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E.strio —-—-(ne of three es logeils prod ooad by he female ho mu ii
— -is icc-i 05cr fled by 10. ,tflcure pi oviue ad com,pouiid -

ed by p ia rinacists for decades. Its use is accepted in’ a I 5) state
boards of pila i macy the 1. tired States Pharicacopeial (Dor-ve ii [inn,
Inc. (U SP anti the Phat-n’ acv Cornpound’ng Acaedii noon Butri tp’ s-uc .iauasl,ia’I[ asSO%,ifnotrioreofal,
Cu It go; ccl 0r I in-c p
dons cot’ :1 in esrri ol

Tnjariuary 2008, the ES. Fooo
and Drug Ad-:iinistradon (FDA)
aonm’:cc-.2 rIo,: t vooh’ “hut;’’ tic
coitip000rii rd hormones tha
conta] i estri cit - - Ph, s a it no it lice, nec t
was cimade in die forni of a press
conferem, cc and a series of warning
ctters se-is horn the FDA to sin en

coinpoc ichir-g phaainacics.I he
i-u-C;: c-n::-r recoils igaws: eslit’
we ‘e req’.i este d in a Ut! ZOO. (it lairs
falen itt 2005 by Wyeth Pharns a —

celtic’’; .---‘

Omt’l(1*O-l Ucts.

If dcc F;)’a action is aP-’wcd to Sn iJ,it 0”; force i’cIlidr;t
of tit OaSu.i I of women o,: Of med ci- ii iii s a, U - ir heehh C-;:;
pt-i rvmde:’n r.. cc prescribed i - the r—--atcd f [ccl; fleEt -t’c or ocal reason- hi its press cunfcre:ice amlnouatc it tg iS is ned ni, the PDAad,’si: ted “flIt [itS ;iCUflflS it-crc 001 p.tiiiimiteif )V fly adtt’rsic cc--n.heal di issue associated with est ri a, or was the age’ icy’ evn aw a.oi arty sun I events or isst, es

While estrinl is not a component of an FDA-appi cmved damp, isshoes ri fly- tIthe chjt’ce-isi :s olati ap:u:oc-ed drug, as
It has a long—standing US)’ monograph
it has been used successfolly and without pi ciblemos lot decade-s

• its compounding is allowed by every state board of phat-mnacy
• it is approved and widely available iii Funipean and tither countries
• it is a component of a drug now undergoing Phase F F/IT] cli nit-al

(huoptess -LS I ecogiiized ton’ cnopouideu Ilenicatuolis I

cm) ni am active ingredients with a I SI’ monograpi i, el-en if t [icyat e ii’) cii nip “lien ts of in FDA - appr veil dnag. In add ii ion, sta I‘‘“an’s of pharrnat[y, LSP standnm-ds, and guidelines for c:onupound—tug ac-croci tam on di rough rite i’( ‘-AR all permit the use of estrioL
- Fhci e does not appear to be a precedent for removing ft Ott’the market a limp ngrcdient that has a USP monograph absenrspeci tic advet se c’-eors anti [tealtit concerns. As such,

lion appears to lie directly related iii Wyeth’s petim tan to eliminate
alt ‘iou, fir it:-, jircdi cts.

H,, -TM PHAt’- - -- UTICALS’Ih-V-LVMENT
( ira iei a Pet ii k ni _4gaim icr (.w, pot in (!e< I Iii aria i )ia CS

- :, -- ‘rr’-ol iii his issno. Dii October 6,
a-.;’,

-. oil st tOri;-: h•\ uV,cl5I’i,’ ii;
ihat would secerely- t’estrict tIle ,ic-ailai,ihirv of cu,mor,sicatdcit iJOimlIlilit
thugs, whit-li are1irescrihcd by licensed tm odi a) arat-tmtnmnem s am,,)
prepart-il iiy- pharmacists It) ‘fleet piltienis’ niilivitlu,il tmceilS.

In Is citizen nation:, Wyeth stated that horn (‘no drugs con, -

junta CC tv-:h t .c tic lIla— eSrOe I CS trait io it ii iefIOJs [cci, -

to p.ihli’ heath’ ant. c.saied the FDA to mace c iforceauent action
against slid: prenan [ions, Acco.-ding to t ac news websi to Phat--
r.a tic con, to” ocr,” h e s a•r.e -, th netitton cc-as .ilca, \‘y—
eth as set in g C uc’o -.‘\le:it I rate, a ineno;iausai drug, in low Euro

pean cr,’,olsies (Eston a, Cernmany,
L arc ,a, a: hi,. a ci di:, coataated,

es mel” hi act, -Vseth cal.ed
tins prude it “the Rica I therapy to -

- c c’’t-t.i Oi tOe tears -,if Cpangc.”
- h:-e-:; ‘-,;;:‘cc,- - --

record 70,000 public cuoat:te:its in
rc-sponse me the petition, aliliost all
from cc-ori,e- 1 31 :cl )i es,:ribcrs who
wanted to preserve patien Ls’ access
tim con,:icnuo;’euj l,om-riti.re tiie,a—

pet. )gnori.i’z ‘Se ‘unit’ 0, its, the
Fr)A a non aced ri ja mmafl 2008
that ft ci P reStrict conipon adeci
Nor-’ - -‘ ‘a.- r, re :- - ‘‘S’;

lor’r ci t- ‘icc;-,. Uris IS Sti’tlc -
- Wi etc :1:0 rrs 55 c -:es .tsi,eci for in c-c penito’;

n:i:emn- -avs-ao:i, - ‘210 ccorcet, iiti.;va:’sWyetia.

-; l,’c’t----’tcWeighmoq - -

f;onipunchn.-s l-).°-’
Lack of 7i-ansparency on Their Part

Wyeth has Funded a n’.mrubei of suppcisetllc’ independessi healthorg aniza rim ins, man of which have pul!ichv it tppo:-ted die toni -

pariy½ caitipaigis to restrict wonaeni acc,.-ss to altetna tives to its
luorcionc products. Soon after Vveth filed its ciii-tetm petition with
the FDA, sevea-al organizations that purport to be independent filed
public comments in support of Wyeth. In farm, though, eat-b of theseorganizations has financial and tither ties to -Vyedt. Ne.irlv all ifthe few comments filed in support of Wy-er hs petition were iron:organiaanons with significant finalic ial ties to Wycth. Unforiu—

‘ .irg.in:za-’a:’s cn-’-dstorid- a!’ USc ost tbc:r tin nt-ialties 1° the drug maker when voicing dieir stmppot I Find uutt’iorC a?ww-sc-- comm ‘otti tdumigl’ac rsurg.

- Sb; -i- Conace,cc about Alto- ‘; :
lie \‘ational Instituics oii-iealth \kimtteit’s I lealth Initiative(‘vVl TI) w;ts c-ut short in 2002 after the results shini ed that VVeilihssynthetic hormone products increased the risk ofstrnkcs, breast

cancer, heart anacks, and blood clots. According to Wyeth’s annuali-cponts, salt-s <if Prcroario—relamecl prcithitcis fell sigiuiuicanily; don ra
‘los 511 an 0 Irvin t’iti fit K 2001 Rest rcni on tie ititan toiltl help Wetb bring its sales hack to ic—Will evils

Wyeth’s f’- ‘-ro:i to P.otect Mu± :- - are
- l-J;r)j,’ is Ri, .t;r the Pr:,’c

Wct-c’ ihim,rruicc,’mn- ‘-S iIi4 it long Ii’sit’ - f: l0l’ef,aft- lie IDA. is well as utn’tg i1iC’,’i inch ,m,lcvmribcrs, mu
iestiat:t tm’Iii0iiiiai ii its iitOtmICiI hrurn,,mne ,ti,muhmtcts I’u--,uiat-ima

iimtt-ti,ano,i,tji,urii:,i oi jif, i’s—utica It unipo,,, iiig
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a-ice ri’ State Pharmacy Associations, arid i2.e . C:Ici’i Oil ‘ese if
ce, to v-’errre 1 IU ‘error tot-: ‘c’-,. C.rir’t4455

2 :ess ag t,:e .r:r.; r cy pro .;ss. ‘ic’s r(rrg cn cc: o Cl I re -
decision and emphasizing tire Ira--In that rots new policy woold do
to patients, forcing women who rely on citripounded horroocs to
d:scontint e their iroscribed trLrmeits. The l-*rei-, signed ‘,s’ the
livt pharat:tcs oreaTs.zttions, was sent on Fe nriar-y 2005, to iii
FDA and Congress.

In c-in] -March, tie FDA se:’r a r slice to pnarmicirtstical sup-.
cr5 tare g- : cm t. t : iA -- : no longt r a low tilec to

c.So ititire tS 0. O GA. n-ate, i-. :..;rA;rtli]eis wrhoot an hivesti-
gadonro \ev JrcL (f\r)) app ‘Cr tOfl. n response to this oeveli]1i—
went, TACP organized a joint ettet from die afkcted sopphers to
i.ie FDA rctgisterlr.g their strong support for cotnioundirtg ant:
oppositio:r to ne rgeneys sew testricuon tan tSttiOi

MCI’ also conducted Ineeci’igs with sni flers from key cot -
grcssiouia’ ofi ces. -corking u-tb dwi o to ii:CCo .1 congrcslio-lai
resnonse to 4 .t F3 actol’ ,. .ACP me’-; ie:s, caasrrwents, ma
sttpporuv c reinbers oft te caencrd boat until7 nave ill met wai-i
congressional representatives to communicate the ciaropouniling
Con] rrtUrr in ‘s ilosirlon or dut: estriol iss’ I e.

lAtT 0 cr0 .aiuic,i a.i ..ct.-’iit. c c4U tiaiG-J
-; csc. it-er rtA:a- -raoi;a. ‘,Cir .rjuriklaac

Patients red i’rofessionas or Ltisloituzed Can: (22C2).Ai’)ie t:’i:iII
10,000 patents, prescr;hers, and pharmacists have written letters
to Congress and the FDA urgn]g 01cm to allow continued areess
to ;arescrtbed hormone treamatats. For a comprehensive listing tin
evetything that IACP.is Currently doing to help patients, providers,
and ph:r-aTAcsts preserve access to estriol, visit sisnviacprx.orrr/
BI-l: I -c -.

APPLCAT!ON
rc p.’ at

Not long ago, the FDA adjusred its apprciich itt estdol, lea rhfeeling I : p -essure trout Congress, tier rs, -
- ‘ it nil the

pharoaaq profession. Hie FDA now asserts Uaa t tact in(iner 5 caiiprescribe coni1xntnded ustiiol hut only if they flIt art JNl) appdc a.don. I-Ion ever, tArP has a no roher of serious concert’ with this
proposa and does riot consider I NV filings to he a wot Liable solu
tion for the following reasons:

The NI) process was designed ftit ;natiofiictiired drugs and is
iiitompatflile wrth crampoutided meducatior’ , It s impossible for
prescrihers to meet the ‘ohinorloits data ret1uiI e;laei,ts kr ]N)
suhttusssrunus. Initial appiicarit]as inisi contain, lot exainjile, a
detailed irivesug:utional plan, t.inrpre!lerIsIse clininil pintot-ols;
(lana on drug coriposition, ,ruaoolactun ilrg, anti ciIntmnls tiaticol

and 9reripro——i -, order to protect its mrirPet share. Unfora;ate’y,
.0’... :cec ii-. iserc.,tc C’;atcr -:

I .1CI,i .O.U ti (a - 5Y - .pG.inis & . tCflO i

--a ‘tiicic - -nc( Nc-a-u
Accord -- a i i —4 All -t .0’! C: r zcns Aga ‘r--r Got em ;e.;t

,]orc (CA(rVa), a \.Vashingrop DC-based hinr tan,\-eth
waged a poliruca campaign to :nflucnce the F DA’s decision to keep
a generic versh u of Prei no cia off tt.e niatket. In this camp:ogr,

u assened r - r- its - ru. .cts cat-- 0 no be en :ae 17 gerci c
r jc_G.:2’. . \-aa C.- t .ne acre i sc.yi__;er,cs iL One

Can ugarcia Cs u en products c-it A not ue ‘lon rrneo mdcc uatc a
and, thereflure, that there can he rio generic copy of Premarin
because the pact-ice characieristit s of the drug cannot he crlaractec-
izcd. -Vrore CACW

Aithot2.’ ‘i-c hD rind 2 er-.rrrns nani,Cacrurcr, Vtvci1—
Acer-c, w:i ide ti.2 s-ne-ca pt:hli. ti sc:-ievc char tb’s
deci,ion “as in theEr ,esr interests, the real-v7 is soar it
di-iven by hoards of lobbyists, fraught with conflicts of in
te’e sr r:’ P -,

-- : cte”ized a : -- cs;iorah’e ‘‘ca -0’ escenc
0i 0;. r;a4-

a:-; - MY fla
Ti4: .I.ra\ p.. ;.- :Nn.

derst.-..-- i °r-u the high s’riccs and far-reaching ii nplication

Compoun sot a- - tarmac sn (. sCPi has commicteu to the tight sopresetve access to this therapt Upon the FDA’s Jantian’ 2005 an
nouricement of actions against: estriol, IACP immediately spranginto act-ioo, perforrninir a derailed lcal anaIsis of the FDA’s pokes.exposing Wycrh role in influencing tile FDA change in policy to

- — - : ... - a n]assise grassroots letter-wilting cain
pa ign Lu pet itior Congress anti the FDA to alter this policy.

As a first step, lAG? developed detailed legal arguments fbr whyestrial is a pernnssible cotnponetir of compounded medicines alit1why the Fl)A cannot prohibit the use of the term “bioidentical,”
arrotl,er attack by the FDA in estrio{ warning letters. On Fehrua,-y
5, 2008, IACP sent a detailed letter to FDA Cotnrnissioner Andrew
C. von Eschen[iach outlining these arguments and ret1uestiog a
ttueetnig to discuss the agency’s new 1ohcy IMP also provided Lite
legal arguments as a resource to all IACP--rnember pharmacies thatreceived wart tine letters from the El )A.

IACP wtirkej with the American Pharmacists Association, die
\arro,i-,ul ( asr:ilIcnil> Ph:intras:ists Association, Cue NatiortalAlli—
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thete. n.”biuidtmtical” is ni;:, and “u-sreis no credible sjeiiceto babk the claim that compounded hormones are biuloqcilly identical to the hormonesproluced by the body”3

rious I roIessionaI mediCal sor , dcfln the L i m bioidentical dS III ‘‘C it icthai the cbfn1icul structure of a horn one drug is cnn icAl IC) that of the hormone producedby the human body. hi the cases of esiradiol, estrone, estriol, nc pn;eseroiie, the term“broideritciiI ucci I ral”ly characterizes their chemical strucru re. They ecu irentical to thosefou cci in a woman’s body.

No Rioidentic&
hormone replacement therapy (RHAT)
indict has runt federal standards for

.u. appiOfl!.

iii’ t 19du I IDA ha e, )iOV(’at cast 72 hornion replaceiwi t
medicai.i ris tht’are bioider;tical
and are miarl eted as’ cli rMjflples

£ include P 09k ir m a fllclnufactc IL progeciorooc d ui., appi ovud by tNo FDA
in 1098 and marketed as binidenlical, and
EsiroGel, an estrdiol product approved
by the FDA in 2004, which is promoted as
“an FDA-approved, bioldentical estrogen
rt placement theripy?

—
Conip minded bloldentical hoimones areunsaf” beLau they im not EQA appi oved

t). uornpounded medications are legulated by stateL boards of pharmacy and are notsubject to federal lawsdesigned tØ regulate’rnass-produced drugb. This is becausethey are oqtomlzed 10 meet the unique eeds of a patientbasod on the speciflo orders of a healthcaro provider. The FDAapproval process is designed for mass-produced manufactureddrugs; it is ui3Wersaliy recognized that holding compoundedZJ. fracications to these standards would completely eliminatetheir availability.

IBHRT is unregulated.
-,tiioidenticaLhmmonesrlike all compounded msdLcaUtas-ars made-tram-FDA-—-—-id USP-reglstereci materials—the same used by pharmaceutical manufacturers—and t’”’

• their Drei.nintlon w’ll regulated by state ho rds of phsrv’Th’at1iai :‘nsbThtv tnrovei secing all pharmacy practice in each state. Pharmacies that compounu medicaon,• ‘: including hioidentical hormones, are regulated by state pharmacy hoards—similar tothe relationship presoribers have with their stale rñedical board There also are nationalstandards and guidelines for compounded medications. The ingredients and their suppliersar” regIlaIE. ‘at ‘be f deral level hvthe FD’r v”Th addHrliril oveNi - oro’idecfl” ‘ USR‘4: —4’;’
-

;;i.r°m’:— L I tlt irtiw’i’

U.S. hital and Di-ug Aduunistnttion on Biniclentical Hormone;

jt :-r •!
Sc

-, t

It is unluwful
for a pharmacist to prepare
l,ioirieriiicnl hormones containing
estrol because est ‘I is not a part
of an ‘DA-apprved drug.

A number of drugs are
commonly cc mpci oded and
pro icribed ever ii they are not
ccrnpononls of FDA-approved
drags, This practice is long
star.ding, well uccepted, and
legal in all ho states. Thu use
of estriol Is consistent with
United States Phari’nacopeia
(USP) standards (or pharmacy
compounding in chapters <795>
and <1075>, and th&LiSM
recognized by Cong: ess s the
official standardesettinq authority
(or all prescrlptioi’rmedications
in the US. Theuse o eètriol is
also consistent with the standards
of the Pharmacy Compounding
Accreditation Board. The FDA
admitted that it has received no
reports f adverse events related
to the use of estriol.



y’rn O;..tions aiv er on

Is the U.S.
Food and Drug
Ac4miriistration
-,)A) tell:ig

nly severs
pharmacies
to stop
compounding
riith estriol?

It is irncortan to re&ize that the
rsw ry c’, acinst estrio

c y harmacies
that received warning letters.
Steven Silverman, assistant
crerno- wLh no FUAs CIice &

Corn;2Hare, stae, ‘Vr’e expect... phrmacies
rec;e I vi c w mln g at 1e s, i in other corn pou nd ny

pharmacies, unless they have an investigational
new drug appcation, to stop compounding
[preparatonsj including estriol.” The International
Academy of Comuouriding (IACP) scmnçly
cisa,-aes tha phwr. aces shou: lays 10
d’scor i nr conlpc’Lmding usi Esi.

-rn’— k- .-‘.
-

ACE’ consistently advises its
members to avoid making claims
or websites and in marketing
m9terL’s, ACP has rar9:rg
guidelines available to assist to
this end, IACP does not support
inappropriate claims; however, the
FDA’s warning letters go far beyond
simply warning pharmacies for
making inappropriate claims. The
FDA states that the use of estriol
in compounded medications is
illegal and that the use of the term
“bloidentical” is inappru[ ate.
These actions affect all com
pounding pharmacies and must be
vigorously fought.

There s c .sconepticn tht es :ric.- was a co1.;e:I of atiu, FDA-h:yt. driip:dui;L, riormolur. VV!iile Hormonin was commercially available for a perio chime adid contain estriol, the product never underwent the FDA approval process and provides nosafe harbor. Another product that has been brought to our attention is Organon’s Ovestin;however, this product does not appear to have approval in the US.
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Wasn’t there an FDA-approved product availablein the late 1970s that contained estriol?
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ii. ,‘u.nrdi L- 11L’t tOil LVcV soC ,al,cL0
icit It

il.’’nliirc Oti tie siuda ttitigH tic ittl’,ri,ittia:i ust
Ill ioltriiti it rifle ,,lnie.Ils, saltily repel ts, ar1ri ana,iaj ci

.rc. Pt scril,ws di, it,,” has e th,: liii,e or resources to ui;rlertahc
sub IL r’:’rn,cs’’:ir Sir iiti°\ I’ would nor: It Lea.srbtc Hat Lii

.S 10 1r:ocI’t:Iu thiS 5:, t’ ttivc0ioutti1ti,.’d rtrLiu I reccrtauuhrr evcrs pflUeli:. Hese are a{lpIl)pnatli 0515 for riunitiltuturers
to ttiticr;ah’ n lie prioress oi brmgmg a lle’s prodour to mirker,
O(ii hit a ii ‘‘COtliriti ties: ‘wig In lilsOtLuirOli

‘‘I eta pal’tIcila, Iwi:e:it,
tretla:’’ q-0.0i; eii!\ ii i’icc(1rS .uihl all.’w

p lilu Ii icc lisri I’ ii:,,, IC:iti(lir —‘i ‘Clii 1110,1 iiiCil
ii,c,I’rttiai, Arts Sireh rind ltc-,[ioos to I \I.) prii:ttlu: cc

Ic’ suh;e::t ti’ nmice—and•coiunac;it oiIeI’lLIklItg, alto rains couldnot lie ioii:icdiiteit ext-cored, As a rcsoh, pi escribers coiner outsuse d, hi’) or Guess. Ii e,auld be ,r,onths car years before lait
r!•ie’’,cedure ii p’nce. In rh,: i’ ,e,raume. o’o”urnoil,,, a., it nc, rWCiO.l’IIiCti ‘Or arctics W: cs:rI’i’ t” (.1.3 WIJU1l it

l’’r,’a. (tiseontintie tteW (rent, ‘lilt,

D\ created • co RN I) proted tie tot cotipou,. de1J
‘ir,l’r t.,n:t,i:ni ,, ,‘:.y ti would no’ g’’ r:’i’tee tart ti H,’iei

‘50 ‘.5 tt’.’ti’it etc tIre, rue aSs o ttsese ‘rescilied drugs, lii I: ci,

appu ti’: s.

r,i, NI.) ‘‘u,, ,tjt,rc a: rol::l:’ ,Iii,. :1 uS ,:,n::’:,:r’:5cstri,,I
set td ‘un- StIr I’, fttthet ‘It, u 5c ic:u I’UXs syitci r. V

1’, isa:ieh ot - reserihers tie aupa: ‘ills I reuiicst ,sc:,ra,,cc
wh.r i,, ‘rr -,ruu’ess. rii.-l)? “attic! pue’1:.ed to.
ifl wiLI other l’s Dc hoc!. liappouca: 1k’ I\]) appiucari,ris tSr

us writ, ir:.,tic, as the i’ )A has arcslr’isly indicated, ,rluat
is r:ru’ ri l,fl,.,c .tt:’ji,t I lCt r::2 ‘I suLlSrru:iflat rid 1ll’liec:essar
ad i’s’ni’ sr -vice ,r,rden (.rr i1,-i, tiers ‘c,! lilA iijil:
‘°,t’ u”n,cecf e. “I

. ,CIlansi’uIc tile 5i’et) told ci’
C1 I ‘ic,’ cat 2 jitCtCl 1IIie .u,iI JIliC:flF ul.ts:tgtr Iorr’i uti,I,trg tha, wilt In- i,iJrI’1ei! ill ‘ I;’ sac’,. list ont ‘‘Ii.’. I. ndi

an IN!),,, aun1:,}inoncrcailu,ot plesl’rLhr 0 strength ,l,ltert’nit t],iIl,
i ha: aoriiurit,.d hy he c’s).) ar adjust 5, ,Ios,aa ,,vcr Froic rca tia iaII,:ini’s needs. lies is ant ret>’ ,i,cca,Isusterut ito I lit’ rIurtosd:,,Ic,,ri ri,orI’ dIr’, ahrc’ ct 10 fll’’5 SIc ‘,‘Il’:s’ci: a’ out-us ci ‘.‘ a
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