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PRESCRIBING INFORMATION

PIESTALIS®

(Norethindrone Acetate and Estradiol-1713)
140/50 and 250/50 pg/day

PPIESTALIS-SEQUI®

(Estradiol-1713 and Norethindrone Acetate + Estradiol-1713)

[supplied in packs containing 4 Vivelle® 50 and 4 Egtdlis® 140/50 or 4 Estalis 250/50 patches]
Transderma Thergpeutic Systems

Progestin- Estrogen
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Warning

Asthe Women's Hedth Initiative (WHI) study resultsindicated increased risk of myocardia infarction
(M1), stroke, invasive breast cancer, pulmonary emboli and degp venousthrombosisin postmenopausal
women receiving trestment with combined ora conjugated equine estrogens (CE 0.625 mg) and
medroxyprogesterone acetate (MPA 2.5mg) compared to thoserecei ving placebo tabl ets, thefollowing
should be highly consdered:

. Estrogens with or without progestins should not be prescribed for primary or secondary
prevention of cardiovascular diseases.

. Estrogens with or without progestins should be prescribed at the owest effectivedose for the
approved indications.

. Estrogens with or without progestins should be prescribed for the shor test period possiblefor
the recognized indications.

ACTION AND CLINICAL PHARMACOLOGY

ESTALIS (norethindrone acetate (NETA)/estradiol-17/3) is designed to provide continuous estrogen and
progestin thergpy, in a 28-day treatment cycle in women with an intact uterus.

ESTALIS-SEQUI (estradiol-173 and NETA/estradiol-1713) is designed to provide continuous estrogen
and sequentia progestin therapy, in a 28-day treatment cycle, for women with an intact uterus.

Transdermally delivered edtradiol is metabolized only to asmall extent by the skin and by-passesthefirst
pass effect seen with orally administered estrogen products. Therapeutic estradiol serum levelswith lower
creulating levels of estrone and estrone conjugates are achieved with smaller transdermal doses (daily and
total) as compared to ora thergpy and more closdly approximate premenopausa concentrations.

In a pharmacokinetic study, it was shown that ESTALIS matrix transderma delivery system achieves
estradiol serum levels and estrone to estradiol ratios in the range of those observed in premenopausa
women a the early (estradiol >40 pg/mL) to mid-follicular phase. These features are maintained for an
entire 84 to 96 hour wear period. Multiple gpplications of ESTALIS (250/50 pg/day, 140/50 ug/day)
matrix transderma delivery system resulted in average estradiol serum concentrations at steady-state of
50 and 45 pg/mL, respectively. At the end of the application periods, the average estradiol serum
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concentrations were 37 and 27 pg/mL, respectively. Edtradiol has a short dimination haf-life of
goproximately 2 to 3 hours. Therefore, a rapid decline in serum levels is observed after the matrix
transderma ddivery system is removed. After remova of the matrix transdermal ddivery system, serum
concentrations of estradiol return to untreated postmenopausa levels (<20 pg/mL) within 4 - 8 hours.

In a pharmacokinetic study it was shown that multiple gpplications of ESTALIS (250/50 pg/day,
140/50 pg/day) matrix transdermd ddivery systems resulted in average norethindrone serum
concentrations at steady-state of 840 and 489 pg/mL, respectively. At the end of the gpplication period,
the average serum concentrations of norethindrone were 686 and 386 pg/mL, respectively. Serum
norethindrone concentrations of ESTALIS increased linearly with increasing doses of NETA. The
dimination hdf-life of norethindroneisreported to be 6 to 8 hours. After remova of the ESTALIS matrix
transderma delivery system, norethindrone serum concentrations diminish rgpidly and are less than
50 pg/mL within 48 hours.

Minimd fluctuationsin serum estradiol and norethindrone concentrations demondirate consstent deliveries
over the gpplicaion interval. There is no accumulation of estradiol or norethindrone in the circulation
following multiple gpplications.

PIVOTAL CLINICAL TRIALS
Treatment of vasomotor symptoms

Efficacy and safety of ESTALIS in the relief of menopausa and postmenopausal symptoms have been
studied in two 3-month multicenter, randomized, double-blind, placebo-controlled, parald group studies.
A tota of 446 non-hysterectomized healthy postmenopausa women with moderate-to-severe vasomotor
symptoms (< 8 hot flushes/day of moderate-to-severeintensty with sweeting) were enrolled inthe studies
303 and 304. Over 3 months (3 cycles of 28 days), the sudy systems were gpplied on the skin twice
weekly. In study 303, patients received ESTALIS as a continuous regimen (50 pg/day estradiol in
combination with either 140 or 250 pg/day norethindrone acetate), whereas in study 304, patients
recelved ESTALISin asequentid regimen (50 pg/day estradiol only (VIVELLE) for the first 14 days of
each 28-day cycle followed by 50 pg/day estradiol in combination with either 140 or 250 pg/day
norethindrone acetate for the remaining 14 days of each 28-day cycle).

In both studies 303 and 304, ESTALISwas better than placebo in reducing the number of hot flushes per
day from basdine to endpoint (p<0.001), as well as reducing the intensity of hot flushes (p<0.001) and
sweating (p<0.001). In studies 303 and 304 combined, thediscontinuation ratewas8%. IntheESTALIS
140/50 and 250/50 groups, the discontinuation rate due to adverse events was 4.5% compared to 2% in
the placebo group.



PESTALIS® and "ESTALIS-SEQUI® Revised: December 29, 2003
Prescribing Information - English

Protection against endometrial hyperplasia

ESTALISwaseffectivein reducing theincidence of estrogen-induced endometria hyperplasaafter 1 year
of thergpy intwo Phasell dlinicd trids. Nine hundred fifty-five (955) posmenopausal women (with intact
uteri) were treated with (i) a continuous regimen of ESTALIS done (Continuous Combined regimen),
(i) asequentia regimen with an egtradiol-only transderma system (VIVELLE) followed by an ESTALIS
transderma system (Continuous Sequential regimen) or (iii) continuous regimen with an estradiol-only
transderma system. Theincidenceof endometrid hyperplasia(primary endpoint) wassgnificantly lessafter
1 year of thergpy with either ESTALIS regimen than with the estradiol-only transderma system (1% or
less vs 35-70%, p<0.001). A regular and predictable bleeding pattern occurred in approximately two-
thirds of women in each of the sequentid regimen (ESTALIS + VIVELLE) groups. By comparison, the
estrogen-only group had an increasing incidence of unpredictable irregular bleeding and spotting which
contributed to the higher dropout rate of 37% for this group.

Information regarding lipid effects

There are possible additiond risks that may be associated with the inclusion of a progestin in estrogen
replacement regimens. The potentid risks include adverse effects on carbohydrate and lipid metabolism,
mood changesand edema. The choiceand dose of progestin may beimportant in minimizing theseadverse
effects and may differ among women.

One year clinicd trids show that the ESTALIS transdermal delivery system decreases plasma LDL-
cholesteral, totd cholesterol, apolipoprotein B, high densty lipoprotein-cholesterol (HDL-C),
Lipoprotein(a), and triglycerides. Significantly grester reductions in LDL-cholesterol concentrations and
triglycerideswere achieved as compared to continuoustransdermal estradiol-a one. Changesin mean total
cholesterol / HDL-C ratios were minimal after 1 year of trestment.

INDICATIONS AND CLINICAL USE

ESTALIS (NETA/estradiol-1713) and ESTALIS-SEQUI (estradiol-173 and NETA/estradiol-1713) are
indicated for the relief of menopausa and postmenopausa symptoms occurring in naturdly or surgicaly
induced estrogen deficiency states e.g. hot flushes, deep disturbances and vulvar and vagina atrophy.

ESTALISand ESTALIS-SEQUI arerecommended for theaboveindication only in patientswith anintact
uterus since the regimen includes a progestin whose role is to prevent endometrid hyperplasa
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CONTRAINDICATIONS

ESTALIS(NETA/estradiol-17(3) and ESTALIS-SEQUI (estradiol-173and NETA/estradiol-17(3) should
not be administered to patients with any of the following conditions:

C Persond history of known or suspected estrogen-dependent neoplasia such as breast or endometrial
cancer

C  Known or suspected pregnancy

» Breast-feeding

C Endometrid hyperplasa

C  Undiagnosed abnorma vagina bleeding
C Porphyria

C Adtiveor past higtory of arteria thromboembolic disease (eg.cerebrovascular accident, myocardia
infarction, coronary heart disease)

C Active or past history of confirmed venous thromboembolism (such as degp venous thrombaosis or
pulmonary embolism) or active thrombophlehitis

C Active hepatic dysfunction or disease, epecidly of the obstructive type
o Severe hepatic disease

* Classcd migrane

o Patid or complete loss of vison from ophthamic vascular disease

» Known or suspected hypersengtivity to any component of the patch
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WARNINGS
See Boxed Warning at the front page.
CARDIOVASCULAR DISORDERS

Avallable epidemiological disorders data indicate that use of estrogen with or without progegtin is
associated with anincreased risk of stroke and coronary heart disease. WHI-trial’ sresults concluded that
there are more risksthan benefits among women using combined Hormone Replacement Thergpy (HRT),
compared to the group using placebo. In 10,000 women on combined oral HRT (conjugated equine
estrogens'medroxyprogesterone acetate) over one year period, there were seven more cases of coronary
heart disease (37 on combined HRT versus 30 on placebo) and eight more cases of strokes (29 versus
21).

In the Heart and Estrogen/progestin Replacement Study (HERS) of postmenopausal women with
documented heart disease (n =2763, average age 66.7 years), arandomized placebo-controlled dinicd
trid of secondary prevention of coronary heart disease (CHD), treatment with 0.625 mg/day ord
conjugated equine estrogen (CEE) plus 2.5 mg medroxyprogesterone acetate (MPA) demonstrated no
cardiovascular benfit.

Specificdly, during an average follow-up of 4.1 years, treetment with CEE plus MPA did not reducethe
overdl rate of CHD events in postmenopausal women with established coronary heart disease. There
were more CHD eventsin the hormone-treated group than in the placebo group in year 1, but not during
the subsequent years.

From the original HERS trial, 2321 women consented to participate in an open label extension of HERS,
HERSII. Average follow-up in HERS Il was an additiona 2.7 years, for atota of 6.8 years overdl.
After 6.8 years, hormone therapy did not reduce the risk of cardiovascular events in women with CHD.

BREAST CANCER

Current epidemiologicd data indicate that the use of combined HRT is associated with an increased risk
of invasive breast cancer. WHI-trid’s results suggest that risks exceed benefits among women using
combined HRT (conj ugated equineestrogens/medroxyprogesterone acetate), compared tothegroupusing
placebo. In 10,000 women on combined HRT over one year period, there were eight more cases of
invasive breast cancer (38 on combined HRT versus 30 on placebo).
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The WHI study reported that the invasive breast cancers diagnosed in the estrogen plus progestin group
were smilar in higtology but were larger [mean (SD), 1.7 cm (1.1) vs 1.5 cm (0.9), respectively; P=0.04]
and were at a more advanced stage compared with those diagnosed in the placebo group.

The WHI trid aso reported that the percentage of women with abnormal mammograms (recommendations
for short-interva follow-up, asuspicious abnormdity, or highly suggestive of malignancy) was sgnificantly
higher in the oestrogen plus progestin group versus the placebo group. This difference appeared a year
one and persisted in each year theresfter.

It is recommended that estrogens not be given to women with existing breast cancer or those with a
previous history of thedisease. Thereisaneed for caution in prescribing estrogensfor women with known
risk factors associated with the development of breast cancer, such as strong family history of breast
cancer (first degree rlative) or who present a breast condition with an increased risk (breast nodules,
fibrocydtic disease of the breast, or abnorma mammogramsand/or atypica hyperplasiaat breast biopsy).
Other knownrisk factorsfor the devel opment of breast cancer such asnulliparity, obesity, early menarche,
late age at firgt full term pregnancy and at menopause should aso be evauated.

It isrecommended that women undergo mammography prior to the start of HRT trestment and at regular
intervas during treatment, as deemed appropriate by the treating physician and according to the perceived
risks for each patient.

The overal benefits and possible risks of hormone replacement therapy should be fully considered and
discussed with patients. It isimportant that the increased risk of being diagnosed with breast cancer after
4 years of trestment with HRT (as reported in the results of WHI-trid) is discussed with the patient and
weighed againg itsknown benefits. I nstr uctions for self-examination of thebr eastsshould beincluded
in this counselling.

VENOUSTHROMBOEMBOLISM

Recent epidemiologica data indicate that the use of estrogen with or without progestin is associated with
an increased risk of developing venous thromboembolism (VTE). WHI-trid’ s results suggest that risks
exceed benefits among women using combined HRT (conjugated equine estrogens/medroxyprogesterone
acetate), compared to the group using placebo. In 10,000 women on combined HRT over aperiod of one
year, therewere eighteen more cases of total blood clotsin thelungsand legs (34 on combined HRT versus
16 on placebo).

Generaly recognized risk factors for VTE include a persond history, a family history (the occurrence of
VTE in adirect rdative a ardaively early age may indicate genetic predigpostion) of thromboembolic
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disease, severe obesity (body mass index > 30 kg/n?), systemic lupus erythematosus (SLE) and severe
varicosevens. Therisk of VTE dso increases with age and smoking.

A higtory of recurrent spontaneous abortions should be investigated to exclude thrombophilic
predispostion. In patients in whom this diagnosis is confirmed, the use of HRT is viewed as
contraindicated.

Therisk of VTE may be temporarily increased with prolonged immobilization, major eective surgery or
postiraumetic surgery, or mgjor trauma (if feasible, HRT should be discontinued at least 4 weeks before
magor surgery which may be associated with an increased risk of thromboembolism, or during periods of
prolonged immobilization). The trestment should not be restarted until the woman is completely mobile.
In women on HRT, attention should be given to prophylactic measuresto prevent V TE following surgery
Also, patients with varicose veins should be dosdy supervised dthough there is no consensus about the
possible role of varicose veinsin VTE. The physician should be dert to the earliest manifestations of
thrombotic disorders (thrombophlebitis, retina thrombosis, cerebral embolism and pulmonary embolism).
If these occur or are suspected, hormone thergpy should be discontinued immediately.

Petients should be told to contact their doctor immediately if they become aware of a potentid
thromboembolic symptom (e.g. painful swelling of aleg, sudden pain in the chest, dyspnoes).

ENDOMETRIAL HYPERPLASIA & ENDOMETRIAL CARCINOMA

Estrogen-only HRT increases the risk of endometria hyperplasa (if taken by women with intact uteri).

The risk of endometria cancer in users of unopposed estrogens who have an intact uterusis greater than
in non-users and appears to depend on the duration of trestment and the estrogen dose. The greatest risk
appears to be associated with prolonged use. 1t has been shown that adequate concomitant progestogen
therapy lowers the incidence of endometria hyperplasia and therefore the potentid risk of endometria
carcinoma associated with prolonged use of estrogen therapy (see Coadministration of Progestins
under Dosage and Administration and Phar macology).

OVARIAN CANCER
Insome epidemiologica studies, the long-term use of unopposed estrogensin hysterectomised women has

been associated with anincreased risk of ovarian cancer. It isuncertain whether long-term use of combined
HRT (estrogens and progestogens) confers a different risk than estrogen-only HRT products.
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GALLBLADDER DISEASES

A 2- to 4fold increase in the risk of gallbladder disease requiring surgery in women receiving
postmenopausa estrogens has been reported with combined ora CE and MPA treatment.

CONTACT SENSITIZATION

Contact sengtization isknownto occur withtopica gpplications. Althoughitisextremey rare, patientswho
devel op contact sengtization to any component of the patch should bewarned that asevere hypersengtivity
reaction may occur with continuing exposure to the causative agent.

BENIGN HEPATIC ADENOMASAND HEPATOCELLULAR CARCINOMA

Benign hepatic adenomas have been associated with the use of combined estrogen and progestin ora
contraceptives. Although benign and rare, these tumours may rupture and cause desth from intra-
abdomina hemorrhage. Such lesions have not yet been reported in association with other estrogen or
progestin preparations, but they should be considered if abdomina pain and tenderness, abdominal mass,
or hypovolemic shock occurs in patients receiving estrogen. Hepatocellular carcinoma has also been
reported in women taking estrogen-containing oral contraceptives. The causd relationship of this
malignancy to these drugsis not known.

DEMENTIA

In arandomized placebo controlled ancillary study of the WHI, the Women's Hedlth Initiative Memory
Study (WHIMS), women aged 65 and older (average age 71) treated with ord CEE and MPA for an
average follow-up of 4 yearswere reported to have atwo-fold increasein therisk of developing probable
dementia Theabsoluteexcessrisk of probable dementiawas 23 additional casesper 10,000 person-years
(45 versus 22) in CEE/MPA treated women and the relative risk was 2.05.

Since only women aged 65 and ol der wereincluded inthisstudy, it isunknown whether these findings apply
to younger postmenopausa women.

The estrogen-only sub-study of the WHIMS is currently on-going and no data are available yet. 1t is
therefore unknown whether these findings apply to estrogen-only therapy.

For transderma estrogen-only or estrogen-progestogen combined products, no large randomized clinica
trids have assessed the HRT-associated risk of probable dementia to date. Therefore there are no data
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to support the conclusion that thefrequency of probable dementia isdifferent withESTALISor ESTALIS
SEQUI.

PRECAUTIONS

. Before ESTALIS OR ESTALIS-SEQUI (norethindrone acetate (NETA)/estradiol-170) is
adminigtered, the patient should have a complete physica examination including a blood pressure
determination. Breasts and pelvic organs should be appropriately examined and a Papanicolaou
smear should be performed. Endometria biopsy should be done when indicated. Basdine tests
should indude mammography, measurements of blood glucose, cacium, triglycerides and
cholesterol, and liver function tests.

. The firg follow-up examination should be done within 3-6 months after initiaion of treatment to
assess response to trestment.  Thereafter, examinations should be made at intervals at least once
ayear and should include at least those procedures outlined above.

. Women should be advised that changesin their breasts should be reported to their doctor or nurse.
Investigations, including mammography, should becarried out in accordancewith currently accepted
screening practices and adgpted to the clinica needs of the individua woman.

. It isimportant that patients are encouraged to practice frequent sdf-examination of the
breasts.
. Abnormal vagind bleeding, due to its prolongation, irregularity or heaviness, occurring during

thergpy should prompt diagnostic measures like endometrid biopsy or curettage to rule out the
possihility of uterine maignancy and the treatment should be re-evaluated.

. Pre-exiding uterine leomyoma may increase in Sze during estrogen use.  Growth, pain or
tenderness of uterine leilomyoma requires discontinuation of medication.

. Symptoms and physica findings associated with a previous diagnoss of endometrioss may
reappear or become aggravated with estrogen use.
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If feasible, HRT should be discontinued at least 4 weeks before mgor surgery which may be
associated with an increased risk of thromboembolism, or during periods of prolonged
immohbilization.

Patients who develop visud disturbances, classcd migraine, transgent gphada, pardysis, or loss of
consciousness should discontinue medication.

. Women using hormona replacement therapy (HRT) sometimes experience increased blood
pressure. Blood pressure should be monitored with HRT use. Elevation of blood pressure in
previoudy normotensive or hypertensive patients should be evauated and HRT therapy may have
to be discontinued.

. Estrogens may cause fluid retention. Therefore, particular caution isindicated in cardiac or rend
dysfunction, epilepsy or asthma. Treatment should be stopped if there is an increase in epileptic
saizures. If, in any of the above-mentioned conditions, a worsening of the underlying disease is
diagnosed or suspected during treatment, the benefits and risks of treatment should be reassessed
based on the individud case.

. Because the prolonged use of estrogens influences the metabolism of calcium and phosphorus,
estrogens should be used with caution in patients with metabolic and maignant bone diseases
associated with hypercalcemia, in patientswith rend insufficiency and in patientswith otoscleross.

. A worsening of glucose tolerance and lipid metabolism have been observed in a ggnificant
percentage of peri- and post-menopausa patientson ord estrogen treatment. Therefore, diabetic
patients or those with a predisposition to diabetes should be observed closely to detect any
dteraionsin carbohydrate or lipid metabolism, especidly in triglyceride blood levels.

. Cautionisadvised in patientswith ahistory of estrogen-related jaundice and pruritus. If cholestatic
jaundice develops during trestment, the trestment should be discontinued and appropriate
investigetions carried out.

. Womenwith familia hypertriglyceridemianeed specid surveillance. Lipid-lowering messures are

recommended additionally, before trestment is Started.

. Liver function tests should be done periodicdly in subjects who are suspected of having hepatic
disease. For information on endocrine and liver function tests, see the section under L abor atory
Tests.
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DRUG INTERACTIONS

Estrogens may diminish the effectiveness of anticoagulants, antidiabetic and antihypertensive agents.

Preparations inducing liver enzymes (eg., barbiturates, hydantoins, carbamazepine, meprobamate,
phenylbutazone or rifampicin) may interfere with the activity of oraly administered estrogens.

The following section contains information on drug interactions with ethinyl estradiol-containing products
(specificdly, ord contraceptives) that have been reported in the public literature. 1t is unknown whether
such interactions occur with drug products containing other types of estrogens.

1. Themetabolism of ethinyl estradiol isincreased by rifampicin and anticonvul sants such as phenobarbita,,
phenytoin and carbamazepine. Coadministration of troglitazoneand certain ethinyl estradiol containing drug
products(e.g., ora contraceptivescontaining ethinyl estradiol) reducesthe plasmaconcentrationsof ethinyl
estradiol by 30 percent.

Ascorbic acid and acetaminophen may increase AUC and/or plasma concentrations of ethinyl estradiol.
Coadminigration of atorvagtatin and certain ethinyl estradiol containing drug products (e.g., ora
contraceptives containing ethinyl estradiol) increases AUC vaues for ethinyl estradiol by 20 percent.

Clinicd pharmacokinetics studies have not demonstrated any consstent effect of antibiotics (other than
rifampicin) on plasma concentrations of synthetic steroids.

2. Drug products containing ethinyl estradiol may inhibit the metabolism of other compounds. Increased
plasma concentrations of cyclosporin, prednisolone, and theophylline have been reported with concomitant
adminigration of certain drugs containing ethinyl estradiol (e.g., ora contraceptives containing ethinyl
edradiol). In addition, these drugs containing ethinyl estradiol may induce the conjugation of other
compounds.

Decreased plasmaconcentrations of acetaminophen and increased clearance of temazepam, sdicylic acid,
morphine and clofibric acid have been noted when these drugs were administered with certain ethinyl
edradiol containing drug products (e.g., ora contraceptives containing ethinyl estradiol).

Concomitant adminigtration of aminoglutethimide with medroxyprogesterone acetate (MPA) may
sgnificantly reduce the bioavailability of MPA.

It was found that some herbal products (e.g., &. John’ swort) which are available as OTC products might
affect metabolism, and therefore, efficacy and safety of estrogen/progestin products.
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Physdans and other hedth care providers should be aware of other non-prescription products
concomitantly used by the patients, including herba and natura products obtained from the widdly spread
Hedlth Stores.

Laboratory Tests
The results of certain endocrine and liver function tests may be affected by estrogen-containing products.
C increased sulfobromophthaein retention;

C incressed prothrombin time and partia thromboplastin time; increased levels of fibrinogen and
fibrinogen activity; increased coagulation factors VII, VIII, IX, X; increased norepinephrine-induced
platelet aggregability; decreased antithrombin 111,

C increased thyroxine-binding globulin (TBG), leading to increased circulating tota thyroid hormone (T,)
asmeasured by column or radioimmunoassay; free T, resin uptakeis decreased, reflecting the elevated
TBG,; free T, concentration is unaltered,

C other binding proteins may be devated in serum i.e., corticosteroid binding globulin (CBG), sex-
hormone binding globulin (SHBG), leading to increased circulating corticosteroids and sex steroids
respectively; free or biologicaly active hormone concentrations are unchanged,

C reduced response to the METOPIRONE test;

C impaired glucose tolerance;

C reduced serum folate concentration;

C increased serum triglyceride and phospholipid concentration.

With transdermally administered estradiol-17(3 no effect on fibrinogen, antithrombin 111, TBG, CBG or
SHBG and decreases in serum triglycerides have been observed.

The results of the above laboratory tests should not be considered reliable unless therapy has been
discontinued for two to four months. The pathologist should beinformed that the petient isreceiving HRT
when relevant specimens are submitted.

Information To Be Provided To The Patient

See Information For The Consume.
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Adver se Reactions

See War ningsand Precautions regarding potentid induction of maignant neoplasms and adverse effects
smilar to those of ora contraceptives.

The most commonly reported adverse reaction to ESTALIS (NETA/estradiol-1713) in clinicdl tridswas
erythema at the gpplication Ste. Lessthan 1% of patients treated sequentialy and about 5% of patients
treated continuoudy discontinued therapy dueto an gpplication Stereaction. Themost commonly reported
adverse reaction to VIVELLE (estradiol-1713) in clinicd trials wasrednessand irritation at the gpplication
gte. This caused approximately 0.8% of patients to discontinue therapy.

The following adverse reactions have been reported with estrogens in generd.
Gastrointestinal

Nausea; vomiting; abdomina discomfort (cramps, pressure, pan); bloating; gdlbladder disorder;
asymptomatic impaired liver function; choledtatic jaundice.

Genitourinary

Breakthrough bleeding; spotting; change in mendrud flow; dysmenorrheg; vagind itching/discharge;
dyspareunia; dysuria; endometrid hyperplasia; pre-mensrud-likesyndrome; reactivationof endometrioss,
cyditis, changesin cervica eroson and amount of cervica secretion.

SKin

Allergic contact dermatitis; reversible post-inflammeatory pigmentation; generd pruritusand exanthema; loss
of scap hair; chloasmaor measma, which may perast when drug isdiscontinued; pigmentation of the skin;
erythema nodosum; erythema multiforme; hemorrhagic skin eruptions; precipitation or aggravation of
porphyria cutanea tardain predisposed individuas and hirsutism.

| solated cases of angphylactoid reactions (some of the patients had ahistory of previousdlergy or dlergic
disorders).

Endocrine

Breast swelling and tenderness; increased blood sugar levels, decreased glucose tolerance; sodium
retention.
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Cardiovascular/Hematologic

Pdpitations, isolated cases of: thrombophlebitis, thromboembolic disorders; exacerbations of varicose
vens, increase in blood pressure (see Warnings and Precautions). Coronary thrombos's, dtered
coagulation tests (see Laboratory Testsunder Precautions).

Central Nervous System

Aggravation of migraine headaches, headaches, menta depression; nervousness, dizziness, fatigue;
irritability; neuro-ocular lesions (e.g., retina thrombos's, optic neuritis).

Dementia has been reported in association with some estrogen-progestogen  treatments.
Ophthalmic

Visud disturbances; stegpening of the corned curvature; intoleranceto contact lenses; neuro-ocular lesons
(see CNS above).

Miscellaneous

Changes in gppetite; changes in body weight; edema; neuritis, change in libido; musculoskeletd pain
[induding leg pain not related to thromboembolic disease (usudly transient, lasting 3-6 weeks). If
symptoms persis, the dose of estrogen should be reduced].

If adverse symptoms persist, the prescription of HRT should be re-considered.

Symptoms and Treatment of Overdosage
Symptoms

Numerous reports of ingestion of large doses of estrogen products and estrogen-containing oral
contraceptives by young children have not revealed acute seriousill effects. Overdosagewith estrogen may
cause nauses, breast discomfort, fluid retention, bloating or vagind bleeding in women.

Progestin (norethindrone acetate) overdosage has been characterized by depressed mood, tiredness, acne
and hirsutism.
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Treatment

Owing to the mode of adminigtration (transderma), plasma levels of estradiol-1713 and norethindrone
acetate can be rapidly reduced by remova of the patch.

Symptometic treetment should be given.

Dosage And Administration
Dosage
For initiation and maintenance of treatment, the lowest effective dose should aways be used.

Hormone replacement therapy (HRT) involving ether estrogen done or estrogen-progestogen combined
therapy should only be continued as long as the benefits outweigh the risks for the individud.

ESTALIS and ESTALIS-SEQUI are used as a continuous treatment (uninterrupted application twice
weekly).

In women who are not currently taking ora estrogens, treatment with ESTALIS (NETA/estradiol-171)
or ESTALIS-SEQUI (estradiol-1713 and NETA/estradiol-1713) can beinitiated a once. Inwomenwho
are currently taking ora estrogen, treatment with ESTALIS or ESTALIS-SEQUI can be initiated on
regppearance of menopausa symptoms, following discontinuation of ord therapy.

Therapeutic Regimens. Combination progestin/estr ogen regimensar eindicated for women with
an intact uterus. Two ESTALIS (NETA/estradiol-1713) patches are available: 140 g norethindrone
acetate with 50 g estradiol per day (9 c?) and 250 1g norethindrone acetate with 50 g estradiol per
day (16 cn?). For dl regimens, the requirement for hormone replacement therapy for menopausal
symptoms should be reassessed periodicaly. Attemptsto taper or discontinue the medication should be
made at 3- to 6-month intervals.

Continuous Combined Regimen:

ESTALIS 140/50 or ESTALIS 250/50 g per day (16 cnr) is worn continuously on the abdomen or
buttocks. A new patch should be gpplied twice weekly during a 28-day cycle. Irregular uterine bleeding
may occur particularly inthefirst 6 months, but generaly decreases with time, and often to an amennorheic
state.
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If irregular uterine bleeding persists and uterine pathology has been ruled out by appropriate diagnostic
measures, it may be more gppropriate instead to prescribe Estdis using the sequentia regimen described
immediately below in order to make withdrawa uterine bleeding more regular and predictable.

Sequential Regimen:
ESTALIS-SEQUI isused in asequentid regimen.

In this trestment regimen, VIVELLE 50 pg per day (nomind delivery rate) estradiol transderma system
isworn for thefirst 14 days of a 28-day cycle, replacing the system twice weekly. For the remaining 14
days of the 28-day cycle, ESTALIS 140/50 or ESTALIS 250/50 pig per day (16 cn?) should be applied.
The ESTALIS patch should be replaced twice weekly during this period in the cycle. Women should be
advisad that monthly withdrawa bleeding often occurs.

Figure 1

Week 1 i i VIVELLE 50 paich for the
—_— —_— first 2 weeks

Week 2
—- —-

Week 3 i ESTALIS 140/50 or
_I —_— ESTALIS 250/50 patch for

ok the following 2 weeks

Week 4

—- —-

ESTALIS-SEQUI (edtradiol-1713 followed by NETA/estradiol-1713) provides, therefore, 14 days of
progestin per cycle. The addition of sufficient NETA to induce secretory transformation of the
endometrium during estrogen replacement thergpy is mandeatory.

As observed in the norma mengtrua cycle, cyclica administration of NETA from ESTALIS 250/50 as
recommended in the sequentia regimen should induce REGULAR CY CLICAL bleeding with mean onset
towards the end of the application phase. The norma duration of vagina bleeding associated with
Sequential adminigtration of ESTALISisaround 6 days. This cydlical bleeding is expected to be of light
intengity or spotting for 60-70% of thistime. There areindividua variationsin these parameters. Oncedl
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4 patches of ESTALIS have been used as recommended, the first VIVELLE 50 patch of the new cycle
isapplied even if some vagind bleeding gtill perssts. Vagind bleeding should stop early in the new cycle.

Abnormal vaginal bleeding, due to its prolongation, irregularity or heaviness, in any patient
receiving hormone replacement therapy requires institution of prompt diagnostic measures like
endometrial biopsy or curettage to rule out the possibility of uterine malignancy.

The short-term effects of NETA co-adminigtration may include vagind bleeding during or after NETA
trestment, breast tenderness, and mood and weight changes. The long-term effects generdly depend on
the dosage and type of progestin used. The lowest effective dose of estrogen and progestin should be
prescribed (see Coadministration Of Progestins under Phar macology).

See the Precautions Section on the examingtion of the patient before ESTALIS or ESTALIS-SEQUI
adminigration.

Patch Application

The physician should discuss the most appropriate placement of the patch with the patient. Immediately
after remova of a patch from the pouch and removal of one-haf of the protective liner, the adhesve sde
of the ESTALIS or VIVELLE patch should be placed on a clean, dry area of intact skin and ped off the
remaining one-half of the protectiveliner . The area selected should not be aily, damaged or irritated, and
not exposed to the sun. The Site sdected should dso be one a which little wrinkling of the skin occurs
during movement of the body (buttocksand lower abdomen). Thewaistline should be avoided, sincetight
clathing may didodge the patch. The patch should be pressed firmly in place with the pam of the hand for
at least 10 seconds, making sure there is good contact, especialy around the edges. In the event that a
patch should fall off, it can be regpplied. If it fails to adhere then anew patch may be applied. In ether
case, the origind treatment schedule should be continued. Patches should not be applied to the same skin
gtefor at least one week.

ESTALISand VIVELLE must not be applied to the breaststo avoid potentially har mful effects
on the breast tissue.

If a woman has forgotten to apply a patch, she should apply a new patch as soon as possible. The
subsequent patch should be gpplied according to the origind trestment schedule. The interruption of
trestment might increasethelikelihood of recurrence of symptomsand breskthrough bleeding and spotting.

Children

ESTALIS and ESTALIS-SEQUI should not be used in children.
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Phar maceutical | nfor mation

Drug Substance:

Estradiol USP (Estradiol-1713):

Description White to creamy white, odorless, crystaline powder.
Chemica name: Edradiol hemihydrate

Estra-1,3,5(10)-triene-3,1713-diol.

Molecular weight: 281.4

Molecular formula:  C,gH,,0,.%2H,0

Structurd Formula:

T Iw e
SO
- ﬁ’c“l"’fu
H
» % H,0

Solubilities: Precticdly insoluble in water;

Soluble 1 in 28 of acohol

Soluble 1 in 17 of acetone
NORETHINDRONE ACETATE USP:
Description White to creamy white, odorless, crystalline powder.

Chemicd name: Norethindrone acetate
17-hydroxy-19-nor-17a-pregn-4-en-20-yn-3-one acetate.
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Molecular weight: 340.47

Molecular formula: C,,H,505.

Structural Formula:

Solubilities Insolublein water;
Soluble1in 4 in acetone

Composition

ESTAL I Sisand cohol-free, adhes ve-based matrix transdermal patch comprising threelayers. Proceeding
from the visible surface toward the surface attached to the skin, these layers are: a backing, an adhesive
layer, and a protective liner. The adhesive matrix containing 17R3-estradiol and norethindrone acetate is
applied to a polyester/ethylene vinyl acetate laminate film on one sde and is protected on the other side by
atrangparent fluoropolymer coated releaseliner. Thetransparent release liner must be removed beforethe

system can be used. Each patch is

~Backing enclosed in a hest-sealed pouch.

—Adhesive Layer

Protective Liner
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ESTALIS 140/50 and 250/50 contain a fixed combination of norethindrone acetate (NETA) and
estradiol-17R3. ESTALISpatchesreease controlled amountsof NETA and estradiol-173s multaneoudy
through the skin for up to 4 days.

The active components of the system are estradiol USP and norethindrone acetate USP. The remaining
componentsof the system are pharmacologicaly inactive; they are: asilicone (BIO PSA® X 7-4603) and
acrylic (Gelva® 737)-based multipolymeric adhesive, povidone USP, oleic acid NF, and dipropylene
glycol.

ESTALIS-SEQUI contains two types of patches, VIVELLE 50 and ESTALIS 250/50 or ESTALIS
140/50. VIVELLE contains estradiol-1713 and ESTALIS contains norethindrone acetate (NETA) and
estradiol-1713.

Thefird type of patch to be gpplied on the skin during the first 14 days of a 28-day treatment cycle is
VIVELLE 50. VIVELLE 50 is a thin, circular, multilayer, transparent transdermd adhesive patch,
containing estradiol-1713 that is designed for gpplication to an area of intact skin.

The VIVELLE patch comprises three layers. Proceeding from the visible surface toward the surface
attached to the skin, these layers are a backing film, an adhesive layer and a protective layer:

1. aflexible semi-trangparent backing film of polyurethane and ethylene vinyl dcohol polymer.

2. an adhesive formulation containing estradiol-1713, acrylic polymers, polyisobutylene, oleic acid,
synthetic rubber based adhesive, vinyl acetate resin base, phosphatidylcholine, propylene glycoal,
bentonite, butylene glycol, minera oil and dipropylene glycol.

3. aprotective liner of polyester that is attached to the adhesive surface and must be removed before the
patch can be used.

, Backing

—Adhesive Layer

Protective Liner

The second type of patch contained in ESTALIS-SEQUI and which should be gpplied to the skin during
the last 14 days of a 28-day treatment cycle is ESTALIS 250/50 or ESTALIS 140/50. The active
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components of the systemare estradiol USP and norethindrone acetate USP. The remaining components
of the system are pharmacologicaly inactive; they are: a silicone (BIO PSA® X7-4603) and acrylic
(Gelva® 737)-based multipolymeric adhesive, povidone USP, oleic acid NF, and dipropylene glycol.

Stability And Storage Recommendations

ESTALIS AND ESTALIS-SEQUI: Store between 2°C and 8°C until dispensing. Do not freeze.

After dispenging, the patches may be stored unrefrigerated at 20 to 25°C, in which case they should be
used within 6 months or before the expiry date, whichever comes firdt. If the paiches are stored in the
refrigerator, in this case, they should be used before the expiry date and should be alowed to reach room
temperature before application to ensure that they stick satisfactorily.

Do not gorethe patchesin areas where extreme temperatures can occur. Each patchisindividualy seded
in aseparate pouch. Do not store out of the pouch. Apply immediately upon removal from the protective
pouch. Apply whole patches.

Keep out of the reach and sight of children and pets both before use and when disposing of used patches.
Availability Of Dosage Forms

The ESTALIS (NETA/edtradiol-1713) package conssts of the following systems:

ESTALIS 140/ 50 ESTALIS 250/50
Estradiol-17(3 Dosage 50 pg/day 50 pg/day
Nomind in vivo delivery
NETA Dosage 140 pg/day 250 pg/day
Nomind in vivo delivery
Tota Edtradiol-1713 Content 0.62 mg 051 mg
Tota NETA Content 27mg 4.8 mg
Drug-Releasing Area 9 cn? 16 cn?
Shape of patch Round Round
Presentation Cartons of 8 patches Cartons of 8 patches
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The ESTALIS-SEQUI (estradiol-173 + NETA/estradiol-1713) package consists of the following

sysems
ESTALIS-SEQUI 140/ 50 ESTALIS-SEQUI 250/50
VIVELLE 50 ESTALIS VIVELLE50 ESTALIS
140/ 50 250/50
Estradiol-1713 Dosage 50 pg/day 50 pg/day 50 pg/day 50 pg/day
Nomind in vivo deivery
NETA Dosge -- 140 pg/day -- 250 pg/day
Nomind in vivo ddivery
Tota Estradiol-1713 Content 4.33mg 0.62 mg 4.33mg 0.51 mg
Totad NETA Content -- 2.7 mg -- 4.8 mg
Drug-Releasing Area 14.5 cn? 9 cn? 14.5 cn? 16 cn?
Shape of patch Round Round Round Round
Presentation Catonsof 4Viveleand 4 Catonsof 4Viveleand 4
Edtdis patches Edtalis patches

Novarti Phar maceuticals Canada Inc.

385 Bouchard blvd.
Dorval (Québec) HIS 1A9

® Edaisand Edtdis-Sequi are registered Trademarks licensed from Rhéne-Poulenc Rorer SA:
® Viveleisaregistered trademark of Novartis Pharmaceuticals Canada Inc.




