HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the informatiomeeded to use
ANGELIQ safely and effectively. See full prescribiry information for
ANGELIQ.

ANGELIQ (drospirenone and estradiol) tablets, for aal use
Initial U.S. Approval: 2005

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

See full prescribing information for complete boxed warning

Estrogen Plus Progestin Therapy

. Estrogen plus progestin therapy should not be usddr the prevention
of cardiovascular disease or dementia (5.1, 5.4 )

. The Women'’s Health Initiative (WHI) estrogen plus pogestin
substudy reported increased risks of stroke, deepein thrombosis
(DVT), pulmonary embolism (PE), and myocardial infaction (5.1)

. The WHI estrogen plus progestin substudy reportedicreased risks of
invasive breast cancer (5.2)

. The WHI Memory Study (WHIMS) estrogen plus progestn ancillary
study of WHI reported an increased risk of probabledementia in
postmenopausal women 65 years of age and older §5.4

Estrogen-Alone Therapy

. There is an increased risk of endometrial cancer in woman with a
uterus who uses unopposed estrogens (5.3)

. Estrogen-alone therapy should not be used for thegvention of
cardiovascular disease or dementia (5.1, 5.4)

. The WHI estrogen-alone substudy reported increasetsks of stroke
and DVT (5.1)

. The WHIMS estrogen-alone ancillary study of WHI reported an
increased risk of probable dementia in postmenopaabwomen 65
years of age and older (5.4)

RECENT MAJOR CHANGES --nnmmemememememenes

Indications and Usage (1.1) 2/2012
Dosage and Administration (2.1) 2/2012
Contraindications (4) 2/2012

Warnings and Precautions (5.16) 2/2012

INDICATIONS AND USAGE-- =--nemermrmemeamemenens

Angeliq 0.25 mg drospirenone (DRSP)/0.5 mg estid#ip) is an
estrogen/progestin indicated in women with an intiéerus for the treatment
of:

. Vasomotor symptoms due to menopause. (1.1)
Angelig 0.5 mg DRSP/1 mg E2 is an estrogen/progéstiicated in women
with an intact uterus for the treatment of:

. Vasomotor symptoms due to menopause. (1.1)
. Vulvar and vaginal atrophy symptoms due to menapdli®)

Angeliq 0.25 mg DRSP/0.5 mg E2: one tablet takembyth once daily (2.1)

Angeliq 0.5 mg DRSP/1 mg E2: one tablet taken bytmence daily (2.1,
2.2)

. Angelig 0.25 mg DRSP/0.5 mg E2 tablet: one talolstains 0.25 mg
drospirenone and 0.5 mg estradiol, (3)

. Angelig 0.5 mg DRSP/1 mg E2 tablet: one tabletatost0.5 mg drospirenone
and 1 mg estradiol (3)

CONTRAINDICATIONS--- -nmemememememcmcmcmcncaee

. Undiagnosed abnormal genital bleeding (4)

. Known, suspected, or history of cancer of the b(das.3)

. Known or suspected estrogen-dependent neoplaSid)4,

. Active DVT , PE, or a history of these conditiofisg.1 )

. Active arterial thromboembolic disease (for exangieke and Ml), or history
of these conditions (4, 5.1)

. Renal impairment (4, 5.2)

. Known liver impairment or disease (4, 5.2)

. Adrenal insufficiency (4, 5.2)

. Known or suspected pregnancy (4, 8.1)

. Known protein C, protein S, or antithrombin deficig, or other known
thrombophilic disorders (4)

. Known anaphylactic reaction, angioedema, or hgpsitivity to Angeliq (4)

. Do not use with conditions that predispose to tglemia (5.2)

. Estrogens increase the risk of gallbladder diggese

. Discontinue estrogen if severe hypercalcemiagbgsion, severe
hypertriglyceridemia or cholestatic jaundice oc¢&r8, 5.7, 5.9, 5.10)

. Monitor thyroid function in women on thyroid repiement therapy (5.11, 5.19)

ADVERSE REACTIONS - <-nenesmemememmememccnas

The most common adverse reactions that occurratiiéast 1 percent of
users in clinical trials with Angeliq are gastrastinal and abdominal pain,
female genital tract bleeding, breast pain andadigort, and headache. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Baye
HealthCare Pharmaceuticals Inc. at 1-888-842-293% &DA at 1-800-
FDA-1088 or www.fda.gov/medwatch

DRUG INTERACTIONS---- -----mmmmmmmmmomme oo
. Inducers and inhibitors of CYP3A4 may affect estrodrug metabolism and
decrease or increase the estrogen plasma corioar({rzt)

. Serum potassium concentration may increase in weakigy drospirenone
with other drugs that have the potential to inergemassium (7.1)

. Nursing Mothers: Estrogen administration to nursiegnen has been shown to
decrease the quantity and quality of breast ndilR. Y

. Geriatrics An increased risk of probable dementia in womesn 68 years of
age was reported in the Women's Health Initiatieerdry ancillary studies of
the Women'’s Health Initiative. (5.4, 8.5)

Seel7for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised 02/2012
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Estrogen Plus Progestin Therapy

Cardiovascular Disorders and Probable Dementia

Estrogen plus progestin therapy should not be usddr the prevention of cardiovascular
disease or dementigsee Warnings and Precautions (5.1, 5.4) and Clinical Studies (14.4,
14.5)].

The Women's Health Initiative (WHI) estrogen plus pogestin substudy reported an
increased risk of deep vein thrombosis (DVT), pulmioary 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 conjugated estrgens (CE) [0.625 mg] combined with
medroxyprogesterone acetate (MPA) [2.5 mg], relaterto placebdsee Warnings and
Precautions (5.1), and Clinical Studies (14.5)].

The WHI Memory Study (WHIMS) estrogen plus progestn ancillary study of WHI
reported an increased risk of developing probable @mentia in postmenopausal women
65 years of age or older during 4 years of treatmenvith daily CE (0.625 mg) combined
with MPA (2.5 mg), relative to placebo. It is unknevn whether this finding applies to
younger postmenopausal womefsee Warnings and Precautions (5.4), Usein Specific
Populations (8.5), and Clinical Studies (14.5)].

Breast Cancer

The WHI estrogen plus progestin substudy demonstrad an increased risk of invasive
breast cancer]see Warnings and Precautions (5.3), and Clinical Studies (14.4)].

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

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

Estrogen-Alone Therapy

Endometrial Cancer
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There is an increased risk of endometrial cancer ima woman with a uterus who uses
unopposed estrogens. Adding a progestin to estrogémerapy has been shown to reduce
the risk of endometrial hyperplasia, which may be grecursor to endometrial cancer.
Adequate diagnostic measures, including directed aandom endometrial sampling when
indicated, should be undertaken to rule out malignacy in postmenopausal women with
undiagnosed persistent or recurring abnormal genithbleeding[see Warnings and
Precautions (5.3)].

Cardiovascular Disorders and Probable Dementia

Estrogen-alone therapy should not be used for therpvention of cardiovascular disease
or dementia[see Warnings and Precautions (5.1, 5.4) and Clinical Studies (14.5, 14.4)].

The WHI estrogen-alone substudy reported increaserdsks of stroke and DVT in
postmenopausal women (50 to 79 years of age) duridl years of treatment with daily
oral CE (0.625 mg)-alone relative to placebfsee Warnings and Precautions (5.1), and
Clinical Studies (14.5)].

The WHIMS estrogen-alone ancillary study of WHI reported an increased risk of
developing probable dementia in postmenopausal wome5 years of age or older during
5.2 years of treatment with daily CE (0.625 mg)-alwe, relative to placebo. It is unknown
whether this finding applies to younger postmenopasal women[see Warnings and
Precautions (5.4), Use in Specific Populations (8.5), and Clinical Studies (14.5)].

In the absence of comparable data, these risks sHdibe assumed to be similar for other
doses of CE and other forms of estrogens. Estrogewith or without progestins should be
prescribed at the lowest effective doses and for étshortest duration consistent with
treatment goals and risks for the individual woman.

1 INDICATIONS AND USAGE
1.1 Treatment of Moderate to Severe Vasomotor Sympins due to Menopause

» Angelig 0.25 mg drospirenone (DRSP)/0.5 mg estiqéid) is indicated for the treatment of moderatedvere
vasomotor symptoms due to menopause in women wdaterus.

» Angelig 0.5 mg DRSP/1 mg E2 is indicated for tleatment of moderate to severe vasomotor symptosesiated
due to menopause in women who have a uterus.

1.2 Treatment of Moderate to Severe Symptoms of Vuhr and Vaginal Atrophy due to Menopause

» Angelig 0.5 mg DRSP/1 mg E2 is indicated for tleatment of moderate to severe symptoms of vulvdvaginal
atrophy due to menopause in women who have a uterus

2 DOSAGE AND ADMINISTRATION

Each pack of Angelig covers 28 days of treatmergafiment is continuous, which means that the naci follows
immediately without a break. The tablets are t@Wwallowed whole with some liquid irrespective obébintake and
should preferably be taken at the same time evayyld case a tablet is forgotten, it should bema&ks soon as possible.
If more than 24 hours have elapsed, the missedttabbuld not be taken. If several tablets areofbeg, bleeding may
occur.

Women who do not take estrogens or women who chiiagea continuous combination product may staatiment at
any time. Women changing from a continuous seqalentticyclic hormone therapy (HT) should compléie ¢urrent
cycle of therapy before initiating Angeliq therapy.

Use of estrogen, alone or in combination with aypstin, should be limited to the lowest effectivsel available and for
the shortest duration consistent with treatmentsgaad risks for the individual woman. Patientsidtide reevaluated
periodically as clinically appropriate to determihzeatment is still necessafsee Boxed Warning].

Angeliq FDA Approved 29 Feb 12 3



2.1 Treatment of Moderate to Severe Vasomotor Sympms due to Menopause

The dosage is one Angelig 0.25 mg DRSP/0.5 mg E2ttar one Angelig 0.5 mg DRSP/1 mg E2 tablet tiaig mouth
once daily.

2.2 Treatment of Moderate to Severe Symptoms of Vuhr and Vaginal Atrophy due to Menopause

The dosage is one Angelig 0.5 mg DRSP/1 mg E2ttgdi#ten by mouth once daily.

When prescribing solely for the treatment of symmagaf vulvar and vaginal atrophy, topical vaginaigucts should be
considered.

3 DOSAGE FORMS AND STRENGTHS

Angeliqg 0.25 mg DRSP/0.5 mg E2 Tablets: round, iiex, yellow, film-coated, embossed with a "EL"idesa hexagon
Angeliq 0.5 mg DRSP/1 mg E2 Tablets: round, bicenyénk, film-coated, embossed with a "CK" insidbexagon

4 CONTRAINDICATIONS

Do not prescribe Angelig to women with any of to#dwing conditions:

* Undiagnosed abnormal genital bleedjsge Warnings and Precautions (5.3)]

* Known, suspected, or history of cancer of the lirfsa® Warnings and Precautions (5.3)].
* Known or suspected estrogen-dependent neodsega\Warnings and Precautions (5.3)].
» Active DVT, PE or history of these conditiofsee Warnings and Precautions (5.1)].

» Active arterial thromboembolic disease (for exampteoke and MI) or history of these conditigaee Warnings and
Precautions (5.1)].

* Renal Impairmenfisee Warnings and Precautions (5.2), Use in SpeBifipulations (8.7) and Clinical Pharmacology
(12.3)].

* Known liver impairment or diseaggeee Warnings and Precautions (5.105e in Specific Populations (8.6) and
Clinical Pharmacology (12.3)]

» Adrenal insufficiencysee Warnings and Precautions (5.2)].
» Known protein C, protein S, or antithrombin defigig, or other known thrombophilic disorders
* Known or suspected pregnarsge Use in Specific Populations (8.1)].

* Known anaphylactic reaction, angioedema, or hymesitieity to Angelig or any of its ingredientsee Adverse
Reactions (6.2)]

5 WARNINGS AND PRECAUTIONS
5.1 Cardiovascular Disorders

An increased risk of PE, DVT, stroke and MI haverbesported with estrogen plus progestin therapyin&reased risk
of stroke and DVT have been reported with estraglene therapy. Should any of these occur or beestisg, estrogen
with or without progestin therapy should be discargd immediately.

Risk factors for arterial vascular disease (fomepke, hypertension, diabetes mellitus, tobacco lugeercholesterolemia,
and/or obesity) and/or venous thromboembolism (V[f&)example, personal history or family histof AT E, obesity,
systemic lupus erythematosus] should be managaoaely.

Stroke

In the Women's Health Initiative (WHI) estrogengfrogestin substudy, a statistically significartréased risk of stroke
was reported in women 50 to 79 years of age rewgidaily CE (0.625 mg) plus MPA (2.5 mg) compamgvbmen in

the same age group receiving placebo (33 verspe2$50,000 women yearfsee Clinical Studies (14.4)The increase

in risk was demonstrated after the first year amipted. Should a stroke occur or be suspected, estrogesmppbgestin
therapy should be discontinued immediately.
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In the WHI estrogen-alone substudy, a statisticsitiypificant increased risk of stroke was repoitedfomen 50 to 79
years of age receiving daily CE (0.625 mg)-alonmgared to women in the same age group receivirgepta(45 versus
33 per 10,000 women-years). The increase in riskaeanonstrated in year one and persiged Clinical Studies
(14.4)]. Should a stroke occur or be suspected, estrdgas-therapy should be discontinued immediately.

Subgroup analyses of women 50 to 59 years of aggestino increased risk of stroke for those woreeriving CE
(0.625 mg)-alone versus those receiving placebw¢isus 21 per 10,000 women-yedrs).

Coronary Heart Disease

In the WHI estrogen plus progestin substudy, theas a statistically non-significant increased n§koronary heart
disease (CHD) events (defined as nonfatal MI, sii¢ih or CHD death) reported in women receivinglgyl&E (0.625
mg) plus MPA (2.5 mg) compared to women receivilag@bo (41 versus 34 per 10,000 women-yeads)increase in
relative risk was demonstrated in year 1, andradtteward decreasing relative risk was reportegears 2 through Eee
Clinical Studies (14.4)]

In the WHI estrogen-alone substudy, no overallafien CHD events was reported in women receivitigpgen-alone
compared to placeBfsee Clinical Studies (14.4)]

Subgroup analyses of women 50 to 59 years of aggestia statistically non-significant reductiorGHD events (CE
0.625 mg compared to placebo) in women with lean 0 years since menopause (8 versus 16 per 1@@@en-
years)

In postmenopausal women with documented heart sks@ge=2,763), average 66.7 years of age, in aatedrclinical
trial of secondary prevention of cardiovasculaedie (Heart and Estrogen/Progestin Replacement BHE&RS]),
treatment with daily CE (0.625 mg) plus MPA (2.5)mgmonstrated no cardiovascular benefit. During\arage
follow-up of 4.1 years, treatment with CE plus MB#@ not reduce the overall rate of CHD events istpenopausal
women with established CHD. There were more CHD&svim the CE plus MPA-treated group than in trecebo group
in year 1, but not during the subsequent years. fiwosand, three hundred and twenty-one (2,321)emdinom the
original HERS trial agreed to participate in anmopabel extension of HERS, HERS II. Average follawin HERS I
was an additional 2.7 years, for a total of 6.&yewerall. Rates of CHD events were comparablengmamen in the
CE plus MPA group and the placebo group in HERSRBH, and overall.

Venous Thromboembolism

In the WHI estrogen plus progestin substudy, assizdlly significant 2-fold greater rate of VTE YO and PE) was
reported in women receiving daily CE (0.625 mg)spgWliPA (2.5 mg) compared to women receiving plag@soversus
17 per 10,000 women-years). Statistically signiftaacreases in risk for both DVT (26 versus 13 12000 women-
years) and PE (18 versus 8 per 10,000 women-ygarg) also demonstrated. The increase in VTE riskadesnonstrated
during the first year and persistdsee Clinical Studies (14.4)Bhould a VTE occur or be suspected, estrogen plus
progestin therapy should be discontinued immediatel

In the WHI estrogen-alone substudy, the risk of W&s increased for women receiving daily CE (0.62f)-alone
compared to placebo (30 versus 22 per 10,000 worears), although only the increased risk of DVIchesl statistical
significance (23 versus 15 per 10,000 women-yedts).increase in VTE risk was demonstrated duitieditst 2 years
[see Clinical Studies (14.4)Bhould a VTE occur or be suspected, estrogeredlmrapy should be discontinued
immediately.

If feasible, estrogens should be discontinuedasttlé to 6 weeks before surgery of the type astsakigith an increased
risk of thromboembolism, or during periods of praded immobilization.

5.2 Hyperkalemia

Angeliq contains the progestin DRSP that has atdserone activity, including the potential for leykalemia in high-
risk patients. Angeliq is contraindicated in patsewith conditions that predispose to hyperkalefreaal impairment,
hepatic impairment, and adrenal insufficiency).

Use caution when prescribing Angelig to women wdgutarly take other medications that can increasasgium, such
as non-steroidal anti-inflammatory drugs (NSAID®)tassium-sparing diuretics, potassium supplemantiptensin
converting enzyme (ACE) inhibitors, angiotensimdteptor antagonists, heparin and aldosterone @mittg. Consider
checking serum potassium concentrations durinditstemonth of dosing in high-risk patierigee Drug Interactions
(7.3, 7.4)].
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5.3 Malignant Neoplasms
Breast Cancer

The most important randomized clinical trial pramglinformation about breast cancer in estroges phogestin users is
the WHI substudy of daily CE (0.625 mg) plus MPAS(Eng). After a mean follow-up of 5.6 years, theagen plus
progestin substudy reported an increased riskaddircancer in women who took daily CE plus MPAhIa substudy,
prior use of estrogen-alone or estrogen plus ptogdgserapy was reported by 26 percent of the warfibe relative risk
of invasive breast cancer was 1.24 and the absadktevas 41 versus 33 cases per 10,000 women;yfeaiGE plus
MPA compared with placebo. Among women who repopigar use of hormone therapy, the relative riskwwhsive
breast cancer was 1.86 and the absolute risk wasrd@s 25 cases per 10,000 women-years for CBfids compared
with placebo. Among women who reported no prior efseormone therapy, the relative risk of invadiveast cancer
was 1.09 and the absolute risk was 40 versus & ¢es 10,000 women-years for CE plus MPA compaititplacebo.
In the same substudy, invasive breast cancerslamger, were more likely to be node positive, artendiagnosed at a
more advanced stage in the CE (0.625 mg) plus MPArg) group compared with the placebo group. Mate
disease was rare, with no apparent difference legttlee two groups. Other prognostic factors, ssdhigtologic
subtype, grade and hormone receptor status didiffet between the groupfsee Clinical Studies (14.4)]

The most important randomized clinical trial pramglinformation about breast cancer in estrogenalagsers is the
WHI substudy of daily CE (0.625 mg)-alone. In thélléstrogen-alone substudy, after an average fallpwf 7.1
years, daily CE (0.625 mg)-alone was not associatttdan increased risk of invasive breast canadafive risk(RR)
0.80]°[see Clinical Studies (14.4)]

Consistent with the WHI clinical trial, observatarstudies have also reported an increased ribkeafst cancer for
estrogen plus progestin therapy, and a smallee@sed risk for estrogen-alone therapy, after skyesas of use. The
risk increased with duration of use, and appeavedturn to baseline over about 5 years after stgppeatment (only the
observational studies have substantial data orafisk stopping). Observational studies also sugheas the risk of breast
cancer was greater, and became apparent earlibrestrogen plus progestin therapy as comparesttogen-alone
therapy. However, these studies have not gendmllyd significant variation in the risk of breasincer among different
estrogen plus progestin combinations, doses, desaxf administration.

The use of estrogen-alone and estrogen plus pindest been reported to result in an increaserioraal
mammograms requiring further evaluation.

All women should receive yearly breast examinations healthcare provider and perform monthly dreek-
examinations. In addition, mammography examinatgirsuld be scheduled based on patient age, riskrfa@and prior
mammogram results.

Endometrial Cancer

An increased risk of endometrial cancer has begorted with the use of unopposed estrogen therapywoman with a
uterus. The reported endometrial cancer risk anobmagpposed estrogen users is about 2- to 12-folatgrénan in non-
users, and appears dependent on duration of treatimd on estrogen dose. Most studies show ndfisigmi increased
risk associated with use of estrogens for less thgear. The greatest risk appears associatedwatonged use, with
increased risks of 15- to 24-fold for 5 to 10 yearsnore. This risk has been shown to persisttfteast 8 to 15 years
after estrogen therapy is discontinued.

Clinical surveillance of all women using estrogéore or estrogen plus progestin therapy is importatequate
diagnostic measures, including directed or randodometrial sampling when indicated, should be uiadten to rule out
malignancy in postmenopausal women with undiagnpsgesistent or recurring abnormal genital bleeding.

There is no evidence that the use of natural estrogesults in a different endometrial risk profilan synthetic estrogens
of equivalent estrogen dose. Adding a progestestmgen therapy in postmenopausal women has beamgo reduce
the risk of endometrial hyperplasia, which may lpgecursor to endometrial cancer.

Ovarian Cancer

The WHI estrogen plus progestin substudy reportst@isstically non-significant increased risk oboan cancer. After
an average follow-up of 5.6 years, the relativk fas ovarian cancer for CE plus MPA versus placefas 1.58 (95
percent Cl 0.77-3.24). The absolute risk for CESpMPA versus placebo was 4 versus 3 cases perdl@@den-years.
In some epidemiological studies, the use of estrquygs progestin and estrogen-only products, itiqudar for 5 or more
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years, has been associated with an increasedfrisladan cancer. However, the duration of exposssociated with
increased risk is not consistent across all epidemic studies and some report no association.

5.4 Probable Dementia

In the Women'’s Health Initiative Memory Study (WH®)lestrogen plus progestin ancillary study, a patjpani of 4,532
postmenopausal women 65 to 79 years of age wasmared to daily CE (0.625 mg) plus MPA (2.5 mg)ptacebo.
After an average follow-up of 4 years, 40 womethe CE plus MPA group and 21 women in the placebagwere
diagnosed with probable demenflde relative risk of probable dementia for CE pRA versus placebo was 2.05 (95
percent Cl, 1.21-3.48). The absolute risk of prédalementia for CE plus MPA versus placebo wasetSus 22 cases
per 10,000 women-yedrfsee Use in Specific Populations (8.5), and ClihiBaudies (14.5)]

In the WHIMS estrogen-alone ancillary study of WHpopulation of 2,947 hysterectomized women 6Btgears of
age was randomized to daily CE (0.625 mg)-alorglamebo. After an average follow-up of 5.2 yeaBwdmen in the
estrogen-alone group and 19 women in the placetgpgrere diagnosed with probable dementia. Théivelask of
probable dementia for CE-alone versus placebo wis(95 percent Cl, 0.83-2.66). The absolute rigirobable
dementia for CE-alone versus placebo was 37 v@sgases per 10,000 women-yégsse Use in Specific Populations
(8.5) and Clinical Studies (14.5)].

When data from the two populations in the WHIMS&gptn-alone and estrogen plus progestin ancilkagies were
pooled as planned in the WHIMS protocol, the regmbrverall relative risk for probable dementia ia& (95 percent
Cl 1.19-2.60). Since both ancillary studies weredtwted in women 65 to 79 years of age, it is unknahether these
findings apply to younger postmenopausal wohjeee Use in Specific Populations (8.5) and Clinigaidies (14.5)]

5.5 Gallbladder Disease

A 2- to 4-fold increase in the risk of gallbladdksease requiring surgery in postmenopausal woemwgiving estrogens
has been reported.

5.6 Hypercalcemia

Estrogen administration may lead to severe hypegoahk in women with breast cancer and bone metssths
hypercalcemia occurs, use of the drug should kpstband appropriate measures taken to reducertine €alcium
concentration.

5.7 Visual Abnormalities

Retinal vascular thrombosis has been reported mavoreceiving estrogens. Discontinue medicatiomipgn
examination if there is sudden partial or compless of vision, or a sudden onset of proptosidogip, or migraine. If
examination reveals papilledema or retinal vasdeksions, estrogens should be permanently disagedin

5.8 Elevated Blood Pressure

In a small number of case reports, substantiabasms in blood pressure have been attributeddsyiggratic reactions to
estrogens. In a large, randomized, placebo-coattallinical trial, a generalized effect of estrogieerapy on blood
pressure was not seen.

5.9 Hypertriglyceridemia

In women with pre-existing hypertriglyceridemiatregen therapy may be associated with elevatiomasina
triglycerides leading to pancreatitis. Considecdiginuation of treatment if pancreatitis occurs.

5.10 Hepatic Impairment and/or Past History of Choéstatic Jaundice

Estrogens may be poorly metabolized in women waitpaired liver function. For women with a historyatiolestatic
jaundice associated with past estrogen use orpstgnancy, caution should be exercised and indke of recurrence,
medication should be discontinued.

The clearance of drospirenone was decreased enpaivith moderate hepatic impairment.
5.11 Hypothyroidism

Estrogen administration leads to increased thybaiding globulin (TBG) concentrations. Women witbrmal thyroid
function can compensate for the increased TBG Wkimgamore thyroid hormone, thus maintaining freeaiid & serum
concentrations in the normal range. Women deperatetityroid hormone replacement therapy who ar ralseiving
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estrogens may require increased doses of thewithyeplacement therapy. These women should haetttyroid
function monitored in order to maintain their fitagroid hormone concentrations in an acceptablgean

5.12 Fluid Retention

Estrogens and progestins may cause some degriegdafetention. Women with conditions that mightibBuenced by
this factor, such as a cardiac or renal impairmsatrant careful observation when estrogens arscphled.

5.13 Hypocalcemia

Estrogen therapy should be used with caution in @owmith hypoparathyroidism as estrogen-induced bglsemia may
occur.

5.14 Hyponatremia

As an aldosterone antagonist, drospirenone magaserthe possibility of hyponatremia in high-rigkignts.
5.15 Exacerbation of Endometriosis

Endometriosis may be exacerbated with administraifeestrogens.

5.16 Hereditary Angioedema

Exogenous estrogens may exacerbate symptoms afestggna in women with hereditary angioedema.
5.17 Exacerbation of Other Conditions

Estrogen therapy may cause an exacerbation of asttiabetes mellitus, epilepsy, migraine, porphysystemic lupus
erythematosus otosclerosis, chorea minor and leepathangiomas and should be used with caution memowith these
conditions. In women with hereditary angioedemagexmus estrogens may induce or exacerbate sympfoms
angioedema.

5.18 Laboratory Tests

Serum follicle stimulating hormone (FSH) and edthdoncentrations have not been shown to be usethle
management of moderate to severe vasomotor symptoms

5.19 Interference with Laboratory Tests

Accelerated prothrombin time, partial thromboplasitine, and platelet aggregation time; increasatefdt count;
increased factors Il, VII antigen, VIII antigen,IVtoagulant activity, 1X, X, XlI, VII-X complex, I-VII-X complex,
and beta-thromboglobulin; decreased concentratbasti-factor Xa and antithrombin Ill, decreasedithrombin Il
activity; increased concentrations of fibrinogen éibrinogen activity; increased plasminogen armiigad activity.

Increased TBG concentrations leading to increasedlating total thyroid hormone, as measured lntgin-bound
iodine (PBI), T, concentrations (by column or by radioimmunoassayl; concentrations by radioimmunoassayrdsin
uptake is decreased, reflecting the elevated TB& T and free T concentrations are unaltered. Women on thyroid
replacement therapy may require higher doses obithjrormone.

Other binding proteins may be elevated in serumexample, corticosteroid binding globulin (CBG3xshormone
binding globulin, leading to increased total ciatilg corticosteroids and sex steroids, respegtiv@ee hormone
concentrations, such as testosterone and estradiglpbe decreased. Other plasma proteins may beased
(angiotensinogen/renin substrate, alpha-l-antitrypseruloplasmin).

Increased plasma high-density lipoprotein (HDL) &tiol» subfraction concentrations, reduced low-densjtggdiotein
(LDL) cholesterol concentration, increased triglyde concentrations.

Impaired glucose tolerance.
Reduced response to metyrapone test.

6 ADVERSE REACTIONS
The following serious adverse reactions are disgmlistsewhere in the labeling:
» Cardiovascular Disordefsee Boxed Warning, and Warnings and Precautiorg|(5

* Malignant Neoplasmfsee Boxed Warning, and Warnings and Precautior®)|(5
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6.1 Clinical Trials Experience

Because clinical trials are conducted under wigkalying conditions, adverse reaction rates obseirvéite clinical trials
of a drug cannot be directly compared to ratebenctinical trials of another drug and may noteeflthe rates observed
in practice.

From clinical trials with different dose formulati® of Angelig containing E2 dose ranging from 0%tm1.0 mg

combined with DRSP dose ranging from 0.25 mg tag3 m

* The most common adverse reactions were gastraitdeand abdominal pain, female genital bleedimgabt pain
and headache. The frequencies of common adversiores in general, were higher for the Angeligalmmulation
containing E2 1 mg compared to Angeliq containizgOE5 mg.

* The most common adverse reactions leading to deegutinuation in controlled clinical trials werbdominal pain,
headache, postmenopausal bleeding, breast tendeamelsweight increased.

Placebo-Controlled Trial:

In a placebo-controlled trial evaluating Angeli@®mg DRSP/0.5 mg E2, 183 postmenopausal womeiveekat least
one dose of DRSP 0.25 mg/0.5 mg E2 and 180 receiaeebo. Study subjects were treated for 3 cyafi@8 days each
for a total of 12 weeks of treatment. The mediagm\ags 53 years (range: 40-77 years) and over 50%hbjécts had a
hysterectomy, 68% were Caucasian and 24% were Bladke 1 summarizes adverse reactions reportatli@ast 2% of
subjects receiving Angeliq 0.25 mg DRS/0.5 mg E@ aina higher incidence than subjects receivinggtia.

Table 1: Adverse Reactions that Occurred at a Fregency of> 2% with Angeliq 0.25 mg DRSP/0.5 mg E2 and at a
higher incidence than placebo

Angeliq
(0.25 mg DRSP/0.5 mg E2) Placebo
N=183 (100%) N=180 (100%)

Adverse Reaction n (%) n (%)
Gastrointestinal and abdominal pains* 11 (6.0) (29)
Headache 11 (6.0) 9 (5.0
Vulvovaginal fungal infections 10 (5.5) 1 (0.6)
Breast pain** 6 (3.3) 1 (0.6)
Nausea 6 (3.3) 2 (1.1
Diarrhea 4 (2.2) 1 (0.6)
Peripheral Edema 4 (2.2) 2 (1.2)

*Gastrointestinal and abdominal pain includes: abigal pain (overall, lower, and upper), abdomiriatdmfort,
abdominal tenderness
**Breast pain includes: breast pain, breast tenelgsnnipple pain

Pooled data of clinical trials with different dof@mulations of Angeliq:

Data from 13 clinical trials in postmenopausal saty treated with different dose formulations ofjalig containing 1
mg E2 (1 mg E2 + 0.5 mg — 3.0 mg DRSP; N=2842) wexded to provide an overall estimate of adveesetions.
Similarly, data from 2 clinical trials with Angelicpntaining 0.5 mg E2 (0.5 mg E2 + DRSP 0.25 mgonfly; N=853)
were pooled for the same purpose. Table 2 showersglveactions reported in at least 1% of subjeetsed with
Angeliq.

Table 2: Adverse Reactions that Occurred at a Fregency of> 1% in Clinical Trials

Adverse Reaction Angelig containing 1 mg E2 | Angeliq containing 0.5 mg E2

N = 2842 N=853

n (%) n (%)

Breast pain or discomfor 508 (17.9) 53 (6.2)
Female genital tract 397 (14.0) 21 (2.5)
bleeding
Gastrointestinal and 186 (6.5) 31 (3.6)
abdominal pain
Cervical polyp 34 (1.2) 3(0.4)
Emotional lability 35(1.2) 11 (1.3)
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| Migraine | 28 (1.0) | 5 (0.6) |

Adverse Reactions in clinical studies were codedguthe MedDRA dictionary (version 13.0). DiffereiedDRA terms representing
the same medical phenomenon have been groupeth¢oget single adverse reactions to avoid dilutingbscuring the true effect.

6.2 Postmarketing Experience

The following additional adverse reactions havenbegorted during post approval use of Angelig.&8se these
reactions are reported voluntarily from a populaid uncertain size, reliably estimating their fneqcy or establishing a
causal relationship to drug exposure is not alvpmssible.

Immune System Disordetdypersensitivity reactions, including rash, prgritind urticaria
Reproductive system and breast disordBreast cancer

Vascular disordersvenous and arterial thromboembolic events (perghdeep venous occlusion, thrombosis and
embolism/pulmonary vascular occlusion, thrombasigholism and infarction/myocardial infarction/cerabnfarction
and stroke not specified as hemorrhagic)

7 DRUG INTERACTIONS

No formal drug-drug interaction studies have bemmdacted for Angeliq.
7.1 Metabolic Interactions

Effect of Drospirenone on Other Drugs

Metabolism of DRSP and potential effects of DRSHepatic cytochrome P450 (CYP) enzymes have beestigated
in in vitro andin vivostudiegsee Clinical Pharmacology (12.3)In in vitro studies, DRSP did not affect turnover of
model substrates of CYP1A2 and CYP2D6, but hachlibitory influence on the turnover of model subtds of
CYP1A1, CYP2C9, CYP2C19 and CYP3A4 with CYP2C19gehe most sensitive enzyme. The potential efféct
DRSP on CYP2C19 activity was investigated in aiciihpharmacokinetic study using omeprazole as kenaubstrate.
No significant effect of DRSP on the systemic ceae of the CYP3A4 product omeprazole sulfone wasd. These
results demonstrated that DRSP did not inhibit C&P2and CYP3A4n vivo.

Two further clinical drug-drug interaction studiesing simvastatin and midazolam as marker substfateCYP3A4,
respectively, were performed and the results afarstudies demonstrated that pharmacokineticedC¥P3A4
substrates were not influenced by steady-state DieBEentrations.

Based on the available resultsimfvivo andin vitro studies, it can be concluded that, at clinicakedosncentration, DRSP
is unlikely to interact significantly with CYP ennes.

Co-administration of drospirenone and drugs that merease serum potassium: There is a potentiarfoncrease in
serum potassium in women taking drospirenone whierodrugs that may affect electrolytes, such ag Aibitors,
angiotensin receptor blockers, or NSAIDs, more pumted in diabetic womefsee Warnings and Precautions (5.2),
and Clinical Pharmacology (12.3)]

Electrolytes were studied in postmenopausal woménhwypertension and/or diabetes mellitus requiangACE
inhibitor or angiotensin receptor blocker (ARB).té&f 28 days of exposure to 1 mg E2 and 3 mg DRSP1@) or
placebo (n=118). the mean change from baselinerimspotassium was 0.11 mEq/L for the E2/DRSP gemgp0.08
mEQg/L for the placebo group. None of the subjeath serum potassium concentratiarss5 mEg/L had cardiovascular
adverse events.

A drug-drug interaction study of DRSP 3 mg/E2 1vegsus placebo was performed in mildly hypertensive
postmenopausal women taking enalapril maleate 16ueg daily. Potassium concentrations were obtheesry other
day for a total of 2 weeks in all subjects. Meamusepotassium concentrations in the DRSP/E2 treatigr®up relative
to baseline were 0.22 mEg/L higher than thoseeérpthcebo group. On Day 14, the ratios for serutagsium Gax and
AUC in the DRSP/E2 group to those in the placelougmwere 0.955 (90% ClI: 0.914, 0.999) and 1.01 (€090.944,
1.08), respectively. No patient in either treatmgnoup developed hyperkalemia (serum potassiumesdrations >5.5
mEq/L).

Of note, occasional or chronic use of NSAID medaratvas not restricted in any of the Angeliq claditrials.
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Effect of Other Drugs on Estrogens

In vitro andin vivo studies have shown that estrogens are metabgaidlly by cytochrome P450 3A4 (CYP3A4).
Therefore, inducers or inhibitors of CYP3A4 mayeatfestrogen drug metabolism. Inducers of CYP3Akh 1 St.
John's Wortldypericum perforatuim phenobarbital, carbamazepine, and rifampin reduce plasma concentrations of
estrogens, possibly resulting in a decrease impigitic effects and/or changes in the uterine biggatofile. Inhibitors
of CYP3A4 such as erythromycin, clarithromycin,dainazole, itraconazole, ritonavir and grapefiuiitg may increase
plasma concentrations of estrogens and may ressitié effects.

7.2 Interaction with Alcohol
Acute alcohol ingestion during use of hormone thgmaay lead to elevations of circulating E2 concarans.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Angeliq should not be used during pregnafsge Contraindications (4)[There appears to be little or no increased risk
of birth defects in children born to women who haged estrogens and progestins as an oral contirecamdvertently
during early pregnancy.

8.3 Nursing Mothers

Angeliq should not be used during lactation. Estrogdministration to nursing women has been showdetrease the
quantity and quality of the breast milk. Detectadmeounts of estrogens have been identified in theahwomen
receiving estrogen. Caution should be exercisechvmgeliq is administered to a nursing woman.

After administration of an oral contraceptive camitag DRSP about 0.02% of the DRSP dose was extiete the
breast milk of postpartum women within 24 hoursisTriesults in a maximal daily dose of about 3 m&SP in an infant.

8.4 Pediatric Use
Angeliq is not indicated in children. Clinical stad have not been conducted in the pediatric ptipoka
8.5 Geriatric Use

There have not been sufficient numbers of geriadmen involved in clinical studies utilizing Anggeto determine
whether those over 65 years of age differ from gaurwomen in their response to Angeliq.

The Women’s Health Initiative Studies

In the WHI estrogen plus progestin substudy (da/[0.625 mg] plus MPA [2.5 mg] versus placebogréhwas a higher
relative risk of nonfatal stroke and invasive bteascer in women greater than 65 years offsge Warnings and
Precautions (5.1, 5.3) and Clinical Studies (14.4)]

In the WHI estrogen-alone substudy (daily CE [0.68] versus placebo), there was a higher relatkeaf stroke in
women greater than 65 years of §&pe Warnings and Precautions (5.1) and Clinicaldsts (14.4)]

The Women'’s Health Initiative Memory Study

In the WHIMS ancillary studies of postmenopausainga 65 to 79 years of age, there was an increé&dedfr
developing probable dementia in women receivingbgsh plus progestin or estrogen-alone when cordgarplacebo
[see Warnings and Precautions (5.4), and Clinidaldges (14.5)]

Since both ancillary studies were conducted in woBto 79 years of age, it is unknown whetherdhigglings apply
to younger postmenopausal worhfsee Warnings and Precautions (5.4), and Clinidaidges (14.6)]

8.6 Renal Impairment

Angeliq is contraindicated in patients with remapairment because of the risk of hyperkalefsée Contraindications
(4), Warnings and Precautions ($.2nd Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

Angeliq is contraindicated in patients with hepatipairment because of the risk of increased DR&§Pwure and
subsequent hyperkalenijsee Contraindications (4), Warnings and Precausi¢d.1Q and Clinical Pharmacology
(12.3)].
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8.8 Adrenal Insufficiency

Angeliq is contraindicated in patients with adreinglfficiency because of the risk of hyperkalefsiee
Contraindications (4) and Warnings and Precauti¢@h2)].

10 OVERDOSAGE

Overdosage of estrogen plus progestin may causeaaund vomiting, breast tenderness, abdominal gra@wsiness and
fatigue, and withdrawal bleeding may occur in womBreatment of overdose consists of discontinuatifoingeliq
therapy with institution of appropriate symptomatire.

11 DESCRIPTION

Angeliq tablets, for oral administration, provid@@mone regimen consisting of drospirenone aradisi.
Drospirenone, (6R,7R,8R,9S,10R,13S,14S,15S,16S1,35% .6, 6a,7,8,9,10,11,12,13,14,15,15a,16-hecauydro-
10,13-dimethylspiro-[17H-dicyclopropa[6,7:15,16]tygenta[a]phenanthrene- 17,2"(5H)-furan]-3,5 (2lityp@ (CAS) is
a synthetic progestational compound and has a mialeaeight of 366.5 and a molecular formula efHGOs.

Estradiol USP, (Estra-1,3,5(10)-triene-3,17-dioR )}, /has a molecular weight of 272.39 and the mddedarmula is
Ci1sH2405. The structural formulas are as follows:

1/2H,0

Drospirenone Estradiol

The inactive ingredients in Angeliq 0.5 mg DRSPA. B2 tablets are: lactose monohydrate NF, corclstdF,
pregelatinized starch NF, povidone 25000 USP, neignestearate NF, hydroxylpropylmethyl celluloseR)&acrogol
6000 NF, talc USP, titanium dioxide USP, and reddexide pigment NF.

The inactive ingredients in Angeliq 0.25 mg DRSP/Mdg E2 tablets are: lactose monohydrate NF, damncls NF,
pregelatinized starch NF, povidone 25000 USP, neignestearate NF, hydroxylpropylmethyl celluloseR)&acrogol
6000 NF, talc USP, titanium dioxide USP, and yelfewic oxide pigment NF.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Endogenous estrogens are largely responsible dalélielopment and maintenance of the female reptivdusystem
and secondary sexual characteristics. Althouglulaiting estrogens exist in a dynamic equilibriurmatabolic
interconversions, estradiol (E2) is the principaitacellular human estrogen and is substantiallserpotent than its
metabolites, estrone and estriol, at the receptall

The primary source of estrogen in normally cyclaaylt women is the ovarian follicle, which secret@so 500 mcg of
estradiol daily, depending on the phase of the tnesiscycle. After menopause, most endogenousgstres produced
by conversion of androstenedione, secreted bydtenal cortex, to estrone in the peripheral tisstibas, estrone and
the sulfate-conjugated form, estrone sulfate, leeamost abundant circulating estrogens in postneaurszd women.

Estrogens act through binding to nuclear receptoestrogen-responsive tissues. To date, 2 estnageptors have been
identified. These will vary in proportion from tiss to tissue.
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Circulating estrogens modulate the pituitary séonedf the gonadotropins, luteinizing hormone (LB follicle-
stimulating hormone (FSH), through a negative feetbmechanism. Estrogens act to reduce the elevatex@ntrations
of these gonadotropins seen in postmenopausal women

DRSP is a synthetic progestin and spironolactomadogrwith antimineralocorticoid activity. In aningandin vitro,
drospirenone has antiandrogenic activity, but megtorticoid, antiglucocorticoid, estrogenic, odeogenic activity.
Progestins counter estrogenic effects by decredéisengumber of nuclear estradiol receptors andreggpmg epithelial
DNA synthesis in endometrial tissue.

12.2 Pharmacodynamics

No clinical pharmacology studies have been conduicieAngeliq.
12.3 Pharmacokinetics

Absorption

Serum concentrations of DRSP reach peak concemtsagipproximately 1 hour after administration ofyalig and mean
absolute bioavailability of DRSP ranges from 76—-85%lowing oral administration, the mediarafof serum estradiol
was approximately 2 hours after dosing with Angelgl Tmax ranged between 0.3-10 hours.

The pharmacokinetics of DRSP are dose proportieithin the dose range of 0.25-4 mg. Following daidsing of
Angeliq, steady state DRSP concentrations wererebdafter 10 days. Mean accumulation ratios foSBPRind
estradiol were 2.3 and 2.0, respectively, followmngltiple doses of 0.5 mg DRSP/1 mg E2, and 2.6laédrespectively,
following multiple doses of 0.25 mg DRSP/0.5 mg E2an concentrations at 2 hours for DRSP rangesdsst 5.9 and
6.7 ng/mL after treatment with Angeliq (0.5 mg DRBRg E2) for 365 days. Mean steady state serumMDéfsl E2
concentrations are shown in Figure 1, and a sumpofgoyimary pharmacokinetic parameters following th
administration of 0.25 mg DRSP/0.5 mg E2 or 0.5DR$SP/1 mg E2 at steady state is presented in Bable

Figure 1: Mean (x SD) steady state serum drospiremg and estradiol concentrations
following daily oral administration of 0.25 or 0.5mg Drospirenone and 0.5 or 1 mg Estradiol

0.25 mg DRSP/0.5 mg E2 0.5 mg DRSP/1 mg E2
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Table 3: Mean (+ SD) Steady State PharmacokineticaPameters after Administration of Tablets
Containing 0.25 or 0.5 mg Drospirenone and 0.5 orthg Estradiol

Parameter Unit 0.25 mg DRSP/0.5 mg E2 0.5 mg DRSP/1 mg E2
Drospirenone (DRSP) N=12 N=17

Chax ng/mL 5.70 (142) 8.50 (1.63)

tmax h 0.992 (0.667 — 1.03) 1.02 (1 - 2.03)
AUC(0-24) ng- h/mL 48.5 (13.7) 84.3 (19.7)

t12 h N/A 39.2(8.5)
Estradiol (E2)

Crnax pg/mL 29.7 (6.80) 63.7 (24.2)
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tmax h 2.33(0.32 - 10) 2.01 (0.5 - 6.02)
AUC(0-24) pg-h/mL 515.4 (142.0) 882 (267)

ti h N/A 20.5 (2.67)
Estrone (E1)

Chnax pg/mL 165.7 (40.4) 362 (122)
tmax h 3.98 (1.98 — 7.05) 6 (3.99 — 10)
AUC(0-24) pg-h/mL 2839 (658) 5561 (1689)
ti h N/A 19.9 (2.10)

Except for tax the mean PK results of DRSP, E2, and E1 arealisdlas the arithmetic mean and standard deviation
(SD, in parentheses). Farithe median and range are provided.

Cmna=Maximum observed serum concentration

tmax=time to reach Gax

AUC(0-24)=area under the serum concentration-tiorgecfrom 0 h up to 24 h after daily multiple adistration
ty=half-life

N/A=Not available

aN=16

Effect of Food

The effect of food on the absorption and bioavditgtof DRSP and E2 have not been investigatetbfaihg the
administration of Angeliq. However, clinical studli@ith different formulations containing DRSP or E2ve shown that
the bioavailability of both drugs is not affectegdoncomitant food intake.

Distribution

The mean volume of distribution of DRSP is 4.2 L/R&RSP does not bind to SHBG or CBG but binds abBa@et to
other serum proteins. The distribution of exogereaisogens is similar to that of endogenous estisadestrogens are
widely distributed in the body and are generallyrfd in higher concentrations in the sex hormongetasrgans. Estradiol
circulates in the blood bound to SHBG (37%) andlbmmin (61%), while only approximately X% is unbound.

Metabolism

Mean clearance of DRSP is 1.2 mL/min/kg. DRSP temsively metabolized after oral administratione hmain
metabolites of DRSP found in human plasma weretifiiesh to be the acid form of DRSP generated bynime of the
lactone ring and the 4,5-dihydrodrospirenone-3agalfboth of which are formed without the involvernef the CYP
system. These metabolites were shown not to beratarogically active. lin vitro studies with human liver
microsomes, DRSP was metabolized only to a mintargxnainly by CYP3A4.

Exogenous estrogens are metabolized in the sameemas endogenous estrogens. Circulating estregestsn a
dynamic equilibrium of metabolic interconversiofbese transformations take place mainly in the ligstradiol is
converted reversibly to estrone, and both can bgarted to estriol, which is a major urinary metgdboEstrogens also
undergo enterohepatic recirculation via sulfate glnduronide conjugation in the liver, biliary seton of conjugates
into the intestine, and hydrolysis in the gut falexd by reabsorption. In postmenopausal women,rafisignt proportion
of the circulating estrogens exist as sulfate agajes, especially estrone sulfate, which servascagulating reservoir
for the formation of more active estrogens.

Excretion

DRSP serum concentrations are characterized hynint elimination haHife of approximately 3642 hours. Excretion
of DRSP was nearly complete after 10 days and ata@xereted were slightly higher in feces compaoaatine. DRSP
was extensively metabolized and only trace amoofnisichanged DRSP were excreted in urine and féddeast 20
different metabolites were observed in urine amg$e About 38% to 47% of the metabolites in urirgarglucuronide
and sulfate conjugates. In feces, about 17% to @0#te metabolites were excreted as glucuroniddssatiates.
Estradiol, estrone, and estriol are excreted irutiree along with glucuronide and sulfate conjugate
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Use in Specific Populations

Geriatric

No pharmacokinetic studies were conducted for Aiggelthe geriatric population.
Pediatric

No pharmacokinetic studies were conducted for Aggela pediatric population.
Gender

Angeliq is indicated for use in women only.

Race

No studies were done to determine the effect af cacthe pharmacokinetics of Angelig.
Hepatic Impairment

Angeliq is contraindicated in patients with hepatipairmenfsee Contraindications (4) and Warnings and Preaang
(5.10)]. The mean exposure to DRSP in women with modeiraeimpairment is approximately three times thpasure
in women with normal liver function.

Renal Impairment

Angeliq is contraindicated in patients with remapairmengsee Contraindications (4) and Warnings and Pre@ng
(5.2].

The effect of renal impairment on the pharmacokisatf DRSP (3 mg daily for 14 days) and the efadftDRSP on
serum potassium concentrations were investigatéehiale subjects (n=28, age 30-65 years) with irtieatclearance
(CLcr) >80 mL/min (11 patients), and CLcr of 50-79 mL/nfd® patients) and CLcr of 30-49 mL/min (7 patients)
subjects were on a low potassium diet. During tbdys7 subjects continued the use of potassiumispadrugs for the
treatment of the underlying illness. On the 14th @deady-state) of DRSP treatment, the serum D&BPBentrations
were on average 37% higher in the group with CIE@049 mL/min compared to those in the group withmal renal
function (CLcr> 80 mL/min). Serum DRSP concentrations in the gniip CLcr of 50-79 mL/min were comparable to
those in the group with CLer 80 mL/min. DRSP treatment was well tolerated bgeadups. DRSP treatment did not
show any clinically significant effect on serum asgium concentration. Although hyperkalemia wasobserved in the
study, in 5 of the 7 subjects who continued usgotdssium sparing drugs during the study, individu@an serum
potassium concentrations increased by up to 0.3@ImEherefore, potential exists for hyperkalen@abtcur in subjects
with renal impairment whose serum potassium isignupper reference range, and who are concomitasithg
potassium sparing drugs.

Drug Interactions
No formal drug interaction studies have been cotatlfor Angeliq.
Metabolic Interactions

Effects of Drospirenone on Other DrugsMetabolism of DRSP and potential effects of DR®Fhepatic CYP enzymes
have been investigatediimvitro andin vivo studies. Inn vitro studies, DRSP did not affect turnover of model salbss
of CYP1A2 and CYP2D6, but had an inhibitory inflgeron the turnover of model substrates of CYP1AMRZC9,
CYP2C19 and CYP3A4 with CYP2C19 being the mostitgasnzyme.

The potential effect of DRSP on CYP2C19 activitysvilvestigated in a clinical pharmacokinetic studing omeprazole
as a marker substrate. In the study with 24 posteumsal women [including 12 women with homozygaud(type)
CYP2C19 genotype and 12 women with heterozygous2CiB genotype] the daily oral administration of 3DRSP

for 14 days did not affect the systemic cleararfab@CYP2C19 substrate omeprazole (40 mg) an€C¥e2C19
product 5-hydroxy-omeprazole. Furthermore, no $icgmt effect of DRSP on the systemic clearancineiCYP3A4
product omeprazole sulfone was found. These redeitonstrated that DRSP did not inhibit CYP2C19 @Mé&3A4in
Vivo.

Two further clinical drug-drug interaction studiegsing simvastatin and midazolam as marker substfateCYP3A4
were each performed in 24 healthy, postmenopaus@en. The results of these studies demonstratéd tha
pharmacokinetics of the CYP3A4 substrates werénfloienced by steady-state DRSP concentrationsgaetiafter
administration of 3 mg DRSP/day.
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Based on the available resultsmfvivo andin vitro studies, it can be concluded that, at clinicaledosncentration, DRSP
is unlikely to interact significantly with CYP ennes.

There is a potential for an increase in serum gatasin women taking drospirenone with other driingg may affect
electrolytes, such as ACE inhibitors, angiotensiteptor blockers, or NSAIDs.

Electrolytes were studied in 230 postmenopausal evowith hypertension and/or diabetes mellitus neggian ACE
inhibitor or angiotensin receptor blocker (ARB). bése, 26 patients had a creatinine clearancer3min to <80
mL/min. Patients were given 1 mg E2 and 3 mg DR&A.12) or placebo (n=118) over 28 days. Non-dialygtients
also received ibuprofen 1200 mg/day for 5 daysmdutine study. There was a single case of serunsgiata >6 mEq/L
and a single case of serum sodium <130 mEq/L @tnrent, both occurring following five days of ibofen therapy in
two women taking E2/DRSP. Serum potassium conasnise5.5 mEqg/L were observed in 8 (7.3%) E2/DRSP-treated
subjects (3 diabetic and 5 non-diabetic) and iB.8%) placebo-treated subjects (2 diabetic andnidiabetic). After 28
days of exposure, the mean change from baseliserim potassium was 0.11 mEq/L for the E2/DRSPamal 0.08
mEQg/L for the placebo group. None of the subjeath serum potassium concentratiarss5 mEg/L had cardiovascular
adverse events.

A drug-drug interaction study of DRSP 3 mg/E2 1vegsus placebo was performed in 24 mildly hypertens
postmenopausal women taking enalapril maleate 16ueg daily. Potassium concentrations were obtheesry other
day for a total of 2 weeks in all subjects. Meamusepotassium concentrations in the DRSP/E2 treattign®up relative
to baseline were 0.22 mEq/L higher than thoseemthcebo group. Serum potassium concentrationsassee measured
at multiple timepoints over 24 hours at baseling @am Day 14. On Day 14, the ratios for serum patas€£maxand AUC
in the DRSP/E2 group to those in the placebo greene 0.955 (90% CI: 0.914, 0.999) and 1.01 (909%0®44, 1.08),
respectively. No patient in either treatment grdepeloped hyperkalemia (serum potassium concemisatt5.5 meg/L).

Of note, occasional or chronic use of NSAID medaratvas not restricted in any of the Angeliq claditrials.

Effects of Other Drugs on Estrogenin vitro andin vivo studies have shown that estrogens are metabolatidlfy by
CYP3A4. Therefore, inducers or inhibitors of CYP3/y affect estrogen drug metabolism. Inducers¥XP&A4 such
as St. John’s WorHypericum perforatumnpreparations, phenobarbital, carbamazepine,ifardpin may reduce plasma
concentrations of estrogens, possibly resulting decrease in therapeutic effects and/or changée iaterine bleeding
profile. Inhibitors of CYP3A4 such as erythromycifarithromycin, ketoconazole, itraconazole, riteinand grapefruit
juice may increase plasma concentrations of estogad may result in side effects.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Faity

In a 24-month oral carcinogenicity study in micesed with 10 mg/kg/day DRSP alone or 1+0.01, 3+&@810+0.1
mg/kg/day of DRSP and ethinyl estradiol, 0.24 tBllnes the exposure (AUC of drospirenone) of wonadking a 1
mg dose, there was an increase in carcinomas ¢fahderian gland in the group that received thé kigse of
drospirenone alone. In a similar study in rats gi¥® mg/kg/day drospirenone alone or 0.3+0.003,(3and 10+0.1
mg/kg/day drospirenone and ethinyl estradiol, 8.81.2 times the exposure of women taking a 1 nsg dihere was an
increased incidence of benign and total (benignraalignant) adrenal gland pheochromocytomas irgthap receiving
the high dose of drospirenone. Drospirenone wasnutdgenic in a number of vitro (Ames, Chinese Hamster Lung
gene mutation and chromosomal damage in human lgoypdés) andn vivo (mouse micronucleus) genotoxicity tests.
Drospirenone increased unscheduled DNA syntheset inepatocytes and formed adducts with rodeat IBNA but not
with human liver DNA.

14 CLINICAL STUDIES

14.1 Effects on Vasomotor Symptoms
Angelig 0.25 mg DRSP/0.5 mg E2

The efficacy of Angeliq 0.25 mg DRSP/0.5 mg E2reducing the frequency and severity of moderatet@re
vasomotor symptoms was evaluated in a randomizedld-blind, placebo-controlled trial. A total i35
postmenopausal womend0 years of age with a minimum of 7 to 8 modetatsevere hot flashes daily or 50 to 60
moderate to severe hot flashes weekly were randmh@one of the two doses of Angeliqg, includinggMR0.25 mg/0.5
mg E2, estrogen monotherapy, or placebo. The medjarof study subjects was 53 years and 68% wareaSin.
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Efficacy for vasomotor symptoms was assessed dthiog 2 weeks of treatment. Compared to placelijesis
receiving Angelig 0.25 mg DRSP/0.5 mg E2 achieveatsdically significant reduction in the frequenayd severity of
moderate to severe vasomotor symptoms at Week ataneek 12. The mean difference in daily reductibfrequency
of hot flushes between Angelig 0.25 mg DRSP/0.558@nd placebo were approximately -2 episodes akWend -3
episodes at Week 12. Table 4 shows the mean nurfibet flushes in the Angelig 0.25 mg DRSP/0.5 n2gaad
placebo groups and the treatment difference betwegerlig 0.25 mg DRSP/0.5 mg E2 and placebo treatameWeek 4
and at Week 12.

Table 4: Summary Tabulation Of The Number Of Hot Flushes PeDay — Mean Values And Comparisons Between
the Active Treatment Group and the Placebo Group, bst Observation Carried Forward

Treatment No. of Hot Flushes/Day
Time Period Baseline Mean Change | Difference from Placebo p-Values
(week) Mean from Baseline* | (95% ClI) vs. Placebo*

DRSP/E2 (0.25 mg/0.5 mg) [n=175]

Week 4 10.68 -5.46 -2.02 (-2.89, -1.16) <0.0001

Week 12 10.68 -7.71 -3.17 (-3.97, -2.37) <0.0001
Placebo [n=176]

Week 4 10.53 -3.44 - -

Week 12 10.53 -4.54 - -

* Mean change from baseline, difference from placefs% confidence interval, and p-value based oANMGOVA model with
treatment and pooled center as factors and basekasurement as covariate

Angelig 0.5 mg DRSP/1 mg E2

Support for treatment of vasomotor symptoms andheh@nd vulvar atrophy was shown through bioedeivee of the
E2 component of the Angeliq combination productwatcurrently marketed 1 mg E2 product. The mudtgdse
bioequivalence study evaluated the bioequivaleh&2drom a tablet containing DRSP (2 mg) and E&n() relative to
E2 1 mg tablet. Angelig 0.5 mg DRSP/1 mg E2 tabisds the criteria for bioequivalence to the E2 1eumparator.

14.2 Effects on Endometrium
Angelig 0.25 mg DRSP/0.5 mg E2

In a one year clinical trial, 661 postmenopaushjexts were treated with Angeliq 0.25 mg DRSP/0¢gbER (N=489) or
a comparator drug (N=172). Endometrial biopsiesvparformed on 407 (83.2%) subjects in the Anggiayp during
the treatment period. No endometrial hyperplastasiwed during or after one year of treatment. Bade 5.

Angeliq 0.5 mg DRSP/1 mg E2

In a one year clinical trial of 1,142 postmenop&sgsajects treated with 1 mg E2 alone or 1 mg ER5t+ 1, 2, or 3 mg
DRSP, endometrial biopsies were performed on 98668) subjects during the treatment period. Eigbjects in the E2
monotherapy group developed endometrial hyperpldsimple hyperplasia with no cytological aty@asomplex
hyperplasia with no cytological atypia, and 1 coexghyperplasia with cytological atypia), and onbjeat in the 1 mg
E2+2 mg DRSP group developed simple hyperplasia motcytological atypia. Table 5 shows that theegeano
diagnoses of endometrial hyperplasia in the Anggiayp.
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Table 5: Incidence of Endometrial Hyperplasia afterup to 12 Months of Treatment

E2 1 mg Angelig 0.25 mg DRSP/ Angelig 0.5 mg DRSP/
0.5mg E2 1mgE2
Total No. Subjects Treated 226 489 227
Total No. of 197 (87.2%) 407 (83.2%) 191 (84.1%)
On-Treatment Biopsies*
Hyperplasia 8 (4%) 0 (0%) 0 (0%)

*Includes evaluable and unevaluable endometrigddyaesults

14.3 Effects on Uterine Bleeding or Spotting

Angelig 0.5 mg DRSP/1 mg E2 and Angeliqg 0.25 mg PR&5 mg E2 were evaluated in separate one-yeacatltrials
investigating the endometrial safety in postmensphwomen with an intact uterus.

Over 12 months in the double-blind trials, the mmipns of women with any bleeding or spotting @ased over time.
At one year, approximately 22% of women treatedh wihgeliq 0.5 mg/E2 1.0 mg and 15% of women treatgd
Angelig 0.25 mg/E2 0.5 mg had any uterine bleedingpotting. See Figure 2.

Figure 2: Proportion of Subjects with Any Bleedingspotting by Month of Angeliq Use

Proportion of subjects with any bleeding/spotting b y month
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14.4 Women's Health Initiative Studies

The WHI enrolled approximately 27,000 predominahialthy postmenopausal women in two substudiasgess the
risks and benefits of daily oral CE (0.625 mg)-&am in combination with MPA (2.5 mg) compared tacggbo in the
prevention of certain chronic diseases. The prinasgpoint was the incidence of CHD defined as rtahfdl, silent Ml
and CHD death], with invasive breast cancer aptimary adverse outcome. A "global index" includiee earliest
occurrence of CHD, invasive breast cancer, strBkg,endometrial cancer (only in the CE plus MPAssudby),
colorectal cancer, hip fracture, or death due hewntause. These substudies did not evaluate féebdf CE plus MPA
or CE-alone on menopausal symptoms.
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WHI Estrogen plus Progestin Substudy

The WHI estrogen plus progestin substudy was stbppdy. According to the predefined stopping raklker an average
follow-up of 5.6 years of treatment, the increasski of breast cancer and cardiovascular eventsesled the specified
benefits included in the "global index." The abselexcess risk of events included in the “globdkex’ was 19 per
10,000 women-years.

For those outcomes included in the WHI “global ixidénat reached statistical significance after feérs of follow-up,
the absolute excess risks per 10,000 women-yeding igroup treated with CE plus MPA were 7 more GiHbents, 8
more strokes, 10 more PEs, and 8 more invasivesbcaacers, while the absolute risk reductionslfed00 women-
years were 6 fewer colorectal cancers and 5 fevpdirdictures.

Results of the CE plus MPA substudy, which inclu@édgs08 women (average 63 years of age, range B9; 183.9
percent White, 6.8 percent Black, 5.4 percent Higpa.9 percent Other) are presented in Tableh6s@& results reflect
centrally adjudicated data after an average follpaef 5.6 years.

Table 6: Relative and Absolute Risk Seen in the Hsigen Plus Progestin Substudy of WHI at an Averagef 5.6

Years*?

Event Relative Risk CE/MPA Placebo
CE/MPA vs. Placebo n=8,506 n=8,102
(95% nCf)
Absolute Risk per 10,000 Women-Years

CHD events 1.23 (0.99-1.53) 41 34
Non-fatal Ml 1.28 (1.02-1.632) 31 25

CHD death 1.10 (0.70-1.75) 8 8
All strokes 1.31 (1.03-1.68) 33 25

Ischemic stroke 1.44 (1.09-1.90) 26 18
Deep vein 1.95 (1.43-2.67) 26 13
thrombosié
Pulmonary embolism 2.13 (1.45-3.11) 18 8
Invasive breast 1.24 (1.01-1.54) 41 33
cancet
Colorectal cancer 0.61 (0.42-0.87) 10 16
Endometrial cancér 0.81 (0.48—1.36) 6 7
Cervical cancér 1.44 (0.47-4.42) 2 1
Hip fracturé 0.67 (0.47-0.96) 11 16
Vertebral fracturéb 0.65 (0.46-0.92) 11 17
Lower arm/wrist 0.71 (0.59-0.85) 44 62
fracture§
Total fracture$ 0.76 (0.69-0.83) 152 199
Overall Mortality 1.00 (0.83-1.19) 52 52
Global IndeX 1.13 (1.02-1.25) 184 165

a) Adapted from numerous WHI publications. WHI publioas can be viewed at www.nhlbi.nih.gov/whi.

b) Results are based on centrally adjudicated data.
¢) Nominal confidence intervals unadjusted for muétisloks and multiple comparisons.
d) Notincluded in "global index.”

e) Includes metastatic and non-metastatic breast canith the exception ah situ breast cancer.

f) All deaths, except from breast or colorectal cangefinite or probable CHD, PE or cerebrovascuisease.

g) A subset of the events was combined in a "gloldéxt, defined as the earliest occurrence of CHh&syénvasive
breast cancer, stroke, pulmonary embolism, colaleencer, hip fracture, or death due to otheresus
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Timing of the initiation of estrogen therapy relatito the start of menopause may affect the ovasllbenefit profile.
The WHI estrogen plus progestin substudy stratifigéhge showed in women 50-59 years of age, a ignifisant trend
toward reduced risk for overall mortaliiR 0.69 (95 percent CT 0.44-1.07)]

WHI Estrogen-Alone Substudy

The WHI estrogen-alone substudy was stopped eadguse an increased risk of stroke was observddt awas deemed
that no further information would be obtained relyag the risks and benefits of estrogen alone édgtermined primary
endpoints.

Results of the estrogen-alone substudy, which dedul0,739 women (average age of 63 years, range ) 75.3
percent White, 15.1 percent Black, 6.1 percent &hgp 3.6 percent Other), after an average follpwoii7.1 years are
presented in Table 7.

Table 7. Relative and Absolute Risk Seen in the Esgen-Alone Substudy of WHF

Event Relative Risk CE Placebo
CE vs. Placebo n=5,310 n=5,429
(95% nCP) Absolute Risk per 10,000 Women-Years
CHD events 0.95 (0.78-1.16) 54 57
Non-fatal MF 0.91 (0.73-1.14) 40 43
CHD deathi 1.01 (0.71-1.43) 16 16
All stroke® 1.33 (1.05-1.68) 45 33
Ischemi€ 1.55 (1.19-2.01) 38 25
Deep vein thrombosi$ 1.47 (1.06-2.06) 23 15
Pulmonary embolisf 1.37 (0.90-2.07) 14 10
Invasive breast cancer 0.80 (0.62-1.04) 28 34
Colorectal cancér 1.08 (0.75-1.55) 17 16
Hip fracturé 0.65 (0.45-0.94) 12 19
Vertebral fracture§® 0.64 (0.44-0.93) 11 18
Lower arm/wrist fracturés 0.58 (0.47-0.72) 35 59
Total fracture&c 0.71 (064—08) 144 197
Death due to other causés 1.08 (0.88-1.32) 53 50
Overall Mortality° 1.04 (0.88-1.22) 79 75
Global IndeX 1.02 (0.92-1.13) 206 201

a) Adapted from numerous WHI publications. WHI publioas can be viewed at www.nhlbi.nih.gov/whi.
b) Nominal confidence intervals unadjusted for muétijoks and multiple comparisons,

c) Results are based on centrally adjudicated datarf@average follow-up of 7.1 years.

d) Notincluded in “global index.”

e) Results are based on an average follow-up of Gaéye

f) All deaths, except from breast or colorectal candefinite or probable CHD, PE or cerebrovascuisease.

g) A subset of the events was combined in a "gloldéxii' defined as the earliest occurrence of CHDesyenvasive
breast cancer, stroke, pulmonary embolism, colaleencer, hip fracture, or death due to otheresus

For those outcomes included in the WHI "global widdat reached statistical significance, the altgoéxcess risk per
10,000 women-years in the group treated with ClBalwas 12 more strokes, while the absolute riskatioh per 10,000
women-years was 7 fewer hip fractuPéghe absolute excess risk of events included irighlabal index" was a non-
significant 5 events per 10,000 women-years. The®no difference between the groups in termslafaaise mortality.

No overall difference for primary CHD events (ndafaMl, silent Ml and CHD death) and invasive bitezencer
incidence in women receiving CE-alone compared plitlitebo was reported in final centrally adjudidatesults from
the estrogen-alone substudy, after an averagenvalmof 7.1 years.
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Centrally adjudicated results for stroke eventsnftbe estrogen-alone substudy, after an averalgavfolp of 7.1 years,
reported no significant difference in distributiohstroke subtype or severity, including fatal k&s, in women receiving
CE-alone compared to placebo. Estrogen-alone isecetie risk for ischemic stroke, and this excisgswas present in
all subgroups of women examin&d.

Timing of the initiation of estrogen therapy relatito the start of menopause may affect the ovasillbenefit profile.
The WHI estrogen-alone substudy stratified by dgmed in women 50 to 59 years of age, a non-siamtitrend
toward reduced risk for CHPHR 0.63 (95 percent ClI 0.36-1.09nd overall mortalityHR 0.71 (95 percent CT 0.46-
1.11)].

14.5 Women's Health Initiative Memory Study

The WHIMS estrogen plus progestin ancillary stutiyl enrolled 4,532 predominantly healthy postmesgsal
women 65 years of age and older (47 percent wete 69 years of age, 35 percent were 70 to 74 yedage, and 18
percent were 75 years of age and older) to evathateffects of daily CE (0.625 mg) plus MPA (2.§)ron the
incidence of probable dementia (primary outcomengared to placebo.

After an average follow-up of 4 years, the relatig& of probable dementia for CE plus MPA verslacebo was 2.05

(95 percent Cl 1.21-3.48). The absolute risk obptile dementia for CE plus MPA was 45 versus 28scpsr 10,000
women-years. Probable dementia as defined in tinity sncluded Alzheimer’s disease (AD, vascular datia (VaD)

and mixed type (having features of both AD and Vale most common classification of probable defadntthe
treatment group and the placebo group was AD. Sime@ncillary study was conducted in women 65gé&ars of age,

it is unknown whether these findings apply to yoemgostmenopausal womgsee Warnings and Precautions (5.4), and
Use in Specific Populations (8.5)]

The WHIMS estrogen-alone ancillary study of WHI@ted 2,947 predominantly healthy hysterectomized
postmenopausal women 65 to 79 years of age and @8@ercent were age 65 to 69 years of age, B@&pewere 70 to
74 years of age, and 19 percent were 75 yearsecmad older) to evaluate the effects of daily CEEZB6 mg) on the
incidence of probable dementia (primary outcomengared to placebo.

After an average follow-up of 5.2 years, the rektiisk of probable dementia for CE-alone versasgibo was 1.49 (95
percent Cl, 0.83 - 2.66). The absolute risk of plideé dementia for CE-alone versus placebo was BUs&5 cases per
10,000 women-years. Probable dementia as defintisiistudy included AD, VaD, and mixed type (havfeatures of
both AD and VaD). The most common classificatiopaibable dementia in the treatment group and ptageoup was
AD. Since the ancillary study was conducted in wor@B to 79 years of age, it is unknown whetherdleglings apply
to younger postmenopausal wonjeae Warnings and Precautions (5.4) and Use in fipdopulations (8.5)]

When data from the two populations were pooledasned in the WHIMS protocol, the reported oveRR for

probable dementia was 1.76 (95 percent Cl 1.19)}2[Hfferences between groups became apparenkifirtt year of
treatment. It is unknown whether these findingdwappyounger postmenopausal wonjeae Warnings and Precautions
(5.4), and Use in Specific Populations (8.5)]
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

Angeliq is supplied in packages of three blistekgac
Angeliq 0.25 mg DRSP/0.5 mg E2

Angelig 0.25 mg DRSP/0.5 mg E2 tablets are avalalklround, biconvex yellow film-coated tablets essed with
"EL" inside a hexagon.

3 blisters of 28 tablets NDC 50419-482-03
Angelig 0.5 mg DRSP/1 mg E2

Angelig 0.5 mg DRSP/1 mg E2 tablets are availableand, biconvex pink film-coated tablets embossiid "CK"
inside a hexagon.

3 blisters of 28 tablets NDC 50419-483-03
16.2 Storage and Handling
Store at 25° C (77° F); excursions permitted to308-C (59-86° F) [see USP Controlled Room Tempezhtu

17 PATIENT COUNSELING INFORMATION
See “FDA-Approved Patient Labeling (Patient Infotioa).”
17.1 Abnormal Vaginal Bleeding

Inform postmenopausal women of the importance pdnteng abnormal vaginal bleeding to their healtegarovider as
soon as possiblsee Warning and Precautions (5.3)].

17.2 Possible Serious Adverse Reactions with EstergPlus Progestin Therapy

Inform postmenopausal women of possible seriousraéweactions of estrogen plus progestin theragyding
cardiovascular disorders, malignant neoplasms pamiohble dementigee Warning and Precautions (5.1, 5.3, 5.4)].

17.3 Possible Less Serious but Common Adverse Réant with Estrogen Plus Progestin Therapy

Inform postmenopausal women of possible less setoiticommon adverse reactions of estrogen plugeptio therapy
such as headache, breast pain and tendernessa raugseomitingsee Adverse Reactions (6)].

FDA-Approved Patient Labeling
PATIENT INFORMATION

Angelig ® (an"ju—le—k’)
(drospirenone and estradiol)

Tablets

Read this Patient Information before you start taking Angeliq and each time you refill your Angeliq
prescription. There may be new information. This information does not take the place of talking to
your healthcare provider about your medical condition or your treatment.
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What is the most important information | should kno w about Angeliq
(combination of estrogen and progestin hormones)?

* Do not use estrogens with progestins to prevent heart disease, heart
attacks, strokes, or dementia (declines of brain function)

» Using estrogens with progestins may increase your chances of getting
heart attacks, strokes, breast cancer, or blood clots

* Using estrogens with progestins may increase your chance of getting
dementia, based on a study of women 65 years of age or older

* Do not use estrogen-alone to prevent heart disease, heart attacks,
strokes or dementia

* Using estrogen-alone may increase your chance of getting cancer of the
uterus (womb)

» Using estrogen-alone may increase your chances of getting strokes or
blood clots

» Using estrogen-alone may increase your chance of getting dementia,
based on a study of women 65 years of age or older

* You and your healthcare provider should talk regularly about whether you
still need treatment with Angeliq

What is Angelig?
Angeliq is a medicine that contains 2 kinds of hormones, estrogen and progestin.

Angelig 0.25 mg drospirenone (DRSP)/0.5 mg estradio | (E2) and Angelig 0.5 mg DRSP/1 mg
E2 are both used after menopause to reduce moderate to severe hot flashes.

Estrogens are hormones made by a woman's ovaries. The ovaries normally stop making
estrogens when a woman is between 45 to 55 years old. This drop in body estrogen levels causes
the "change of life" or menopause (the end of monthly menstrual periods). Sometimes, both
ovaries are removed during an operation before natural menopause takes place. The sudden drop
in estrogen levels causes "surgical menopause."

When the estrogen levels begin dropping, some women develop very uncomfortable symptoms,
such as feelings of warmth in the face, neck, and chest, or sudden strong feelings of heat and
sweating ("hot flashes" or "hot flushes"). In some women, the symptoms are mild, and they will not
need estrogens. In other women, symptoms can be more severe. You and your healthcare
provider should talk regularly about whether you still need treatment with Angelig.

Angelig 0.5 mg drospirenone (DRSP)/1 mg estradiol (  E2) is used after menopause to treat
moderate to severe dryness, itching, and burning in or around the vagina. You and your
healthcare provider should talk regularly about whether you still need treatment with Angelig to
control these problems. If you use Angeliq only to treat dryness, itching, and burning in and
around your vagina, talk with your healthcare provider about whether a topical vaginal product
would be better for you.

Who should not take Angeliq?

Do not start taking Angeliq if you:
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have had your uterus removed (hysterectomy).

Angeliq contains a progestin to decrease the chances of getting cancer of the uterus. If you do not
have a uterus, you do not need a progestin and you should not use Angeliq.

have unusual vaginal bleeding. Vaginal bleeding after menopause may be a warning sign of
cancer of the uterus (womb). Your healthcare provider should check any unusual vaginal bleeding
to find out the cause.

currently have or have had certain cancers. Estrogens may increase the chances of getting
certain types of cancers, including cancer of the breast or uterus. If you have or had cancer, talk
with your healthcare provider about whether you should take Angeliq.

had a stroke or heart attack in the past year.
currently have or have had blood clots.

have kidney disease, liver disease, or disease ofy  our adrenal glands. Angeliq contains
drospirenone which may increase the potassium level in your blood. Liver, kidney, or adrenal
gland disease may also increase the potassium level in your blood.

have been diagnosed with a bleeding disorder.

are allergic to Angelig or any of its ingredients . See the end of this leaflet for a list of
ingredients in Angelig.

are pregnant or plan to become pregnant

What should I tell my healthcare provider before ta  king Angeliq?

Before you take Angeliq, tell your healthcare provi der if you:

have or have had problems with your adrenal glands.
have high levels of fat in your blood (triglycerides)

have any other medical conditions. Your healthcare provider may need to check you more
carefully if you have certain conditions, such as:

asthma (wheezing)

epilepsy (seizures)

migraine

endometriosis

lupus

hypertension (high blood pressure)

problems with your heart, liver, thyroid or kidneys
benign breast disease

have high calcium in your blood

have high potassium levels in your blood

O O O O 0O O o o o o o

have low sodium levels in your blood

are pregnant or plan to become pregnant.  Angeliq is not for pregnant women. If you think you
may be pregnant, you should have a pregnancy test and know the results before you start taking
Angeliq.
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» are breastfeeding or planning to breastfeed. You should not breastfeed while taking Angelig.
The hormone in Angelig can decrease the amount of breast milk you make. Also, the hormone in
Angelig can pass into your milk. Talk to your healthcare provider about the best way to feed your
baby if you take Angeliq.

Tell your healthcare provider about all the medicin es you take , including prescription and
nonprescription medicines, vitamins, and herbal supplements. Some medicines may affect how
Angelig works. Angelig may also affect how your other medicines work. Angelig may increase the
potassium level in your blood and some medicines may also increase potassium level. In some
situations, your healthcare provider may recommend testing your blood for potassium level.

Know the medicines you take. Keep a list of them to show your doctor and pharmacist when you get
a new medicine.

If you are going to have surgery or will be on bed rest. Your healthcare provider will let you know
if you need to stop taking Angeliq.

How should | take Angeliq?
» Take 1 one Angeliq tablet at the same time each day.

» Take Angeliq tablets whole. Do not break, crush, dissolve, or chew Angeliq tablets before
swallowing. If you cannot swallow Angeliq tablets whole, tell your healthcare provider. You may
need a different medicine.

» If you miss a dose of Angelig, take it as soon as possible.

* If more than 24 hours have passed since you missed a dose of Angeliq, you should not take the
missed dose.

» Estrogens should be used at the lowest dose possible for your treatment only as long as needed.
You and your healthcare provider should talk regularly (for example, every 3 to 6 months) about
whether you still need treatment with Angeliq.

What are the possible side effects of Angeliq?
Angelig may cause serious side effects.
Serious but less common side effects include:
* Heart attack

» Stroke

» Blood clots

* Dementia

» Breast cancer

» Cancer of the lining of the uterus (womb)

» Cancer of the ovary

* High blood pressure

* High blood sugar

» Gallbladder disease

» Liver problems

* Enlargement of benign tumors of the uterus (“fibroids”)
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Call your healthcare provider right away if you hav e any of the following warning signs or any
other unusual symptoms that concern you:

* New breast lumps

* Changes in vision or speech

* Sudden new severe headaches

e Severe pains in your chest or legs with or without shortness of breath, weakness and fatigue

Less serious, but common side effects include:
* Headache

* Breast pain

» lrregular vaginal bleeding or spotting

» Stomach or abdominal pain

* Nausea

» Diarrhea

* Vaginal yeast infection

* Fluid Retention

* Moodiness

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of Angeliq. For more information, ask your healthcare
provider or pharmacist about side effects.

You may report side effects to Bayer HealthCare Pharmaceuticals at 1-888-842-2937 or to FDA at 1-
800-FDA-1088.

How should | store Angeliq?
Store Angelig at room temperature between 59°F to 86°F (15°C to 30°C).

Keep Angelig and all medicines out of the reach of children.

What can | do to lower my chances of a serious side effect with Angeliq?
» Talk with your healthcare provider regularly about whether you should continue taking Angeliq .
» See your healthcare provider right away if you get vaginal bleeding while taking Angeliq .

* Have a pelvic exam, breast exam and mammogram (breast X-ray) every year unless your
healthcare provider tells you something else. If members of your family have had breast cancer or
if you have ever had breast lumps or an abnormal mammogram, you may need to have breast
exams more often.

» If you have high blood pressure, high cholesterol (fat in the blood), diabetes, are overweight, or if
you use tobacco, you may have higher chances for getting heart disease. Ask your healthcare
provider for ways to lower your chances for getting heart disease.

General information about the safe and effective us e of Angeliqg.
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Medicines are sometimes prescribed for conditions that are not mentioned in patient information
leaflets. Do not take Angeliq for conditions for which it was not prescribed. Do not give Angelig to
other people, even if they have the same symptoms you have. It may harm them.

This leaflet summarizes the most important information about Angeliqg. If you would like more
information, talk with your healthcare provider or pharmacist. You can ask for information about
Angeliq that is written for health professionals.

For more information, go to www.angelig-us.com by or calling our toll free number (1-888-842-2937).

What are the ingredients in Angelig?
Active ingredients: drospirenone (a progestin) and estradiol.

Inactive ingredients 0.5 mg DRSP/1 mg E2 tablets:  lactose monohydrate NF, corn starch NF,
pregelatinized starch NF, povidone 25000 USP, magnesium stearate NF, hydroxylpropylmethyl
cellulose USP, macrogol 6000 NF, talc USP, titanium dioxide USP, and ferric oxide pigment NF.

Inactive ingredients in 0.25 mg DRSP/0.5 mg E2 tabl ets: lactose monohydrate NF, corn starch NF,
pregelatinized starch NF, povidone 25000 USP, magnesium stearate NF, hydroxylpropylmethyl
cellulose USP, macrogol 6000 NF, talc USP, titanium dioxide USP, and yellow ferric oxide pigment
NF.

This Patient Information has been approved by the U.S. Food and Drug Administration.
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