OBG Chn1c1an

MANAGEMENT

Reviews

THE WOMEN’S HEALTH ALLIANCE

October 2013

This resource is sponsored by Noven Therapeutics, LLC
and was reviewed prior to publication.

nov/er

THERAPEUTICS, LLC

Advances in Transdermal Estrogen-Only
Therapy for Vasomotor Symptoms

James H. Liu, MD

Arthur H. Bill Professor and Chair

UH MacDonald Women's Hospital

Case Medical Center

Case Western Reserve University
School of Medicine

Cleveland, Ohio

Clinical Professor

What are the key challenges for clinician providers
who care for the older woman past reproductive
age or those who are surgically menopausal?
Menopausal symptoms are a concern for a substantial num-
ber of women in the United States. Annually, 11 million
women reach the age of natural menopause—approximately
51.3 years."? In addition, more than 500,000 women undergo
a hysterectomy each year, with removal of the ovaries in
more than 50%.2 Whether menopause occurs naturally
or is surgically-induced, more than 85% of these women
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experience symptoms associated with estrogen deficiency,
including, but not limited to, hot flushes and night sweats.**

How can moderate to severe hot flushes impact
the day-to-day function of menopausal women?
Vasomotor symptoms (i.e., hot flushes and night sweats) are
the number one complaint of menopausal women and the
main reason that they seek treatment.5’ Vasomotor symp-
toms (VMS) may also contribute to sleep difficulty, another
common complaint affecting more than 40% of menopausal
women, and nearly 50% of surgically menopausal women.8?
Sleep disturbances increase as the frequency and sever-
ity of VMS increases.! In a related study by Ohayon, of the
982 women sampled, about half experienced mild hot flashes,
a third moderate hot flashes, and 15.5% reported severe
hot flashes. The World Health Organization defines severe hot
flashes as occurring most of the time, characterized by a sen-
continued on page S3
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“minivelle,

(estradiol transdermal system)

INDICATION

MINIVELLE™ (estradiol transdermal system) is indicated for treatment of moderate to severe vasomotor symptoms due to
menopause.

IMPORTANT SAFETY INFORMATION

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR DISORDERS, BREAST CANCER AND PROBABLE DEMENTIA
See full prescribing information for complete boxed warning.

Estrogen-Alone Therapy
« There is an increased risk of endometrial cancer in a woman with a uterus who uses unopposed estrogens
« Estrogen-alone therapy should not be used for the prevention of cardiovascular disease or dementia

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

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

Estrogen Plus Progestin Therapy

« 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 stroke, DVT, pulmonary embolism (PE), and
myocardial infarction (M)

« The WHI estrogen plus progestin substudy reported increased risks of invasive breast cancer

« 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

Estrogens 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 deep vein thrombosis, pulmonary embolism, or history of
these conditions; active or history of arterial thromboembolic disease (e.g., stroke or MI); known anaphylactic reaction or angio-
edema with MINIVELLE, liver dysfunction or disease; known protein C, protein S, or antithrombin deficiency, or other known
thrombophilic disorders; or known or suspected pregnancy.

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. Postmenopausal women should be re-evaluated periodically as clinically
appropriate to determine if treatment is still necessary.

Estrogens increase the risk of gallbladder disease. Discontinue estrogen if severe hypercalcemia, loss of vision, severe hypertri-
glyceridemia or cholestatic jaundice occurs. Monitor thyroid function in women on thyroid replacement therapy.

In clinical trials with Vivelle® (estradiol transdermal system), the most common side effects (>5%) were headache, breast tender-
ness, back pain, pain in limb, nasopharyngitis, dyspepsia, nausea, sinusitis, and intermenstrual bleeding.

Please see accompanying full Prescribing Information including Boxed WARNING.
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continued from page S1

sation of heat with sweating, and causing the woman to stop
her activity.® Half (50.9%) of the women in the Ohayon study
experienced both night sweats and daytime hot flashes.

Hormone therapy (HT):

A term that includes both estrogen
monotherapy (ET) and estrogen +
progestogen combination therapy (EPT)"

Do we know more about the risks of hormone
therapy since the initial Women'’s Health Initiative
(WHI) findings from 2002?

The original reports from the WHI provided an understand-
ing of the benefits and risks of hormone therapy (HT)."*™3
More detailed analyses of the WHI data, and results from
subsequent studies help provide additional insight on
the benefits and risks associated with treatment. Unlike
the original reports from WHI, these analyses attempt to
clarify the risk-benefit ratio of therapy and age and time
since menopause with respect to the initiation and use
of HT."- %16 Other evidence suggests that the dose and route
of administration also affect the risks of HT."

A secondary analysis of the WHI data included 77.9%
of participants in the conjugated estrogen-only (ET) group
(n=3778) and 78.4% of participants in the placebo group
(n=3867) who continued into the postintervention extension
phase and were followed for a mean of 10.7 years.” One of
the objectives of the extension was to examine the relation-
ship of age at study randomization on health outcomes.' As
clinicians, it is important to understand that risk of disease can
be calculated in several ways. The original and follow-up anal-
yses demonstrated a trend for risk in terms of hazard ratios
(FIGURE 1). When expressed in terms of absolute rate per
10,000 women annualized over the average follow-up of
10.7 years, women aged 50 to 59 who received ET compared
with women who received placebo had 13 fewer coronary
heart disease (CHD) events. The women aged 60 to 69 who

I Age-specific intervention results for a
mean follow-up of 10.7 years™

Absolute Risk of Coronary Heart Disease (CHD) Events
Associated With ET in the WHI Randomized Trial,
According to Age at Enroliment
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*Women aged 60-69 who received ET did not experience a difference in events versus
those on placebo (plotted zero here).

Adapted from LaCroix AZ, et al. JAMA.2011;305(13):1305-1314.

received ET did not experience a difference in events ver-
sus those on placebo (plotted zero in FIGURE 1). By contrast,
women aged 70 to 79 years who received ET compared to
women who received placebo had 6 excess events (P = 0.05
for every age interaction)."” Understanding the absolute risks
of these events may allow clinicians to better counsel their
patients on the risks and benefits associated with therapy.

How do we appropriately communicate these

new findings on the benefits and absolute risks of
estrogen therapy into a clinical context?

Experts in menopause management consider ET with or
without a progestogen to be the most effective treatment for
moderate to severe VMS and related conditions."” Indeed, one
of the primary indications for ET is the treatment of moderate
to severe VMS."” Estrogen alone is recommended for hyster-
ectomized women, but women with an intact uterus should
receive concomitant progestogen (EPT) to protect the endo-
metrium from the risk of unopposed estrogen causing hyper-
plasia and endometrial cancer.*"” The WHI estrogen-alone
substudy, stratified by age, showed in women 50 to 59 years
of age a nonsignificant trend toward reduced risk for CHD.'®

What is the optimum duration of HT and how

does it differ for estrogen alone versus estrogen
plus progestogen?

The recommendation for the duration of HT differs for EPT
and ET. For EPT, the duration is limited by the increased risk of
breast cancer and breast cancer mortality associated with 3 to
5 years of use."” For ET, a more favorable benefit-risk profile was
observed during a mean of 7 years of use and 4 years of follow-
up, findings that allow more flexibility in duration of use."”

What are the different routes of

estrogen administration?

All FDA-approved estrogen products are approved for the
treatment of VMS, though the doses approved for VMS that
have demonstrated efficacy vary by product.” The most
common routes for the administration of estrogen are oral
and transdermal.*

ET products may contain natural or synthetic conjugated
equine estrogens (CE), 17B-estradiol (E,), or other synthetic
estradiol derivatives.?® A number of oral and transdermal estro-
gen products are available. There also are topical options, includ-
ing several gels, an emulsion, and a spray, all of which contain
17B-estradiol (E,) (TABLE 1 and TABLE 2 on pages S4 and S5).

The wide variety of ET products permits individualization
of therapy, as recommended by the North American Meno-
pause Society (NAMS), the American Association of Clinical
Endocrinologists (AACE), and the US Food and Drug Admin-
istration.*'”2' All agree that the lowest effective dose should
be prescribed for the shortest duration of time, consistent
with treatment goals and individual risks.>'72'2> The deci-
sion to discontinue ET should be made jointly by the health
care provider and the patient. However, clinical experience
indicates that some women may require extended therapy

Please see full Important Safety Information on page S2.

Please see accompanying full Prescribing Information including Boxed WARNING.
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Oral estrogen therapy options for women with surgical menopause (i.e., those without a
uterus): Products available in the United States®

Composition Available dosages/day (mg) FDA-approved indications

Conjugated estrogens (1 brand) : 0.3,0.45,0.625,0.9,1.25 PMO, VMS, VVA, HE

Synthetic conjugated estrogens, A 0.3,0.45,0.625,0.9, 1.25 VMS, VVA (0.3 mg/day dosage is indicated for

(1 brand) VVA only)
Synthetic conjugated estrogens, B 0.3,0.45,0.625,0.9, 1.25 VMS, VVA

(1 brand) i

Esterified estrogens (1 brand) 0.3,0.625,1.25,2.5 : VMS, VVA, HE

17 -estradiol (1 brand and various 0.5,1.0,2.0 © PMO, VMS, VVA, HE (indications for tablets
generics) i only)
Estradiol acetate (1 brand) 0.45,0.9,1.8 i VMS

Estropipate (1 brand and various
generics) :
{2.5(3.0),5.0 (6.0)

0.625 (0.75 estropipate, calculated as
i sodium estrone sulfate 0.625), 1.25 (1.5),

PMO, VMS, VVA, HE

Composition and dosages are adapted from The North American Menopause Society. Hormone products for postmenopausal use in the United States and
Canada. November 19, 2012. Indications are from manufacturers’ prescribing information.

PMO = Prevention of postmenopausal osteoporosis; VMS = Treatment of moderate to severe vasomotor symptoms associated with menopause; VVA = Treatment
of moderate to severe symptoms of vulvar and vaginal atrophy; HE = Treatment of hypoestrogenism due to hypogonadism, castration, or primary ovarian failure.

because of persistent symptoms.*’”??2 Women choosing
to continue ET must be made aware of the risks and moni-
tored appropriately.

Is there important counseling information for
patients about potential short-term side effects

of estrogen therapy?

One of the best ways to ensure compliance with a recom-
mended product is for the healthcare provider to fully inform
the patient about the potential risks and side effects. This may
help alleviate patient concerns and dispel any misconceptions
they may have while providing an appropriate risk-benefit
perspective. Common side effects of ET include headache,
breast pain and tenderness, and nausea and vomiting.>* For
a complete list of side effects and potential risks, clinicians
should consult the labeling for the specific ET formulation
prescribed. The clinician should properly manage the patient’s
expectations ahead of time. If the patient understands that
she may be experiencing manageable side effects, this may
reduce the likelihood that the patient will discontinue therapy
without first consulting her clinician. In addition, it is advisable
to schedule a follow-up visit to determine whether any dose
adjustment is needed and to discuss any side effects that the
patient may be experiencing. Patients should be reevaluated
periodically (typically 3-6 months) to determine if ongoing
treatment is still needed.

What advice should we provide to patients
regarding the use of estrogen therapy?

In addition to using an ET product with proven efficacy for their
symptoms, patients may want to learn how features of differ-

Please see full Important Safety Information on page S2.

ent formulations fit in with their preferences. A wide variety of
oral and transdermal ET options are available.”® Transdermal ET
options include gels, sprays, and patches. The gel formulations
include 2 delivered via pump and 1 supplied in foil packets. An
estradiol spray is approved at a dosage of 1 to 3 sprays per day
for the treatment of moderate to severe VMS.%

Considerations for the use of an oral option include
potential interactions with food, as well as convenience in
remembering to take the medication on a regular daily basis.
Transdermal patches also have considerations that should
be discussed with patients if a patch is their desired form of
therapy. Patches should only be applied to skin that is clean,
dry, and free of any powder, oil, or lotion.’ The patch should
be applied to a different area of the abdomen or buttocks
each time. Patients should not use the same application site
2 times in the same week."® Upon removal of the patch, if any
adhesive residue remains on the skin, the area needs to dry
for 15 minutes. Then, patients can gently rub the area with oil
or lotion to remove the adhesive from the skin.' Finally, for
other topical nonpatch products, there is a wait time before
patients who use gels or sprays can bathe or swim. Users of
gels and sprays need to allow at least 2 to 5 minutes for these
products to dry before dressing, and users of gels must wash
their hands after application.”® Because all of the gels and
sprays are alcohol-based, users are cautioned to avoid fire,
flame, or smoking until they have dried.*® Gels and sprays
may have specific instructions regarding the application of
sunscreen.

Specific product label information should be con-
sulted to determine how best to counsel patients.? Cer-
tainly, clinicians can advise a patient about ET options that

Please see accompanying full Prescribing Information including Boxed WARNING.
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Selected transdermal and topical estrogen therapy options for women with surgical
menopause (i.e., those without a uterus): Products available in the United States®

Composition Delivery rate (mg/day) (mg) Dosing frequency FDA-approved indications
17 B-estradiol (E,) matrix patches
5 branded products : 0.025, 0.0375, 0.05, 0.06, 0.075, 0.1 : Once weekly : PMO, VMS, VWA, HE

0.025, 0.0375, 0.05, 0.075, 0.1

Twice weekly

0.025, 0.05, 0.075, 0.1

Twice weekly

1 branded product 0.0375, 0.05, 0.075, 0.1 Twice weekly VMS only
2 branded products 0.025,0.014 Once weekly PMO only
Generic products 0.1,0.05 Once or twice weekly VMS, VVA
17 -estradiol (1 brand and £05,1.0,20 ¢ PMO, VMS, VVA, HE (indica-
various generics) i  tions for tablets only)
Topical E,
3 branded gels 0.35 Daily application: 1 metered VMS, VVA
3 : pump
0.0125 Daily application: VMS
i 1-2 metered pumps ;
0.025, 0.05, 0.1 Daily application: 1 packet VMS
1 branded emulsion 0.05 (2 packets) Daily application: 2 packets VMS

© 1.53-4.59 (one spray contains
.53 mg E, per 90 mcl)

1 branded spray

Initial dose: 1 spray, increase VMS
| to 2to 3 sprays/day as :
i needed

References for composition and dosages are adapted from The North American Menopause Society. Hormone products for postmenopausal use in the
United States and Canada. November 19, 2012. Indications are from manufacturers’ prescribing information.

PMO = Prevention of postmenopausal osteoporosis; VMS = Treatment of moderate to severe vasomotor symptoms associated with menopause; VVA = Treatment
of moderate to severe symptoms of vulvar and vaginal atrophy; HE = Treatment of hypoestrogenism due to hypogonadism, castration, or primary ovarian failure.

may help address her specific menopausal symptoms.
However, patients may not know what questions to ask;
therefore, it is equally important for clinicians to proac-
tively ask their patients about their concerns in order to
best individualize treatment. For example, some patients
may make decisions themselves based on incomplete
information. A case in point comes from a telephone sur-
vey of 670 women from an HMO following the news of the
WHI in 2002.2¢ Whereas 93% of those surveyed had heard
about the long-term HT study in the lay press, less than
one-fourth understood the study in detail with regard to
results on relative risks and benefits of ET.% Despite lack
of knowledge of the study, over half of these women
attempted to discontinue their HT within 6 to 8 months of
that study report.?¢ Unfortunately, many patients decide to
stop HT on their own, and often don't inform their health
care clinician about their questions or concerns. Patients
may not realize that there is a chance of recurring symp-
toms when HT is discontinued, regardless of their age or
duration of use, or whether ET is discontinued abruptly
or gradually.””#% Symptom management should be bal-
anced with an informed discussion regarding HT and its
associated risks and benefits.

What are the differences between oral and trans-
dermal delivery of estrogen?
For the treatment of VMS, dosages of oral conjugated estro-
gen (CE) formulations range from 0.3 to 0.625 mg daily and
micronized 17(3-estradiol formulations range from 0.5 to
2.0 mg (TABLE 1).” In contrast, dosages of transdermal estro-
gen formulations approved for the treatment of VMS range
from 0.025 to 0.1 mg/day (TABLE 2)."*% Oral estrogens are
absorbed from the gastrointestinal tract and transported to
the liver, whereas transdermal estrogens are absorbed directly
into the subcutaneous capillaries of the skin (FIGURE 2).*
When metabolized, oral estrogens produce an
estrone/estradiol ratio that is 5 times higher than the ratio
in menstruating women.* The estrone/estradiol ratio resulting
from transdermal estrogens is similar to the physiologic ratio in
menstruating women (FIGURE 2and TABLE 3 on page 56) 5183034
These differences do not imply differences in safety or efficacy.

What is the local tolerability and adhesion

profile of the current drug-in-adhesive
transdermal patch technology?

The transdermal route of administration is ideally suited to
small, potent, lipophilic drugs, which include estrogen. Trans-

Please see full Important Safety Information on page S2.

Please see accompanying full Prescribing Information including Boxed WARNING.
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I Oral and transdermal drug delivery

Oral Drug Delivery

Pill
D ]

General Systemic )
Circulation

Triglycerides
C-reactive Protein
Clotting Factors
SHBG

Patch.

No stimulation of hepatic
proteins and enzymes

dermal drug delivery has evolved from the first-generation
reservoir patch introduced in 1986, followed by the solid-
matrix system, and then the drug-in-adhesive transdermal
patches employed in many of today’s estrogen products.
(FIGURE 3 and FIGURE 4)

Absorption through the skin results in a gradual increase
in serum drug concentration, which avoids the peaks and

IMPORTANT SAFETY INFORMATION

118 %W Characteristics of oral and transdermal
estrogens*

Oral estrogens (CEE and
micronized 17p-estradiol)

- Transdermal estrogens

Largest total doses of estrogen® : Smallest total estrogen doses'®33

Absorbed from gastrointesti-
nal tract and delivered directly
to liver>3!

Absorbed directly into circula-
tion via skin®*

Produce estrone/estradiol
ratios similar to those in men-
struating women3032

Produce estrone/estradiol
ratios 5 times higher than in
menstruating women3?

*These differences do no imply differences in safety or efficacy of oral or
transdermal agents.

troughs associated with oral administration, and that can be
long-lasting. The estrogen release characteristics produce a
range of plasma estradiol concentrations observed during the
early follicular phase of the menstrual cycle.?®

The newest drug-in-adhesive transdermal patch for ET,
Minivelle® (estradiol transdermal system), contains estradiol
in the same DOT matrix adhesive platform as Vivelle-Dot®.'83”
Minivelle is indicated for the treatment of moderate to severe
VMS due to menopause. Four dosage strengths are avail-
able to provide nominal in vivo delivery rates of 0.0375, 0.05,
0.75, or 1.0 mg of estradiol per day via the skin. Each corre-
sponding system has an active surface area of 2.48, 3.30, 4.95,
or 6.6 cm?and contains 0.41, 0.62, 0.83, 1.24, or 1.65 mg of
estradiol USP, respectively.'®

The DOT matrix delivery system is designed to release
estradiol continuously.'®*® Estradiol levels may increase above
baseline with 4 hours after application.?® The wavy score pro-
tective liner is designed for ease of handling during the appli-
cation process. The adhesive layer is composed of estradiol
mixed with acrylic and silicone in precise ratios to control
the rate of delivery. The concentration gradient between the

Estrogen-Alone Therapy

thrombosis (DVT)

Estrogen Plus Progestin Therapy

myocardial infarction (MI)

postmenopausal women 65 years of age and older

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR DISORDERS, BREAST CANCER AND PROBABLE DEMENTIA
See full prescribing information for complete boxed warning.

« There is an increased risk of endometrial cancer in a woman with a uterus who uses unopposed estrogens
« Estrogen-alone therapy should not be used for the prevention of cardiovascular disease or dementia
« The Women'’s Health Initiative (WHI) estrogen-alone substudy reported increased risks of stroke and deep vein

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

« 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 stroke, DVT, pulmonary embolism (PE), and

« The WHI estrogen plus progestin substudy reported increased risks of invasive breast cancer
« The WHIMS estrogen plus progestin ancillary study of WHI reported an increased risk of probable dementia in

Please see full Important Safety Information on page S2.

Please see accompanying full Prescribing Information including Boxed WARNING.
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I Reservoir patch

T3 Matrix patch

Backing Layer —»

Drug Reservoir —»

Rate Controlling Membrane —»
Adhesive —»

Stratum Corneum

Stratum Granulosum

Dermis

Capillary Plexus

Backihg ——— >

Estradiol and
adhesive layer

Protective linef ———3»

estradiol in the patch and skin results in highly efficient diffu-
sion through the skin into systemic circulation.?

Patch application is twice-a-week.”® The recommended
starting dose for patients initiating use of ET for moderate to
severe VMS is 0.0375 mg/day. When switching patients with
VMS on Vivelle-Dot® to Minivelle®, use the same correspond-
ing Minivelle dose for the indication (1:1 switch).>”

Minivelle 0.05 mg/day provides a dose of estrogen that
is 92% less than conjugated equine estrogens (Premarin®)
0.625 mg/day.*’

Minivelle (estradiol transdermal system) is bioequiva-
lent to Vivelle® which has demonstrated safety and efficacy
for the treatment of VMS.*’ In a single-dose, two-way cross-
over study conducted in 96 healthy, non-smoking, non-
fasting, postmenopausal women, Minivelle (0.1 mg/day)

was bioequivalent to Vivelle (0.1 mg/day) based on estra-
diol exposure (AUC_,,) and estradiol peak concentration
(C,,) following a single dose on the lower abdomen for
84 hours.’®3” Patients should not start using Minivelle if they
have unusual vaginal bleeding, currently have or have had
certain cancers, had a stroke or heart attack, currently have
or have had blood clots, currently have or have had liver
problems, have been diagnosed with a bleeding disorder,
are allergic to Minivelle or any of its ingredients, or think
they may be pregnant. The most common adverse events
(= 5%) include headache, breast tenderness, back pain, pain
in the limbs, nasopharyngitis, dyspepsia, nausea, sinusitis,
and intermenstrual bleeding.”® Estradiol pharmacokinetics
were characterized in a separate open-label, single-center,
randomized, single-dose, three-way, crossover study con-

EITEA Mean baseline-uncorrected estradiol serum concentration-time profile following a single
dose of Minivelle® 0.1 mg/day (A), 0.05 mg/day (B), and 0.025 mg/day (C). (N=36)"®

120 7

100

80

60

40

Serum Concentration (pg/mL)

20

—&— A=0.1mg perday
--A-+ B=0.05mg perday
—©- (C=0.025 mg per day

Time (days)

In a dose-proportionality study, it was shown that concentrations increase linearly with increasing doses from smallest (0.025 mg/day) through a middle dose (0.05

mg/day) to the highest dose (0.1 mg/day).

Please see full Important Safety Information on page S2.

Please see accompanying full Prescribing Information including Boxed WARNING.
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BT Minivelle® (estradiol transdermal
system) is currently the smallest patch
available for ET

©

Dime and patches are proportional, but not shown at actual size

0.0375* 0.05* 0.075* 0.1*

*mg/day

ducted in 36 healthy, nonsmoking postmenopausal women
(aged 40 to 65 years). Minivelle patches delivering nominal
estradiol of approximately 0.025 mg, 0.05 mg, and 0.1 mg
per day were applied to the lower abdomen under fed condi-
tions in a crossover fashion for 84 hours. The mean baseline-
uncorrected estradiol serum concentrations of Minivelle at
three dosage strengths are shown in FIGURE 5 on Page 57."8%7

Reduced patch size: Minivelle is currently the smallest ET
patch and is 34% smaller than Vivelle-Dot® (FIGURE 6).3*'

Local tolerability profile: During the clinical pharmacol-
ogy studies with Minivelle, 35% or less of subjects experienced
barely perceptible erythema. No transdermal systems were
removed due to irritation. Three subjects (2.2 %) reported mild
discomfort while wearing Minivelle (N=136).'®

Adhesion data: The smooth, curved edges (FIGURE 7) may
help prevent the Minivelle patch from lifting or snagging asso-
ciated with everyday wear. The Minivelle patch stays in place
during showering and exercising. In pharmacokinetic studies,
nearly 100% of subjects reported complete adhesion over
the wear period. This is based on combined data from a bio-
equivalence and dose-proportionality study consisting of 208
observations.>”

Overall summary

Menopausal symptoms are a concern for a substantial num-
ber of women in the United States, and hot flushes and night
sweats are the number one complaint and the main reason
that they seek treatment.5”

While original reports from the WHI helped to provide an
understanding of the benefits and risks of HT, more recent
and detailed analyses of the WHI data, as well as results from
subsequent studies, help provide additional insight on the
benefits and risks associated with treatment.”'> These more
recent analyses attempt to clarify the benefits and risks of
therapy and age and time since menopause with respect
to the initiation and use of HT, as well as dose and route
of administration.”>¢

Experts in menopause management consider ET with or
without a progestogen to be the most effective treatment
for moderate to severe VMS."” For EPT, the duration is lim-
ited by the increased risk of breast cancer and breast cancer
mortality associated with 3 to 5 years of use.'” For ET, a more

Please see full Important Safety Information on page S2.

{(<1V:14 Minivelle and its wavy score
protective liner

favorable risk-benefit profile was observed during a mean of
7 years of use and 4 years of follow-up, findings that allow
more flexibility in duration of use.” The most common routes
for the administration of estrogen are oral and transdermal.
Transdermal drug delivery has evolved from the first-genera-
tion reservoir patch introduced in 1986, followed by the solid-
matrix system, and then the drug-in-adhesive transdermal
patches employed in many of today’s estrogen products. The
newest drug-in-adhesive transdermal patch for ET, Minivelle
(estradiol transdermal system), contains estradiol in the same
DOT matrix adhesive platform as Vivelle-Dot." Minivelle is
indicated for the treatment of moderate to severe VMS. Four
dosage strengths are available to provide nominal in vivo
delivery rates of 0.0375, 0.05, 0.75, or 1.0 mg of estradiol per
day via the skin.’”® The recommended dose for patients initi-
ating use of ET for moderate to severe VMS is 0.0375 mg/day.
Patch application is twice-a-week.®

Minivelle 0.05 mg/day provides a dose of estrogen that
is 92% less than conjugated equine estrogens (Premarin®)
0.625 mg/day.” Minivelle is bioequivalent to Vivelle and offers
the same demonstrated efficacy.’” Minivelle is the small-
est patch currently available for ET, and is 34% smaller than
Vivelle-Dot.* In pharmacokinetic studies, nearly 100% of
subjects reported complete adhesion over the wear period.
This is based on combined data from a bioequivalence and
dose-proportionality study consisting of 208 observations.?’
Minivelle may be a safe and effective treatment option for
women who suffer from moderate to severe vasomotor symp-
toms due to menopause.

Please see accompanying full Prescribing Information including Boxed WARNING.
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MINIVELLE® (estradiol transdermal system|
Brigd Summary; GConsult package insert for fell Prescribing Infiormation

WARNING: ENDDMETRIAL CANCER, CARDIIVASCULAR DISORDERS, BREAST CANCER

and FROBABLE
Estrogen-Alone Therapy
Endametrial Cancer

Mhummlmulwnmm;u&:ulm l:‘u;ml:;u:uml .
eshrogens. n 1o estrogen therapy shiwm L] endcmetria
w may be @ precersor i endomeirial cancer, Adequate diagnostic measuenes, including

rectad urnmmumplllg whan |ndiesied, shold b2 underizien by rele osl malignancy

usal women wilh undiagnosed persisient or recurritg abaarmal genital bleeding.
Cardiovaseulsr Disseders and Prodabde Demenlia
W“mmuﬂunﬂnu prevention of cardiovascelar disease or demantia.
m "I;I'II;I'! Hﬂﬂ;lsi;lllm I e P!Pu.‘ rﬂll l‘“,h:ll :‘:ri: -:rl“
Ireatment wi Ihlhuﬂlenmmmﬂlﬂ.& -]m 1
The WHI Memary Study (WHIMS| estrogen-alone ancillary study of WHI reporied risk of
developing prodable demantis in postmanopexsal women 65 years of age o older during 5.2 years of
ireabment with daily CE (0,525 my-alone, ralalive o placebe. i is unknown whebher ihis linfing apglies
10 youngar pestmanopausal womea.
In the absence of comparable data, (hese risks should be assumed ba be similar lor otber doses of CE
and gther dosage ferms of esirogeas,
momn wilh o without mgﬁll should be
treatment goal
Bl'nﬂl Plus Progestin Therapy
Curdiovatontsr Digsrders and Prodable Demeanlia
mmm-wmunmmunmuﬂu ol cardiovasculsr diseass o
Tllmﬂﬂ;“lﬂnlﬂrg:rlm rctiga (M um'm"" mﬂuwn:: FII?” lﬂ“ lﬁ'
] Women ars L]

:lmrr:dﬂldl Iy oral GE } m) combined with mldanm.:uulEu. HPHIH’::IT

m*ﬂlﬂsmmmulnmﬂdmﬂHLanrllidﬂnlnglnl
puullnlrrlrrulll wamean 65 years of age or elder during 4 years of ireatmesd with

daily CE |0U625 mp| combined with MPA (2.5 mg]. relative [0 placebe. It is unknown whether this finding
applies 12 younge! posimescpaussl women,

Breast Caner

The WHI estrogen plus progeslin subshady also demonsiraled an increased risk ol invasive breasi
m.huumpummm.mmmmumuhummmm
ol CE and MPA, &nd oihes combinations and dosage forms of asirogens and propesties.
Estrogens with or withosl progesting should be pr i al the lowes! wif doses and lor The
shorlest duration censiztent with resiment goals and risks bor tha individes! woman.

al the lewest elfective doses and lor the
and risks bor the individual woman,

INDICATIONS AND USAGE

MINIVELLE® (estradiol trarsdemal sysiem) is indicated for the reatment of modesate bo Severe vasomolon

symptoms dus o menopausa,

COMTRAMDICATIINS

MINIVELLE™ (estradiol l system) i

» Undiagnesad abnarsal genital bleadisg

* Ko, suspectad of history of breast cancar

* Mt of S necplasia

* Activa DT, FE. o a hisbory of these condtions

= Rctive arerial thromboembolic diseass (for axamphe, stroke and M), or a2 history of these conditions:

* Kmgwn anaghylactic reaction or angioedama with MINIVELLE

= it liver impairmen

* Kmgwn peotem G, proten 5, of aadthrombin daficiency, or ofhar knowm thrombophilic disonders:

* Hdwn of Sespecied poegnanty

WARNINGS AND PRECAUTIONS

Cardiovascular Dizoeders

An increasad risk of sircke and DVT has beem reporied with estrogen-alons theragy. An increasad risk of PE,

DV, sinoke and M has been reported with estragan phes progestin theragry. Should any of thess occur of be

suspeched, astrogen wikh or without progestin tharapy should be discontinued immedatety,

Risk tactors for arterial vascular disease {for cample, hyperimesion, dabetes melitus, tobacco use, Byper-
halesterslamia, and obesity) aadier venous thromboambolsm (VTE) {for examgle, personal hisiory

or tamily history of VTE, obesity, and systemic lupus erythematosus) should be masaged approprialely,

Strake

Inuu'm-lluungm—umu:uhswanﬂb&ﬂuﬁnﬁummmsku:mwwnmm

500 79 years of age MCHDB?& mmmmmlnmmmqmumnﬂ
t-lswaaurm,%m intrease in risk was demonstrated in year 1 and

pnmsrmlsrrnumwummmqumnnwsrmmmmmunmmw

Satgroup anatyses of women 50 10 53 years of age seggest no increased tisk of stroke for those women

recenving CE (0,525 mgj-alons versus thase recaving placelo (16 versus 21 per 10,000 women-years).

I the WHI estrogen plus progectin subshudy, 8 statistically HMMMMMNMMMH

wirmen S0 80 T2 years of ape CE (0LE25 mg) ples W | compared e wonmen in B same ape

Qroup receiving placebo (33 versus 2 perm.cl:lilwmws] fm Stukes, 14,211 The increase in

risk was demonsarated atter the first year and perseted. Should 3 Stroke acour of be suspecied, estrogen plus

progectin Marapy should be dscontinued immadiaiedy.

Corpnary Heart Disease

Iy the 'WH1 estrogen-alone substudsy, no overall gffect on coronary heart dissase (CHD) events (defined a5

nonfetal MI, slent M1, or CHD death) was raponied in women pec2iving estrogen-alons companad to plecebe

50 Cilnical Studles (14.21]

-abied i woimen with any of the Sollowing conditions:

of women 50 10 53 r$ of age Suggest a statistically non-Significant reduction in CHD
M?Erm |-alone comgal mpbuehu:m women with kes thas 10 years sinca menopause

(B wersus 16 per 10,000 women-years),
Iy e WHI essbrogen plus progestia su , e was & statistically noa-signilicant incrsased risk of CHD
mmﬁu«m-quﬁ [QE2% mg) plas MPA (2.5 mg) companed to women ek

meceiving
placebo (47 versus 34 par 10,000 wormen years). An increass in relitie ik was demonsirated ia year 1, and
2 trend foward decreasing relative risk was reporied in years 2 through 5
In postmencpansal women with docusented hearl diseass (n = 2763, average B6.7 years of age], in a controlled
chnical tnial ol sscondary prevention of candiovascular disease {Heart and Estinpen/Frogestn Replacament
[HERS]}, |mmﬂhmumsasmg:.puummmmm o cardivascular benedit, Duting
a0 avedage follow-up of 4.1 teeament with GE plus MPA did mot reduca the ovexsl rete of CHD evests in
Ll wOmen estabished CHD. There wire more CHD events in the CE plus MPA-Irested group
tham in the placsbo g romln 1, Bask nat du mwmﬂmmmmmmm;m
2,3213 maw H ? an cpear-libel extension of HERS,
uanERSII'manmﬂm T years, hnuﬁuﬂ.&mmml‘.ﬂndﬁlﬂ
meﬁmm fhe CE pilus MIPA group and B plcebo group in the HERS, HERS I,
and gverall,
Venows Thromboembolzm
Inthe WHI estrogen-alone substudy, the risk of WTE (DVT and PE), was increased for women recabving daily CE
(0525 meyj-alone comgared 1o placebo (30 verses 22 par 10,000 women-years), although only the increased
rigk of DN reached statistical sgnificance |23 versus 15 per 10,000 women years). The ncrexse in VTE gk
was demorsirated during the Birst 2 years [see Ghinical Stooies (14.2)), Should a YTE oocur or be suspached,
esstrogen-alone therapy be dscontinued immedixely.

Rx Only In the WHI estrogen plus progestin subshidy, a siatistically significant 2-fold graaber rate of VTE was reported in

mnlmﬂqmly[;E[ﬂ.&aswnhqu!sm}mmwdwmmwmm&um
17 per 10000 women-years), Statistcally significant increases in risk for both OVT (26 wversus 13 per 10,000
women-yearsh and PE (15 versus B par 10,000 womsn-years) were also demonsirated. The incraass in VTE risk
wag during the firsd year and persisted (sae Climical Stooves (14.2)], Should a WTE occur or be
carspecled. estrogen plus progestia Tharapy should be discontinued immedalely

11 faasibla, estrogens should be discontinued o laast 4 10 6 weaks bedce surgary of the Type associled with an
ingreased rigk of thrombosmbolism, or during periods of prolonged immaolbdizaton.

Maligaani Meoplasss

Endomatrial cancer

An increasad risk of endomatrial cancer has bean raporied with the use of unopposad estrogen theragy s
women with a ubens. The reported esdomeirial cancer risk among esirogen users is about 2 o
12 timea graatar Than in nom-usars, and appeare dependant on dursdion of reatmant and on s,
Most studies show no significant increased risk associried with the use of estrogens for less than 1 year,
memmmmb&mmﬂhpmnﬁuﬂ with Increased risks of 15 to 24-%cld for 5 o
10 yars or mone, This risk has besn shown b persist for 2t ksast B o0 15 years afier estragen therapy i
descontingsd,

Clinical surveillance of all women wsing estrogen-alons of estrogen phus progestin tharpy i important.
Adaguate dagnodbi measures, inchaling deecied of Andom eademetral samping whes indicalsd, sheuld
hlmuﬂmmulnhﬂnwmmnmlmmumumnﬁmurlmm
shesemal gesizal basding.

Trmlsmmnmumﬂm’mm resuls in 3 differant endomelrial risk profile than
synthetic estragens of equivabnt estrogen manwwmwuﬂlmmmmm
hesan shown ba reduce ha Mmmlw which may be 3 pracerses 0 domalnial camoes.

Breast Cancer

TMTM%TMHMMH&%EJ ]Mmﬂu trogan-alo m:m'g-m

usars ) . In i ne  afler an Fverage
I'uﬁmupul'?ﬂﬁnl was not associabed with an increased risk of imvasiee breast cancer
{retathe ik [ aa,r,rmmwmruﬂ,r

The mast important randomized cinical brial providiag information about beeast cancer in estogen plus
E‘wmsn-amusmwmmcﬂum-g]muquswr.mamwwd
ﬁmmmmnmmmwmummmmﬁm CHICET In Yeomen

whiy ook daily CE plus MPA, In this prinr e of estiog Mnslrwnphs;?amﬂ'mtw
was reparied by 25 parcent of Ta women. Tha ralative risk of invasive breast cancer was 124, and the atsolute
rﬁw:sﬂm&!usupﬁmmmmbrﬁ MPA compated with placeba. Among women

whiy reporied pricr usa of hormona theragy, the relative risk of invasive breast cancar weas 186, and the
absphute risk was 45 verses 25 cases ped 10,000 women-years, foe CE plus MPA compared with placeba.
k-wgquﬂwrmlrlmrwmmulhwmmmmwmalmmmkmnmhmwrm
1.09, and the absalule risk was 40 versus I6 cases par 10,000 women-ysars for G plus MPA compared wilh
placebo, In the same sebatudy, imashe bieast cancers weee lamer, were moee likely o be scde positive, and
wera diagnosed al a mone advanced skage in the GE (0LB25 mg) plus WPA (2.5 mg) growp companed will e
i o e g e e e ] S S e
5. such i " recaplor stalus
growps [see Clinical Shudies (1420,
Consistent with the WHI clinical trial, observational studies have also reporied an increased risk of Beeas! cander
ruresi n plus progestin thesagy, and a smaller incraased risk for mharapy, afer several years
fisk increased with duration of use, and appeared 1o retam 1 ine gver aboul 5 years after
mmmqmmmm:smmmmmmamm
Studes also suggest that the risk of breast cancer was gredte, nd bécams appanent saried, with estrogen plus
progastn therapy as companed to estrogen-alone tharapy. However, thesa studies have not found significant
variation in the nsk of breast cancer among ditlerend estrogen plus progestin combinations, doses, of roules of

Thlmul'uh.nmwhm:ndmrug-nﬂumﬁn has been reported 30 rnesult in an increass in abnoemal
MAMMOrAME requining furthed ecaluation.
Nlmmurmmmaummwamm nradduram perfonm monthly breast sail-

s, In adidilion, p should be sct d based on patient age, risk fackons,
and prior mammogram reselts
Qvaian Cancer
The WHI estrogen plus progestin substudy reported a stasistically non-significant increased risk of gvaran cancer,
Afnar an average foliow-up ol 5.6 . e relative rick for ovanas cancer for CE plus MPA versus placabo was

158 {95 porcent G, 0.77-3.24), The absolute risk for CE phus MPA versus placebo wars 4 versus 3 cases per
10,000 womes-years. In some ehudies, the use of estragen plus progestia and estrogan-onky
products, in particular for & or move years, has been associted with an incrssed risk of ovarian cancer, Howver,
Ihe duratiom of exposure associaled with increased rick & not consslent across ol epidamiclogic shudies, and
Somm raporl no assocition.

Probable Demeatia

Inm“l!ﬁmmﬂrmmwmﬂ'ﬂﬂllmhmnrzﬂ?mnmmmnﬁh

19 years of age was randomized fo daity CE (0.625 mg|-alone
MmtmﬂhuwﬂﬂyursHmnhﬁwmn—qhnegmpindﬁmmmh:pho@n
prowp veare disgnosad with prodabls demsnia. TMMMMDMMMBMI‘}EMW
placebo was 1,49 (35 percent C1, 0.53-2 B5). The absolute risk of probab for CE-alane versus
wmwﬁwmnmunmmmmmmmmraﬂmcmmr
Stoies |

In the WHIMS estragen plus progestin ancillary study, 2 population of 4,532 postmenopausal women 651
19 years of age was randomized fo daity CE (0625 mg) phes MPA (2.5 mg) or placebo.

After an average follow-up of 4 years, 40 women in the CE plus MPA growg and 21 women in the placebo groep
were diagnosad vwith probabie Semeniia. mmmdmmunmrcfmuN.mmm
was 2. lﬁptrunrl:lWIMIrTM risk of probabi fior CE plus MPA wersus placebo
m;ﬁ\!mﬂmur 110,000 womsn-pears. (28 LUes in Specific Popavations (8.5), and Citwcal Stodies
“l:cnmrrun'lhem mshmmllﬁmmmwnwgﬂmﬂwm
wars pooled the WHIMS prosocol, the reparied owerall mlative risk for probabls dementia was
1.78 |95p¢|u=n|l:| 1.18-2.60). Since both ancillary studies were conducted in women B5 1o T8 years of age, il
s unkngrwn whether thesa findings apply o youngar postmencgausal women [sor Lise in Specific Popwlabions
{8.5), and Cliniza) Sludes | 14.37].

Gallbladder Dizeasa

A 2- 1o 4-%old increasa im B risk of galbladder disaase requining suigery is posimenapausal women recaking
estrogens bas been reporied.

Hypercalcemia

Enmpmadrnmaunnru_;mh W-mnmmrmrmmm.
It hypercalcemia ocours., wse of the deg be stopped and appropriats measunes taken bo reduce e
sanum caltm el

Wisual Abnormalities

PRetinal vascular thrombosts has bean reported in patients racabving estrogens. Discortinue medication panding
examination if there is sudden partial or complebs koss of vision, oo a sudden onsel of proplosis. diplogia, o
?mmnlrmmmmmummmmmmm permangntly

Addition o & Progesiin Wisen 3 Weraa Has Nat Had a Hystersclomy
Soucies of the addition of 2 progestin for 10 or mone days of 2 cychk of estrogen administraton, or daily with
estrogen in 2 continugus regimen, have reported a lowered incidence of endomstrial byperplasia than would be
induced by estrogen treatment akons, Endomatrial hyperplisia may be a pracursas 10 endometral cancer.
Theae are, howeer, possible risks thal may b associated with the uss of progesting with estredgans comgpaned
1o estrogen-alons regimens, Thase include an iscrexsed risk of breast cancer,

Elavated Blood Pressan

In & smal number of cas# reports, substasiial cresses in blood pressur fave been attributed b idiosyncratic
reactions bo In & lage, d, placebo-controlled clinical trial, a generalized stfect of estrogens
0 D00 PFESEUTS wag not sean.




Hyperirighyceridemia
In wepmen: with pra-gxisting hypertrighycaridamia, astrogen may be associated with elevations of
plasma trigiycerides lading bo pancreatitis, W‘Hﬂrdm of treabment  pancreatitis poturs.

Hepalic Impaimmest and/or Fas! History of Cholestatic Jasndics

Estrogens may be poorly metabolized in patients with impaired lver function. For women with a history
of cholestat: undice associled with mtwmurmmummmwu
exprcised and in the casa of recurrenca, madication should be dscontinuad.

Hypediryraidism

Estrogen adminisiration kads 1o increased thyroid-binding globulin (TBG) levels. Women wilh normal
thyroed emction can compensate bor the increased TBIG by making morm hormone., fhus.
maintzining Tres T, and T, serum concentralions in the normal range. Women dependant on tyroid
narFmene replacament therapy who are sls0 recaning esogens may requine incrsasad doses of thei
thyroid replacamant therapy. These womean should have ther thyrosd fenction manitorsd in order to
mim\MrmeomithnﬂW|m

Fluid Retention

Estrogens may cause some degree of fluid retention. Wemen with conditions that might be influenced
By this. Faetor, 2eh 5 eardiac of rel dyslunction, wanrant carshul observalion when esirogen i
prescaibed.

Hysotalcemia

Est the should be wsed with caution in women with kypoparatmyoidism as estrogen-induced
mgnhumm?mr. "

Exacarbalion of Endomelrinsis

A fewy casas of malignant transformation of rasidual encometrial implants have baen reponad in women

treailed post-hystaractonyy with estrogan-alona therapy. For vomsn kngwn (o have residual endometriosis

post-Mystereciomsy, the addition of progestin should be considered.

Heredilary Angioedema

Exogenous esiropens may actertabe symptons of angioedema in women with hisedary angiosdema,

Exacerbation of Other Condiliges

Estrogen therapy may causs an exacesbation of asthma, diabetes mallbus, epliepsy, migraines,
porplnyria, syslemic lupus erythemal and hegatic ] &nd should be used with caution

in women with thass condilioes.

Laboralory Tests

Serum Tollicke stimulating homome (FSH) and estradiol kevels have nol Bsen shown o be wsedul in the

managemen of modarate to severe vasomotor symploms.

Dreg-Labosalory Test Inleractions
Accaleraied

protheombin tima, partial thromiboplastin Sme, and platalst agg time;
plaselet count: increased tactors 11, Vil antigan, VIl antigen, 'flllmag.ﬂrl L DL X, XL
ViI-X compiex, |1-Vil-3 comrgiex; and beta-iromboglobulin: decreased levels of anii-tacior Xa and

antithnombin 1117 decreased antithrembin 1] acteaty; increased bevels of fibnnogen and Rbrinogen
activty increesed plasmnogen antigen and activity.
Incraased TBG leading 1o increased circulating total thymid hmmm a5 maasured by profein=

bound iodine (PRI}, T, leviks (by column or by radioimmunassay) o T, leeels by radisimmunaiseay,
T, resin uplaks (s decreased, reflzcting the elevaled TBE. Frea T mﬂaeT comzenirations are

unalered Hmmmﬁmdmulmﬂmmmﬁﬁrdmudﬂmnﬁdm

(ther binding proteing may be elevated in serum, for pample, corticosterold-binding globulin (CBG).

e hormane-hinding lin (SHBG), hﬁm-:rmmwur:uhhqwummwm

stenids, respactively. Frea homone concanira Such &8 1estostenons and estradiol, mey ba

decreased, Other plasma proteing Mhm[wmmmm alpha-1-

artilrypsin, censdoplasmin),

mmmngn—mrry IMMM#HI].HM HOIL; cholesienl sublraction contentrations,
radusced |pw-density lipopeotein (LOL) cholesberel concentrztion, increzsad righandas levats.

Impaired glucose tokrance

ADVERSE REACTIONS

The lTolicwing serious adverse resctions se discussed elsewhere in libeling:

= Cardinvascular Disorders [Sae Soxgd Waming)

+ Endemalrial Cancer [see Warning]

Clinical Trials Experience

Because clinical trigls are conducted undsr widely warying conditions, adverse reaction rales observed in

the clinical trigls of a drug cannol be directly companed bo retes in the climcal brids ol another drug and

may ol naflect the rates obsened in praclice,

Thera wera no cinical trials conducted with MINIVELLE® {estradiol transdanmal system). MINIVELLE is

Bioequivalen 1o Vivelle™ (estradiol ransderral systen]. The folloving adverse reactions have been

reported with
Tabde 1: Summary ol Mast Frequently Repored Adverse Mnﬂw
mﬂ“:;m aporied &l a Frequancy » 5 Percent
Vivalle Vivella Wivelln Wivella Placaba
00376 0.05 0076 L8]
im;qr llﬂgl Ll-lli ll-1gi (N=15T)
Hi%) N %) %) N [%) N (%)
Gasirpintestinal disonders
Constipation 538 4(39) 3 i6.5) 2(15) 4(2.5)
Dyspepsia 1282 | 39 2i43) [ 10 (6.4)
Nawsea [ 4(39) o 7183} 5 (3.2}
Genaral digordiers and
administration site
condiligas* ** . —
Infisenza-liks ilness [ 6@E | 8pE [ 0 | T T
Fain N0~ | ETCETI ) [ 2eam [ 753 | Tias)
Inbecligas and infestations
Infianza 4[30) B (5.8) [ L) 14 i8.0)
Nasophanmgitis 160123 | W @ET) B 196 185 | #(153)
Snusiis NOS” 17 (13.0) | 1026 [ 368 7153} 16 (10.2)
Lipper respiralory tract 62 11107} | 487 645} B i5.7)
infection NOS®
Invesiigations
Weight increased | 5@ [ 208 [ 2@3 [ 0 | ETED)
conbnumsd

References: 1. L5 Food and Drug Admirtration. Estrogen

htpc/fweareampr,
and Medical Davices Safety
4, Minivolle [package inso], Naw York, NY. Noven Therapeutics, LLG; 20012,

and esirogen wilh progestn tharapies tor

InformationbyDrsgClasaiucm 135318 bm, u1dzran<nM email.Accessed July 25, 2013, 2. European Manthly Prascribing
-therapy-chart/article 23T 3. Accessad on July 25, 2013, 3, Phamaceuticals and Medical Devices Agancy, Japan.

Indgemnaticn, Mo, 252, November MWMMNMWMMI 252 pof, Accessed July 25, 20013,

Table 1: Summary of Mest Frequenily Reporied Adverse Reactions (Wnelle™ verses Flacebo)
Regandiess ol Relalisaship Aeporied al a Frequency » 5 Percent

Viwelle Vivelle Vivelle Vivalle Placebo
00375 .05 0075 0.1
(W= 1381 (N=103] | (M=46] El-"lugr N=157]
M%) i) W %) M (%) Hi%)
Miuzeuloskelelal aed conneclive
tissue digerders
[Arthralkia 11 (6.5] 439 214.3) 5 (3.8} 457
Back pain 10(77] EIEE] 4 {B.7) 14106 | 10(64]
Neck pain 4731} 439 [ G (4.5} 2(1.3)
Pain in kb 10 (7.7] T (B8] 214.3) B (4.5} 8 [5.7)
Mervess syslem disorders B N -
[Headaene NDS* [ 3568} | 32 (301) | Za(50.0) | 34 258) | 37 [706)
St htadache | 2@a | 5S¢ | 5008 | 25 | BEN)
Psychiatric disorders
Anety NEC®* 5(38) [1] ] 2 (1.5 425
Deprassion 4(3.1) 7 (6.8) [ 4 3.0} 6 (3.8
Insomnia b (46} 4 [35) 211.3) 201.5) 9 (5.0
A and
Wm
Breast tendemess 10 (7.7 578 31(6.5) g ] o
[Dysmenonhea 0 [] 3(6.5) ] [
Inzrmanstrual esding 959} & [5.8) [ 140106 | 745
, Bhoracic ssd
rﬂuq‘
Sins congastion Ta@n [ 32% [ 365 [ 65 [ 765
Wascular disarders
Hot Fushes NOS [0 [ 328 0 T o |
i Fns_' [0 | T [ [0 R
Fepresants mil . h Sysiem
! mmm”m":f.%m,“m““““‘
"* HEG rapresents not elsewhen classified
wmmmwmmmmwwzmmmﬂumum
aci05s hreatment groups

During the clisical pharmacology studiss with MINIVELLE, 35 percant o less of subjects experienced
Mmm?mmwﬂm N transdermal systems were removed due ba iitation, Thees subjects
(2.2 peseent) reporied midd dscondort whil2 wearing MINIVELLE (H=135),

DRUE INTERACTIONS

No drug iesaction studies have Bees conducted for MINIVELLE
Metabolic Interactions
I wifrg and i wrve Studies Bave shown thal estnogens ane metabolind partially by cytochrome P450 184

P3A4 such as 52 John's wort } ne
mmm%mmurmw‘: ;Hmnm‘uhﬂw
etfects andior changes blzeding profile. Ishbitors o CYPIA s nythromycin,
clarithromycin, . Rraconazola, rilonavir, and grapalruil juice may increass plasma concentra-
mum’mwmmnmm

USE IN SPECIFIC POPULATIONS

Pregaascy

MIKIVELLE should nof be wsed daring pregnancy [5ee Contralodications (4)]. These appears to be Iitte
or noincreased risk of birth defiects in children born 1o women who have used estrogens and progesting
&% an oral costracaptive inadvertantly during early pregnancy.

Murzing Mothers

MAINIVELLE £hould ol be wsed during lactation. Eslrogen adminisiralion 10 nursing woemen has been
ghoam by decrease tha quantity and quality of tha breast mek. Detectable amownts of eetrogens have
been identified in the breast mdk of women receiving estrogen therapy, Caution should ke omrcised

whan MIMIVELLE is administered 12 3 nUrsing woenan.

Pedialric Use

MINVELLE is nol indicated in children. Cnical studies ave nol been conducted in the pedialric

Ell'll:l'l:l.l.ti

There haree not besn Sutficient numbers of genain: women imohed in dinical shosies wilizing
MIKVELLE to debarming whather Bosa owar 65 years of age ditfer from younger subcts in thair
response to MINVELLE

The Wamaas Health Inffiative Stodies

Im the WHI estrogen-alone substady (daily GE |062%5 my)-alona varsus placebo), them was a highar
redative fisk of stroke in women greaier an 65 pears of age s Chscil Shudes (14.2)]
|nmmluhmmplnmugmnwhmdﬂﬂﬁlﬂﬁﬁw]ﬁmmmmﬂlwmw
Ifeare was & higher refalive risk of nontatal 1 and imyasise Breas! cancer in women greatss than
Bﬁmrsnlawfmmmrﬂm

The Womean's Heaith Infiabwe Mamaory Study

I the WHIMS, ancilary studies of postmencpausal women 65 1o 79 years of age, there was 2n
increased risk of probable dementia i women receiving estrogen-alone or estrogen plus progestin
mwwiummmwwmwmwmmm
Since both ancillary Sludies wene conducied in women B5 1o 70 years of age, il is unknown whelher
mnmmaﬂbmrmmm{mmmﬁmumtsmm

OVERDOSAGE

(vardosage of esirogen may causa nassed, vomiting, breast tendemess, abdominal pain, drowsingss.
and fatigue, and withdraval biending may nccur in women, Treatment of overdoss onsists of
digcontinuation of MINIVELLE therapy with instituton of appropriale Symplomatic cate,

PATIENT COUNSELING INFORMATION

See FA-apprened patient Labeling (Palient Information and esiructions for Lise)

postmanopausal wornen, itpewaw da o/ DrugsDrugSalety/
Ralarencs. Homone mplacemsn] tharapsss chart.

Minivalla®, tha kMinivelle Logo, and the Starburst design ans trademarkcs of Moven Therapeutics, LLC.

Wivalle-Dot® is a registened tradermark of Novartis AG.
Wivalle® ts a registered irademark of Novarlis Conporation.
For information, visit www.minivelle.com or call 1-800-455-8070,
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From the manufacturer of Vivelle-Dot®

-

| Winivelle' -

For the treatment of moderate to severe
vasomotor symptoms due to menopause

Good things come
in small patches

Discreet design Effective relief
34% smaller than Vivelle-Dot® Effectively relieves moderate
and about the size of a dime to severe hot flashes and night

at the 0.0375 mg/day dose sweats due to menopause*

Staying power Less skin exposed

Stays in place during Causes almost no skin
L showering and exercising, irritation and leaves almost
' and round shape may help no sticky residue behind on
prevent snagging associated the skin*

with everyday wear*

Visit www.minivelle.com to learn more and to find mlnlvellem

out how eligible patients can 40//¢ btg on this small patch.* (estradiol transdermal system)

0.0375, 0.05, 0.075, 0.1 mg/day

*For eligible patients only. Restrictions may apply. See offer for the full terms and conditions. Good things come in small patches

INDICATION

/ MINIVELLE® (estradiol transdermal system) is indicated for treatment of moderate to severe vasomotor symptoms due to menopause.
{ IMPORTANT SAFETY INFORMATION

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR DISORDERS, BREAST CANCER AND PROBABLE DEMENTIA
See full prescribing information for complete boxed warning.
Estrogen-Alone Therapy
¢ There is an increased risk of endometrial cancer in a woman with a uterus who uses unopposed estrogens
¢ Estrogen-alone therapy should not be used for the prevention of cardiovascular disease or dementia
¢ The Women'’s Health Initiative (WHI) estrogen-alone substudy reported increased risks of stroke and deep vein thrombosis (DVT)
¢ The WHI Memory Study (WHIMS) estrogen-alone ancillary study of WHI reported an increased risk of probable dementia in postmenopausal
women 65 years of age and older
Estrogen Plus Progestin Therapy
¢ 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 stroke, DVT, pulmonary embolism (PE), and myocardial infarction (Ml)
¢ The WHI estrogen plus progestin substudy reported increased risks of invasive breast cancer
¢ 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

Estrogens 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 deep vein thrombosis, pulmonary embolism, or history of these conditions; active or history of arterial thromboembolic
disease (e.g., stroke or MI); known anaphylactic reaction or angioedema with MINIVELLE, liver dysfunction or disease; known protein C, protein S, or antithrombin
deficiency, or other known thrombophilic disorders; or known or suspected pregnancy.

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. Postmenopausal women should be re-evaluated periodically as clinically appropriate to determine if treatment is still necessary.

Estrogens increase the risk of gallbladder disease. Discontinue estrogen if severe hypercalcemia, loss of vision, severe hypertriglyceridemia or cholestatic jaundice
occurs. Monitor thyroid function in women on thyroid replacement therapy.

In clinical trials with Vivelle® (estradiol transdermal system), the most common side effects (>5%) were headache, breast tenderness, back pain, pain in limb,
nasopharyngitis, dyspepsia, nausea, sinusitis, and intermenstrual bleeding.

You are encouraged to report negative side effects of prescription drugs to the FDA. Visit www.fda.gov/medwatch or call 1-800-FDA-1088.
Please see Brief Summary of full Prescribing Information, including Boxed WARNING, on the following pages.
Please see adjacent page for references.



