.6%,
respectively, had hypoactive sexual desire dys-
function.” The discrepancies between the studies
reflect different wordings of the questions used,
combined with the severity of distress required
to classify a participant as having a dysfunction.
Nonetheless, both show that low desire progres-
sively increases with age, and sexually-associated
distress concurrently declines, so that the peak
in hypoactive sexual desire dysfunction in women
emerges during midlife (Fig. 1).

The prevalence of arousal dysfunction and
orgasm dysfunction is also unclear. The percent-
ages of women with unspecified arousal dysfunc-
tion that have been reported in population-based
studies are 3 to 9% among women 18 to 44 years
of age,**° 5 to 7.5% among women 45 to 64
years of age,®® and 3 to 6% among women 65
years of age or older.®® Anorgasmia with distress
has been reported to affect 7 to 8% of women
younger than 40 years of age, approximately 5 to
7% of women 40 to 64 years of age, and 3 to 6%
of women 65 years of age or older in studies
conducted in Europe, the United States, and
Australia.®®?

The most common sexual difficulty with as-
sociated distress in women younger than 40 years
of age is poor sexual self-image, a characteristic
that was observed in 13.4% of women of this age
group in a large Australian study.”’ Risk factors
for low sexual self-image dysfunction included
breast-feeding, overweight and obesity, and having
a partner.”® A disturbing finding was that 30%
of the participants scored above the threshold
for sexually related personal distress but did not
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Table 1. Summary of ICD-11 Classification of Sexual Dysfunction in Women.*

Dysfunction Category Manifestation or Description

Hypoactive sexual desire dysfunctiony Absence or marked reduction in desire or motivation to engage in sexual
activity as manifested by any of the following: reduced or absent spon-
taneous desire, reduced or absent responsive desire to erotic cues and
stimulation, or inability to sustain desire or interest in sexual activity
once initiated

Despite the desire for sexual activity and adequate sexual stimulation,
absence or marked reduction in any of the following: genital response
(vulvovaginal lubrication, genital engorgement, or genital sensitiv-
ity), nongenital responses (hardening of nipples, flushing of skin, or
increased heart rate, blood pressure, or respiration rate), or feelings of
sexual arousal (sexual excitement and sexual pleasure)

Sexual arousal dysfunctiony

Orgasmic dysfunction Absence or marked infrequency of the orgasm experience or markedly
diminished intensity of orgasmic sensations, including marked delay
in orgasm, despite desire for sexual activity and orgasm and adequate

sexual stimulation

Other or unspecified sexual dysfunction Not specified

* For classification purposes, symptoms should have been episodic or persistent over a period at least several months
and associated with clinically significant distress. Etiologic considerations include associations with any of the follow-
ing: a medical condition, injury, or the effects of surgery or radiation treatment; psychological or behavioral factors,
including mental disorders; use of psychoactive substance or medication; lack of knowledge or experience; associated
with relationship factors; cultural factors; and other specified etiologic considerations (e.g., gender incongruence,
changes in anatomy, pregnancy, postpartum status). ICD-11 denotes the International Classification of Diseases and

Related Health Problems, 11th revision.

T Subcategories include lifelong, acquired, generalized, situational, and unspecified.

have a specific sexual difficulty.”® Although sev-
eral factors were independently associated with
nonspecific sexual distress (receiving current treat-
ment for infertility, taking psychotropic medica-
tion, smoking, alcohol consumption, and being
in paid employment) other potential determinants,
such as relationship issues and abuse, were not
captured.

COMMON CONTRIBUTING HEALTH CONDITIONS

Estrogen insufficiency is a hallmark of menopause,
hypothalamic amenorrhea, hyperprolactinemia,
hypopituitarism, and antiestrogen therapy (aroma-
tase inhibitors or selective estrogen-receptor mod-
ulators). Low sexual desire may be related to estro-
gen-insufficiency symptoms such as hot flashes
and night sweats, mood change, sleep disturbance,
or vulvovaginal dryness.!! Low testosterone levels
have not been consistently associated with low
orgasm satisfaction; however, in one analysis,
when sociodemographic factors were taken into
consideration, low testosterone was indepen-
dently associated with low orgasm satisfaction
in premenopausal women.!® Serum testosterone
levels have not been consistently associated with
sexual function in postmenopausal women,'*!3
but representative studies that use a more pre-

cise measurement of testosterone are still need-
ed. Other endocrine disorders associated with a
greater likelihood of sexual dysfunction include
adrenal insufficiency (including adrenal suppres-
sion by systemic glucocorticoids),™* diabetes,'* and
polycystic ovary syndrome.®

Chronic disease, particularly conditions that
reduce mobility or cause chronic pain, mental
health conditions, pelvic-organ prolapse, and
cancer therapy may all contribute to sexual dys-
function.! An array of psychosocial factors may
underlie sexual dysfunction, including relation-
ship difficulties, poor self-image, past or cur-
rent abuse, stressors, and sociocultural beliefs
and expectations.'” Both depressive symptoms
and psychotropic medications are independent-
ly and bidirectionally associated with sexual
dysfunction.®

Findings from a randomized, controlled trial
suggest that the use of combined oral contracep-
tives may cause low sexual desire.”® However,
simply switching contraceptive pills can provide
substantial improvement in sexual function, irre-
spective of the androgenicity of the progestin in
the new preparation.?’ Other common medications
can cause sexual dysfunction — notably cardiac
and antihypertensive medications."
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Figure 1. Prevalence of Sexual Dysfunction in a
Representative Sample of 10,554 Women in a
Community-Based Australian Study.”

Women 18 to 39 years of age completed the Profile of
Female Sexual Function (PFSF), and all others com-
pleted the Female Sexual Function Index (FSFI). Re-
sponses of “never” or “seldom” to the question “How
often in the past 30 days did the following statement
apply to you? ‘I felt sexual desire”” on the PFSF indi-
cated low desire, and responses of “almost never or
never” or “a few times” to the question “How often
did you feel sexual desire and interest?” on the FSFI
indicated low desire (Panel A). Sexually associated
distress was assessed among women in all age groups
with the use of the Female Sexual Distress Scale—
Revised (Panel B). Hypoactive sexual desire dysfunc-
tion was defined as the presence of both low desire
and sexually associated distress (Panel C). Percentag-
es shown are absolute percentages, with I bars indi-
cating 95% confidence intervals.

STRATEGIES AND EVIDENCE

ASSESSMENT
Available data suggest that less than 50% of
persons with sexual difficulties that cause them
distress seek help.”* Persons younger than 35 years
of age are most likely to seek support from the
Internet, whereas older persons are more likely
to consult a doctor.”! This difference highlights
the potential importance of incorporating screen-
ing for sexual difficulties in routine clinical care,
although there are no available screening trials
evaluating this strategy.

It is crucial to recognize that women who are
unpartnered or sexually inactive may have sexual
dysfunction®® and that sexual dysfunction does
not have an age limit. One strategy to ascertain
information regarding a patient’s sexual function
is to pose an open-ended question as to whether
the patient has any sexual concerns.>* It is help-
ful to normalize the conversation by reassuring
the patient that sexual concerns are common. If
a concern is identified, a simple framework can
be applied that comprises eliciting the patient’s
story; providing a name to or, if more appropri-
ate, reframing the concern in a meaningful way
for the patient; acknowledgment of the issues
and challenges being met by the patient; and ei-
ther making time for further assessment or, if
preferred by the patient, referring the patient for
care.*? This approach informs treatment options
that are described below.

Full assessment will guide the management
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and referral pathways (Table 2). Establishing the
recency of onset and whether the problem is gen-
eralized, situational, or partner-specific is impor-
tant. For example, life-long sexual dysfunction is
addressed by means of psychosocial care, whereas
dysfunction that arises after bilateral oophorec-
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Table 2. Checklist of Factors to Be Considered in the
Assessment of Sexual Dysfunction in Women.

Biologic and hormonal factors

Sex-hormone insufficiency

Depression

lliness

Fatigue

Urinary incontinence

Prescription and nonprescription medication
Alcohol or other drug use

Intrapersonal development history

Trauma (sexual, physical, emotional, or medical)
Negative emotions (anxiety, fear, shame, or guilt)
Poor body image

Gender-identity concerns

Level of education

Expectation of negative outcomes

Past disappointing or painful sex

Interpersonal issues

Lack of a partner

Relationship discord

Absence of emotional intimacy

Contextual factors

Lack of privacy

Safety concerns

Emotional rapport

Cultural norms and religious beliefs

Lack of appropriate stimuli

Lack of knowledge regarding sexual stimulation

Partner’s ill health or sexual dysfunction

tomy may be effectively treated with hormone
replacement. A full history will provide informa-
tion about menstrual irregularity in premeno-
pausal women (possibly due to stress or to hor-
monal disorders such as hyperprolactinemia or
polycystic ovary syndrome), vulvovaginal atrophy
symptoms that occur after menopause (e.g., vagi-
nal dryness or irritation [dyspareunia]), pelvic
floor disorders (urinary incontinence, fecal in-
continence, or prolapse, which may contribute
to loss of desire), gynecologic surgery (residual
discomfort or concerns about sex), dyspareunia,
and vaginismus. Both prescription and nonpre-
scription medications, as well as alcohol con-
sumption and the use of other drugs, may affect

sexual function, so their use should be ascer-
tained.

Physical examination should be guided by the
medical history, such as breast examination for
galactorrhea if hyperprolactinemia is suspected.
Similarly, biochemical assessments and imaging
should be performed on the basis of the medical
history and examination findings. Hormone mea-
surement and other biochemical testing should be
performed only to identify a clinically suspected
endocrinopathy or to monitor a known condition.
Measurement of testosterone levels offers no diag-
nostic usefulness because there is no serum tes-
tosterone level below which a female patient can
be classified as being testosterone-deficient.”
Serum testosterone should only be measured to
provide a baseline value if testosterone therapy is
to be initiated.”

MANAGEMENT

The management of sexual dysfunction should
be guided by the patient’s concerns and wishes,
as well as by their physical and psychological
health and social circumstances, and may involve
a partner. Treatment options are summarized in
Table 3.

Attention should be given to potentially mod-
ifiable factors. When possible, medications known
to be associated with sexual dysfunction, most
commonly antidepressant therapy, should be
modified or changed. Lifestyle interventions
may reduce sexual difficulties.*® For example, a
post hoc analysis involving women with diabetes
and obesity showed that lifestyle intervention
might reduce generalized sexual dysfunction, with
28% of persons included in the analysis no lon-
ger meeting the diagnostic criteria for sexual
dysfunction after lifestyle interventions, as com-
pared with 11% of those who received supportive
care.”!

Psychosocial interventions are frequently ef-
fective in treating sexual dysfunction.* These
interventions may be in the form of sexual coun-
seling, body awareness counseling, cognitive ther-
apy, couples counseling, or referral to a psycholo-
gist (if a mood disorder is identified). Targeted
sexual therapy may involve pelvic-floor relax-
ation training, vaginal dilator therapy (in women
with vaginismus),” and clitoral devices that may
improve clitoral sensation and orgasm in women
with an arousal disorder.”® The efficacy of each of
these interventions is difficult to quantitate be-
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cause studies have included small, heterogeneous
samples across different age ranges and with dif-
ferent outcomes.?*?5424

PHARMACOTHERAPY

Although estrogen therapy is not a treatment for
generalized sexual dysfunction, hormone therapy
should be considered for menopausal symptoms
that are troubling to the patient, because symp-
tom relief may reduce sexual symptoms. Dyspa-
reunia due to estrogen insufficiency can be treated
with a local topical vaginal estrogen cream,
pessary, or ring; prasterone (a form of dehydro-
epiandrosterone for vaginal use); oral ospemifene;
or vaginal moisturizers.** Vaginal erbium and
carbon-dioxide laser therapy have been promoted
for relief of dyspareunia. However, in 2018 the
Food and Drug Administration warned against
the use of these therapies owing to insufficient
evidence to support their efficacy and safety for
the treatment of dyspareunia.®

Flibanserin and bremelanotide are approved
in the United States for treatment in premeno-
pausal women with generalized, acquired hypo-
active sexual desire dysfunction. Flibanserin is
thought to disinhibit pathways involved in sexu-
al desire. Studies involving both premenopausal
and postmenopausal women with hypoactive
sexual desire dysfunction showed sufficient ef-
ficacy for the approval of flibanserin for pre-
menopausal women in the United States.® The
efficacy of flibanserin is modest.>! In a meta-
analysis of eight trials including 5914 partici-
pants, flibanserin was shown to have increased
the number of satisfying sexual experiences per
month by 0.5 but with considerable side effects
(e.g., dizziness, somnolence, nausea, and fa-
tigue). Bremelanotide is a melanocortin receptor
agonist that is thought to increase dopamine
release and thus increase excitation in brain re-
gions that are associated with sexual desire.*® A
combined analysis of two trials involving 1267
participants showed a modest improvement in
sexual desire and decrease in distress related to
low sexual desire with bremelanotide but more
nausea, flushing, and headache side effects than
with placebo.??

There are no therapies approved in North
America for postmenopausal women with hypo-
active sexual desire dysfunction, but testosterone
has been prescribed off-label for hypoactive sexu-
al desire dysfunction since the 1940s.* A trans-

dermal testosterone patch was approved in Eu-
rope for surgically postmenopausal women having
hypoactive sexual desire dysfunction despite ad-
equate estrogen therapy,® but the patch was re-
moved from the market by the manufacturer
when the approval was not extended to naturally
menopausal women, despite clinical trial data
showing efficacy of the patch in those women
that was similar to that seen in surgically post-
menopausal women.*® A transdermal 1% testos-
terone cream* has been approved in Australia
for the treatment of postmenopausal women with
hypoactive sexual desire dysfunction.

An international task force evaluated the
available clinical trial data and concluded that
transdermal testosterone therapy, which restores
serum testosterone levels to approximately those
seen in premenopausal women, is moderately ef-
fective for the treatment of postmenopausal hypo-
active sexual desire dysfunction. Table 3 provides
a summary of the trial evidence.” The task force
recommended against the use of oral testoster-
one therapy owing to potential adverse effects
related to lipoprotein levels and inconsistent ab-
sorption.” Clinical trial data have shown that
transdermal testosterone, when administered at
the recommended doses, may cause a small but
significant increase in the likelihood of acne,
growth of facial or body hair, and weight gain,
and long-term safety data are lacking.**

Nonetheless, it has been estimated that more
than 2 million prescriptions of testosterone are
written each year for women in the United States,
many of which are probably for compounded
preparations.”® Compounded formulations are
not subject to requirements for pharmacokinetic
profiling, and their uncertain absorption may
cause overdose and harm.?® The international
task force recommendation that if an approved
female-specific testosterone formulation is un-
available and testosterone therapy is considered
indicated for treatment of postmenopausal hypoac-
tive sexual desire dysfunction, the preferred option
is a fractionated dose of a regulator-approved male
formulation.”® When transdermal testosterone is
prescribed, regular monitoring of serum testos-
terone concentrations and clinical assessment for
signs of androgen excess are recommended.”

Systemic dehydroepiandrosterone therapy has
not been shown to improve sexual dysfunction
in randomized, double-blind clinical trials involv-
ing women with intact adrenals®! or with adrenal

N ENGLJ MED 391;8 NEJM.ORG AUGUST 22/29, 2024

The New England Journal of Medicine
Downloaded from negjm.org at New Mexico on September 30, 2024. For personal use only.
No other uses without permission. Copyright © 2024 Massachusetts Medical Society. All rights reserved.

741



The NEW ENGLAND JOURNAL of MEDICINE

2(%6 1T 1) aydepeay ‘(%07 ur) Buiysny [edey
‘(asn yum anjosal Kew ‘syuaned o 940t) BasneN

eduaLuitedLul JaAI| JO UOIIEDIPALU 10}

-11Yul $YEdAD SU0.IS JUBLNDUOD YIIM pajed

-IpuleJjuod ‘ulasueqly Sunje) Jayye 4o 310jaq

1y Z uiynm pawinsuod joyod|e 3uipiedas uoi

-ned ‘adodufs pue uoisuajodAy enusjod o}
Buimo (9487) an3iey 4o ‘UoIIEPIS ‘DDUIOULIOS

@ZSSau
-}21Y} [B1I12WOPUS 3SEJDUl ABL ‘SISBIPIPUED
pue adseydsip [euiSen ‘swoidwis Jojowosep

0s234BYDSIp euidep

ocduspuadap uone|nwioy
pue asop ‘uled jseaiq pue ‘3uipas|q [eulSea
‘siseipipued |eul3eAoANA ‘a31eydsip [euidep

,zSuaqeJed urejuod Jo ‘Ayjinow wuads Jred
-W1 ‘uoljelll 3sned Aew awos ‘AIBA SjuSN}IISUOD)

a|qedijdde 10N

9|qeoidde joN

SJU9A] |3SJaApY |eljuajod

2¢SIUBAS [BNX3S A101DB)SIIES Paseald

-U1 40} 9DUIPIAS OU (G JO 34005 |B10] 9|qIS

-sod e Jo 1no @duaJaylp ulod-G¢ Q) ogadeld
"SA 9JIS9P |ENXS UO 129)J9 1SIPOLU JO 9DUIPIAT

we(Lpuow
Jad sjuana [enxas A1o1oejsies [eUOIIIPPE G9°0
03 6" A|91ewixoidde) 19}y 1S9poL JO SDUIPIAT

gzuomduNy
|enxas ul juaLwanoidLl Jo 9DUIPIAS 1BISPOA

s-elunaiedsAp Suidnpai jo aduapirs uoils

:SUOI1B|NWIOJ
[|e ur AoBd1a Je|ILUIS Yyum ‘elunaledsAp pue
ssaukip |euideA 1o} umoys Aed14d 21eJ3pO|

sz4zB1UNnaedsAp paonpai 1oy aduapirs Suois

gz,zBlUN2IedSAp paonpai 1o} 92USPIAS 91BIBPOIN

seuoiieindod juainjed o3 Suipiodde salep

svzSuonendod
Sunayip ul sjewy [jews wody Ajuewd (sauep

9duapIAg Jo Yi8uans

F(Auanoe
|ENX3S 910439 UIW G A|SN0aUBINDGNS paJalsiulupe Sw G/ T) aplioue|awaig

& (swiipaq 1e Aj1ep aouo A||eo uael Sw QQT) uLdsueqi|4

uawom |esnedouswaid ur uoiduNsAp a1isap [enxas aalpdeodAH

i (A|1ep 9ouo A|jeso uaxe; 3w 9) 19|qe1 auajiwadsO
T(Apydiu 3w g'9) pasul suosdlseld

(skep £ 4oy o uayy ‘skep 1 40} Ajiep aduo Ajjeuidesesyul
3 7 01 6°0 Jo asn 21|24 40y panosdde-yq4) wesd sad 3w Gz9'0 weasd uad
-04159 pajedn(uod pue ‘skep og A19ns pade|dai ‘Aep 1ad 3w /0070 Jo asop
e 1e panosdde-yq4) Suu Sw-z joipesysa {(m uad sawiy z 4o T paydde 8 1
uayl “m z 01 T 404 Ajiep 3 01 7 Jo asop e 1e panoidde-yq4) Weaid %100
|oipeJsa ¢ (ym 4ad sawiy z uays Hm ¢ 4oy Aydiu 3 goo) 198 jo11sa (m
Jad sawin z uayr Ym ¢ 1oy AIySiu Sw 6 ) wieasd |ousa (m 4ad sawin ¢
10 z uayy M z 4oy Apy3iu Sw §'p) 3|nAo |ouIsa (m uad sawiy ¢ Jo Z uayl
“m z 40y Apy3iu 3w 10" 4o asop e 1e panosdde-y@4) 19|qe1 [euideA |oipel1s]

uawom |esnedouswisod ur ssaukip [euiSep
,¢SS9UDI0S pUE ‘Yo ‘SSaUAIp 10) SIdZIINISIow [euldep

a22KUAIIDE [BNXSS Y1IM PI]BIDOSSE SSaUAIp [euiSen Joj sjueduqnT

elunaledsAp Suisned ssaukip |euidep
LAdesayrooew.eyq

J1apiosip
[ESNOJE INOYHM 4O YiM WwseSio ‘uoreduqn| ‘uonesuas anoidwi Aew adiA
-9p winnoeA |eJolld panoidde-yq4 ‘AdesayrorsAyd ooy oinjad — Adesays [edishyd

suonuaniajul [e1os ‘Adesayy sajdnod ‘Adesays aainiu
-300 ‘ssauaseme Apoq ‘uljasunod pue uoledINPa [enxas — Adesayy [e120soydAsd

Adesayrooewaeyduon

juswieas] pue Kio3are)

»'suondQ juswieal paziudoday ‘¢ 3|qe L

AUGUST 22/29, 2024

NEJM.ORG

N ENGL ) MED 391;8

742

The New England Journal of Medicine
Downloaded from nejm.org at New Mexico on September 30, 2024. For personal use only.

No other uses without permission. Copyright © 2024 Massachusetts Medical Society. All rights reserved.



CLINICAL PRACTICE

Hypoactive sexual desire dysfunction in postmenopausal women

Acne, increased hair growth, and weight gain.*

Low-quality clinical trial evidence for this for-

Transdermal testosterone 1% cream (0.5 to 1 ml applied topically once daily);

mulation®; strong evidence for transdermal

off-label in most countries; female-specific 1% transdermal testosterone

cream approved in Australia and South Africa

testosterone overall**; increase in 1-1.4 satis-

factory sexual events per month?®=

Headache, flushing, and dyspepsia.’’

Genital arousal dysfunction in premenopausal and postmenopausal women

Improved subjective arousal in small double-

Sildenafil for spinal cord injury—associated arousal dysfunction (50 mg taken
before sexual encounter)®

blind trial®®
Low-quality evidence from small open-label trial*’

Sildenafil for antidepressant-associated arousal dysfunction (50 mg taken

before sexual encounter)®’

Low-quality evidence from small open-label trial*®

Tadalafil for type 1 diabetes-associated arousal dysfunction (5 mg daily)*

* Specialized interventions for sexual pain disorders or hyperactive sexual desire dysfunction are not included. FDA denotes Food and Drug Administration.

T The availability of hormonal and nonhormonal treatments and indications for use from regulatory bodies vary among countries.

I This use is FDA-approved.
§ This use is approved in Canada for persons up to 60 years of age.
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insufficiency.>? Bupropion and buspirone are psy-
chotropic medications that have been used off-
label in patients with sexual dysfunction, but
efficacy and safety data are insufficient, and cur-
rently neither therapy can be recommended.?”

Effective pharmacotherapies for arousal and
orgasm dysfunction are lacking. Small studies
suggest potential benefits of phosphodiesterase-5
(PDE5) inhibitors for arousal difficulties in wom-
en with spinal cord injury®® and antidepressant-
associated arousal dysfunction.®” PDF5 inhibitors
have also shown promise for the treatment of
genital arousal dysfunction in women with type
1 diabetes.* There is no evidence of benefit of
PDF5 inhibitor therapy in healthy women with
arousal dysfunction.”

GUIDELINES

The International Society for the Study of Wom-
en’s Sexual Health has published processes of
care for the identification of sexual concerns
and problems in women' and for the assessment
of hypoactive sexual desire dysfunction.”” The
processes of care are valuable resources for en-
hancing the skills and capabilities of both pri-
mary health care providers and medical special-
ists. The Global Consensus Position Statement on
Testosterone for Women, developed and endorsed
by leading women’s health groups worldwide and
available in 14 languages, provides comprehen-
sive guidance regarding the use of testosterone
therapy in women.?® The recommendations in this
article align with these guidelines.

AREAS OF UNCERTAINTY

Clarification of the prevalence of sexual dysfunc-
tion relies on an investment in quality epidemio-
logic studies that are inclusive of all women, ir-
respective of gender identity, sexual preference,
and partner status. Furthermore, the understand-
ing of the physiology of female sexuality has been
constrained by the necessary reliance on animal
models, anatomical and functional studies in-
volving humans, and imaging. The uncertainty of
the biologic features of the brain in sexual func-
tion in women hinders the understanding of dys-
function and in turn the development of pharma-
cotherapies. Clinical trials to further evaluate
available psychosocial interventions and pharma-
cotherapies are still needed. Consequently, treat-
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ment algorithms, particularly regarding arousal
and orgasm dysfunction, remain inadequate be-
cause they are limited to modification of contrib-
uting factors, counseling, and physical therapies.

CONCLUSIONS AND
RECOMMENDATIONS

With regard to the patient described in the vi-
gnette, I would seek to identify relationship issues,
major psychosocial contributors, or modifiable
factors and to determine whether the loss of libido
was of meaningful concern to the patient. If the

diagnosis of hypoactive sexual desire dysfunction
was established, I would address any psychoso-
cial issues as appropriate, and I would discuss
treatment options. In most countries, the ap-
proach would involve off-label pharmacotherapy,
with the most evidence-based option currently
being the administration of transdermal testos-
terone at a dose appropriate for a female patient.
Unfortunately, this case highlights the ongoing
inadequacy of treatment options for women with
sexual dysfunction.

Disclosure forms provided by the author are available with the
full text of this article at NEJM.org.
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