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ABSTRACT

The U.8. Food and Drug Admin-
istration regently took aciina to
“halt” the compounding of hor
mone preparations that gcontain
estriol, an astion requestsd in
a citizen petition filed by Wyeth
Pharmaceuticals. if the Food and
Drug Administiation, with the
support of Wyeth, is sucnessful
by s efforts, wansen thiougauul
the U.S, whe rely on campound-
ed hormones containing estriol
will have to discontinue their
prescribed treatment. The Inter-
nalional Academy of Compound-
ing Pharmacists is angaged in
ongoing outreach to ensurg that
members of Congress recognize
the-importance  of _pratecting
pharmacy compounding for the
health and weli-being of their
constituents. Significant progress
has been made with the recent
introductiony of & oo HFESSI
reselution in supporn of estrigl,
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Lsolol-—ane of three estrogens produced by the fewnale hunian
body:— s been prescribed by healtheare providers and compound-
ed by pharmacists for decades. s use is accepted by all 50 staee
boards of pharmacy, the United States Pharmacopeial Convention,
Inc. (CSP), and the Pharmacy Compounding Accrediration Board
CAT O 45 esdimated dhat as many as 80%, if not more, of all
compeunded Lormone prepara-
tions contain estriof,

Tn January 2008, the LS. Food
and Drug Administration {(FDA)
announce) that it would “halt” the
compeunding of hormones thar
contain estriol. ' T'his announcement Getran ad Fas
was wade in the form of a press
conference and a series of warning
letters sent from the FDA ro seven
compounding pharmacies. The
enforceniznt actions against csiriol
were requested in a aitizen petition
filec in 2005 by Wyeth Pharma- Cétiag
ceuticals ke of maradioeped
honnone procucts,

If the FDAS action is aliowed ro standd, B went'd foree hasg me
of thousands of women oif of medications that their healtheare
providers huve preseribed for theme—and for no scientific or nie;-
cal reason. tn its press conference announcing this action, the FDA
admiteed that its acdons were not prompted by any adverse event or
health issue associated with estriol, nor was the IZENCY even aware
of any such events or issues.

While estriol is not a component of an FDA-approved drug, it
shares many of the characreristics of an approved drug, as folloas:

* It has a long-scanding USP monagraph

* lthas been used successfully and without probleins for decades

* Its compounding is allowed hy every state hoard of pharmacy

* Itisapproved and widely available in Furopean and other coun-
tries

* Itis a component of a drug now undergoing Phase I/ chinseal
rrinly

Congress has recognized thas compounded 1nedications 1nay
contain active ingredients with a USP monograph, even if they
are not components of an FDA-approved drug, In addition, stae
boards of pharmacy, USP standards, and guidelines for compound-
ing accreditation through he PCAB al) permit the use of estrol.

"Thete does not appear to be a precedent for removing from
the inarket a druy ingredient that has 1 USP ionograph absent
specific adverse events and health conceens. As such, the FDA%s ac-
tion appears to be.directly related 10 Wyeth's petition to eliminate
cormpetition for its products,

WYETH PHARMACEUTICALS” INVOLVEMEN

Citizen Petition Against Compounded Flormones

LTS R R it rale in this issue. On October 6,
| et niad e ot wiy the 1 FUUCSLINT A0 o
taat would severely restrice the availability of compounded hormoue
drugs, which are prescribed by licensed medical practitioners and
prepared by pharmacists to meet patients’ individual needls.
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Wyeth Double Speak on Estriol

In its citizen perition, Wyeth stated that hormone drugs com-
pounded with Use hurman estrogen estrio’ “pose a serous tirear
to public health” and asked the FDA to taxe eaforcement action
againse such preparations. According to the news website Phat-
malot.com, however, “Ar the same time the petition was filed, Wy-
eth was selling Cyelo-Menorette, 1 menopausal drug, in four Fure-
pean countries (Estonia, Germany,
Latvia, and Poiand) that contained,
yes, estrial.” In fact, Wyeth called
this product “the ideal therapy to
enter intn the years of change.”
The Tl received @ s
I sgsed e e record 70,000 public comments in
response 1o the petition, alinose all
from wornen and prescribers who
s wanted to preserve patients’ access
' to comipcunded hormione thera-
pies. lgnoriag those comments, the
FDA announced in January 2008
ts that it will restrict compounded
hormine s Camining 1h e ey
form o Lstrogen. This is sotg-
thine Wreni amd fes surregates ashed for in the petivion, Linforni-
rrtely te FDAS nolicy hares women ang heing W yeth,

> Weighing in Against

Lack of Transparency on Their Part

Wyeth has funded a number of supposedly independenr health
organizarions, many of which have publicly supported the com-
Pany’s campaign 10 restrict women's access 1o alternatives to its
hormone producis. Soon after Wyeth filed its citizen petition with
the FDA, several organizations thar purport to be independent filed
public comments in support of Wyeth. In fact, though, each of these
organizations has financial and other ties to Wyeth. Nearly all of
the tew comments filed in support of Wyerh's petition were from
organizations with significant financial ties to Wyeth. Unfortu-
natels, ihens rganizalions consistently fatl to Jisclose their fir ineial
ties Lo the drug maker when voicing their support. Find out more at
www.compoundingfacts.org.

e &

"The National Institutes of Health Wormen's Health Inuiative
(WHD was cut short in 2002 after the results showed thar Wyeth's
synthetic hormone products increased the risk of strokes, breast
cancer, heare attacks, and blood clors. According to Wyeth’s annual
reports, sales of Premarin-related products fell significantly, down
almost 50% in 2007 from their peak in 2001 Restricting competi-

tion coukl help Wyeth bring its sales back to pre-WITT Jevels

Vit Heaith is Payine the Price
Wyl Phareaceuicals has a lor g history of campaiguing
hefore the FDA, as well as among media and policyinakers,

Tesuict competition to its patented hormaone products—Premarin
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and Prempro—in arder to protect its market share, Un fornnately,
SR AVEITRY 1 need of Bocmane rreatments 1o leviage 1o
VAHIIOIG L e LidTressing SYimptoms of mena)rase.

i Goniie Hommones

Accord™a “n 4 1997 report from Citizens Against Governmenty
vaste (CAGW), a Wiashington, DC-based think ran, Wyeth
waged a poliuical campaign to influence the FDA decision 1o kewp
a generic version of Premarin off the market, In this campatgn,
Whyeth asserted taar s products could not be copied hy generic
arnifaciures. Wyeth claimed that the active ingredients in the
confugared esirogen products covid not be idenrited adequately
and, therefore, thee there can be no generic copy of Premarin
because the precise characteristics of the drug cannot be character-
ized. Wrorte CAGW:

Although the DA and Precarin's manufacturer, Wyeth-
Ayerst, would like the Amesican public to bulieve that this
decision was in their best interests, the reality is that it was
driven by hoards of lobbyists, fraught with conflicts of in-
terest, aud chneeterizesd by cuestionable heind-the- scenes
politici: m: e svering.?

INTERMATIONAL ACADEMY OF
COMPOUNDING PHARMACISTS TAKING
ACTION

Understanding the high stakes and far-reaching implications
of e BT sagaass e ol the Iieme sl Academy of
Compowxding harmacists (LACP) has commirted to the fight wo
preserve access to this therapy. Upon the FDA% January 2008 an-
nouncement of actions against estriol, JACP immediately sprang
into action, performing a detailed legal analysis of the FDAs policy,
exposing Wyeth role in influencing the FDAs change in policy to

Y " amassive grassroots letter-writing cam-
paign tu petition Congress and the FDA 1o alter this policy.

As a first step, IACP developed detailed legal arguments for why
estriol is a permissible component of compounded medicines and
why the FDA cannot prohibit the use of the term “bicidentical,”
another attack by the FDA in estriol warning letters. On February
3, 2008, IACP sent a detailed letter 1o FDA Commissioner Andrew
C.von Eschenbiach oudining these arguments and requesting a
meeting to discuss the agency’s new policy. IACP also provided the
legal arguments as 2 resource w all LACP-member pharmacies that
received warning letters from the FDA,

1ACP worked with the American Pharmacists Association, the
National Community Pharmacists Association, the National Allj-

Estrio
Estradiol
Estrone
Progestsrone

Internationa! Joumal of Bhagias qiical Compaunding
88 A

ance of State Pharreacy Associations, and the Ataerican College of
Apoirecaries 1o generarte a jointletter to she FI 4nd Tongrass ex-
pressing tae prarmecy prolussion’s strong conceras over the FDAs
decision and emphasizing the harin that this new pulicy would do
to patients, forcing women who rely on compounded hormones 1o
discontinue their prescribed trearments. The better, signed by the
five pharmacy organ:zations, was sent on February 1, 2008, to the
FDA and Congress.

In mid-March, tie FDA sent a notice 1o pharmaceutical sup-
piiers informing them that the FPA will no longer allow ther to
distribute esitiol to piurmacivs o practitioners without an Invesu-
gaconal New Drug (FND) apphcation. In response to this develop-
ment, TACP organized a joint letter from the affected supplicrs to
the FDA registering their sirong support for compounding and
opposition 1o the agency’s new restriction on estriol.

IACP also conducted nectings with staffers from key con-
gressiona! offices, working with them to develep n congressional
response to £hie FDAS actions. LACP members, constituents, and
supportive members of the medical corrunity have all met with
congressional representatives to communicate the compounding
communin s position on the estrio) issue,

IACE fir-ier organized a iewer-writir g cuapaim through thy
patienc 2w vrescriber advacacy ovganization for compaunding,
Patients and’ Professivnals for Customized Care (P2€2). More tixm
10,000 patients, prescribers, and pharmacists have written letters
to Congress and the FDA urging them to allow continued access
to prescribed hormone trestments. For a comprehensive listing on
everything that IACP.is currently doing to help patients, providers,
and pharmacists preserve access to estriol, visic www.iacprx.org/
BER FRusoures,

RECENT DEVELOPMENTS: IND APPLICATION
FOR PRESCRIBING

Not long ago, the FDA adjusted jus approach on estriol, clearly
fecling the pressurc from Congress, puterts, e = iy 3ol the
pharmacy profession. The FDA now asserts that practitioners can
prescribe compounded estriol but only if they file an IND applica-
tion. However, IACP has a number of serious concerns with this
proposal and does not consider IND filings to be a workable soly-
tion for the following reasons:

* The IND process was designed for manufactured drugs and 15
incompatible with compounded medicatons. it is impossible for
preseribers to meet the voluminous data requivemeints for N5
submissions. Initial applications must contain, for exaiple, a
deuwiled investigational plan, comprehensive clinical protocols;
data on drug composition, manulacturing, and controls; txicol
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Is the U.S,
Food and Drug
Administration
(FDA) telling
only seven
pharmacies

to stop
compounding
with estrioi?

Wasn't there an FDA-approved product availabte
in the late 1970s that contained estriol?

There is |

Tseonception that estrio! was a con

Itis important to realize that the
FDA's new po'icy agzinst estrio!
Gues et allzc, ¢y sharmacies
that received warning letters.
Steven Silverman, assistant
director with the FDA's Office of
Compliance, stated, “We expect..pharmacies
[receiving warning letiers] and other compounding
pharmacies, unless they have an investigationa!
new drug application, to stop compounding
[preparations) including estriol.” The International
Academy of Compounding (IACP) strongly
disagrees that pharmacies should have to
disconiinie compounding using estiiol,

"-“ [ACFJ = urn : ..«-HF ) A
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IACP consistently advises its
members to avoid making claims
on websites and in marketing
materia's, IACP has mar. ating
guidelines available to assist (o
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 estrio|

in compounded medications is
illegal and that the use of the term
“bioidentical” is inappropriate
These actions affect ali com-
Pounding pharmacies and must be
vigorously fought.

'penent of a former FDA-approved drug

product, Hormonin, While Hormonin was commercially available for a period of time and

did contain estriol,

200 International Jounisl of Pharmacewtical ¢ ompounding
s N ] St 2H

the product never underwent the FDA approval process and provides no
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Oy nemneo’c gy dat ond reviens of sublished scientfic
Skerure on the study deog. Ulis information nust be updared
rovgls informaiion amendmens, safery reports, and annual re-
puns. Prescribers do nor have the time or resources to undertake
suchasabmission. Similarly, it wauld not he feasible for pre-
seriiers 1o undertake chis for every compounded drug prescribed
for every patient. These are appropriate tests for manufacturers
to undertake in the process of bri nging a new product 1o market,
netlor a prectitioner prescribing an individualized, cotpourde
medicaton lor a particular pitient,
There wre pa arrermlined INTY Procedores thay waukd allow
prescvibers w subinican N application (e 2 componuled
medecaton. Any such moditications 1o [ND procedures woull
be subjecr to notice-and-comment rilenraking, and thus could
not be immediately execured. As a resul, preseribers cannot now
use the INID process. It coald be months or years before the
FIA bus the righe procedure in place. I the ueantime, wonien
whnars bhewg peeseribed hormones witls sstrin] iy would e
forced 1o discontinue their rreatment.
Even i thc FDA created a new INT) procedire for compouded
drages ¢onmining estriol, this would not Brarintee that womens
woulu conanne 1o have access o these preseribed drugs, ti fie,

l’ = ..: 1
v tfre’m:::ga;
undine ce
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ey Main
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the FDA ofter refises 1o eve consi b
applicatiors,

A new IND provedure for companna. il STUZS contining estriol
would only sevve 1o farther overwiel tae FIAS systean, 17
thousands of preseribers £le applications and request assstance
Wit the new process, the FDA wauld e prevented fron deals
ing with other INDs. And, itappruval for IND applications for
estriol is automatic, 15 the FIIA has previously indicated, what

is tiie rationale bebind cready asubstantial and urnecessary
administrauve burden for Lo preseribers and FDA siaffs

The purpose of an IND 55 0 demonstraie the safety wnd of-
fectiveness ol a specifiy dose anad particular dasage (or ol 4
drug that will be marketed in that same dose and form, Uneler
an IN), a practitioner cannen preseeibe a strength dufferent than
that authorized by the IND or adjust the dusing over tinte to fit
a pauient’s needs, lus is entirely inconsistent with the purpose
ol compumding. which is to provide individual padents with g
customiz el dose and dosage form tailored 1 meec their pecsonal
needs.

ENDs require well-controlled, randomizedd clinical studies in-
chudiesg 1 placebo or contral arn. This means thar soune enralled
patients do nat rece ve the desivad drug, Sarve of the poreris

acturas' IND

PCCA Cleanroom Design
and Workflow Services

Attention-to-Detail Service and
Experience You Can Count On

B Compounding Lab and
Cieanroom Design
® Workflow Consultation

® USP <795> and <797>
Compliance Analysis

. ]

‘800.331.2448

workflowservices@pecarx.com
WWw.pccarx.com
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seehing aceess to estrinl-containing ther-
T aa BTy il eive Ui
TR R s M orse, Lecaune stud-
ies e nsually blinded 1o eliminate bias,
neither the patients nor their providers
wilt keow if they are receiving estrin).
Women who are preseribed hormones
with estrio expect o receive the drug
thar was nveseihed for dhem. Lidewd,
1ot the dessilirting svinptoms of
P pause, they need those drugs.,
Sinierc v secive an IND diug
tpically are monitored very clusely
(e.z., mulriple clinic visits, blond draws)
While this process protects patients
taking manufactured products that arc
being tested for safety and officacy,
e merypiioersenss will mal, jrerticip.
non convenient and unpleasan for

patients taking compounded medications

and would ciuse prescrilyers ro inew
hwigze cosis. Again, these requirements
areanironrate for now/ e gionl
Procueis € g 1o macked bu e Jur
COmpa. el medications.,
The 19 Licks the authonity to enforce
s pulion 7y srener elainis to derive
frs wsthor iy over compuoanded medica -
tons from the Federal Food, Prog and
Cosmetic Act (FDICA). It is this author-
ity that it needs 1o require practitioners
to subinic IND applications in order

to presceibe compounded horuones
containing estriol. A federal court ruled,
howeer, that the FDXCA does not sub-
ject compovnded medications to FDA
avthority and that 1cis not in “the best
interest of the public health” ro do so.

Clearly, the IND procedure does not
provide a viable means by which women
can receive the estriol that their providers
are currently prescribing for them.

INTOTHE FUTURE: LEGAL
ALTERNATIVES AND
CAPITOL HitLL

TACP continues 10 explore legal and leg-

islarive options ro adidress the FDA% pretiey .o
) P ! 5 :
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i ve oo Bugiiien e
Midland case (Medical Cenrer Pharmacy,
et al v. Gonzalez), At the hean of this case,
which hegan n 2004 when ten pharmacies
filed suit against the FDA for improperly
criminalizing pharmacy compounding and
Freating aceues tavital, fegai Buik Jroy

ingredients, lays the core issue of whether
P FDA has aussoriy e iepuloc o
prasrnding pharnaces [n ubs, g

mled that compounded drugs S lymags
are not new, unapproved drugs and are por
stibject to FDA approval, and that pharn-
cies are evempt from FIA enforcement
action. Regrectably, this decision las not
rought much chante in FIDAY demagnor
toward componnding pharacics, as den-
onstrated by recent actions agaivst esi ol
Vi FDA consinges disregar | milrgs
that are unfaverable o its positions agains
compounding. This case is currendy under
appeal and a decision may he issued as early
as this sumtner. The miling from this case
will have a direct imipact on the legal staus
of the FDAY new selicy onesti ] o we
are taking this kno account as v ¢ 5sess oar
legal recourses,

On the tegislacive front, signiGeant
nregress has hees made in our s A an
against the FDAs naw policy to *10” the
sompounding of corpounded hormones
containing estriol. I early May 2008,
Representatives Mike Ross (D-Ark.) and
Jo Anv Emerson (R-Mo.) incroduced a
Sense of the Congress resolutios tiar raises
direct concerns with the FDAs policy on
esmiol. The resolution, which includes
original co-sponsors Tammy Baldwin
(D-Wis)), Michae! Burgess (R-"1exas), John
Carter (R-"Texas), Sam Farr (D-Calii)y, and
Gabrieble Giffords (D-Ariz.), deems the
FDA's policy “improper” and urges its re-
versal, The resoludon also affirms that
prescribers are in the best position to
determine which medications are most
appropriate for their patients and that
the FDA should respect this tmportant
prescriber-patient relarionship. Sena-
tor John Cornyn (R-Texas) and origi
nal co-sponsor Jim Bunning (R Ky)
introduced a counterpart resolution
in the Senate in early June,

This group of legislators has
vonsistently demonstrated| their sup-
port of pharmacy compounding, and
this action is just the latest in a series of

v eflors e pearees poes oeess

DOYOUR PA

IACP applauds those pharmacists
whn have already written lerters w their
members of Congress on this issue, but we
Coatione toneed yos help, Please contan

Intermadional Journal of Pharmaceutical Compounding
292 1

WL No 4 JalyfAugast 2008

vour Semators a | L esesttive and e
rantesupport P 0§ e s
- N T E
o7 message beeosies. W need to preserve
patient’s secess w esitiol and oprions in
worens' health. "Trke action today at www.
SaveMyBHRorg
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