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Touch

50% of post-menopausal women, after childbirth, hormonal changes and
medications, experience a diverse range of symptoms and side effects
including: dryness, itching, and painful intercourse, which affect Quality of Life.

The SeleneTouch micro-ablative laser energy is dispensed in a controlled and
uniform distribution into the vaginal wall tissue. The superior design allows
the SeleneTouch laser to ablate small micro spots of tissue, while leaving the
adjacent tissue intact, thus promoting faster tissue regeneration. This natural
tissue regeneration process promotes the restoration of pre-menopausal
metabolic activity including new collagen, elastin, and vascularization of the
vaginal mucosa.

Increased collagen production, thicker vaginal mucosa, and natural
restoration of the ablated vaginal tissue allow post-menopausal women
to return to their normal lifestyle with comfort, confidence, and
improved Quality of Life.

Call now for a representative: 877.275.8760

www.SeleneTouch.com
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* Immediate Improved Quality of Life
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Not enough women are receiving
treatment for bothersome
menopausal symptoms

The objective of this special issue is to enhance how
you respond to and manage patients’ sexuality and
menopausal symptom concerns

Andrew M. Kaunitz, MD
€€ | | elp! My patients are asking me about sex and meno-

pause concerns. What do I tell them?” I often receive

this query from young ObGyns who, as they transi-
tion from training, encounter clinical scenarios different from
those stressed during residency. Staying up to date and feeling
comfortable addressing sexuality and menopausal symptom
management in midlife women is a challenge not just for young
ObGyns but for all of us,' and unfortunately women with bother-
some menopausal symptoms often are not evaluated or treated.** With this in mind,
I believe you will find the 4 articles in this special issue of OBG MANAGEMENT, au-
thored by nationally-prominent expert clinician/researchers, brimming with recent
evidence combined with authorative clinical recommendations.

Two fundamental truths regarding menopause are that, while vasomotor
symptoms (VMS) improve over time, vulvovaginal atrophy (also referred to as geni-
tourinary syndrome of menopause, or GSM) worsens in untreated women.* In their
article on page S2, Drs. Sheryl Kingsberg and Michael Krychman provide expert ad-
vice regarding recognition and practical management of GSM.

While homone therapy (HT) remains the gold standard approach to treating
menopausal VMS,? some patients either have contraindications to use of HT or pre-
fer non-HT strategies. On page S10, Drs. Juliana Kling and JoAnn Manson use 2 cases
to update readers on the latest evidence addressing US Food and Drug Administra-
tion (FDA)-approved as well as off-label prescription medications, over the counter
supplements, and nonmedication-based strategies to address bothersome VMS.

Five selective estrogen receptor modulators are now FDA approved for a di-
verse array of indications. In their review on page S18, Drs. James Liu and Gretchen
Collins update readers regarding this increasingly important class of medications.

We often hear our midlife patients say, “My sex life is down in the cellar. What
can be done about this?” In her article on page S30 addressing sexuality concerns
of midlife women, Dr. Kellogg Spadt offers among others, tips for handling arousal
concerns and addressing pelvic floor disorders with the goal of helping their midlife
patients, “bring intimacy back into their relationships.”

I am confident that you will find this special issue not only hones your knowl-
edge and skills regarding sexuality and menopausal management but also will lead
to satisfied midlife patients in your practices.

References
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Dr. Kaunitz is Professor and Associate Chairman, Department of Obstetrics and Gynecology,
University of Florida College of Medicine-Jacksonville. Dr. Kaunitz serves on the OBG MANAGEMENT
Board of Editors and is the Guest Editor for this special issue.

Dr. Kaunitz reports that his department at the University of Florida receives clinical trial support from
Bayer and TherapeuticsMD and that he serves on the contraception advisory boards for Allergan, Bayer,
and Pfizer.
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Mitigating the impact of genitourinary
syndrome of menopause on sexuality

Up to half of postmenopausal women may experience symptoms of GSM
that adversely affect their lifestyle, sexual function, and relationships.

An array of treatments are available to help alleviate your patients’
discomfort and improve their vaginal and sexual health.

Sheryl Kingsberg, PhD, and Michael Krychman, MD

I
Women with GSM
need not sufferin
silence, since a wide
variety of treatments
are available to reduce
symptoms and restore
function

S2

enitourinary syndrome of meno-

pause (GSM) is defined as a col-

lection of symptoms and signs
associated with declining levels of estrogen
and other sex steroids during the meno-
pause transition that impacts the labia ma-
jora and minora, clitoris, vestibule/introitus,
vagina, urethra, and bladder. Symptoms may
include genital dryness, burning, irritation,
lack of lubrication despite sexual arousal,
pain during sexual activity, impaired sexual
function, and urinary tract symptoms.' The
term vulvovaginal atrophy (VVA) is sub-
sumed under the more comprehensive GSM

Dr. Kingsberg is Division Chief, Ob/Gyn
Behavioral Medicine, University Hospitals
Case Medical Center, and Professor,
Reproductive Biology and Psychiatry,
Case Western Reserve University

School of Medicine, Cleveland, Ohio.

Dr. Krychman is Executive Director,
Southern California Center for Sexual
Health and Survivorship Medicine
Inc., Newport Beach, California.

Dr. Kingsberg reports that she has served as a consultant for
Acerus, EndoCeutics, Materna, Novo Nordisk, Nuelle, Pfizer,
and TherapeuticsMD and has stock options for Viveve.

Dr. Krychman reports that he has served as a consultant and on
the speakers bureau for Noven Therapeutics, Pfizer, and Shion-
ogi and has received research support from NERI Science.
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definition in which all the genitopelvic ana-
tomic structures are considered. The North
American Menopause Society (NAMS) has
published practice guidelines that illustrate
clinical assessment, diagnosis, and treat-
ment options for GSM.

CASE Pain during sexual activity is affecting
her relationship
A 55-year-old married woman presents to you,
her gynecologist, for her well-woman visit. She
has no chronic medical illnesses and currently
is not taking any medications. During review of
symptoms you uncover that, since about 1 year
after her last menstrual period 5 years ago, she
has been experiencing increasing discomfort
during sexual intercourse. Sexual activity is
now very painful. She describes the pain as
“tearing” but she “grins and bears it.” Her geni-
tal sensations are also muted, and she reports
a decrease in orgasmic intensity and increase
in latency. She wants to enjoy intercourse again
and is worried that her symptoms are causing
marital problems with her husband of 20 years.
The patient is apprehensive about using any
hormone therapy because of her family his-
tory; both her mother and her maternal aunt
had breast cancer at age 68 and 73 years,
respectively.

How would you further evaluate and coun-
sel this patient, and what treatment options
would you recommend?

CONTINUED ON PAGE S5
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Important Safety Information for Healthcare Providers

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR
DISORDERS, BREAST CANCER and PROBABLE DEMENTIA

See Full Prescribing Information for complete Boxed Warning

Estrogen-Alone Therapy

e There is an increased risk of endometrial cancer in a woman with a
uterus who uses unopposed estrogens

e Estrogen-alone therapy should not be used for the prevention of
cardiovascular disease or dementia

e The Women'’s Health Initiative (WHI) estrogen-alone substudy reported
increased risks of stroke and deep vein thrombosis (DVT)

e The WHI Memory Study (WHIMS) estrogen-alone ancillary study of the
WHI reported an increased risk of probable dementia in postmenopausal
women 65 years of age or older

Estrogen Plus Progestin Therapy

e Estrogen plus progestin therapy should not be used for the prevention
of cardiovascular disease or dementia

e The WHI estrogen plus progestin substudy reported increased risks of

e stroke, DVT, pulmonary embolism (PE), and myocardial infarction (MI)

e The WHI estrogen plus progestin study reported increased risks of
invasive breast cancer

e The WHIMS estrogen plus progestin ancillary study of WHI reported an
increased risk of probable dementia in postmenopausal women 65
years of age and older

Divigel® should not be used in women with undiagnosed abnormal
genital bleeding; known, suspected, or history of breast cancer; known or

suspected estrogen-dependent neoplasia; active DVT, PE, or history of these

conditions; active arterial thromboembolic disease or a history of these

conditions; known anaphylactic reaction or angioedema to Divigel®; known
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deficiency, or other known thrombophilic disorders; or known or suspected

pregnancy.
Estrogens increase the risk of gallbladder disease.
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severe hypertriglyceridemia or cholestatic jaundice occurs.

Monitor thyroid function in women on thyroid replacement therapy.

The most common adverse reactions (incidence = 5 percent) are breast
tenderness, metrorrhagia, vaginal mycosis, nasopharyngitis, and upper
respiratory tract infection.

Patients should be started with the lowest effective dose and the dose
should be evaluated periodically.

Alcohol-based gels are flammable. Patients should avoid fire, flame or
smoking until the gel has dried.

Please see Full Prescribing & Safety Information. For more information
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(1-877-958-3784) or calling 1-800-FDA-1088
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Divigel® (estradiol gel) 0.1%
Brief Summary of Prescribing Information

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR DISORDERS, BREAST CANCER and PROBABLE DEMENTIA
Estrogen-Alone Therapy
Endometrial Cancer

There is an increased risk of endometrial cancer in a woman with a uterus who uses unopposed estrogens. Adding a progestin
to estrogen therapy has been shown to reduce the risk of endometrial hyperplasia, which may be a precursor to endometrial
cancer. Adequate diagnostic measures, including directed or random endometrial sampling when indicated, should be undertaken
to rule out mali in women with und: istent or recurring abnormal genital bleeding.

Cardiovascular Disorders and Probable Dementia
Estrogen-alone therapy should not be used for the prevention of cardiovascular disease or dementia. The Women's Health

substudy reported a statistically non-significant increased risk of ovarian cancer. After an average follow-up of 5.6 years, the relative risk for
ovarian cancer for CE plus MPA versus placebo was 1.58 [95 percent Cl, 0.77-3.24]. The absolute risk for CE plus MPA versus placebo was
4 versus 3 cases per 10,000 women-years.” In some epidemiologic studies, the use of estrogen plus progestin and estrogen-only products,
in particular for 5 or more years, has been associated with an increased risk of ovarian cancer. However, the duration of exposure associated
with increased risk is not consistent across all epidemiologic studies, and some report no association. Probable Dementia- In the WHIMS
estrogen-alone ancillary study of WHI, a population of 2,947 hysterectomized women 65 to 79 years of age was randomized to daily CE
(0.625 mg)-alone or placebo. After an average follow-up of 5.2 years, 28 women in the estrogen-alone group and 19 women in the placebo
group were diagnosed with probable dementia. The relative risk of probable dementia for CE-alone versus placebo was 1.49 (95 percent Cl,
0.83-2.66). The absolute risk of probable dementia for CE-alone versus placebo was 37 versus 25 cases per 10,000 women-years®. In the
WHIMS estrogen plus progestin ancillary study, a population of 4,532 postmenopausal women 65 to 79 years of age was randomized to
daily CE (0.625 mg) plus MPA (2.5 mg) or placebo. After an average follow-up of 4 years, 40 women in the CE plus MPA group and 21 women
in the placebo group were diagnosed with probable dementia. The relative risk of probable dementia for CE plus MPA versus placebo was
2.05 (35 percent Cl, 1.21-3.48). The absolute risk of probable dementia for CE plus MPA versus placebo was 45 versus 22 cases per 10,000
. When data from the two populations in the WHIMS estrogen-alone and estrogen plus progestin ancillary studies were pooled

Initiative (WHI) estrogen-alone substudy reported increased risks of stroke and deep vein (DVT) in
women (50 to 79 years of age) during 7.1 years of treatment with daily oral conjugated estrogens (CE) [0.625 mg]-alone, relative
to placebo.
The WHI Memory Study (WHIMS) estrogen-alone ancillary study of WHI reported an increased risk of developing probable
dementia in postmenopausal women 65 years of age or older during 5.2 years of treatment with daily CE (0.625 mg)-alone, relative
to placebo. It is unknown whether this finding applies to younger postmenopausal women.
In the absence of comparable data, these risks should be assumed to be similar for other doses of CE and other dosage forms of
estrogens.

with or without should be
with treatment goals and risks for the individual woman.

Estrogen Plus Progestin Therapy

at the lowest effective doses and for the shortest duration consistent

Cardiovascular Disorders and Probable Dementia
Estrogen plus progestin therapy should not be used for the prevention of cardiovascular disease or dementia.
The WHI estrogen plus progestin substudy reported increased risks of DVT, pulmonary embolism (PE), stroke and myocardial
infarction (MI) in postmenopausal women (50 to 79 years of age) during 5.6 years of treatment with daily oral CE (0.625 mg)
combined with medroxyprogesterone acetate (MPA) [2.5 mg], relative to placebo.
The WHIMS estrogen plus progestin ancillary study of the WHI reported an increased risk of developing probable dementia in
postmenopausal women 65 years of age or older during 4 years of treatment with daily CE (0.625 mg) combined with MPA (2.5
mg), relative to placebo. It is unknown whether this finding applies to younger postmenopausal women.

Breast Cancer

The WHI estrogen plus progestin substudy also demonstrated an increased risk of invasive breast cancer. In the absence of
comparable data, these risks should be assumed to be similar for other doses of CE and MPA, and other combinations and dosage
forms of estrogens and progestins.

as planned in the WHIMS protocol, the reported overall relative risk for probable dementia was 1.76 (95 percent Cl, 1.19-2.60). Since both
ancillary studies were conducted in women 65 to 79 years of age, it is unknown whether these findings apply to younger postmenopausal
women®. Gallbladder Disease- A 2- to 4-fold increase in the risk of gallbladder disease requiring surgery in postmenopausal women
receiving estrogens has been reported. Hypercalcemia -Estrogen administration may lead to severe hypercalcemia in women with breast
cancer and bone metastases. If hypercalcemia occurs, use of the drug should be stopped and appropriate measures taken to reduce the
serum calcium level. Visual Abnormalities- Retinal vascular thrombosis has been reported in patients receiving estrogens. Discontinue
medication pending examination if there is sudden partial or complete loss of vision, or a sudden onset of proptosis, diplopia, or migraine.
If examination reveals papilledema or retinal vascular lesions, estrogens should be permanently discontinued. Addition of a Progestin
When a Woman Has Not Had a Hysterectomy- Studies of the addition of a progestin for 10 or more days of a cycle of estrogen
administration, or daily with estrogen in a continuous regimen, have reported a lowered incidence of endometrial hyperplasia than would be
induced by estrogen treatment alone. Endometrial hyperplasia may be a precursor to endometrial cancer. There are, however, possible risks
that may be associated with the use of progestins with estrogens compared to estrogen-alone regimens. These include an increased risk
of breast cancer. Elevated Blood Pressure- In a small number of case reports, substantial increases in blood pressure have been attributed
o idiosyncratic reactions to estrogens. In a large, randomized, placebo -controlled clinical trial, a generalized effect of estrogens on biood
pressure was not seen. ia- In women with pre-existing hyper ia, estrogen therapy may be associated with
elevations of plasma triglycerides leading to pancreatitis. Consider discontinuation of treatment if pancreatitis occurs. Hepatic Impairment
and/or Past History of Cholestatic Jaundice- Estrogens may be poorly metabolized in patients with impaired liver function. For women
with a history of cholestatic jaundice associated with past estrogen use or with pregnancy, caution should be exercised, and in the case of

ication should be di idism- Estrogen administration leads to increased thyroid-binding globulin (TBG)
levels. Women with normal thyroid function can compensate for the increased TBG by making more thyroid hormone, thus maintaining free
T4 and T3 serum concentrations in the normal range. Women dependent on thyroid hormone replacement therapy who are also receiving
estrogens may require increased doses of their thyroid replacement therapy. These women should have their thyroid function monitored to
maintain their free thyroid hormone levels in an acceptable range. Fluid Retention- Estrogens may cause some degree of fluid retention.
Women with conditions that might be influenced by this factor, such as a cardiac or renal impairment, warrant careful observation when
estrogen alone |s prescribed. Hypocalcemia- Estrogen therapy should be used with caution in women with hypoparathyroidism as

with or without should be at the lowest effective doses and for the shortest duration

with treatment goals and risks for the individual woman.

INDICATIONS AND USAGE

Divigel is an estrogen indicated for the treatment of moderate to severe vasomotor symptoms due to menopause.

CONTRAINDICATIONS

Divigel® should not be used in women with any of the following conditions:

 Undiagnosed abnormal genital bleeding

* Known, suspected, or history of breast cancer

» Known or suspected estrogen-dependent neoplasia

« Active DVT, PE, or history of these conditions

« Active arterial thromboembolic disease (for example, stroke and M), or a history of these conditions

* Known anaphylactic reaction or angioedema to Divigel

© Known liver impairment or disease

* Known protein C, protein S, or antithrombin deficiency, or other known thrombophilic disorders

 Known or suspected pregnancy

WARNING AND PRECAUTIONS

Cardiovascular Disorders- An increased risk of stroke and DVT has been reported with estrogen-alone therapy. An increased risk of PE,
DVT, stroke and MI has been reported with estrogen plus progestin therapy. Should any of these occur or be suspected, estrogen with or
without progestin therapy should be discontinued immediately. Risk factors for arterial vascular disease (for example, hypertension, diabetes
mellitus, tobacco use, hypercholesterolemia, and obesity) and/or venous thromboembolism (VTE) (for example, personal history or family
history of VTE, obesity, and systemic lupus erythematosus) should be managed appropriately. Stroke - In the WHI estrogen-alone substudy,
a statistically significant increased risk of stroke was reported in women 50 to 79 years of age receiving daily CE (0.625 mg)-alone compared
o women in the same age group receiving placebo (45 versus 33 per 10,000 women-years). The increase in risk was demonstrated in year
1 and persisted. Should a stroke occur or be suspected, estrogen-alone therapy should be discontinued immediately. Subgroup analyses of
women 50 to 59 years of age suggest no increased risk of stroke for those women receiving CE (0.625 mg)-alone versus those receiving
placebo (18 versus 21 per 10,000 women-years). In the WHI estrogen plus progestin substudy, a statistically significant increased risk of
stroke was reported in women 50 to 79 years of age receiving daily CE (0.625 mg) plus MPA (2.5 mg) compared to women in the same age
group receiving placebo (33 versus 25 per 10,000 women-years) .The increase in risk was demonstrated after the first year and persisted.
Should a stroke occur or be suspected, estrogen plus progestin therapy should be discontinued immediately. Coronary Heart Disease- In the
WHI estrogen-alone substudy, no overall effect on coronary heart disease (CHD) events (defined as nonfatal MI, silent MI, or CHD death) was
reported in women receiving estrogen-alone compared to placebo®. Subgroup analyses of women 50 to 59 years of age suggest a
statistically non-significant reduction in CHD events (CE [0.625 mg]-alone compared to placebo) in women with less than 10 years since
menopause (8 versus 16 per 10,000 women-years)'. In the WHI estrogen plus progestin substudy, there was a statistically non-significant
increased risk of CHD events reported in women receiving daily CE (0.625 mg) plus MPA (2.5 mg) compared to women receiving placebo
(41 versus 34 per 10,000 women-years)'. An increase in relative risk was demonstrated in year 1, and a trend toward decreasing relative
risk was reported in years 2 through 5. In women with heart disease (n=2,763, average 66.7 years of age),
in a controlled clinical trial of secondary prevention of cardiovascular disease (Heart and Estrogen/Progestin Replacement Study [HERS]),
treatment with daily CE (0.625 mg) plus MPA (2.5 mg) demonstrated no cardiovascular benefit. During an average follow-up of 4.1 years,
treatment with CE plus MPA did not reduce the overall rate of CHD events in postmenopausal women with established coronary heart
disease. There were more CHD events in the CE plus MPA-treated group than in the placebo group in year 1, but not during the subsequent
years. Two thousand, three hundred and twenty-one (2,321) women from the original HERS trial agreed to participate in an open label
extension of HERS, HERS II. Average follow-up in HERS Il was an additional 2.7 years, for a total of 6.8 years overall. Rates of CHD events
were comparable among women in the CE plus MPA group and the placebo group in HERS, HERS I, and overall. Venous Thromboembolism-
In the WHI estrogen-alone substudy, the risk of VTE (DVT and PE) was increased for women receiving daily CE (0.625 mg)-alone compared
to placebo (30 versus 22 per 10,000 women-years), although only the increased risk of DVT reached statistical significance (23 versus 15
per 10,000 women-years). The increase in VTE risk was demonstrated during the first 2 years®. Should a VTE occur or be suspected,
estrogen-alone therapy should be discontinued immediately. In the WHI estrogen plus progestin substudy, a statistically significant 2-fold
greater rate of VTE was reported in women receiving daily CE (0.625 mg) plus MPA (2.5 mg) compared to women receiving placebo (35
versus 17 per 10,000 women-years). Statistically significant increases in risk for both DVT (26 versus 13 per 10,000 women-years) and PE
(18 versus 8 per 10,000 women-years) were also demonstrated. The increase in VTE risk was demonstrated during the first year and
persistect. Should a VTE occur or be suspected, estrogen plus progestin therapy should be discontinued immediately. If feasible, estrogens
should be discontinued at least 4 to 6 weeks before surgery of the type associated with an increased risk of thromboembolism, or during
periods of prolonged immobilization. Malignant Neoplasms- Endometrial Cancer- An increased risk of endometrial cancer has been
reported with the use of unopposed estrogen therapy in a woman with a uterus. The reported endometrial cancer risk among unopposed
estrogen users is about 2 to 12 times greater than in non-users, and appears dependent on duration of treatment and on estrogen dose.
Most studies show no significant increased risk associated with use of estrogens for less than 1 year. The greatest risk appears ted

gen-indu ia may occur. A few cases of malignant transformation of residual
endometrial |mp|ams have been reported in women treated pos1 hysterectomy with estrogen-alone therapy For women known to have
residual endometriosis post-hysterectomy, the addition of progestin should be Hereditary E estrogens
may exacerbate symptoms of angioedema in women with hereditary angioedema. Exacerbation of Other Conditions Estrogen therapy
may cause an exacerbation of asthma, diabetes melltus, epilepsy, migraine, porphyria, systemic lupus erythematosus, and hepatic
hemangiomas and should be used with caution in women with these conditions. Photosensitivity/Photoallergy The effects of direct sun
exposure to Divigel application sites have not been evaluated in clinical trials. Application of Sunscreen and Topical Solutions Studies
conducted using other approved topical estrogen gel products have shown that sunscreens have the potential for changing the systemic
exposure of topically applied estrogen gels. The effect of sunscreens and other topical lotions on the systemic exposure of Divigel has not
been evaluated in clinical trials. Flammability of Alcohol-Based Gels - Alcohol based gels are flammable. Avoid fire, flame, or smoking
until the gel has dried. Occlusion of the area where the topical drug product is applied with clothing or other barriers is not recommended
until the gel is completely dried. Potential for Estradiol Transfer and Effects of Washing There is a potential for drug transfer from one
individual to the other following physical contact of Divige! application sites. In a study to evaluate transferability to males from their female
contacts, there was some elevation of estradiol levels over baseline in the male subjects; however, the degree of transferability in this study
was inconclusive. Patients are advised to avoid skin contact with other subjects until the el is completely dried. The site of application should
be covered (clothed) after drying. Washing the application site with soap and water 1 hour after application resulted in a 30 to 38 percent
decrease in the mean total 24-hour exposure to estradiol. Therefore, patients should refrain from washing the application site for at least
one hour after application. Laboratory Tests- Serum follicle stimulating hormone (FSH) and estradiol levels have not been shown to be
useful in the management of moderate to severe vasomotor symptoms. Drug - Laboratory Test Interactions - Accelerated prothrombin
time, partial thromboplastin time, and platelet aggregation time; increased platelet count; increased factors Il VIl antigen, VIl antigen, Vil
coagulant activity, IX, X, XIl, Vil-X complex, --VIl-X complex, and increased levels of fibrinogen and fibrinogen activity; increased plasminogen
antigen and activity. Increased thyroid binding globulin (TBG) levels leading to increased circulating total thyroid hormone levels, as measured
by protein-bound iodine (PBI), T4 levels (by column or by radioimmunoassay) or T3 levels by radioimmunoassay. T3 resin uptake is
decreased, reflecting the elevated TBG. Free T4 and free T3 concentrations are unaltered. Women on thyroid replacement therapy may
require higher doses of thyroid hormone. Other binding proteins may be elevated in serum, for example, corticosteroid binding globulin (CBG),
sex hormone binding globulin (SHBG), leading to increased total circulating corticosteroids and sex steroids, respectively. Free hormone
concentrations, such as testosterone and estradiol, may be decreased. Other plasma proteins may be increased (angiotensinogen/renin
substrate, alpha-|-antitrypsin, ceruloplasmin). Increased plasma high-density lipoprotein (HDL) and HDL2 cholesterol subfraction
concentrations, reduced low-density lipoprotein (LDL) increased tri ide levels. Impaired glucose tolerance.
ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in the labeling
o Cardiovascular Disorders [see Boxed Warning].
» Malignant Neoplasms [see Boxed Warning].
DRUG INTERACTIONS
No drug-drug interaction studies have been conducted for Divigel. Metabolic Interactions - /n vitro and in vivo studies have shown that
estrogens are metabolized partially by cytochrome P450 34 (CYP3A4). Therefore, inducers or inhibitors of CYP3A4 may affect estrogen drug
metabolism. Inducers of CYP3A4, such as St. John's wort ine, and rifampin,
may reduce plasma concentrations of estrogens, posswbly resultlng in a decrease in therapeutic effects and/or changes in the uterine
bleeding profile. Inhibitors of CYP3A4, such as ritonavir, and grapefruit juice, may
increase plasma concentrations of estrogens and result in side effects.
USE IN SPECIFIC POPULATIONS
Pregnancy Divigel should not be used during pregnancy [see Contraindications (4)]. There appears to be little or no increased risk of birth
defects in children born to women who have used estrogens and progestins as an oral contraceptive inadvertently during early pregnancy.
Nursing Mothers- Divigel should not be used during lactation. Estrogen administration to nursing women has been shown to decrease the
quantity and quality of the breast milk. Detectable amounts of estrogens have been identified in the breast milk of women receiving estrogen
therapy. Caution should be exercised when Divigel is administered to a nursing woman. Pediatric Use- Divigel is not indicated in children.
Clinical studies have not been conducted in the pediatric population. Geriatric Use- There have not been sufficient numbers of geriatric
women involved in studies utilizing Divigel to determine whether those over 65 years of age differ from younger subjects in their response
to Divigel. The Women's Health Initiative Studies In the WHI estrogen-alone substudy (daily CE [0.625 mg]-alone versus placebo), there was
a higher relative risk of stroke in women greater than 65 years of age. In the WHI estrogen plus progestin substudy (daily CE [0.625 mg]
plus MPA [2.5 mg] versus placebo), there was a higher relative risk of nonfatal stroke and invasive breast cancer in women greater than 65
years of age.
The Women's Health Initiative Memory Study In the WHIMS ancillary studies of postmenopausal women 65 to 79 years of age, there was
an increased risk of developing probable dementia in women receiving estrogen-alone or estrogen plus progestin when compared to
placebo. Since both ancillary studies were conducted in women 65 to 79 years of age, it is unknown whether these findings apply to younger

women®. Renal The effect of renal impairment on the pharmacokinetics of Divigel has not been studied.

with prolonged use, with increased risk of 15- o 24-fold for 5 to 10 years or more and this risk has been shown to persist for at least 8 to
15 years after estrogen therapy is discontinued. Clinical surveillance of all women using estrogen-alone or estrogen plus progestin therapy
is important. Adequate diagnostic measures, including directed or random endometrial sampling when indicated, should be undertaken to
rule out mali in women with persistent or recurring abnormal genital bleeding. There is no evidence
that the use of natural estrogens results in a different endometrial risk profile than synthetic estrogens of equivalent estrogen dose. Adding
a progestin to postmenopausal estrogen therapy has been shown to reduce the risk of endometrial hyperplasia, which may be a precursor
to endometrial cancer. Breast Cancer- The most important randomized clinical trial providing information about breast cancer in estrogen-
alone users is the WHI substudy of daily CE (0.625 mg)-alone. In the WHI estrogen-alone substudy, after an average follow-up of 7.1 years,
daily CE-alone was not associated with an increased risk of invasive breast cancer [relative risk (RR) 0.80]°. The most important randomized
clinical rial providing information about breast cancer in estrogen plus progestin users is the WHI substudy of daily CE (0.625 mg) plus MPA
(2.5 mg). After a mean follow-up of 5.6 years, the estrogen plus progestin substudy reported an increased risk of invasive breast cancer in
women who took daily CE plus MPA. In this substudy, prior use of estrogen-alone or estrogen plus progestin therapy was reported by 26
percent of the women. The relative risk of invasive breast cancer was 1.24, and the absolute risk was 41 versus 33 cases per 10,000
women-years, for CE plus MPA compared with placebo. Among women who reported prior use of hormone therapy, the relative risk of
invasive breast cancer was 1.86, and the absolute risk was 46 versus 25 cases per 10,000 women-years, for CE plus MPA compared with
placebo. Among women who reported no prior use of hormone therapy, the relative risk of invasive breast cancer was 1.09, and the absolute
risk was 40 versus 36 cases per 10,000 women-years for CE plus MPA compared with placebo. In the same substudy, invasive breast
cancers were larger, were more likely to be node positive, and were diagnosed at a more advanced stage in the CE (0.625 mg) plus MPA
(2.5 mg) group compared with the placebo group. Metastatic disease was rare, with no apparent difference between the two groups. Other
prognostic factors such as histologic subtype, grade and hormone receptor status did not differ between the groups®. Consistent with the
WHI clinical trial, observational studies have also reported an increased risk of breast cancer for estrogen plus progestin therapy, and a
smaller increased risk for estrogen-alone therapy, after several years of use. The risk increased with duration of use, and appeared to return
to baseline over about 5 years after stopping treatment (only the observational studies have substantial date on risk after stopping).
Observational studies also suggest that the risk of breast cancer was greater, and became apparent earlier, with estrogen plus progestin
therapy as compared to estrogen-alone therapy. However, these studies have not generally found significant variation in the risk of breast
cancer among different estrogen plus progestin combinations, doses, or routes of administration. The use of estrogen-alone and estrogen
plus progestin has been reported to result in an increase in abnormal mammograms requiring further evaluation. All women should receive
yearly breast examinations by a healthcare provider and perform monthly breast self i In addition, examinations
should be scheduled based on patient age, risk factors, and prior mammogram results. Ovarian Cancer - The WHI estrogen plus progestin

Hepatic i The effect of hepatic impairment on the pharmacokinetics of Divigel has not been studied.

OVERDOSAGE

Overdosage of estrogen may cause nausea and vomiting, breast tenderness, abdominal pain, drowsiness and fatigue, and withdrawal
bleeding may occur in women. Treatment of overdose consists of discontinuation of Divigel therapy with institution of appropriate
symptomatic care.
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Genitourinary syndrome of menopause

CONTINUED FROM PAGE S2

TABLE 1 Signs of GSM on genital examination®

General External Internal

® Pale, dry, shiny appearance e Thinning of vulvar skin e Thinning of vaginal
epithelium

e Petechiae e | oss of fat pads (labia majora/ P

. mons pubis) ¢ Narrowed/shortened vagina

e Ulcerations

e Diminished labia minora e Diminished rugae

¢ Friability of tissue

® Loss of elasticity/turgor
of tissue

(possible fusion)
* Receded prepuce

e Sparse pubic hair

¢ Reduced secretions

e Erythema indicating
inflammation

Abbreviation: GSM, genitourinary syndrome of menopause.

Half of postmenopausal
women have GSM

GSM may affect 50% of postmenopausal
women.? Symptoms are progressive and do
not resolve without treatment. Vaginal dry-
ness and dyspareunia are the most bother-
some symptoms reported both in clinical
trials and in the largest US survey of women
with VVA2** In another survey of 1,000
postmenopausal women with VVA, almost
two-thirds of respondents reported both
dyspareunia and loss of sexual desire.’

Diagnosing GSM

Be proactive regarding the possible pres-
ence of GSM when providing care for peri-
menopausal and postmenopausal women.
Women experiencing GSM may not report
symptoms because they are embarrassed,
are unaware that their symptoms are related
to menopause, or believe that their symp-
toms are an inevitable part of aging.*

Upon genital examination, detailed as-
sessment may reveal various external and
internal changes (TABLE 1).% Although it is
not essential to assess the vaginal matura-
tion index and vaginal pH to make a diagno-
sis, some clinicians recommend assessing
the vaginal pH (typically >5.0) to confirm the
presence of vaginal atrophy.?

CASE Continued

History and physical exam reveal that the patient
has many GSM symptoms, including vaginal and
vulvar irritation, pelvic area burning, and pain with
sexual activity, particularly intercourse.

obgmanagement.com

Recall that GSM encompasses urinary tract
changes, which can impact sexual func-
tion and confidence. Low estradiol levels
are linked to recurrent urinary tract infec-
tions due to the decline in lactobacilli, rise
in vaginal pH, increased urinary frequency/
incontinence, residual urine, and reduction
in urine flow.” Physical and functional urinary
tract changes include mucosal thinning in
the urethra and bladder, urethral shortening,
reduced periurethral collagen, urethral car-
uncle, weakened sphincter, reduced bladder
storage capacity, and residual urine volume.®
Some medications (oral contraceptives,
antihistamines, aromatase inhibitors, che-
motherapy drugs, and methotrexate) may
exacerbate GSM symptoms, such as vagi-
nal dryness. It is therefore important to re-
view current medications when evaluating
women with symptoms suggestive of GSM.

CASE Continued
The patient reports that her orgasmic intensity
and latency have been a problem and her mari-
tal relationship is being negatively impacted.
These issues may be manifestations of GSM.
Based on the patient's symptoms and
results of the physical examination, you diag-
nose GSM.

Treatment should be
multidimensional

Counsel on lifestyle

Treatment begins with educating and
counseling the patient about the cause of
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Be proactive about the
potential presence of
GSM in menopausal
patients because

they may not report
symptoms

S5



Genitourinary syndrome of menopause

I
Making simple

lifestyle changes and
using OTC vaginal
moisturizers and
lubricants are initial
treatment approaches
for patients with GSM

S6

GSM, its symptoms, and management ap-
proaches. Incorporate shared decision
making with regard to treatment. Review
simple behavioral changes the patient can
make to improve vulvovaginal health, and
offer practical suggestions, such as avoiding
tight clothing; using mild, unscented laun-
dry detergent; using plain soft, white, un-
scented toilet paper to gently pat the vulvar
area dry with only light pressure; and avoid-
ing perfumed or harsh soaps, creams, or
feminine hygiene products. Also advise that
she choose breathable cotton underwear
and remove a wet bathing suit and damp
exercise clothing promptly. You also can
advocate simple sitz baths in lukewarm or
even chilled or cool water to relieve vulvar
burning and irritation.

Mild vulvar washes can be used to help
soothe a dry, irritated vulvar area. In is es-
sential that postmenopausal patients under-
stand the importance of skin health and how
the hygiene products that they choose can
impact GSM.

Over-the-counter options
Although prescription therapies are ap-
proved as first-line treatment for GSM, if
the patient’s physical signs and symptoms
appear mild, it is reasonable for you to
suggest initial use of nonhormonal treat-
ments, including vaginal moisturizers and
lubricants, and perhaps the use of vaginal
stretching activities (regular sexual activity
or dilators).

Over-the-counter (OTC) treatments are
often suggested as simple solutions to miti-
gate discomfort from vaginal dryness or lack
of lubrication. Vaginal moisturizers support
and hydrate the vaginal and pelvic tissue.
Consistent application of a vaginal moistur-
izer 1- to 3-times weekly helps restore the
ridges, folds, and elasticity and stretchabil-
ity of the vaginal tissues. Moisturizers are
placed within the vagina, and sometimes
on the vulva, independent of sexual activ-
ity, whereas lubricants are used only during
sexual activity.

Dozens of brands of lubricants are avail-
able, and the products are distinguished by
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their base, composed of water, oil, silicone,
or petroleum.’ Some women prefer organic
or water-based lubricants for lovemaking,
while others prefer silicone-based products.
Some lubricant brands offer glycerin- and
paraben-free options, which may be less ir-
ritating than alternatives. Water-based lu-
bricants are nonstaining and harmless with
latex. They rarely cause irritation but do dry
up quickly and often need to be reapplied
during sexual activity. (See TABLE 2).%-18

Silicone-based lubricants are long last-
ing, sleek, silky slick, and slippery (and may
cause slippery floor surfaces). They are often
tasteless, odorless, and have no stickiness
or tackiness, but they can stain fabrics. For
some women with fragile vaginal tissues,
silicone-based lubricants can sometimes ir-
ritate the vagina.

Petroleum-based lubricants are not a
good option; however, natural oil-based lu-
bricants are nonirritating and latex friendly.

Hybrid vaginal products are a recent ad-
dition to the OTC product options for GSM.
Hybrids have the properties of both a water-
and a silicone-based lubricant.'’ They work
as a soothing gel/cream that transforms into
a silky layer, coating and soothing the vagi-
nal lining while also acting as a form of lig-
uid lubrication. Hybrid products are meant
to deliver long-lasting vaginal moisture with
the easy clean up of a water-based lubricant.
Hybrids are often made with nonirritating
ingredients, designed for women with aller-
gies and skin sensitivities.

Despite the accessibility and safety of
vaginal moisturizers and lubricants, women
may be concerned about cost, excessive leak-
age, harmful chemical additives, and even
exacerbation of symptoms.* Many women
do not understand the difference between a
moisturizer and a lubricant. The vast number
of product options available can overwhelm
even the most experienced consumer.

Regardless of which products a patient
may try initially, instruct her to read all prod-
uct labels and to consider avoiding products
that contain parabens, chlorhexidine, and
glycerin. Spermicides, bactericides, color
and flavor additives, and warming or cooling

obgmanagement.com



TABLE 2 Nonprescription and prescription first-line treatment
for GSM and VVA®*®

Treatment

Comments

Available products

OTC nonhormonal

topicals

Vaginal lubricants

For use during sex; apply at vaginal or anal entrance and on
external genitals of both partners

Water based?®

Ingredients: deionized water, glycerin, propylene glycol; latex
safe; rare irritation; dry out with extended sexual activity

Astroglide, Good Clean Love, Natural,
Organic, Pink, Sliquid, Yes

Oil based®

Ingredients: avocado, olive, peanut, corn; latex safe; can be used
with silicone products; staining; safe (unless peanut allergy);
nonirritating

Vegetable oil, coconut oil, vitamin E oil

Silicone based®

Ingredients: silicone polymers; staining; typically nonirritating;
long lasting; waterproof; should not be used with silicone
dilators, sexual toys, or gynecologic products

Astroglide X, Oceanus Ultra Pure, Pink
Silicone, Pjur Eros, Replens Silky Smooth,
Silicone Premium JO, SKYN, Wet Premium

Petroleum Staining; ingredients: mineral oil, petroleum jelly, baby oil; Rarely recommended
based® irritating; not latex safe and not for use with cervical caps or
intravaginal diaphragms
Hybrids'® Properties of water- and silicone-based lubricants; nonirritating; Lubrigyn, Luvena
for daily use; designed for women with allergies and skin
sensitivities'®
Vaginal For maintenance use 1 to 3 times weekly; can benefit women Emerita, Hyalogyn, KY Liquibeads,

moisturizers

with dryness, chafing with ADL, and recurrent vaginal infections
irrespective of sexual activity timing

Rephresh, Replens, vitamin E

Vulvar washes

For daily use for intimate hygiene

Lubrigyn Lotion, Luvena Therapeutic Wash

Prescription local estrogen preparations

Vaginal creams

CE For use twice weekly 0.5 g/d Premarin
(0.625 mg/g)"
Estradiol e |nitial dosing: 2-4 g/d (1-2 times/wk), gradually reduced to half | Estrace
(0.01%)2 the initial dose for a similar period
* Maintenance dosing: 1 g, 1-3 times/wk
Vaginal ring'®
Estradiol 1 ring replaced every 3 mo Estring
(7.5 pg released
per 24 h)
Vaginal tablet™
Estradiol e Initial dosing: 1 tablet/d for 2 wk Vagifem
(10-pg tablet) ) ) .
e Maintenance dosing: 1 tablet/d twice weekly
Prescription oral nonestrogen
Ospemifene For daily use to treat moderate to severe dyspareunia'®; SERM Osphena

(60-mg tablet)

shown to have estrogenic action in the vaginal epithelium and
neutral effect on endometrium?®-8

Abbreviations: ADL, activities of daily life; CE, conjugated estrogens; GSM, genitourinary syndrome of menopause; OTC, over the counter; SERM, selective estrogen receptor
modulator; VVA, vulvovaginal atrophy.

obgmanagement.com

May 2016

| OBG Management

CONTINUED ON PAGE S8

S7



Genitourinary syndrome of menopause

CONTINUED FROM PAGE S7

Treating GSM in women with a personal
history of breast cancer

Many women have become fearful of using any hormonal treatments,
including local estrogens. The package inserts for local estrogen
therapies, which carry the same warnings as systemic estrogen
formulations, likely contribute to this fear. You can offer patients,
including women with a history of breast cancer, a more accurate
and balanced perspective regarding the use of local estrogen
therapies. The American College of Obstetricians and Gynecologists
has published practice guidelines supporting the use of minimally
absorbed local vaginal estrogen products, and NAMS has supported
a change in product labeling for low-dose vaginal estrogen.'?
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I
Low-dose local vaginal
estrogen products and
an oral nonestrogen
alternative are available
for women who do

not obtain sufficient
symptom relief with
OTC products

S8

products may be problematic to the sensitive
vaginal and vulvar mucosa.

Available prescription
medications
For many women with symptoms of GSM,
OTC products may not provide sufficient
symptom relief and do not treat the under-
lying pathology. Fortunately, an array of
prescription medications approved by the
US Food and Drug Administration (FDA)
are available, including minimally absorbed
low-dose local vaginal estrogen products
(creams, rings, and intravaginal tablets) and
an oral selective estrogen receptor modula-
tor (SERM). See TABLE 2 on page S7.11%8
Conjugated estrogen or estradiol creams
may provide excellent coverage of the va-
gina, but use of excessive amounts may lead
to leakage, systemic absorption, and patient
discontinuation. Vaginal estradiol tablets are
an ultra-low-dose treatment with almost no
systemic escape, but they may not provide
adequate coverage to the lower third of the
vagina, and some women may continue to
report introital or insertional dyspareunia.
The estradiol-containing vaginal ring is a
long-acting product that may remain within
the vagina for 3 months, with almost no sys-
temic absorption. The ring does not have
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pessary-like benefits, and it may be expelled
during defecation. Some women may be
aware of the ring during coitus.

The SERM ospemifene is a tissue-
specific estrogen agonist/antagonist, an oral
nonestrogen alternative approved for the
treatment of moderate to severe dyspareu-
nia, a symptom of VVA due to menopause.'®
Ospemifene has estrogenic action in the
vaginal epithelium and a neutral effect on
the endometrium. Three phase 3 clinical
trials have demonstrated ospemifene’s effi-
cacy and safety for the treatment of VVA in
postmenopausal women.'®® QOspemifene
has been associated, however, with an in-
creased incidence of hot flushes. NAMS con-
siders ospemifene, along with local estrogen
preparations, a first-line treatment option.>"
For a detailed discussion of ospemifene, see
“SERMs in menopause: Matching agents to
symptoms and attributes” on page S18.

As with all patients who are treated with
estrogen, women treated with ospemifene
who experience abnormal vaginal bleeding
should undergo a comprehensive evaluation
that includes transvaginal ultrasonography
and/or an endometrial biopsy.

Vaginal laser therapy

Avariety oflaser types have been used to treat
VVA and GSM. Although lasers may have
indications for nonspecific gynecologic in-
terventions, further evaluation is warranted
before they can be recommended for GSM.
The website ClinicalTrials.gov describes an
upcoming “multi-centered, randomized
prospective single blinded clinical trial com-
paring CO, fractionated vaginal laser therapy
and vaginal estrogen cream therapy in the
treatment of vulvovaginal atrophy/GSM."%°

Products on the horizon

A number of therapies to treat VVA and GSM
are in development, including an applicator-
free intravaginal estradiol softgel that has
been assessed in a phase 3 clinical trial.?!

A dehydroepiandrosterone intravaginal
suppository is presently under review at the
FDA. The published data demonstrate that this
formulation has excellent efficacy and safety,

obgmanagement.com
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and researchers report that there is no systemic
release of estradiol because of the product’s
intracellular biomechanical physiology.*

Another promising option is the investi-
gational SERM lasofoxifene, for which regu-
latory approval is being sought in the United
States and Europe. (See “SERMs in meno-
pause: Matching agents to symptoms and
attributes” on page S18.)

CASE Resolved

Your patient is concerned about taking hor-
mones, even vaginal estrogen and ospemifene,
because of her family history of breast cancer.
You counsel her about the minimal systemic
absorption of low-dose vaginal estrogen; how-
ever, her concerns are not allayed. You discuss
nonhormonal options, such as lubricants, mois-
turizers, dilators, and vibrators, and focus on
shared decision making.

Add adjunctive treatments
when necessary
Severe vaginal atrophy and advanced symp-
tomatology of GSM not only may be associ-
ated with dyspareunia but also may trigger
pelvic floor hypertonus (PFH), muscular con-
traction, and levator ani spasm. If severe, le-
vator spasm and intravaginal hypertonus may
lead to chronic pelvic pain and vaginismus.
Use of adjunctive progressive dilators coupled
with genitopelvic floor physical therapy may
be helpful in the overall treatment paradigm.
(See “Tips for counseling women about inti-
macy after menopause” on page S30.)
Regardless of which treatment option(s) a
patient eventually chooses, the universal first
step is to take a GSM-specific history and phys-
ical examination. By discussing the issues with
your patient, you will open the door to an ap-
propriate diagnosis and helpful treatment. l
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Nonhormonal treatment options for
vasomotor symptoms of menopause

Your patient’s preferences, medical and family history, and symptom
severity direct her treatment choices. When her optimal choice is
hormone-free, here are current and best options.

Juliana M. Kling, MD, MPH, and JoAnn E. Manson, MD, DrPH

I
A discussion of
managing menopausal
symptoms can include
on- and off-label,
over-the-counter,

and alternative
nonhormonal options

$§10

CASE 1 When hormone therapy is contra-
indicated or otherwise unacceptable

Your 52-year-old patient wants to discuss treat-
ment options for her frequent and bothersome
vasomotor symptoms (VMS). Her last menstrual
cycle was 6 months ago. She has had mild VMS
for the past year, but they recently increased in
frequency and magnitude, occurring every 1 to
2 hours.

Two years ago she experienced an unpro-
voked deep vein thrombosis (DVT) for which she
received anticoagulation therapy for 3 months.
DVT also has occurred in one of her uncles and
a cousin but in no other first-degree relatives.
She did not complete testing for an inherited
thrombophilia. Her medical and family histories
are otherwise unremarkable.

She is not interested in hormone therapy
because of her medical history and for other
personal reasons.

Dr. Kling is Assistant Professor of
Medicine and Senior Associate
Consultant, Division of Women’s Health
Internal Medicine at Mayo Clinic in
Scottsdale, Arizona. Dr. Kling is a NAMS
Certified Menopause Practitioner.

Dr. Manson is Chief, Division of Preventive
Medicine, Brigham and Women’s
Hospital, and Professor of Medicine and
the Michael and Lee Bell Professor of
Women’s Health, Harvard Medical School,
Boston, Massachusetts. Dr. Manson is a
NAMS Certified Menopause Practitioner.

The authors report no financial relationships relevant to
this article.
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What options are available
for your patient who cannot
or will not take hormone
therapy?

Vasomotor symptoms are the most com-
mon reason women seek medical care
during or after the menopause transi-
tion.! Some women have contraindications
to hormone therapy, such as a history of
hormone-responsive cancer or venous
thromboembolism; a history of or active
arterial thromboembolic disease, such as
stroke or myocardial infarction; or liver im-
pairment. Other women simply may prefer
to avoid hormone therapy. Although estro-
gen remains the most effective treatment for
VMS,? there are alternatives that offer relief of
hot flashes (TABLE, page S12).

For women whose symptoms are less
bothersome or milder, lifestyle interventions
to lower core body temperature or facilitate
heat dissipation can be recommended.?
These interventions include, but are not
limited to, dressing in layers, using a hand-
held fan, keeping the room temperature low,
avoiding triggers such as warm drinks and
spicy foods, and reducing stress and obesity.
These interventions have minimal to no ad-
verse effects and are low cost. However, apart
from weight loss, these approaches only have
limited or inconclusive data to support their
efficacy. For this reason, lifestyle interven-
tions are not recommended by the North
American Menopause Society (NAMS) for

management of VMS.®
CONTINUED ON PAGE S12
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CONTINUED FROM PAGE S10

TABLE. Nonhormonal treatment options for vasomotor symptoms of menopause

Treatment type ‘ Treatment ‘ Details
Medications
SSRIs
Paroxetine mesylate** 7.5 mg/d (no titration needed)
Paroxetine 10-25 mg/d
Citalopram 10-20 mg/d
Escitalopram e 10-20 mg/d
e Can start with 5 mg/d for older women or those with drug hypersensitivity
SNRIs
Venlafaxine 37.5-150 mg/d
Desvenlafaxine e 100-150 mg/d
e Start 25-50 mg/d then titrate up by that amount/day
Gabapentinoids
Gabapentin ® 900-2,400 mg/d
e Start with 300 mg at night (100 mg if concerned about sensitivity),
then increase by 300 mg as tolerated. Can add day dose.
Pregabalin 150-300 mg/d
Clonidine 0.1 mg/d (transdermal gives more stable blood levels)
Lifestyle

Cooling techniques

e Clothing (dressing in layers, cotton)
e Environment (fans, cold pack under pillow, lowering room temperature)

Avoid triggers

Possible triggers: alcohol, spicy food, hot food/drink

Exercise Regular aerobic exercise

Yoga Many types (lyengar, traditional Indian, integrated, Yogasana, and Tibetan)
and durations have been evaluated

Weight loss

Mind-body techniques

Cognitive behavioral therapy

Self-guided and group formats including relaxation and paced breathing

Clinical hypnosis

Mindfulness-based stress reduction

Includes acupuncture, yoga, and mindfulness meditation to handle stress

Paced respiration and relaxation

Complementary/a

Iternative medicines

Supplements and herbs such as black
cohosh, magnesium oxide, red clover,
soy products, vitamin E

Other options requiring further study

S-equol

Derivative of soy isoflavones

Stellate ganglion block

Via image-guided injection of local anesthetic (bupivacaine) at the C6 level

*Italicized treatments are therapies recommended by the North American Menopause Society in its 2015 position statement.®

**The only nonhormonal medication approved by the US Food and Drug Administration for use in alleviating vasomotor symptoms of menopause.

Abbreviations: RCT, randomized controlled trial; SNRI, serotonin-norepinephrine reuptake inhibitor; SSRI, selective serotonin reuptake inhibitor; VMS, vasomotor symptoms.

S12
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*, 3-5,8,14-16,18

Adverse effects, comments References
e Drowsiness (administer at night), headache, dizziness, decreased libido, constipation, dry mouth 3,8
e CYP2D6 inhibitor: use caution with tamoxifen
¢ Drowsiness, insomnia, diaphoresis, nausea, dry mouth 3,5
e Minimal CYP2D6 inhibition
* Headache, insomnia, drowsiness, nausea, anorgasmia 3,5
e Expensive
e CYP2D6 inhibitor: use caution with tamoxifen
Nausea, dizziness (usually subside in 1-2 weeks) 3,5
Nausea, dizziness (usually subside in 1-2 weeks) 3,5
e Dizziness, sedation, impaired balance 4,5
e Sedation and lethargy may limit its use to nighttime, but good option for women with disruptive sleep
¢ Dizziness, sedation, peripheral edema, headache, weight gain, dry mouth, blurred vision, impaired memory 4,5
e |ess well studied
Appears less effective than the SSRI/SNRIs and gabapentinoids, with more side effects (hypotension, lightheadedness, 3,5
headache, dry mouth, sedation, constipation)
e Can be recommended for mild or less bothersome hot flashes 3,5
¢ No clinical trial evidence to support
e Low cost and low risk
No clinical trial evidence to support 5
Randomized trials do not support benefit, but has many health benefits 5,14
Randomized trials do not support benefit 5,15
Reductions in weight, body mass index, and abdominal circumference decrease hot flash bother 5,16
e Expertise important 5,14,18
e Reduces hot flash severity, but not frequency
Expertise important 5
Limited evidence, additional studies warranted 5
Limited or inconsistent evidence to support its benefit 5
RCTs have not shown them to be more effective than placebo (mixed results, small participant numbers, 3,5,7,18
short study durations)
RCTs have been criticized for limited scope and other design limitations 5
e Small RCT found reduction in moderate to severe VMS 4,21

¢ Rare risk of bleeding complications or transient seizure

obgmanagement.com May 2016 | OBG Management
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Nonhormonal treatment for vasomotor symptoms

CONTINUED FROM PAGE S13

]
Low doses of SSRIs/
SNRIs can decrease
vasomotor symptoms
of menopause within

2 weeks of treatment
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For women whose symptoms are more
bothersome or frequent, pharmacologic op-
tions include selective serotonin reuptake
inhibitors (SSRIs), serotonin-norepinephrine
reuptake inhibitors (SNRIs), gabapentin,
pregabalin, or clonidine. These medications
have been shown in randomized controlled
trials (RCTs) to decrease VMS,* usually within
2 weeks of treatment initiation. However, with
most of these medications, treatment for VMS
is off label. The only nonhormonal prescrip-
tion medication approved by the US Food and
Drug Administration (FDA) for this purpose is
low-dose paroxetine mesylate.

SSRIs/SNRIs

In large, randomized, placebo-controlled
clinical trials of paroxetine mesylate, cita-
lopram, escitalopram, venlafaxine, and des-
venlafaxine, hot flash frequency has been
reduced by 25% to 69%; sertraline and fluox-
etine have yielded inconsistent and statis-
tically insignificant results.*>® Paroxetine
mesylate and venlafaxine are the best stud-
ied of these antidepressants.” No trials have
directly compared the relative efficacy of
these medications. Therefore, use a patient’s
history and preference, as well as drug ad-
verse effects and contraindications, to guide
your choice of therapy.

SSRI/SNRI doses used for VMS treatment
are lower than those used to treat psychiatric
disorders. For example, compared with par-
oxetine doses of 20 mg to 40 mg for psychiat-
ric purposes, data from 2 RCTs showed that a
paroxetine mesylate dose of just 7.5 mg was
effective in treating VMS,® without the need
for dose escalation. Moreover, in contrast to
higher doses, the 7.5-mg paroxetine mesyl-
ate formulation appears not to contribute to
weight gain or cause sexual adverse effects.’
Many of the antidepressant drug adverse ef-
fects are dose dependent, and effects such as
nausea and headache subside after several
weeks of treatment.” Overall, these medica-
tions appear to be well tolerated.® See TABLE
on page S12.

Precautions.  Whether indicated for
VMS or psychiatric conditions, SSRIs and
SNRIs should not be used in women with a

OBG Management | May 2016

history of neuroleptic syndrome or serotonin
syndrome or who are taking a monoamine
oxidase inhibitor. Use these medications
with caution and monitor them closely in
women with bipolar disease, liver or kidney
problems, uncontrolled seizures, hyperten-
sion, or hyponatremia or in those already us-
ing an SSRI or SNRI for another indication.®
Because paroxetine and other potent
SSRIs inhibit the hepatic enzyme Cyp2d6,
they should be avoided in women taking
tamoxifen. This is important for women with
a history of breast cancer or at a high risk for
breast cancer, who commonly require VMS
management and are not candidates for hor-
mone therapy. Instead, use venlafaxine, des-
venlafaxine, gabapentin, or pregabalin.*

Gabapentinoids

Both gabapentin and pregabalin are effective
in treating hot flashes,*>” although prega-
balin is less well studied. Gabapentin is FDA
approved as an antiepileptic, but it is com-
monly used off label to treat diabetic neurop-
athy and other neuropathic pain symptoms.
Studies of symptomatic menopausal women
have found that doses of 900 mg to 2,400 mg
are effective in treating VMS.>" Although
higher doses of gabapentin have been as ef-
fective as estrogen, the resulting adverse
effects—including headache, disorienta-
tion, and dizziness—limit its use.® Therefore,
it is recommended to start with a dose of
300 mg at night and titrate up, as tolerated,
by 300 mg to a maximum 2,400 mg daily in
3 divided doses. Gabapentin’s sedative effects
work well at night to help promote sleep and
reduce night sweats.> These same adverse
effects, however, may limit its daytime use.

Clonidine
Clonidine, an a-2-adrenergic receptor agonist
used to treat hypertension, has been shown in
several RCTs to reduce hot flashes. However,
it appears less effective than the SSRI/SNRIs
and the gabapentinoids and causes more ad-
verse effects such as hypotension, bradycar-
dia, dizziness, headache, constipation, and
dry mouth, as well as rebound hypertension
following cessation.'"'* Therefore, it is not
CONTINUED ON PAGE S16
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Nonhormonal treatment for vasomotor symptoms
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]
Both cognitive-
behavioral therapy

and clinical hypnosis
have shown efficacy

to reduce bothersome
hot flashes
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recommended as an initial choice for treat-
ment of VMS and must be used with caution
to minimize adverse effects.

CASE 1 Resolved

For the patient in this case, starting with an SSRI
or SNRI such as paroxetine mesylate would be
appropriate and likely would help to alleviate her
VMS, without increasing her risk of blood clots.

CASE 2 A patient with VMS who refuses
prescription medication of any kind

Your 56-year-old patient wants to discuss her
options for treating her VMS that occur approxi-
mately 5 times per day. She went through meno-
pause 9 years ago and has been “toughing it out”
since then because she did not want to start hor-
mones. Previous clinicians have offered her anti-
depressants for her symptoms but she does not
want to take any prescription medications. She
tells you that she prefers a more natural approach
and would like to discuss those options.

What alternative-treatment
options are available to
women with VMS?

Many women seek natural therapies to help
with their menopausal symptoms. Over-
the-counter therapies include black cohosh,
soy, omega-3 fatty acid supplements, and
other botanicals, and they have been used
widely to treat VMS. However, studies have
shown them to be no more effective than
placebo.*>™13 Soy isoflavonoids have been
evaluated as a potential promising therapy
for VMS treatment. S-equol, a nonsteroidal
estrogen isoflavonoid derivative that has a
high affinity for estrogen-B receptors acting
as an agonist, has shown the most promise.
However, studies demonstrating reduction
of VMS with s-equol have been criticized be-
cause of their limited scope and other study
design limitations.® Additional research is
needed before this isoflavonoid can be rec-
ommended widely for VMS treatment.

Cognitive-behavioral therapy

Behavioral approaches that have been
evaluated for VMS treatment, but have
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limited or inconsistent evidence for efficacy,
include acupuncture, yoga, mindfulness-
based stress reduction, exercise, paced res-
piration, and relaxation training.”'*'® The
2 non-medication therapies for which
good evidence supports efficacy in treat-
ing VMS are cognitive-behavioral therapy
(CBT) and clinical hypnosis.® Data from
2 RCTs demonstrated that CBT reduced
VMS problem ratings that were maintained
for 26 weeks, though it did not decrease VMS
frequency.'*® Specific CBT interventions
included education on paced breathing, re-
laxation techniques, and psycho-education
on VMS physiology, stress as a trigger, and
sleep hygiene. Both self-guided and group
CBT vyielded similar results,'’® and either
format can be recommended for VMS treat-
ment. Critical to success with this therapy
is expert guidance, which can be intensive,
including regular meetings with a clinical
psychologist, homework, and daily prac-
tice on relaxation techniques over many
weeks.

Clinical hypnosis

Clinical hypnosis, a mind-body treatment
that incorporates a relaxed state and men-
tal imagery has been found to reduce hot
flash frequency.>" RCTs that evaluated clini-
cal hypnosis involved a weekly therapist-
directed hypnosis session and at-home
self-hypnosis practice over 5 weeks. For the
187 women evaluated in one of the stud-
ies, clinical hypnosis reduced hot flashes
by 74.2% compared with only 17.1% reduc-
tion in the control arm." Similar findings
were seen for physiologically monitored
hot flashes. As with CBT, expertise in the
area of VMS hypnosis is required to assure
success.

Stellate ganglion block

Another therapy that may be beneficial is
stellate ganglion block. This procedure is
administered by a pain specialist to block
the cervical sympathetic chain and has been
used to treat certain pain syndromes.* It has
been studied in women with VMS and found
to reduce the frequency of moderate-to-

obgmanagement.com



severe hot flashes compared with sham.*
It is believed that the interruption to the
sympathetic nervous system affects norepi-
nephrine levels within the thermoregula-
tory areas of the brain, thereby decreasing
hot flashes. However, the exact physiologic
mechanism is unknown. Larger sham-
controlled RCTs are needed to confirm this
intervention as an effective nonhormonal
therapy for VMS, as well as to evaluate its
safety.

CASE 2 Resolved

You offer this patient CBT or clinical hypnosis,
after you identified local providers with expertise
in VMS treatment. You also further review with
her the nonhormonal prescription medications to

see if she may reconsider them as an option. See
TABLE on page S12.

Additional resources

Guidelines from NAMS and the Endocrine
Society can help guide your approach to
choosing nonhormonal treatment options
for women with VMS.** Another available
tool is the free MenoPro mobile app that
can be downloaded to your smart phone or
tablet device.?* This app, developed in col-
laboration with NAMS, provides an algo-
rithm for clinical decision making for both
clinicians and patients and links to many
online resources for menopausal symptom
management. ll
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SERMs in menopause: Matching
agents to patients’ symptoms
and attributes

Knowing how selective estrogen receptor modulators may vary from one
another in affecting specific tissues helps to optimize treatment choices.
Additionally, the available SERM-estrogen combination offers benefits to
some individuals in lieu of traditional hormone therapy.

James H. Liu, MD, and Gretchen Collins, MD

I
Treatment of
menopausal symptoms
with SERMs can benefit
various target tissues,
but clinicians need

to know the agents’
limitations

S§18

CASE Should this woman continue hormone
replacement therapy?

A 56-year-old woman (G3P3) requests an
examination due to irregular vaginal spotting.
For the past 4 years, she has been taking con-
jugated estrogens 0.45 mg on days 1 through
30 and micronized progesterone 200 mg on
days 1 through 12. She has had good relief of
menopausal symptoms during the estrogen
phase, but feels moody and has joint aches
and fatigue during the estrogen-progesterone
phase. She admits to skipping the progester-
one medication for more than 5 months. On
examination, her body mass index is 21 kg/m?.
Her breast and pelvic examinations are normal.
Her endometrial thickness measures 13 mm. An

Dr. Liu is Professor and Chair,
Department of Reproductive Biology,
Case Western Reserve University,
Department of Obstetrics and
Gynecology, University Hospital Case
Medical Center, Cleveland, Ohio.

Dr. Collins is an Instructor, Department
of Reproductive Biology, Case Western
Reserve University, and Department of
Obstetrics and Gynecology, University
Hospital Case Medical Center, Cleveland.

Dr. Liu reports being a consultant to Pfizer and Sermonix.
Dr. Collins reports no financial relationships relevant to
this article.
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endometrial biopsy revealed simple and focal
hyperplasia without atypia. The patient would
like to remain on hormone therapy but also
wants to know her options.

elective estrogen receptor modula-

tors (SERMs) are compounds that

were developed to block the action
of estrogen at its receptor. However, in vivo
these agents exhibit both agonist and an-
tagonist properties, depending on the tar-
get tissue; thus they are also called estrogen
receptor agonists/antagonists. For meno-
pausal women, the ideal SERM would act as
an estrogen agonist in bone and the brain,
preventing osteoporosis and hot flashes. And
it would act as an antagonist or be neutral to
estrogen in the uterus, blood, and breast,
preventing endometrial proliferation, ve-
nous thromboembolism (VTE), and breast
cancer. Because no ideal SERM exists, phy-
sicians must understand the benefits and
limitations of each agent to treat a patient’s
symptoms while minimizing risks.

Pharmacodynamics

of SERMs

Estrogens and SERMs are lipid-soluble ste-
roid hormones that bind to 2 specific hor-
mone receptors, estrogen receptor o and

CONTINUED ON PAGE S22

obgmanagement.com



Studied in over 100
clinical trials worldwide”

ESTROGeloos

*Only EstroGel 0.06% is approved for use in the U.S. (estradiol geD
Products marketed and prescribed in other countries may have .
different indications and dosages from that approved in the U.S. The Modern Classic




ESTROGel0os%

(estradiol gel)

R( only

This is only a brief summary of prescribing information. For current Full
Prescribing Information, please visit www.estrogel.com.

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR
DISORDERS, BREAST CANCER AND PROBABLE DEMENTIA

Estrogen-Alone Therapy
Endometrial Cancer

There is an increased risk of endometrial cancer in @ woman with a uterus
who uses unopposed estrogens. Adding a progestin to estrogen therapy
has been shown to reduce the risk of endometrial hyperplasia, which may
be @ precursor to endometrial cancer. Adequate diagnostic measures,
including directed or random endometrial sampling when indicated,
should be undertaken to rule out malignancy in postmenopausal women
with undiagnosed, persistent or recurring abnormal genital bleeding [see
Warnings and Precautions].

Cardiovascular Disorders and Probable Dementia

Estrogen-alone therapy should not be used for the prevention of
cardiovascular disease or dementia [see Warnings and Precautions].

The Women's Health Initiative (WHI) estrogen-alone substudy reported
increased risks of stroke and deep vein thrombosis (DVT) in post-
menopausal women (50 to 79 years of age) during 7.1 years of treatment
with daily oral conjugated estrogens (CE) [0.625 mg]-alone, relative to
placebo [see Warnings and Precautions].

The WHI Memory Study (WHIMS) estrogen-alone ancillary study of WHI
reported an increased risk of developing probable dementia in post-
menopausal women 65 years of age or older during 5.2 years of treatment
with daily CE (0.625 mg)-alone, relative to placebo. It is unknown whether
this finding applies to younger postmenopausal women [see Warnings and
Precautions and Use in Specific Populations].

In the absence of comparable data, these risks should be assumed to be
similar for other doses of CE and other dosage forms of estrogens.

Estrogens with or without progestins should be prescribed at the lowest
effective doses and for the shortest duration consistent with treatment
goals and risks for the individual woman.

Estrogen Plus Progestin Therapy
Cardiovascular Disorders and Probable Dementia

Estrogen plus progestin therapy should not be used for the prevention of
cardiovascular disease or dementia [see Warnings and Precautions].

The WHI estrogen plus progestin substudy reported increased risks of DVT,
pulmonary embolism (PE), stroke and myocardial infarction (MI) in post-
menopausal women (50 to 79 years of age) during 5.6 years of treatment
with daily oral CE (0.625 mg) combined with medroxyprogesterone
acetate (MPA) [2.5 mg], relative to placebo [see Warnings and Precautions].

The WHIMS estrogen plus progestin ancillary study of WHI reported an
increased risk of developing probable dementia in postmenopausal women
65 years of age or older during 4 years of treatment with daily CE (0.625 mg)
combined with MPA (2.5 mg), relative to placebo. It is unknown whether
this finding applies to younger postmenopausal women [see Warnings and
Precautions and Use in Specific Populations].

Breast Cancer

The WHI estrogen plus progestin substudy also demonstrated an increased
risk of invasive breast cancer [see Warnings and Precautions].

In the absence of comparable data, these risks should be assumed to be
similar for other doses of CE and MPA and other combinations and dosage
forms of estrogens and progestins.

Estrogens with or without progestins should be prescribed at the lowest
effective doses and for the shortest duration consistent with treatment
goals and risks for the individual woman.

INDICATIONS AND USAGE

Treatment of Moderate to Severe Vasomotor Symptoms due to Menopause.
Treatment of Moderate to Severe Symptoms of Vulvar and Vaginal Atrophy
due to Menopause.

Limitation of Use

When prescribing solely for the treatment of moderate to severe symptoms
of vulvar and vaginal atrophy due to menopause, topical vaginal products
should be considered.

DOSAGE FORMS AND STRENGTHS
EstroGel 0.06% is an estradiol transdermal gel. One pump depression
delivers 1.25 g of el that contains 0.75 mq estradiol.

CONTRAINDICATIONS

EstroGel is contraindicated in women with any of the following conditions:
+ Undiagnosed abnormal genital bleeding

- Known, suspected, or history of breast cancer

- Known or suspected estrogen-dependent neoplasia

- Active DVT, PE, or history of these conditions

+ Active arterial thromboembolic disease (for example, stroke and MI), or a
history of these conditions

+ Known anaphylactic reaction or angioedema to EstroGel

+ Known liver impairment or disease

- Known protein C, protein S, or antithrombin deficiency, or other known
thrombophilic disorders

+ Known or suspected pregnancy

WARNINGS AND PRECAUTIONS

Cardiovascular Disorders

An'increased risk of stroke and DVT has been reported with estrogen-alone
therapy. An increased risk of PE, DVT, stroke and MI has been reported with
estrogen plus progestin therapy. Should any of these occur or be suspected,
estrogen with or without progestin therapy should be discontinued
immediately.

Risk factors for arterial vascular disease (for example, hypertension, diabetes
mellitus, tobacco use, hypercholesterolemia, and obesity) and/or venous
thromboembolism (VTE) (for example, personal history or family history
of VTE, obesity, and systemic lupus erythematosus) should be managed
appropriately.

Stroke

In the WHI estrogen-alone substudy, a statistically significant increased
risk of stroke was reported in women 50 to 79 years of age receiving daily
CE (0.625 mg)-alone compared to women in the same age group receiving
placebo (45 versus 33 per 10,000 women-years). The increase in risk was
demonstrated in year 1and persisted. Should a stroke occur or be suspected,
estrogen-alone therapy should be discontinued immediately.

Subgroup analysis of women 50 to 59 years of age suggest no increased
risk of stroke for those women receiving CE (0.625 mg)-alone versus those
receiving placebo (18 versus 21 per 10,000 women-years).

In the WHI estrogen plus progestin substudy, a statistically significant
increased risk of stroke was reported in women 50 to 79 years of age
receiving daily CE (0.625 mg) plus MPA (2.5 mg) compared to women in the
same age group receiving placebo (33 versus 25 per 10,000 women-years).
The increase in risk was demonstrated after the first year and persisted.
Should a stroke occur or be suspected, estrogen plus progestin therapy
should be discontinued immediately.

Coronary Heart Disease

In the WHI estrogen-alone substudy, no overall effect on coronary heart
disease (CHD) events (defined as nonfatal MI, silent MI, or CHD death) was
reported in women receiving estrogen-alone compared to placebo.

Subgroup analyses of women 50 to 59 years of age suggest a statistically
non-significant reduction in CHD events (CE [0.625 mg]-alone compared
to placebo) in women with less than 10 years since menopause (8 versus 16
per 10,000 women-years).

In the WHI estrogen plus progestin substudy, there was a statistically
non-significant increased risk of CHD events reported in women receiving
daily CE (0.625 mq) plus MPA (25 mg) compared to women receiving
placebo (41 versus 34 per 10,000 women-years). An increase in relative risk
was demonstrated in year 1, and a trend toward decreasing relative risk was
reported in years 2 through 5.

In postmenopausal women with documented heart disease (n = 2,763, average
6.7 years of age), in a controlled clinical trial of secondary prevention of
cardiovascular disease (Heart and Estrogen/Progestin Replacement Study
[HERS]), treatment with daily CE (0.625 mg) plus MPA (25 mg) demonstrated
no cardiovascular benefit. During an average follow-up of 41 years, treatment
with CE plus MPA did not reduce the overall rate of CHD events in post-
menopausal women with established coronary heart disease. There were
more CHD events in the CE plus MPA-treated group than in the placebo
group in year 1, but not during the subsequent years. Two thousand, three
hundred twenty-one (2,321) women from the original HERS trial agreed to
participate in an open-fabel extension of HERS, HERS I1. Average follow-up
in HERS Il was an additional 2.7 years, for a total of 6.8 years overall. Rates
of CHD events were comparable among women in the CE plus MPA group and
the placebo group in HERS, HERS I, and overall.

Venous Thromboembolism

In the WHI estrogen-alone substudy, the risk of VTE (DVT and PE) was
increased for women receiving daily CE (0.625 mg)-alone compared to placebo
(30 versus 22 per 10,000 women-years), although only the increased risk of
DVT reached statistical significance (23 versus 15 per 10,000 women-years).
The increase in VTE risk was demonstrated during the first 2 years.

Inthe WHI estrogen plus progestin substudy, a statistically significant 2-fold
greater rate of VTE was reported in women receiving daily CE (0.625 mg)
plus MPA (25 mg) compared to women receiving placebo (35 versus 17 per
10,000 women-years). Statistically significant increases in risk for both DVT
(26 versus 13 per 10,000 women-years) and PE (18 versus 8 per 10,000 women-
years) were also demonstrated. The increase in VTE risk was demonstrated
during the first year and persisted.

Should a VTE occur or be suspected, therapy should be discontinued
immediately. If feasible, estrogens should be discontinued at least 4 to
6 weeks before any surgery of the type associated with an increased risk of
thromboembolism, or during periods of prolonged immabilization.

Malignant Neoplasms

Endometrial Cancer

An increased risk of endometrial cancer has been reported with the use of
unopposed estrogen therapy in women with a uterus. The reported endometrial
cancer risk among unopposed estrogen users is about 2 to 12 times greater
than in nonusers, and appears dependent on duration of treatment and on
estrogen dose. Most studies show no significant increased risk associated
with use of estrogens for less than 1 year. The greatest risk appears to be
associated with prolonged use, with increased risks of 15- to 24-fold for 5 to
10 years or more. This risk has been shown to persist for at least 8 to 15 years
after estrogen therapy is discontinued.

Clinical surveillance of all women using estrogen-alone or estrogen plus
progestin therapy is important. Adequate diagnostic measures, including
directed or random endometrial sampling when indicated, should be under-
taken to rule out malignancy in postmenopausal women with undiagnosed
persistent or recurring abnormal genital bleeding.

There is no evidence that the use of natural estrogens results in a different
endometrial risk profile than synthetic estrogens of equivalent estrogen
dose. Adding a progestin to estrogen therapy in postmenopausal women has
been shown to reduce the risk of endometrial hyperplasia, which may be a
precursor to endometrial cancer.

Breast Cancer

The most important randomized clinical trial providing information about
breast cancer in estrogen-alone users is the WHI substudy of daily CE (0.625
mg)-alone. In the WHI estrogen-alone substudy, after an average follow-up
of 71 years, daily CE-alone was not associated with an increased risk of
invasive breast cancer [relative risk (RR) 0.8]).

The most important randomized clinical trial providing information about
breast cancer in estrogen plus progestin users is the WHI substudy of daily
CE (0.625 mg) plus MPA (25 mg). After a mean follow-up of 5.6 years, the
estrogen plus progestin substudy reported an increased risk of invasive
breast cancer in women who took daily CE plus MPA.

In this substudy, prior use of estrogen-alone or estrogen plus progestin
therapy was reported by 26 percent of the women. The relative risk of
invasive breast cancer was 1.24, and the absolute risk was 41 versus 33 cases
per 10,000 women- years, for CE plus MPA compared with placebo. Among
women who reported prior use of hormone therapy, the relative risk of
invasive breast cancer was 1.86, and the absolute risk was 46 versus 25 cases
per 10,000 women-years, for CE plus MPA compared with placebo. Among
women who reported no prior use of hormone therapy, the relative risk of
invasive breast cancer was 1.09, and the absolute risk was 40 versus 36
cases per 10,000 women-years for CE plus MPA compared with placebo. In
the same substudy, invasive breast cancers were larger, were more likely
to be node positive, and were diagnosed at a more advanced stage in the
CE (0.625 mg) plus MPA (25 mg) group compared with the placebo group.
Metastatic disease was rare, with no apparent difference between the two
groups. Other prognostic factors, such as histologic subtype, grade and
hormone receptor status did not differ between the groups.

Consistent with the WHI clinical trial, observational studies have also
reported an increased risk of breast cancer for estrogen plus progestin
therapy, and a smaller increased risk for estrogen-alone therapy, after
several years of use. The risk increased with duration of use, and appeared
to return to baseline over about 5 years after stopping treatment (only
the observational studies have substantial data on risk after stopping).
Observational studies also suggest that the risk of breast cancer was
greater, and became apparent earlier, with estrogen plus progestin
therapy as compared to estrogen-alone therapy. However, these studies
have not generally found significant variation in the risk of breast
cancer among different estrogen plus progestin combinations, doses, or
routes of administration.

The use of estrogen-alone and estrogen plus progestin has been reported to
result in an increase in abnormal mammograms requiring further evaluation.

All'women should receive yearly breast examinations by a healthcare
provider and perform monthly breast self-examinations. In- addition,
mammography examinations should be scheduled based on patient age, risk
factors, and prior mammogram results.

Qvarian Cancer

The WHI estrogen plus progestin substudy reported a statistically non-
significant increase in the risk of ovarian cancer. After an average follow-up
of 5.6 years, the relative risk for ovarian cancer for CE plus MPA versus
placebo was 158 (95 percent Cl, 0.77-324). The absolute risk for CE plus
MPA versus placebo was 4 versus 3 cases per 10,000 women-years. In some
epidemiologic studies, the use of estrogen plus progestin and estrogen-
only products, in particular for 5 or more years, has been associated with an
increased risk of ovarian cancer. However, the duration of exposure associated
with increased risk is not consistent across all epidemiologic studies, and
some report no association.

Probable Dementia

In the WHIMS estrogen-alone ancillary study of WHI, a population of 2,947
hysterectomized women 65 to 79 years of age was randomized to daily CE
(0.625 mg)-alone or placebo.

After an average follow-up of 5.2 years, 28 women in the estrogen-alone
group and 19 women in the placebo group were diagnosed with probable



dementia. The relative risk of probable dementia for CE-alone versus placebo
was 149 (95 percent CI, 0.83-2.66). The absolute risk of probable dementia
for CE-alone versus placebo was 37 versus 25 cases per 10,000 women-years
[see Use in Specific Populations].

In the WHIMS estrogen plus progestin ancillary study of WHI, a population
of 4532 postmenopausal women 65 to 79 years of age was randomized to
daily CE (0.625 mg) plus MPA (2.5 mg) or placebo. After an average follow-up
of 4 years, 40 women in the CE plus MPA group and 21 women in the placebo
group were diagnosed with probable dementia. The relative risk of probable
dementia for CE plus MPA versus placebo was 2.05 (95 percent CI, 1.21-348).
The absolute risk of probable dementia for CE plus MPA versus placebo was
45 versus 22 cases per 10,000 women-years [see Use in Specific Populations].

When data from the two populations in the WHIMS estrogen-alone and
estrogen plus progestin ancillary studies were pooled as planned in the
WHIMS protocol, the reported overall relative risk for probable dementia was
176 (95 percent C1, 119-2.60). Since both ancillary studies were conducted in
women 65 to 79 years of age, it is unknown whether these findings apply to
younger postmenopausal women [see Use in Specific Populations].

Gallbladder Disease
A 2-to 4-old increase in the risk of gallbladder disease requiring surgery in
postmenopausal women receiving estrogens has been reported.

Hypercalcemia

Estrogen administration may lead to severe hypercalcemia in patients with
breast cancer and bone metastases. If hypercalcemia occurs, use of the drug
should be stopped and appropriate measures taken to reduce the serum
calcium level.

Visual Abnormalities

Retinal vascular thrombosis has been reported in patients receiving
estrogens. Discontinue medication pending examination if there is sudden
partial or complete loss of vision or a sudden onset of proptosis, diplopia,
or migraine. If examination reveals papilledema or retinal vascular lesions,
estrogens should be permanently discontinued.

Addition of a Progestin when a Woman has not had a Hysterectomy
Studies of the addition of a progestin for 10 or more days of a cycle of
estrogen administration, or daily with estrogen in a continuous regimen,
have reported a lowered incidence of endometrial hyperplasia than would
be induced by estrogen treatment alone. Endometrial hyperplasia may be a
precursor to endometrial cancer.

There are, however, possible risks that may be associated with the use of
progestins with estrogens compared to estrogen-alone regimens. These
include an increased risk of breast cancer.

Elevated Blood Pressure

Ina small number of case reports, substantial increases in blood pressure
have been attributed to idiosyncratic reactions to estrogens. In a large,
randomized, placebo-controlled clinical trial, a generalized effect of estrogens
on blood pressure was not seen.

Hypertriglyceridemia

In women with pre-existing hypertriglyceridemia, estrogen therapy may be
associated with elevations of plasma triglycerides leading to pancreatitis.
Consider discontinuation of treatment if pancreatitis occurs.

Hepatic Impairment and/or Past History of Cholestatic Jaundice

Estrogens may be poorly metabolized in women with impaired liver function.
For women with a history of cholestatic jaundice associated with past estrogen
use or with pregnancy, caution should be exercised, and in the case of
recurrence, medication should be discontinued.

Hypothyroidism

Estrogen administration leads to increased thyroid-binding globulin
(TBG) levels. Women with normal thyroid function can compensate for the
increased TBG by making more thyroid hormone, thus maintaining free T, and
T, serum concentrations in the normal range. Women dependent on thyroid
hormone replacement therapy who are also receiving estrogens may require
increased doses of their thyroid-replacement therapy. These women should
have their thyroid function monitored in order to maintain an acceptable range.

Fluid Retention

Estrogens may cause some degree of fluid retention. Women with conditions
that might be influenced by this factor, such as a cardiac or renal dysfunction,
warrant careful observation when estrogen-alone is prescribed.

Hypocalcemia
Estrogen therapy should be used with caution in women with
hypoparathyroidism as estrogen-induced hypocalcemia may occur.

Exacerbation of Endometriosis

A few cases of malignant transformation of residual endometrial implants
have been reported in women treated post-hysterectomy with estrogen-alone
therapy. For women known to have residual endometriosis post-hysterectomy,
the addition of progestin should be considered.

Hereditary Angioedema
Exogenous estrogens may exacerbate symptoms of angioedema in women
with hereditary angioedema.

Exacerbation of Other Conditions

Estrogen therapy may cause an exacerbation of asthma, diabetes mellitus,
epilepsy, migraine, porphyria, systemic lupus erythematosus, and hepatic
hemangiomas and should be used with caution in women with these
conditions.

Alcohol-based Products are Flammable
Avoid fire, flame, or smoking until the gel has dried.

Moisturizer Lotion Application
Use of moisturizing lotion one hour after application of EstroGel 0.06%
significantly increased estradiol absorption.

Laboratory Tests

Serum follicle stimulating hormone (FSH) and estradiol levels have not been
shown to be useful in the management of moderate to severe vasomotor
symptoms and moderate to severe symptoms of vulvar and vaginal atrophy.

Drug-Laboratory Test Interactions

Accelerated prothrombin time, partial thromboplastin time, and platelet
aggregation time; increased platelet count; increased factors I, VIl antigen,
VIl antigen, VIII coagulant activity, IX, X, XII, VII-X complex, II-VII-X complex,
and betathromboglobulin; decreased levels of anti-factor Xa and antithrombin
IIl, decreased antithrombin III activity; increased levels of fibrinogen and
fibrinogen activity; increased plasminogen antigen and activity.

Increased thyroid-binding globulin (TBG) levels leading to increased
circulating total thyroid hormone levels, as measured by protein-bound
iodine (PBI), T, levels (by column or by radioimmunoassay) or T, levels by
radioimmunoassay. T, resin uptake is decreased, reflecting the elevated
TBG. Free T, and T, concentrations are unaltered. Women on thyroid-
replacement therapy may require higher doses of thyroid hormone.

(ther binding proteins may be elevated in serum (for example, corticosteroid-
binding globulin [CBG], sex hormone-binding globulin [SHBG]), leading to
increased total circulating corticosteroids and sex steroids, respectively.
Free hormone concentrations, such as testosterone and estradiol, may be
decreased. Other plasma proteins may be increased (angiotensinogen/renin
substrate, alpha-1-antitrypsin, ceruloplasmin).

Increased plasma high-density lipoprotein (HDL) and HDL, cholesterol
subfraction concentrations, reduced low-density lipoprotein (LDL) cholesterol
concentration, increased triglyceride levels.

Impaired glucose tolerance.

ADVERSE REACTIONS
The following serious adverse reactions are discussed elsewhere in the
[abeling:

+ Cardiovascular Disorders [see Boxed Warning, and Warnings and
Precautions]
+ Malignant Neoplasms [see Boxed Warning, and Warnings and Precautions]

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in clinical practice.

EstroGel was studied in 2 well-controlled, 12-week clinical trials. Incidence of
adverse drug reactions =5 percent for 1.25 g EstroGel 0.06% and placebo
is given in Table 1.

TABLE 1: Incidence of Adverse Drug Reactions =5 Percent
Occurrence in the EstroGel Treatment Group for the Intent-to-Treat
Safety Population in 2 Well-controlled Clinical Studies
(Expressed as Percent of Treatment Group)

Body System/ EstroGel 0.06% Placebo
Adverse Drug 1.25 g /day (n=T3)
Reactions (n=168)
BODY AS A WHOLE
Headache | 95 | 27
DIGESTIVE SYSTEM
Flatulence | 5.4 | 41
UROGENITAL SYSTEM
Breast pain | 107 | 8.2

In 2 controlled clinical trials, application site reactions were reported by 0.6
percent of patients who received 1.25 g of EstroGel. Other skin reactions, such
as pruritus and rash, were also noted.

Postmarketing Experience

The following adverse reactions have been identified during post-approval
use of EstroGel. Because these reactions are reported voluntarily from a
population of uncertain size, it is not always possible to reliably estimate
their frequency or establish a causal relationship to drug exposure.

Genitourinary system: Endometrial cancer

Breast: Pain; tenderness; breast cancer

Cardiovascular: Deep vein thrombosis; myocardial ischemia; phiebitis
Gastrointestinal: Nausea; abdominal distension; diarrhea; stomach discomfort

Skin: Alopecia; rash; pruritus; application site: dryness, pain, discoloration,
reaction, rash

Eyes: Retinal vein occlusion

Central nervous system: Headache; dizziness; insomnia; hypoesthesia;
meningioma; aphasia; bradyphrenia; paresthesia

Miscellaneous: Drug ineffective; hot flush; arthralgia; night sweats; drug
effect decreased; pain in extremity; fatigue; weight increased; pain; hyper-
sensitivity, dyspnea; malignant mesenchymoma; angioedema; hepatitis
acute; face edema; accidental exposure; myoclonus; gait disturbance; flushing

DRUG INTERACTIONS
No drug-drug interaction studies have been conducted for EstroGel.

Metabolic Interactions

In vitro and in vivo studies have shown that estrogens are metabolized
partially by cytochrome P450 3A4 (CYP3A4). Therefore, inducers or inhibitors
of CYP3A4 may affect estrogen drug metabolism. Inducers of CYP3A4, such
as St. John's wort (Hypericum perforatum) preparations, phenobarbital,
carbamazepine, and rifampin, may reduce plasma concentrations of estrogens,
possibly resulting in a decrease in therapeutic effects and/or changes in
the uterine bleeding profile. Inhibitors of CYP3A4 such as erythromycin,
clarithromycin, ketoconazole, itraconazole, ritonavir, and grapefruit juice may
increase plasma concentrations of estrogen and may result in side effects.

USE IN SPECIFIC POPULATIONS

Pregnancy

EstroGel should not be used during pregnancy [see Contraindications]. There
appears to be little or no increased risk of birth defects in children born to
women who have used estrogens and progestins as an oral contraceptive
inadvertently during early pregnancy.

Nursing Mothers

EstroGel should not be used during lactation. Estrogen administration to
nursing women has been shown to decrease the quantity and quality of the
breast milk. Detectable amounts of estrogen have been identified in the milk
of women receiving estrogen therapy. Caution should be exercised when
EstroGel is administered to a nursing woman.

Pediatric Use
EstroGel is not indicated in children. Clinical studies have not been conducted
inthe pediatric population.

Geriatric Use

There have not been sufficient numbers of geriatric women involved in
studies utilizing EstroGel to determine whether those over 65 years of age
differ from younger subjects in their response to EstroGel.

The Women's Health Initiative Studies

In the WHI estrogen-alone substudy (daily CE [0.625 mg]-alone versus
placebo), there was a higher relative risk of stroke in women greater than
65 years of age.

Inthe WHI estrogen plus progestin substudy (daily CE [0.625 mq] plus MPA[2.5
mg] versus placebo), there was a higher relative risk of nonfatal stroke and
invasive breast cancer in women greater than 65 years of age.

The Women's Health Initiative Memory Study

In the WHIMS ancillary studies of postmenopausal women 65 to 79 years of
aqe, there was an increased risk of developing probable dementia in women
receiving estrogen-alone or estrogen plus progestin when compared to
placebo [see Warnings and Precautions].

Since both ancillary studies were conducted in women 65 to 79 years of age, it
is unknown whether these findings apply to younger postmenopausal women
[see Warnings and Precautions].

Renal Impairment
The effect of renal impairment on the pharmacokinetics of EstroGel has not
been studied.

Hepatic Impairment
The effect of hepatic impairment on the pharmacokinetics of EstroGel has
not been studied.

OVERDOSAGE

Overdosage of estrogen may cause nausea, vomiting, breast tenderness,
abdominal pain, drowsiness and fatique, and withdrawal bleeding may occur
in women. Treatment of overdose consists of discontinuation of EstroGel
together with institution of appropriate symptomatic care.

Keep out of reach of children.
This brief summary is based on the EstroGel full Prescribing Information.
©2016 ASCEND Therapeutics® US, LLC 2016-E6-001



SERMSs in menopause
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Steroid hormone receptor signaling pathway
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to its intracellular receptor, the latter undergoes conformational change that releases a heat-shock protein
and exposes the DNA-binding domain. The receptor-hormone complex (1) forms a dimer; (2) translocates
to the nucleus; (3) binds to a specific hormone receptor sequence-DNA to modulate gene expression;

(4) undergoes mMRNA transcription in the presence of coactivators and corepressors; and (5) initiates
downstream protein synthesis that alters cellular function.

estrogen receptor {3, either on the cell sur-
face or inside the cell (FIGURE). Estrogen
receptors are present in various tissues, in-
cluding the brain, breast, lung, liver, bone,
and uterus. However, each of these tissues
contains unique transcriptional coactivators
and corepressors that distinctively influence
the transcriptional efficacy of the hormone-
receptor complex, thereby modifying the
transcriptional efficiency within the target
tissue. It is also believed that SERMs exert
different effects depending on the ratio of
a-to- estrogen receptors in specific tis-
sues and on the varying concentrations of
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coactivators and corepressors in these tissues.'?

Given our understanding of how SERMs
interact with the estrogen receptor in vari-
ous tissues, therapeutic efforts have aimed
to optimize the desirable properties of re-
ceptor modulation by combining an estro-
gen with a SERM, forming a tissue selective
estrogen complex (TSEC). This new com-
bination allows for the benefits of estrogen
therapy while minimizing its negative ef-
fects in women with a uterus. Understand-
ing the different tissue effects of each SERM
and TSEC helps to guide their use in meno-
pausal management.

CONTINUED ON PAGE S24
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Reclaim. Restore. Revive.

Non-surgical vulvovaginal rejuvenation.

Worldwide, women want to reclaim their
younger or “pre-baby” bodies, restore their
satisfaction, and revive their vulvovaginal
youthfulness and well-being.

‘Given the safety,
simplicity and ease of
treatment associated with
TTCRF (Transcutaneous
Temperature Controlled
Radiofrequency) as well
as the remarkable results
and high patient
satisfaction with virtually
no risk, downtime, or
discomfort, this novel therapy shows much
promise in both the medical and aesthetic
arenas in an increasingly accepting social
climate”

- Red Alinsod, MD
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ThermiVa Electrode and Hand Piece

To learn more about ThermiVa® |
visit Thermi.com.
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SERMs in menopause
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Table Effects of SERMs vary in target tissues®2" 2326

Endometrium-
SERM Bone Brain Breast uterus Vagina | Cardiovascular | FDA indication
Tamoxifen®” Agonist Antagonist | Antagonist | Agonist Agonist, Agonist Prevention of breast
variably cancer in high-risk
women
Raloxifene®'* Agonist Antagonist | Antagonist | Neutral Neutral Agonist Treat and prevent
osteoporosis;
prevention of breast
cancer in high-risk
postmenopausal
women
Bazedoxifene'®® Weak Antagonist | Antagonist Antagonist | Neutral None as
antagonist monotherapy
Ospemifene'’-2! Antagonist | Neutral Partial agonist Agonist Agonist Moderate-to-severe
dyspareunia in VVA
Lasofoxifene? 4 Weak Antagonist | Neutral Agonist Agonist None; in
antagonist development
BZA/CE?% Agonist Neutral Neutral Agonist Agonist Vasomotor
symptoms and
prevention of
osteoporosis

Abbreviations: BZA/CE,

bazedoxifene/conjugated estrogen; FDA, US Food and Drug Administration; SERM, selective estrogen receptor modulator; VVA, vulvovaginal atrophy.
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FDA-approved SERMs
Tamoxifen

Tamoxifen acts as an estrogen agonist in the
liver, bone, and uterus and as an estrogen an-
tagonist in the breast (TABLE). Its beneficial
effects include a reduced risk of breast can-
cer, lower low-density lipoprotein (LDL) and
higher high-density lipoprotein (HDL) levels,
and a decrease in bone mineral turnover and
loss. However, tamoxifen increases the risks of
endometrial polyps and cancer, VTE, and pul-
monary embolism. Approved in 1978 by the
US Food and Drug Administration (FDA) for
the adjuvant treatment of estrogen-receptor-
positive breast cancer in pre- and postmeno-
pausal women, tamoxifen has been widely
used for this indication.? In 1999, tamoxifen
was approved for the primary prevention of
breast cancer in high-risk pre- and postmeno-
pausal women based on the results of the
Breast Cancer Prevention Trial, which dem-
onstrated that tamoxifen can reduce the risk
of invasive estrogen-receptor-positive breast
cancer in high-risk women by 49%.*

OBG Management | May 2016

Although tamoxifen acts as an estrogen
agonist in the bone and has been shown to
prevent bone loss in the lumbar spine and
hip, it is not as effective as estrogen alone
and is not FDA approved for this indication.’
Up to 50% of women taking tamoxifen re-
ported hot flashes after starting the medica-
tion.® The use of tamoxifen for breast cancer
chemoprophylaxis in high-risk women is
limited because of hot flashes and an in-
creased risk of endometrial hyperplasia and
endometrial cancer.”

Raloxifene

Raloxifene is a second-generation SERM de-
veloped to treat osteoporosis. See TABLE. It
exerts estrogenic action on bone, neutral
actions on the uterus, and antiestrogenic
effects on the breast. In the Multiple Out-
comes of Raloxifene Evaluation (MORE)
trial—a multicenter, double-blind, placebo-
controlled study of postmenopausal women
with osteoporosis—raloxifene increased
bone mineral density (BMD) in the spine

obgmanagement.com



and femoral neck and reduced risk of ver-
tebral fracture.® This led to FDA approval of
raloxifene 60 mg/day for the prevention and
treatment of postmenopausal osteoporo-
sis. In this study raloxifene was also associ-
ated with an increased risk of VTE (relative
risk [RR], 3.1; 95% confidence interval [CI],
1.5-6.2)° and fatal stroke (RR, 1.49; 95% CI,
1.00-2.24).° The increase in lumbar spine
and femoral neck BMD with raloxifene ther-
apy was conserved after 2, 3, and 4 years of
treatment.*

Raloxifene decreases the incidence of
invasive breast cancer in postmenopausal
women with osteoporosis. In the MORE trial,
the incidence of invasive breast cancer was
reduced by 76% after 3 years and 72% after
4years." In the 4-year follow-up study to the
MORE trial, the risk of invasive breast cancer
was significantly reduced by 59% after 8 years
(hazard ratio [HR], 034; 95% CI, 0.18-0.66).1
The results of the MORE trial were sup-
ported by the Study of Tamoxifen and Ral-
oxifene (STAR) trial, which showed that both
tamoxifen and raloxifene decreased the risk
of breast cancer by approximately 50% in
postmenopausal women at risk for the dis-
ease.” The study also showed that women
who took raloxifene (vs tamoxifen) daily for
4 years had 36% fewer uterine cancers and
29% fewer blood clots.”® Adverse events
were also lower with raloxifene, including
decreased risk of uterine cancer, VTE, and
cataracts.'> However, raloxifene was associ-
ated with an increased risk of hot flashes and
leg cramps. Following this study, raloxifene
was also FDA approved for prevention of in-
vasive breast cancer in high-risk postmeno-
pausal women.

Clinical pearl: Alone, raloxifene does
not have any effect on genitourinary syn-
drome of menopause (GSM), also known
as vulvovaginal atrophy or VVA, and has no
effect on the vaginal maturation index; how-
ever, raloxifene may improve VVA when used
with local vaginal estrogen cream or estro-
gen ring." It should not be used in combina-
tion with systemic estrogen due to increased
endometrial stimulation. Raloxifene is not
approved for treatment of VVA.

obgmanagement.com

Bazedoxifene

Bazedoxifene is a third-generation SERM
that acts as an estrogen antagonist in the
breast and endometrium and as an estrogen
agonist in bone. See TABLE. In a 3-year ran-
domized controlled trial, bazedoxifene (20
or 40 mg/day) significantly improved BMD
and reduced bone marker levels compared
with placebo (P<.001). It also significantly
reduced the risk of new vertebral fractures in
postmenopausal women with osteoporosis
(P<.05) and reduced the risk of nonvertebral
fracture in patients at high fracture risk.”
Bazedoxifene is approved for treatment of
osteoporosis in Europe. It is awaiting ap-
proval as a single agent in the United States,
although the FDA has approved it as part of
a combination formulation (discussed on
page S26). Bazedoxifene is associated with
mild hot flashes and an increase in VTE but
does not increase endometrial thickness,
breast tenderness, or risk of breast cancer.'®
It also has no effect on symptoms of VVA.

Ospemifene

Ospemifene was originally developed to
prevent and treat osteoporosis, but to date
no large human trials have been performed
to evaluate its effectiveness for this indi-
cation. Preclinical data in a mouse model
noted reduced bone turnover and increased
bone strength.'”

Ospemifene has been well studied for
treatment of VVA and dyspareunia. In a
12-week clinical trial, 60 mg of ospemifene
increased the number of superficial cells,
decreased the number of parabasal cells,
and improved vaginal pH, vaginal dryness,
and dyspareunia. However, there was an in-
crease in hot flashes compared with placebo
(9.6% versus 3.4%), which persisted through-
out the 1-year extension study.'®"

Ospemifene received FDA approval
in 2013 for the treatment of moderate-to-
severe dyspareunia. After 1 year of treat-
ment, women taking ospemifene had more
uterine polyps (5.9 vs 1.8 with placebo),
an increase in proliferative endometrium
(86 patients taking ospemifene vs 13 with
placebo), and an increase in endometrial
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SERMs in menopause

I
Bazedoxifene

plus conjugated
estrogen is the first
TSEC approved

for treatment of
vasomotor symptoms
and prevention of
osteoporosis

$26

thickness greater than 5 mm (60 patients
taking ospemifene vs 21 taking placebo).
Although clinical trials have found no in-
crease in endometrial cancer or hyperplasia
in women taking ospemifene, they have not
assessed endometrial impact beyond 1 year
of use.”” Ospemifene also is associated with
a slight increase in hemorrhagic (not throm-
botic) stroke and VTE,?! and the ospemifene
labeling contains a black box warning re-
garding concerns for endometrial stimula-
tion, VTE, and stroke.

Toremifene

Toremifene is a second-generation SERM
similar to tamoxifen. See TABLE on page
S24. Tt is used primarily to treat advanced
estrogen-sensitive breast cancer and as adju-
vant treatment of early breast cancer. Com-
pared with tamoxifen, toremifene lowers the
risk of endometrial cancer and may lower the
risk of VTE. Its positive effects on BMD and
lipid profiles are similar to that of tamoxifen.*

SERMS in development
Lasofoxifene

Lasofoxifene is a third-generation SERM
that has demonstrated clinical efficacy in
preventing and treating osteoporosis and in
treating VVA in postmenopausal women. La-
sofoxifene at a dose of 0.5 mg/day decreased
vertebral fractures by 42% (P<.001) and
nonvertebral fractures by 24% (P = .002) at
3 years.” Moreover, the signs and symptoms
of VVA, as well as vaginal pH and maturation,
improved with lasofoxifene compared with
placebo.?® Additional studies of lasofoxifene
were put on hold due to the concern for in-
creased endometrial thickness, even though
there was no increase in endometrial hy-
perplasia or cancer among postmenopausal
women treated with lasofoxifene.*

Tissue selective

estrogen complex

For women with a uterus, traditional
hormone therapy to treat menopausal
symptoms has been estrogen combined with
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a progestin to protect the uterus from unop-
posed estrogen stimulation. The consensus
among many societies, including the North
American Menopause Society, the American
College of Obstetricians and Gynecologists,
the International Menopause Society, the
Endocrine Society, and the American Society
for Reproductive Medicine, is that “New data
and reanalyses of older studies by women'’s
age show that, for most women, the potential
benefits of menopausal hormone therapy
given for a clear indication are many and
the risks are few when initiated within a few
years of menopause. The benefits are more
likely to outweigh the risks for symptomatic
women before the age of 60 years or within
10 years after menopause.”* However, com-
bination estrogen-progestin therapy may
result in unscheduled bleeding, additional
endometrial diagnostic procedures, breast
pain/tenderness, and increased mammo-
graphic breast density that can lead to ad-
ditional breast imaging. These unwanted
effects have spurred the need to develop
new, less risky forms of hormone therapy.

A new formulation, the tissue selective
estrogen complex (TSEC), pairs a specific
SERM with a specific estrogen and ap-
pears to be a favorable alternative to tradi-
tional hormone therapy, taking advantage
of the estrogen-antagonistic properties of
the SERM while offering the benefits of es-
trogen therapy. In 2013, the FDA approved
bazedoxifene (BZA) combined with con-
jugated equine estrogen (CE) (at a dose of
20 mg BZA/0.45 mg CE) to relieve hot
flashes and prevent osteoporosis.?® This
combination is the first TSEC marketed in
the United States. BZA was selected as the
SERM because it possesses sufficient an-
tagonist effect on uterine tissue to be paired
with a conjugated estrogen.

What have we learned from
SMART?

The Selective Estrogens, Menopause, and
Response to Therapy (SMART) trials were a
series of multicenter, randomized controlled
studies designed to assess the effects of the
TSEC BZA/CE in postmenopausal women.

CONTINUED ON PAGE S28
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SERMs in menopause

CONTINUED FROM PAGE S26

I
The SMART trials
studied BZA/CE’s
effects on hot flashes,
V'VA, and osteoporosis
prevention;
improvements

were seen for each
end point and no
unexpected safety
findings were reported

S§28

Each SMART trial focused on evaluating dif-
ferent menopausal end points. The SMART 2
trial evaluated 332 women aged 40 to
65 years with a uterus who had at least 50 hot
flashes a week of moderate or severe inten-
sity. BZA 20 mg/CE 0.45 mg significantly re-
duced the number and severity of hot flashes
at 4 and 12 weeks (P<.001). At week 12, BZA/
CE reduced hot flashes from baseline by 74%
(from 10.3 hot flashes per week to 2.8), com-
pared with a 51% reduction with placebo
(10.5 vs 5.4). There was also a significant
reduction in the severity of hot flashes with
BZA/CE compared with placebo (37% vs
17%). The safety profile was similar between
BZA/CE and placebo, and no unexpected
safety findings were reported.*

The SMART 3 trial evaluated 664 healthy
postmenopausal women aged 40 to 65 years
with VVA for changes in vaginal maturation,
vaginal pH, and severity of the most bother-
some symptom of VVA at 4 and 12 weeks of
treatment with either placebo or BZA/CE.
Vaginal atrophy was measured by the per-
centage of super, intermediate, and para-
basal cells on vaginal wall smear. BZA/CE
stimulated an estrogen-dominant change
in the vaginal mucosa with significantly in-
creased superficial cells and decreased para-
basal cells compared with placebo (P<.01). It
also significantly improved vaginal pH, vagi-
nal dryness, and the most bothersome VVA
symptom (P<.05).%

Finally, the SMART 1, 4, and 5 studies
evaluated the effects of BZA/CE on osteo-
porosis prevention. Lumbar spine and total
hip BMD increased significantly from base-
line at years 1 and 2 with BZA/CE compared
with placebo (P<.001). SMART 5 noted simi-
lar rates of amenorrhea, breast tenderness,
and adverse events between BZA/CE and
placebo. There was also a low incidence of
endometrial hyperplasia (<1%), endome-
trial proliferation, asymptomatic endome-
trial polyps, and endometrial thickening.*
Importantly, although these trials were not
powered to assess impact on breast cancer,
the incidence of breast cancer across all
5 SMART trials with data up to 5 years was no
different between BZA/CE and placebo.
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In summary, SMART study participants
reported a low incidence of breast pain/
tenderness and a high rate of amenorrhea;
they exhibited a low incidence of endome-
trial hyperplasia and no changes in mam-
mographic breast density.

Clinical pearl: The BZA/CE combina-
tion would be an ideal option for women
taking estrogen therapy for the treatment of
vasomotor symptoms who do not tolerate
progesterone therapy or who have a history
of irregular bleeding or a thickened endome-
trial stripe. BZA/CE is also a good first option
for symptomatic menopausal women with a
uterus who have hot flashes, night sweats, or
VVA and desire bone loss prevention without
monthly vaginal bleeding.

CASE Resolved

You prescribed cyclic estrogen and progestin
therapy for 3 months, and a repeat endome-
trial biopsy confirmed resolution of the patient’s
endometrial hyperplasia. Because of her desire
not to have monthly bleeding, you prescribe the
BZA/CE combination.

Summary guidance

on clinical choices

For patients who have had a hysterectomy,
estrogen alone would likely be the treat-
ment of choice for vasomotor symptoms,
while either low-dose vaginal estrogen or
ospemifene could be considered for treat-
ment of VVA in women free of vasomotor
symptoms.

For a patient who has a uterus (as pre-
sented in our case example), either an
estrogen-progestin combination or a TSEC
would be appropriate hormonal manage-
ment for vasomotor symptoms. The TSEC
formulation may be more favorable for some
women than estrogen-progestin, given that
it decreases breast tenderness, has a neu-
tral effect on breast density, and produces a
higher rate of amenorrhea.

Ospemifene is an alternative to low-
dose local vaginal estrogen for the treatment
of dyspareunia associated with VVA. How-
ever, unlike vaginal estrogen, ospemifene

obgmanagement.com



is associated with systemic adverse effects.

Raloxifene can be used for the prevention

and treatment of osteoporosis and for che-
moprophylaxis of breast cancer in high-risk
postmenopausal women.

Tamoxifen continues to play an impor-

tant role in the adjuvant treatment of receptor-
positive breast cancer. Tamoxifen also can be
used for breast cancer chemoprophylaxis in
high-risk pre- and postmenopausal women. ll
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Tips for counseling women about
intimacy after menopause

How can you best approach the conversation about sex with your midlife
patients once it begins? These 7 recommendations are a good place to start.

Susan Kellogg Spadt, PhD, CRNP, IF, FCST, CSC

I
As a sexual medicine
specialist and certified
sex therapist, Dr.
Kellogg Spadt’s
guidance focuses on
practical, evidence-
based aadvice for your
midllife patients

S30

our patients who are perimeno-

pausal or postmenopausal have

common reports when it comes to
their sexual life: their body and mind do not
respond like they used to; they are not as
mentally or physically “in the game;” they
have trouble getting aroused, are not as lu-
bricated, and their introital tissue does not
stretch during penetration. Further, they feel
more irritation and pain in their vulva and
vagina before, during, and after sex, and they
cannot climax as easily (or at all).

Many women feel as though they re-
ceived “no warning” about these sexual
changes...from their health care providers,
mothers, friends, or from the books that they
consulted about hormone therapy. Investi-
gators note that menopausal symptoms such
as hot flushes, lack of sleep, and emotional
lability are “expected events,’” women feel
informed and ready for these changes. The
sexual changes associated with menopause,

Dr. Kellogg Spadt is Director, Female
Sexual Medicine, Center for Pelvic
Medicine, Academic Urology of PA, Bryn
Mawr, Pennsylvania; Professor, Obstetrics
and Gynecology, Drexel University College
of Medicine, Philadelphia, Pennsylvania;
Professor, Human Sexuality, Widener
University, Chester, Pennsylvania;
Assistant Professor, Rutgers Robert Wood
Johnson Medical School, New Brunswick,
New Jersey; and Clinical Associate
Faculty, University of Pennsylvania and
Thomas Jefferson University, Philadelphia.

The author reports receiving grant or research support from
Neogyn and being a consultant to Lelo, MiddlesexMD.com,
Neogyn, and Nuelle.
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however, are often unexpected and women
feel ill prepared.! During menopause a ma-
jority of women and men—69% and 76%,
respectively—avoid sex due to female genital
changes, including dryness, pain, discom-
fort, and “tightness or tearing.”? Dyspareunia
can result in increased anxiety, stress, and
low sexual desire. It also can affect day-to-
day issues like mood, sense of well-being,
and partner relationships.

The end of menses does not have to be
synonymous with the end of your patients’
sex lives. If patients know what to expect—
and understand that the decreased hormonal
influence and alterations in blood flow to the
genitals causes tissues to thin and changes
sexual response—and are armed with effec-
tive strategies to use, they can maintain and
even improve physical intimacy.

Studies suggest that a very small per-
centage of women initiate discussion about
arousal, orgasm, and desire concerns with
their clinician.! It is your job to address
these issues, and women prefer that, as
their health care provider, gynecologist
specifically, you bring up the topic.* When
broaching the subject, open-ended ques-
tions (vs closed-ended, which many clini-
cians may be used to using more often) are
the most efficient in revealing the clinical
picture. Ask her: “What type of questions do
you have about your/your partner’s sexual
health?” You also can start the conversation
with, “During menopause, many women
have changes in their sexual response, tell
me about...” You also could present the
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issue as a normal part of aging, with “Sexual
concerns are very common....” Use silences
when asking questions to allow the patient
to speak and monitor their body language

and use culture- and age-appropriate
words. Practicing the use of sexual termi-
nology is a good activity.*?

Once the conversation begins, most
women reveal that they simply are at a loss
for where to start to improve their level of
comfort and sexual activity. There are several
recommendations that you can make that will
make a difference in your patients’ sex lives.

# 1: Advise regular activity

One of the best strategies for patients to avoid
vulvar and vaginal pain in the early meno-
pausal years (and beyond) does not involve
medication. Regularity of sexplay is associ-
ated with less likelihood of serious genital
tissue thinning and alterations in lubrica-
tion. Weekly sexual activity with a partner,
self stimulation, or use of a dilator is asso-
ciated with the effects of genital vasocon-
gestion that occur during arousal, keeping
the tissues healthy, lubricated, and able to
stretch. Regular sexual activity with a partner
or self stimulation and/or use of a dilator can
be the best first line defense against genital
menopausal changes and sexual pain. (See
“Practical use of a dilator to menopausal pa-
tients with sexual discomfort” on page S32.)

# 2: Increase stimulation
using vibrators

The menopause transition changes sensory
touch and vibratory thresholds for women,
who may need more intense stimulation
than they did during premenopause to be-
come aroused and orgasm. Advise women
that use of a handheld or hands-free vibra-
tor during sexual activity produces a strong
sensation that can stimulate blood flow, in-
crease vaginal moisture, and boost sexual
response to an intensity to facilitate arousal
and orgasm. Consumer survey data posits
that the most effective vibrators for the post-
menopausal woman are: Fiera, Magic Wand,
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We-Vibe, Smart Wand.® For where to direct
patients on purchasing, see the TABLE.

# 3: Guide patients to
appreciate and care for their
menopausal body

A patient’s good feeling about her own body
translates into acceptance and optimization of
aging. Advise patients to eat a Mediterranean-
type diet (fresh fruits, vegetables, whole
grains, fish, and olive oil); minimize intake of
red meat, high fat dairy products, sugar, and
alcohol; and exercise regularly (by walking
or swimming), which will increase oxygen-
ated blood flow to the genitals.”®

# 4: Recommend patients
“get sex into daily thoughts”
Research suggests that women are moti-
vated to engage in sex if their thoughts are
sexually stimulated. A regular program
of attending to erotic thought (relaxation
coupled with erotic reading of 20 minutes
several times per week) can help a “multi-
tasking woman” slow down and nurture her
sensual self.’

# 5: Encourage sex
conversation between
partners

By getting issues “out in the open” both
partners will have less worry about sexual

TABLE. Where to obtain
vibrators and dilators

Direct from manufacturer
e Syracuse Medical Devices
e American Med Direct

From an Internet website*
e MiddlesexMD.com
e Medamour.com

From you at the office

e You can purchase products from
MiddlesexMD.com or Medamour.com
and resell them in your office

*Medically supervised websites.
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Tips for counseling women about intimacy

CONTINUED FROM PAGE S31

Practical use of a dilator to benefit menopausal patients with sexual

discomfort

The use of vaginal dilation is warranted with several medical conditions, including superficial dyspareunia, high-tone

pelvic floor dysfunction, vaginismus, provoked vestibulodynia, vaginal atrophy, vulvar dermatoses, vaginal agenesis,

and postradiation adhesions. Dilation also can be used as deconditioning therapy for psychogenic dyspareunia.™*

Dilator therapy can restore sexual function, with treatment considered successful if a patient is able to resume

comfortable intercourse or self-stimulation as desired." Vaginal dilation is appropriate to use adjunctively with pelvic

floor muscle physical therapy, psychotherapy, sex therapy, local estrogen therapy, intravaginal muscle relaxants,

lubricants, moisturizers, and vibrators.

When educating your menopausal patient on using a vaginal dilator, instruct her to®:

e choose the correct size—one that does not cause pain but enters the vagina with some resistance. Sizes
(circumference) come in extra small (1/2 inch; 13 mm) to large plus (1 5/8 in; 38 mm).

¢ relax before using a dilator, by taking a bath, breathing deeply, or using a muscle relaxant 30 to 60 minutes

before dilation

e use proper lubrication (water-based) and positioning (back on the bed with knees bent apart)
¢ insert the dilator as far as it will go without causing pain

e dilate daily

e clean the dilator thoroughly between uses
e report her progress with you at regular intervals (once per month is typical).
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performance. It is crucial for your patient to
always be honest about sexual pain, so that
sexplay can be altered, changing intimacy
from a threatening to a welcome activity.

# 6: Advise scheduled
pleasure

Your patient and her partner should sched-
ule 20 to 30 minutes per week (ideally at the
same time and on the same day each week)
for quiet uninterrupted time to be together
for the purpose of intimate touch. This might
include “cuddling” during a much-needed
nap, mutual back massages, external fon-
dling, or intercourse. Encourage the couple
to vary the activities that they include in their
weekly “touch time.” By prioritizing this time
together, intimate touch will not be relegated
to the “last thing to do on the to do list,” and
months of no intimacy will not lead to re-
sentment and heightening tensions. This
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valuable strategy will assure a short time of
physical reconnection for the couple in their
otherwise hectic lives.

# 7: Assess and address the
pelvic floor muscles

In hypertonic pelvic floor muscle (PFM)
dysfunction, the vaginal and pelvic support
muscles (superficial and deep levators) are
abnormally tight, painful, weak, and un-
able to relax. This can occur as a result of
underlying physical conditions, including:
connective tissue disease, musculoskeletal
asymmetry, accidents/falls, surgical or ob-
stetric injury, anxiety, or infection. Hyper-
tonic pelvic floor dysfunction can cause pain
with penetration and thrusting and inter-
fere with arousal, orgasm, and desire. It is
typically treated with specialty pelvic floor
muscle physical therapy (see http://www
.womenshealthapta.org/ for referrals by

obgmanagement.com
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zip code), oral or intravaginal muscle relax-
ants, and dilator therapy (with options from
Soul Source, Syracuse Medical, and Berman
Intimate Basics).

Patients with untreated PFM hyperto-
nus should not be instructed to begin an
aggressive home strengthening (Kegel exer-
cise) program. This often will intensify pain
rather than alleviate it.

Postmenopausal women also benefit
from referrals to PFM physical therapy and
adjuvant biofeedback or electrical simula-
tion when they have hypotonic PFM dys-
function. This condition is characterized
by laxity, urinary and fecal incontinence,

prolapse, and poor orgasm amplitude. Hy-
potonus can be related to multiple deliver-
ies, aging, obesity, connective tissue disease,
and chronic cough.

Health care providers can begin in-
struction for PFM strengthening by advising
women on the correct technique for Kegel
exercises (the Mayo Clinic offers a good re-
source!’) and referring patients to physical
therapy. Long-term pelvic floor strength
and sexual pleasure is also enhanced by
vaginal rehabilitation electrical stimulation
devices (such as Apex, Associated Medical,
and Liberty Pelvic Floor Stimulation Sys-
tem, Utah Medical Products).®
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