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This &aft guidance, when finajized,‘$% rqq?nt the ‘Food and ,Dmg A~s~~o~~~ (FDA’s) current 
thinking on- this topic. It does jnot create or co@kr any ti@ts for or on my pe~+son a@ does not operate to 
bind FDA or the public. You cm us6 @ ~t~~~ve qpprk 
applicable statutes and regulat$ons. 1fyq1.1 %t to discuss i~ontact ‘the FDA staff 
responsible for impletienting this gu@@ce. Eyou cannot FDA staff, call the 
appropriate number listed oi the-t& page-of 

I. INTRODIJCTION~ 

This guidance describes, in ,label~~~~~~t~ recomn%endNi ~~sc~b~-~f~~~Qn fm estrogen 
drug products that treat moderate to,Severe vasotiotor symp#xns alar rnFdeq& to severe 
symptoms of vulvar and va&xal atrbphy for new dnlg a~p~~eat~~~~~~~~) and fbr supplemental 
new drug applications (Sodas). It .also p~uvi$es~ labekg r~~~~~~~o~~~ for the Patient 
Information leaflet.. For other ~~~~~o~~~~~~~h as~prevention of ~o~e~~~a~sal osteoporosis, 
manufacturers should contact, the .~ro~~~e review c&&ion ili t$z ~~~~ &New Dogs 
(OND), Center for Drug Eva~~at~o~ ~d~~~~se~h (CDER)? 

For abbreviated new drug appl~c~~~?~s ( ), ~fferenc~ beady ~~‘p~es~~b~g 
information for the refere&e @ted .$lrVg e prescritiing ~f~~?~~~ f& the product covered 
by the ANDA may exist, Time di$$erences may include thrr e~~~~~~ d&W, fo~~a~o~, 
bioavailability, pharmacokjmkics, or orni@ioti of an iudi~ati~? tir ~th$r of prescribing 
information protected by pitent or chorded exklusivity wder s&Siun 5 )(S)@) of the Federal 
Food, Drug, and Cosmetic Act. - 

A draft of this guidance was first ~~s~~d.~ October 1898 (63~ ~~~~~39~~.~ revised in 
September 1999.(64 FR 52100); Howeyer, OM S-aptembeslrD, 2$@2, tie- cy withdrew the - _ - - * 

39 drafi~guidance (67 FR 57432) pen co~~idera~on of she resui$s ~orn~~~ Natiorsal Institutes of 

’ This guidance has been prepared by &: Bivisio~ qf Rcpradwtive and Urcdogk pit;, B t#@ Gsmr for Dl-% 
Evaluation and Researkh (CDER) .at tb4 l?@d md Drug Administration. 

’ Drugs for the prevention or tre@ment ?~~os~~~pa~i osteoporosis are reuie4 by t%e Divisionof Metabolism 
and Endocrinology Products, OND, .X3X%.. 
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~~~~~~~~~?~~~~d~~~ At&o Dpa$ _ ~~~~~~ &@ienp 

Health (NIH) Women’s Heal& brave (WHn) trial? A third ^ 
on February 3,2003 (63 FR 5300) ‘rn~o~o~~g the resul;ts of 
clinical trial. The fourth draft of~~~~~~~e.~as ,&sued 
incorporating the results of fbe NEH W~~~~s ~e~th,~i~ 
revised draft of this guidance, in~o~orat~g %h~ results of the :??I&# 
is being made available for connx~eti~.~~~ 

FDA’s guidance documents, inek 
responsibilities. Instead, .gui@nc 
be viewed only’as recommend 
cited. The use of the word s&x&8 ~~Ag~~~.~~~ce 
recommended, but not requ%ed. 

3 The results of the NM Women”; HeaXt$ Q&iative ostrog+ plus progwtin clinkal tid,were report+ in the Journal 
of the American Medical Association, 2002;2@k321-333. \ 
* The results of the MI-I Women% Health ,$&iatiw Memary Study estrogen pbs p~~~s~ cikical ,%&al were 
reported in the Journal of the American jGl’edica1 Association, 2003; 2~9;2~~~-~~62. 

’ The results of the NM Women% Health #&ia$ive estrogen-alone ctinicai trial were Fepwkd irk&e Jounzal ofthe 
American Medical Association, Ib34; 291:$701-1!12. 

6 The results of the NM Women’s Realtb &itiati’v~ Men&y Study estrogen#me c&.&d trial were reported in the 
Journal of the American Medical A+wci&m, 2094; 291:2947-2958. 
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Closi clinical surveillan 
measures, includin 
(2), should be un~ertqken ti> mfe q+ 
recurring abnormal vaginal, bl~d~g. 
results in a different endoqetri 
doses$FJ. (See WARNDKX& 

Estrogens with or withqut progestim sho@l not be used for %be ~~ev~~~ of.c~diovascular 
disease or dementia. (See ~~ENGS,-Csrdiwascular,disordbers,and!l)emegti~.) 

The Women% Healt& Initi&ive (W st@y reported 
thrombosis in postmenopa$Sal w @@to 79 years of age”) diring.6. 
oral conjugated estrogens~(CE 01625 n-q& &me per $ay, rel$iye td PI 
STUDIES and WAI&IN&G, C~~~~v~~~~~~ d~s?~d~~s,.~ 
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Endogenous estrogens are large 
female reproductive system and 
exist in a dynamic equihbrium of 
intracellular human estro&$. and 
estriol, at the receptor 1eveE. 

. 
The primary source of estrogen &I ~o~a~~~ oy#ng adult.~~~~~ 
secretes 70 to 500 mqg of estradiol ‘aai$y,, ~e~~~~ on the ~~a~: 
menopause, most endogenous estr~n is ~;~rod~~~d by ~ouv~~s~~. of 
by the adrenal cortex, to estrone ~,~~~e~~~~a~ tissues. Thus; es@oke. 
form, e&one sulfate, are the most abundas”t eir’eulating ~s~~g~s,~ ,~os~~~~au~~ women. 

Estrogens act through binqng to ~&&a-r 
estrogen receptors have.been -~de&fkd. 

Circulating estrogens modulate ~~p~~~ secretiona% the 
(LH) and follicle stimulating ho~~~~.~F~~)~ t&ough a’ n~~~~~~~~~~ 
Estrogens act to reduce the elevate@ leve!s of t&se hwmone 

A. Absorption 

1. The rate and extent of abs~~tion (e.g+,C&%, I’*, GVB, A~~~,~~~~a~~ index, a& 
parent/metabolite ratio) g~~er~t~ dung’ the clinical ,~~~a~ 
biopharmaceutical studies. 

2. Dose pruportionality data fk ~the p!uposed dosing range. 

3. The effect of food on the b~oav~3abil~~ of the product in q~~t~u~. 

. ,. 4 . 



the eve&that baseline adjust& Eev@ls are more appropri 
indicated. 

148 
149 Iftheproduet in question is a trans#erm$ de&v&& syst@& we re~~~~ 
I50 following information: 
151 
152 1. The rate and,extent of ab$o&tion fe.& &, T ma3 C&g%’ &JC, ~~u~~~o~ index, and 
153 
154 

parentimetabolite ratio) generated &n&g the~clinical~~~~~~ 
biophaimaceutical. studies; a 

155 
156 2, Data for all the anatomic&l ~pl~~~uu sites that wilz’be pr$iosed the presctibing 
157 information. 1 
158 
159 3. Dose proportionality data@r the proposed dosin$ range. 
160 
161 4. Tables and figures, in&d@ basehne unadjtisted ~~~~~$~~~~s~~~~~, .~d.rne~b~lit~. In 
162 the event that baseline adjtisted levkls :are,more appropriate2 thk ~~~,shon~d be clearly 
163 indicated, 
164 
165 5. The nominal mean in viva- ~liv~~‘~~e. ‘, 
166 
67 If the- product in question is a top&@ &for vag~nrarudrni~i~~~~ or ad&i&ati%n 
68 to anather site and the estrogen is avail&& we ~e~a~~~~d ~~~~~~d~~ the following 

I- 169 informt$ion: 
170 
171 1. The rate and extent of absorption (~;;g~., Cm,, Tma, Ca 
172 parentimetabohte ratio) g~~~~t~d~~g the cEi&c& p 
173 biopharmaceutical studies. : 
174 
175 2. Data for all the anatomical a~~l~c~~~ sites that wWbe ~r~~~ed the prescribing 
176 information (except for vq 
177 
178 3. Dose proportionality datafor t& ~~~~ed dos rmge; 1 
179 
180 4. Tables and figures, ~in~l~di~g basehnk unadjusted levels ~f~s~a~~l,~ metaboiites. In 
181 the w&t that baseline ad$&ed tev~ls are more ~pp~~~~t~, ~a~‘~~t. shcm~d be clearly 
182 indicated. _ 
I83 
184 lf the product in question is a topical or iz dosq~e fixq ta be? a~~~~i~ered vaginally 
185 1 and the estrogen is not syste&ka& a rec~~‘~e~d siat~n~~‘~~~~ &arlyL 
186 
187 B. Distribution 
188 
189 The distribution of exogenous estrogens issimifar to that of endive ~trogens. Estrogens 
190 are widely distributed in the body +d w erally found in hi ix@ s in die sex 
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c. Metabolism 

Exogenous estrogens are metaboh@d in the same manner’as ‘~~~~~~ 
estrogens exist in a dynamic e~~~~~~~ ofmetahohc interconver 
take place mainly in the liver. Es$r$dio! is converted reversibly to. 
converted to estriol, which is the m$jor ~~~rnet~bol~~e~ ~s~~g~~~~~~~ &de&r &ter*atic 
recirculation via sulfate and gluc~~~~de ~nj~~a~ion in the Sivec,, 
into the intestine, and hydrolysis inthe u&&me followed By reabs 
women, a significant proportion of&e c~~~la~g estrogens exist ats-su 
especially estrone sulfate, which serves a& a circ&Ug ieservoir’ 
estrogens. > _ : 

D. Excretion 
’ 

Estradiol, e&one, and estrkl are excreted.in the urine along ‘with ,~~~~~~~~ and sulfate 
conjugates, 

216 1 
217 We recommend @at additi~na~?~~~~ 
2 18 clearance) be specific for t+e poodle 
219 
220 E. Special Populations 
221 
222 This section shoadd be spe$$c for khc pyduct in que@ion. 
223 
224 F. Drug Interactions 
225 

(. 

226 We recommend including the fo~~~~~~g i~~~~ati~~: 
227 
228 In vitro and in vivo studiesihave, shown estrogens drfz ~e~bol~z~ p~~ll,y~by c ytochrome 
229 P450 3A4 (CYP3A4). Thereforq inducers or ~~bitors of CYP3 
230 metabolism. Inducers of CYP3A4;I such ,k St.. John’s W:ort prep 
23 1 perforatum), phenobarbitali c~b~~~p~~, and $fmpm, nJay r~~~~~~,pl~~ concentrations of 
232 estrogens, possibly resulting in a dr;crease in ~era~utic..e~~c~ and/or c 
233 bleeding profile. Inhibitors of ‘C%?P3A4, such as e~omyc~; cl 
234 itraconazole, ritonavir, and, grape&@ juicler;i may increase plasma 
233 result in side effects: 
236 

6 



contains ~o~b~n~ng ~e~o~~e~a~~o~s 
Bqft - Not for ~rnp~emen~~~n 

7 This section should be spec$c for t~e~~~~~t in ~uasctii>i”i. @he g! pestion is a 
8 trmdermd delivery system, we recommeud adding ‘the f~~~~~’ ~~~adh~ion: 

239 
240 G. Adhesdon 
241 
242 Since the adhesion or lack of adhesion of t~ansde~a~ systems ta the skin 4s a critical factor 
,243 directly related to drug delivery, tb~ape~~ e$&t, and~os~~b~~ to c 
244 including in viva adhesion information on the~~r~~nt~ge of Dyson 
245 detached and replaced,du~ring thebharm ette and ~l~~~~a~ studio. 
246 should be specific far the transdermbl p n questi@a. 
247 
248 CLINICALSTUDIES 
249 
250 This section should be specific for.&he product in question and ~~~~~d inc information 
25 1 concerning the appropriate;endpoints to assess the ~~~ctive~ess~?r~t~ &&cation sought. A 
252 concise and objective description @the studies that ~rov~e~r~~~ s~~~~for eJ%ctiveness 
233 should in&de brief summa&s of the fo~~~w~ng: 
254 
255 a. Study designs 
256 b. Demographics of the intent-to-treat stud~~o~~~at~o~ 
237 C. stuayresulss 
258 

9 For the indication of treatment of&derato to severe v~o~tor syrnp~o~~ we recommend 
0 including a table of results ~n~rnbe~.an~~s~~~~ ofvasom?tor ~~t~~.~~mbined tn a single. 

table or reported in separate tab ~~~~ovid~ t~,sarn~~e siie$. the mean’ number (standard 
262 deviation (SD)) or mean severity )) of h~~~ashes per day or per week at base&e and at 
263 weeks 4 and 12 for each treatmem group, $te mean khange ($D) for num and &verity from 
264 baseline at weeks .4 and 12 for each, treatment bout, and the A%&.~rc! placebo for number 
265 1 and severity at weeks 4 and 12 far each tr~~trnen~ group. (8,9j 
266 
267 For the indication of treatment ~of moderate to severe suitor of vtdvar and vaguzal atrophy, a 
268 1 description of the study results should:be, &&m&d in the taxt.&$J 
269 
270 We recommend reporting,resu~ts f~~rn i~d~~d~~.stud~~ sep~ra~~~. 
271 
272 Women’s Health Initiat+ Stuc$$s 
273 
274 The WHI enrolled a total of 27,O~~predo~t~y heal~~~o~~~~~p~~s~ women to assess the 
275 risks and benefits of either the use of or@ conjugated es~o~~~s (CEl IOb2S m&akqe per day ) 
276 &kxx+or the use of oral con~~gate~~~s~og~~s (CE 0.625 rng~~ pks e 
277 acetate (MPA 2.5 mgj per day+ ~o~~~~~ tq placebo iq the F~ev~~ti~~~ of 
278 chronic diseases: osteooorutic ~~~~~s~~ 
279 (11). While the po~~&tiori of w&en tirlb&h harxnotie ils1*11s; afthe s%i$ kere menooausd. there 
280 were significant demomhic” d~~~~~~~c~s’~~~~~e~ them SJ the s~dv,~~~~~ of each of the 
281 horm0n.e arms are not di,reCtl~~ ~~~~~~b~e v ea& othctiG2). The ~~~~ eridpoint was the 
,282 incidence of coronary hek disease. (C~) (nonfatal myokrdial ibid a&l CRD death), wit& 
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286 
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288 
289 
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292 

Piem& VS. Plactfbo 

1 Death due to causes Other than 

293 “Adaptedfrom JAMA, 2004; 291:1’701-1712 
, 

294 b A subset of the events was comliined &:a t‘glolbal index,” d&med”as the earliest o~~~~,~~ events, invasive 
295 
296 

breast cancer, stroke, pulmonary embolism, endom&riaI cancer, colarecta! can&-, hip fi&t$eS~ur d*ath due to other 
causes 

29.7 ’ Not included in global index 
298 l Nominal confidence intervals uqadjusted for multiple .look,s and-multiple com&.rZs 
299 
300 For those outcomes included in the:WHI ,“ 1 hdex” ‘that reached stati@ iqal sije;nif’icance, the 
301 absolute excess risk per l,O,OOO women _ the grog3 ~ea~~,~~ ~r~~~ alone wq ‘12 
302 more strokes, while the absolute I&& reduc$on per 10,OOb. wo~~~-ye~ &a.$6 fewer hip 
303 fractures. The absolqte excess riskjaf eve&& included in the “global ~de~‘~‘~ a nonsignificant 
304 2 events per 10,000 womec-years. of all- 
305 cause mortality. (See BO-D W 
306 
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CHD events 
Nonfat& MI 
CHZ, death 

the events above I 1’: -1 I 
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more PEs, and 8 more 

Women3 Health Initiative Memky Study 

The estrogen-alone WH&@, a su&$udy afthe w)u study,~~~~l~~.2,~~3,~ed~~~y hea&hy 
QJQpstmenopausaI women. 65 yqars of e ‘and older ~4~~~~~~~t -were -63 to .69 years, 36 
percent were 70 to 74 year@, and 39 per++t ~tm 75 years of age ~d”~~d~~ jr, evaluate the 
effects of conjugated estrogens (CB 0.625 mg per dayJ on the intiidqtice &probable dementia 
(primary outcome) compared &it& ~~ac~b”~. 



38 AiRer an average foRlow-up of 5.2 ye 
39 women-years) and 19 in the pla~ebp 

340 probable dementia. The relative ,r&k.of probz+ble dementia in the, 
341 1 (95 percent confidence-interval ( 
342 these findings apply to youn 
343 WA&NINGS, Dementia, an 
344 ‘/ 
345 1 Tbe estrogen plus progestin W~~.s~~~~dy emolled 4,532”pred 

postmenopausal women .65.-yea.r$ &age and older (47 
percent were 70 to 74 years, and !l$ per&&t were 75 

percent w&e 

effects of conjugated estrogens (CR 0.625 m 
2.5. mg per davJ on the incfdence ~of probable demeiitia 
placebo. I ~ 

346 
347 
348 
349 
330 
331 
352 
333 
354 
355 
356 
357 
358 
359 
360 
“36 1 
362 
363 
364 
365 
366 
367 
368 
369 
370 

After an average follow-up of4 years, 4~,wome~ in 
women-years) and 2 1 in the plasebo group (22 per 1 ~,~O”w~me 
probable dementia. The rdative risk of ~~~b~~le dememia in the. 
2.05 (95 percent Cl, 1.2 l-3.48) eor@pare& to pladebo. 
apparent in the first year af treat&.&. lt is ui&n~wn 
postmenopausal women. (See ~BGXED ~~~, 
PR&CAUTIUl%, G&at& Use,? 

INDICATIQNS AN&USAGE ’ . _ 

(Trade Name) is indicated in 

2. Treatment of moderate to severe ~~pt~m~ ofvulvar and vsg@al a@&phy ;aSsociated with 
menopause. whenpres soldy for the ~~a~~t bfs I&S @i&m and 

371 1 vaginal atrophy, lo~l,.~2~~~“vag~al products shot&$ be ~~~~i~~~~ 
372 . 
373 CONTRAINDK’ATIONS 
374 
375 (Trade Name) should not be used in women wi‘thany ofthe Fo’ollo 
376 
377 1. Undiagnosed abnormal genital bleeding. 
378 
379 1 2. Known, suspected, ‘or history of cancer of the breast. ~ 
380 
381 3. Known or suspected estrogen-d dent neoplasia. 
382 

%383 4. Active deep vein thrombosis, pulmonary embolism, or ~~5~~ of condihls. 
” 384 
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391 
392 
393 
394 
395 1 
396 
397 
398 
399 
400 
401 
402 
403 
404 
405 I 
4Q6 

409 
410 
41f 
412 
413 
414 
415 
416 
417 
418 
419 
420 
421 
422 
423 
424 
425 
-426 
427 
428 
429 

I, ‘430 

387 
388 6. 
389 
390 7. 

Active or recent (e.g., within the’p year) arterial ~?rnb~rnb~~~~ disease (e.g., stroke, 
myocardial infarction). .^ 

Liver dysfunction or disease. 

Known hypersensitivityto in~~~~~,of (trade Name), 

8. Known or suspected, pregngcpf. e isno indication fo~~:(~~e $&me). in pregnancy. 
There appears to be little or no increased risk of b~~,def~:~ in c to wmnen 
who have used estrogens ,and ~og~~~ from oral ~on~ace~t~~~~ 
early pregnancy._-(See &UT&AU ns*j 

WARNINGS 

See BOXED WARNINGS. 

1. Cardiovascular ditiorders 

Estrogen and estrogenfproge riskof 
cardiovascular events such as enous thrombosis and 
pulmonary embolism (venous 

’ 
i Sh&gd :any-of these acxur or ‘be 

suspected, estrogens should be d~s~~~~~u~d i~e~at~ly. 

Risk factors for arterial va.qulardisease (e.g.,, h~e~e~sion, ~~~~~s,~e~~~~ tobacco use, 
hypercholesterolemia, and obesiv) &xl/or venous ~ornbo~~~~~~rn (e;gGr personal history or 
family history of VTE, obesity$ a$! syste;rric lupus er~h~rn~t~s~~~ shoulit be m&naged 
appropriately. 

In the WHI estrogen-alone ,subs 
receiving CE compared to plsc 
was observed in year 1 an< per 

an .i&reased risk of stroke 
4 ve$us 32 per 

(See.CLIqLC 

In the CEMPA substudy o{ the, W 

women rec%iving CR.fMPA~ 
3mmerbyiars). ,J%e increase in rr 

and persisted. (See CLlcN1CA.L ~T~~~~.) 

In postmenopausal women wi~.d?~urn~~ted heart disese (n= 2,763,. .7 years), a 
controlled clinical trial of second* prevention of c~~ov~c~~ &se 
Estrogetirogestin Replacement ‘S~dy~~RS~) treatment with ;A ~~~62~~2.~~ per 

12 
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456 
457 
458 
459 
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462 
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464 
465 
466 
467 
468 
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470 
471 
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day) demonstrated no~cardiovascular berm&. During 
treatment with CE/MPA did ~ot-~~uce.~~ overall rate Q  
women with established coronaq heart disease, There w - 
treated group than in the placebo ,group in year I,, but not 
Participation in an open lab-e1 ~~t~~i~~ ,&the original 
2,321 women, Average follow-upin ~I-IEX$ II was an a *gal 
overall. 

2J yeigss Igk&++d of 6.8 years 
Rates of CHID events we& com~ab~e ~ong.w~m~ ~;~e~~~~~~~~~~.~d the 

placebo group in HERS, HERS I& jmd overall.” 
. . 

Large doses of.estrogen (5 mg ~~~~gat~~,~s~ogen 
cancer of the prostate and breast+ b&e been shown 
increase the risk of nnfatal myo~~dial. infarction, 

In the WHI estrogen-alone sub , an increased risk of deep vein t~~~~~~ ‘wasobservod in 
women receiving CE compared to placebo {2 1 vers.us 15. per i~;~~ ~~~~y~~~* T&q increase 
in deep vein thrombosis risk was ~bse~~~d~~g the first ycaq~. ~S~~~~~~‘S~~.) 

In the CEfMPA substudy of the W&Ilstudy, s twofold greater rate, of 
venous thrombosis and ,pulmo~~‘~mb , was observed In wtim 
compared to women receiving placebo. 
ClYMPA group compared to’16per 

xatp of VI% was 34, per ~~~~~~~ 
10, women-yes in -~e,F~acebo 

VTE risk was observed during the :first year and persisted; ~~.~~~~~~~ STARS.) 

If feasible, estrogens should be, disc~n~~~d at least 4 ta 6, weeks be& 
associated with an increased risk of t~umboembQlism, or 
immobilization. 

2. Malignant neoplasms 

The use of unopposed estrogens, in ,women with intact uteri has been ~socia~,~~ an increased 
risk of endometrial cancer. The ~~o~ed,~~dome~al cancer risk ,among unopposed estrogen 
users is about 2 to 12 times greaterthan in noffwsers, a& appears ,d~p~~d~~~ on duration of 
treatment and on estrogen dose. Mcst studies show:no si~~~~~ ~~~e~~ risk assbciated with 
use of estrogens for less thsn 1 year. The eat&t risk appears ~sso~~~t~~~ith pro1 
with an increased risk of I5- to 2il&olclfor 5 to 10 years or m 
women with an intact uterus G !4>: Tlhis risk has been shown to ~~~~s~ &r‘ at leasu g t6 
after estrogen therapy is di~contin~,ed. 

15 years 

Clinical surveillance 
iprogestin combinati I **. CnrYlnllr) should:be undertaken to rule out rn~i~~cy m.dJ oases of 
undiagn&ed persistent or recurring abnormal vaginal bleat. ITher+ is no evidence that the use 
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77 

I 

of natural estrogens results in a diff$rent ~dorn~~~l risk 
equivalent estrogen dose. 

479 risk of endometrial hyp 
480 
481 b. Breast cmcer 
482 
483 The use of estrogens and progestilssby pos~rne~o~aus~ women has be 
484 1 risk of breast cancer. The andomized c~~~~~~~.~~~v 
485 this. issue is the CE/MPA study (see ~~~~. ~~~~~~ The results 
486 from observational studie s&tent with those orthe WFB elinieal trial and report 
487 no significant variation i 
488 1 doses, or routes of a~nis~tio~~~ 

abeer ~~n~,di~~~~ e~~~~s or progestins, 

489 
490 The CEMPA substudy of the WHlx.study reported an increased ~~k,~f~r~ast eance~ in women 
491. 1 who took CE/MPA for a mean fo~~~-~ of 5-d years, ~~s~~~o~, ‘~~~~5 have a& reported 
492 an increased risk for estrogen/pro&&n combination tberapy$ increased risk for 
493 estrogen-alone therapy, afGr sever@ years of use.@@ i&the 

496 appeared to return to baseline in 
&tit. the risk of breas 

50 1 In the C!E/M#PA substudy, 26 per&t of the women reported pr@ use?of ~~ogen-~~o~ and/or 
502 estrogen/progestin combination hormo Aflter ‘a mew, fo~~o~-~~ of 5.6 years during 
503 the chnical trial, the overall, relative%is ve breast ‘doer was ‘1.24 (11)5 percent CT, X .Of - 
504 1.541, and the overall absolute &&was 41 versus 33 cases ~r”l~,~~ womb-yes, for 
505 CE/MPA compared with placebo, -Among women who r~o~~~-,~~~r ~~,.o~h~~one therapy, 
506 1 the relative risk,of invasiveb 1.86 022 and~the djsol 
507 cases per 10,000 women-years dompared with ~~a~~~~. 
508 
509 I 

reported no prior use of hormene tierapyi the relative risk of inva$ke b~~~~~~~~r was 1.09 
/32:), and the absoluterisk was 4O$~sus I% cases per ~0~0~0 ~?~n-ye~~~ for CE?h@A 

510 compared with placebo. Inthe,sar@ subsidy, mvasive breast ca%re@rs were. larger and diagnosed 
5 11 1 at a more advanced stage in the CE&@A ~o~~,corn~~ ,wi%h the, ~~~~~~ group-. 
5 12 Metastatic disease was rare’with noiapparent dif%renee between the two soups. Other 
5 13 pro’gnostie factors such as histologic subtype, grades and h~~~~~ ret status did not differ 
514 between the groups. 
515 
5 16 The use of estrogen plus progestm bas been reported to result -in an abbe in abnormal 
5 17 mammograms requiring further evaluation. All warnen should receive breast 
“5 18 1 examinations by a health care provider a& pe~o~.rno~~~ br~~~~ s~~f~ex~ations~~ In 
5 19 addition, mammography examinat“ons should be scheduled based en pati +kge, risk factors, 
520 and prior mammogram resufts. 
21 
,22 3. Dementia 
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526 
527 
528 
529 
530 
531 
532 
533 
534 
535 
536 
537 
538 
539 
540 
541 
542 
543 

547 . 

In the estrogen-alone Wl3I.&fS, a,~~~l~o~ of 2,947 
years Was randomized to CR or .l$aoebo, I$ the e#rogen:p 
4,532 postmenopausal, women aged65 to79 years @as ran 

In the estrogen-alone substu 
estrogen-alone group,and 19 
dementia. The reIative riskIof 
percent CI, 0.83-2.66). The,abs 
was 37 versus 25 cases per IO,0 
younger postmenopausal women.’ 
Geriatric Use.) 

After an average follow- 
2,229) and 2 1 women in 
probable dementia. The relativ 
3.481, and was simifar for worn 
WHIMS. The absolute risk of 
cases per 10,000 women-years 
10,000 women-years. It kimkmwp whether these frn~~~s~~p~~~,~- 
women. (See CLINICAL STUIXIKand ~~CA~TI~~~~‘~~~~~~. Use.) 

4. Gal&ladder diseasb 

A two- to fourfold increase& the risk of gallbladder dis~ase:r~q~~~,~s 
548. 1 women receiving estrogens has bee repotied. ‘_ 
549 

s 

550 5. Hypercalcemia ’ 
551 
552 Estrogen administration may lead;to severe hypercalcemia in patients with breast:+ncer and 
553 1 bone metastases. If hypercalcemr% i()ccum, use of tke ~~sho~l~ @e s~op~~~ and appropriate 
554 measures taken to reduce ,the serum calciuin level: I-, 
555 
556 6. Visuai abnormaHties ’ 
557 
558 Retinal vascular thrombosis has beon reported in patients re~~i~~, e~~~g~~~, I%scontinue 
559 medication pending examination if $here is stiden par#ial er ete.k+s qf yision; or a sudden 
560 onset of proptosis, diplopia, or mig$aine. I$ examination llama or4x2kml vascular 
561 lesions, estrogens should be p~~~~ntly discontinued. 
562 
563 PIUXAUTIQNS 
564 
565 A. General 
566 

Addition of a pxog:estin w en a wqman has not bad a .~y~~~~~c~?~y 
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578 2, Elevated blood pressures 
579 
580 In a small number of case reports, ~b~~~~al.~~~~~es $ Wood pressure have been attributed to 
58 1 idiosyncratic reactions to estrogens; P~~bo-canftoiledclinicaI trial, a 
582 
383 

generalized effect of estrog~ens @n k$ 
mon$ored at reguhir intervals with esI.rogen use, 

en. ~4Bhm~ pr~sswe shouid be 

384 
585 3. Hypertriglyceridetia 1 
586 
587 In patients @h pree~stin~.h~~g~y~e~~emi~, lry#fbf! asSOGiSted with, 
588 elevations of pfasma ~g~y~e~d~~~~~ad~~tu pauc ~~p~~~~~u~. 
389 
590 4. 
91 
92 Estrogens may be ~oor~y,~e~~~~~~~ed in @atients with i~~?~~.~~~~r &n&on. For patients with 

593 a history-of cholestatic jau~~~e.as~~ia~~ with past iu@ ,or with &eg@3ncyP caution 
594 should,be exercised, and in the c-4 of reex&rrence, m 
595 
396 5. Eypothyroidism 
597 
598 Estrogen administration leads to in&eased ~h~oid-bin~g g~~b~l~~ : 
599 normal thyroid function can compensatp ,&x the mere&%$ T 
6(IO hormone, thus maintaining free 74 anb Isr, -serum ~o~cen~~t~o~s, 
601 dependent on thyroid hormone re~~~~~~en~ therapy wha are +so r$~iv&~ estrog@@ may 
602 require increased doses. of ,their tbyrcrid replacement therapy. These ~~t~e~ts shoutd have their 
603 thyroid fimction monitored to maintain their free thyroid‘ ~o~~~‘lev~~~ iu arr accx$tab2e range. 
604 
605 6, Fluid retention 
606 
607 Estrogens may cause someidegree ef fluid rekntion. Because of:&&, pati$@s who have 
608 conditions that might be i~u~n~~~ by th@  factor, such as >a ~~a~ ur retial dys%nction, warrant 
609 careful observation when estrogens. are prescribed. ” 
610 
611 7. Hypocakemia 
612 
6 13 Estr?gens should be used with caut$n in individuals with severe h~~~~l~e~a. 
“614 
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5 
6 

617 
618 1 
619 
620 
621 
622 
623 
624 
625 
626 
627 
628 
629 
630 
631 
632 
633 
634 
635 1 
636 

37 
38 

- 639 
640 
641 
642 
643 
644 
645 
646 1 
647 
648 
649 
650 
651 
652 
653 
654 
655 
656 . 

8. Ovarian cancer ’ .~ ,_’ 

Endometriosis may be exackrbaq ~~,~~~~s~tio~ 0%’ 
transformation of resichtal in&&s have been 
hysterectomy with estrogeti&lo 
post-hysterectomy, the additi 

10. Exacerbation of other co~~it~a~~ 

Estrogens may cause an exacerbaddn of @ma, diabetes rn~~~~~~. .? 
porphyria, systemic lupus erythem+osus, xsnd.hepatic he~~~o~ 
caution in women with “eqe ~u~d~~o~s. (. , 

B. Information for Patient-s, 

Physicians are advised to discuss the Patient ~fo~ation 1 et,wih ,~at~~~~. ibg ~~~~‘~~y 
prescribe (Trade Name). 

C. Laboratory Tests 

Estrogen administration should be.miti at the lowest d#se’a~p~~~d for the, ind&tti&~ and 
then guided by clinical response rather thanc by serum hoard h&s (e.g+ estradioi, PST-Q /3 71, 

D* Drugkboratory Test I~t~~ac~u~~ , 

657 1 
658 
659 2. 
660 

antigen and activity._0 

Increased TBG levels lead&gsto m&eased circuIati totat ~~id.~h~~une lev4sls as 
measured by prote&bkmd God&$ (PJ%), T4 levels-(by c&mm or ~a~~oi~~~o~say), 
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1 
2 

663 
664 
665 

,6-66 
667 

. 668 
669 
670 
671 
672 
673 
674 
675 
676 
677 
678 
679 

. 680 
681 
682 
683 

84 
’ 685 

686 
687 
688 
689 
690 
691 
692 
693 
694 
695 

3. 

4. 

5. 

6. 

E. 

Impaired glucose tolerance. 

’ Reduced response to rn~~a~one test. 

Long-term continuous ,dm 
without a uterus, has shown 
ovarian can~erJ$l& (See I3 

Long-term continuous. administraticxn of r&u=a~- and synt&eti~ estx+~~z~~ 2~ certain animal species 
increases the fiequencjr of carctias oftbg breast, utkrus, c~~,.~ ;: testis, and liverJ42). 

F. Pregqancy 
1 

(Trade Name) should not be used d&kg @ reg$n~y. (See CON 

G. Nursing Mothers 1 

Estrogen administration to nursing @ot@x+has been sho~~“to &rw qumtity and qua&y 
of the milk. Detect&Se amounts ~f~e~~og~~s iigve tiea ~~~ti~~~~ $@ &ilk ofxnothr~ 

696 ] receiving estroav Caution sha$d be exercised w&n fT&k Sb&m~) is .a~ist~~ 
697 to a nursing woman. 
698 
699 H. Pediatric Use 
700 
701 Complete as appropriate in cr-ccordgxe M&h 2hYR ~O~.~~~(~~. 
702 
703 16 Geriatric Use 
704 
705 Complete as appropriate in accon&mce w&h ?I CER ~~~.~~~(~~~. 
7U6 
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‘~a~t~~~s Na ~~~eca~~~d~~~s :_ 
: 

7 Of the total number of subjects intbe es en-alone SU~§~dY c#he. studs $6~perc@ (a = 
$1~3 7,l percent (n = 7 
a @igig relative risk 

710 less than 75 years of age compared.to women 75 years a@ ~~~~r~, ;’ \ 
711 
712 In the estrogen-alone substudy 
713 1 aged 65 to 79 years, was randcmi 
714 

1 
estrogen-alone group, after an av~T~ge fbRow+p of 5.2 

7 15 placebo) of probable dementia w$s, 1.49, (95 percent Cl, 
716 
7 17 Of the total number of subjects in. the 
7 18 percent (n = 7,320) were 65 years and- 
7 19 older. There was a higher relative: r$sk 
720 1 cancer in women 75 and older” corq 
721 _ 
722 In the estrogen plus progestin subst$dy of 
723 
724 I 

women, aged 65 to 70 years, wasr~do 
plus medroxyprogesterone &et&e (Jap 

725 progestin group, after an average fojlo 
726 placebo) of probable dementia was 2B5 (93 percent Cl, 1.2 1-3,#$ 
727 
728 Pooling the events in women receiving CE or CEINPA in corn~~s~~ to 
729 placebo, the overall relative risk ~~~r~bab~~ dementia was I. 

30 Since both substudies were ~co~du~~~ in women aged 65 to, 
731 these fmdings apply to younger po~~en~~~ns~ women (See 
732 WARNINGS, Dementia.)‘. : 
733 
734 ADVERSE REACTIONS 
735 
736 See BOXED WARNINGS, W 
737 
738 This section should be revised to state the ng w&jz incl~di~g~~~ 4$g@mmaent 
739 emergent adverse events r~g~rd~~~~~o~d~g re~ut~ons~~ rqx@ted w ~fre~~~ afgreder than 
740 or equal to 5percent Mrith Trade h4zrne* 
741 
742 Because clinical trials are conducte8- under widely varying c~n~~on~,.~d 
743 observed in the clinical trials of a.d&g &&rot be directly eorn~~~ 
744 of another drug and may not r~~~~~~he~~t~s observed ~~~p~~~~., 
745 information from clinical trials does, however; provide a-be&-for ~d~~t~~~~. the adverse events 
746 that appear to be related to drug u&i and for ~ppr~~rna~g rat%, ’ 
747 
748 We recommend including the followirqp 
749 
750 The following additional adverse reactions have been reported with estrogen andi’or progestin 
751 therapy. 
752 P 753 1, Genitourinary system 
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Changes in vaginal bleeding patterq and a~~~~ wi~~a~~‘b~~d~g or ow; brea~o~ 
bleeding; spottmg; dysmenorrhea,, mcrease ti -size of uterine ~~i~~y~~~~~ incidence 
ofvaginitisJ$& mcluding~vagin~l &ndi&&s; change8 .in alit ofxxWi$&: secretion; &a&es 
in ceryical ectropion; ovarian canFee es~ in tbe xisk o~~~d~rn~~~~ erp@sia&$ 
endometrial cancer&Q). 

760 
761 
762 
763 
764 
765 
766 
767 
768 
769 
770 
771 
772 
773 
774 
77s 
776 

77 
778 
779 
780 
781 
782 
783 
784 
785 
786 
787 
788 
789 
790 
791 
792 
793 
794 
795 
796 
797 
798 

2. Breasgs 

Tenderness, emargement, pGn, nipple discjharge, galactorrhea; ~~~c~~~o~.b~e~t changes; breast 
cancer. 

3. Cardiwascular 

Deep and superficial venous t~o~~~~i~;. ~~lrno~~ embolism; ~~~ 
infarction; stroke; increase in b~ood,~pres~~. 

qbitis; myocardid 

4. Gastrointestinal 

Nausea, vomiting; abdominal brains, bloat~g;,cholr?s~ticjauird~~~~ ~~~s~, mcidenoe of 
gallbladder disease; pancrerititis, e~~~g~rn~t of hepa& be~~~~~. 

5. skin - 

Chloasma or melasma that may persist v&en drug’& dis~o~~~~~; ,e~e~a m&iforme; 
erythema nodosum; hemoirhagic eru~tion;h3ss of.sCaXp hair; ‘~~~~~~ pr&us, rash. 

6. Eyes 

Retinal vascuhu thrombosis, intofer&e.to contact lenses. 

7. Central nervous system : 

Headache; migraine; dizziness; me&tal ~~~r~ssion~ chore; n~~~~s~~~; ~m~&d disturbances; 
irritability; exacerbation of epilepsyP denxontia. 

8. Miscellaneous 

Increase or decrease in weight; redqeed c ohydrate ~~~~e; a~~~~a~~~ of porphyria; 
edema; arthalgias; leg cramps; changes m.Jjbido; ~~a,~~~~~e~ 1 
anaphylactoidlanaplylactic reactions; bypo-calcemia; exaCerbat& ef asthma; increased 
triglycerides&@’ 

0VEXDOSAGE 



i ,  

9  
’ J O  

8 0 1  
8 0 2  
8 0 3  
8 0 4  
8 0 5  
8 0 6  
8 0 7  
8 0 8  
8 0 9  
8 1 0  
8 1 1  
8 1 2  I 
8 1 3  
8 1 4  
8 1 5  1  
8 1 6  
8 1 7  
8 1 8  
8 1 9  
8 2 0  
2 1  I 

J22  
8 2 3  
8 2 4  
8 2 5  1  
8 2 6  
8 2 7  
8 2 8  
8 2 9  
8 3 0  
8 3 1  I 
8 3 2  
8 3 3  
8 3 4  
8 3 5  
8 3 6  
8 3 7  
8 3 8  
8 3 9  
8 4 0  

For  p roduc ts with m u lt iple doses : 

T h e  lowes t e ffec tive  d o s e  o f ( T ~ ~ ~ - N a ~ ~ ~ , has  n u t b e e n  

H U W  S U P P L IE D  

2 3  



a43 
a44 
a45 
846 
a47 
a48 
a49 
850 
851 
852 
a53 
a54 
a55 
1356 
a57 
858 
a59 
860 
861 
862 

865 
866, 
867 
868 
869 
870 
a71 
a72 
a73 
a74 
a75 
876 
877 
878 
879 
a80 
881 
a82 
883 
$84 
885 

__ f336 

Read this. Patient InfomxttiOn~ leqfl 
each time you. refill,(Trade vame}. - 
take the place of W&g to your 
treatment. 4 

WHATISTHE 

Estrogens increase the cha.nce,of a$ting 

Report any unusual ,vaginal bleed&& rigI& 
bleeding after menopause may be: a \warn 
care provider should dheck &y”.um,tsual v 

Do not use estrogqns with or M&out progestins to preve~$ ~~~“d~~~~e, ,heart att&$, or 
strokes. 

strokes,- breast cancer, and blood cl&ts;.&ZJ 

0 Do not use estrogens with or wisllkoqt pragestins to~prev& 

Usitig estrogens wifh or ~without prdgestink may inereasq your I&$ oZ ~~~~~a~ 

You and your health care provider -~o~~d~~ reg&@ly 
ti-(Trade ‘Name). 

What is (Trade Name)? : 

(Trade Name) is a medicine that ~u~t~i~s’~s~og~~ hormones. 

What is (Trade Name) ased for? 

We recommelid in&ding qnEy approved fpdicatians. 
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‘_ 

887 (Trade Name) is used afker renovate to: _ ,’ 
8 
9 l Reduce muderate to $&re ‘b~~“*~~b~ 

^’ ‘. _ 
‘_ 

890 _ 
891 Estrogens are hormopes rn?“~ by a~~om~?s ovaries6 T&uw&%% ~~~~y stop mking 
892 estrogens when a woman is betwem 45 to 55 years c&%. 
893 levels causes the “clknge ofili-fe)t or menopause (the end 
894 Sometimes, both ovqries a& :rern~v#I durikg..an op$r@ 
895 takes place. The sudden dro@~in estrogen levels causks 
896 
897 
898 
899 
900 
901 
902 I 
903 
904 
905 I 

* Treat moderate to ~ey@e dx 
vagiaa$!& 

906 
907 You and your health car+! p~~~d~~,sb~~d talk r&ularly 
908 treatment .wit& (Trade ~anG$ to :cc$rol these pr6blem.k 

09 I treat your dryness, itching z&d 
10 health care provider about ~rhe 

911 
912 Who should not take (Trqdle~NameJ? 913 ‘ 

Do not start taking (Trade Name] if you: 914 
915 ,- 
916 0 Have unusu~ pag$ha& b~~~~~g 
917 
918 0 Ctirrently havb or hav;e ha* mrtain cancers 
919 
920 
921 

1 922 
923 
924 *ISad a stroke or heart &tack i@.the past year 
925 
926 
927 
928 0 Currently have or h#e had&w problem& 
929 
930 

Estrogens may incxease tbqchance,‘of getting ce@.i~ ‘t@es. of+a?~~ , ~f+fing c=mr of 
the breast or uterus; If you’:have ‘or’have had can’cer; t@ ~~.y~~ beaft$~ ‘care pmvUer 
about whether you should t&e (T#de N&u@$* 

, 

*Currently have or havebad blwd, c&s 

931 
932 See the end of this;leafl:et for a l&of @z,redienB irk [‘R&de ~~~~. 
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e Think you may be preg~@t 
935 
936 Tell your health care provider: 
937 
938 0 If you am brqstfwdirr 
939 
940 The hormone in (Trade N.am$ ca~~psass into HOW milk. 
941 
942 . About all a-f your medjeal pr 
943 
944 
945 
946 
947 1 
948 
949 . About al3 the rxmdMm~ you take . 
950 
951 This includes prescription aqd n~~~sc~~tiun ~~~~~~~~~ 
952 supplements. Some inedic~n~s may-affe@ bow (Trade Wm$ , (Trade Name) my 
953 also affect how yogi other ~~di~~~~ work. 

l If you are‘ going to hay9 surgqry or w@ be on b.ed r& 

957 You may need-to stcjp @king estrogWs. 
958 
959 What are the ihgredfents in ~T~~~~,~~~ 
960 
961 We recommend providing 4 list uf~#l adi@ and-nonactive i~g~~~~~~s~ 
962 
963 How should I take-(Trade P&m&)? 
964 
965 We recommerzdproviding instrug@ms cm h&v to take ~T~~d~,~~~~. ~~~r~~ Name) comes in 
966 several streng$hs, ink&de #I. 
967 
968 -&&art at the ‘lowest dose,aqd talk 6 you health care pr~vkh a~~~$ b;ow:well~ that dose is 
969 working for your 
970 
971 G&A.’ Estrogens should be used :at~ the :lo%est dose po!sibX 
972 needed. (Sponsors whose. ~i~i~a~deve~~~~e~t pro 
973 effective dose are recotie-nded t& ix@ud& T$e ,lo~ 
974 has not been detexqined. You a~$ you: health care p 
975 
976 
977 x ‘978 



9 What are the pssibIe bide effects ti e 
0 

981 Less common but serious sJde effects 
982 
983 9 Breast cancer : 
984 0 Cancer of the uterus 
985 0 Stroke 

Heart attack 1 936 * 
* Blood cl&s, 937 

988 * Dementiam ‘) 
Gallbladder d&ease 989 * 

990 1 0 Ovarian,cancer&$Q 
991 
992 Some of the warning signs :of seriqus s&l? @fct;@s fnclude: 
993 
994 l Breast lumps 
995 * Unusual vaginal b~~~di~g 1 
996 . Dkziuess and -f$ntness 
997 
998 
999 

00 
01 

1002 
1003 
1004 
1005 
1006 
1007 
1008 
1009 
1010 
1011 
1012 
1013 

o Changes in spe&h 
0 Severe headaches 
l Chest paia- 
e Shortness of breath 
0 P&sin your legs 
* Changes fgvision ’ 
* vomiting 

_ 

) 

Call your health care provider right :away ‘if you get any s>f these. xv-kg, $gns, or any other 
unusual symptom that concerns ypxq 

Common side effects inclide: 

0 Headache 
l Breast pain 
o Irregular vagi@ blteefiing or spotti-ag 
o Stornac~abdo~~~-~~arn~s~ bloat&g 

1014 * Nausea and vo~iti’~g 
1015 1 0 Hair lossa 
11016 
1017 Other side effects include: 
1018 
1019 1 l High blood pressure , 
1020 a Liver problems 
1021 0 High blodd sugar 
022 l Fluid retention 

i 1023 o Enlargement of benl& tumors of;theuterns ~~~~~ids~~ 



I-026 
1027 
1028 
1029 
1030 
1031 
1032 
1033 
1034 
1035 
1036 
1037 
1038 
11)39 
1040 
1041 
1042 
1043 
1044 
1045 

46 
h- 347 

1048 
1049 
1050 
1051 
1052 
1053 
1054 
105s 
1056 
1057 
1058 

0 Vagind yeast infectiora 

These are not all the possible side, effects ofCrrade “Name). For more in ask your 
health care provider or, pharmacist. 

What can I do to owee -my chances of a serious side effect ,~~~.~~~~d~,~arn~~? 

Talk with your health care provider regular& about whether you ~~o~~~ ~,o~~e taking (Trade. 
Name). If you have a uterus8 talk to your health care provider alb 
progestin is right for you. Iri gene%& the addition of a ~roges~ 
with a uterus to reduce the chance of of the uterils,. Bee YQ~“~~~ care provider 
right away if you get vaginaI bleeding (Trade Nail ~Hii&p:q breast exam and 
mammogram (breast X-ray), every, yeti L&&S your he&h car&psa ma otherwise. If 
members of your family have had breast c&xxr or if you have ever 
abnormal mammogram, you may need to h~~~~~ast exams rnq 
pressure, high cholesterol “(fat in ~~,~lo~~~ diabetes, are ov ” 
may have a higher chance of getting; heart disease. Ask your b&&h for ways 30 
lower your chance of getting he~!~~s~se~ 

Have an annual gynecologfc exam: 

General’information about safe aad eff@$ve use af ~~~ad~~~~~~ 

Medicines are sometimes prescribed for conditions that are not ~e~t,~~~,~~ patics& information 
leaflets. Do not take (TradeName) for con&ions for which 11 
(Trade Name) to other people, even ;if they have t&e same symp 
them. 

Keep (Trade Name) out of the re%ch of E 

This leaflet provides a summaryof the most spent ~o~~~i~~. ,Name). If you 
would like more information,, talk’ with your health care gruvi&i or You am ask for 
information about (Trade Name) that is ,written for health profes~i~~~l~. “If”;ozlt c&r <get more 
information by calling the toll-free number (iz@ mmber here); 


