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PROCEEDI NGS
Call to Oder

DR. G BOFSKY: Good norning. | would like
to wel cone everyone on the panel, as newy
constituted, together with the menbers of the
audi ence, to the Arthritis Advisory Conmittee
hearing. This is the second day of our neetings on
a very interesting topic, Chronic, and today, Acute
Gout .

My name is Allan G bofsky, and I will be
chairing the neeting today. | would like to begin
by asking the nenbers of the panel, as
reconstituted, to please introduce thensel ves
begi nning on my right.

I ntroductions

DR CGEIS: | amSteve Geis. | amthe
representative fromthe pharnmaceutical industry.
spent 18 years doing clinical research in that
i ndustry.

DR. FINLEY: Mchael Finley. | am
Associ ate Professor of Medicine at Western

Uni versity Coll ege of Osteopathic Medicine of the
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Pacific in Ponpbna, California, and I ama
rheumat ol ogi st.
DR CUSH. Jack Cush, Presbyterian

Hospital of Dallas. | ama rheunmatol ogi st.

M5. McBRIAR  Wendy McBriar, Director of

Arthritis Services, Virtua Health, in New Jersey.

| ama nurse and health educator. | amthe

Consuner Rep.

DR BOULWARE: Denni s Boul ware, Professor

of Medicine, University of Al abama at Birm ngham

and a rheunat ol ogi st .
DR BATHON: Joan Bat hon, Professor of
Medi ci ne at Johns Hopkins University, and a

rheumat ol ogi st.

DR. MANDELL: Brian Mandell, Departnent of

Rheurat ol ogy, C eveland Cdinic, Cevel and.

DR WLLIAMS: JimWIIians,
rheumat ol ogi st, University of Utah.

M5. PETERSON: | am Jayne Peterson.
the Acting Executive Secretary for the nmeeting

t oday.

DR. G BOFSKY: Al lan G bof sky, Professor
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of Medicine and Public Health at Weill Medical

Col I ege of Cornell University, a rheunatol ogist.

DR. ANDERSON: Jenni fer Anderson, Research

Prof essor Eneritus in Biostatistics at Boston

Uni versity School of Public Health.

DR HOFFMAN: Gary Hof fman, Professor of

Medi ci ne and Chair of Rheunatol ogy at the C evel and

Cinic, rheumatol ogist.

DR HOCHBERG  Marc Hochberg,
rheumat ol ogi st, Maryland Veterans Affairs Health
Care System and Professor of Medicine at the
Uni versity of Maryland School of Medicine,
Bal ti nmore.

DR VEI SMAN: M chael Weisman, Chief,
Di vi si on of Rheumatol ogy, Cedars-Sinai Medical
Center, Professor of Medicine at UCLA

DR TERKELTAUB: Robert Terkel taub, VA
Medi cal Center, San Di ego, UCSD, rheumatol ogi st.

DR. CRONSTEIN: | am Bruce Cronstein,

York University School of Medicine. | am Professor

of Medicine, Pathology, and Pharmacol ogy.

DR. SCH FFENBAUER: Joel Schi ffenbauer,
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FDA, Division of Analgesic, Anti-inflamuatory, and
Opht hal mi ¢ Drug Products.

DR HARVEY: Brian Harvey, the Deputy
Ofice Director and currently Acting Division
Director, and I amnot a rheumatol ogi st.

DR HERTZ: Sharon Hertz, Deputy Division
Director for the hosting division.

DR. G BOFSKY: Thank you. | would like to
begin by apol ogizing to the commttee and to the
audi ence, | did promse a pronpt 8 o'clock start
t oday, however, we were subject to the vagaries of
Murphy's Law in getting here. As everyone on the
conmi ttee knows, rheunatol ogi sts and
non-r heumat ol ogi sts i ncl uded, Mirphy was indeed an
optim st.

A coupl e of housekeepi ng announcenent .
The conmttee, by consensus, has decided to shorten
its lunch froman hour and a half to only half an
hour, so as to have nore tine, if necessary, for
del i berati on.

As a result, the public hearing will begin

one hal f-hour after the conclusion of the norning
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session, which may be close to the 1 o' clock tineg,
but may be somewhat before it. |If there are any
i ndi vidual s here who would |like to be heard during
the open public hearing, please schedule that with
the Acting Executive Secretary or another nenmber of
staff, so that we can queue themin, in an
appropriate and tinely fashion

Wth that, I would like to turn the
meeting over to Dr. Harvey for sone opening
remarks, but before that, Ms. Peterson will read
the Conflict of Interest Statement.

Conflict of Interest Statemnent

MS. PETERSON. Thank you. The follow ng
announcenent addresses the issue of conflict of
interest with respect to this neeting and is nmade a
part of the record to preclude even the appearance
of such at this meeting.

Based on the subnmitted agenda and the
i nformati on provided by the participants, the
Agency has determ ned that all reported interests
in firms regulated by the Center for Drug

Eval uati on and Research present no potential for a
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conflict of interest at this nmeeting with the
foll owi ng excepti ons:

Dr. M chael Wisman has been granted a
wai ver under 18 U.S.C. Section 208(b)(3) for
consulting with a conpetitor on a matter unrel ated
to the topics to be discussed at this neeting. He
recei ves | ess than $10,001 a year

Dr. Bruce Cronstein has been granted a
wai ver under 208(b)(3) for serving on a speakers
bureau for the sponsor of Arcoxia. He speaks on
topics unrelated to those being di scussed today,
and receives nore than $10,000 a year

Dr. H Janes WIlianms has been granted a
208(b) (3) wai ver for serving on a speakers bureau
for the sponsor of Arcoxia. He speaks on unrel ated
topi cs and receives from $5,001 to $10,000 a year

Dr. J. Mchael Finley has been granted a
208(b) (3) wai ver for serving on a speakers bureau
for the sponsor of Arcoxia. He |lectures on
unrel ated topics and receives nore than $10,001 a
year.

Dr. Marc Hochberg has been granted a
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208(b) (1) waiver for serving as a consultant and
speaker for the sponsor of Arcoxia. He consults on
unrel ated i ssues and receives | ess than $10,001 a
year. His speaking is sonetines related to the use
of products in gout. He receives from$5,001 to
$10, 000 a year for speaking.

Dr. Robert Terkeltaub has been granted a
208(b) (1) waiver for speaking for the sponsor of
Arcoxia in gout. He receives |less than $5,001 a
year.

A copy of these waiver statenments may be
obtai ned by submtting a witten request to the
Agency's Freedom of Information O fice, Room 12A-30
of the Parklawn Buil di ng.

Lastly, we would like to also note for the
record that Dr. Steven CGeis is participating in
this nmeeting as an industry representative acting
on behal f of regul ated industry.

In the event that the discussions involve
any other products or firnms not already on the

agenda for which FDA participants have a financial
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interest, the participants are aware of the need to

excl ude thensel ves from such invol venent, and

their exclusion will be noted for the record.

Wth respect to all other participants,
ask in the interest of fairness that they address

any current or previous financial involvenment with

any firmwhose products they may wi sh to comrent
upon.

Thank you.

DR. G BOFSKY: Thank you, Ms. Peterson.

Now, Dr. Brian Harvey, Acting Director of

DAACDP of the Food and Drug Administration.
Dr. Harvey.

Wl cone

DR HARVEY: Good norning. Thank you once

again. | wanted to thank the Conmittee again for

their services today. Yesterday's discussion was

very lively and enlightening, and certainly what we

all were looking for today. O course, we wll

tal king about treatnents for acute gout, and we are

| ooking forward once again to a lively and

t hought ful di scussi on.
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I would also |ike to thank, |ooking ahead
to the public speakers this afternoon and also to
our partners in industry who will be presenting
today, today we will be tal king about clinica
trial designs for future clinical trials, as well
as what might currently be underway.

It is a general discussion that is going
to help FDA and our industry partners to sort of
chart future directions in treatnents for gout.

So, with that, we actually will get
started and nove on since we are on a fairly tight
schedule, and at this point | wuld like to
i ntroduce Dr. Joel Schiffenbauer, who is a senior
medi cal officer here in the Division, for his
presentation Gout: Cinical Review and Trial Design
| ssues.

CGout: dinical Review and Trial Design |Issues

DR SCH FFENBAUER: Good norning. M
topic for discussion this morning is Gout: dinica
Revi ew and Trial Design Issues. M presentation
will highlight issues for the Commttee to consider

in the design of trials to study the treatnent of

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (12 of 278) [6/17/2004 12:40:11 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

acute gout.

CGout is caused by a deposition of
nmonosodi um urate crystals around and in the tissues
of the joint. As was discussed yesterday, there
are three distinct stages: asynptomatic
hyperuricem a, followed by acute intermttent gout,
which is the focus of this norning' s discussion,
and t hen subsequently, chronic tophaceous gout.

The initial episode of gout usually
foll ows decades of asynptomatic hyperuricema. It
is characterized by intense pain and inflammti on,
and this is an inportant point to consider in
determining the endpoints to study in any trial of
acute gout.

It usually begins as a nonoarticul ar
i nvol venent nost often with the first metatarsa
phal angeal j oint.

The natural course varies with inprovenent
and resolution in days to one to two weeks, and
this a second inportant point to consider fromtwo
aspects of the trial design.

First, it will help deternine how long the
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duration of trial should be in acute gout, and,
secondl y, whether we consider using superiority or
non-inferiority designs, and | will cone back to
this is a few slides

During the intercritical periods, joints
are virtually free of synptons although crystals
may be found.

This is an exanpl e of what we are dealing
with. This individual has swelling, redness at
both the ankle and the first MIP joint, and wll
i kely have extrene pain in both of those areas.

This is the inciting agent, the uric acid
crystal, which in this photonicrograph, is found
within a white bl ood cell.

St andard approaches to therapy are
summarized in this slide, and you will hear nore
about this in detail fromDr. Cush follow ng ny
presentation, but there are several approaches to
t herapy, and those include nonsteroidals of which
there are several that are approved for us in acute
gout, colchicine, which is approved for both ora

and intravenous use, as well as glucocorticoids,
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whi ch are approved, and ACTH, which has been used
frequently, but is not approved for use in acute
gout .

The renmai nder of the presentation wll
focus on specific trial design considerations, but
before | get to that, there is sone general tria
design information that is available at the FDA web
site for individuals in the community to search

The E9 and E10 documents, which cover
statistical principles and choice of control groups
in general trial design, and then specifically, two
gui dances in rheunmatoid arthritis and
osteoarthritis.

In addition, there are the CONSORT
recomendat i ons whi ch were mainly geared towards
reporting of clinical trials, but in which there is
useful clinical trial design information avail able,
and | have provided the reference for that.

So, focusing now on acute gout. Gout is a
uni que nedi cal disorder that deserves specific
studies and its own | abeled indication or is a

nmodel of acute pain. W would ask the Conmittee to
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di scuss this as one of their initial questions,
because this discussion will influence what
outcones we wish to look at in any trial of acute
gout .

The first consideration is who do we
recruit into these trials, what are the inclusion
and exclusion criteria. First, is docunentation of
crystals critical? Should this be at the tinme of
flare, that is, when the patient presents to be
entered into the trial, or any previous
docunentation, if they have had a joint tap within
a year or two, is that adequate?

If they have had crystals docunmented from
the knee, but now they present with an ankl e that
is swollen, would that be acceptabl e?

O are clinical criteria sufficient to
serve as entry criteria? For example, the ACR
classification of acute gouty arthritis in which 6
of 12 clinical, laboratory, and x-ray criteria may
be utilized. | have listed sone of those criteria
on the next slide.

For exanple, nore than one attack of acute
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arthritis, maximal inflammation devel oped wthin
one day, attack of nonoarticular arthritis, first
MIP joint pain or swelling, suspected tophus, or
hyperuricenia, and there are additional clinica
criteria, and we would ask the Comrmittee to
consi der what the diagnostic criteria should be.

Let ne turn now to the second
consideration, and that is whether the trial should
be a superiority or non-inferiority trial
Superiority to placebo is preferable as this is the
nmost strai ghtforward way of denonstrating efficacy,
but the question remains are placebo-controll ed
trials in acute gout ethical

Thi s question arises because of the
severity of pain in acute gout, however, | would
like to point out one interesting fact. |f one
exam nes baseline VAS pain scores fromtrials in
acute gout, and conpares those to baseline VAS
scores in trials in acute pain, such as
postoperative trials that we see at the Agency,
there is, in fact, very little difference in the

basel i ne VAS pain scores. |In trials for
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postoperative pain, we allow placebo controls to be
per f or med.

Now, the question remains, is a baseline
VAS pain score of 50 in a gout trial, the sane as a
50 in a postoperative knee replacenment or hip
replacenent. | think that is a question that can't
be answered right now, but neverthel ess, the
basel i ne pain scores seemto be very simlar.

One approach to consider to incorporate
pl acebo woul d be exami ning the use of rescue or
time to treatnment failure as a primary outcorne.
This early escape design reduces exposure to
suboptimal therapy and nmay be acceptable to
i ncorporate placebo.

There are, however, several alternatives
to placebo-controlled trials, which | have listed
here. The first is a trial with an active
conparator with a denonstration of superiority of
the new drug to active conparator

This m ght be a very acceptabl e approach
especially if we are interested in better and nore

ef ficaci ous drugs.
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The second approach could be a
dose-controlled study. By this, | nean a study
where we exam ne several dose |evels of the drug,
and we denonstrate superiority of the high dose of
that drug to the | ow dose. Again, this would allow
us not to incorporate placebo.

Lastly, is the active conparator and
non-inferiority design

If the non-inferiority design is chosen,
the question is which conparator would we want to
compare if the new drug is a nonsteroidal, wuld we
want to conpare a nonsteroidal conparator, or would
we allow a drug, such as colchicine, to be the
comparator in a nonsteroidal trial, and if so, what
is the non-inferiority nargin.

Are there historical adequately controlled
trials, and by that, | mean pl acebo-controll ed
trials, that are of simlar design to support the
non-inferiority studies? Indeed, if you look in
the literature, there is only one true
pl acebo-controlled trial conparing the efficacy of

col chicine to placebo, and there are no
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pl acebo-control led trials | ooking at nonsteroidals.

If no placebo is chosen and
non-inferiority design is considered, the issue is
al ways of sensitivity of the trial, that is, do we
know t hat both drugs work, or is it possible that
bot h drugs do not work.

In fact, since gout is a disorder in which
pai n resol ves spontaneously, this may have
i mplications on the choice and duration of the
trial using an non-inferiority design, and we woul d
like the Cormmittee to consider this in their
di scussi ons.

There are a nunber of donmins that can be
examined in a gout trial. Certainly, pain | think
is acritically inportant domain, but there are
several others that can be exam ned, and those
i nclude inflammtion, some nmeasure of function
whether it be walking, ability to walk, ability to
wor k, or sone other function, patient or physician
gl obal assessnent of disease and/or treatment, and
then possibly sone health-related quality of life

measure, although in a trial of short duration,
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this may not be as critical
Let me turn now to sone of the primary

out cones or sone of the outcones to discuss

The first question is: Wat is the value

of reduction in pain as the primary outcome? |If
this is considered one of the prinmary outcones,
then, we would anticipate neasuring sonme of the

typical parameters that we neasure in an acute

anal gesia trial, and these include pain intensity

difference, pain relief, time to onset, tine to

re-medi cation, nulti-dose efficacy.

The second question is: 1Is there value in

addi ti onal endpoints beyond pain? If we feel that

gout is a unique clinical entity, and is

characterized by both pain and inflammtion, then,

shoul d we include inflammation as part of the

outcones that are neasured

However, neasurenents of inflammtion may

be difficult to standardi ze, and this should be

considered by the Committee.

There are sone additional outcomes | would

like to suggest that may, in fact, allow us to
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capture the totality of the treatnent experience
For exanple, rescue, that | have al ready mentioned,
time to rescue could be one outcone, or the nunber
of individuals using rescue in a predefined period
of time, such as 24, 48 hours, or some other
specific tine.

Alternatively, tine to conplete resolution
woul d be a possible outcome, or tine to 80 percent
or 50 percent resolution, and then lastly, a form
of a responder index, such as the nunber of
subjects with good to excellent pain relief in some
prespecified period of tine.

This rai ses the next question: Wat
shoul d that tine be, when should we seek to neasure
response to therapy?

Again, if, as we all agree, that painis a
hal I mark of this disorder, and we would certainly
like to see patients inprove within a relatively
short period of tine, but can we ask for a response
within a hour, should it be within the first 8
hours, within the first 24 hours?

I would renind you al so that gout wll
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tend to i nprove spontaneously over a relatively
short period of time, and this may have inpact on
sonet hing, such as a tine-weighted average, or
shoul d we consider a conbination

We woul d certainly want to capture sone
ef ficacy neasure early in the course of the
treatnment, as well as possibly later in the course
of the treatnent over a few days. W would ask you
to try and consider this in your deliberations.

There are several additional trial design
considerations that | would Iike to put forth.

Is there value in stratification by the
followi ng: renal function, uric acid |evel--these
probably in a short-termtrial will not be
critical--or by tophi, or by the nunber of joints
i nvol ved, such as polyarticular or nonoarticul ar
arthritis.

If we consider the inclusion of
individuals with polyarticular arthritis, it may be
important to identify a signal joint, but then the
concern is how do we evaluate the totality of the

response in other joints.
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How shoul d we deal with conconitant
medi cati ons, other nonsteroidals, other pain
medi cations? Should we allow pain nedications to
be included during the efficacy trial, so as to
keep individuals in the trial and reduce the
dropout, and therefore, inputation of mssing data?

How do we handl e | owdose aspirin,
diuretics, or other drugs that may influence the
renal clearance of uric acid? Again, in a
short-termtrial, these may not be critical issues,
but we would ask the Committee to consider this,
and then diet and al cohol intake, the sane
concerns.

Sone additional considerations. | have
al ready alluded to the eval uation of single and
mul tiple dose efficacy. This is analogous to the
requi renents that we have for studying an acute
anal gesic. W would like to know how the
i ndividual fares within the first few hours of
therapy, as well as how they do over the subsequent
days.

How | ong shoul d an attack be present
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bef ore random zation? On a practical basis, it is
unlikely that we will be able to enter subjects
into a trial that have their attack present for
only a few hours. On the other hand, would we want
to enter soneone that has had their attack present
for four, five, or six days?

On a practical basis, it would seemlikely
that the nmost |ikely subjects would have their
attack present for one to three days.

Shoul d we all ow previous therapy? If an
i ndi vi dual self-medicates 24 to 48 hours before
random zation, is this acceptable? It may be
acceptable if they have self-nedicated with a
short-acting analgesic that is completely washed
out by the tinme of random zation

However, if we don't allow any previous
t herapy because of the potential influence on the
outcone of the trial, then, I would ask you to
reconsi der your concern for placebo-controlled
trials.

If an individual has had an attack for 24

to 48 hours, and has not self-nedicated, is there a
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concern with entering theminto a
pl acebo-control led trial?

If a patient is on previous therapy,
shoul d we wi thdraw them fromthat therapy, and can
that be associated with a worsening flare of their
di sorder, and how would we handle that in a trial

Lastly, the question, is there a
difference in a disease course in individuals that
have acute attacks on a background of chronic
t ophaceous gout versus those individuals that just
have acute attacks?

So, the areas for discussion include the
followi ng, which | have discussed al ready sone.

I nclusi on and exclusion criteria, superiority
versus non-inferiority trials, especially the issue
of placebo-controlled trials, what are the domains
to study, what outcome nmeasures and timng of the
studi es, and then other issues, such as
stratification, concomitant nedications, et cetera.

So, in conclusion, gout is a comon
disorder. You heard a | ot about that yesterday.

New t herapi es that provide inproved risk-benefit
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rati os shoul d be studied and added to the
armanentarium and rigorous trial design is needed.

You will be hearing next fromDr. Cush,
who wi Il be discussing managenent of acute gout,
and followi ng that, a presentation by a conpany and
their approach to a trial design in acute gout, and
| think, all together, should provide an
i nteresting background for today's discussion

Thank you very nuch.

DR. G BOFSKY: Thank you, Dr.

Schi f f enbauer .

Are there questions fromthe panel for Dr.

Schi f f enbauer? Just one fromne, if | may.

In one of your slides, you asked us to
consi der whether gout is a nedical disorder or a
nmodel of acute pain. Like light being a wave and a
particle, can gout not be both?

DR SCH FFENBAUER: It could. | was
aski ng the question because | think the inplication
i s what should we consider as the primary outcone.
If it is considered a nodel of acute pain, then, we

have certain paraneters that we use in acute
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anal gesi a studi es.

If it is considered its own entity, then,
I think pain, but we nay wi sh then to consider
addi ti onal outcome measures, such as inflanmmation,
and | think that is kind of what | was trying to
set up and get fromthe Committee

DR G BOFSKY: Dr. Hochberg

DR. HOCHBERG  Thank you for an excell ent
overview of the issues. | guess one question, and
| don't know if you will be able to respond to
this, on your next to the last slide, you said that
new t herapi es that provide inproved risk-benefit
rati os shoul d be studied and added to the
ar manent ari um

I don't know what Dr. Cush is going to
say, but in the vast majority of people who have
gout, and | exclude fromthis the individuals who
have contraindi cations to the use of nonsteroida
anti-inflammtory drugs either absolute or
relative, the drugs have a pretty good
benefit-to-risk ratio in this popul ation.

So, does that inply that the Agency would
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like to see agents whi ch have a better
benefit-to-risk ratio in the popul ati on whi ch has
relative and absol ute contraindications to the
drugs that are already in use, or would |ike to see
agents which are quantum y beyond NSAIDS in terns
of either efficacy or safety for the vast majority
of peopl e who have acute gout?

DR. HARVEY: Did you want ne to junp in on
this? Actually, we will see what the Agency sees,
and, of course, we want to make sure there is
safety and efficacy for the indication.

DR SCH FFENBAUER: W woul d al ways i ke
to see quantumleaps in therapies, but |I actually
agree with Dr. Harvey's comment.

DR G BOFSKY: Any ot her questions from
t he panel ?

[ No response. ]

DR d BOFSKY: Thank you. W shall see
what we shall see, and now we shall see Dr. Cush
who is a menber of the panel and al so Chief of
Rheurat ol ogy and | mmunol ogy at Presbyterian

Hospital of Dallas.
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Dr. Cush.

Management of Acute Gout

DR CUSH. Good norning, everyone.

I have been asked to tal k about the acute
managenent of classic gout or the acute gouty
attack, and it is nmy intention sort of to give a
little bit of overview, but to focus on what has
been done in trials and what are the outcomes and
how that inpacts on clinical trial design in the
future.

A topic that was brought up yesterday by
Jimand others is, you know, where are these
patients and how do we get themin trials.

It is interesting to note firstoff, that
nost rheumatol ogists love gout. | nmean it is a
very interesting disease, it is easy to diagnose,
the inpact of our intervention is great. W feel
good about oursel ves when patients are very happy
with their outcones.

In fact, nost of the giants in
rheumat ol ogy, starting with Hi ppocrates and goi ng

up to the tine of McCarty and Hol | ander and
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Schumacher, and whatnot, have cut their teeth on
gout as a career, and | think it is because it's an
interesting disease, it has a direct cause, it has
a bi ochemical and i mmunol ogi ¢ basis, and we have
effective interventions, so this is why we | ove
this condition.

Interestingly, however, very few of us are
seeing a lot of patients with gout. W have
pati ents who have chronic tophaceous gout in our
clinic, we have an occasional patient who has
chronic intermttent gout, but the vast majority of
pati ents who have gout are bei ng nmanaged el sewhere,
so although I wish they were in ny clinic, they are
not, and that is sort of a shane because we believe
that, as a discipline, we have a great inpact on
these patients.

That was studied by Richard Panish in his
paper that showed when rheurmat ol ogy intervention
was conpared to a generalist approach to this
condition, there was a shorter duration of
synptons, |ess hospitalization, |ower cost overall

suggesting the value of a rheunatol ogic
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consul tation in such instances.

Hence, nost of these patients are in the
care of the primary care and energency physici ans.
They are first line. That is, you know, people
that darken the boxes, they go to their famly
doct or whenever they have a problem and they don't
know enough to go to a rheumatol ogi st obviously,
and if they did know, they probably couldn't get in
to see us anyway. That is another issue.

But there are significant hazards here in
that | think Marc's point about the effectiveness
of therapy is so accepted at this point, it is
absol utely true, however nost rheumatol ogi sts are
very aware of the fact that there is a | arge
variability as to how patients are treated

What | believe is the gold standard is
probably not the gold standard out in the genera
community, and that varies, not only in our
country, but also in surveys done in France and in
Mexi co and New Zeal and, where there is considerable
variability between the general practitioner,

whether it be internist or famly practitioner, and
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the rheumatol ogi st, and the orthopedist as far as
their approach to gout.

What is unfortunate is that there is a
surprising anount of msuse of these nedications
and i nappropriate use of nedications by the genera
practicing physician, so | think that to foster
gui del i nes and new drug devel opnent is also to
foster better education and, hopefully, better
outcones for patients who have this condition

So, as stated, it is a disorder of
monosodi um urate crystal deposition. It has been
around for years, started with Hi ppocrates in 450
B.C., when he described this as the king of
di seases and the di sease of kings. The burden to
society is significantly great.

Roubenof f estimated 37 million | ost days
of work in the United States in 1981. Kimand
cohorts, in their estimate of the burden of disease
on society, said that gout costs us 27 nillion-plus
dol l ars per annum for the managenent and care of
acute gout, and this tends us to underestimte the

true costs because this is nostly just nmen, it

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (33 of 278) [6/17/2004 12:40:11 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

doesn't include wonen, which are a significant
mnority here that are affected by gout, and it
does not include a lot of the indirect and

i ntangi bl e costs of having such an inpactable
di sease

The epi dem ol ogy was revi ewed yest erday
quite well by Dr. Terkeltaub, but this NHANES
survey, which was a tel ephone survey of the genera
popul ation, was a bit of a surprise.

Most of the epidem ol ogi ¢ studies on gout
suggested about 2.1 and 2.5 percent preval ence in
the general popul ation. However, when this survey
was done--excuse nme, 1 percent, going as high as
2.1to 2.5 mllion people--when this survey was
done and peopl e were asked on the phone, "Have you

had or do you have ki dney stones," they found a
much hi gher than previously reported preval ence,
and t hey asked the same question of gout, and they

found 5 mllion people who clainmed to have gout.

Now, it is hard to confuse a kidney stone.

It is a pretty certain diagnosis when a patient

reports that. Patient reports of gout, however, are
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notori ously inaccurate because the diagnosis, as
made by their general practitioner, are
unfortunately sonetines inaccurate, as well

So, this is probably an overestimation of
the true nunbers, but it is probably sonewhere
between 2 and 5 nmillion as far as the preval ence in
soci ety, and that preval ence does go up, as was
poi nted out yesterday, according to age, that nen
are nostly affected here, but that wonmen in the
post nenopausal era are al nbst equally affected.

This is a dramatic disease, and it is
dramati c because of the abundance of inflammuatory
medi ators that are produced at the tinme of the
att ack.

A wi de nunber of nediators that cause this
i ntense pain and inflammuation, redness, and warnth
and what not, a nunber of cytokines, you can add
this TNF and interleukin-8, and again, the |ist
goes on and on and on as far as the anmount of
medi ators that are present here

Finding an effective therapy that wll

downregul ate that and produce clinical synptons is
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really a gargantuan task, and it is actually
surprising that we do as well as we do given the
amount of inflammation that seens to emanate from
these joints.

So, today, we are tal king about acute
gout, but, of course, gout is divided into severa
different forns, acute intercritical gout that
appeared in between attacks when patients are
qui escent and have no synptons, and they are often
not on therapy.

There is chronic tophaceous gout which was
di scussed in sone detail yesterday, and then there
is asynptonmatic hyperuricem a, who has not yet had
an attack of gout or uric acid nephrolithiasis.
Then, lastly, there is renal effects of gout, as
wel | .

O her publications tal k about another
distinction of acute or classic gout versus
atypi cal gout, and atypical gout is also prone to
havi ng acute attacks, although they are not as
acute, they are nore insidious. They are nore in

worren, they are nore in ol der people who are on
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diuretics and have hypertension and renal failure,
and what not .

So, it is a sort of quasi-group. They
tend to fall a little bit under this acute
unmbrella, but their inclusion in clinical trials
could cloud things. So, again, the acute or
classic attack of gout really usually is often
referred to as acute podagra.

This is often a sudden severe onset of
pain, warnth, inflammation. There is severe
limtation of notion, patients are unable to walk,
they are unable to have a sheet onit. It is
really quite dramatic.

So, while Dr. Schiffenbauer points out
that pain scales in the acute predictive gout are
not nmuch different than other pain nodels, it seens
that gout patients screama little louder, and it
coul d be because nmen are wienies, | don't know It
could be that really it is nmore severe in its pain.

I tend to |like some of the pain scales
that are used in sonme of the clinical trials,

because they tend to represent this alnost like a
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spinal tap 11, and they have zero to 4, zero being
none, 1 being mld, 2 being noderate, 3 being
severe, and 4 being extreme. That is sort of |
think indicative of the severity of the attack

Podagra historically was said to occur at
the first joint in 90 percent of cases. Mre
recent estimates are probably a little bit |ess,
but podagra is the involvement of an acute
inflammatory event that affects the first big toe
or the MIP joint.

Sone joints comonly involved early on are
the tarsus, the ankle, and the knee, distinguishing
it fromother crystalline arthropathies and other
acute onset of inflammtory events.

It is not uncommon for these people to
have | ow grade fevers, high white counts, high sed
rates and CRPs at presentation. Patients wll
often have nmonoarthritis as the first attack, but
then with repeated attacks, will ascend fromtheir
| ower extremity upwards and nay have oligoarticul ar
and polyarticular presentations later on in the

di sease especially when tophi form
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The initial presentation of polyarthritis
is nore often seen in the elderly, in wonmen, and
those who have mld proliferative disorders, also,
in patients who have a transplant and are receiving
cycl ospori ne.

There are nmany precipitants to this -
inactivity, surgery, alcohol, infection, drugs, and
whatnot. Untreated attacks can last up to 14 days,
al though there is quite a significant anmount of
variability there according to who you read, but
that is what ny experience is.

Those who have an attack are at high risk
for subsequent attacks. The majority will have
anot her attack within a year, and it is estinmated
that 78 percent will have another attack within two
years.

An interesting study done by Bellany and
coworkers in Canada, and published in 1987, | ooked
at the natural history of gout in 11 individuals
who had an acute attack of podagra. There were 11
vol unteers who had this acute attack. Two w thdrew

before the full course of therapy or of observation
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I shoul d say, because of severe attacks, and went
on to receive indomethacin.

It should be noted that these 11 patients
who had acute gout, there were 2 who had tophi at
entry, 5 who had a history of nephrolithiasis, 2
who had a history of both. Al had prior attacks
with a nmedian of 4 prior attacks in the 7 years
prior, and that occurred usually with a medi an of
within 4 years.

Ni ne were on allopurinol and 1 was on a
uricosuric agent. It is unclear as to whether
those drugs were continued during this trial. But,
nonet hel ess, when they observed these people, they
showed that pain was inproved by Day 5 in the
majority of patients, that swelling was inproved by
Day 7, that tenderness was inproved in 7 out of 9
patients by Day 7, but 2 patients continued to have
persistent pain. But only 3 people had noted
conpl ete resolution of their synptons by the end of
the 7-day study.

So, again, pain and swelling and erythema

and warnth all began to inprove after Day 3. A
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significant inprovement was really seen between
Days 5 and 7, although again conplete resolution
was not had in all.

At entry, these patients had a nmean pain
score of alittle less than 4, a little |less than
extrene, and at the end of the study, 7 days, the
mean val ue was only about 2 or noderate level. So,
again while these patients got better, this is not
conpl ete resolution of the disease

The inplications here are significant for
trials, first, what is your endpoint for these
attacks and when will get pain get better onits
own, and what are the outcomes that we should do in
| ooki ng at that.

So, | aboratoryw se, again, we should note
that, you know, hyperuricema is a hallnmark of the
di sease, however, studies have shown repeatedly
that up to 50 percent of patients will have nornal
uric acid levels at the time of acute gouty
present ati on.

Leukocytosis is comopn, elevated sed rates

and CRPs are seen, often because of an intermttent
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i nfl ammat ory process, chronic inflammatory indices,
such as a |l ow al bumin, anem a are not seen

Cyt oki ne | evel s have been neasured and
shown to be elevated in patients, and there are
classic x-ray findings that can be seen early on
with soft tissue swelling, later on with
devel opnment of punched-out sclerotic, overhanging
edge type erosions.

These are the patients who have tophi in
different fornms, the helix of the ear, over the
el bow, and severe chronic tophaceous gout over the
hands. The difference between these and nodules is
that they seemto cone to a head and have a
propensity to break through the skin and exude this
chal ky substance that is very, very rich in
nmonosodi um urate crystals.

Their incidence has decreased over
decades, presunmably with better therapy, however,
they are seen in a significant mnority of
individuals. It is estimated it takes up to 10
years for a patient to have gout, to devel op

clinically manifest tophi
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They are nost commonly seen over the
el bows, but can be seen in the hands, feet, and
ears. They will damage tissue and bone and
what not, and therefore, their presence is alarmng,
not only because of their danagi ng potential, but
al so because what they indicate as far as tota
body urate | oad.

Uic acid, we tal ked about yesterday.
Again, up to 50 percent of patients will have
normal uric acid levels at the tinme of attack. The
mechani sm of this are probably not understood.

They are probably nedi ated by inflanmati on,
suggesting that maybe inflammtion, including IL-6
may enhance renal clearance of uric acid, and it's
possi bly why we see that.

Anot her interesting factor is the negative
associ ati on between gout and rheumatoid arthritis,
a good teaching point for our residents and people
we teach, because often patients will cone with
bot h di agnoses, and you can't have both, and there
are actually good reasons for that, or at |east

there are sonme suggestions for that, some which
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i nvolve the role of rheunmatoid factor possibly in
bl ocki ng interacti ons between |1 gG and Fc receptors,
possibly the role of just inflammtion in cytokines
in enhancing uric acid excretion, that also is
somewhat protective, hence, the exclusion of
patients with a diagnosis of RA would nake sense in
an acute gouty trial.

How does one di agnose gout? There are two
ways. One woul d be the Anerican Rheumati sm
Associ ation criteria of 1977, as was reported by
Wal | ace, where you either have to have crystal
evi dence of nopnosodiumurate crystals in either the
joint or in a tophus, or any one of the 6 clinical
foll owi ng features.

That woul d i nclude nore than one acute
attack, maxi muminflamation within one day,
erythema over joint, acute podagra, history of
podagra, unilateral tarsal involvenent, tophi,
hyperuricem a, asymretric swelling on x-ray,
subcortical cysts w thout erosions, and
culture-negative inflammtory arthritis as a neans

of a clinical diagnosis w thout evidence of crystal
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identification.

In a nore practical manner, this is what |
do in practice, | think nost of us do, is patients
present with acute or recurrent nmono or
oligoarthritis, and then you confirmthe diagnosis
by crystal identification.

In the absence of crystal identification,
one can substitute with probably not to the sane
degree of certainty, but | think enhanced
certainty, any one of the follow ng. That would
include a history of recurrent disease, a history
or evidence of hyperuricema, and lastly, x-ray
evi dence of gouty damage with sort of typical x-ray
of gout seen on x-ray.

So, here again, the acute podagra epi sode
medi ated by a urate crystal, in this case taken up
by a poly, and again, this is fairly mserable
arthritis. |1 nean the onset of many of the other
arthritides we take care of is often not as
dramatic as that seen, and we don't see rheumatoi ds
with faces like this. W tend to see only our gout

patients who | ook |like this when they comne in.
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So, the managenent of gout, which was
di scussed yesterday, mainly, the chronic
managenent, the acute managenent of gout is
nonst eroi dal s, steroids and col chi ci ne.

There are sone problenms with this, and
this goes to |I think what Marc Hochberg brought up
earlier is that our therapies work really well and
that the benefit-to-risk ratio seens to be quite
accept abl e.

In fact, that is true, but there are risks
associated with this, and those risks are maybe
nore conpounded in patients who have risk factors,
who have basel i ne or background di seases that
enhance the toxicity of the agents that we commonly
rely upon to use in the nmanagenent of gout.

So, | think this is sort of the reason why
one needs the devel opment of newer and possibly
safer therapies with at |east equal efficacy, if
not better efficacy, but again, if our past efforts
have been very good, then, why not shoot for that.

The managenent certainly should begin with

the confirmation of diagnosis. This is what we do
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in rheumatol ogy practices. This is what is not
often done in the energency roons and in the
general practitioner's office who may not have
again a detail ed understanding of the condition

Al so, the managenent of acute gout also is
the begi nning of the prevention of subsequent
attacks, and that is nodification of behaviors and
drugs and whatnot that may contribute to such
activity.

There are FDA-approved therapies for the
managenment of gout, and there are a | ot of
t herapi es that are unapproved, that have been tried
in trials, and obviously, during acute gout, you
woul d want to avoid drugs that lower uric acid
| evel s, such as uricosuric drugs and even
al | opuri nol

There are regional differences as to how
this is managed. Nonsteroidals, if you read
publications and tal k to physicians, are the
preferred drug of choice in the United States and
Canada, New Zeal and, and Australia, however, in

print, there is a w despread preference for
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col chicine in France, and nmany of the European
Uni on nations who also feel that the use of
colchicine is not only effective, but is also
di agnosti c.

In many instances, for instance, in this
one survey in France, 61 percent of the physicians
preferred col chicine alone, but 32 percent of that
same cohort preferred the combi ned use of
col chicine with a nonsteroidal

The duration of therapy is going to vary
according to the patient's synptoms, but could be
as long as a nonth. It is quite interesting,

t hough, as historic as this disease is, and as
prevalent as it is, that there are no fornal

gui del i nes that have been tested and/or advocat ed,
al though | was reading Dr. Terkeltaub's New Engl and
Journal article last night and came across a Dutch
web site for general practitioners that has

gui del i nes out there, and several nedical schools
have their guidelines for local use, but again,
none of these have actually been tested or been

even rigorously devel oped using evi dence-based
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met hodol ogy.

So, the drugs that we do use in the
managenent of acute gout have significant effects,
there are well-known dosing regi nens that can be
used, but there are also well-known toxicities that
need to be kept in mnd in the choice of one's
t her apy.

This is a publication that | was invol ved
with in the managenent of acute gout. The first
question is nonsteroidals, can they be used or are
they contraindi cated, does the patient have rena
insufficiency or history of peptic ulcer disease,
congestive heart failure, or intolerance to these
drugs, and, if not, then nonsteroidals are the
preferred agent of choice.

However, if those are contraindicated,
then, the next question is can you use the
corticosteroids, and, if not, then what you
probably should do is use the corticosteroids. The
question is how much and where and when and
whatnot. On this, you base your decision on how

many joints are invol ved.
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If it's a nonoarticul ar presentation, one
woul d consider the use of intra-articular steroids,
| ess toxic, nore effective, rapid onset of effect.
However, if it's polyarticular presentation, one
could go to either oral or--excuse ne--that is
supposed to be intramuscul ar admi nistration

If, however, corticosteroids were
contraindicated, brittle diabetes or brittle
congestive heart failure, one could advocate the
use of oral colchicine, and only oral col chicine.

So, colchicine is certainly the nost

historic drug used in the nmanagenent of gout. It
is tal ked about as the first drug for gout. It's
an al kal oid of the Col chicum species. It has

significant anti-inflanmatory effects, thought to
be nediated by its ability to inhibit mcrotubule
formati on and basically poly activity.

The half-life of this drug varies w dely
according to who you read. It is as brief as a few
mnutes. Its plasma half-life is certainly less
than an hour, it is as short as 19 minutes, but it

can be as long as 16 hours, because it does seemto
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bind to tissues, especially polys and m crotubul es,
and stay around for as |long as 10 days.

So, again, there is a wide variability
here. It is found, because it is lipid soluble, it
is found in other tissues in high concentrations
including the liver, spleen, and intestine. It is
excreted in the urine, in the bile, and undergoes
some degree of intrahepatic recirculation

It is nmetabolized by denethylation using
cytochrome 3A4, which is also responsible for the
met abol i sm of ot her drugs which have been linked to
the toxicity of colchicine use especially
eryt hromyci n, ketoconazol e, cycl osporine, and nost
recently, the statins.

These drugs do cross the placenta and are
found in breast mlk. They are not dial yzable.
They have many of f-1| abel indications besides gout,
pseudogout, anyl oi dosis, FM-, many skin conditions
i ncludi ng Behcets and Sweets syndrone, and it goes
on and on.

The biologic effects of colchicine are

numerous, but again its mainly its effect on polys
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and poly activities with adherence and

degranul ation, but it does inhibit the expression
of adhesi on nol ecul es, the generation of cytokines
and chenoki nes that are probably involved in again
this inflammatory process.

There are nmany advantages to using
colchicine, it has a lost history. It works in
both acute gout, it works as prophylaxis in chronic
gout, and prophyl axis when starting hyperuricenic
t her apy.

It is said to have a diagnostic
specificity of 96 percent and sensitivity of 70
percent. It has a very fast onset of action when
used 1V, although it is |onger when used in the PO
form and this is said to be certainly faster than
what is seen with corticosteroids either as
intra-articular or intramuscular, which is
certainly better than PO corticosteroids.

Lastly, | think nonsteroidals tend to have
their effects a little longer. There is certainly
an advantage in the managenent of the patients who

are NPO and not able to take anything by nouth,

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (52 of 278) [6/17/2004 12:40:11 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

surgical patients and hospitalized patients, and
those who are intolerant or unable to take
nonst eroi dal s because of contraindications.

These drugs are cheap. Yu, in a
retrospective anal ysis of 540 patients, basically
showed that the results of colchicine therapy were
excellent in 82 percent of individuals and
satisfactory in 12 percent, and only poor in 5
percent, and there were few epi sodes of
i ntol erance, no cases of renal or hematol ogic
toxicity, and this was over an extended period of
time, over 20 years, in 540 patients.

It has been studied going back to 1939,
when Lockie tested colchicine in patients with
gout, 75 patients, and conpared the effects of
colchicine in those patients to other rheumatic
di sease including rheumatoid arthritis and
psoriatic arthritis, and whatnot.

Interestingly, all of the gout patients
responded to col chi ci ne, whereas, none of the other
arthritides did. They do not talk about their

outcones that were used in that trial, but it
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nevert hel ess shows again the specificity and
selectivity of a col chicine response.

In 1967, Wallace tested 120 patients, 58
of whom had acute gout, which was originally
defined as an elevated uric acid level with a
current arthritis. Fifteen of these patients had
tophi, and they were treated with colchicine orally
or by IV, roughly split, in the total 120-patient
group.

Maj or resolution of joint inflanmation
within 48 hours was the prinme outcome with no
worsening in the next 7 days. In the gout
popul ation, 76 percent of patients resolved,
whereas, in the other population, only 3.2 percent
of patients resol ved, again suggesting the
specificity of response here.

Acut e gout management, | don't think
need to go through this a great deal, nobst of us
know this, but it is 1.2 or 1 ng initially, and
then a dose every 1 to 2 hours until G synptons
develop or until the patients are better

Ahearn, in his publication, it was a
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pl acebo-controlled trial conparing colchicine in
gout, showed that 64 percent of patients responded

within 48 hours. That conpared to 23 percent in

the placebo arm

They both had agai n progressive
i mprovenent over the next 36 hours, however,
colchicine and related G toxicity and diarrhea

devel oped within 24 hours in nost patients, so

often the G synptomatol ogy and diarrhea, which was

really quite severe, has its onset before the onset

of clinical inprovenent.

| heard yesterday Marc's statenent that

patients are still very happy with col chicine
out comes because they would rather deal with G

toxicity than the pain of gout, which is a

testinony to how severe the pain of gout really is.

Again acute use is reserved for patients

who cannot tol erate nonsteroidals and steroids.
Dr. Wortnman has a recent publication where he
states, quite interestingly, that he prefers

nonsteroidals in the managenent of acute gout,

however, he does prefer the use of col chicine when
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patients don't yet have an established di aghosi s,
such that he can use col chicine alnost as a
di agnostic test.

So, when woul d one use |V col chicine?
VWell, in my estimation never, but it should be used
or advocated when a rapid response i s needed, when
oral use is precluded and when nonsteroidals and
steroids are contraindicat ed.

The problemis that there are no warning
signs here as there is with oral colchicine. The
toxicity sort of depends upon how nuch you give
over time and what your doses are. The recommended
doses are either 2 mg initially, followed by 1 ny
every 6 hours, for a maximumof 4 to 5 ng.

Anot her reginen would be 2 ng IV as one
single dose, or a third regi men would be 3 ng as
one single |V dose.

The problemis that there is significant
anmount of toxicity associated with this. It can be
as sinple as extravasation into the |ocal tissues,
whi ch causes significant irritation if not tissue

necrosis, but it can be severe as death.
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A report comng out of the Ofice of Drug
Saf ety here at FDA, they detailed 20 deaths that
occurred in a recent tinme period.

This is a listing of 23 publications, just
by literature search, that give evidence for severe
toxicity, episodes of suicide, and nortal outcones
in patients who received IV col chicine, suggesting
that the utility and the use of this approach
shoul d be severely questioned.

In this Bonnel article, well, actually
before that, | asked Joel to tell me, if he | ooked
at the Med Watch system what did he conme up with,
and just |ooking at just the Adverse Event
Reporting System since 1990, in the system there
are 90 deaths associated with IV col chicine.

Now, those are not confirned, we don't
know if there is duplicates in there, we haven't
researched those, so that is just a ballpark figure
suggesting that this is a serious probl em

Interestingly, during the same period,
there were 429 deaths associated with all opurinol,

but again there are a lot nore issues going on
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there. Allopurinol has far greater uses, w der
uses than does col chi cine.

Inits report by the Ofice of Drug Safety
in Bonnel, there are 20 deaths over a 17-year
period. Mst of these were taken fromthe Adverse
Event Reporting System but sonme fromthe
literature.

There were nostly males, 11 males and 8
femal es, 17 patients, and they ranged from50 to 90
years of age. There were two cases of FM-, and the
rest were gout. Al exceeded the reconmrended doses
of 2to 4 ng. The range went from5.5 to over 19
nmg as a total course

Adverse reactions that were seen included
t hronbocyt openi a, | eukopeni a, pancytopeni a,
agranul ocytosis, aplastic anem a, tubule rena
failure, and DIC. Death occurred within 1 to 40
days, and 80 percent of these patients showed
evi dence of bone marrow depression

There were risk factors in 13 of these
patients including the elderly, pre-existing

medi cal conditions, the use of background
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nonst eroi dal s, and recent oral col chicine use that
was then conpounded by followup therapy with IV
col chici ne use

It was clear fromtheir review of the
war ni ngs, precautions, and contraindications |isted
in the package insert or in prescribing guidelines
in any major publication were not followed or were
m sinterpreted by the prescriber.

Acute toxicity with col chicine can be
again limted to just the skin. Many suggest that
this drug should not be given IV unless there is an
indwel ling catheter that had been firmy
est abl i shed.

Synptonms coul d begin as tightness in the
chest, difficulty swallowi ng, abdom nal pain,
nausea, voniting, diarrhea, arthral gias, nyopathy,
and then lead to severe shock, oliguria, paralysis
and delirium

The nechani sns by which these patients
devel op these nulti-organ invol vement and
subsequent death has really not been fully

elucidated. Again, the |abs are dramatic, often
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with severe cytopenias and the devel opnent of rena
failure and DI C

Fatalities have been seen with as little
as 1 ng IV in patients who have been on background
therapy and then received this and had obviously
other risk factors.

Rhabdomyol ysi s has been reported
especially in end-stage renal disease, and the
patients who were felt to be at risk are those
again who are ol der, who have renal failure, those
who have been previously taking PO col chicine and
now get switched over to the sanme dose of |V
col chici ne, those who are on background
cycl osporine or tacrolinmnmus, those on grapefruit
juice, and those on statins.

Again, you can see the different stages of
i ntoxication could begin with G synptons and
dehydration, and then progress to nore severe
mani festations in the first two to three days. |If
the patient is |lucky enough to recover,
| eukocytosis and all opecia will ensue.

So, guidelines for use | think should be
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revi ewed and al ways advocated. |t should be
severely restricted as far as its use, whether
restricted to a particular discipline or an

i ndividual, or to be banned outright either by
institutions or maybe even by this body.

In Geat Britain, it has been renoved from
the formulary totally. In many hospital systens
around the country, it has been renoved fromthe
formulary totally. | was in a hospital |ast week
where a very wel | -known rheurat ol ogi st opened sone
mail while | was sitting in his office, and he got
very upset. He said, "Darn, look at this, ny
favorite drug has been taken off the fornulary
because we had a recent death, because sone
knuckl ehead i nappropriately used IV colchicine."

A drug that he |loved to use, that he was
very skillful at using, this is a very good
rheumat ol ogi st, | amsure he knows all these
gui del i nes, other people have now taken this drug
away fromhim and he can no longer use it in his
hospi t al

Again, single |V doses should not exceed 3
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nmg as a single dose, and 2 is probably a better
dose. Cunul ative doses should not exceed 4 to 5 ng
over a total of 7 days. \When one | ooks at the
patients who died and had serious toxicity, often
it was nore than 1 ng per day over a 7-day period,
that patient got into trouble, and, in fact, going
hi gher than 0.5 ng per day for a 7-day period put
patients at risk.

It should be given by IV catheter. [If IV
use is to follow chronic PO therapy, and used to
sustain the patient, it should be done at basically
hal f the dose. |If you are going to follow up IV
therapy with PO therapy, you should wait 7 to 10
days before initiating PO therapy.

Reduced dosages should be used in the
elderly, in those with liver disease and rena
di sease, those with prior PO colchicine, and it is
certainly contraindicated in those who are
preghant, who have conbi ned renal -hepatic di sease,
who have very | ow creatinine clearances, and who
have evi dence of biliary obstruction.

Treatment is often difficult obviously
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with drug cessation, pronoting intelligent use, it
is not dialyzable, cytopenias can be nmanaged wth
growth factors in some instance, rhabdonyol ysis
shoul d be managed, as it usually is, with fluids
and al kalization, if necessary, and there have been
sone experinental therapies with Fab-2 fragnents to
inhibit and to bind, but this is an experinental
tool that is being used.

Moving on to corticosteroids and
intra-articular and intranuscul ar use, they
certainly have benefits equal to nonsteroidals.
They are felt to be overall |ess toxic when used
acutely and internittently, and again have
significant benefits.

There are, however, sone issues, that
there is no standardization as far as dosing, which
formis best, what is the best route. It is often
good in patients who have contraindications to
recei ve nonsteroidals, and that includes heart
failure, renal failure, G bleed, or patients who
have nonoarticul ar presentations in whom a

intra-articular injection would nmake nore sense.
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Toxicity can be significant,
hyper gl ycem a, hypokalem a, fluid retention, and it
is frequently reported that patients who receive
corticosteroids get better, but then a few days
| ater or maybe a week or two later, they actually
rebound where they get another flare of gout.

Predni sone orally has been used with doses
of 30 to 50 ng being advocated for up to a week and
then tapered over the next week or so. Again,
there is this issue of rebound.

ACTH i s probably the best studied of
these, either 40 or 80 ng--excuse ne--internationa
use as in a single injection. Oher dosage forns
i nclude triancti nol one, acetoni de, and
bet anet hasone, 7 nwy.

| have listed a few studies here that | ook
at the value of ACTH therapy as conpared to |Indocin
or Diclofenac here, and you can see that basically,
ACTH seens to performvery well. It had a faster
onset than Indocin, and Indocin certainly had nore
toxicity, was conpared head to head over here.

When it was an uncontrolled trial, 97
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percent of people were better by 5 1/2 days. Wen
compared to triantinol one, both groups, the ACTH
group and the triantinol one group, responded by Day
8, but the triantinol one group had fewer rebound
epi sodes and required | ess re-treatnent.

Then, Werlen showed that when conparing
these two different steroid forms, the Diclofenac
and steroids outperforned the nonsteroidals in
their trial

So, nonsteroidals have been advocated, FDA
approved, including indonethacin, naproxen, and
sulindac. Many have been tested in clinical trials,
nmost of which have been open | abel. The benefits
of nonsteroidals are that they certainly have a
fast relief of onset conpared wth col chicine, PO
col chicine, not |V.

It is estimated that 2 to 4 hours it takes
for people to get better. Wth indonethacin, that
woul d not be conplete inprovenent. It is |less
toxi c when prescribed appropriately and better
tolerated than certainly colchicine. They are

wi despread in their use and nost docs are nore
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famliar with the proper dosing and use of
nonsteroi dals than they are with col chicine and IV
colchicine, and certainly in many instances, there
are very cost effective

| believe the representative from Merck
will review the combined results of the etoricoxib
study that was reported recently at the American
Pain Society, but all of this to say that
etoricoxib and COX-2 inhibitors have been tested in
gout in two studies, and subnitted an anal ysis of
both or a conbination of both, and they have showed
using two primary outcomes here that etoricoxib
conpared very well to Indocin, so while they both
had significant benefit, the real benefit was seen
with less toxicity in the etoricoxib group conpare
to Indocin as far as hypertension, diarrhea, and
CNS or headache.

Anal gesi cs have al so been advocated in the
treatnment of acute gout, and that includes the use
of topical ice where it has been shown that
patients who received ice had better outcones as

far as swelling and pain, and ketorol ac.
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Actually, this fellow Shresta was one of
my residents at Parkland, he did both of these
trials at Parkland, and he used ketorolac, and his
time points were very short tinme points, 30
m nutes, 60 mnutes, 90 minutes, and 2 hours.

He showed in this open label trial and a
doubl e-bl i nded, randomi zed, controlled trial
agai nst Indocin that it perforned very well, either
equal to Indocin or certainly significant by 90
mnutes or 2 hours in both trials.

There was, however, in the second trial,
sonme rebound in patient who received the ketorol ac
after 6 hours.

I have a listing for you in the next two
tables, the trials that have been done, open | abe
trials and controlled trials, in the nanagenent of
acute gout. This is basically for your education
to show you, nunber one, the design and the nunber
of patients, but to | ook at the prinary outcones
that were used in these trials and the time points
for evaluation.

You can see that nost of these used pain
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or joint exam findings, tender joints and swollen
joints, as outcomes, but pain usually in VAS or
Li kert scales, and the days and times of eval uation
ranged from 24- hour evaluation to--or Shresta, he
did these at 30 minutes, 60 mnutes, and 90
m nutes, but one day all the way up to 7 days here.
In the next trial, these are controlled
trials, conparing nostly nonsteroidals, sone of
these are steroid trials and ice trials, and
what not, and you can see again nost of these
required pain outcomes and, the top one here, a 50
percent reduction in pain, nostly going to the
reduction in pain level, or reported just changes
in pain level, usually is reported by either VAS or
Li kert scal es.
Again, the tine points that were usually
| ooked at were 1 to 8 days in nost of these trials.
So, the considerations as we go forward is
how does one establish a diagnosis, would it be
sol ely based on prior evidence or current evidence
of crystals as a neans for diagnosis.

Wuld you rely on ARA criteria, either
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crystals or the clinical criteria, or would you use
the much nore practical approaches as | do in
clinic, what is the duration, does soneone cone in
with two weeks of synptons and new gout, or nust
they have established gout over tine, what does the
duration of attack have to be before they get in.

In sone instances, patients had to wait 5
to 7 days to get in. This is sort of a problem
because again that is the maxi mal anmpbunt of pain.
You want to get these patients in as soon as
possi bl e.

Con meds are issues, as Joel talked about.
| think nost patients will conme to you on sone
degree of pain medici ne whether they be
nonsteroi dals or other pain nedicines. Steroids
obviously | think would conmpound things unless it
was a steroid trial, and allopurinol should be
stopped at entry.

Ti me assessnments. The wi ndow here is nuch
shorter. This is not like the trials we were
tal ki ng about yesterday. W were |ooking at 3

months, 6 nonths, and 12 npbnth outconmes. Here,
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think we are | ooking at 1-day, 2-day, 7-day
out comes, and the extended outcone nmay be anywhere
from14 to 30 days.

The primary outcone is always going to be
pain, | mean there is no doubt about this. | don't
know that there can be much argurment here. This is
an incredibly painful condition, and that is what
patients want. That is what we accept clinically
when we see these patients.

There are ot her secondary neasures that
one can look at and I list those for you there, and
I woul d advocate these are rescue nedicines in any
regi men whether it be placebo-controlled or an
active-controll ed reginen.

This is my suggestions for a clinical
trial. Nunmber 1, | see as guidelines for actua
nunbers, | think would be Smart in this instance.
Qovi ously, they would be short-termtrials, so
think that the first applies here. W are not going
to have many people treated with acute therapy for
over a year.

| believe an active controlled trial,
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| ooking for a non-inferiority design largely
because of what Marc brought up earlier, which is
that the therapies we have are very effective. You
know, to go against a currently approved therapy
woul dn't make a great deal of sense, and use a
non-inferiority design, that you have obviously
doubl e-blind and active controll ed.

Patients shoul d have a di agnosis of gout,
and | think that although | Iike ny method of
di agnosis, | still think you have to go with
somet hing that has been tested and held to be true.
ARA criteria have a sensitivity of 87 percent or 84
percent, and specificity of 100 percent if you
i nclude crystals.

The acute gouty attack should be seen
within a certain period of tine, certainly within
three days. The trial length could be up to two
weeks, and visit frequency | think would have to
depend on the expectations of the drug and its
onset of effect.

One thing that | was thinking about, that

is not on the slide, but is a commpn issue in
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clinical trials, is that patients have a run-in
period. They are seen, they are screened, they are
consented. You get |abs, they come back a week or
two, or three days or two days later, that is a
probl em here. These people hurt today.

I think that inclusion criteria have to be
liberalized to allow for people who nay be entered
into a trial who have renal failure and you don't
know about it, who have LFTs that you don't know
about, who have, you know, because they didn't
reveal the fact that they are an al coholic, the
i deas that they need to get in, | think you should
protect the trial as best you can with Snart
criteria, but I don't think you should inpair
enrollment in these trials by clinical inclusion
criteria.

Qovi ously, age greater than 18, the
di agnosi s of gout, an acute attack should be
defined, and | think that should be one of the
out conmes here, not only how | ong an acute attack
| asts, but whether they have subsequent acute

at t acks.
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Mono/oligoarthritis are preferable at
entry. Polyarthritis | think should be excluded
for several reasons. One, it could be sonething
el se. Two, the polyarthritis tends to fall nore in
that atypical gouty group, ol der women, nore
i nsi di ous, older, nostly wonen, nore insidious
attacks, nodal osteoarthritis, a lot of other
factors going on there, and their response to
therapy may not be the sane, so | would tend to
excl ude polyarticular presentations of gout in such
trials.

Activity needs to be assessed, and
activity can be easily assessed by just using the
cardinal signs of inflammtion, so tunor, rubor,
dolor, or calor, pain, swelling, redness, and
warnth, and i nprovenent in two out of four, or
three out of four as very objective nmeans of
out cone.

Excl usi ons, | think absol ute excl usions
shoul d i nclude polyarthritis, an excessive al coho
use, renal insufficiency, if known, background

aspirin, if known, cyclosporine, rheumatoid
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arthritis, transplant, active infections, dietary
restrictions, and uncontrolled hypertension night
be certain obvious issues you woul d excl ude.

What is on the table, and | think very
uncertain, are background use of nonsteroidals or
BC, di abetes, heart failure, tophi,
nephrolithiasis, previous or current narcotic use,
previous or current anticoagul ants, background
nonst eroi dals, allopurinol, probenecid,
sul fi npyrazone, hospitalized or imobilized
patients, those that are unwilling, and, ny
favorite, those who are currently involved in
litigation.

So, primary outcones | think are clearly
going to be patient derived and pain. | think that
pai n can be sel f-reported neasures of pain. W
heard presentations at our pain advisory meeting
about the use of PDAs and direct patient entry of
dat a.

It is real-tine, nore reliable, gives you
I think a true assessnent of what is going on. It

can also give you a nore reliable assessnent of
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time to onset that nay not be easily achieved in a
recurrent physician visit kind of assessnent.
Secondary outcones can be both patient and
physi cian derived. That w |l include gl oba
assessnent of the disease, global response to the
drug, conplete resolution of synptons, tinme to
resol ution of synmptoms, what happens in an index
joint, if one can be identified as far as the four
cardinal signs of inflammtion, swollen joint
score, tender joint scores on zero to 3 scale, the
need for rescue anal gesics, inflammatory indices of
sed rate and CRP, uric acid could be also | ooked at
al though | think less inportant, functiona
measures, and then comparison with the active drug

as far as the safety and toxicity profile.

So, that was a nouthful. | wll end
t here.

Thank you very nuch.

DR G BOFSKY: Thank you very mnuch, Dr.
Cush.

Are there questions for Dr. Cush fromthe

menbers of the panel ?
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Dr. Wi snman.

DR. VEI SMAN: Dr. Cush, what is your
formula for nmanagi ng patients with acute gout that
is conplicated? Transplantation comes in with a
creatinine of 2, already on steroids, and so forth.

DR CUSH. Well, the nore conplicated they
are, the nore | tend to rely on steroids in
managenent, so if they have transplants, and if
they have renal insufficiency, and they are
hospitalized and they are NPO, | think steroids is
the maj or issue.

It has often been advocated that in
patients who have contrai ndications to using
nonsteroi dals, that you can still use them because
you are unlikely to get into the significant
troubl e one sees with nonsteroidals, whether that
be G or hematol ogic or renal, because you are
usi ng short courses of therapy.

However, | think that is probably
overestimated and that nost patients don't need
three days of therapy. They probably need nore |ike

seven to 14 days of therapy, and there the risks
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are real

So, | think conplicated gout may require
parenteral adm nistration of nedicines, nore use of
steroids. | tend again not to want to use |V
col chi ci ne.

I think getting smarter about prevention
of subsequent attacks and using conbi nations of
what ever the patient can tolerate to treat the
acute attack is the smartest way to go, but then
agai n, you know, conplicated courses are often
because you can't get them under control

The real struggle | don't think is as mnuch
in the nmanagenent of the acute episode as once you
get them under control, how do you keep them
control, because what conplicates themare the
factors that bring out these nore recurrent
att acks.

DR VEI SMAN: Would you include themin
clinical trials?

DR. CUSH. Well, again, | alluded to sone
of that by saying no for transplant, no for

cycl osporine, no for a lot of difficult situations.
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I think these acute trials could occur in patients
who have well-controlled intercritical gout on no
therapy, or well-controlled intercritical gout on
sone therapy.

It could occur in well-controlled
t ophaceous gout and then has an acute attack, but
patients who are chronically out of control wth
i nflammati on and swollen joints and what not, that
can be a nore problematic group, and they are nore
likely to be in that tophaceous gout group. Again,
those night need to be excl uded.

I think again to liberalize patients, so
that they don't have to undergo, for instance, a
| ab screen, that requires themto return in 24
hours or a week, would be a horrible thing, because
it would deny those people access to treatnent
whi ch they desperately need today.

DR G BOFSKY: Dr. Hoffman.

DR. HOFFMAN: That was a great and very
thoughtful review, Jack. Thank you

I would Iike to hear your thoughts on a

coupl e of points that you nentioned and gui delines
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you suggested. |If | understood you correctly, you
woul d stop allopurinol in patients who came in with
acute gout.

We have all seen patients who have
recently had allopurinol started and have
precipitated an acute attack, and | amnot sure
that that attack is in any way, other than for that
association, different than other attacks or that
it would respond differently to the agent being
t est ed.

So, | am not sure why sonmeone woul d change
the dose that the patient cane in on, the
al l opurinol dose rather than just continue what
they were on and treat the acute attack in testing
the agent of interest.

DR CUSH | think it is a matter of how
one is taught, | don't think there is a |ot of
science here. | think there is a lot of
hand- me-downs as to what works. | mean | have
al ways been taught that it should be stopped mainly
because you want to stop the nobilization of tissue

stores as nmuch as possible to give you the best
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chance of acute resolution, that if they continue
on allopurinol, you may prolong the attack

Again, | don't think that is as well
studied as | wish it were. That is certainly an
i ssue, whether or not patients should be continued
on what ever background therapy they are on, whether
it be allopurinol or diuretics. Ooviously, there
are drugs that may contribute to either that event
or maybe even the prolongation of that event.

My viewis if they can safely be stopped,
then, what is the hazard in it, are you hurting the
patient down the line as far as their ultimte
control, would they fall out of control by stopping
that 300 mg or 100 ng a day of all opurinol

DR HOFFMAN: | don't know the answer to
that either, but | think it is an issue that
remai ns perhaps contenti ous.

DR CUSH Right.

DR HOFFMAN: Al ong the sanme |lines, since
the significant mnority of people, you have got a
great handle on the literature and can probably

informus, but | amthinking that there are sone
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studies in the past that have suggested that when
you | ook at all gout, that perhaps as many as 30
percent of people have polyarticul ar gout.

You ni ght conment on whether that is
accurate or not, but if it is a significant
mnority, why would one want to excl ude
polyarticular gout in a trial especially if one of
your standards for inclusion was crysta
denonstrat ed gout?

DR CUSH. If crystals were your
identifying factor, | think that you would be a
little nore certain, but you could identify
crystals, and still not know whether that is acute
polyarticular septic arthritis, as well. So, that
is an issue.

I think what is clear fromwhat | have
read and |l ooked at is that in the initia
presentations, not someone who has established gout
and has recurrent disease, but in the initial
presentation, polyarticular gout is very, very
uncommon except for in the population | nentioned -

worren, mld proliferative disorders, elderly, and
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t hose receiving cycl ospori ne.

O herwise, it is actually really small,

is probably in the single digits. By "poly,"

mean four or nmore joints. You know, nono and oligo

is really | think where 90-plus percent of the
patients exist. | think that there is nore

diagnostic certainly in that restriction

If one allows polyarticular gout, | think

you woul d need to make sure that you are not

dealing with other issues, whether it be another

crystal, whether it be background issues that may

conplicate response to therapy.

So, | mainly exclude them because | think

it is an uncommon aspect to the disease, and there

are so many patients, you don't need those to do
the trial well
DR. HOFFMAN:  So, you woul dn't excl ude

ol i go.

DR. CUSH. No, | would not exclude oligo.

I think that is a very inportant inclusion

DR HOFFMAN:  Finally, if the chairman

woul d allow ne a final question, | would just |ike
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per haps your opinion and sonme of the other experts
on the panel about what | think is a bias in the
literature.

That is the nonassociati on of gout and
rheumatoid arthritis. | actually don't believe
that at all frommy own practice because | woul d
submit that nobst rheunatol ogi sts who see a patient
with a flare-up of RA, and are concerned about a
conorbidity, mght or might not aspirate the joint
to rule out sepsis, but probably don't personally
do synovial fluid analysis.

DR CUSH. Right.

DR HOFFMAN:  But havi ng done that nyself,
I have seen a nunber of cases of patients with RA
and gout, of course, as well as pseudogout, and
am not sure how robust that literature is, and
since the notion has been in the literature, then,
there has been a story, perhaps fantasy, that has
grown up around it regarding rheumatoid factor and
i nhi bition.

DR CUSH. Well, | would agree it is not a

well studied matter. | think it is sonmewhat urban
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| egend, rheunatol ogy | egend that has passed on

My own belief is that it is true, and that
stens somewhat from observations and doing clinica
trials where | don't know why uric acid was bei ng
done, but | have done several trials where RA
patients, uric acid | evels were being done, and it
was clear that uric acid levels would go down when
RA was at its worst.

That was curious to nme, and that is why |
thi nk some of the nore recent data about this
negative associ ati on and maybe why that occurs
associated with IL-6 and whatnot rings true.

I think it is an inportant teaching point
because | think in the general practice community
where people are seeing arthritis patients don't
know wel | how to di agnose these, patients conme to
us all the time with, "Doctor, | have gout, | upus,
and rheumatoid arthritis.”

"I amsorry, ma'am you don't. Firstoff,
you are too young to have gout and you definitely
don't have | upus."

For me to propose that the two can
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coexist, | do propose that septic arthritis and

gout often do coexist, | think would be m sl eadi ng

and niss a prine teaching opportunity to the

general public, which is that you either have one

or the other, and if you have both, let's report

it.

In fact, if you | ooked at the reports in

the literature of conbi ned gout and rheumatoid

arthritis, they are less in nunber than the nunbers

of conbi ned gout and septic arthritis.

I still think your point is right. |

think that nost rheunatol ogi sts, when they see an
acute rheunmat oi d who has one or two swollen joints,

rather than aspirating that joint, treat it. And

how do they treat it? Mre nonsteroidals, nore

steroi ds, and what ever.

So, the possibility I think still remains

and | think for soneone to study in that matter by

vigilantly looking for it would be an inportant
contribution to our literature.

DR A BOFSKY: Dr. Cronstein.

DR. CRONSTEIN:. Jack, again, that was a
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terrific review and very thoughtf ul

One of the things that you mentioned was
the need for very rapid assessnent and enrol | nent
of patients, so this might preclude | guess a nore
t horough eval uati on of the nedical status, but
since many of the drugs, whether they are
conparator agents, all the nonsteroidals, for
exanpl e, can exacerbate hypertensi on and rena
insufficiency, I amjust wondering if you could
el aborate on how you m ght go about doing this,
because this is going to be a probl em

DR CUSH: And figure this into the
equation. If this trial is done by nme, and by
those of you around this table who do clinica
trials, this won't be as nuch of an issue, because
we will actually spend an hour with the patient, we
will do a very careful history, we will do a very
careful exam

In that hour, we could actually have | abs
back and see what the creatinine and LSCs are, and
whatnot. But the problemis | don't have these

patients in nmy clinic, | amnot going to treat that
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many acute gouts this year. |f you are going to do
this in emergency roons, in famly practice clinics
where they are seeing patients every 8 to 10

m nutes, you know, these guys don't have the tine
to do this kind of detail, and so you are going to
get a real world view of these peopl e including
some of their conorbidities and sonme of their
background t herapi es.

You know, the FDA and the product
manuf acturers have to accept a hi gher degree of
toxicity that may be associated with such an
approach, but to not do that is to naybe deny
peopl e who really need therapy right now sone
i ntervention.

How | ong can soneone who has acute gout,
where they can't have a sheet on their big toe, or
they can't wal k, whether it's a nother who is
taking care of kids or a businessman who has a trip
tomorrow, and whatnot, | think it is cruel and
unj ust.

I think that | would point to the higher

good, which is go for patient relief and now, and
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accept again a nore real |ife popul ation except
that I will enroll them now, get ny |labs, and maybe
we have to stratify those people post hoc for
patients who had uncontroll ed hypertension, for
patients who had renal insufficiency, people who
wer e di abetic, and whatnot.

DR G BOFSKY: Dr. Terkeltaub

DR. TERKELTAUB: Thank you for that
revi ew.

| wanted to point out one item about gouty
inflammation, and that is, that it actually,
pat hogenically, is very well characterized. | nean
not only do we have the etiol ogic agent as opposed
to, you know, not knowi ng the primary etiol ogy of
RA, but the mmjor inflammtory nediators including
IL-1, TNF-al pha, IL-8, the signal transduction
cascades including P38 and of Kappa B inhibitors,
the effects of |eukocyte adhesi on nol ecul es, Dr.
Cronstein having el uci dated how col chi ci ne works on
e-selectin, these are all well characterized, and
sone of the actual targets are seen by specific

medi cations now in practice including IL-1
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i nhi bitors, TNF-al pha inhibitors, and nedications
being evaluated in the clinic for RA that may not
work very well for RA, but may work for gout.

Are you aware of any anecdotal evidence
for sone of these particular nedications in trials

or in use for RA working for gouty inflammtion?

DR CUSH. | amnot. As you were going
into this, | was going to turn around and ask you
that question. | would love to see if Kineret or a

TNF i nhi bitor has been tried in acute gout, and, if
so, | would Iike to know.

DR TERKELTAUB: Dr. Cronstein has told ne
that | shouldn't adnit to using Kineret or Enbrel
for gout, that it wouldn't be seemy, but | wll
admit to it, and there is sone anecdotal evidence
for sone of the biologics affecting gouty
i nflammati on, but obviously, it hasn't been done in
a controlled nmanner.

DR. CUSH. Wbuld responses be as pronpt?

DR. TERKELTAUB: Handfuls of patients, it
is very hard to tell, but there is sone evidence

that sonme of the biologic agents might work for
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gouty inflammation.

DR. CUSH. So, maybe going to Dr.

Wei sman' s question as to how do you nmanage soneone
who is very difficult to manage, who naybe you
can't give colchicine, maybe you can't give

nonst eroi dals, and maybe you can't even use a
steroid, naybe that is yet another alternative.

DR. TERKELTAUB: | think there is roomfor
trials, for careful trials, and again, you did a
trenendous job in the review. | think that one of
the issues is that | think we really are seeing
nore conplicated patients in terms of nore
polyarthritis and nore severe flares in the elderly
and patients with renal failure and transplants,
and so forth.

So, | woul d encourage, given that these
are the patients that we have a shortage of safe
medi cations to use, that we would at |east study
these patients in trials.

DR. CUSH: And | think that they should be
studi ed because they are still a therapeutic

conundrumin many situations. Their inclusion in
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an acute trial, for an acute indication, | think
woul d only tend to conplicate matters for what

should be a relatively straightforward trial.

It is adifferent nmatter if you want to

study peopl e who have established chronic

tophaceous gout, or renal failure, or one of these

very difficult kind of cases, and | ook for the

control of acute flares in those people. That is

different kind of trial and maybe even a different

kind of drug is being devel oped.

DR. G BOFSKY: Dr. Hochberg.

DR HOCHBERG | guess maybe your thoughts

on one other issue, and this sort of conmes out of

what Dr. Terkeltaub just said. |If you have
pati ents who can take established therapy, let's

say, NSAIDs, then, follow ng your rationale, you

woul d say that the NSAIDs shoul d be the conparator

agent, right?

DR. CUSH: Yes.

DR. HOCHBERG  Then, if you have people

who have contraindications to NSAI Ds, and you want

to | ook at a new therapy for gout which night be
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appropriate in that popul ation, you know, do you
want to coment on the choice of conparators in
that situation?

Al so, if you had sonething which was an
entirely new class of drugs, you know, this is not
necessarily a quantum | eap, but a new class of drug
that mght be used in this condition that hadn't
been used in gout before, where would the
appropriate role for a placebo control be?

DR. CUSH. To answer your |ast question, |
think in the latter instance, you know, a new
product line, a new biologic nechani smof action,
one not yet tested, | think would have to be tested
in a placebo popul ation with obviously, a very
|iberal policy as far as how to rescue those
peopl e, so as not to subject themto unwarranted
degrees of pain and m sery.

I think for a nonsteroidal head to head,
to use an approved nonsteroidal as your head to
head is what the FDA would require. M
understanding is that if you are going to go for

i ndi cation, you can go agai nst an approved drug and
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go for either non-inferiority or superiority, and
that woul d be acceptabl e.

In the case where nonsteroidals are
contraindi cated, first, | would exclude those
people froma nonsteroidal trial if possible, but
then if you want to include them then, you could
use either col chicine as your conparator or maybe
even steroi ds as your conparator.

ACTH steroids, are they approved? | don't
think they are.

DR SCH FFENBAUER:  Corti costeroids have
acute gout as an indication, but ACTH, not.

DR CUSH. Oral corticosteroids?

DR. SCH FFENBAUER | think it just says
i ke prednisone would be an exanpl e of that.

DR. CUSH. That is interesting because |
think there is far |less evidence that that is
effective conpared to ACTH

DR. G BOFSKY: Any further questions for
Dr. Cush from menbers of the panel? If not, Dr.
Cush, thank you for a superb presentation

W will nobve on to a presentation at this
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point fromthe nenbers of the Merck Research
Laborat ori es.

Dr. Agustin Melian will introduce his
col | eagues, who will make the presentation

Dr. Melian.

Merck Research Laboratories
I ntroduction

DR. MELI AN:  Thank you and good nor ni ng.
I amDr. Agustin Melian and | ama Director of
Cinical Research at Merck Research Laboratories.

As Merck is one of the few sponsors to
have recently carried out studies in acute gouty
arthritis, the Agency has asked if we m ght cone
here today to share some of our experiences with
the group. On behalf of Merck and Merck Research
Laboratories, | would like to thank the Agency for
this opportunity.

As | think the Cormittee is well aware of
here today, acute gouty arthritis is one of the
nmost conmon i nflammatory arthropathies in nmen over
the age of 40. Despite this relatively common

clinical occurrence, there is a relative paucity of
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data fromclinical literature on acute gouty
arthritis studies.

Those studies that have been done for the
nmost part have had just a Iimted nunber of
patients, many haven't included a |arge number of
endpoi nts, and many haven't included a | arge anount
of information on the endpoints that they have
i ncl uded.

So, the question faced by the Committee
today is the same question that was faced by Merck
when they first conceptualized and designed their
studies, that is, in the absence of extensive
clinical data, how best to conduct studies in acute
gouty arthritis.

In order to try to answer this question
Merck scanned the available literature, reviewed
FDA gui dance docunents, and then brought together
experts in the field of clinical rheumatol ogy.

Based upon the advice of these experts, we
then carried out two clinical studies. They were
replicate studies in acute gouty arthritis, Study

040, published in 2002, in the British Medica
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Journal, and Study 049, published earlier this year
in Arthritis and Rheumatism

Here to discuss key issues fromthe design
phase of the Merck studies is Dr. David Dai kh. Dr.
Dai kh, along with Dr. Ral ph Schumacher, was one of
the key pivotal investigators who were first
i nvol ved with the design and conceptualization of
t hese studi es.

After Dr. Daikh's presentation, | wll
return to the podiumto discuss and briefly
summari ze the study results. Then, Dr. Daikh will
present a brief presentation on Lessons Learned.

Wth that, | would like to turn the podium
over to Dr. Daikh.

Thank you.

Desi gn Considerations in Acute Couty
Arthritis Studies

DR DAIKH: Good norning. | appreciate
the opportunity to discuss with you and revi ew sone
of our experience in setting up these trials in
acute gout, and al so, as a rheunatol ogi st,

appreciate the interest of the FDA in studying this
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di sease in nore detail

I will discuss with you design
considerations in acute gouty arthritis. | think
that given the previous presentations, | will just

touch briefly on issues of pathophysiol ogy as they
relate to issues of study design.

I will then review briefly the extant
literature that was available and that we used to
gui de our own design, and then really spend nost of
the tinme talking in detail about some of the
considerations that, in fact, nmany of these were
actually outlined very nicely by Dr. Schiffenbauer
I think you will see that we covered much of the
same ground in these deliberations.

I will also then talk in some detail about
t he approach to data anal ysis that woul d be
required by different study designs.

Real |y, after the definitive presentation
on acute gout, there is nothing really | can add,
certainly given the collective experience of the
panel, except really to enphasize that this clearly

is, as we all know, a clinical syndrome that is the
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result of an i mune response to nonosodi um urate
crystal s.

Real | y, because of the inflammtory nature
of the disease and the clinical expression of that
inflammation, | would argue that we are really
dealing with a unique clinical entity.

The di agnostic criteria proposed by
Wal | ace and coworkers a nunber of years ago have
been alluded to in a nunber of ways, and | want to
spend a coupl e m nutes goi ng over these
specifically.

They really reflect the reality of
clinical practice, that once you have sone
certainty of a history of crystal-induced
arthritis, the diagnosis in the acute setting is
greatly sinplified, so the presence of
characteristic urate crystals in the joint at the
time of diagnosis in fluid is critically inportant
and all ows you essentially to nake a diagnosis of
acute gout, or indirect evidence of the presence of
crystals, that is, tophi either clinically apparent

or present on a radiograph.
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However, it is inportant to enphasize that
even with definitive diagnosis of crystals, either
directly or indirectly, one still needs the
subpoints which are, in these criteria, Cl and 4
that is, the maxi mal inflammati on devel oped within
one day, and that there is redness in the observed
joint, really enphasizing the inportance of
i nflammation in making this diagnosis.

In the absence of either imediate, direct
or indirect evidence of crystals, further, the
criteria allow a diagnosis with a nunmber of points
that have been nmentioned. | amjust going to
enphasi ze them agai h because it nakes the point
that this is a stereotypical clinical response and
you can nake a diagnosis of acute gout on clinica
grounds.

So, in addition to maxi mal inflammation
within 24 hours, nore than a history of acute
attacks, nononeuritis, in particular podagra,

i nvol venent of the first MIP, unil atera
i nvol venent of the first MIP, and then the others

that you see listed there.
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As has been very conprehensively revi ewed,
we really divide our treatment of acute gout into
essentially what is preventative treatnment of the
acute attacks and then treatnent of the acute
attacks. We will be for the purpose of this
di scussion really focusing on nonsteroidals and
sim lar drugs, colchicine and corticosteroids.

Before we get to the details of our own
study of a COX-2 specific inhibitor conpared to a
standard nonsteroidal in acute gout, | just want to
address the issue of what quantitative studies were
avail able at the tine of our own design to assist
i n gui dance

Li sted here are the total nunmber of
studies. Now, these are with the exception of the
hi ghl i ghted studi es, doubl e-blinded, controlled
trials in acute gout up to the time of our own
i nvol venent in the study.

The highlighted studi es have been alluded
to. | amgoing to discuss in detail the
observational study, as well as the

pl acebo-control led trial of colchicine. The third
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hi ghli ghted study was a doubl e-blinded, controlled
trial that will be discussed subsequently as we
address the issue of quantification of Indocin's
effect on this disease.

But | just want to enphasize, as you | ook
at this list, a nunber of points. One, it was a
remarkably short list. Secondly, nost of these
studi es have a very small nunber of patients, and a
nunber of them nost of themactually are quite
old. So, in fact, very little guidance as we will
see in terms of prior experience with these kinds
of studies.

Now, what study or studies do we have to
tell us about the natural history of gout, and what
| amreally going to be addressing here is the
i ssue of spontaneous resol ution of disease.

Vel |, we have one, the observational study
of Bellanmy et al. in 1987, the rationale of which
was really to serve as a docunentation of the
natural history of this disease with the express
goal of potentially guiding future studies, so

real ly what we need.
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As was noted, this was a small trial of 11
patients. These were patients who presented with
classic podagra or had a history of prior attacks.

The neasurenents were, as you ni ght expect, pain,

tenderness, swelling, erythema, et cetera, but
inmportantly, these patients were observed in an
inpatient setting. They were hospitalized and

observed over the course of the study.

Now, al so inportantly, the nean tine from

the onset of the patient's attack to their

enrollnment in the study was 2.8 days. The baseline

| evel of pain in these patients was graded as

severe or very severe, and, in fact, the mean pain

at entry in study, in this group of 11 patients,

was 3.73. This was on a scale of zero to 4.

Here is the data. | want to enphasize a
couple of points on this graph. You see here nean

pai n severity versus tine. Now, there is actually

two plots of time here. The first x axis here is

study day, but here you see this is actually the

mean nunbers of days since the onset of attack, so

Study Day 3 really corresponds to 5 days since the
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onset of attack. This will be inportant for us to
keep these two tinelines in mnd as we nove forward
and ook at this in other studies in acute gout.

You can see, then, for study days, up to
Study Day 3, which corresponds to 5 days since the
onset of attack, there was essentially no change in
the patient's pain severity. Then, beyond 5 days
into the attack, there was sone dim ni shment of
pai n.

Now, as | think noted previously, 2 of the
patients of the 11 dropped out during the course of
the study because of unbearable pain essentially,
and so this plot, also fromthe publication, shows
an intention to treat analysis with these 2
patients included. You can see really very little
di fference, the conclusion renmins the sane.

So, fromour single study, the natural
hi story of acute gout, we would conclude that there
is essentially no resolution in severe to very
severe pain over the first 5 days fromthe onset of
attack, and that really even at the point there

begin to be sone resolution of pain, it was mninal
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over the course of 7 days. This, | think really
reflects our clinical experience.

Anot her study that potentially can guide
us in terms of understanding duration of attack and
response woul d be the single placebo-controlled
trial that was alluded to. This was al so a study
whi ch included patients who presented w th podagra,
i nvol venent of the first MIP, and this was a very
short-term study, 48-hour study, conparing
col chicine to placebo.

These are patients who had had
crystal -proven gout, and they again, inportantly,
were observed in an inpatient setting. They were
basically put at bed rest.

The pain scale here, instead of a zero to
4 scale, is 100 mm Vi sual Anal ogue Scale with 100
being the patient's expression of maximal pain. In
addition, there was an overall clinical score
assi gned, which was a conposite of pain,
tenderness, swelling, and redness.

In terms of the baseline characteristics

for this group of patients, their nean tinme from
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the onset of their clinical attack to random zation
was 38 hours, and their estimted nean pain, as we
will see, at random zation was 60 to 70 nmon the
VAS.

You can see here the entry point in these
patients. Again, we have study days here, as well
as the nmean nunber of days since the onset of
attack. Here again we see very little to no
resol ution over the first couple of days of study,
2.5 days here you see no change.

The other point to nake fromthis
pl acebo-controlled trial is essentially no placebo
response especially imediately upon entry into the
study. Remenber this is days out fromenroll nent.

I think we can al so contrast this placebo
curve to the kind of placebo responses that we are
used to seeing in studies of osteoarthritis and
rheumatoid arthritis, it's a very small placebo
response.

So, fromthese studies, we can at |east
feel assured with our conventional w sdomin

clinical experience that at |east noderate to
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severe attacks do not resol ve spontaneously w thin
a 5to 7 day time period, and that there really is
very little placebo response in this acute di sease.

Let ne nove now to a nunber of issues that
coul d be considered, that were considered as we set
up the study. Well, as has been alluded to, an
i nportant point is really control versus a
compar at or desi gn, placebo versus active
conparator, and if an active conparator design is
chosen, what should be the conparator drug, which
patients shoul d be sel ected, what endpoints shoul d
be chosen to neasure outconme and when shoul d those
measur enents be made.

Let's consider the pros and cons of a
pl acebo design versus active conparator. |In terns
of placebo control, obviously, the najor mgjor pro
is that this greatly sinplifies the interpretation
of results.

The di sadvant ages, especially in acute
gout, | think are nunmerous, and issues that we
grappled with. Inportantly, as has been alluded to

in some of the questions, patients and referring
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physi ci ans know how pai nful this condition is, nmany
of the patients have had it before, and they also
know that effective therapies are readily
avai | abl e.

| really want to enphasize that we are
dealing with both a practical approach and perhaps
an et hical approach, but certainly because of the
practical issues, raise the difficulty of enrolling
patients, and then the question is it really
ethical to withhold effective, readily available
treatment in these patients with highly
inflammatory, very severe pain.

In addition, not only a practical issue,
but an issue that would potentially confound the
data analysis is the issue of dropouts, patients
who maybe were willing to enroll in the study, but
then because they were receiving placebo, continued
to have severe pain, dropped out during the course
of the study or potentially required sonme rescue
medi cati on, which we can di scuss.

The other issue, as | think was addressed

in these prior studies, the potential need to have
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patients in an inpatient setting, to nonitor
compliance and to prevent self-nmedication by
patients with readily avail abl e over-the-counter
medi cati ons.

I f anything, renmenber the two studies that
I reviewed. Those were inpatient studies.
think, if anything, those studies may have
over enphasi zed the speed to resol uti on because
those patients were not anbul atory.

Now, consider the active conparator
design. The advantages or pros of this design
certainly are that standard therapies,
nonsteroi dals, corticosteroids, perhaps to a | esser
extent colchicine in the short term are known to
be highly efficacious and obviously readily
avai | abl e.

The et hi cal concerns do not apply, this is
a nore hunane approach, giving patients therapy at
the tine that they need it, and this presunably
woul d al so minimze the issue of enroll nent
concerns, as well as dropout concerns during a

short-term study.

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (108 of 278) [6/17/2004 12:40:11 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

The cons to a active conparator controlled
trial are also potentially significant, that is,
nore conpl ex statistical requirenents.

In particular, I amgoing to touch on
these points, the need really to denpnstrate an
assay sensitivity, to denonstrate that the
conparator drug actually works, and, in addition,
the need to assign a conparability bound, to
conpare the two drugs, to show that they actually
are clinically conparable or equal

As you will see, the recommendation after
deliberation of all these issues really to the
sponsor was that this should be an active
compar ator design and that the di sadvantages or
cons of this design really are nmanageabl e conpared
to those both practical and ethical that would
relate to a placebo-controlled trial

G ven the recomendation for an active
conpar at or design, what shoul d be the conparator?
It was really essentially unani nbus agreenent that
that conparator drug shoul d be indonmethacin, 50

nmg/ 3 tines a day. This was an FDA-approved drug
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for the treatnent of acute gout. It really is a

clinical gold standard widely used in practice and

historically, the first and | ongest used drug.

This is actually supported by the | M

dat abase in which, in the United States, Indocin is
the nost widely prescribed drug for the treatnent
of acute gout. You may recall fromthe review of

the active conparator-controlled trials, this was

the nobst conmon drug used in prior studies.

Now, noving to the issue of clinica

endpoints. Certainly, endpoints should address key
characteristics of the disease and should, to some

extent, reflect the global assessment of response

to therapy.

We certainly are in agreenent with the

poi nt advocated earlier that by far and away, pain

is the primary manifestation of this disease,

shoul d be the prinmary endpoint, not only in terns

of ease of assessment, but inportance to patients.

Secondary endpoi nts coul d be nunerous,

to the extent that this an inflammtory condition

and we are really looking for a response to
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i nflammati on, secondary inportance, such as joint
tenderness, joint swelling, global assessments to
therapy or synptons by both patients and
i nvestigators woul d be appropriate.

Now, also, in ternms of the issue of
i nflammation, the cardinal signs of inflanmation
We consider the issue of erythema, and really judge
that this should probably be an exploratory
endpoint in this trial because of concern about the
difficulty of objectively assessing erythema in a
gi ven patient, especially given that patients were
likely to have a variety of skin colors and may
make it difficult to assess erythema in a
conparative manner.

What about patient selection, should
patients have a mini num degree of pain before
entering the study?

Well, there is certainly concern that
patients who have nmild pain nay resolve nore
qui ckly than what we saw in the two trials in which
patients were enrolled with nbderate to very severe

pain. It very likely would be the case that sone
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m ni mum degree of pain would be required in order
to denonstrate a measurabl e response

So, the recomendation was that patients
who are enrolled in the study should have at | east
nmoder ate, severe, or extreme pain at baseline
enrol | ment.

Now, the inportant issue about the timng,
shoul d a maxi mum anmount of time since the onset of
the patient's synptons be mandated in the study?
Real |y, here, the issue is the need to bal ance the
time required to seek medical attention versus the
time where we m ght see spontaneous resol ution

| showed you the prior studies that |
thi nk define some of those paraneters, and | think
they are well within our own clinical experience,
and the recomendati on was specifically to require
enrol Il ment within two days, 48 hours of the onset
of an attack.

What about the issue of self-nedication?
Qovi ously, nonsteroidals are wi dely avail abl e.

Most patients have had attacks before, they know

what to use, they have it avail able, but there was
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very strong concern that prior treatnment in an
acute setting would confound the analysis. So, the
recomrendati on was that no prior use of
nonsteroidals or corticosteroids woul d be all owed
for patients to be enrolled for their current
att ack.

Now, in ternms of the issue that was raised
fromsonme of the questions, what about chronic
therapy? Really, the feeling was | think as
alluded to, that if a patient was on chronic
prophyl actic or suppressive therapy and doi ng wel |,
now had a recent change in their nedication, that
m ght be the cause of the current attack or night
prolong their current attack, that that would be
okay.

The recomendati on was that if patients
were on stable allopurinol or colchicine, that they
actually could be enrolled for an acute attack.

Now, in ternms of timng of the
assessnents, certainly it is inportant in terns of
the tinme that you neasure the response, that that

shoul d be integrated over a clinically meaningfu
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time period. Certainly, in a disease |ike gout
where we know eventually, the attack will resolve,
that needs to be within a tinme period where we will
not be seei ng spontaneous resol ution

In addition, given that this is such a
common di sease and people are treating it
regularly, it would be inportant to | ook at the
assessnent over a clinically meaningful or
practical tinme period that nost people are
expecting a response.

Now, going back to the other end, the
outside of treatment or assessnent period, but what
about the short end, what about neasuring over a
very short time period?

Vell, if we had limted data in ternms of
the overall duration of an attack, there are even
|l ess data to guide us in short-term neasurenents

There are really very little data talking
about acute response to anal gesi cs or nonsteroidals
in acute gout, but there certainly was at |east
theoretical concern that for this highly

inflammatory condition, the onset of the effect of
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therapy m ght take | onger than you would nornmally
see in an acute pain nodel because of the

i nflammatory response, and not too nuch data to
guide us in predicting for a given nonsteroida
when that response woul d occur.

So, the recomendations in terns of timng
were as follows: that the primary tine period for
assessnent woul d be over Study Days 2 to 5, and as
I have nentioned, the feeling was that this would
be within a tinme period where we woul d not expect
to see spontaneous resol ution

In addition, a secondary tinme period would
be used over Study Days 2 to 8 to capture that
period which is typical for patients being treated
for gout today in the clinic.

In terms of the short end or the front end
of therapy, the recomrendati on was to collect data
on pain assessnent at a 4-hour time point after the
initial dose of Day 1 of enroll nent.

So, given this clinical background and
those study design paraneters, | want to just

briefly discuss the issues of statistical analysis
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in a study like this.

One can imgine at |least theoretically two
broad approaches to neasuring assay sensitivity.

One, we might call a clinical approach or a
qualitative approach. The other would be a
quantitative approach.

I think if I could state in words the
qualitative approach, it would be really that if
the observed response is consistent with clinica
expectations, then, in a conparator design, the
effect would be attributed to the treatnent.

Now, this qualitative or clinical approach
really requires a nunber of things to be in place.
One is to have a conparator drug that is reliable
and effective. That certainly is the case with
i ndonet hacin, the clinical gold standard for
treatment as we discussed, and really, | think
i ndonet hacin has a particul ar response.

I think that you will see, as you see the
presentation of data fromthis study, in fact, this
was borne out in the study, in fact, did have a

very predictive response.
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In addition, for this clinical conparison,
it would be inmportant to be confident that gout
attacks woul d not resol ve spontaneously over the
study period, and as | have shown you, we would
predict that that would not occur over the five
days of the study, especially if patients were
starting out with noderate to severe disease

Finally, this would require that a pl acebo
effect be small, and as we have seen fromthe
pl acebo-controlled trial, there is a small placebo
effect in this disease.

On the other hand, a quantitative approach
woul d have a nunber of other requirenments.
Unfortunately, we have about as little informtion
to guide us in this area, as well

A quantitative approach would really
require that a boundary be established for response
to the gold standard drug, indonethacin, and that
woul d be the level of response at which
i ndonet haci n woul d have to exceed.

One needs for this sufficient data from

the literature to determ ne the nagnitude of

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (117 of 278) [6/17/2004 12:40:11 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

118
i ndonethacin's effect. Unfortunately, that data is
very minimal, and we will see that in the next
present ati on.

But, in fact, there really is no precedent
inthe literature for establishing the m ninal
effect size for indonmethacin or any other
nonst er oi dal

So, because of these linmtations, the
clinical experience, the nature of the disease, the
recommendati ons were that the clinical approach
woul d be acceptable in an assay, a study design of
this sort, but that a quantitative approach would
be included as supportive infornmation to the extent
that it was supported in the literature and could
be neasured in the clinical study.

Once the gold standard or active drug is
chosen and presumably an assay sensitivity could be
ascri bed, the other inportant point then, and
requi renent, would be that sonme boundary of
di fference between the active conparator and the
study drug be established.

This would really be the boundaries for
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the di fference between i ndonmet hacin and the study
drug within which those drugs nust fall.

This, we felt really needed to be based on
not only extrapol ation fromother conditions or
information in the literature, but really based on
sonet hing that would be clinically relevant and
clinical judgnent.

The recomendati on here was that the
boundary for effect size of the two drugs be
established at 0.5 on a zero to 4-point scale.
This 0.5 threshold is sonmewhat nore stringent than
t he Del phi consensus, which has been established
for osteoarthritis, which is 0.7 on a zero to
4-poi nt Likert scale.

I think it is also consistent with
clinical judgnment about what is a clinically
rel evant or inportant degree or pain relief, and
al so a |l evel that has been used in other clinica
trials, for exanple, osteoarthritis.

Finally, then, this is just a graphica
representation of what | amtal king about in terns

of conparability.
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This just shows the nmean difference over
Days 2 to 5 when we would just theoretically
conceptual i ze between two drugs, and the
requi renent here would be that the nmean difference,
as well as the 95 percent confidence intervals for
study drug conpared to active conparator, would
have to be within the conparability bounds of 0.5.

So, | amgoing to conclude there with that
consi deration of general study issues that pertain
to acute gout and those that we considered in this
tal k.

I will just actually summarize here for
you, really, that because of our paucity of data,
this is a form dabl e chall enge, and we really based
our design on information that was avail able, and
really to enphasi ze as we nove forward and | ook at
the study specifically, to enphasize the key study
i ssues that we consi dered.

The issue of active versus placebo
controll ed, the chall enge that the conparator
control would be nanageabl e whil e those of a

pl acebo control would not be approachable in a
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clinical study.

I ssues of endpoint, that is, the need to
choose those that are relevant to the disease, and
finally, the tinmng of assessnents, the need to
choose a period least likely to be affected by
spont aneous resol ution.

I am now going to turn the podi um back
over to Dr. Melian, who will present to you the
specific experience in these studies of etoricoxib
conpar ed to indonethacin.

Experi ence of Etoricoxib and | ndomethacin
in Acute Gouty Arthritis

DR MELI AN:  Thank you, David.

Now that Dr. Dai kh has revi ewed key issues
that went into the design of the etoricoxib versus
i ndonet haci n studies, etoricoxib being the COX-2
i nhibitor that was studied in the Merck studies,
am next going to go over the study results.

As shown in this next slide, is a
schematic of the study design. The recomendati ons
of our rheumatol ogy experts were followed in the

design of this study. The study had an active
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conparator design. Patients who nmet eligibility
criteria were randomized on a 1 to 1 ratio to
receive either etoricoxib 120 ng/once daily or
i ndonet hacin 50 ng/3 tinmes a day.

For the purposes of this study, the first
day of study treatnent, which was also the day of
randoni zati on, was defined as Day 1.

Day 1, by definition, had to occur wthin
48 hours of the onset of the attack, because this
was one of our inclusion criteria, so patients had
up to 48 hours, if they met inclusion criteria,
they were then randoni zed to one of these two study
treat ment groups.

A study tineline showi ng day of study and
day relative to the onset of attack is shown on the
bottom of this slide

The primary efficacy hypothesis of these
studies was that etoricoxib 100 ng/once daily woul d
denmonstrate clinical efficacy conparable to
i ndonet hacin 50 ng/3 tines a day as assessed by the
patient's assessnent of pain over a 4-day period,

Days 2 through 5.
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A secondary hypothesis was conparability
to indomethacin, the patient's assessnent of pain
over Days 2 through 8.

The primary and key secondary endpoints
are shown here. The primary endpoint was the
patient's assessnent of pain. The prinmary endpoint
was recorded on a zero to 4-point Likert scale
where zero reflected none or no pain, and 4
refl ected extrene pain.

The primary assessnment period was Days 2
through 5. The secondary assessnent period was
Days 2 through 8, and there was additiona
assessnent period on Day 1, 4 hours after the
initial dose of the study mnedication

Key secondary endpoi nts included the
patient's gl obal assessnent of response to therapy,
and assessment of study joint tenderness.

Addi tional endpoints included the
i nvestigator's assessnment of study joint swelling,
the proportion of patients discontinuing due to
| ack of efficacy, and the exploratory endpoint,

proportion of patients exhibiting joint erythena.
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As noted, the latter was designated as
exploratory in this study over concerns that it
m ght be difficult to detect study joint erythem
in patients with distinct skin colorations. In
fact, as you will see later in this presentation,
that concern turned out to be unwarranted, and, in
fact, erythema was detectable in the najority of
patients.

The timng of the assessnents during the
study period are shown here. Patients, for the
primary endpoint, were assessed at baseline, then
again at 4 hours after initial dosing, and then
once daily over a 7-day treatnent period

For the secondary and expl oratory
endpoints, patients were assessed on Days 2, 5, and
8. Al patients had baseline neasurenents except
for the patient's and investigator's gl oba
assessnents of response to therapy since, by
definition, patients needed to be on therapy in
order to answer this question

The basic selection criteria are shown in

this slide here. Al patients had to be randonized

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (124 of 278) [6/17/2004 12:40:11 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

within 48 hours of the onset of their attack of
acute gouty arthritis. Al patients had to have a
clinical diagnosis of gout as defined by the
Wal l ace criteria or the ARA criteria, which we have
heard about previously.

Al patients also had to have noderate,
severe, or extreme pain at baseline.

Patients who took a COXIB, an NSAID, or
corticosteroid before coming into the trial were
excl uded from randomi zati on

Patients who were on baseline preventive
gout nedi cations, such as col chicine or
al l opurinol, were allowed to conme into the study as
Il ong as the dose of this therapy had been stable
before they canme to the study, and was not
anticipated to change during the tine of the study.

Basi c enroll ment characteristics are shown
inthis slide here. The first study enrolled 150
patients, and the second, 189. These are, to the
best of our know edge, the |argest gout studies
that have ever been perforned.

In order to enroll this nunber of
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patients, it was actually a form dable task. W
used over 40 sites for each of these studies, and
over 10 countri es.

The main reason, in discussion with
investigators, that we had difficulty recruiting
patients was, in fact, that npbst patients
sel f-nmedi cate before they ever came into the
clinic.

Basel i ne characteristics and denographics
for the study are shown here. Patients who entered
the study were typical of those with acute gouty
arthritis. The nmean age of entry was approxi mately
50. The ngjority of patients were nen, and
patients were of diverse racial and ethnic
backgr ounds.

As is typical for patients with acute
gouty arthritis, the majority of patients had
nmonoarticul ar di sease. The npbst common site of
arthritis in these studies was the first toe, first
MTP.

Approximately 28 to 29 percent of patients

in this study had pol yarticul ar di sease, suggesting
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a slight bias towards patients with severe
synmpt omat ol ogy. Consistent with this hypothesis,
what we saw was that the majority of patients had
severe or extrene disease.

If we | ooked at the average time fromthe
onset of attack to when they entered the study, on
average, patients cane in within one day of the
onset of their attack

This time to onset of attack to when they
were enrolled in the study presunmably reflects the
time required for the gout flare to flare
significantly enough that patients go to see their
physi cian, and also the logistics involved with
actually getting in to see one's physician or care
provi der.

In the followi ng slide are shown pati ent
di sposition. The majority of patients who enrolled
in these studies continued to finish study period.
There were slightly nore discontinuations due both
to lack of efficacy and due to adverse experiences
on i ndomet hacin conpared to etoricoxib, but, in

general, in both groups, the nunber of patients

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (127 of 278) [6/17/2004 12:40:12 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

di sconti nui ng was | ow.

Shown next is the treatnent effects for
the primary endpoint, the patient assessnent of
pain. \What we can see here in blue is the response
anongst patients treated with indomethacin. Al ong
the y axis is change from baseline, and along the x
axis is mean days since the onset of their attack
of acute gouty arthritis.

What you can see here for indonethacin is
we see that nost patients were, in fact, on
average, enrolled at the 24-hour period since the
onset of their attack, and we just what we expect
internms of the treatnment effect, a rapid and
mar ked treatnent response seen within the first 24
to 48 hours.

Al t hough one needs to be cautious when
comparing data across studies, it is helpful here
to conpare what we saw in this study to the Bellany
study, renenbering again that the Bellanmy study was
the observational study where patients were
followed over tinme in the absence of treatnent.

What we saw in that study is that
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patients, on average, were enrolled approxi mtely
three days after the onset of their attack, and for
the patient assessnent of pain, they saw very
little to no response out to Day 5 since the onset
of their attack.

This is in marked contrast to what we saw
with indonethacin in terms of effect size in this
study. If we next | ook out over the subsequent
four days, what we see is small treatnent effects
in the indonethacin group and snall inprovenents
al so in the observational study. However, the
relati ve magni tude of these effects conpared to
that seen early on with treatnent with indonethacin
was smal | .

Next, shown in yellow, is the response for
the primary endpoint for etoricoxib. Wat we can
see here is a very famliar pattern where the
response for etoricoxib over Days 2 to 5, the
primary assessnment period of this study, Days 2
through 8, the secondary assessnent period, and
al so on Day 1, four hours after initial dosing, was

practically indistinguishable fromthat seen with
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i ndomethacin. This is for the first of our two
replicate studies.

If we next nove on to the second of the
two replicate studies, shown here on the right, we
can see a very faniliar pattern, once again | ooking
al nost i ndi stinguishable fromthat seen in the
initial study.

What this suggests to us is that gout
actually in appropriately designed trials is a
hi ghl'y reproduci bl e nodel and that with effective
i nhi bition of cycl ooxygenase, either nonsel ectively
wi th indomet hacin, or highly selectively with
etoricoxi b, you can see these narked i nprovenents.

So, now, let's next nobve on to secondary
and exploratory endpoints. |If the scout study
design is truly robust, what we woul d expect to see
is simlar effects across multiple endpoints, and
that is, in fact, exactly what we can see

What we are |l ooking at here is results for
joint tenderness and joint swelling. On the next
slide, we will see patient and investigator globa

assessnents, and we will see essentially the exact
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sanme response that we saw with the primary
endpoint, with a marked response occurring early on
during treatnent and mai ntai ned throughout the
treatnment period.

We see this again, tenderness and
swel ling, and on the next slide, we are |ooking at
patient and investigator gl obal assessnents. For
the patient and investigator gl obal assessnents,
these are shown in a slightly different format
because there was no baseline neasurenment for this
endpoi nt ..

So, what you are |ooking at here actually
is the percent of patients that had a good to
excel l ent response fromeither the patient's
perspective for the patient gl obal assessnent of
response to therapy, or the investigator's
perspective for the investigator gl obal assessnent
of response to therapy.

You can see that in each case, that by Day
2, the magjority of patients fromeither the
patient's or the investigator's perspective had a

mar ked i nprovenent in terns of response to therapy,
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and that these inprovenents are nmintained through
the 8-day treatnment period.

Lastly, noving on to the nore objective
measur enent of study joint erythema, the results
are shown here. What we can see here in these two
replicate studies is that the majority of patients
in both studies, over 90 percent had erythema at
basel i ne.

Thus, our concerns that this endpoint
m ght not be as easily detectable as sonme of the
others, in fact, in appropriately selected
patients, as we saw here, it turned out to be
unwarrant ed, and al though | am not showi ng you, we
di d subgroup anal ysis broken down by race, and what
we saw there is that in each racial subgroup,
approxi mately 90 percent or better of the patients
had detectabl e erythena at baseli ne.

Then, let's | ook at the response over tine
where we can see here once again that same pattern,
by Day 2, 50 percent of the patient approxi mtely
had conpl ete resolution of their study joint

erythema, and by Day 5, only 10 to 20 percent of
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patients had any residual erythema detectable.

So, in summary, these results indicate
that both indomethacin and etoricoxib were highly
effective for the treatnment of acute gouty
arthritis. W saw rapid treatnent effects and we
saw i nprovenents across nultiple donmains.

Now t hat we have reviewed the results of
this study, let's next review the nethodol ogy. In
order to have a successful study with an active
conparator, as Dr. Dai kh went over for us, there
are two distinct criteria that need to be net.

The first is that the active conparator
needs to have been shown to have perfornmed as
expected, and the second is that the test drugs
needs to have been shown to be conparabl e or
performsinlarly to the active conparator

In this study, indomethacin was chosen as
the active conparator control because it was
consi dered, based on clinical experience, to be
highly reliable and thus, the appropriate standard
for the treatnent of gout.

So, based on the clinical approach, was
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i ndomet hacin effective, so based on clinica
experience, was indomethacin effective in this
study?

The answer is yes, indomethacin performnmed
exactly as expected. There was a marked and rapid
treatnent effect, it was seen across nultiple
endpoi nts and nultiple domains, and by Day 2, the
second day of dosing, the majority of patients had
a good to excellent response.

Movi ng next on fromthe clinical approach
to the anal ytical approach, how di d i ndonet haci n
perform conpared to data generated in previous
clinical studies? |In these analyses, the
anal yti cal approach was consi dered secondary or
suppl enentary because it was conplicated by a
nunber of factors.

First, was the relative paucity of data in
the clinical literature on which to base effect
size, and the second was the |ack of any generally
accepted convention on how the mnimal bound for
ef fect size should be cal cul at ed.

Despite these limtations, prespecified
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criteria for the miniml bound for indomethacin
ef fect size were derived, such that at the end of
the day, there would be objective criteriato
ensure that the positive control had perforned
wel | .

In order to do these anal yses, the effect
si ze bound was derived fromthe only study in the
literature, a study of ketoprofen versus
i ndonet haci n, which provided serial data on pain,
on the serial data, on the effect size, and
variability obtained over the appropriate tinme
peri od.

Because this study collected data on a
3-point Likert scale, and ours was a on 4-point
Li kert scale, this data was rescaled to a zero- to
4-poi nt Likert scale.

We then extrapol ated recomrendati ons from
previ ous FDA guidance on rheumatoid arthritis,
whi ch suggested that in studies |acking placebo, a
test drug should maintain at | east 60 percent of
the active conparator effect size, and applied this

general rule to the ketoprofen study, and arrived
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at a mininal effect size of negative 1.46 Likert
units.

We prespecified for our studies that both
the point estimate and the 95 percent confidence
interval for that point estimate for indonethacin
needed to surpass this 1.46 Likert unit bound.

Al t hough these anal yses required
substantial extrapol ations, they did at |east
provi de sone objective criteria to support the
subj ective clinical assessnment of efficacy provided
in these studies.

Shown here now are the results for
i ndonet hacin conpared to the 1.46 Likert unit
bound. Shown on the left are the results of the
first study 040, and on the right, the second study
049.

VWhat we can see in both cases, both the
poi nt estimate and the 95 percent confidence
interval for that point estinate surpassed or
passed the mininmal effect size calculated fromthe
previ ous st udy.

That is whether you are using the
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quantitative approach shown here or the qualitative
approach which we reviewed in terns of |ooking at
the overall data fromthe studies and saying did
i ndonet haci n perform as expected based on our
clinical experience and our clinica
interpretation.

The answer is the same, is yes, the active
compar ator worked in these studies.

Now, once you have established that the
active conparator worked, the next question is did
your test drug work conparably or simlar to your
active conparator, in this case being indonethacin.

In order to establish this, we foll owed
the recomrendati ons of our experts and used the
conparability bounds of 0.5 Likert units. Once
again, the 0.5 Likert units was chosen because it
was smaller than the 0.7 Likert units suggested in
the Del phi experinment to be a clinically meaningfu
difference, and it is also consistent with half the
di stance between adj acent points on a Likert scale,
suggesting that if two values fell within this

di fference, on average, they would score the sane
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on the Likert scale.

Results here are displayed as difference
bet ween neans for etoricoxib versus indonethacin.
What we can see here is the point estimate in both
of these studies, whether we | ooked either over the
primary assessnent period, 2 through 5 days, or 2
through 8 days, fell very close to the equival ence
mar k here shown by the solid line, and
approximately 0.1 Likert units, and we see that
both the point estimates and the 95 percent
confidence intervals fall well within the 0.5
Li kert unit boundari es shown by the dotted |ine
above and below in these grafts.

So, in summary, | think the data that is
generated in these studies actually denonstrates
that the acute study design used in themis robust.
I ndorret hacin performed reliably and as expected in
the studies, and the endpoints are highly
reproduci bl e between studies, and results were
consi stent across endpoi nts.

In replicate studies, etoricoxib and

i ndonet haci n perfornmed conparably based upon
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predefined criteria, and putting all of this
together, what it suggests is that meaningfu
results can be obtained in the absence of placebo.

Wth that, what | would like to do is now
turn the podi um back over the Dr. Daikh for a
di scussi on of |essons | earned.

Lessons Learned

DR. DAIKH: So, you have had a review of
the issue of acute gout and we have tal ked about
sonme of the general and theoretical concerns of
study design, and now a review of the results from
these two studies.

Let nme just leave a couple comrents in
terns of what we did |learn fromthe study and
per haps provide a preview of a discussion in terns
of what we may tal k about in the future.

Certainly, a major |esson, a mgjor
conclusion fromthese studies was that recruitnent
was very difficult. W had predicted that the
difficulty with a placebo-controlled trial would be
i nsurnmountabl e froma practical standpoint, but, in

fact, even with an active conparator-controlled
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trial, recruitnment was very difficult.

I think as Dr. Melian planned out, this
required a nunber of centers around the world, and
I can speak from personal experience, | was
actually quite surprised. | was anticipating in a
VA setting that we would have a ot of ease in
getting patients.

I certainly agree with the point that we,
as rheumatol ogi sts, are seeing a mnority of
patients, but | had very close working
relati onships with the docs in the ER, with the
clinic docs, and obviously, in setting up the
study, there was a plan to have direct
communi cation, and even with all those efforts, it
was very difficult.

Patients were just taking nedications
before they cane in.

What about potential considerations
| ooking forward to future studies? Wll, in
retrospect, looking at the reproducibility of the
data even in a very short tinme period, it seens

that it may be interesting and informative to
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collect additional data pertaining to the onset of
clinical signs and synptons in acute gout. It may
be beneficial to look at earlier tines.

I think it would be reasonable to explore
the use of pain neasurenments over perhaps nultiple
paraneters and early time points, perhaps even
considering the use of stop watches as has been
done in some acute pain nodels.

It is also very reasonable to explore the
use of alternative pain scales, perhaps to enhance
precision in other than the zero- to 4-point Likert
scal e used in this study.

As you are all very famliar, a nunber of
different measures and instrunents could be used,
whet her they be a visual anal ogue or a broader
numerical scale.

I think it also, |ooking forward, would be
very useful to consider the inclusion of a
functional outcone neasure in a disease |ike acute
gout, that would have a neaning both in terns of
patient outcomes and also the ability to assess

efficacy of a drug.
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So, with that, I amgoing to pause, and
that is the sumof our presentation in terns of
experience in the study of acute gout.

| appreciate the attention.

DR. G BOFSKY: Thank you, gentleman

At this point, what is the Conmttee's
pl easure, we are scheduled for a break, or we can
begi n our discussion of this paper and then take a
break?

Di scussion followed by a break seens to be
the consensus of the Comittee.

Dr. Anderson, you have the first question

Di scussi on

DR. ANDERSON: Those studi es were very
nicely presented and very clearly presented. |
just have a couple of short questions.

I was wondering why you used the Likert
scal e even though you woul d expect that VAS ni ght
of fer nore precision, and what you had investigated
about that before deciding on the Likert.

The other question is about the use of

| east squares nmeans, which are in all of those
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plots, and it wasn't described what you adjusted
for, and it sort of raises the issue of why that
was necessary and whether there were rather
different results for sone subgroups of patients.

DR. DAIKH: | will just respond in
general. | think it is a very good point that
there are a nunber of scales that could be used,
and that is what | was trying to get at with the
sunmmary slide, to open up the discussion

We certainly did discuss the possibility
of using a visual anal ogue, for exanple, but | wll
let Dr. Melian address this, as well, really
relating to the broad experience of the sponsor in
other pain nodels with this scale.

DR MELIAN: W had used Likert scales in
a nunber of other pain nodels, and it seened to
make sense for us to bring that forward. Also, in
sort of reviewing the literature, one of the main
studi es we were | ooking back to was the Bell any
study, and in that Bellany study, they also used
the simlar Likert scale for pain, so it at |east

gave us a good anchor to use.
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We know that in sone studies, VAS' s are
used, in other studies Likerts are used, and they
generally tend to correlate fairly well. Wuld it
have been wong to use a VAS scal e, probably not,
and it mght be interesting for future studies to
actually VAS and Likert scal es together an see how
wel|l they correlate in acute gouty arthritis.

DR. G BOFSKY: The second question before
we get to Dr. Hochberg, there was a question from
Dr. Anderson about |east squares.

DR. MELIAN: | am actually going to bring
up Ji m Bol ognese, who was the statistician on this
study. Jim if you could address the question on
| east squares

DR. BOLOGNESE: The study was stratified
by poly or nonoarticular involvenent, so that was a
factor in the nodel, and al so baseline pain was a
factor in the nodel, so the results are adjusted
for those two factors in the analysis of variance
nmodel .

DR ANDERSON: But were there rather

different results?
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DR. BOLOGNESE: No, the results were very
consi stent across those two endpoints.

Interactions were not close to being significant.

DR MELIAN. But this actually does bring
up a question or an issue that was raised earlier
anongst the panel with Dr. Cush's presentation,
whi ch is polyarticular versus nonoarticul ar

Qovi ously, what we did in our study was we
enroll ed both patient subtypes because, if not, we
really wouldn't have any data on the polyarticul ar
di sease. What we saw was, in fact, there were
simlar results between the two active treatnent
groups in both groups.

DR. G BOFSKY: Dr. Hochberg.

DR HOCHBERG  Thank you, Dr. G bofsky. |
amonly going to ask--1 have several questions, but
I amonly going to ask one, and the one | am going
to ask deals with sonething which was brought up
during Dr. Cush's presentation, and the subsequent
di scussi on.

You enrolled patients within one day, so

patients canme in, they were eval uated, and they
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wer e random zed on the sanme day. So, what did you
do in terns of the screening of those subjects at
the tinme that they cane in given the concerns that
were raised in the presentation that you mght end
up enrolling people who had renal insufficiency,
other | aboratory abnornalities that m ght be
relative contraindications to NSAID use?

DR. DAIKH: | wll take that. Cbviously,
very inportant considerations, and once again,
another way in which there was a need to bal ance
the practical considerations of enrollnment with the
clinical concerns of the patients.

So, what we did specifically in the study,
in anticipation that the decision would need to be
made at the tinme of enroll and treat, or not enrol
and treat, for patients who had uncontroll ed
hypertensi on, 165 and above, 95 and above, they
wer e excl uded.

From t he standpoint of renal function, we
i ssued guidelines to investigators that history of
significant renal insufficiency would be a

contraindication, and that was defined as greater
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than 2 or a clearance of 30 or |ess.

Now, in terms of |aboratory testing, that,
of course, the ease of that varies by study site,
if it was in a clinic versus a hospital setting,
but if there had been no | aboratory testing within
the prior year that would guide the physician in
terns of their ability to conclude there was
significant renal involvenent, mld dysplasia, et
cetera, then, it was required that they obtain
| aboratory testing with results of CBC, creatinine
bef ore enrol | nent.

If there were values available for the
precedi ng year that were reassuring, then, they
coul d be enroll ed.

DR MELIAN. Chviously, this is one of the
chal l enges with recruitment, and we worked very
closely with sites to try to make sure that, where
possi ble, they could turn over |abs as quickly as
possi bl e.

I think Dr. Cush said one hour. Cur
experience is that nost places can't get |abs back

in one hour, but sonme places can, so this is where
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we really had the interaction with the site, worked
closely with them to try to get |abs back as
qui ckly as possible, and in terns of those patients
we couldn't get labs back in tine, we followed the
recommendati ons as Dr. Dai kh has descri bed

DR d BOFSKY: Thank you, Dr. Hochberg. |
have put your nane back on the queue for follow up
questions |ater.

Dr. Weisnman.

DR VEI SMAN:  You nentioned that there
were difficulties in recruitnment in spite of the
fact that you chose this study design

What were those difficulties and how do
you relate themto the kinds of issues that Dr.
Cush brought up earlier about theoretica
difficulties in recruitment, what were the
practical difficulties and did they match what Dr.
Cush had mentioned earlier?

DR. MELIAN. | will let David give you
firsthand experience with that, and then | can give
you sone of the secondary feedback we got fromthe

i nvestigators.
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DR DAIKH: In ny experience, | think they
mat ched very well with the concerns that Dr. Cush
raised. Even in a setting where rheunatol ogi sts
are actually involved in teaching other primary
care physicians and interacting with them a |ot of
these patients canme to us fromclinics and the
anbul atory wal k-in ER

So, sonetines there were issues of pronpt
recognition of acute gout and sort of naking the
call quickly to us, but by far and away, in ny
experience, the difficulty was pretreatnent.
Patients had cone in having al ready taken an NSAI D,
or having been given an NSAID by a doc in the box
before they came to our study site.

The other extreme, and | think it actually
probably pertains sonewhat nore to a VA site, the
ot her extreme we woul d see occasionally woul d be
the patient that actually had been hol ding out for
36 hours or |onger before coming in, so by the tine
they came in were evaluated as beyond the two days.

DR VEI SMAN: They spent a couple of days

in the enmergency roonf
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[ Laught er.]

DR DAIKH: No comment.

DR G BOFSKY: Dr. Bathon

DR. BATHON: Goi ng back to the
pol yarticular patients, for the physical exam
conponents, | was wondering if you could tell us
how you anal yzed those data. Did you develop a
single chain score for swelling and tenderness and
erythema, which was an average of all the joints?

Secondly, how did you identify the
involved joints, was it patient report, or was it
based on tenderness on the exan?

DR. MELIAN. The involved joints were
essential |y dependent upon whether the patient
reported synptons, and it was confirned by the
i nvestigator that was present.

In terms of the actual scale used, it was
on a Likert scale, and if | could have that scale
pul led up for the swelling, | will show you
exactly--

DR. BATHON. One of the problens of

swelling in gout is you can have a single joint
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i nvol ved and have, as you know, really w despread
swelling with pitting edema, so it can sort of
obscure real ly uninvol ved joints.

DR MELIAN: Right.

DR. DAIKH: The guidelines were

specifically focusing on an index joint and

measuring swelling of the joint itself. For those

patients who had oligoarticular attack, then, the
gui deline was to pick the nost severely invol ved
joint, the nost painful reported joint or nopst

tender joint, and then fromtime of enrollnent on

down, that would be the single index joint that was

assessed.

DR Q@ BOFSKY: Dr. Cush

DR CUSH Two things. One, was this a VA

study, or were there other sites other than VA?

DR MELIAN: We used VA sites, but we did

not explicitly use VA sites. |In fact, each study

was performed in over 40 sites and over 10

countries each. So, we really scanned the world to

get appropriate patients.

DR. CUSH. | amconfused by sonme of the
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fuzzy math that you presented. Wat | am confused
by is you used Bellany's paper and said that there
was two days of synptons, and you added that on to
what they reported to give us sone graph

Firstoff, that was a nean of 2.8 days, and
it ranged from1l to 5 and you don't know.

DR MELIAN. That's correct.

DR. CUSH. You shouldn't be doing that.
You can only report what you know, and everything
el se is extrapolation. Even in your own studies,
you have patient report of what happened, and
think it is msleading.

I mean it is useful information to put in
the paper, but then to plot out and hazard a
separate x axis just confuses natters because then
|later on in your presentation, you are telling us
you did things on Days 2, 3, 5. | amnot sure
whi ch days 2, 3, and 5 you are talking about.

So, is it the Patient Day 2, 3, 5, or is
it the chronol ogi cal study day? | actually know,
but | am saying the | adder al ong the bottom needs

to be gone. It sort of obscures what is true and
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what you can hang your hat on

DR. MELI AN: (Oobviously, if you go the
paper, what we are showing is the study day. What
we did here, because the purpose of this neeting is
to discuss what is the natural course of acute
gouty arthritis, and the best we could do was try
to take an average of the data out there to try to
see what it would look like, and since, on average,
those patients cane in 2.8 days after the onset of
attack, we used that.

We can show you the data the other way.
We have it the other way.

DR CUSH. Again, it just obscures, | nean
you can have a limtation to duration of synptons
at entry, and that is information. It is the sane
for other trials, other diseases, but then when you
are reporting responses, you can't include that in
your tinme to response, because you really don't
know, and everybody's is different.

DR. DAIKH: | think that is absolutely an
appropriate point, that the 2.8 days are an

average. So, in fact, the data should be nade nore
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fuzzy, that is, any defining line should have a
spread around it.

I think the point that | was trying to get
at in terns of general considerations in study
design, | think that it is very inportant to pick a
time within which you have got to | ook at the
patient, and | don't think it is necessarily
exactly in the 2- to 5-day period because of the
uncertainty in the Bellany paper and the absence of
ot her papers, but | don't think it's 3 days either

DR. G BOFSKY: Dr. Geis

DR CEIS: On the Bellany data, though,
woul dn't suggest that it really reflects what a
pl acebo response woul d be.

DR. MELIAN. No, the only data we have on
pl acebo cones fromthe Ahearn data, which was the
col chi ci ne conparator study, which Dr. Daikh
pr esent ed.

DR CEIS: Because in ny experience, when
you give a placebo in acute pain setting, you can
get an enornous response, it |looks |ike an

effective drug, especially in the first few hours.
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So, ny question then is what was your
4-hour data? | know you referred to it, but I
don't see it here. Did you ever blowit up?

DR. MELIAN. If we can put up the slide
fromthe presentati on, what you can see is that at
4 hours, there is actually pretty marked data,
pretty nmarked response in both treatnent groups.

So, fromthe presentation, that is Slide No. 17
We are | ooking at indomethacin, but etoricoxib
performed sinmilarly.

At 4 hours, you see a response of
approximately 1 Likert unit, and then you see a
continued response over tine. The |argest response
occurs over the initial 24 to 48 hours.

DR CEIS: Thank you

DR. MELIAN. | think one of the things you
do see in the Ahearn paper, though, which is
consistent with what is discussed in the critica
literature, they are not always shown, is that the
pl acebo response there is relatively | ow, and
think one of the things is when you have a di sease

that is driven by inflammation, particularly fairly
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potent inflammation, you probably get |ess of a
pl acebo response.

Do | have data to support that? Well, the
only data available is that fromthe Ahearn paper
and that had a very little placebo response.

DR G BOFSKY: Thank you

Dr. Cronstein.

DR. CRONSTEIN: Thank you. | had a
question about the way you presented the data,
whi ch is the nean reduction in Likert score.
guess the problem | amhaving is it |ooks like,
judging fromstarting with a nean score of about 3,
that none of these people got conplete resolution
by 8 days. |Is that correct?

DR MELIAN. That is actually not correct.
We actually have sone data show ng the degree of
patients who had resolution. Well, | showed you
the degree of resolution for erythemn, you
renenber, by Day 2, approximtely, 50 percent of
the patients had resolution of erythema by Day 5,

80 to 90 percent, and we al so have data on percent

of patients who had conplete resolution or had mld
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to no pain.

Actually, it's very interesting. The
results are practically superinposable. Wether
you | ook at erythema or you | ook at percent of
patients who had mld to no pain, you get these bar
graphs that you could alnost lay right on top of
each other, suggesting that overall, these endpoint
correlated extrenmely well.

The sane thing is seen with tenderness,
sane thing is seen with swelling. | think what it
is telling us is this really a disease that is
driven by inflammtion

So, even though NSAlI Ds and COX- 2
i nhi bitors have an anal gesic effect, that when you
| ook at the overall picture and you are | ooking at
i mprovenent, what you are seeing is all the
endpoi nts correspondi ng sort of in the same pattern
or inline with each other, and | think what that
means is, well, yes, now you are starting to treat
the inflammati on, and you are seeing the effect,
and the effect is across the board.

DR. CRONSTEIN: So, out of curiosity, who
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are those people who didn't respond, that didn't
have conplete resolution? You show about 20
percent of themstill didn't. Were they the
polyarticular or the nore severe, or did you break
it down that way?

DR MELIAN. Well, if you would | ook over
time, the response in the polyarticular to the
monoarticular is very simlar, but the
nmonoarticular has just a very smdgen is probably
not--1 nean | know it is not statistically
significant, but the nonoarticular has a very smnal
increase in response conpared to the polyarticular

What is really interesting is the
preci sion of the data, though, because if one | ooks
at the treatnment groups for the nonoarticul ar, they
respond al nost exactly the sane.

You saw how smal |l the variability was in
the study, and when you look at the two after
treatnment groups, the responses are al nost exactly
the sane, and then you see the slight bunp-up, or
bunp-up neaning slightly | ess response even though

not statistically significantly different in the
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polyarticular group with the very tight confidence
intervals, it says there is probably a slight
difference here with polyarticular taking a little
bit | onger to inprove

DR. G BOFSKY: Gentl enen, please use the
m crophone, or you will be asked to nake a
significant contribution to the Chair's retirenent
f und.

Dr. Harvey.

DR. HARVEY: Actually, | would just |ike
to say that the FDA is finding this discussion very
hel pful, and if | could ask the Chair if we could
take a break now and then actually continue the
di scussion after a short break?

DR G BOFSKY: W have several other
people in queue, | think. W will continue the
di scussion after the break, but | would like to
gi ve the col |l eagues who have been queued up, an
opportunity.

Dr. Boul war e.

DR BOULWARE: M question has to do with

the inclusion/exclusion criteria you used and
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specifically colchicine. You, | think
appropriately, excluded people who may have

sel f-nedi cated thensel ves with COXI Bs and NSAI Ds
and steroids, but you didn't nention col chicine.

Was that inquired and was that preval ent,
and why did you not include that, too?

DR MELIAN.  Well, what we did was if a
patient was on stable base |ike col chicine for
preventive use, we allowed those patients into the
study, because those patients were flaring on top
of their col chicine.

They coul dn't have changed their dose,

t hough, so of the patient was on col chicine, they
had a flare, and they said, oh, well, now | am
going to take 2 tablets instead of 1, that patient
was excl uded.

Al so, they weren't allowed to change their
dose during the study period, so they had to stay
on consi stent or constant dosing throughout the
study period. Wat we were trying to do here was
really | ook at these drugs the way they woul d be

used in real life, and that is the way you
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typically used drugs, or at |east NSAIDs or
i ndonet hacin in acute gouty arthritis.

DR BOULWARE: But there are occasiona
patients who keep their col chicine at hone, and
they will start and self-initiate the treatment, so
I guess you excl uded t hem because their baseline
was zero

DR. MELIAN: If they started the
colchicine anytinme within the previous--it was 2 to
4 weeks, | would have to check exactly--4 weeks,
sorry, 4 weeks, they weren't allowed into the
st udy.

DR G BOFSKY: There are two col | eagues in
queue who we will continue now, and then we wll
take our break

Dr. Hochberg with a foll ow up question?

DR. HOCHBERG If I can follow up on
sonet hing which Dr. Cronstein started. The average
pai n when patients began in the study was severe on
the 5-point Likert scale, and the average at the
end of the study was mild, and we know that there

are about 20 percent who don't respond with regard
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to the good or excellent inprovenent on the gl oba
assessnment of response.

So, the first question is should one | ook
at what is really inportant to the patient is not
that they still have mld pain, is that the pain is
gone, resolution of pain as the outcone variabl e,
and the second, which that m ght happen, but you
don't see it often in a 7-day study, so should the
study, in fact, be longer than 7 days, and maybe
you can tell us what happened to these patients
after 7 days.

DR DAIKH: | agree with you in general
but again this is a balancing of a clinically
meani ngful time period. Maybe 9 days woul d be
better if you get to conplete resolution in 95
percent of those patients, but then you have to
start worrying about the spontaneous resolution
peri od.

Now, whether or not there should be an
out come that would be setting a threshold for a
clinically neaningful degree of pain relief, that

is | think a very reasonable point and worth
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di scussi ng.

In terms of whether or not the patient
really--1 mean obviously they would prefer to have
no pain than mld pain--but |I think mld pain
compared to placebo would be clinically neaningfu
at 7 days, for exanple.

DR. G BOFSKY: Dr. Hof fman.

DR. HOFFMAN: | think that the diligence
with which this study was designed and carried out
makes contributions beyond just setting a new
standard for rigor in trials with pharmaceutica
agents.

One of the things that | am wondering
about in terns of your exploratory endpoint of
erythema is fortuitous, that you look at it as an
exploratory endpoint in part because of what a soft
measurenent it is, but also it raises questions
about whet her erythema al ways is part of
i nflammati on, because we know in a variety of other
situations, such as studies of wound repair, tissue
regeneration and repair fromtrauma, that is either

surgical or accidental, that we often see erythemn

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (163 of 278) [6/17/2004 12:40:12 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

164
persi st for extended periods of tinme even in the
absence of inflammation.

So, | would conplinment you on having
brought that issue to further |ight and discussion,
and | would take that as evidence for us not to
i nclude erythema as an inportant endpoint in
| ooki ng at gout or perhaps other inflammuatory
conditions where indeed it may not be such an
accurate nmarker of inflammtion as opposed to
tissue repair.

DR. MELIAN: | think what we heard from
Dr. Cush, and obviously we took the sanme approach
in our study, was that the primary synptomthat the
patient is nost concerned about is pain. W did,
as | nentioned, |ooked at erythema because it was a
potential marker of inflanmmation.

We had the sane kinds of concerns that you
have. There were approximately 10 to 20 percent
that by Day 5 hadn't cleared the erythem, and
maybe those are the kinds of patients that you are
di scussing, but in the mgjority of patients, it did

correlate extrenmely well with the other endpoints,
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and even if it is not a primary endpoint in
studies, | think it provides additional valuable
information at least in the sense that if you could
see that it correlates in general, not necessarily
on a per-patient basis, |I think that would add to
one's interpretation of the data.

DR. HOFFMAN: | was speaking nore to the
fact that at Day 8, there was still, in the absence
of significant pain, perhaps no pain, that there
was still erythema, and certainly we have seen in
our patients, people who still have very npdest
erythema that nmay be there for a week in the
absence of any pain whatsoever. W see it in
surgical wounds all the tinme.

DR. MELIAN. And | would concur with you,
and | think even in an extrenely inflammatory joint
somet i nes, because, if for no other reason, you
have this infiltration, perhaps it has to do with
wound healing, but the infiltration of inflanmtory
cells, and then you have got a residual

Sonetinmes that erythena at the end, at

|l east in nmy own personal experience, probably has
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to do more with the tissue destruction and the
| eftover effects of that, and that is probably what
you are getting to with wound healing.

DR. HOFFMAN: | was thinking nore of the
neovascul ari zati on that we see and when

DR MELIAN. | amjust curious, the
neovascul ari zati on of the wound healing, how
qui ckly that occurs, so if it is an acute attack of
acute gouty arthritis--

DR. G BOFSKY: Presumably, your hand is in
your pocket because you are reaching for your
wal | et to make the contribution for not using the
m cr ophone.

DR. MELIAN: | was just curious as to how
qui ckly that neovascul ari zation occurs.

DR. HOFFMAN: | can only speak to
experinents done in college many years ago, where
we actually saw neovascul ari zation in the process
of wound healing within a week. That is not a
literature | foll ow anynore.

DR G BOFSKY: Very quick question before

we break. You told us about 8 patients, 7 have an
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adverse event, 1 had a | aboratory adverse event.

Can you give us a little bit nore detai
on those 8 patients?

DR. MELIAN. | am happy to. | just want
to nake sure, because it doesn't have to do so nuch
with study design. 1In terns of discontinuations
and adverse experiences in this study, the nost
comon adverse experiences were just those that one
woul d expect to see with NSAID treatnent, and
particularly wth indonethacin.

Dr. Cush actually showed in his slide our
data on safety, and what you saw was that the
safety features, the adverse experiences, the nost
common body systeminvol ved was actually the
neurol ogi ¢, and you saw the sane sorts of CNS kind
of adverse experiences that one would expect with
i ndonet haci n - dizzi ness, |ightheadedness, these
ki nds of vague neurol ogic findings. Headaches were
extremely conmmon, and you saw a narked difference
bet ween the indomet hacin group and the etoricoxib
group.

O her body systens, G was a fairly common
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one. Once again, with a selective inhibitor, you
saw | ess of that than you did with indomethacin,
but overall, the nunmber of events was | ow.

DR. G BOFSKY: Thank you

At this point, we will take our break. W
wi || conme back and resune if there is further
di scussion on this paper. |If not, | amtold that
there are no individuals queued up for public
coment. So, if there is no further discussion on
thi s paper, when we come back into the regular
session, we will go right into the questions that
have been posed to us by the Agency.

A 15-m nute break. Let's resume at 11:13.

[ Break. ]

DR G BOFSKY: You will all note that a
fl oor nmi ke has been put in that corner of the room
so that that will dimnish the Chair's retirenent
fund in the event that people have to respond from
other parts of the room

We are going to resume the norning
session. | would like to continue if there are

further coments about the presentation this
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morning, | would like to continue that discussion
I was told that the Agency found our discussion
particularly useful and would like to see if there
are any further comments from any other nenbers of
the panel or additional coments fromthe nenbers
of the panel who spoke on the presentation this
nor ni ng.

Are there further comments or discussion
from ot her nenbers of the panel? Dr. Cush

DR CUSH. | would like to make | guess a
pitch for Likert scale evaluations. M concern
about a 10-centineter Visual Anal ogue Scale, while
it gives you the presunption of greater spread and
ability to pick up finer degrees of change, in
fact, | think that it doesn't, because nobst people
are afraid of doing the extreme unless there they
have an extrene response nmeaning they are totally
well and they will go to zero.

Most people avoid the first centineter or
two on this end, they tend to bunch up in the
m ddl e anyway, and npst Vi sual Anal ogue Scal es

don't have descriptors whereas, the Likert scale,
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you know, on this zero to 4 scale with the
descriptors, | think is nuch nore objective and
thi nk shows degree of change, which we can really
hang our hats on.

Again, it is less sensitive to | esser
degrees of change, but |esser degrees of change are
not inportant in a disease of this nagnitude. |
mean | think we are | ooking for acute gout contro
where you are looking to hit a honme run in every
si tuati on.

DR. G BOFSKY: Dr. WIIians.

DR WLLIAMS: | think the data would
support that either scale is equally effective, and
ei ther one can be used and show simlar results.

DR G BOFSKY: Dr. Hochberg

DR. HOCHBERG Well, | guess | want to
come back to the issue of outconmes, and naybe Dr.
Ander son would want to coment. | don't know if
you want to do this now or do this later, but in
terns of whether we want to look at this as a pain
nodel and neasure inprovenent in pain, the way it

was done in the data that were presented to us, or
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whet her we want to | ook at, you know, sort of
reaching a level of no pain or reaching a | evel of
mld pain, or a certain degree of inprovenent.

Thi nki ng about what exists now i s outcones
in rheumatoid arthritis trials, for exanmple, where
one can reach a state, for instance, using the DAS
of low di sease activity, or one can have an ACR50
i mprovenent, sonething |ike that, whether we should
I guess think about that as nmoving in that
direction maybe for discussion with the Agency with
regard to gout studies, and whether the data that
were collected during the studies that were
presented to us would be useful in terns or
expl oratory anal yses in that way.

DR. G BOFSKY: | amcertainly confortable
in entertaining discussion on that now, and then we
can formalize our discussion when we begin the
consi deration of Question 1, since that is the
first question.

Dr. Anderson, would you like to conment or
respond to Dr. Hochberg?

DR. ANDERSON: Yes, | like the concept of
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a conposite outcone, but | don't know, in an acute
condition like this, | think it could be difficult,
but there are two things that | would like to say
on this.

One, | was inpressed with the comment that
Dr. Melian nmade about the pain response probably
being driven by the inflammation response, so that
this would seemnot to be solely a pain situation,
but there are these other conponents. It would
seem desirable to work with nore than just pain in
| ooki ng at outcomes for acute gout.

The other thing, follow ng fromwhat you
sai d about there now being sone data that woul d be
useful for exploring whether conposite outcones
could be useful here, it may be able to distinguish
bet ween agents that you can't distinguish between
when you use just pain or just inflammation or
just, you know, whatever

It is very valuable to have sonme good data
now t hat sonebody, | don't know who, could use to
address this issue.

DR. d BOFSKY: Dr. Cronstein.
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DR. CRONSTEIN:. This is nbre in the nature

of a comrent, | guess, again follow ng up on the

question that | asked before about how there seened

to be no conplete resolution or nany people did not

achi eve conplete resolution of synptoms in the
8-day foll ow up period.

I guess the comment would be, and this
came out of sone discussions with Dr. Hochberg
during the break, that one, perhaps a | onger
foll owup should be included. | knowthis is
getting ahead of oursel ves.

I think the om ssion of a functiona

endpoint is inportant, and | think that that should

be included, as well, because |I don't think you

woul d regain full function if you are still in the

Li kert scale of 1.

DR G BOFSKY: Dr. Mandell

DR. MANDELL: A conmment and a question
The comment is, you know, as we think about | ooking

at markers of inflammation clinically, we have to

be cognizant | think if we are picking an agent

that has sone specific activity agai nst one marker
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nmore than another, if we have, you know, sonething
that specifically targets a nol ecul e that
vasodi | ates, and we pick erythema heat, we may
sel ectively be picking one thing different, so we
just need to be | ooking at that.

I guess in the future, we have already
targeted drug therapy. W |ook at whether dropping
a sed rate, or dropping the IL-1 specifically would
be driving a conposite nmarker of response.

I have a question for the presenters about
| ooki ng at the del ayed outcom ng foll owi ng an acute
intervention. W know what the response was in
terns of a secondary flare or, quote, "rebound," or
anything two weeks afterwards.

Was that collected, was that standardized
in away that we can nmake any sense of that, and is
that doable to be incorporated into an acute
treatment protocol design in the future that we
| ook for that specific question?

DR. G BOFSKY: Dr. Daikh? Dr. Melian,
woul d you like to respond and take either the front

or the side microphone?
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DR. MELIAN. In ternms of follow ng the
endpoi nts past the 8-day period, no, we did not do
that. W did collect adverse experiences after
that time point, and obviously, there were sone
pati ents who woul d have had an adverse experience
that m ght have been associated with gout, such as
pai n or gout flare or sonething of that sort.

W did see that in a small nunber of
patients, but it was relatively snmall. Now, in
terns of would it be helpful to | ook over that tine
point, it may be in future studies.

DR G BOFSKY: Dr. Cush.

DR. CUSH. To speak to Dr. Mandell's
question, in fact, nost of the acute gout trials do
not look at that. It has been rarely nentioned in
over 30 trials that | |ooked at, that there was a
mention of it, but it was obviously not well
st udi ed.

It seenmed to be al nbst an afterthought to
the design of these trials, suggesting that again
it was either not designed to | ook at that, or we

don't really want to know that, and if the goal of
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therapy is to control the acute attack, you can do
that with the nunber of days to naybe a week or
two, but then what happens after you stop therapy
and go on is relevant to the treatnent of the acute
att ack.

I think as Dr. Mandell suggests, that may
need to be incorporated, so, you know, an acute
treatment period of one week to two weeks, where
the first week is full therapy, second week m ght
be wi thdrawal of therapy, and then an observation
period as we do in other trials certainly for
safety reasons, but also for the purposes of
| ooki ng at recurrence of disease, which would be
yet anot her secondary outcone that woul d be
i mportant in gout.

A lot of new cases of gout will respond to
just one attack, but those who have chronic gout,
who have intermttent attacks, may have nore
attacks subsequent to this, and we need to worry
about that.

Again, that could be six nonths from now,

that could also be in the next 30 days, so | think
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that to fail the next 30 days would be a serious
i ndi ctrent for any therapy.

DR G BOFSKY: The coment was made and
was kind of |eft undiscussed or unopposed, that for
short-termtrials, patient-reported outcomes and
health-related quality of life indicators may be
| ess useful than for trials of a |onger duration

I would be interested in hearing how sone
of the menbers of the panel feel about that.

Ms. McBriar, would you respond, please?

M5. MBRIAR | think | agree that it is
| ess i nmportant when you have an acute situation,
the patient is just dealing with that, not really
worryi ng about too nmuch el se except getting rid of
their pain, but as tine goes on, and when it is a
longer tine, it starts to really inpact their life,
and that is when you want to measure those issues.

DR G BOFSKY: Dr. Cush.

DR. CUSH. | think the patient-reported
outconme is the end-all here. 1t is the beginning
of the end, and everything else is sort of

interesting to the rheunmatol ogi st and the
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practitioner, but, you know, patient pain, and | et
them deci de, and then after that, | mean there are
obvi ous inpacts on quality of life here, it inpacts
on work, that are easily neasurable and dramatic in
scal e when they are | ooked at.

You know, functional neasures, we stopped
thema long tine ago, button tests, and 50-f oot
wal k time, but as gout is a |lower extremty
di sease, you know, why is that not being neasured
in patient with acute attacks? Just |ook at
50-foot walk tine and resolution of that.

I think that these should be incorporated
in the short-termtrials. | mean the perspective
of what you are | ooking to accomplish or analyze
are a little bit different than in safety and
| ong-term studi es where you want to see mai ntenance
of quality of life, inprovenent in quality of life,
but again with a hyperuricemc, and | see that
acutely, with an acute gout reginen where it is the
control of inflammtion to control pain, you wll
see that acutely.

DR. d BOFSKY: Dr. CGeis
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DR CEIS: Just to conment, in ny
experience in doing clinical trials in other
arthritides, we thought that in the acute setting,
we woul dn't see changes in function and quality of
life, but we collected it anyway, and surprisingly,
we did see it in a matter of a couple days, we
woul d see sonet hi ng happen

So, it seened to be useful, and when we
presented it to the physicians, they thought that
was good information to have

DR. G BOFSKY: Do you want to respond?

M5. McBRIAR:  So, what you are saying is
that in a couple of days, you are seeing changes in
quality of life?

DR CEIS: | amjust saying in past
experience, but different arthritides, and that
people did not think we would see it, but we did
collect it, and we did see it, and that was kind of
a eye-opener as to, gee, this would be inportant to
get nore information about function and quality of
life in the acute setting.

M5. McBRIAR: | think a baseline is always
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i mportant and hel pful, and anythi ng past that
real |y depends upon the goal of the nedication,
what one woul d predict would be hel pful to the
patient.

I amtrying to look at it |ike surgery,
and if you have surgery, you kind of know you are
going to be not functioning real well for a couple
days. If you are still in that situation a week or
two weeks or three weeks down the line, it becones
nmuch nore inpactful

DR. G BOFSKY: Dr. Anderson.

DR. ANDERSON: Just to comment that if you
are using functional status or health-rel ated
quality of life health status in the very short
term after only a week of treatnent, the
i nstruments woul d have to be specially designed
because things like the HAQ refer to | onger periods
of tinme. | don't know what kinds of instrunments
were used in the studies that you did, Dr. Geis.

DR. CEIS: | don't recall off the top of
my head, but we did use subsections of the HAQ as

well as different nmeasures in function, and they
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were exploratory, they weren't really prinmary or
secondary endpoint, but they gave, it seemed, the
physi cians information which surprised themat how
qui ckly it appeared the patients could get back to
doi ng sorme nornmal functioning.

DR G BOFSKY: Dr. Schiffenbauer

DR SCH FFENBAUER | actually agree with
Dr. Anderson's comment. | think in the short term
I would be surprised if function, ability to work
didn't worsen. What would be surprising is if it
actually remai ned worse after the attack of gout
resol ved.

| doubt that would be the case, and that
m ght be something to look at, but | think in the
short term you are going to see such drastic
changes, | amnot sure what to do with them except
if they persisted after the attack resol ved, that
m ght be a useful bit of information to know.

DR G BOFSKY: Dr. Terkeltaub

DR TERKELTAUB: | want to rem nd the
panel of a general caveat, and that is that the

gouty joint is not nornmal between attacks. Elazea
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Pasqual [ph] has published that the | eukocyte count
i s el evat ed.

The general caveat is that the gouty joint
is not expected to be normal even after a week of
an anti-inflamatory treatnment. W are not
eradi cating synovitis, we are not eradicating tophi
by giving NSAIDs or col chicine or other
medi cat i ons.

It is not equivalent to treating pneunoni a
where you are eradicating an infection that is
easily treatable with an antibiotic, and this
should factor into interpretation of residua
synptons and conpl eteness really of synptons and of
function.

DR. G BOFSKY: | think your coments al so
address part of what | asked earlier, which is
whet her we are dealing with an either/or situation
and whether we are dealing with an "and" situation,
and | think that is sonething we will get intoin a
few m nutes.

Dr. Wéisnan.

DR VEISMAN: | think you have to renenber
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that these instrunents reflect both pain and
damage, and | think what Bob is nentioning is that
there is sonething el se going on with the joint
that could affect function afterwards.

But very clearly, when you relieve pain, I
think that is what Dr. Geis had nentioned before,
when you relieve pain with an anti-inflammtory
drug, you are going to see an effect on these
instrunents within a week or two rather than
wai ti ng three nonths.

But then other factors may influence the
instruments that have to do with the chronicity of
t he di sease

DR G BOFSKY: Further discussion on the
presentation this norning? Are we ready to begin
the first of the questions?

We are going to begin the questions. W
will break for lunch. W will then come back and
continue the questions. | amreninded that we do
have to at | east allow for the open public hearing
at 1 o'clock, so that our colleagues who may be

watching this live or watching it later or
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followi ng the broadcasts and the neeting are at

| east advised that there is the opportunity for the
public hearing at the scheduled tinme, so that if
sonmeone shows up at 1 o'clock, we can't say sorry,
the tinme is past, so we will have the opportunity
for the open public hearing at 1 o' clock, which
will interrupt whatever else we are doing.

But we will begin the questions now, we
will break for lunch, and then we will cone back
with the open public hearing. |f coments are nade
at that time, we will hear them otherw se, we wll
resune the questions to the Comittee.

So, at this point, we are ready for the
di scussi ons of the questions that were posed to us.
We begin with an introductory statenent.

Commi ttee Discussion and Questions

DR. G BOFSKY: Individuals with acute gout
of ten experience significant pain. Although
standard treatnents include NSAIDs, colchicine and
gl ucocorticoids, none of these agents have been
denonstrated to be efficacious in

pl acebo-control | ed, random zed, doubl e-blind
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studies. Therefore, it is inportant to carefully
assess any new therapy for efficacy.

| don't think this is a statement that
requires nmuch discussion, so the first question is,
the first issue:

I. Please discuss whether gout is
considered a unique clinical entity or a nodel of
acute pain.

Who would like to tackle that first? Dr.
WIlians.

DR. WLLIAMS: | don't think any of us
woul d treat an acute attack of gout with just
anal gesics, so | think that | would consider it a
uni que entity with which pain is a conmponent.

DR G BOFSKY: | see nods. | see Dr.
Cush's hand, so we will go to Dr. Cush's hand, and
then those who are noddi ng.

DR CUSH. Gout is a nodel of acute
inflammtory arthritis and, hence, should be
treated as a separate entity. Control the
i nflammati on, you control the pain, yet it is,

nonet hel ess, interesting that the use of
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anal gesi cs, ketorolac and/or topical ice have an
additive effect here. The topical ice therapy was
added on top of colchicine and nonsteroida
therapy, so again this should be taken into
account, but it was additive in its benefits.

DR. G BOFSKY: | mght pose a question to
Dr. Harvey. What are the differences in terns of
our finding whether it is a unique clinical entity
or a nodel of acute pain as opposed to finding that
it is both?

DR. HARVEY: | think the purpose of the
question was to stinulate discussion, and it has
been effective in that.

DR. G BOFSKY: That answers ny question

So, does anyone el se want to conmment on
the statements that have been made thus far as to
the characterization of gout? | think the
consensus seens to be it is a clinical entity that
causes pain, but in and of itself, it is not a
model of acute pain.

Is that a fair summary? Dr. Cronstein.

DR CRONSTEIN: Again, just based on the
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di scussion earlier about functional endpoints, et
cetera, | think it is very clear that we don't do
that for npbst analgesic trials, and | would just
like to reiterate that this is probably sonething
that wouldn't respond sinply to anal gesics,
al t hough we obvi ously haven't tested that.

DR G BOFSKY: Anyone else? Dr. Geis

DR. CEIS: | just want to be clear | am
under st andi ng what peopl e are saying, that even
though it is not just a nodel of pain, and it is a
separate functional entity, if it was studied |Iike
classic pain studies are done, and it was shown to
be useful for understanding a drug's ability to
control pain, could it be considered an acceptable
pai n nodel even though we accept that it is a
different functional entity and there is all Kkinds
of inflammation invol ved.

DR G BOFSKY: Dr. WIIians.

DR WLLIAMS: | don't think I would enter
my patients into a trial with an acute attack of
gout if the only treatnent were anal gesi a.

DR CEIS: | guess what | amsaying is so,
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for exanple, if you had an NSAID was going to be
your active conparator, and you said we are going
to put a placebo armin and we are going to neasure
on an hourly basis fromthe first four hours after
you see the patient, and you can rescue them out of
the placebo group i f nothi ng happens.

And you saw a separation from pl acebo
wi thin an hour, ny experience is that is sort of
considered a good pain nodel. |If that seened to
happen with gout, why not do it?

DR. WLLIAMS: [If you are using an NSAI D
I think you are then confused by whether it's the
anti-inflammatory effects of the NSAID or the
anal gesic effects of the NSAID, and | woul d
consider that, but if you are going to tell ne you
are going to treat with denerol, | wouldn't be
i nterested.

DR G BOFSKY: Dr. Cronstein.

DR. CRONSTEIN: | guess i just wanted to
reiterate that col chicine, which is again one of
the standard therapies, is not, as far as | know,

particularly useful as an anal gesic, and if that
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were your conparator, | amnot sure how you woul d
draw any conclusions froma trial if it were set up
as an analgesic trial.

DR G BOFSKY: Dr. Hochberg

DR. HOCHBERG | want to go back, | guess,
to Dr. Geis's coment here then. |[|f gout was
consi dered a nodel of acute pain, you could then
apply the gui dance document or the draft guidance
docunent for studies of agents in acute pain to
gout, and utilize those outcones then

My under st andi ng- - pl ease refresh ny nenory
here--but these are predom nantly short-term
studies in acute pain, and wouldn't necessarily
reflect the duration of the study and the tinme to
response that the clinicians would be interested
in, in terns of assessing the patient, or that you
woul d necessarily expect to see the so-called,
let's say noderate to excellent response if you are
| ooking at 5 days and 7 days, right? Because ny
experience with the acute pain studies is that they
tend to be 8 hours, 24 hours.

So, sort of by definition, | nmean while it
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could be a nodel of acute pain for the acute
resolution of pain in the first 24 hours, clearly,
it is nore than that.

DR G BOFSKY: Any further discussion on
poi nt number 1? COkay, let nmove on to Il

Il. Please comment on the use of the
followi ng clinical nmeasures: pain intensity, pain
relief, time to onset of analgesia, tine to
re- medi cati on.

Are there additional endpoints that shoul d
be considered for these clinical trials, such as
evi dence of local inflammtion, erythensn,
sensitivity to touch, assessnment of function,
pati ent/physici an and gl obal assessnent?

Pl ease di scuss the val ue of an endpoint,
such as tine to good or excellent pain relief in a

defined period of tinme (a responder analysis).

Dr. Weisnman.
DR VEI SMAN: | don't understand the
question very well. Maybe, Joel, you want to

explain this? 1In a pain nodel, you | ook for onset,

you | ook for magnitude, and you | ook for duration
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I's that what you are asking here? Ckay.

The ot her, now you are asking about a
responder index. Are you talking about a good
responder, you know, a 20 percent responder? What
woul d be an index and how woul d you factor those
i ssues in, you know, an onset duration and
magni t ude?

DR. SCH FFENBAUER: Well, | hate to give
you a non-answer, but that is exactly what we woul d
like the Cormittee to consider. The question is
whet her this should be studied with the acute
anal gesi a paraneters that we apply to standard
acute analgesics, or is it nore than that, is it
that plus inflammuation or other neasures?

I nmean what we heard in the first question
was that it was a unique entity, but what | am
hearing, too, is that sonme people would just study
pain as the prinmary endpoint. That is the question
to the Committee.

DR. VEI SMAN: The nessage i s com ng
through, to nmake it sinple, no, there is nore to it

than the pain nodel
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DR G BOFSKY: Dr. WIIians.

DR. WLLIAMS: Well, | think pain is the
patient's primary concern, and probably the easiest
to neasure, and it would be one of your primary
endpoints. The treatnment of the pain is the
treatnment of the arthritis, and I think you would
al so want to study what has happened to the
i nflammati on, the redness, the swelling, the
tenderness, et cetera, and | wouldn't separate them
and say we will only look at the pain. The
treatment of the pain is the treatnent of the
arthritis.

DR G BOFSKY: Dr. Cush.

DR. CUSH: | will flip what Dr. WIIlians
has said and say the treatnent of the inflanmmtion
is the treatnent of the pain, and so | think that
i nflammati on nmeasures are inportant in the outcone,
so | still think that again the prinary endpoint
shoul d al ways be pain as neasured by the patient,
using a Likert scale or PDA or Visual Anal ogue,
think that is all well and fine.

| do think there needs to be a
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quantification of inflammtion, and what is
inflammation in gout? It is really the attack. In
my talk, | said the attack really was the four
cardinal signs of inflammtion.

You coul d say inprovenment is inprovenent
intw out of three, and the resolution is all four
are gone, and that is when the attack is over, and
that can be objectively neasured when the patient
is enrolled, when the patient comes back for their
l-day visit, their 3-day visit, their 5, their 7,
what ever. That is the resolution of erythem
swel ling, warnth, and tenderness in the index
joint.

DR. G BOFSKY: Dr. Bathon.

DR BATHON. | agree that we need neasures
of pain and inflammation in our assessnents, but |
do think that it is suggested by the Merck studies,
and pain nay correlate extrenmely tightly and
extrenely well over the short termw th neasures of
i nflammati on, which would be different from
sonething like rheumatoid arthritis where pain

doesn't necessarily correlate with the joint
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findi ngs.

If, over time, every study denonstrated a
very unique tight correlation of pain with these
measures of inflammtion, it is conceivable that
the pain could be the nost inportant neasure to
assess.

DR. G BOFSKY: Dr. Cush, to add a fifth
cardinal sign of loss of function to the four
previously outlined, bullet 1 asks us whether we
woul d want to consider assessnent of function in an
out conme st udy.

Your thoughts on that?

DR CUSH. Again, | think a secondary
measure woul d be interesting and since npst attacks
are lower extremty, | would advocate a 50-f oot
wal k tinme as a neasure of that. Again, | did a lot
of those when |I started doing clinical research,
and, in fact, it was kind of fun. | had a stop
wat ch, they were wal king next to the guy in the
hal | way, who was on his way to | unch.

But the patients thensel ves reported

sati sfaction, you could see their inprovenment by
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doing this one test. They knew they were better by
the examor by their reports, but how they are
going to do on their walk tinme was al so an

i nteresting exercise.

Now, there may be other neasures of
function one could do if it involved things other
than the | ower extrenmity, but | would advocate a
50-foot walk tine or sone other maybe questionnaire
generated activity neasure of function.

DR G BOFSKY: The second bullet: Please
di scuss the value of an endpoint such as tine to

good or excellent pain relief in a defined period

of tine.

Dr. Hochberg, can |I ask for your thoughts
on that?

DR. HOCHBERG  Sure, you are going to open
the well here, because | will comrent again on the

first bullet, which | didn't do before.

| actually like the issue of achieving a
certain level of response in a defined period of
time, and | think that is helpful for the clinician

in terms of assessing a product and giving
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information to a patient saying, you know, patients
i ke you, 50 percent will have a response over the
course of a week as opposed to on average, you wll
have a 2-point inprovenent in your 4-point Likert
scal e.

So, | like an endpoint of tine to response
or the proportion of responders over a certain
period of tinme, and think that that should probably
be built in as a secondary outconme. At l|least the
measure of pain as the primary outcone, maybe this
could be nodeled as a primary in terms of the
i nprovenent in pain at a certain |evel

If I could have your permnission to go back
to the first bullet?

DR G BOFSKY: Pl ease

DR. HOCHBERG  Thank you. | am not
enanored of the physician-derived neasures of
i nflammati on, erythema, tenderness here. | think
am nore enanored of the patient-derived neasures
Havi ng had gout, | think the patient-derived
measure here for nme would be nore paranount in

terms of the amount of pain, the inprovenent in
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pai n, and ny gl obal assessnent.
I have no objections to an assessment of
function. You know, it could be both a
perf or mance- based neasure and a sel f-report
nmeasure.
G BOFSKY:  Dr. Cush.

CUsSH. | will pass for a second.

3 3 3

G BOFSKY:  Dr. Anderson.

DR. ANDERSON: Do | take it, Dr. Hochberg,
that inflamation can't really be neasured very
well, so it is not a good outcomnme?

DR HOCHBERG Well, you certainly have a
| ot of experience with, let's say, assessing the
reliability of the measurements of inflammation,
and | think while inflammati on could be measured in
a valid fashion, that there would need to be a | ot
of training in terms of getting both the
inter-examner reliability for the nmeasurenent of
inflammation, be it on a, let's say, a naught to 3
scal e of redness, or the so-called naught to 3
scale of swelling, and | think it is obviously nmuch

easier to do it on a present or absent scale.

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (197 of 278) [6/17/2004 12:40:12 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

198

I think on a present or absent scale, yes,
it can be reliably measured.

DR G BOFSKY: Dr. Cush.

DR. CUSH. M/ nenory has returned.
think Dr. Hochberg is right. Mst of the trials,
however, have | ooked at scores as opposed to counts
on joints as opposed to dichotonous, they do want
to do gradations, and ACR does have criteria for
how to do that, which there is sonme subjectivity
i nvol ved.

Marc, you had tal ked about patients who
had responded, 50 percent of people would respond
after five days. By that, do you nmean a conplete
response, conplete resolution of synptoms, or do
you nean a responder index which would be sone high
| evel response involving nultiple things?

I know you, as | am you are a fan of
pain, but | would call for conplete resolution as
reported by the patient, and maybe that can be
fudged a little by saying, you know, greater than
90 percent resolution of your synptons, and return

to normal activity, but would you want a conposite
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measure, or would you just go with sone ot her

measure of compl ete response?

DR Gd BOFSKY: Response, Dr. Hochberg

DR. HOCHBERG Ideally, it would be a
compl ete response. | think given what we know
clinically, and given that the data that we saw
this norning, which | think really informour
di scussion, it would be unlikely to anticipate
conpl ete response with the sort of currently
avai |l abl e agents within the first five days of

therapy in a | arge percentage of patients.

So, one woul d need obviously a much | arger
study if one was going to power the study on the

compl ete response and as a non-inferiority study.

DR A BOFSKY: Dr. Bathon, then Dr.

WIlians.

DR. BATHON: We also nmight want to think
about whether it would be reasonable to incorporate
inflammatory indices in the measure, as well, and

wondered if in the Merck study, there were any data

on sed rate or CRPs.

DR. A BOFSKY: Wuld Dr. Dai kh or Dr.
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Melian care to respond to the question of Dr.
Bat hon?

DR MELIAN: No, we did not collect
information on CRP or on sed rate. 1In clinica
studies of this kind, it is often hard to get sed
rate because it needs to be done |ocally.

DR G BOFSKY: Dr. WIIians.

DR. WLLIAMS: M coment goes back to Dr.
Hochberg's comments. | agree that | think painis
the primary endpoint, however, | do think that we
can identify swelling of the joint.

I woul d nake the comment that the
conmittee that devel oped the ACR20 criteria | ooked
at whether grading mld, noderate, severe hel ped,
and it did not appear that those gradations hel ped
over just presence or absence. However, if you ask
for those gradations, you often got a nore carefu
j oint exam

DR G BOFSKY: Dr. Hoffnman.

DR. HOFFMAN: Bob Terkel taub poi nted out
how abnornmal the joint may be after resol ution of

the attack, and that enphasizes even nore to ne how
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difficult it is to sort out the | ow grade, ongoing
i nflammat ory process from what night be a response
to injury and repair, and how unrealistic it nght
be to expect total resolution of all of the
classical features, with the nost inportant feature
then being pain and function

It would then seemthat in designing
studi es, that that would have to be the two
absol ute, nost inportant endpoints that are
i ncluded, total resolution of pain and restoration
of function.

DR G BOFSKY: Dr. Schiffenbauer, | am
going to pose this to you, are you confortabl e that
we have commented appropriately on the first part
of the question, the use of the clinical measures
of pain intensity, pain relief, tine to onset, and
time to re-nedication?

DR SCH FFENBAUER: | woul d actually Iike
to get sone further clarification. The question
is--1 mean | heard pain being a primry synptom
but then inflammation being inportant. | didn't

hear any di scussion of the possibility of
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co-primary endpoints. That did not conme up. Sone
integration of pain and inflammtion as co-prinary,
I wonder if the Conmittee could address that.

The second part of it was there was sone
di scussion of time to resolution or inprovenent,
whi ch seens to be an end-| oaded endpoint, if you
will. It is an endpoint that you m ght ook at it
three or four or five, six days, but since this an
acutely painful condition, I would |ike to hear
nmore about the front-|oaded sort of analysis, which
gets back to the tinme to onset, those types of
issues. | didn't hear that specifically being
addr essed.

DR. G BOFSKY: Does everyone under st and
the request fromus? Wuld anyone |ike to address
some of those coments? Dr. Cush

DR. CUSH. So, pain only as a primary
out cone, and everything else second. Pain only and
then patient reported, and everything else is
secondary. | do think that everything should be
front-loaded, as you suggest, and one day as your

first tine assessnment is probably too |late.
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I nmean | think if you are going to go for
an acute gout indication, which is going to be the
relief of the pain associated with acute gout, one
shoul d have a several hour determnination, whether
that is a 30-60-90-120 m nute assessment that is
done in a fewtrials, or whether that is a
four-hour assessnent as was done in the etoricoxib
trial, or whether it is going to be a 6 or 12 hour
assessnent.

I think it should be a | ess than one-day
assessnent, and then some other intervals after
that to show, and it should be front-|oaded. |
mean we shoul dn't be | ooking at starting treatnent
7 days and then 14 days. W have m ssed what is
nost bot hersome to the patient.

What is nopst bothersone to the patient is
how | amfeeling the next 24 hours and naybe the
next 36 hours, and we shoul d have therapies that
clearly show what the nagnitude of response is in
that time frane.

DR, SCH FFENBAUER. How does that gibe

with Dr. WIllianms' comment that he would not allow
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an individual to be entered in a trial for denerol?
Since you are just measuring acute pain, | amstil
not getting clarification

DR. CUSH. They are separate issues.
mean | agree with what nost people said, including
Dr. Wllians, that it is inflammtion that is
driving the pain here, and it is not pain al one,
so, in an acute trial, you m ght get--you know, and
as was seen in the ketorolac trials, in fact, they
did have inprovenent in 30, 60, 90 ninutes, but
they didn't do so well after 6 hours, you know,
they weren't all that great.

So, it would have to have a good blend in
there because, yes, you could give narcotics to
cover up pain, but have you really controlled
inflammation. A lot of these would cone out in the
secondary variables. | still don't know that |
woul d want to rank inflanmation as a primary or
covari able here, because | think it is the nore
difficult to measure

W have heard sone differences as to how

reliable the cardinal signs of inflammtion are,
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whet her we should do swollen joint scores on a zero
to 3 scale, or just a yes and no scale. There is a
| ot of variation there that hasn't been well tested
in this particular arena.

So, to nake a secondary outconme to invite
expl oratory investigations, as Merck has done with
erythema, just done by visual analysis as opposed
to doing | aser doppler studies for blood flow as a
measure of erythema and inflammtion could al so be
done.

Again, | think those are all secondary
poi nt s.

DR G BOFSKY: Dr. Terkeltaub

DR. TERKELTAUB: Are we going to address
chronic synovitis in this setting and how to
evaluate that in the trial nodalities, because
basically, as a tertiary care rheumatol ogi st
dealing with the worst gout, this is what is what |
see. You see chronic destructive synovitis that
isn't really appropriately evaluated in toto by
these sorts of measures.

DR. d BOFSKY: | think the floor is

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (205 of 278) [6/17/2004 12:40:12 PM]

205



filex////ITiffanie/C/Dummy/0603ARTH.TXT

206
certainly open for discussion of any paraneter that
the Conmittee considers inmportant in the assessnent

of an acute or chronic trial design. W certainly

can.
Dr. Cronstein.
DR. CRONSTEIN: This is going back to the
front-loading, if you will. | think clearly, if

you front-1oad everything that you are measuring
and | ook at those earliest time points, nost
inportantly, it is going to dictate the
comparators, so if you were to conmpare it to

gl ucocorticoids or to colchicine, you probably
woul dn't get any change at 4 hours.

So, this is clearly going to dictate the
way that you structure your trial with respect to
the drug that you are conparing it to, since we
have kind of witten off placebo trials, and
think that that needs to be kept in mind, as well.

DR. G BOFSKY: Dr. Weisnan.

DR. VEISVMAN: It seems to ne fromthe
di scussion that the duration of the attack is

probably not affected terribly by the nedications
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that we have been discussing. It is the area under
the curve or the magnitude that seens to be

respondi ng, and this gets back to what Bob has been
trying to tell us, that this is an ongoi ng process.

It is probably useful to look at it as an
i ssue of controlling inflammtion or pain as
qui ckly and as conpletely as possible, but the
duration of it is probably not going to affected by
those specific therapies.

We all know about rebound, we all know, we
use steroids, we use these drugs, if we stop them
too quickly, the attack recurs. Even with ACTH
you have to give patients mai ntenance col chi cine,
so we see this froma clinical standpoint.

That probably relates again to what Bob is
saying, is that the process keeps going. So, it is
going to be very difficult for us, Joel, to | think
make this distinction because if we are treating
early and aggressively and actively, as quickly as
possible, all we are going to measure is pain
relief, but that is not all what is going on

| have tried to put sonme kind of dressing
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on this discussion in terms of pathophysiol ogy.
Maybe Bob shoul d commrent on this issue about the
duration of the process, or if | amreading it
correctly.

DR. TERKELTAUB: | think you read it
correctly.

DR G BOFSKY: Dr. WIIians.

DR. WLLIAMS: | amnot sure | agree with
that, Mke. | think that if we are talking about
an acute attack of gout as opposed to patients with
chronic gout, | think we do make an inpact on the
duration of the attack, and that we do shorten the
dur ati on.

DR G BOFSKY: Further comments? Does
anyone want to conment on Dr. Terkeltaub's question
about the assessment of chronic synovitis? | am
not sure that we explored that fully yesterday, and
perhaps we can revisit it.

Dr. Cronstein.

DR. CRONSTEIN: | guess the question is
how long, | mean how long is chronic. | know what

you are tal ki ng about as those peopl e who have
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months, but | think in terms of the sorts of
questions that have been posed, for the nost part,
have to do with sort of life in the trenches as
opposed to the tertiary care center

I think the questions are very different
at that point.

DR G BOFSKY: Comment, Dr. Terkeltaub?

DR. TERKELTAUB: | just want to know
whet her we will address the chronic patients
because it is very nuch like RA these types of
drugs that we are discussing today,
anti-inflammtory anal gesics are not going to
really address the chronic entrenched di sease.

DR. G BOFSKY: | think nuch of the
di scussi on on chronic was yesterday, but | am
certainly willing to re-explore.

DR. TERKELTAUB: There is chronic
inflammatory, as well as chronic accunul ati on of
urate. There are nmany people that have tophi, that
don't have synptons.

DR. G BOFSKY: Is there sone specific

comments that we should be considering in our
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recomrendations to the Agency to take into account?

DR. TERKELTAUB: | think we shoul d be
| ooking at the possibility in terns of future
medi cations evaluated in this disease, are things
that may reduce the anount of destruction at the
cartilage level and the anmount of synovitis, and
that sonme of these nedications may not work quickly
vVis-a-vis pain relief.

DR G BOFSKY: Back to the initial
characterization, Question I, that we are talking
about a unique clinical disorder rather than just a
pai nful condition, that approach?

DR TERKELTAUB: Yes, it does, and | think
we are tal king about a uni que form of acute and
chronic di sease

DR. G BOFSKY: Dr. Bathon

DR. BATHON: Yes, that relates to a
question | had earlier about whether you were going
to base the joints that you are targeting on
patient report of pain, or the physician
assessnent, because the patient can see a swollen

and painful hand, and it maybe is only the wi st
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i nvol ved. On the physician exam you find no

i nvol venent of the MCPs, even though there is
diffuse swelling, and the patient can't necessarily
separate that.

On the other end, with chronic disease,
where there is acute on chronic inflammation, the
physician may find tenderness in a nunber of joints
that the patient doesn't think are involved. So,
think there are issues there that are conplex and
need to be sorted out.

DR d BOFSKY: Dr. Cush

DR CUSH. Well, again, we are speaking to
i ndi cations, and today's indication is acute.
Yesterday's indication that we spoke to was the
chronic one, but was really for the indication of
treating the hyperuricem a associated with gout and
how treatment of that would relate to the chronic
consequences of hyperuricem a and the di sease.

So, it kind of gets to what Dr. Terkeltaub
was bringing up, but really doesn't, and today's
indication really is for the person wth brand-new

gout for the first time, or a person with
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intercritical gout and then gets a new attack, or
person who has naybe sone chronic tophaceous gout
that is well controlled and has attacks, but that

isalittle bit different still than really a sole

separate indication, which is chronic tophaceous

gout and synovitis, and that would be a whol e new

i ndi cation that we would really have to devel op

because | don't think pain would be an appropriate

primary outcone there
I think that you are really |ooking at
nmore sort of rheumatoid arthritis-Ilike outcones

where you are | ooking at conposite neasures of

i mprovenent. You are |ooking at synovial |oad, you
are | ooking at danage, you are | ooking at |long-term
outcones, and it nay not be one reginen, it nmay be

new therapies, it nmay be conbi nations of therapies.

It really is a whole new can of wornms that he has

opened up by that question, and | think it is an
i nportant one because this is what we see as

rheumat ol ogi st s.

It is unfortunately, or fortunately for

the popul ace, a minority of those 2.5 nmillion
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people with gout, but it is the ones that
concentrate in our offices. | think today's
indication is for the majority of those people who
have acute presentation of gout and the
intercritical exacerbations of gout.

DR G BOFSKY: Does everyone agree with
the concept that we probably, despite two days of
di scussi on, have not covered the universe of
patients with gout, particularly those whom we may
be seeing in our experience?

Dr. Terkel taub.

DR TERKELTAUB: Agree, and | think that
as we are able to renodel the tophi in joints by
nmore potent and nore tolerated anti-hyperuricem cs,
we are going to start to see new types of problens
wi th possibly accel erated destructive changes at
the cartilage level, and we may have to deal with
this.

DR G BOFSKY: Dr. Hochberg

DR. HOCHBERG | just wanted to get back
to Dr. Schiffenbauer's comrent, if that is al

right.
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DR G BOFSKY: Certainly.

DR. HOCHBERG One can front-load the
studies in patients with acute gout or acute
exacerbations during intercritical gout for relief
of pain as a primary outcome and inprovenent in
i nflammati on as a secondary outcone, front-Ioading
t hese out cones.

It still is inportant to | think follow
patients in study on treatnment to | ook at the
resolution of the attack where they are, quote,

"back to baseline," for those who have maybe sone
chroni ¢ snol dering synptons and get an exacerbation
on top of it.

I am concerned that a 7-day study nay not
be of |ong enough duration for such a study if one
wants to | ook at a secondary outcone of back to
basel i ne or conplete resol ution

DR G BOFSKY: Further Comments? Dr.
Cush.

DR. CUSH. | would ask Dr. Hochberg and

ot her nenbers of the committee, would you then

propose that all acute gout studies be at |east 30
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days in duration?

DR. G BOFSKY: | think we will deal with
that in Question Ill. | would ask you to hold that
t hought because we will cone back and deal with the
dur at i on.

Further discussion on point [1? Dr.
Ander son.

DR. ANDERSON: | would just like to say
sonet hi ng about function, which has sort of
di sappeared for the tine being from our
di scussions. That is the difficulty in assessing
whet her a person has returned to baseline, because
the first measurenment you are going to have on
people is when they are in the niddl e of an attack.

That is a difficulty there, | think.

DR CUSH. But baseline status refers to
their baseline, not the chronol ogi cal baseline at
study entry. A patient has their own perception of
what their baseline function is. | was working, |
was running. | think that is what the statenent
was referring to.

DR ANDERSON. Ckay. So, if it's patient
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report of their being back to what they used to do,
that's fine. | was thinking that you maybe were
tal ki ng about 50-foot walk tine, which you woul dn't
have based on measurenent.

DR. CUSH: Right. That would be a purely
subj ective neasure of, you know, tine to resol ution
of synptons woul d be the day that the patients says
I have returned to my baseline status as far as ny
function and ny ability to function w thout pain,

you know, plus or minus 5 percent, sonething |ike

t hat .

DR G BOFSKY: If there are no further
comrents on Question Il at this point, we wll
break at this point. W wll resume at 1 o' clock

with the opportunity for the open public hearing.
We can continue the discussion on Question Il
foll owi ng the open public hearing, which we are
required to open at 1 o' clock, and then we will
continue with the remai nder of the questions at
that tinme.

We will adjourn the norning session at

this tine.
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[ Wher eupon, at 11:59 a.m, the proceedi ngs

were recessed, to be resunmed at 1: 00 p. m]
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AFTERNOON PROCEEDI NGS
[1:03 p.m]

DR G BOFSKY: Ladies and gentlenen, we

are back on the record for the afternoon session
Open Public Hearing

DR. G BOFSKY: At this point in our
schedul e, we are going to hold the open public
heari ng.

Both the Food and Drug Admi nistration and
the public believe in a transparent process for
i nformati on gathering and deci si onmaki ng. To
ensure such transparency at the open public hearing
session of the advisory conmittee neeting, the FDA
believes that it is inmportant to understand the
context of an individual's presentation

For this reason, FDA encourages you, the
open public hearing speaker, at the begi nning of
your witten or oral statenent, to advise the
conmittee of any financial relationship that you
may have with the sponsor, its product, and, if
known, its direct conpetitors

For exanple, this financial informtion
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may include the sponsor's paynent of your travel,

| odgi ng, or other expenses in connection with your
attendance at the neeting. Likew se, the FDA
encourages you at the begi nning of your statenent
to advise the conmittee if you do not have any such
financial relationships.

If you choose not to address this issue of
financial relationships at the begi nning of your
statenent, it will not preclude you from speaki ng.

Are there any nenbers of the public who
would Iike to present or make a statenent to the
Commttee at this time?

[ No response. ]

DR. G BOFSKY: Hearing none, we wll
resune our deliberations on the questions as asked.

Conmittee Discussion and Questions (Resuned)

DR. G BOFSKY: | believe we have conpl et ed
Question I, unless any nenber of the Committee
would like to further conment on Question II.

Seei ng none, we will move to Question I11.
We are waiting to nove to Question Ill, which I

will read while we are waiting for it to be put up.
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Question I1l1. Attacks of gout may be
self-limted and resol ve spontaneously over 1 to 2
weeks.

Then, there are three bullets.

Pl ease discuss the duration of a trial for
acute gout.

What is the value of a denpnstration of
efficacy within the first 8 hours? The first day?

Is there clinical neaning in an analysis
of average of pain over several days? How many
days?

Dr. Hochberg, can | inpose upon you to
begin to address Roman 1117?

DR HOCHBERG Let ne start with the
second bullet, and I think to summari ze the way |
woul d distill our conversation and di scussion prior
to the lunch break, is that there is very high
val ue to denonstrate efficacy within the first 8
hours and within the first day. | think there was
pretty nuch consensus on that.

Then, with regard to the clinical neaning

and an analysis of the average of pain, again, |
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think there was consensus that the area under the
curve of pain relief was very inportant as well.
Let's say the cumul ative anpbunt of pain relief or
the | ess area under the curve of pain was very
important, as well, neasured over several days.

How many days? | don't know.

In ternms of the duration of the trial,
while we are again interested in front-1|oading the
assessnent of efficacy, we are al so concerned about
the resolution of the attack, and concerned that
based on the little that we know of the natura
hi story of gout fromthe observational studies and
the placebo group of the colchicine trial, and what
we | earned fromthe trials conducted by Merck, that
either the majority of patients or a sizable
mnority of the patients don't have resol ution of
their attack by 7 days.

So, | would think that we would want to
see trials of longer than 7 days in duration. | am
not sure 30 days, which was the number that was
thrown out, but naybe 14 days.

DR. d BOFSKY: Dr. Cronstein.
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DR CRONSTEIN: | guess | have a question
about the use of the area under the curve, and | am
not sure how much val ue that adds to what you
al ready saw, particularly inasnmuch as the
comparators are probably going to be very simlar
to the drugs under study just because we have
already ruled out, if you will, a placebo trial

So, it is very likely that you are going
to see overlapping curves, and | don't know how
much difference that--1 nean not to exclude it,
it's no big deal obviously to calculate that sort
of thing, but I don't know how nuch it adds.

DR G BOFSKY: Dr. WIIians.

DR. WLLIAMS: | actually like Marc's
suggestion of 14 days. | think in the interest of
patients who are feeling nuch better after a week,

I would think that the Merck nodel of one today for
seven days woul d be good, and then every ot her day
for another week, but | would like to see a couple
of weekly followps afterwards, just to nake sure

we have captured the full effect, and not seen any

r ebound.
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DR. G BOFSKY: So, | amhearing a sense
that there may be difference between the period of
time that the trial is conducted and the period of
time that data is collected following the trial in
order to get a nmore |l ongitudinal picture of the

natural history of the event and the treatnent of

event.

Dr. Cronstein.

DR. CRONSTEIN:. | guess al so since none of
the agents got back to zero, if you will, at the

8-day time point, it seens obvious to ne that you
woul d want to get to a point where the patients are
back to their baseline, if you will.

DR G BOFSKY: Dr. Wisnan

DR VEISMAN: It occurred to nme that | am
sure Merck woul d have been happy to coll ect
additional data for, say, the second week, but the
problemis we are not listening to what they were
saying to us, which is this was a very difficult
trial to carry out. They had to go to how many
countries to do this--10 in one, 11 in the

other--to recruit patients in the trial with a huge
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variety of different sites, | amsure, not just
rheumat ol ogi st s.

How many rheunat ol ogy versus
non-r heunmat ol ogy sites did you go to? So, half
their sites were non-rheumatol ogi sts. So, we heard
that they went to 10 or 11 different countries, 40
different sites, half the sites were
non-r heumat ol ogi sts, and nmany of them | am sure,
were not sites that nornmally do clinical trials.

So, there is going to be a huge variety of
data that is collected, very difficult to put this
trial together, and so | think we ought to
understand that before we cone up with these kind
of ideal frameworks

To do a trial of acute gout, for exanple,
can a trial of acute gout be done in the United
States? Wth the sites that we have in the United
States, given the disease, can we do that here?

Wiy don't we ask Merck to answer the question, can
we actually do that trial in the United States with
a sufficient N, not you, Dr. Cush, | want to ask

Mer ck.
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DR. G BOFSKY: | will allowyou to ask
Merck if the representative will go to the
m crophone. At the m crophone if you care to
answer .

DR. VEI SMAN: G ven what you have told us
al ready and gi ven the nunber of patients that you
need for a conparator trial to another agent, can
you successfully acconplish a study in the United
States?

DR MELIAN: In the United States al one?

DR. VEEI SMAN:  Yes.

DR MELIAN. | think you could do it, but
I think you are going to have to work very hard to
do it.

DR VEI SMAN:  Well, you obviously chose
not to doit alone in the United States, right?

DR. MELIAN: That is correct.

DR VEI SMAN:  And the reason you chose not
todo it in the United States al one?

DR. MELI AN:  How many years did we want to
take to enroll the trial.

DR VEI SMAN: Ckay, so that's the answer.
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So, what | amsaying is let's be realistic about
the nunber of patients that you need to do the
study, and the nunber of investigators that you can
get, and the fact that Dr. Cush is pushing very
hard on the m crophone over there because he is
going to reject pretty nuch everything that | have
sai d.

Go ahead, Jack.

DR G BOFSKY: Not everything, Dr.
Wei sman, just all of it.

Dr. Cush.

DR CUSH: Dr. Weisman is right. | think
that it is difficult, but, you know, so is
recruiting for rheumatoid arthritis in this era
when we have many successful therapies currently
available. To recruit for rheumatoid arthritis
trials for drugs in devel opnent in 1980s and 1990s
was relatively easy because there were a | ot of
patients, and a lot of themwere not well treated,
and there weren't a | ot of good therapies.

Now, we have a situation where we have a

| ot of effective therapies, nmuch |ike the situation
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of gout, where there are a lot of effective
t herapi es, and people seemto think that they know
what they want to do

But the fact still remains is that there
are nmllions of people, that there are no trials.
The main reason why this has been difficult is
because we haven't had the outcomes outlined, there
have been no net hodol ogy. There has not been a
significant push to have the gout trials.

Al the trials that we saw i n devel opnent
were done by interested individuals trying to
answer a question, as much as there were industries
trying to look at a pile of studies, whether, you
know, etoricoxib or Rofecoxib or sulindac m ght
possi bly work, or mght be an indication

So, again, | think with guidelines for
out conmes, with education, | mean there are plenty
of researchers. It takes work, and it can be done,
but to say it can't be done, | nean then we have
just wasted this whole day. W have laid the
groundwor k where this can be done, and the patients

are there.
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If Merck couldn't find them that is
Merck's fault. | think that there are a | ot of
peopl e who can find them

DR d BOFSKY: A quick response, Dr.

Wi sman?

DR VEISVAN. My rebuttal, very quickly,
is that true true and unrel ated, Jack, yes,
rheumatoid arthritis is difficult to recruit for
because we have nmany effective therapies. That is
not true for acute gout.

We have heard we don't have many effective
t herapi es here, as nuch as you think, otherw se,
they woul dn't be doing the study, and the probl em
here is recruitnment of physicians and patients in
the United States because of exactly what you said
this norning. |It's the scattered nunber of
patients that are out there, that are seen in
enmergency roons and prinmary care offices, not seen
wi th rheumat ol ogi sts. They are al nost inpossible
to capture.

I think that is the real reason, and that

iswhy | amtrying to be realistic. That is not
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goi ng to change very nmuch, and that is why | am
saying let's be realistic about study design
because who is going to be doing the studies.

DR G BOFSKY: Dr. Cronstein.

DR. CRONSTEIN: | think again we need to
query the people who have done this study and have
had the difficulty in recruitments, and according
to what they told us earlier, the major difficulty
was that people were taking over-the-counter
nonst eroi dals or sonme ot her nonsteroidals that they
had, so adding onto a trial where you have patients
sinmply cone back for over a | onger period of tineg,

I don't think is going to add to the burden, but
maybe we could get that information fromyou guys.

DR G BOFSKY: | would share Dr.
Cronstein's comments in that recognizing the
difficulties in recruitment, once the patient is
recruited, | amnot sure the period of observation
is as significant or raises additional difficulties
beyond the recruitnent.

Certainly, there is sonme, there will be

sonme dropoff, but if the problemis in the
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recruitnent, that is at the front-|oad stage, but
once the patient is there, the observation is |ess
difficult to do.

If our colleague fromMerck would care to
comrent ?

DR MELIAN. | agree with you. Once you
have the patients in the trial, the major hurdle
has been handl ed. Yes, you have some patients who
di sconti nue throughout the trial, and we actually
went through that nunber when | showed you ny
slides and a small nunber of patients in both
treatment groups discontinued during the 8-day
peri od.

You can inmagine if you went to 14 days,
that it would be larger yet. That being said, the
major hurdle is in the first few days of
recruitnment.

Now, the one thing that | do have to tel
you, because | amnot sure it came through in ny
presentation, is that when we | ooked at patients in
terns of pain, and if the systemwas set up | could

show you, because | actually do that this data, and
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I can share it with anybody who wants to see it,
90-pl us percent of patients at the end of the 8-day
period had mld or no pain.

So, you are really get down to what is
really minimal or no pain in that 8-day time frane.
I think that is consistent because when we treat
gout with Indocin, we don't usually go nmuch beyond
an 8-day treatnent period. Sone patients do
require | onger.

DR. G BOFSKY: Dr. Finley.

DR. FINLEY: | wanted to follow up kind of
where we |eft the discussion before the break, and
it dovetails with our discussion about recruitment
that Dr. Wisman brought up

I wondered, thinking about the work that
the folks at Merck did, are we really tal ki ng about
acute gout, or are we tal king about acute epi sodes
of intercritical gout, which is kind of where we
| eft the discussion, and thinking about their
particul ar studies, they tal ked about the Wll ace
criteria, and they tal ked about--1 think | heard

during the presentation about all the patients net
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the clinical criteria, and | wondered if they knew,
of the patients that they entered, how many were
the first episode of gout that they had ever had,
or were the preponderance intercritical patients.

Then, how many of them were di agnosed
based on chart review of prior evidence of
crystals, or, in fact, were diagnhosed at the tine
the crystals were identified at the time of
enrol Il ment, or were the preponderance of their
entrants nostly neeting the other criteria, the 6
of 12, because that has inplications, as Dr.

Wi sman has tal ked about, for recruitnent, and in
the real world, where are we going to do these
t hi ngs.

Because we under these criteria as
rheumat ol ogi sts, but my concern really is, as has
been mentioned, that we are going to create a
paradi gm that no one coul d get through

DR. G BOFSKY: Is that data avail abl e that
can be shared in terns of first attack versus
intercritical?

DR MELIAN: Yes. Now that | am becomni ng
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an expert at mcrophonetol ogy here, in terns of
first attacks, they were relatively rare in our
studies, 92, 93 percent, sonewhere in the 90s, 92
percent range of patients had had previ ous attacks
of gout.

On average, nost patients had 4 or
greater, or at least if you categorized in
different categories of how many attacks you had,
the mpjority fell under 4 or greater

In terms of how many had crystals, in our
study, about 25 percent had docunented crystals.

We did not require that patients had to have
docunented crystals in our study. W used the ARA
or the Wallace criteria.

DR G BOFSKY: Followup, Dr. Finley?

DR FINLEY: | would just ask, as you had
more and nmore difficulty recruiting, were you doing
nore arthrocentesis to docunment or you nentioned
just there at the end that you were using the
clinical criteria nmore, but | just want to better
under st and your answer.

DR. MELIAN: So, in our studies, what we
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required is that they use the clinical criteria,
and we set that up per the ARA guidelines. |If you
go through those actual clinical criteria, A and B
of those criteria are crystal-proven gout. C,
which is the 6 out of 12, is the additiona
clinical criteria.

So, we kept the rules the sane, and what
we got out at the end of the study were the numbers
that you saw. W did not undergo any protoco
changes to help recruitnment in this regard.

DR. G BOFSKY: Dr. Bathon.

DR. BATHON. One of the things |I think Dr.
Finley is getting at, and a concern | have, is if
you extend the time point out too |ong, nake the
study too long, is that you are passing the acute
gout and entering the gray area of where recurrent
gout occurs, and it may be unfair to a sponsor to
hold themto a longer time point when we are
treating acute gout, because there is really a gray
area there, who is going to have an acute attack
within the next two weeks versus the next six

mont hs.
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So, | think while we all are interested
biologically in how |l ong we exactly have to treat
and how long that treatnent is good for, | think we
have to be cognizant of the fact that these are
acute gout trials, and not chronic gout, and we
have to nake sone kind of, albeit it arbitrary,
timeline as to where the end of acute gout is.

DR. G BOFSKY: Ms. MBriar.

M5. MBRIAR | think also for the
patient's perspective, they don't want to be tested
and tested and tested too often either, so we need
to do what we have to do to get good results, but |
don't think we need to go overboard because we want
to | earn nore.

DR G BOFSKY: | think we have discussed
the first bullet and probably the second. The
third one is a bit nore technical

Is there clinical neaning in an analysis
of average of pain over several days? | guess, if
so, how many days?

Thoughts or suggestions on that specific

bullet? Dr. Cush
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DR, CUSH. Again, it goes to the early
debate on area under the curve, nore of how nuch
time patients spend in pain. | don't think the
subtleties of pain involved here require this type
of presentation of data. | think it is no nore
val uabl e than the patient-derived Likert scal es of
pain or VAS. | think it is going to be the sane
thing, and again, an average over time.

I think I would rather see a nmagnitude or
an absolute, so the magnitude is what your pain is
and what is has fallen to, and then the absol ute
being tinme to resolution of pain.

DR G BOFSKY: Any further comrents on
Roman 111 or any of the sub-bullets? Dr. Anderson

DR. ANDERSON: On the area under the
curve, the advantage that | see is that it is a
single test. The way that the pain seenms to go
with treatment for acute gout is that there is an
initial inprovenent, and then the inprovenent
continues, so that if you do an area under the
curve, you are capturing the speed with which the

pain is reduced and the eventual anobunt that it is
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reduced, as well, and you are doing a single test
for it.

So, that, | would think would be the
advantage of it.

DR. G BOFSKY: Dr. Schiffenbauer.

DR SCH FFENBAUER: Could | just get
clarification? |In using the area under the curve,
is there any inplication if the trial is a
non-inferiority versus a superiority to placebo in
this instance where the disease, the acute flare
resol ves spontaneously, would that tend to make the
two drugs look nore simlar? You see ny question
there in that regard? Am | not naking that clear?
No?

DR. G BOFSKY: The question is if you use
the AUC, does it nmake a difference whether you use
a non-inferiority versus a superiority.

Dr. Hochberg.

DR. HOCHBERG | think |I understand your
question, and in order to have spontaneous
resolution, let's say, in a superiority trial to

pl acebo, where you woul d worry about this occurring
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in the placebo group, you would probably have to
have a 30-day trial, and then | ook at sort of the
area under the curve for 30 days, or at |east the
outconme at 30 days. So, | don't think it would be
a problemin a 7-day or even a 14-day trial

DR G BOFSKY: Further discussion on that
topic? Dr. Cronstein.

DR. CRONSTEIN: Again, | guess we comne
back to the conparator drugs, as well, because of
the onset of action. | guess | amhaving a little
troubl e seeing the extra value aside fromthe fact
that it's easier to conpare one nunber to another
nunber as opposed to conparing ei ght nunbers or
however many nmeasurenents.

So, again, all of the graphs that we have
seen have been pretty nuch superinposabl e, and
i magi ne that going forward, since presumably, nost
of the conparisons are going to be nade to other
nonsteroi dals, that, again, the graphs should be
pretty nuch overl appi ng unl ess you guys decide to
go test sonething different, you know, col chicine

or sonet hing.
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DR G BOFSKY: Dr. Bathon

DR. BATHON: Unless there is a drug that
can work faster than indonethacin. | nean | think
the area under the curve is useful for speed, speed
of response, but indomethacin works fairly quickly.

DR. CRONSTEIN: Right, and steroids don't,
so | don't knowthat it tells you--I nmean steroids
may get you deeper at your second measurenent than
i ndomet hacin, | don't know that for a fact, but
they certainly don't do anything at early tine
poi nt s.

DR. G BOFSKY: So, if you use the area
under the curve, it nmay be a function both of the
met hodol ogy and the conparat or.

DR. CRONSTEIN: Right.

DR. G BOFSKY: Dr. Hochberg. Wthdrawn by
Dr. Hochber g.

Any further comments on this point? Dr.
Schi f f enbauer, have you gotten the information, the
results of our wisdon? Ckay.

Let's move to Roman | V.

The onset and duration of an acute attack
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is unpredictable and the extent of pain during an
acute attack of gout is variable.

Pl ease discuss the clinical tria
i mplications of enrollnment of patients who have
al ready had synptons of an acute attack for a
period of tine, for exanple, 48 hours.

Pl ease discuss the clinical tria
implications of enrolling patients who may be
untreated or partially treated

Shall we deal with the second bullet first
since |I think we have already di scussed sone of
that earlier? Wuld sonmeone care to respond to
that? Dr. Cush.

DR. CUSH. | believe that the Merck
approach was an intelligent one to allow patients
on chronic therapy, chronic naintenance therapy
with allopurinol and col chicine to continue on
those therapies. | do think that there would be
confounding factors involved if they were to
i nclude patients who were previously treated with
corticosteroids or nonsteroidals, especially in the

| ast four weeks.
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I think that their guidelines and
operations make the nost anount of sense as far as
enrollment criteria and allowing patients to easily
enter the trial without conplication

DR. G BOFSKY: So, you are differentiating
bet ween the patient who is on chronic mai ntenance
and the patient who m ght have taken an OTC within
a day of enrolling in the trial

DR. CUSH. Chronic nmintenance is okay
again for colchicine and allopurinol. Any chronic
use of nonsteroidals or steroids would be an
exclusion, and then intermttent or recent use of
col chicine or allopurinol--1 amnot sure how that
factors in--but col chicine especially would be a
contraindication to inclusion.

DR. G BOFSKY: DR Wi snan.

DR. VEISMAN: | think this is entirely a
practical issue as we heard from Merck, is that
they were only able to capture patients under these
circunstances. They found too many patients that
had al ready started on these anti-inflanmatory

agents at the beginning of their acute attack,
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whi ch had to be excl uded.

Everybody el se, depending on their |evel
of disease activity, was included, which is the
same thing we do with rheurmatoid arthritis. It
depends on what | evel of disease activity they are
going into the trial. So, | think it is just a
practical issue.

DR G BOFSKY: Dr. Bathon.

DR. BATHON. One thing that m ght nake
enrol Il nent easier is to allow patients who have
taken a dose of ibuprofen, but not in the last 8
hours, because that is probably the nost commonly
used OTC NSAID, and it is relatively short acting,
so if you had an 8-hour gap, it seens to ne |like
that m ght be a reasonable patient that you could
still enroll.

DR. G BOFSKY: Anything further on bullet
27?

Let's go back to bullet 1. The
i mplications of enrollnent of patients who have
al ready had synptons of an acute attack for a

period of tine, presumably untreated during that
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period of tine.

I assume that is what you are | ooking for,
Dr. Schi ffenbauer

Any conments about this? Dr. Cush

DR CUSH: | think in a sense there is a
natural selection here. Patients will present or
won't present. They are not going to present
because they have dealt with this before, they have
a neans of dealing with it now, so they are not
going to show up. They are only going to show up
when things don't get better after they
self-treated thensel ves, in which case they are
excluded fromthese kind of trials anyway.

But the vast majority of people who have
acute gouty attacks, who will then seek help, wll
do so within the first 24 to 48 hours anyway, so
think that that is reasonable.

Most of the trials that we | ooked at, that
I reviewed, would include patients for either 18
hours or 24 hours, or as long as even 3 days, 48
and even 3 days, but | think that the 48-hour tine

limt is probably reasonabl e, because you want to

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (243 of 278) [6/17/2004 12:40:12 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

give the patient an anple opportunity to respond,
and not catch themat the tail end of their
synpt ons.

But we learned | think fromthe way that
Merck was trying to represent the data, that there
was a lead-in period that they weren't truly
capturing in the tine it took themto get better
anyway, which was, you know, again 5 days or so,
certainly in their 7-day study.

So, again, you would like to get them as
soon as you can, so they are going to be at their
peak when you treat them

DR. G BOFSKY: And you woul d establish an
arbitrary cutoff of, say, 48 hours. A patient who
is untreated for longer mght be less likely to
show clinical effect because we know by Day 5 to
Day 7, there is already sone anelioration of
synpt ons.

DR CUSH. Well, as in other disease, how
early is early? | like it early as possible, 48
hours is very good, 36 | think would even be

acceptabl e, but beyond 36, you are starting to get
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into an area where synptons m ght begin to inprove.

The Bel |l any study really showed that
patients didn't show any evidence of inprovenent
until after the 48-hour time period, that synptons
really began to inprove significantly by Day 3 to
5. O course, that is recognizing that is 3 to 5
plus the 2.8 days they had for tine to
presentation, so again, | say that up to even 3
days, you might even be safe, but 48 hours woul d be
i deal .

Hence, if there are issues of enrollnent,
then, maybe allowing up to 72 hours m ght be
reasonable as a start point in a study.

DR. G BOFSKY: Dr. WIIians.

DR WLLIAMS: Actually, Jack covered it
right at the end there. | was going to say that 48
hours, | agree nost of the patients will come
within that time anyway, but | don't know that
there is areal--it is an arbitrary tinme point, and
there is not a |lot of difference between 48 and 72,
and | would have nmade it 72 hours because it would

make it easier for recruitnment.
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DR G BOFSKY: Dr. Hochberg

DR. HOCHBERG | think this may point us
to one of the reasons that the conpany had a
problemenrolling this trial in the U S., and naybe
I amconpletely off base and you will tell me, but
a lot of patients with gout, who are foll owed by
primary care doctors, |et alone rheumatol ogists,
have a bottle of indonethacin at home in their
medi ci ne cabi net and have been told, and may know
fromexperience, that if they get an attack of gout
on the background of col chicine or allopurinol or
what ever, that they pop their indonethacin, and
they may do that before they call the doctor or
come into the office, which would exclude them from
participating in a trial as we are designing it and
as the sponsor had designed it, because they have
been treated or partially treated.

So, the duration of the attack is one
thing, but the fact that NSAIDs are prescribed,
NSAlI Ds were avail abl e over the counter, and it is
certainly true in other countries where you can go

and buy them even w thout a prescription, that
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peopl e who have had gout and have been treated for
gout, are likely to self-nedicate thensel ves before
they cone in.

DR G BOFSKY: Dr. Cronstein.

DR. CRONSTEIN: Again, | would like to go
back and revisit Dr. Bathon's statement at the end
of the last bullet about possibly adnmitting people
to trials who were taking the short-taking
nonsteroi dal, but hadn't taken it for, say, 8
hour s.

Forget about the indonethacin, but many
patients will just go to the drugstore and buy
Motrin or Advil or something. | think that m ght
improve recruitnent. | don't know if you have the
nunbers as to what drugs people were taking. Is it
broken down into over the counter versus
prescription nonsteroidals? |In the screen?

DR G BOFSKY: Response if you have it.

DR MELIAN:  We don't have that
information with us, sorry.

DR CRONSTEIN: But | think that is an

excel lent idea of permitting--and that may
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all eviate sone of the problens with recruitnent if
you permit short-acting nonsteroidals outside of a
certain tine frane.

DR. G BOFSKY: Dr. Bathon

DR. BATHON: Wen | | ook at Merck's data
on the tine of onset to random zation, 80 percent
of the people presented within the first day, and
only 20 percent within the second 24-hour period,
so extending it to 72 hours is probably not going
to pick up a great deal of additional patients.

DR. G BOFSKY:  Further discussion on Ronan
Nureral 1V? Have we reached consensus, now
recommendati ons? Okay.

Let's nmove to Roman V.

Consi dering the extent of pain and
duration of attacks at trial entrance, please
di scuss the advant ages and di sadvant ages of
pl acebo-control | ed studies versus active-controlled
trials. |If placebo-controlled studies are not
recomrended, are there data from studi es of
exi sting therapies sufficient to define a margin of

non-inferiority?
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I think we heard in Dr. Daikh's
presentation, | believe there were two slides
| ooki ng at the advantages and di sadvant ages of
pl acebo-control | ed studies versus active-controlled
trials, and | think certainly that is worthy of
note to the answer or to the comment on the first
sent ence.

Dr. WIlians?

DR WLLIAMS: | ama big believer in
pl acebo-controlled trials, but in this case, |
realize these treatnments haven't been denonstrated
in random zed, controlled trials, but we certainly
feel that they are effective treatnents, and
think a placebo-controlled trial would be very
difficult to sell to the investigators, as well as
to the patients.

DR. G BOFSKY: Any other comments? Dr.
Bat hon.

DR BATHON: | agree with that. The other
complication is that a lot of tinmes we don't know
these people. You can talk rheumatoid arthritis

patients into a placebo-controlled trial as |ong as
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there is rescue, and you could argue that naybe you
could ask themto put up with--the gout patients to
put up with two days of placebo, and then have a
rescue, but because you don't have a relationship
with these people and they are coming in
desperately for treatnment, | think it would be a
very difficult sell to give a placebo

DR. G BOFSKY: [|I'mgetting a sense that in
this particular situation, we are not recomendi ng
or at |east we think that placebo-controlled trials
woul d be di sadvant ageous to the patient.

So, we can go to the second coment, the
second sentence, which is are there data from
studies of existing therapies sufficient to define
a margin of non-inferiority for an active
comnpar at or.

Dr. Cush.

DR CUSH. | wanted to add one caveat to
pl acebo-controlled trials, which was brought up
earlier by Dr. Hochberg, and that it is appropriate
for truly new conpounds and novel conpounds for

whi ch an active conparator may not be a reasonabl e

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (250 of 278) [6/17/2004 12:40:12 PM]

250



filex////ITiffanie/C/Dummy/0603ARTH.TXT

251
conparator, | nean one that is currently approved
and marketed. So, that is the one caveat.

DR. G BOFSKY: Dr. Harvey.

DR HARVEY: Before you noved on, | didn't
know i f you wanted there to be any further
di scussion or any el aboration on the concept of
nedi cation rescue, some of the variations on that
t hene.

DR G BOFSKY: Dr. Cush.

DR. CUSH. Certainly, a placebo-controlled
trial, that would be the only way one could do
that, and | think that any out point where the
patient felt that the pain was extrene and
unbear abl e, and patients have to be told that, you
know, there is a chance that your condition could
get better by doing nothing and just resting.

You coul d have as a part of placebo
managenent, ice and whatnot, but anyway, they stil
have to be told they could get worse, too, and
shoul d they get worse, they could be offered either
an anal gesic or a standard of care as rescue

t herapy, and that beconmes one of your arns, one of

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (251 of 278) [6/17/2004 12:40:12 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

your outcomes, your secondary outcones.

DR. G BOFSKY: In rheumatoid arthritis, we
are learning that |leaving a patient untreated for
even a brief period of tine may affect the ultimte
outconme in the clinical course of a disease.

Do we have any data that is either simlar
or distinct in gout, whether |eaving a patient
untreated for gout in the context of
pl acebo-controlled trial nmay be acceptable in the
short term but may have inplications for either
ot her manifestations, hyperuricema, if present, or
their chronic intercritical gout?

Dr. Wi snman.

DR. VEI SMAN:  Well, we heard from Bob
Terkeltaub earlier today that there is data
i ndicating that the process continues, and there
are many patients that go on with some ki nd of
snol deri ng di sease, just even keeping aside the
concept of hyperuricema, just the fact that the
joint disease appears to progress clinically even
inthe intercritical periods.

Al 't hough you are not going to be able to
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support this with MR data, |ike you can--or early
erosion data in rheunmatoid arthritis, because there
hasn't been any studies | ooking at this structura
damage issue, but | suspect there probably will be
at some point, there will be some data to docunent
this whether it's investigator initiated or
pharmaceutical conpany initiated, but there will be
sone dat a.

DR G BOFSKY: Dr. WIIians.

DR WLLIAMS: | think that because we are
convi nced we have effective therapies, that if you
had a pl acebo-controlled trial with rescue, you
woul d end up without a placebo control

DR. G BOFSKY: Are there data from studies
of existing therapies sufficient to define a margin
of non-inferiority?

Anyone want to tackle that one? | think
we heard sone of that in Dr. Daikh's presentation
as to why the study was designed the way it was
given the limtations of existing therapies and the
ability to define the margin of non-inferiority,

but anyone el se want to conment on that?
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[ No response. ]

DR. G BOFSKY: Ckay. Dr. Harvey, are you
confortable with a response to your question about
rescue?

DR HARVEY: | am never confortable, but I
will--

DR. G BOFSKY: Wuld you like a cushion?

DR HARVEY: Dr. Schiffenbauer has an
el aborati on.

DR. SCH FFENBAUER: | didn't have a
specific issue about the rescue, but | just wanted
to get some clarification fromthe Conmittee

If | have heard you correctly, you would
all ow individuals to have an attack for 48 up to
possibly 72 hours, and | heard maybe sone
di sagreenent as to whether they could or could not
take some therapy during that tinme, possibly
i buprof en possibly, or nothing, and then you were
obj ecting or you were concerned about
pl acebo-controlled trials, and I amnot quite
confortable that | understand the difference there.

| guess the concern | have or the question
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| have is if someone is untreated for 48 to 72
hours, if that is what we are saying is one way to
approach this, is there an objection to entering
theminto a placebo-controlled trial that nmay
continue for an additional 6 or 8, 12, 24 hours of
that placebo-controlled period to evaluate in a
rigorous fashion the effects of a new therapy.

DR. G BOFSKY: So, your question is if
soneone has gone for two days on their own for
what ever reason, perhaps it's Friday night and they
can't get to their doctor until Mnday, what is the
up side and down side to beginning the clock at T
zero and then putting theminto a
pl acebo-controlled trial

DR SCH FFENBAUER: Yes, and let ne just
add although | think we do all think that Indocin
wor ks effectively, | don't know that we truly have
any idea of when it starts to work, how effective
it really is, because we don't have those
pl acebo-controlled trials to docunent that. Maybe
someone coul d address that.

DR. G BOFSKY: Dr. Hochberg, did | see
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your hand going for the nicrophone? | do now.

DR. HOCHBERG Again, if we go back to
Question I, | guess we felt that gout was an
acutely painful condition, but it was nore than
just pain. You know, there was a trenmendous role
for inflammation.

Then, in one of the subsequent questions,
| don't renenber whether it was Il or IIl, that we
are front-1oading the outcones and | ooking at sone
of the outconmes that are used to assess agents for
the treatment of acute pain.

So, clearly, there is a period in which
this could be placebo-controlled in order to define
the tinme course of the response in conparison to
pl acebo in this painful inflammatory condition

But then you get into the issue in a
pl acebo-control | ed study of rescue, and personally,
I nmean | have had a | ot of experience in
osteoarthritis trials, and | don't like rescue
because | think it sort of nuddies the
interpretation of the results, and sone of the

met a- anal yses now suggest that the effect size that
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is seen with treatment in studies that do not all ow
rescue is larger than the effect size which is seen
in studies which do allow rescue, suggesting that
there is an effective rescue.

Then, you have to decide, well, what is
the rescue going to be, does the patient stay in
the study and continue to get observed on rescue to
contribute to the analysis in the placebo group, or
once they go on rescue, are they a failure, and
then you are looking at time to failure as an
outconme. So, that gets real problematic frommy
poi nt of view

DR. G BOFSKY: Dr. WIIians.

DR. WLLIAMS: Your question about how
qui ckly things seemto respond, the data that was
presented to us by Merck woul d suggest that they
respond to both agents within the first few hours,
and | find that there will be sonme noral dilemma to
try and put patients on placebo if | can nmake them
better. Patients with gout are mserable, and to
ask themto hold off for treatnent for 12 to 24

hours, | would find it a difficult ethical issue.
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DR G BOFSKY: Dr. Schiffenbauer.

DR. SCH FFENBAUER  Again, that is in the
context of recruiting individuals that have gone
al ready 48 hours or up to 72 hours wi thout therapy.
That is the point | want to clarify.

DR. WLLIAMS: They didn't come to ne in
the first 48 hours. Once they have conme to ne,
they are then there to be treated, and that is when
my time clock started.

DR. G BOFSKY: Does that answer your
question, Dr. Schiffenbauer? GCkay.

Ms. McBriar.

M5. McBRIAR It seens that a | ot of
peopl e have tal ked about the severe inflanmation
that is going along with the severe pain in these
patients early on, and it just worries nme if the
rheumatoid arthritis data is true about the early
damage, and we want to preserve joints and we want
to preserve function, that if we do a
pl acebo-controlled trial, that there could be this
damage to the joints early on, and, as the consuner

rep, if we don't have to go that way, | would be
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much happi er.

DR G BOFSKY: Dr. Bathon.

DR. BATHON. | prefer placebo-controlled
trials. W don't have control over when the
patient presents, so we can't be responsible for
that, but | think it is just really a practicality
measure. |If they are presenting for treatnment, and
it's an acutely severely painful condition |ike
this, it is very difficult to enroll people in
pl acebo-controlled trial

I think we could try it, but | bet you it
woul d i ntroduce yet another |ayer of recruitnent
difficulty, so it may nake it inpractical. | think
that until we know data about danage, we can fee
reasonably ethically confortable still that a
pl acebo-controlled trial is fairly ethical in terns
of lack of data on joint damage.

If we find down the road by MRl or
sonet hing that each single attack adds nore and
more danage to the joint, then, we would have to
rethink that.

DR. d BOFSKY: Dr. Cronstein.
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DR CRONSTEIN: | realize that there is a
suspi ci on based on the RA trials, but the RA
trials, you are tal ki ng about nonths of
i nflammati on as opposed to here you are talking
about a difference of 12 to 24 or 48 hours. |
really don't think there is any reason to think
that delaying treatnent is going to give you a
chronic or nore of a chronic problemas far as
arthritis goes. | don't think there is any
evi dence for that.

I think, in fact, there are many patients
who have one or two acute attacks over |ong
peri ods, not sufficient to require a prophyl axis,
and they don't have any specific joint injury. |
don't think that the worry about that is the main
i ssue.

I just find that if you have sonething--I
know we haven't done the placebo trials--but if you
have sonet hing that you know works at |east as a
pain reliever, that depriving a patient with gout,
with an acute gouty attack, you know, depriving

them of any pain relief, | don't think that is
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feasible, and | don't think that we are going to
see the same pl acebo responses that we woul d
ot herwi se have seen, but obviously we can't do
t hat .

DR d BOFSKY: Dr. Boul ware.

DR, BOULWARE: | think the
pl acebo-control | ed observation for 8 hours would be
i deal, too, but | think another |ayer of
practicality is when you enter them you have 8
hours to do the foll owup study, and unless there
is sonething that the patient is going to do, which
then beconmes maybe unreliable, it is very
inmpractical to ask ny staff to stick around unti
m dni ght when you enter somebody at 4 o'clock in
the afternoon.

DR G BOFSKY: Dr. Ceis

DR. CEIS: Until | saw placebo data for
the first few hours after the first dose, | don't
know that | woul d conclude that you are seeing a
real effect of a drug or just a placebo effect. It
is after seeing just lots of data in different

condi ti ons.
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You could build in a substudy where you
maybe have 50 patients per group where you are
| ooking for this short-termresponse conparing
pl acebo to the active, so you don't have to build
it infor all 150 patients, that you mght need to
| ook for the total response over several days, so
that may be one way of doing it, and then have
specific sites who feel they have the staff to
followup in the first 8 hours, and all of that, so
there may be a way you could work it and get both
t hi ngs.

DR G BOFSKY: Any further comment on
Roman Nuneral V? Dr. Schiffenbauer.

DR. SCH FFENBAUER  The second part of
that was the non-inferiority margin and the effect
size of any conparator. Did anybody have any ot her
conment s about that because that was |eft
unresol ved.

DR. G BOFSKY: | think the question as
posed is part of your data from studies of existing
therapies. | believe we heard that the data from

exi sting therapi es are neager at best, and that
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resulted in the design trial that we heard earlier
today, which is probably as good as it gets based
on the data that is avail able.

Unl ess anyone has know edge of a different
data set, but | suspect if there were, it would
have been factored by the consultants into the
trial design that we heard today.

Let's move to Roman VI. Pl ease discuss
the following clinical trial issues: the use of
concomitant nedi cations such as diuretics or |ow
dose aspirin. The entry inclusion criteria for an
acute gout trial, particularly the need for
docunentati on of the presence of crystals, and to
make it perhaps a bit sinpler, let's talk about the
first attack of acute gout in a person's life
versus an attack of acute gout in a patient who is
known to have the diagnosis of gout, and then
enrol Il ment of patients with polyarticul ar gout.

Should the trial be stratified by this
factor, are there other factors to consider for
stratification.

Who would like to begin the discussion on
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that? Dr. Cush.

DR. CUSH. | think we already covered the
con neds issue of colchicine and all opurinol as
background therapy. | think diuretics, | think
they are real world, they should be all owed.
Aspirin, | think is a confounder as is
nonsteroidals, and if at all possible, those
patients shoul d be excluded or the | ow dose aspirin
be stopped for the period of study. | amnot sure
that there is a significant acute risk to stopping
81 nmg of predni sone a day.

I think that the entry criteria, | would
still advocate the use of the ACR criteria because
they are the best studied although | do think that
nore |iberalized criteria should be established
because that may be one of the factors that hanpers
enrollnment, and | don't think that crysta
identification has to be a part of the m x.

Obviously, it is factored into the
equation the ARA used in its deliberations to
arrive at criteria, but they are hel pful, but not

required.
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In clinical practice, we all do this, we
don't absolutely have to have crystals, we would
like to see crystals, but we don't have to have
crystals to have a certain or inconpetent diagnosis
of gout and to proceed with therapy, whether it be
acute therapy or nore chronic hyperuricemc
t her apy.

I woul d argue agai nst polyarticul ar gout.
I think especially if it's first tinme attacks, Dr.
G bof sky asked do we want to just only go after
nascent, brand-new onset gout, but | think that is
too restrictive, and those patients are going to be
even harder to find, and will require nore of a
public health kind of canpaign for advertising to
find those patients.

They are out there, and there is a certain
steady flow of them W have well-defined incident
rates, but it will be harder to do. Especially in
that population, | would avoid polyarticul ar gout.
In nore established populations, | think to include
them m ght be reasonable, but to get to an

assessnent issue, as Dr. Bathon was tal king about,
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is which joint do you go after, which becones your
i ndex joint.

Maybe the one you chose as your index
joint is really not your worst one, and will not
respond as maybe other joint will respond, and
there is always the worry of background therapy.
Stratification is only going to be | think
necessary if you have again a nore rapid and
|iberalized inclusion criteria that allow patients
to be seen, consented, screened by clinica
paraneters, and then enrolled rapidly.

Then you have to basically do a post hoc
stratification for things that you night accept not
unknowi ngly, which mght include uncontrolled
hypertensi on, renal disease, et cetera.

DR. G BOFSKY: Dr. Cush, | think you may
have m sunderstood my comrents about crysta
analysis. | was referring to bullet 2, where the
question would be if you had a patient who is
presenting with gout de novo and no history of
gout, would you prefer the crystal analysis to the

six Wallace criteria as opposed to a patient who is
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known to have a diagnosis of gout, would not the
Wal | ace criteria suffice, in which case you would
not need the crystal analysis.

In other words, the first patient cones to
you in clinic with what |ooks |ike podagra despite
the disconfort of the arthrocentesis, wouldn't you
want to know that you are dealing with nonosodi um
urate as opposed to your patient who has been with
you for five years, who cones in and says here | am
agai n.

DR CUSH. And | believe that the actua
paper, the Wallace criteria paper from 1977 deal s
with this fact and confortably all ows you to nake
the diagnosis in either situation, with or wthout
crystals. It is very clear by the inclusion of
crystal identification, you increase the
specificity of diagnosis to 100 percent. That is
absolutely true. But without it, you don't |ose
that nmuch, you are down 10, 15 percent | think at
the nmost was the nunber that was in the paper.

So, just by going like clinical criteria

alone, if you nake it, then, you are going to be
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in. O course, it is always great to have
crystals, but |I don't think you need to do it from
t he standpoi nt of having diagnostic criteria.
think the diagnostic criteria were devel oped to
all ow for that degree of |eeway, but then again,
this is really a point nost pertinent to going
after patients for first tine attacks.

If that is the sole kind of study one
wants to do, you are going to have trouble, and it
is not the trouble in identifying crystals and
maki ng the diagnosis, it is trouble in finding the
patients.

DR. G BOFSKY: Dr. WIIians.

DR. WLLIAMS: | would argue that | would
like to see the diagnosis by the denponstration of
crystals at sone point. There are so nany patients
out there who say they have gout, who we can't
docunent they really have gout, that at sonme point
in the course, | would Iike to have crystals
demonstrated. After that, | amperfectly willing
torely on the criteria that say that that current

attack is an attack of gout.
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DR G BOFSKY: Dr. Cronstein.

DR CRONSTEIN: | think as Dr. Cush
poi nted out, sonebody who cones in with an acute
podagra, it is pretty unlikely it is going to be
anything el se. The disconfort of the tap, you
know, adds to the difficulty in recruitnent if that
is going to be an issue, and then finally, a lot of
energency roons are probably not going to be
equi pped for appropriate crystal exam nation

So, | think that even though it is a small
percentage of the patients, you said it was 10 or
20 percent, sonething like that, a snall percentage
of the patients, | think that m ght hinder
recruitment, and I don't think that we necessarily
need that |evel of docunentation

DR G BOFSKY: Dr. Schiffenbauer.

DR. SCH FFENBAUER: Wul d t here be any
concern if there was an inbal ance in the groups,
the treatment groups, for those that had crysta
identification versus those that don't because of
the false positive or false negative rate, that

i ssue, do you either require that everybody have it
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or everybody use clinical criteria just to avoid
that possibility?

DR G BOFSKY: Dr. Hochberg

DR. HOCHBERG | would actually be
consistent with the way in which other rheumatic
conditions--1 hate the word rheumati c-- ot her
arthritis conditions are described in draft
gui dance docunents and in entry criteria, that the
patient has a clinical diagnosis of and fulfills
Ameri can Col | ege of Rheunatol ogy classification
criteria for is often the way that studies are
recruited for, that protocols are witten,
protocol s are agreed upon by the sponsor and the
Agency, and papers are witten.

That is how we do it for rheunatoid
arthritis and oftentinmes for osteoarthritis, not
all the time for osteoarthritis, so | think
sonmebody with a clinical diagnosis of gout, who
fulfills what granted are old, but haven't been
revisited criteria for gout would buy sonmebody into
a study.

Sone of those people will be aspirated for

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (270 of 278) [6/17/2004 12:40:13 PM]



filex////ITiffanie/C/Dummy/0603ARTH.TXT

271
crystal identification, and that is how they will
fulfill them sonme of themwon't, and | think that
ought be reported in a paper, and that could be
conpared as part of the table 1 baseline data in a
paper and clearly be reported in the report that
comes to the Agency for the Agency's review, and if
the Agency notes an inbal ance, the statisticians
can look at it and decide how they want to dea
withit.

I would stratify on polyarticular gout if
I was designing a protocol, because | think, you
know, there is a suggestion that the time to
response may be di fferent because of the burden of
di sease and the nunber of joints involved.

DR G BOFSKY: Dr. Bathon

DR. BATHON: | agree strongly with what
Dr. Cronstein said earlier about not requiring an
arthrocentesis, but the only thing I am concerned
about is that if this trial were done heavily in
primary care practices or emergency roons, | think
a |l ot of rheunmatol ogi sts anongst us are skeptica

about the validity of joint exans done by
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non-or t hopedi sts and non-rheunat ol ogi st s.

Many patients come to us with supposed
joint swelling and joint findings that we can't
corroborate, so that would be an issue, you are
just relying on clinical criteria.

DR G BOFSKY: \What about Dr.

Schi f f enbauer' s question, should whatever criteria

that are adopted be uniformy applied, requiring
either crystals for all or crystals for none?

Dr. WIIlians.

DR. WLLIAMS: | agree with Marc. | think
that if you are going to accept the criteria, the

12 criteria, you allow themto have either way to

make the diagnosis, those are the guidelines.

DR Gd BOFSKY: Further coments on any of

the bullets |listed here? |s the Committee

confortable with the recommendati ons about

stratification, inclusion criteria, and the use of

conconi tant nedi cations?
Dr. Hochber g.

DR HOCHBERG | would like to ask a

question about concomtant nedications. Are there
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any data on whether | ow dose aspirin, 81 ng, has an
anal gesic effect?

DR G BOFSKY: Any data fromthe Agency
per haps?

Dr. Cronstein.

DR CRONSTEIN: | am not aware.

DR. G BOFSKY: Well, you were sitting next
to Dr. Schiffenbauer. @uilt by association, Dr.
Cronstein.

DR. CRONSTEIN: | amnot aware of any
dat a.

DR HOCHBERG  There was a prior comment
made to discontinuing | owdose aspirin on entry
into atrial, and if there is not an anal gesic
effect of |owdose aspirin, then, why would it be
di sconti nued in sonebody who might be on it
especially, you know, sonebody at risk for coronary
di sease or has had a prior thronbotic event and has
gout, and cones into a trial. | nean | would
probably want to | eave themon it.

DR G BOFSKY: | think that is a fair

quest i on.
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Dr. WIlians.

DR. WLLIAMS: Actually, Jack was the one
that made that point and he has gone, but the
reason would be is because of its effect on uric
acid retention in | ow doses. | think that you
could nmake the case for just continuing their
medi cations at the same stable dose and nake j ust
as much sense

DR G BOFSKY: Dr. Cronstein.

DR CRONSTEIN: | think the same could be
said for diuretics, and there you can | ose contro
of hypertension if you stop them so | think that
t hi ngs shoul d just conti nue.

DR. G BOFSKY: | think we would be
confortable with continuing conconitant nedications
at the stable dose that the patient is on at the
entry of the study. | believe we have discussed
bul l et 2.

Any further comment on stratification by
other factors? | think we have tal ked about
pol yarticul ar gout. Anyone want to nake any ot her

comment s about stratification?
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DR HOCHBERG Could | ask you a question?

DR. G BOFSKY: Pl ease

DR HOCHBERG Do we know whether there
are any other variables that affect the response to
treatment in patients with acute gout, that we
m ght want to stratify on because they mi ght be
associ ated with response?

DR. G BOFSKY: | amsorry Dr. Terkeltaub
isn't here and Dr. Cush has gone. Dr. Cronstein.

DR. CRONSTEIN: The question is whether
you have sonebody who has an acute attack on top of
chroni ¢ tophaceous gout and whether they ever get
back to baseline, and I think that that is
probl emati c.

Were there nany patients in your tria
that had chroni c tophaceous gout or did you excl ude
t hen??

DR MELIAN: | don't have the exact
nunber, but | think we had about 10 to 20 percent
of patients that fell in that general category. |
don't have the nunbers in front of me, so | am

stretching here a little bit, but | think it was in

file:////[Tiffanie/C/Dummy/0603ARTH.TXT (275 of 278) [6/17/2004 12:40:13 PM]

275



filex////ITiffanie/C/Dummy/0603ARTH.TXT

276

that general ball park

DR. CRONSTEIN: Do you know if there was a
difference in response, because if they already
have structural damage to the joint, is that going
to interfere with your ability to--

DR. MELIAN. That is sonething that we
woul d have to go back and | ook at the database. W
think if anything is going to have an inpact on the
things that we have | ooked at, it would be baseline
pain where patients with nore severe pain tend to
have a greater inprovenent.

DR G BOFSKY: Dr. WIIians.

DR WLLIAMS: W did not address
al | opurinol and | assune the patients who were on
chronic allopurinol would remain on |like we do with
diuretics and aspirin.

There is some, | don't knowif it's
evi dence based, that starting allopurinol can
prolong the attacks of gout, and if they got put on
al l opurinol, | assune they would have been put on
ot her nedications and not qualify for the tria

anyway, but if soneone were just put on allopurinol
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acutely, or if that should be stopped or at |east
stratified.

DR G BOFSKY: Dr. Bathon

DR. BATHON. Apparently, sone
compl enentary and alternative things that are out
on the market have steroids in them so we night
just say restrict those kinds of things.

DR. G BOFSKY: Any further conments about
Roman Nuneral VI? Any further comments about any
of the issues we have been discussing this
afternoon in response to the questions posed to us
for consideration?

Any ot her questions fromyou, Dr.
Schi f f enbauer, for our consideration? Anyone?

If there are no further questions fromthe
panel or issues to discuss, Dr. Harvey, would you
like to make sone concl udi ng remarks?

DR HARVEY: First of all, | would like to
thank you all for your service to the Conmittee.
really believe that these | ast two days have been
very productive and have had a | ot of good

di scussion on all the different areas that were
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outlined in the agenda.

I really think that this discussion and
what we have done yesterday and today will lead to
future clinical trials for new therapies for
patients who are currently suffering, so | thank
you for your service

DR G BOFSKY: Thank you. | would like to
thank the menbers of the panel for their spirited
and consi dered deliberations these |ast two days.

I would like to thank you once again for making ny
job so easy and hopefully, yours so enjoyable.

I will declare this neeting adjourned.

[ Wher eupon, at 2:08 p.m, the neeting

adj our ned. ]
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