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Kristina Spranger |

Manager, Worldwide Regulatory Strategy
Pfizer Inc. 235 East 42™ Street

New York, New York 10017

Re: NDA # 20-130 Estrostep (norethindrone acetate and ethinyl estradiol) Tablets
MACMIS # 9920

Dear Ms. Spranger:

Through routine monitoring and surveillance, the Division of Drug Marketing, Advertising, and
Communications (DDMAC) has identified a professional journal advertisement (ID EX053A01) for
Estrostep (norethindrone acetate and ethinyl estradiol) Tablets that is misleading and in violation of
the Federal Food, Drug, and Cosmetic Act and applicable regulations.

Specifically, this journal advertisement claims that there are “new findings” that “show no significant
weight gain associated with Estrostep.” The claim is misleading because it is not supported by
adequate and well-controlled clinical trials. Furthermore, the histogram depicted in the journal
advertisement implies that 1the two-pound difference between Estrostep and placebo is a benefit.
However, this difference is not clinically significant.

The journal advertisement cites data from two multi-center 6-month studies to support the claim that
Estrostep showed no significant weight gain. These studies are inadequate to support this claim
because weight gain or loss was not a prospectively defined endpoint. Instead, it was determined
through a post-hoc analysis of the risk assessments from these studies. Thus, DDMAC has concluded
that claims that state or imply that weight gain is not a concern with Estrostep are not supported.

To address these objections, DDMAC recommends that Pfizer do the following:

1. Immediately discontinue the use of this journal advertisement and any other promotional material
and practices with the same or similar messages, including the tagline “weighs in right for OC
users.”

2. Respond to this letter by April 30, 2001. Your response should include a statement of your intent
to comply with the above, a list of all prorniotional materials with the same or similar issues, and
your methods for discontinuing these promotional materials.

If you have any questions or comments, please contact Dr. Lisa L. Stockbridge by facsimile at (301)
594-6771, or at the Food and Drug Administration, Division of Drug Marketing, Advertising and
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Communications, HFD-42, rm. 17B-20, 5600 Fishers Lane, Rockville, MD 20857. DDMAC
reminds you that only written communications are considered official.

In all future correspondence regarding this particular matter, please refer to MACMIS ID # 9920 in
addition to the NDA number.

Sincerely,
{See appended electronic signature page)

Lisa L. Stockbridge, Ph.D.

Regulatory Reviewer

Division of Drug Marketing,
Advertising and Communications
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Combined results from a post-study analysis of
weight data from two placebo-controlled trials'

Meon change (Ib)
from baseline to study axit'

Estrostep
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. 1 Eslrostep) were removed from the analysis.

Oral contraceptives are not appropriate for all patients, and serious as well as minor side
effects have been reported with the use of all 0Cs. OCs do not protect against HIV infection
(AIDS) and other sexually transmitted diseases. Cigarette smoking increases the risk of
serious cardiovascular side effects, especially in women over the age of 35. Women
who use 0Cs should be strongly advised not to smoke.

In active-controlled trials, changes in weight (gain or loss) were associated with all OCs.

Estrostep

norethindrone acetate and ethinyl
s iy b i e e, ESTTACION tADIEES—EStrophasic Regimen
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Estrostep
norethindrone acetate and ethinyt estradiol tablets USP

MMMMMMpmwmmeN
Infection (AIDS) and other sexatally transmitied diseases.

Before prescribing, pkzase soe full prescriblig informeation, ABnemem\ary(OIlows

WMHUIBMDMEESHWSMWMMMmdmgmm
D (0Cs) a5 a method of

CONTRAINDICATIONS: Oral contraceptives shoukd not be used in women who
currently have the folkwing conditions: mrmnbonhlebﬂrs o tromboembolic

disorders; a past history of deep vein or thromboembokic disorers;
cerehral vascular or cofonary anery disease m«mmaw
breast:caminomaufmeavmnemumorw\erhwmus\mmesmgm
e Beiraiiint S e gerital leedng, choleatetle purcice of

pregnancy o jaundice with prior pil use; mﬁmummﬂmu

suspected pregnancy.

WARNINGS:
Cigaretis smoking increase the risk of serious cardiovascutar
side effects from oral contracoptive use. This risk Ingrases with
ageandmﬂ\hsavysmldng(ﬁornwemmwday)and
lsquih wmuen_to::rsziymitaagelmnfnwtpu

The use of 0Cs Is associated with increased risks of several serious conditions
including myocardial infarction, thromboernbolism, stroka, hapatic neoplasia, and
palibladder diseass, Mﬂwr&dwmm or mortalty ks very smedlin
hezaftiy women without undextying risk factors. The risk of movbldity and mortality
increases significantly i the presence of other underlying risk factors such as
n, typertipidemias, obesity, and diabetes. Practitioners prescribing OCs

should be familiar with the following information relating o thesa risks. The
Inforration cortained in this package msert is princpelly tased on shues: cared out
in patients who useg OCs with higher formulations of estrogans and progestogens
than thase in common use today, The effect of ong-tarm use of the OCs with lower
Tormulations of both estrogens and progestogens remains 1o be determined.
Throughout. thie Iabeling, epidemiological studves reported are of two types:
or case controd studies and prespective ar cohart studies, Case control

studles provide 2 measure of the relative risk of a disease, namedy, a 7atio of the
mmufadheasemng%mwm“'qmnammm
ot provide irformation on the achual cinical occurrence of a disease. Cohort shades
provide 3 measure of attributable risk, which i the difference in the incidence of
disgase between OC users and nonusars. The attributable risk does provide

¢: . .\ i)
> - S

awﬂwdmmmmmmemmlnymmmdiﬁm
melmdsof i ﬂ!dﬁerentagss.‘lheseesﬂn‘lﬂteslnd the combined
Wi contraceptive methors plus the risk to preg-
mﬂnmdmmﬂm Each method of contraception has its specific
and riskes. The study concludesd that with the exception of OC users 35 and
okder who smoke and 40 and okier who do not smoke, asencisted with all
methods of birth comral ks kow and bekow that @ssociied with The obrsarva-
tion of a possible increase in rizk of mortalily with age: for DC usars s baser on data
gﬂﬂnmlllﬂ‘la1970'sh.ltfdvmuuﬂ1m Howeve, coment clnical practice
Irvoivess the uese of lower -areiul resiriction
of OC use to women who do ot have the various risk Exctors ksed in thes kabeling,
Becaen of these chenges in practice and, akn, because of some limied new data
which suguest tht the sk of cardiovasoptar dease with the use of OCs may now be

S. Fluid Retentiotr: OCs may cause some degree of fluid retention, They should be
prescribed with caution, and only with careful monitoring, in patients with conditions
which might be aggravated by Hid reterston.

6 Emotional Dwmmnmmamuyddewmmm be carefully
observed, and

7 WMWWWWWV&MWUWM

ammmmmmwwm

ncidence. of
breskthrough tleeding and menstnal imeguiarites have been assocked with
Wmmimtlmdrhrm

fess than previously observer) (Porter JB, Hurker J, Jick H, et . Oral
end nonfatal vastulr disease. omo,maiwesesu and Porter JB, Hershel
J, Walker AM. Mortality smong mmmﬁs
mumwm Drugs Advisnry Commitie was asked i review
Ihemplcl\1989 The Cx dext that h drease
%beMmeﬂMOCmmaqemmheam'ynm-mMngmmn

the newer low-dose formulations), theve are grester potential health risks
2530120 with pregrrcy in older women and with the altemative surglcal and
wmmmmmmwammdommmm
effective and acceplable mews of Thesefore, the C fecom-
mmwmummwmm smoking woren over 40 may
tie posshie TSk, OF courss, aider wornen, 5 all women who take OCs,

rekationship between OC use and breast and cervical cancers, 3 cause and effect
mmmmm
are avsociated with OC use,

Hepatic Neoplasia: Benign hepatic adenomas
Mumdwmamnmmm Incfrect calcuda-
tions have estimated the airhitahie risk i be i e ange of 3.3 cases/100,000 for
Atsers, @ risk that increses aer 4 o more years of wse. Rupture of rare, benign,
hepatic adenomias may caitse death through intra-abdominal hemorhage. Studies
from Brikain have shown an increased risk of developing hepatocellular carcioma in
fong-tarm (8 years) OC users. However, hese cancers are extremely rare Inthe U.S,,
and the attrbutable risk the exress incidence) of liver cancers In OC users

lexss than one per milion e

Information about the actual occumence of a dissase in the papub For further

Infarrriation, the reader is refermed tn & texdt on epdeminkgicl mefhas !

1. Tiwomboembalic Disorders and Other Vezzutar Problems:

a. Myocardial Infarttion: An increased risk of myocardal infarction hus heen

attrbuted to OC use. This risk & primarily n smokers or women with ofher undertying

nskradnrsformmm% disease such as , ypercholesteroiem,

morbid abesity, and mmmmdmnmmmocmrm

been&stmatedtubetwumw.mrﬂ(ksvwmurda'lheagedw Smoking n

combination with OC use has been shown to contribute o the incidence

of myocardlel farctions in women in their mid-thirtles or oldér with smaking

acrourting for the majority of exoess cerses, Mortality rates assoctatad with croutalory

mmmmwmmmmvymmummamagwasw
the age of 40 emong women who use OCs. OCs ey

Ul Anti such as
mmmmmmmmdmmm
norethindrone, which could resat in a reduction in
Wmmmmmmmmmmmm
ethinyl estradiol and norethindrones reduced the plasma concentrations of both by
approximately 30%, which could result in a reduction of contraceptive effectiveness,
Antibloties; Pregnancy while takieg oral contraceptives has been reported when
Mwlww a(!n'lrlnE;tergldhmal Msﬁm £ amm,:il::gi
tmracycme griseofubvin, However, pharmacokingtic stdies

anywmmtsﬁsctufanubm:s (uhmmnrifmnpln)mplam
W\h’aﬂusdsym\eﬂc
AWWMMMMWMM‘MWM
AUC values for norethindrone and ethiny! estradiol by approxdmately 30% and 20%,

Oﬂwmmmemu&mmwm

g bleedlng has been

g.ﬂ mm«mmwmwwmm

sk by OCs:

a. mgasedmmnamfacmw VUL, X, and X; decreased antithrombin 3;
aﬂgimabﬂlly

b. Increased thyrold-binding glnbulln (I'BGmng to increased circulating total

thyrokd hormaone, as measured by protein- iodine (PBI), T.bycolumnorby
mwmmuyﬁaeﬁmsinumlmmm elevated TBG;
[, CONX

5. Ocular Leslons: There kave been clinical case reports of retinal
assockaed with the use f OCs. OCs shoukd be discontinued If thera Is unexplained
wﬁummdm mdumtosisordlpbph papiliedera; or retinal

€ Other binding proateins ey be elevated in sarom.
. Sex-binding globulns @78 Increased and result in elevated levets of total cimadting
sex steroids and corbicolds; however, free or biologically active levels remain

Ttk ha s

\OIop should be
mdaﬁen'
&mumnmmmﬂr ive epidemiological studies
have revealed no increased risk of hirth defexts in wamen who fave used OCs priorto

pregnancy. Studies abkn do ot suggest a evalogenic etfect, particularly insofar as car-
g groegies ang lmb reduction defents are concemed, when taken Ivadvertenty
during early pregrancy. The adminkstration of 0Cs to induce withdrawal bleeding
should not be e 25 & ket lor pregrancy. OCs shoudr not be wsed during pregnancy

bmwummnsmmwwmm

efiects of wed-known fisk factors, such as h diahetes, hypertipick

age, and obeslty. mwumlars)mepmgesmgensarahmmmmﬂ

cholesterql, and cause Qlucoss intolerance, while egtrogens may create a state of

mmmmmmmbimmmmm

Setion 9 in WARNINGS), Siméar effects on risk factors have been assoczated with an

Increased risk of heart disease. (Cs must be used with caution in women with
dsezase: risk factors.,

b. Thromboembollsm: An increased risk of thromboembolic and thromhotic
disazzse associated with the use of OCs & well estabiished. Cass control studies tave
mammmmmmwmmmafwmmmd

OC use. I the patient has nat achered © the schedule, the possitdity of
mmwmammdnwmmwmm
b disconsing

7. Galiblxider e Farfer studies have reponad an increaszd Ifetime retative
fisk of gallhbaricier strgery in wesers of OCs and estrogents. More recent studies, how-
evex, frave shown that the retative risk of developing galthladder disease among 0C
&mmmmmmmdmmmmmmmemof

IDwer

&mwmmmmnavemmmmm
n a sigrificant percentage of users, (Cs containing greater ifan

superficial venous thrombosis, 4 to 11 for deap veln thrombosks of Y
embalism, and 1.5 to 6 for women with predispasing conditions for venous throm-
boembolic disease. Cohort studies reve shown the: relative risk i be samewhat lower,

ahout 3 for new casess and abai 4.5 for new cases requiring hospitaization The risk
o thromboemmbolic disease due 10 0Cs & not refated to lsngth of use and desappears

Qs §

75 mog of estronens ca e hypering dinkm, whils lower doses of estropen calss less
ininketance. ncreasa insulin secretion and create Insutin

nesistance, s effect varying with diferent progeststional However, in the

after pill use is stopped. A two- to four-fold Increass in relative sk of p
thvomboembolic complications has been reported with the use of OCs. The relatve
fisk of venous: thromboels in women who have pred| 1 coneitions is twice et of

effexts, aﬁm“mmldhecam
mmmmAwmumummm
wmwtmmmxmm@ewmmogmu

iapasiny

wormen without such medical conditions. f feasible, OCs should be d a
m4wmmmmm2mmamwwymwmm
anh:mmrﬂwfﬂmnbwnwlsmanddunngmmmwm-
lization. Sinee the Immediabs postsrtum period is also associated with an increased
rigk of thromboembolism, OCs should be started no eartier than 4 10 & weeks after
dalivery n women who elect ot to breast feed.

¢, Cerebrovascular disease: ommmmmmmmm

9. Bevated Blood Pressars: A incess In blood pressase hes been repored in

. Ghucoss plerance may be decreased.

8- &mmfolatelevelsmybedeprmwocmempyﬂusmag&eofcunm

significance  a woman becomes pregrant shartly after discontinuing

10. Carcinogenesis: See WARNINGS saction.

11, Pregnancy: Pregrancy Catepory X See CONTRAINDICATIONS and

WARNINGS sectiors.

12 Nursing Mothers: Small amouns of OC stenolds reve been identified in the milkc

ofnurslngmmhars,arnafawaMMMmmediﬁmvebemm.

Including jaundice and breast entargenient. bn addition, OCs given in the postpartum

iy interfere with tactation by decreasing the quantty and qualty of tret

mllk.lfposdble the: nursing mother shoukd be advised niot to wsa OCs but o use other
forms of contraception urtil she has completely weaned her child.

13. Pedlatric Use: Ssfety and efficacy of Estrostep have been establishad in women

of reproductive age. Safety and efficacy are expected t be the same for postpubertal

adolescents under the age of 16 and for users 16 years and older. Use of this prodict

before menarchs i notindicated.

INFORMATION FOR THE PATIENT: See patient tabaling in full preszribing
Informetion.

ADVERSE REACTIONS: An increzrd risk of the follwing serious ariverse reactions
mmmmmmdwmwmm thrombophlebits;
cerebral 3 arterial thromboemboliam; cerebral

T reactions
mmmhmmo&wﬂmmmmmm
nagéa; vomiting: MW(W&MM!WW

tion. i wormen edext 1o e OCs, they should be monftared

and risks of cereb gverts

strokes), although, In geneal, hrﬂ(sgm&sﬁmoﬁkbtﬁm m
sive wormen who ks Smoka, Hypertansion was found 1o be a risk B for both wsers
wmnm.ummumm

Chozely,
an] if sigrificant elevation of blood pressure ocars, OCs should be discontinued. For
mm,mmmﬂmwmmmsmupmoos and
there s o differerce &

10. Heextache: The onset or exccerbation of mipraine or develop ofheadmhe

biating); breakth bieeding: spotting: change in menstrual flow;
wmmwmwafmmwmofmmm ederma; meiasrnawhm
persist; breast changes: ‘?e in welght
(increase or decrease); change in canvical erosion and secretion; diminution in
taclation when given Immediately pestpartum; cholestatic jaundice; migraine; rash
(afleric); mental depression; reduced tolerance to carbohydrates; vaginal
candidtasts; change In comeal aurvahure ; imtolerancs to contact lenses.

with 2 new pEaieam which & FecuTent, persisient, or severe requires discontinisgtion of

0Cs aind exalation of the case,
11. Bleading tieeding and

;‘yndl mmﬁam;mmamwmm
rome; changes M;GWW
enythen roc Budg-Crieai

d.mmmﬂotmmmonmmmmm
ben observed between the amount of astrenen and pragesiogen in 0Cs and the risk
ofvascul‘i:dr"(:nsease A declie in serum high Wpoprotelns (HDL) has been
mary progestational agents. A deciine In senum fipopro-
mnemmmwm\mmmmmummm‘
Becattse estrogens ncreasss HOL cholesteral, the net effect of an OC depends on 3
balance achieved between dosas of estrogen and progestin and the rature of the
progestin used in the y Tmammardacwnydmtmm
shouid be considered In the cholce of an OC. Minimizing exposure t estrogen and
pmmmsmm\gmmmwmammwmm
the dosage regimen prmﬂbad should be one which contains the laast amount of
jen and that s compatible with the needs of the indhvicual patient.

regutariiie: Breaktfvough spotting
‘hmwtﬁs mmmmmmdmm
P “m?umwmmmmn
out umt.yn prolonged breakhrough biceding,
nteceo ay Fpathology h exchded, e ora
chrangs i another formukation may sove e probiesri n e event of amencmhea,
mm&nﬁuh&mmmmﬂm«
PRECAUTYNG:
1 MMNMMﬁMMMMW
HIV infection (AIDS) and ol cexially rancmiited dioaies.
2 Paysical Exonslecation ad Follow-Ur & & good medical practics for all women
1 eve arvual hestory and physical examiralions, kchuding women using 0Cs, The
physical xamartion, howswer, may be defemed untl afier inittation of OCs if

NawamtorsofOCagmtsshuuldbestamdm v g the lowest
do: of estrogen which produces saisfactory resulfs for the patient.
@, Persistence of risk of vascular disease: Thers are two studies which have
sfmmpersstsnoeofrlskofmhrdheasei«mmdomhamdyhh
United States, the risk of developing myocardtal infarction after discontiouing (0Cs
Derﬂsisloratlaastsyeamlorwmmm49yearsvmrmmmsﬁ15uma
years, but this increased risk wag not demnonstrated in other aga groups. In anather
study in Great Britain, the risk of developing cerebrovastcutar diseate persisted for at
least & years after discontinuation of OCs, afthough excess risk was very small
r, both studles were performed with OC formutat ning 50 mog or
hlghefofmogen ;
z&mmmmmnmecmmmmmmmmmm

undagnosed, persistent abnommal vaginal bleeding, approprial

res should be conducted 1o e out malignancy. Wamen with 4 strong famdy history

of breast cancer arwho b with particutar care.

3 Lipid Disrders: Women wwmmnmmmm-

wamvmmnmoamwwmmmam

may rener the control of typeriipidénniss mire

4.meﬂhmmnwmmmmgmhdmgs the
shaukd be ol Sheroid may be poorly metabolzed in

patients with impaired iver function.

mmmhmmmm
OVERDOSAEF: Serius B effocts have not been reported following anide ingestion
of kwge: doses of OCs by young children. Overdsage ety cause nausea, and
‘wilhdrawal bleeding may oo in kemaks

HOW SUPPLIED; Estrostap 21 & avalatie in di each contaring 21 white
tablet=. The frst five tablets each contaln 1 mg of norethindrone acatate and
20 meg of ethiogd lol; the next seven square tablets each contain 1 myg of
mmusmmaonmmmwamd the |t ine round tablets each
contain 1 mg of norethindrone acetate and 35 mcg of ethiny! estradiol. Avaliabie in
baes of fve Fe is avallahle in

dspermes.
white tabletz. The first five mwmmm1 g of norethindrone acetaie
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