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Many women experiencing postmenopausal dyspareunia do not
mention it at routine office visits. In this article, the author guides
women'’s healthcare providers in starting the conversation to identify
the problem, performing an evaluation to confirm the presence of an
underlying cause—most likely genitourinary syndrome of menopause

(GSM)—and implementing an individually tailored approach to diminish
both GSM symptoms and the resulting dyspareunia.
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s women reach menopause

and beyond, declining lev-

els of estrogen lead many
of them to experience genitourinary
syndrome of menopause (GSM).
GSM is manifested in part by vul-
vovaginal atrophy (VVA) symptoms
that can result in painful sexual
intercourse, or dyspareunia. This
article provides an overview of GSM,
covers the impact of GSM on quality
of life (QOL), guides women'’s health-
care providers (HCPs) in starting
the conversation about GSM and its
effects with patients, reviews the pa-
tient evaluation process, and helps
HCPs select the most appropriate
option(s) for women seeking treat-
ment for postmenopausal dyspa-
reunia. Many options for improving
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GSM symptoms and dyspareunia
exist—options that can be individu-
ally tailored to each woman'’s goals,
needs, and desires and even take
into account her budget and com-
fort zone.

Overview of GSM

About 50% of postmenopausal
women report experiencing GSM,
defined as a collection of signs and
symptoms associated with a decrease
in estrogen and other sex-steroid
hormones that leads to changes in
the lower reproductive tract (ie, labia
majora/minora, clitoris, vestibule,
introitus, and vagina) and the lower
urinary tract (ie, urethra, bladder).!2
GSM symptoms, listed in the Box,
progress with increasing age and time
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from menopause and are unlikely to
resolve without intervention.

In terms of the vulvovaginal region
in particular, estrogen loss leads to
thinning and drying of vulvar tissue;
graying and gradual loss of pubic hair;
atrophy of the prepuce of the clitoris,
exposing the glans clitoris; diminu-
tion of the labia minora; narrowing
and loss of elasticity of the vaginal
walls, making them more friable, with
petechiae sometimes noted; short-
ening and constriction of the vaginal
canal; a reduction of glandular secre-
tions; and an increase in vaginal pH,
which affects the microbiome of the
vagina.

In addition to estrogen loss, other
factors can play a role in precipitating
or exacerbating GSM. Such factors
include smoking, nulliparity, lack of
sexual activity, poor overall health,
certain physical diseases (eg, diabetes,
cancer), certain mental illnesses (eg,
anxiety, depression), use of certain
medications/substances (eg, opioids,
alcohol, selective serotonin reuptake
inhibitors), and loss/absence of a sex
partner.

Symptoms of GSM, specifically
those related to VVA, are associated
with a diminution in QOL, including
the quality of a woman'’s sexual activi-
ties and relationships.
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ered” by these symptoms.”
Box. Symptoms of genitourinary syndrome of menopause e The REVIVE (REal Women’s Views

e |rritation, burning, or itching of vulva/vagina

e Vaginal/vulvar dryness

o Vaginal discharge

o Decreased lubrication with sexual activity

o Discomfort or pain during sex

» Postcoital burning and/or bleeding

o Decreased arousal, orgasm, and/or desire

o Dysuria, overactive bladder, urinary tract infection

o A cross-sectional Internet survey
of more than 7,000 women from
the United States or Western Eu-
rope showed that VVA symptoms
were associated with clinically
meaningful decrements in QOL
that were similar to those expe-
rienced by women with arthritis,
chronic obstructive pulmonary
disease, asthma, or irritable bowel
syndrome.?

¢ In Women'’s Voices in the Meno-
pause, a slightly smaller survey
(N = 4,246) that also included
Canadian women and that was
conducted by interview, 52% of
participants reported that VVA
symptoms had at least some de-
gree of adverse impact on their
sex life, self-esteem, marriage/
relationship, and/or social life;
38% reported that their discom-
fort had not affected them much;
and 32% reported that vaginal
discomfort made them feel old
and diminished their QOL.#

¢ A survey of British women who
took a sexual health survey on a
menopause website (N = 1,002)
showed that 53% reported vag-
inal discomfort.> Despite this
discomfort, only 20% discussed it
with an HCP. In terms of manag-
ing symptoms, 12% were using a
prescribed treatment, 24% were
using an over-the-counter (OTC)
treatment, and 64% were doing
nothing. In addition, 61% of the
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women hid their vaginal dry-
ness/discomfort from their part-
ner, 42% made excuses to avoid
intercourse, and 60% reported
losing confidence in themselves
because of their symptoms.

The CLOSER (ClLarifying Vaginal
Atrophy’s Impact On SEx and
Relationships) survey of 4,100
women and 4,100 men from the
United States, Canada, and West-
ern Europe evaluated the impact
of VVA on physical and emo-
tional aspects of sexual relation-
ships between postmenopausal
women and their male partners.®
Among the women, 28% did not
tell their partners when they first
encountered vaginal discomfort,
mainly because they thought “it
was just a natural part of grow-
ing older” or because they were
“embarrassed.” Main adverse
consequences of VVA were hav-
ing sex less often, having less
satisfying sex, and putting off
having sex.

A US study of an ethnically
diverse group of women (N =
745) who completed the DIVA
(Day-to-Day Impact of Vaginal
Aging) questionnaire showed
that among those who reported
vaginal dryness (76%), itching
(43%), irritation (29%), or sore-
ness (14%) and/or dyspareunia
(30%), 64% to 81% were “a little
bit bothered or moderately both-
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of Treatment Options for Meno-
pausal Vaginal ChangEs) survey,
completed by more than 3,000
postmenopausal US women,
revealed that VVA symptoms
reduced their enjoyment of sex
(59%) and interfered with their
sleep (24%), enjoyment of life
(23%), and/or mood (23%).8
Most women did not know that
VVA symptoms could be caused
by menopause or hormonal
changes. Almost half had never
discussed their symptoms with
an HCP. Although 40% of the
women with VVA symptoms said
they expected their HCP to ask
them about their symptoms, the
HCP initiated the conversation
only 13% of the time. Similarly,
only 19% of the women reported
being asked about sexual health
during a routine office visit. The
most common reasons for not
mentioning VVA symptoms to
HCPs were the assumption that
they were a natural part of aging
or that they were not bother-
some enough at the time. Other
reasons for failure to mention the
problem included embarrassment,
a belief that menopause-related
changes were irreversible, and
lack of awareness about available
treatments.

Starting the
conversation

Results of these surveys and ques-
tionnaires suggest that women
need much more information
about GSM, VVA, and dyspareunia,
and that HCPs need to be the ones
providing this information. HCPs
can start by saying “Menopause
can bring unexpected changes for
many women with regard to their
sex life, bladder function, or com-
fort of the vaginal and vulvar skin,’
and then asking questions such as
the following:
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e Do you feel dry in the vulvovagi-
nal area?

e Do you experience pain when
you're having sex?

o Are you satisfied with your sex-
ual functioning?

e Do you have any urinary symptoms?

e Do you tend to get urinary tract
infections associated with sex?

e Do you wear pads for urine leakage?

e Do you ever leak urine during sex?

e Do you have a health condition
that might affect your quality of
life, sex life, or your vulvovaginal
skin or sensations?

HCPs should phrase these ques-
tions in ways that take into account
each woman'’s level of understand-
ing, language/cultural background,
and comfort zone.

The PLISSIT model can be used
to determine the different levels of
intervention for each patient®:

e Permission: Validate her con-
cerns and encourage her to talk
about her concerns.

e Limited Information: Once a con-
cern has been identified, offer
targeted information about it.

e Specific Suggestions: Focus
treatment on her goals and/or
most bothersome concern.

e Intensive Therapy: If indicated,
refer her to a specialist (eg, sex
therapist, pelvic floor physical
therapist).

Examination

Pelvic examination of a postmeno-
pausal woman who reports pain
during intercourse should start
with inspection of the vulvovaginal
and urethral areas, followed by a
Q-tip test to localize and quantify
the pain. The HCP should check
for provoked pain in a systematic
fashion, starting at the inner thigh.
The cotton tip is pressed gently
enough to dent the surface 1 mm;
the patient’s pain level (0-10 on a
Likert-type scale) and superficial
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muscle responses are noted. The
HCP proceeds to test the labia
majora, labia minora, clitoris and
hood, perineum, and vestibule to
delineate areas of tenderness.

Next, the HCP should perform a
speculum exam. Physical findings
in a woman with GSM may include
erythema and thinning of vulvovag-
inal tissues; urethral caruncle; labia
minora resorption; loss of rugae
and hymenal remnants; decreased
moisture and elasticity; and tissue
fraqility, fissures, and petechiae.
Wet mount findings will likely in-
clude vaginal pH > 5.0, increased
parabasal cells, and decreased su-
perficial cells.

If signs of GSM-related changes
are noted on the exam, the HCP can
use these physical findings as the
starting point for questions about
GSM symptoms and dyspareunia,
which the patient may have denied
when her history was taken. The pro-
active HCP can say, “During the pel-
vic exam, | noticed [fill in the blank].
So I am wondering whether you
might be feeling some vaginal dry-
ness or discomfort. And maybe, as
a result, you might be experiencing
pain during sex, upon entry, and/
or with deep penetration.” Because
of the trusting patient-HCP rela-
tionship that has been established,
the woman may feel comfortable
in confiding that, yes, she is having
pain with intercourse. The HCP can
use the Marinoff scale to categorize
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the dyspareunia as follows: 0 = no
pain with intercourse; 1 = pain with
intercourse that does not preclude
its completion; 2 = pain with inter-
course that requires interruption or
discontinuation; and 3 = pain with
intercourse so intense that the act is
not performed at all.'®

Of note, dyspareunia may be
caused or aggravated by the pres-
ence of other diagnoses. These
entities, which must be ruled out
or identified and treated, include
vaginal infections such as yeast or
inflammatory vaginal discharge, vul-
var dystrophies (eg, lichen sclerosus,
lichen planus), vulvodynia, vestib-
ulodynia, vaginismus, pelvic floor
muscle (PFM) dysfunction, pelvic
organ prolapse, overactive bladder,
and interstitial cystitis.

Management of
postmenopausal
dyspareunia

Goals of management are to relieve
GSM symptoms, facilitate sexual
activity according to the woman’s
desires, and improve quality of life.
In all cases, a woman'’s specific pref-
erences determine the goals.

Initial treatment
For some women, the source of dys-
pareunia may be as simple as irrita-
tion resulting from use of perfumed
soaps. Therefore, the first step—for
these women and, in fact, for nearly
all women—is to implement a pro-
tective skin-care routine. Women
should use fragrance-free, hypoaller-
genic products and avoid use of po-
tential irritants, including feminine
washes, perineal wipes, and even
certain types of toilet paper.

If irritant avoidance is insufficient
in resolving dyspareunia and a
woman wants to continue or re-
sume sexual activity—which itself
has vulvovaginal health-promoting
effects—she has several inexpensive
options that are available on gro-
cery store and drugstore shelves or
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on Internet websites. For example,
she can try using a lubricant imme-
diately before and/or during sex.
Lubricants, the effects of which are
temporary, reduce vaginal tissue
irritation due to friction. OTC lubri-
cants are available in oil-, water-, and
silicone-based liquid or gel formula-
tions. Although these products are
generally safe, the woman should be
advised that some of them contain
ingredients that may themselves in-
duce dermatologic reactions.
Moisturizers differ from lubricants
in that these are applied internally
at regular intervals and are longer
acting. They are made of bioadhe-
sive polymers and are designed to
provide long-term relief of vaginal
dryness.!! They need not be reap-
plied before sexual intercourse.
OTC oil-, water-, and silicone-based
moisturizers are available. For some
women, a vegetable-based oil such
as olive, coconut, or soybean can be
a cost-effective option if applied on
a daily basis. If a woman's symptoms
persist after using lubricants and
moisturizers and she is still look-
ing to avoid pain during sex, then
HCPs should focus on reversing her
VVA-related changes.

Hormonal treatments
Formulations in this category in-
clude vaginal estrogen therapy (ET)
and two non-estrogen therapies,
oral ospemifene and intravaginal
dehydroepiandrosterone (DHEA),
also known as prasterone. Of note,
black cohosh has no estrogenic
effects on the vagina and is not
recommended as a treatment for
GSM-related dyspareunia.

Vaginal estrogen therapy

Vaginal ET is US Food and Drug
Administration (FDA) approved and
preferred over systemic ET as first-
line therapy for GSM symptoms.'2
Vaginal ET preparations, which can
be a cost factor for women based on
insurance coverage and deductibles
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include creams, tablets, softgel cap-
sules, and rings. Creams and tablets
are used twice weekly; the ring is
changed every 3 months. Vaginal ET
restores the genitourinary tract anat-
omy, increases superficial vaginal
cells, reduces vaginal pH, and treats
symptoms of VVA. According to the
North American Menopause Society
(NAMS), vaginal ET decreases sexual
dysfunction, including dyspareunia,
by increasing lubrication, blood flow,
and sensation in vaginal tissues.'?

In addition to their efficacy, low-
dose vaginal ET products are gener-
ally safe and users’blood estrogen
levels remain in the postmenopausal
range. At the same time, the prescrib-
ing information for these products
carries the standard black-box warn-
ings for estrogen-alone and estro-
gen-progestogen treatment risks.
HCPs should prescribe the lowest
vaginal ET dose for the shortest dura-
tion, consistent with a woman'’s treat-
ment goals and risk profile. Although
progestogen therapy is not neces-
sarily needed with low-dose vaginal
ET to protect the uterus, randomized
clinical trial data are lacking beyond
1 year. Postmenopausal bleeding in
women using low-dose vaginal ET
must be thoroughly evaluated.'?

Because of a potential risk for
small increases in circulating estro-
gens, the decision to use low-dose
vaginal ET in a woman with breast
cancer is made in conjunction with
her oncologist.'2 This recommen-
dation is particularly important for a
woman using an aromatase inhibitor
(Al) with suppressed plasma levels of
estradiol, although no increased risk
was seen in an observational trial of
breast cancer survivors using tamoxi-
fen or an Al with low-dose vaginal ET
over a mean follow-up of 3.5 years.'3

Ospemifene

Ospemifene is a selective estrogen
receptor modulator approved for
the treatment of dyspareunia as-
sociated with GSM.'* This estrogen
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agonist/antagonist has tissue-selec-
tive effects, including a nearly full
estrogen agonist effect on the vagi-
nal epithelium, while having neutral
to slight estrogenic effects on the
endometrium.'* Ospemifene should
not be taken with any form of ET or
other estrogen agonist/antagonist
because the safety of concomitant
use of ospemifene with either of
these agents has not been studied.’?
Because ospemifene has mild estro-
genic effects on the endometrium,
concurrent use of a progestogen to
protect the uterus should be consid-
ered in nonhysterectomized women
to reduce the risk for endomettrial
cancer.'> Of note, the use of pro-
gestogens with ospemifene therapy
was not evaluated in clinical trials
conducted prior to its approval.

Ospemifene, taken orally at a dos-
age of 60 mg/day, has been shown to
improve sexual function significantly,
specifically in the domains of sexual
pain, arousal, and desire, in symp-
tomatic women.'® This medication
should be taken with food, which
increases its bioavailability by 2- to
3-fold. The most common side effects
of ospemifene are hot flushes, vag-
inal discharge, muscle spasms, and
increased sweating.!” Its prescribing
information includes a black-box
warning about increased risk for en-
dometrial cancer and cardiovascular
adverse events (stroke and deep ve-
nous thrombosis).

Prasterone

Intravaginal DHEA, or prasterone,

is an inactive endogenous steroid
converted locally inside the vaginal
cells into active androgens and
estrogens. This once-daily vaginal
suppository containing prasterone
6.5 mg is approved to treat moder-
ate-to-severe dyspareunia related to
GSM.'8 The prescribing information
for this product has no black-box
warnings.'® The main side effect is
vaginal discharge related to melting
of the suppository.
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Daily intravaginal prasterone
treatment has been shown to exert
clinically and statistically significant
beneficial effects on the four copri-
mary objectives of VVA treatment: a
decrease in the percentage of vag-
inal parabasal cells, an increase in
the percentage of vaginal superficial
cells, a decrease in vaginal pH, and
a reduction in the severity of dyspa-
reunia.2C In this study, gynecologic
evaluation showed that prasterone
users experienced improvements in
vaginal secretions, epithelial integ-
rity, epithelial surface thickness, and
color.20 Serum steroid concentra-
tions remain within postmenopausal
levels. Consistent with the strictly
local action of treatment, no major
prasterone-related adverse effects
have been reported.

Other treatment options
Therapies that can be used in addition
to or instead of hormone treatment
include vaginal dilators, pelvic floor
physical therapy (PT), and laser treat-
ment (experimental for this indica-
tion).

According to NAMS, gentle
stretching of the vagina with the use
of lubricated vaginal dilators of gradu-
ated sizes can help restore and main-
tain vaginal function.?’ Re-initiating
regular sexual activity once vaginal
penetration is comfortable will help
maintain vaginal health.2! Similarly, a
vibrator can be used therapeutically
to stimulate blood flow and maintain
vaginal function in women with or
without a partner.22

Pelvic floor PT, ideally provided by
a physical therapist with specialized
training in pelvic floor disorders, may
be useful in women with nonrelax-
ing or high-tone PFM dysfunction
triggered by painful sexual activity
related to GSM.22 This treatment en-
tails PFM awareness/training and the
use of biofeedback. Efficacy of this ap-
proach was shown in an Italian study

16 April 2020

of 206 postmenopausal women with
GSM who received intravaginal estriol,
alone or with pelvic floor PT.23 Inan
individual case study, a 77-year-old
woman with GSM-related dyspareu-
nia showed improvement in symp-
toms and the quality of her sex life
following the addition of a 12-week
course of pelvic floor PT to her vaginal
ET regimen.2*

The FDA has approved fractional
laser treatment for “incision, excision,
ablation, vaporization, and coagula-
tion of body soft tissues in medical
specialties, including aesthetics, der-
matology, plastic surgery, podiatry,
ENT, gynecology, neurosurgery, den-
tal oral surgery and genitourinary sur-
gery, but not as a treatment for VVA.2
Laser therapy stimulates production
of collagen to create healthier skin.
Preliminary observational data have
shown some potential benefits with
the use of this technology in treating
patients with VVA, but additional
data are needed to further assess
the efficacy and safety of this proce-
dure for this indication. The series of
laser treatments that are needed are
expensive and are not covered by
health insurance.

Marketing and use of laser therapy
have continued in spite of known
issues. On July 30,2018, the

FDA
stated that “the safety and effective-
ness of energy-based devices for
treatment of these conditions has not
been established” and warned that
“the treatment of these symptoms or
conditions by applying energy-based
therapies to the vagina may lead to
serious adverse events, including
vaginal burns, scarring, pain during
sexual intercourse, and recurring/
chronic pain’”

Finally, the American College of
Obstetricians and Gynecologists
reaffirmed its committee opinion in
2018 and stated that its members
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should be “cognizant of the evidence
regarding innovative practices”and
should be wary

The
International Continence Society/
International Society for the Study of
Vulvovaginal Disease also has issued
a best practice consensus document
to guide clinicians on the clinical role
of laser therapy for vulvar and vaginal
treatment.26

Conclusion

Postmenopausal women who are ex-
periencing GSM-related dyspareunia
and who want to resume sexual inter-
course have a variety of therapeutic
options. If initial conservative mea-
sures such as the use of lubricants
and/or moisturizers are insufficient,
they can try a hormonal treatment
such as vaginal ET, oral ospemifene,
or intravaginal prasterone. They can
consider adjunctive therapies such

as graduated dilators and pelvic floor
PT. Women's HCPs can initiate the
conversation about postmenopausal
dyspareunia with their patients, who
may not feel comfortable broaching
the topic, and they can educate them
about the problem, evaluate them,
and offer them a treatment that is
individually tailored to their goals,
needs, desires, cultural background,
and comfort zone. °
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