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Re: Glucosamine and Chondroitin Sﬁlfdie?O&iéb}iHh;iié stkReductton CIalms A

Dear Mike and Louisa:

We understand that within sixty days of the Food Advisory Committee’s issuance
of its recommendations, the Center for Food Safety and Applied Nutrition will supply
you with its conclusions. As stated in our letter of June 4, 2004, we believe CFSAN
erred by issuing tentative conclusions in advance of the meeting. We also believe the
questions posed to the panel reveal a pronounced bias against allowance of the claims and
2 position inconsistent with the First Amendment standard that governs FDA evaluation
of health claims. We further believe that key members of the FAC, selected by CFSAN
and CDER, had conflicts of interest and were biased, making their selections plain error
and FAC reliance upon them mistaken. i 1

In particular, the first question posed to the panel asked whether joint
degeneration and cartilage deterioration were “modifiable risk factors/surrogate
endpoints” for osteoarthritis risk reduction? That question frames the issue in unduly
narrow terms. So long as there is credible evidence that consumption of glucosamine and
chondroitin sulfate does affect the tissue in question in a way that may reduce
osteoarthritis risk, it does not matter whether there has been a definitive determination as
to whether joint degeneration or cartilage deterioration have been found, or are generally
recognized, as modifiable risk factors or surrogate endpoints within FDA’s definition of
those terms. Despite repeated urging from CFSAN staff, the panel appears not to have ﬂ
understood the agency’s meaning of those terms and, instead, appears to have understood
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the terms in a manner consistent with the First Amendment standaxd iThat is, the panel
appeared to accept that if an intervention affected camlage deten‘ '9n it would
necessarily affect the risk of osteoarthritis and, so, voted In favor of that proposition.

The second and third questions ask whether ifj joint degeneration and czrmlac'e
deterioration are assumed to be modifiable risk factors or sutrogate endpomts for
osteoarthritis, and if a dietary substance operates in a drug-like fasmon {i.e., meats,
mitigates, or slows degeneration or deterioration), it would be “sc1entxﬁcally valid” to use
that treatment evidence to suggest a reduced osteoarthritis risk in the general p0pu1at1on
There are several problems with those questions. They eﬁ'ecnvely ask the panel to "
consider the dietary substance to be the equivalent of a drug. Itis therefore entirely =~
unsurprising that the panel engaged in extensive co]loquy on the extent to which proof
existed to a near certain degree that chondromn sulfate and qucosamme prevented
osteoarthritis in healthy individuals. Extrapolation from the clinical trials fo the
prevenﬁon context depends upon the standard for review. Proof to a near certain degree
is not the standard for assessing dietary supplement claims; credible evidence i 1s The
panel did not evaluate the evidence under the proper standard. The  panel was never
instructed by FDA of that standard Wthe mformed that they were not evaluating a drug,
they were not told that if any credlble ewdence exxsted to support the claun, that evidence
should be identified as such and- not eschewed as undeserving of conmderatmn dueto
inconclusiveness. Credible evidence permits lo gical mferences Log1c dictates that a
substance known by clinical trial évidence, in vitro evidence, and ammal studies to build

cartilage matrix will necessa.nly reduce risk of osteoarthritis because that condmon is
deﬁned as a progressive loss of that cartilage resulting ulnmately in ebumanon The
panel members were not told that even preliminary and inconclusive evidence could
support a health claim so long as a disclaimer to the claim could be dewsed to avoid a
misleading connotation. Consequently, while it is entirely logical to extrapolate from
evidence revealing camlage matrix construction in diseased populauons consurmng
chondroitin Sulfate and glucosamine (mcludmg those i in the earliest stages some
prediagnostic, and those followed after treatment cessanon) and from the i m vitro and
animal data, the panel found that domo so would be 1ncon51stent W1th the level of proof
they believed to be needed to estabhsh a scxentzﬁcally ivahd“ proof of ¢ effecnveness in

\\\\\

reviews. It never answered whether credible evidence existed to support the claims. Tt
never considered whether any claim couId be made trutmﬁ.ﬂly if properly disclaimed. It
instead determined whether proof existed to a near certain degree not to support the
claims but to support use of glucosamine and chond.romn sulfate as drugs n the
prevention and treatment of osteoarthritis. That assessment is the wrong one.

The fourth question is likewise skewed. It asks the panel 1o con51der ammal and
in vitro data alone and to assess whether it “demonstrate[s] risk reducnon of OAm
humans.” The panel should have considered the totality of the ewdence not a subset, for
any ultimate determination. The panel was not instructed that it need only determine
whether the evidence was credible. Instead, it was asked to assess whether the evxdence
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demonstrated the result. That begs for proofto a near certam deercc whxch agam is
erroneous because the crechble evidence standard is not the drug standard

In short, the panel was led to its conclusions throu,,h use of questxons that beg for
near conclusive proof, rather than credible evidence. Moreover, the panel was not
mstructed on the credxble e\ndence standard and was notwmstmeted on the role of
role should not have been to detexmme whether proof ex1sted toa near ccrtzun degrec but
rather, whether the proof that did exist ‘could be accu.rately conveyed to the public via the
claims that existed and via use of disclaimers. From the stan the mstmcnons and
questions to this panel ensured a biased, negative conclusmn.

That bias is further reflected in CFSAN’s chon:e of certam\ Ley temporary votmc T

members who suffer from a conflict of interest and blas We note that the temporary
voting members who were the most influential, the ones the chairman of the  panel and
others deferred to repeatedly to explam the meanmg of fh evxdence are ones
selected by CFSAN and CDER. “That alone is not enough to suggest a conflict or bias,
but the following facts make the existence of conflict and bias obvious. Those
individuals should never have been selected to serve on the panel in heht of their
conflicts of interest and bias. .

As explained on the FDA’s website, a conflict of mterest arises when “ap
employee participates in an official matter and there xs a duect and predictable link
between the matters in which the Federal emponee pammpates and the employee’s
financial interests.” (“Policies and Procedures for -Handling Conflicts of Interest with
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FDA Advisory Committee Members, Consulta.nts and Experts,” website last vxewed lon

06/14/2004). Where the potential exists for an officer or employee of the U.S.
government, or of any mdependent agency, mcludmg specml govemment employees
(such as appointed members of the Food Advisory Cormmltee) to behave in 2 manner
that dn‘eeﬂy affects their own or a related party’s pecumary interest, a con.fhc’c of mterest

is said to arise, and, according to the law, such an individual should be excluded from o

participating unless a waiver or exempnon is granted. Where it is shown that such an
employee has a financial interest in the matter upon’ whmh he/she has been asked to
analyze, judge, critique or comment, the potennal for bxas or 1mpamahty ex1sts and steps
should be taken to remove that bias or limit its mﬂuence in the decnsmn makmv process

A conflict of interest can develop without there bemc a direct ascertamable .
pecuniary interest to an employee. Actions that result i m a ﬂnanczal bcneﬁt to a spouse
partner or organization, or the maintenance of one’s own current or future position may
rise to the level of bias or unpamahty For example, where a decxsxon is made or action
taken to preserve future funding, guarantee future employment or protect one’s current
status and financial posmon, a confhct of interest may exist, and action should be taken
to eliminate its effects. ¢

Examining the background, research and ﬁmdmv of some of the Temporary
Voting Members of the FDA’s Food Advisory Commmee who had de facto greatest ‘
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suasion over all other members lcads one to conclude that there exmted a oonﬂxct of
‘Interest that affected the outcome of the Food Adwsoxy Committee’s considerati
scientific evidence concerning Glucosamine and Chondrotm Sulfate and n:s relatlonship
1o osteoarthritis. A number of the committee’s mcmbcrs have recezvcd fundmg from
organizations and corporatlons havmc aims that d: ﬂ‘er sxgmﬁca.ntly from those of the
petitioner, Weider Nutrition International, Inc.

on ofthe‘“ ‘

The following are specific examples of lack of lmpartlahty ‘that should have o
resulted in exclusion from committee membership but did not. John I Cush MD. Chief

of the Division of R.heumatolocy and Clmxcal Immunoloay a.nd Dlrector of the Arthnus
Consultation Center at Presbyterian Hosp1ta1 of Dallas, has in ‘the past accepted resea:ch
funding and grants from (and has served as a consultant to) a number of large
pharmaceuncal compames that sell non-steroidal antl-mﬂammatory drucs used in the
treatment of joint pain and other symptoms of osteoarthnns including Amgen/W yeth',
Novartis Pharmaceutical Corp.? and Pfizer Inc.’ - Financially, a Jarge rmmber, if not all of
these companies, would be adversely affected if the Committee made reconnnendaﬁons
in favor of the proposed claims because reduction in the nsk of osteoarthntxs(w:ll resu]
in lower demand for NSAIDS used in the u‘eatment of ostoo

shonld have been excluded from committee membersh:p

Additionally, 2 number of the temporary commutee members have in the past or
are currently receiving funding from the National Healt Specxﬁcally,
Steven Abramson, M.D., Professor of Medicine and Director of ENYC's ; Department of
Rheumatology, and Dawd Feison, M. D Boston Umvers1ty frofessor of Medlcme and
Director of the school’s NIH-funded ( Chmca1 Research ‘f‘mmmg Grant are current

participants in a four year study funded by the NTH' devoted to ]eaIana more about R

osteoarthritis through the 1dent1ﬁcanon an vanalysm of b1omarkers In joint, bone and
synovial tissue. Initiated in Februaxy 2004, the five] paruczpatmg msmunons twoof
which have research teams directed by the above noted doctors, w111 shaxe $4.6 million
over the next five years. The questions posed to the panel create a conflict for Drs.
Abramson and Felson because to answer any of the questions posed afﬁnnatwely would
cause them to admit that some of their research into the existence of biomarkers has been
effectively answered in prior published studies, thus calhng into quesuon at least some of
the bases for government funding of the studies. They thus have a direct and substant1a1
interest in finding all questions posed unanswered unti] their own NH-stgg{c}y is
completed. The conflict is obvious and substantial. The:r parnmpanon 133 (and their
scientific and financial commitment to) the study, for th:s and other reasons rcveals bias

Amgean yeth markets and sells thc foﬂowmg NSAl'Ds Dumct, Lodme' Lodmc XL, Napaxe!:m, Oru 1s o

and Oruvail.
% Seller of Voltaren and Volaren-XR.
‘ ? Seller of Feldene.

* The claim of discovery is one of palpable prestwc and economic bencﬁt to scxenﬁsts enoaaed in pubhc
and private research. If the sum of extant scicntific resea:ch alrcady a:uswers somc of the questions said to
be unanswered that arc the subject of federally finded résearch, the scientists involved would experience a
loss of prestige and fewer economic benefits.
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and a lack of impartiality that should have caused them to be excluded from commxttee o
membership.

The bias of Drs. Cush, Abramson, and Felson s particularly damaging to the
integrity of the FAC’s work because repeated statements by other commmee members
particularly at the close of the FAC meeting, reveals substan‘aal rehance on then- oplmons
as a basis for decision. ‘

We also find bias present in the process that led to their selection. CFSANand™~ ~~ =
CDER revealed opposition to the proposed claims at meetings held with Weideron ~
November 24, 2003 in the offices of Chief Counsel. CFSAN' and CDER are reSpons1b1e
for the selection of Drs. Cush, Abramson, and Felson to serve on the pzmel ‘That selection
is tainted by an appearance of bias and in fact resuIteg in the selection of individuals who
suffered either a conflict of interest or bias.

We are aware that the agency met with | representauves of Rotta Pharmac
and reached an accommodation with them whereby Rotta withdrew the original ¢l
sought and had the agency consider a new one, i.e., an osteoarthritis risk re&ucnon cla:m
While Weider continues to believe the risk reduction claims entu'er appropnate under
the apposite standard, FDA’s tentative conclusmns reveaf that” the agency 1s prechsposed

against those claims.

are not tied to osteoarthritis. The following three pennoned clam:tﬁsk~ Jncer
degeneration and cartilage deterioration, regardless of its source

B Glucosamine may reduce the risk of joint degeneranon,
"B Chondroitin sulfate may reduce the risk of joint ‘degeneration.
B Glucosamine and chondroitin sulfate may rcduce the risk of J omt ‘
degeneration. ( /
W Glucosamine may reduce the risk of caﬁiléige deterioration.
B Chondroitin sulfate may reduce the risk of cartilage detenoranon A
B Glucosamine and chondroitin sulfate may reduce the nsk of cam}agc ’
deterioration. ; . e e s e e e

EPS e Sov Pl I e

Neither the tentative conclusions nor any of" the FACYS deliberations direc y add.ressed
those questions, albeit no one on the panel appeared to quarrel with the ewdence .
supporting the role of the dietary substances in buﬂdmc cartllaae matnx and thereby
reducing the risk of cartilage detenoratlon

Weider also wishes for the agency to consider 1 reformed versions of the c alms
FDA has rejected (due to the avency t they 1mpIy disease- treatmen . Li
Rona Weider too ‘wishes' to ref‘orm those cialms to comport thh\?f) s

has r¢j ccted as treatment claims:
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Glucosamine may reduce the risk of joint-related péi’r;.y S
Chondroitin sulfate may reduce the risk of joint-related pain. ~ =~
Glucosamine and chondroitin sulfate may redixce thé risk of joint-related pain.

The evidence of pain reduction in the record is substanual and follows Io glcally from -
proof of construction of cartilage matrix. Weider will s soon supply the FDA wmh a
svemwn ] s Al At asebiFia Avrmlsvadtoaee oL el o mee et i mesd Dl e LT LN

auypmuwmm scientilic evajuation o1 tne CXISUng uv1ut.n(.b On LmS pomt IO alCl ll’l me
assessment of these three revised claims. ‘

We will be in touch with you soon to discuss these matters in greater detail.

Sincerely,

aﬁm

(Zlaudia A. Lewis-Eng
Counsel to Welder Nutntlon Intemauonal Inc




