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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR. MARTING Good norning, |adies and
gentlenen. | would like to start the neeting this
morning. The topic for today is essentially
accel erated approval for a variety of drugs. As
the first order of business, | would like the
conmittee nenbers to introduce thensel ves and where
they are from | would like to start on ny |left.

DR KELSEN: David Kel sen,

Sl oan- Kettering, New York.

MS. MAYER Miusa Mayer. | ama patient
representative. | amalso from New York.

DR. GRILLO LOPEZ: Antonio Gillo-Lopez,
industry representative. | received no support
fromindustry for ny attendance at this neeting.

DR. CEORGE: Steven Ceorge, Duke
Uni versity.

DR, PRZEPI ORKA: Dona Przepi orka,
university of Tennessee in Menphis.

DR PERRY: M chael Perry, University of
M ssouri, Ellis Fischel Cancer Center.

DR. HUSSAIN.: Maha Hussain, University of
M chi gan.

DR. ECKHARDT: @il Eckhardt, University
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of Col or ado.

DR. MARTINO  Silvana Martino, the Angel es
dinic.

Ms. CLIFFORD: Johanna difford, Food and
Drug Admi ni strati on.

DR, MORTI MER. Joanne Mortinmer, University
of California, San Di ego.

DR. CHESON: Bruce Cheson, CGeorgetown
Uni versity Hospital, Lonbardi Cancer Center.

MS. HAYLOCK: Panel a Hayl ock, consuner
representative.

DR RODRI GUEZ: Maria Rodriguez, MD.
Ander son Cancer Center in Houston, Texas.

DR ROCK: Edwi n Rock, FDA clinical
revi ewer.

DR DAGHER  Ranzi Dagher, FDA, Division
of Drug Oncol ogy Products.

DR JUSTICE: Robert Justice, FDA,
Di vi sion of Drug Oncol ogy Products.

DR PAZDUR  Richard Pazdur, Ofice
director.

DR. MARTI NG  Thank you. Next, the
conflict of interest statements for this norning,
pl ease.

Conflict of Interest Statenent
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MS. CLIFFORD: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee participants, it has been
determined that all interests in firnms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest at this neeting, with the follow ng
excepti ons.

In accordance with 18 USC Secti on
208(b) (3), full waivers have been granted for the
followi ng participants: Dr. Steven Ceorge for
bei ng a nenber of the sponsor's data safety and

moni toring board on unrelated matters, for which he
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receives |less than $10,001 per year; Dr. Mha
Hussain for ownership of stock in the sponsor,

val ued from $25,001 to $50,000. This de mininms
financial interest falls under 5 CFR part 2640. 201
which is covered by a regul atory wai ver under 18
USC 208(b)(2). Dr. Bruce Cheson for being a
consultant to a conpetitor. He receives |ess than
$10, 001 per year.

A copy of the waiver statenents may be
obtai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parklawn Buil di ng.

VW would also like to note that Dr.
Antonio Gillo-Lopez is participating in this
nmeeting as the non-voting industry representative,
acting on behalf of regulated industry. Dr.
Gillo-Lopez is enployed by Neoplastic and
Aut oi nmune Di seases Research

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financial

interest, the participants are aware of the need to
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excl ude themsel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvement with
any firm whose products they may w sh to conment
upon. Thanks.

DR. MARTI NG  Next, M ss Panel a Hayl ock
will give us a report on the pediatric subdivision
to this coomittee, but before she does that | need
to read you all a statement that relates to our
relationship to that neeting:

The pediatric subcommttee of the Oncol ogy
Drug Advisory Committee met on Cctober 20th, 2005
to present the structure and function of the Ofice
of Oncol ogy Drug Products in CDER; to discuss
i ssues involved with the conduct of certain
pedi atric post-narketing studies for products
approved for oncologic indications; review status
of studies for specific off-patent drugs for
pedi atric oncol ogy; and consi der other off-patent

oncol ogy drugs for which pediatric studies are
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needed as nmandated by the Best Pharmaceuticals for
Children Act.

Per the Federal Advisory Committee Act
gui del i nes, an ODAC nenber in attendance of the
subcommi ttee neeting rmust report back to the parent
committee. Due to the short period of time between
the subcommittee neeting and today's ODAC, the
pur pose of today's presentation is only to report
the issues presented at the subcommittee neeting in
Oct ober and not to discuss the issues. Advice or
recomrendati ons fromthe parent commttee will be
requested at the next ODAC neeting, scheduled for
March, 2006. Proceed, please.

Report to Committee on Pediatric Oncol ogy

Subcommittee Meeting

MS. HAYLOCK: Hi . Good norning. | am Pam
Hayl ock. | amthe consumer representative and one
of two menmbers fromthe ODAC who went to the
pedi atric oncol ogy subcommittee. Dr. G egory
Reaman is the subcommittee chair and he was unabl e
to be here today.

Again, this just kind of goes over what
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Dr. Martino just said. The subcommittees are only
advisory to the parent comrmittee and we did not
directly advise the FDA. Parent commttees such as
this review subconmittee reconmendati ons and then
advise the FDA. At |east two nenbers of the parent
comrmttee serve on the subcomittee, and we have no
charter or official roster.

These are the guidelines for the pediatric
subcommittee. They are in the handout. This is a
listing of the nenbers or the people who attended
that nmeeting or who were part of that group,
including all the consultants from various pl aces
across the United States, and two patient
representatives and an industry representative, as
wel | as several FDA participants.

One of the things that we did that day was
review the two basic and primary pediatric
initiatives, the Pediatric Research Equity Act
whi ch was passed in Decenber, 2003, and Best
Phar maceuticals for Children Act, in January, 2002
Both |aws are intended to support and encourage
drug devel opnent in the pediatric popul ation

The Pedi atric Research Equity Act, or PREA
as it is referred to, is just one of two of these

|laws to pronote the study of drugs. One of the
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goals of this lawis to prevent pediatric patients
frombeing a study of one because of the linted
popul ation. Studies in the pediatric population
are required but only for the indication for which
it was studied in adults.

BPCA in pediatric oncology offers a
met hodol ogy to help prioritize new drugs for study;
assure tinely access to new treatnents for
children; and devel op preclinical nodels of
pedi atric cancers.

Wy do we need both? There is a
di stinction between the scope of studies requested
under each one. PREA is specific to the indication
in the subm ssion and BPCA can ask for off-I|abe
i ndi cati ons.

W did have one open public hearing
speaker, Sadhana Dhruvakumar, who is director of
medi cal products testing for PETA

Specifically, we spent nost of the tine
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tal ki ng about questions fromNHto the pediatric
subcommi ttee, including what type of prioritization
process ought to occur for deciding which
of f - patent drugs should be studied. W talked a
| ot about what is the definition of a health
benefit. Does it relate to the nunber of patients
affected? 1Is it those areas where there is a | ack
of other drugs to treat that disease? And, does it
relate to the severity of the disease?

Questions included also were are there
ot her drugs that should be studied? Dr. Pazdur
encouraged us to really think outside of the box,
so to speak, in regards to both antineopl asti cs,
bi ol ogi cs, supportive care medi cati ons and
i ndi cations such as anti-enmetics and pain contro
or anal gesi a.

There were three drugs that we tal ked
about in terns of issues for post-marketing
studi es--one was C ol ar or clofarabine--including
the feasibility of the proposed popul ati ons and
primary endpoints; the study designs; l|ikelihood to

pernmit adequate assessnment of clinical benefits in
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that popul ation; and can data generated in adults
be used to support efficacy in pediatric ALL
patients.

The reconmendati ons included that adult
popul ations and primary efficacy endpoints do not
pernmt adequate assessnent of clinical benefit for
pediatric patients. W suggested a focus on first
rel apse, known active agents in controlled
settings, the ability of the regimen to induce
rem ssion and/ or mininmal residual disease or
potential primary endpoints. It is not plausible
that adult AML data supports efficacy in pediatric
ALL patients based on what we currently know about
the di sease bi ol ogi es. Anot her drug was Neul asta
or pegfilgrastim WII|l Angen's study in patients
all ow sarcoma data to be extrapolated for activity
and safety findings across all ages in different
pedi atric cancers?

Some of the issues that were di scussed
include the difficulty in enrolling this population
of patients, especially in the younger ages in

these studies; the difficulty in administering this
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drug in random zed settings; and the conpetition
from ot her studies where protocols demand growth
factors, especially in the pediatric population

Suggestions included allowi ng patients to
serve as their own controls; random zing patients
for the first cycle; and considering studies in
patients with rhabdo. and neurobl astoma to enhance
the age range of subjects.

O her issues for this drug, palifermn or
Kepi vance--the suitability and feasibility of a
need for dose escal ation; the need for
phar macoki neti ¢ data; and the choice of patient
popul ati ons, honbgenous versus heterogeneous,
related to their underlying di sease, the source of
their stemcells and cytotoxic regi nens.

Agai n, the reconmendati ons were that,
nunber one, we do need data from pediatric
popul ations. W suggested decreasi ng the nunber of
doses tested in the dose escalation portion of the
study, to consider evaluating other schedul es and
to suggest study in patients with acute | eukem a,

recei ving all ogeneic transplant would be useful and
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feasi ble. Popul ations could be both autol ogous and
al | ogenei c transpl ant recipients, and using adult
phar macoki netic data coul d be possible as a

gui dance for when and how to sanple, but only as a
framework for pediatric dosing.

Ongoi ng studies of vincristine and
actinonycin-D--there were questions regarding the
approach to safety and efficacy and pharmacoki netic
data. Are there additional data that could be
coll ected? Could frequency of toxicity be
mnimzed with a dose cap? Wuld dose capping
cause under-dosi ng and subsequently | ack of
efficacy with these drugs? And, is the application
of mat hematical nodels for dose finding
appropri ate?

Recommendati ons were clearly to agree that
with vincristine it is very difficult to quantify
the toxicity of this drug. One of the reasons is
that there is a lack of standard assessment
paraneters and scoring for peripheral neuropathy
and the required tests for neasuring and nonitoring
the toxicities and efficacy of this drug.

We tal ked some about the off-patent BPCA
process, and the question primarily had to do with

coul d additional |abeling data provide benefits for
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pediatric patients related to off-patent drugs
and/ or therapeutic drug cl asses.

Di scussion outcones--there is a need for
dose adj ustnent guidelines for many of f-patent
drugs, especially specifically in obese children
gi ven the epidem c of obesity anpong kids;
admi ni stration nmethods to decrease toxicity,
especially less frequent dosing intervals; dose
optimzation via systematic nmethods. W need tools
to neasure early toxicity and arbitrary age groups.
There was a | ot of discussion about children in the
first year of life.

Suggested topics for future ODAC neetings
i ncluded i ssues around pain control. There are
actually very fewclinical trials that relate to
pain control in pediatric and especially neonata
popul ati ons; the synptom managenent issues in
neonates; drug delivery systens to enhance access;

| ong-term sequel ae of all of these regi nens; orphan
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drug indications; end of Iife and palliative care
studi es; indications waived fromrequirenent for
conducting pediatric studies; the role of stable
di sease as a potential endpoint and ot her endpoints
for pediatric cancer; preclinical predictors of
clinical outcones; and refornul ati ons or rounding
off errors on the inpact of that process; and the
past seven years post-PREA and BPCA to assess
real |y whet her there have been any changes in
getting drugs to pediatric cancer patients earlier

Finally, there is no routine schedule for
the pediatric subconmittee, but it was suggested
that the pediatric subconmittee occur sonmetine in
the first quarter of 2006. Thank you

DR. MARTI NG Thank you. Next, Dr. Dagher
will present an update of the accel erated approva
process.

Accel erat ed Approval Update 2005

DR. DAGHER: Good norning. In the next
few mnutes | would like to summari ze the status of
the accel erated approval programw th respect to
oncol ogy drugs and oncol ogy drug biol ogi ¢ products.

Before getting into the details of the
program | would like to rem nd everyone of the

purpose of this nmeeting. Qur goal is to review
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past accel erated approvals; to discuss the current
progress of Phase 4 commtments associated with
specific approval s under subpart H regul ations; and
to solicit input for inproving the accel erated
approval process as a whol e.

I will provide a history of the
regul ati ons governing the accel erated approva
process, including a summary of a recent guidance
on available therapy. | wll provide a sumary of
the accel erated approval indications, including
trial designs and endpoints utilized. | wll
briefly sumrmari ze indications where there is no
further expectation of studies to denonstrate
benefit, either due to previous denmponstration of
benefit and conversion to regul ar approval or due
to restricted distribution. Finally, | wll
provi de sone concl udi ng remarks regardi ng the
programto date, as well as sone questions for

menbers of the comrittee to consider with respect
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to each applicant presentation and with respect to
the program as a whol e.

The accel erated approval regul ations were
promul gated in the early 1990s with the intent of
encour agi ng devel opnent and tinely availability of
drugs for serious or life-threatening di seases.
These regul ations all ow for approval of drugs based
on a surrogate endpoint reasonably likely to
denonstrate clinical benefit. The regulations
specify that the drug in question nust denpnstrate
an advant age over available therapy in the di sease
setting being evaluated, or it nust denonstrate an
effect in patients for whom no avail abl e therapy
exi sts.

Such an approval, referred to as an
accel erated approval, would be subject to the
requi renent that the applicant verify and describe
benefit, preferably in studies that woul d be under
way at the tinme of approval. There is an
expectation that these studies are carried out with
due diligence

In 2004, a gui dance was published for the
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purpose of clarifying FDA' s intent in defining
avail abl e therapy as related to accel erated
approvals. In order to enphasize the inportance of
the approval process and to provide the greatest
opportunity for devel opment and approval of
appropriately | abel ed drugs, the guidance indicates
that avail able therapy should be interpreted as
therapy that is specified in the approved | abeling
of regul ated products, with only rare exceptions.
The gui dance indicates that certain established
oncol ogic treatments are an exanpl e where such an
exception could be nade.

The gui dance al so addresses the status of
drugs approved under the accel erated approva
regul ations with respect to the avail abl e therapy
definition. That is, approval of one therapy under
the accel erated approval regul ations shoul d not
precl ude approval under those regul ati ons of
addi tional therapies for the sanme indication.

When the accel erated approval program was
di scussed at this advisory commttee in 2003, 19

i ndications for 16 different drugs had been
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approved under the accel erated approva
regul ations. At the time, confirmation of clinica
benefit had occurred for four indications. Eight
i ndi cations for which clinical benefit had not been
confirnmed were presented.

The status now, in 2005, is as follows:
Since 1995 a total of 25 drugs have been approved
for 29 different indications under the accel erated
approval provisions. O these, we do not expect
any further confirmation of clinical benefit for 13
i ndi cations. For 10 of these, clinical benefit has
been confirnmed subsequent to accel erated approval
In addition, two indications are under restricted
distribution. Finally, one indication has been
wi t hdrawn due to changes in the oncol ogy practice
environment. This will be discussed later in the
presentation. O the 16 indications w thout
confirmation of benefit, six received accel erated
approval prior to 2002 and, therefore, the sponsors
for these indications will be presenting an update
on the status of those associ ated Phase 4
commi t nent s today.

For the program as a whol e, our experience
has been that nost approval s have been based on

eval uati on of surrogate endpoints in single-arm
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trials of patients with refractory mali gnancies
However, we have experience in approxi mtely
one-third of the accelerated approvals with
eval uation of less refractory patients in
randomi zed trial s.

In trials without an active conparator,
obj ective response rate has been the nost comonly
eval uated endpoint, again, in patients with
refractory solid tunors. |n some cases conpl ete
rem ssion rate was the basis for approval for
hemat ol ogi ¢ mal i ghancies. There is one case of
medi cal castration used as an endpoint for a drug
which will be discussed in a |ater slide.

As you can see, in cases where approva
was based on randomi zed trials a variety of
endpoi nts have been used. This illustrates one
advant age for use of randomi zed trials, even for a
strategy that includes accel erated approval, since

the nunber of tine-to-event endpoints can be
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eval uat ed.

Now, you may notice that some of the
endpoints listed, such as disease-free survival as
utilized in evaluating hornmonal therapies for
breast cancer, or effect on ventricular function
and risk of congestive heart failure as eval uated
wi t h dexrazoxane, are endpoints that FDA has used
in some settings for denonstration of benefit.

This illustrates another feature of the regul ations
whi ch is discussed on the next slide.

Al t hough accel erated approval is usually
based on a surrogate endpoint, it can in sone cases
be based on a clinical benefit that is not the
ultimte purpose of treatnent. |In these cases, the
sponsor is required to study the drug further to
determine the ultinmate outconme. Five drug
indications in this class have been approved under
the accel erated approval regul ati ons.

In the case of am fostine and dexrazoxane,
uncertainty regarding a possible tunor protective
ef fect necessitated accel erated approval, with

additional studies required to denonstrate |ack of
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any detrinental effect on survival

In the case of anastrozole, the letrozole
i ndi cation for extended adjuvant treatnent of
breast cancer after tanoxifen and the imatinib
indication for first-line CM.,, the endpoints
eval uated woul d usually represent evidence of
clinical benefit, disease-free survival for
hor monal agents, and tine to accel erated phase or
blast crisis for imatinib. However, short
followup at the tinme of data anal ysis necessitated
subpart H approval, with further foll ow up required
for confirmation of benefit.

This slide and the followi ng slide provide
a list of products for which clinical benefit has
been confirnmed subsequent to accel erated approval
It should be noted that in npst cases confirmatory
trials were under way at the time of accel erated
approval. In a few cases confirmatory trials were
initiated shortly after approval

There are two drugs for which no further
confirmation of benefit is expected. The first,

abarelix, is a GhRH antagoni st, approved in 2003,
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for the palliative treatment of advanced
synmptomatic prostate cancer. Although an endpoi nt
of nmedical castration was eval uated, an endpoi nt
utilized for regular approval of LHRH agonists
intended for palliative treatment of advanced
prostate cancer, the risk of anaphylactic reaction
and concerns regarding | oss of castration effect
after 18 nonths necessitated approval only in a
popul ation for whomthe benefit woul d outweigh the
ri sks under restricted distribution provisions.
The indication was limted to patients with
ureteral obstruction, inpending neurologic
conprom se and uncontrol |l ed severe bone pain.

Gefitinib represents a different case.
Here, the drug was approved under the accel erated
approval regulations in 2003 for the third-1line
treatment of non-small cell lung cancer based on
obj ective response rates in single-armtrials.
There was no clinical benefit denponstrated in
several ongoi ng and subsequent random zed trials of
this drug in conbination with chenotherapy or

conpared to placebo in patients with non-small cel
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I ung cancer. In addition, another agent becane
avail able with a denonstrated survival effect. In
2005, a limted accel erated approval program was
i npl emented restricting further distribution to
patients who were benefitting or who had benefitted
fromgefitinib.

At the time of issuing invitations to
applicants to present at this neeting, seven drugs
had accel erated approval indications prior to 2002
wi t hout subsequent confirmation of benefit. A
cut-of f of 2002 was chosen for issuing invitations
as a period of over thee years was felt to be a
reasonabl e interval to allow applicants to be able
to provide an update on their efforts. One of
t hese indications has been w thdrawn, as discussed
on the next slide.

Anmi fostine has received regul ar approva
for reducing renal toxicity associated with high
dose cisplatin use in patients with advanced
ovarian cancer and for reducing the incidence of
xerostom a in certain patients undergoing

postoperative radiation for head and neck cancer
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In 1996, am fostine was approved for reducing rena
toxicity associated with high dose cisplatin use in
patients with advanced non-snmall cell |ung cancer
under the accel erated approval regul ations.

A post-marketing study was conpleted in
2002. This study showed a reduction in rena
toxicity but was inconclusive regarding a potenti al
turmor protective effect. Therefore, an additiona
confirmatory study was required. Recently, the
appl i cant conducted an assessnent indicating that a
clinical trial to confirmamfostine's clinica
benefit in patients receiving high dose cisplatin
for non-small cell lung cancer woul d not be
feasi ble. The high dose cisplatin reginen is not
often used in this setting according to the
applicant. Furthernore, the applicant noted use of
carboplatin in this setting as well. Based on
these considerations, the applicant w thdrew the
non-small cell indication in October of this year

| showed this slide earlier in ny
presentation. To reiterate, there are 16

indi cati ons wi thout confirmation of benefit. O
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these, six received accel erated approval prior to
2002 since a period of over three years would be a
reasonable tinme frame to allow applicants to
provi de an update on their efforts. The applicants
for these 16 indications will be presenting today.

Applicants for the foll owi ng approved
i ndications will provide updates on their efforts
to conduct and conplete trials mandated under
subpart H comm t nents: Li posomal doxorubicin for
Kaposi's sarcona; denileukin diftitox for cutaneous
T-cell |ynphoma; |iposomal cytarabine for
intrathecal treatnent of |ynphomatous neningitis;
celecoxi b for a nunber of colorectal polyps in FAP;
gent uzumab ozogomicin for the treatnent of CD33
positive AML and first relapse in older patients
not candi dates for chenotherapy; and al entuzumab
for the treatnent of B-cell chronic |ynphocytic
| eukem a.

Bef ore presenting questions to the
committee, | would like to provide some concl usions
regardi ng our experience as a whole. Over the past

decade, 25 drugs have been approved for henatol ogic
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mal i gnanci es and solid tunors under accel erated
approval provisions. These include three
i ndi cations for chil dhood | eukeni as and | ynphonas
whi ch have been approved in the last three years.
As di scussed, there has al so been progress in
subsequent denonstration of clinical benefit after
accel erated approval for several indications.

However, we need to continue to enphasize
the integration of any accel erated approva
strategy into a conprehensive drug devel opnent
plan. This includes early attention to the tinely
desi gn and conduct of confirmatory studies.
Finally, FDA is conmitted to continued public
di scussi ons regardi ng accel erated approval and w ||
continue to seek input on inproving this process.

As you listen to and discuss individua
appl i cant presentations, we urge you to consider
the follow ng for ongoing confirnmatory studies:

Has accrual been satisfactory? |If not, what
strategi es do you suggest for inprovenent?

For planned trials that have not been

conduct ed, have changi ng circunstances inpeded the
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conduct of these trials? |If so, what alternative
desi gns should we contenpl at e?

Regardi ng the accel erated approval process
as a whole, we urge you to consider the foll ow ng:
There are several trial designs that could support
accel erated approval. Al though single-arm studies
provi de response data relatively quickly, these are
interpretable for the purposes of accel erated
approval only in refractory settings and will not
by thensel ves pernmt assessnment of the inpact on
ti me-to-event endpoints such as tine to progression
or survival. In contrast, randonized studies allow
eval uati on of additional endpoints and study of
non-refractory populations. In this context,
interimanalysis of surrogate endpoints, such as
response rate of TTP, could support accel erated
approval and further followup of the sane trial
for survival, for exanple, could provide evidence
of clinical benefit.

Pl ease discuss the relative nerits of
different trial designs and patient popul ations for

accel erated approval. Please also provide any
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ot her suggestions for inproving the accel erated
approval process as a whole. Thank you

DR. MARTI NG  Thank you, Dr. Dagher. Dr.
Pazdur will now address the conmittee.

Comments on the EMEA and FDA
Confidentiality Arrangenent

DR PAZDUR  Thank you, Dr. Martino. W
asked Dr. Pignatti, fromthe EMEA, or the European
Medi ci nes Agency, to attend this ODAC neeting
specifically to address sone new initiatives at the
EMEA. One initiative is the "conditional marketing
aut horization." That is simlar to our accelerated
approval program However, there are sone
interesting differences, as he will discuss,
conpared to our accel erated approval program
i ncluding that authorization under the EMEA
condi ti onal approval process would be valid for one
year and woul d require renewabl e confirmation of a
successful assessnent.

Prior to Dr. Pignatti's conments, | would
like to address sonme of the recent prograns that

the new O fice of Oncology Drug Products and the
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EMEA have undertaken to increase the dial ogue
between the two agencies to provide a deeper
under st andi ng of the basis for scientific advice,
and to provide the opportunity to optinize product
devel opment and avoi d unnecessary replication

On Septenber 16, 2004 a confidentiality
arrangenment was finalized between the European
Conmi ssion and the EMEA and the U.S. FDA in the
context of regul atory cooperation and transparency
between the U S. governnent and the European
Conmi ssion. Based on this arrangement, the
foll owi ng prograns and practices, seven of them
have been inplenented in the Ofice of Oncol ogy
Drug Products.

Nunber one, the FDA Ofice of Oncol ogy
Drug Products will routinely share special protoco
assessnents, or SPAs, of its three divisions with
the EMEA. The EMEA, in turn, will routinely
provide to the FDA letters of scientific advice
sent to sponsors regarding protocols and drug
devel opnment plans for oncol ogy products.

Nunber two, with the advent of conditiona
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approval in the EU, we consider a greater dial ogue
on our accel erated approval conmitnments with the
EMEA to be warranted. Therefore, the Ofice of
Oncol ogy Drug Products will routinely forward to
the EMEA nmeeting minutes with sponsors that involve
accel erated approval design issues and comm tnents.
In turn, the EMEA will provide simlar records to
the FDA regardi ng discussions with sponsors on
their conditional approval program W feel that
this interaction is inportant since many of our
Phase 4 conmtments have been performed either
partially or fully outside of the United States,
with significant accrual from EU countries. The
adoption of an accel erated approval program by the
EU may inpact this future accrual

Nunber three, the EMEA and the FDA will
share current thinking on gui dances providing
advi ce on endpoints and ot her regul atory
consi derations. Each agency has al ready received
draft copies of each other's oncol ogy drug endpoi nt
gui dances.

Nunber four, nonthly tel econferences
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di scussi ng pendi ng regul atory deci sions, basis for
approval, clinical and non-clinical review have
al ready been initiated.

Nunber five, the FDA and the EMEA wil|
share and di scuss any request for early stopping of
clinical trials or significant changes in
statistical analysis plans previously agreed with
sponsors.

Nunber six, the FDA and the EMEA will
encourage attendance of appropriate personnel at
each other's key regul atory meetings, including the
FDA' s ODAC neetings and the EVMEA scientific advice
nmeet i ngs.

Seven, the O fice of Oncol ogy Drug
Products and the EMEA are committed to coll aborate
wi th oncol ogy professional societies to jointly
devel op educational prograns reflecting current
regul at ory thinking.

Finally, there are recogni zed differences
between the United States and the European Union
regardi ng aspects of drug devel opnent, drug

regul ati on and nedical practice. The prograns that
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I have outlined above are designhed to provide
transparency and an understandi ng of each agency's
vi ewpoi nt regarding drug regul ation. These
prograns are not intended to nmandate unaninity of
regul atory decisions. Thank you, and | will turn
over the programthen to Dr. Pignatti
EMEA Current Thinking on Conditiona
Mar ket i ng Aut hori zation

DR PIGNATTI: Thank you for inviting nme
to bring here sone personal views on where we are
with the conditional marketing authorization. This
is a programwhich is simlar to your accel erated
assessnent. There is what we call the new
medi ci nes legislation, and that is outlined in an
article on what are the criteria for conditiona
mar keting authorization. That calls for additiona
i mpl ementing | egislation, which is currently in
draft format, to define exactly the scope and
criteria of this provision. |In turn, thisis
calling for additional guidance to be devel oped,
and there is a consultation process about the
gui delines as well which still has not taken pl ace.

So, this is just to say that although
di scussi on has been going on for years about this,

and there is a fairly mature draft legislation in
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pl ace, there are still some things which m ght
change in the near future.

So, the new nedicines |egislation outlines
what the main approval processes are. W stil
have a normal approval. W have what we used to
catch every other situation in the past, which is
the exceptional circunstances situation. W now
have this new provision which is the conditiona
mar ket i ng aut hori zati on.

So, | will briefly try to outline what are
the differences and howthis is relevant to this
particular neeting. Now, for nornal marketing
aut hori zation, this is easily defined. Nothing has
changed. The data package nust be conplete. The
| egi sl ati on speaks in general about random zed
active and placebo-controlled trials which are
required, and there is a role also for follow up
studies there but it is not controversial

In the past we had the exceptiona
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ci rcunmst ances, which was catching all other
situations. Now it becones much better defined
since conditional marketing authorization is
expected to detract fromthat provision which was
extensively used in the past.

Then, we have the conditional marketing
authorization. This is really a new concept in our
legislation and it is really a neans to approve a
drug as early as possible with confirmation of the
benefit later. There is a role of specific
obligations to provide the m ssing data which wll
fill the gap between the conditional nmarketing
aut hori zation and the normal marketing
aut hori zation. This has been witten into the
| egi sl ati on which has been approved, so this is not
going to change. And, there is the concept that
conditional marketing authorization will be given
for one year. At the end of each year, or earlier,
the marketing authorization hol ders have to reapply
for another renewal, and there you have an
assessnent of the benefit/risk, and the basis for

this assessnment are the specific obligations which
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have been inposed on the conditional marketing
aut hori zati on.

Now we nove to the draft inplenenting
regul ati on which mght still change a little bit.
We have the scope which is overlapping with what |
understand is your scope of serious or
life-threatening conditions, with addition of
orphan drugs and energency threats. dearly,
medi cal oncol ogy conditions would fall within this
draft definition. The option of inprovenent over
existing therapy is reflected in the so-called
public health interest and fulfillment of an unmet
need. It is a sonewhat nore general concept that
we have in our wording.

Then, the essence of the conditiona
mar keting authorization is captured by the
criterion of having to denobnstrate presuned
positive benefit/risk of the product based on
scientific evidence and pendi ng conpl eti on of
further studies. It is clearly the conprom se
between trying to put the drug as early as possible

on the market with sonme data missing and the draft
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regulation calls for stricter criteria to be
est abl i shed.

Now, the draft is very clear about an
effort for transparency, about the conditiona
nature of the authorization, and the obligation to
have published tinme franmes and cl ear infornmation
for patients and heal th professionals.

Again, the key point of the legislation is
that the authorizationis only valid for one year,
and at the end of each year the tinme frane for the
obligations is assessed, together with the
benefit/risk, and, if at any time the product is
found to be harnful or |acking therapeutic
efficacy, there is the possibility to suspend,
revoke or withdraw the authorization. Finally, the
new t hi ng whi ch has been introduced now i n anot her
pi ece of draft legislation is the possibility to
i npose financial penalties in case of |ack of
conpliance with the obligation.

Now | would like to contrast conditiona
mar keti ng aut horization and what we used to have as

exceptional circunmstances. Listed at the bottom of
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the slide are all the products which have been
approved under exceptional circunstances. Qut of
these, only one, Taxotere, reverted to nornal

mar ket i ng aut hori zati on.

Clearly, the key concept between the two
is that in the case of exceptional circunstances
there is an expectation that the data package wl|l
never be conplete. So, there is an intrinsic
possibility really to have full devel opnent.

There, one shoul d not expect really that the
conditions will be able to fill this gap

It is exactly the opposite for the
condi tional marketing authorization. W expect not
only that the studies should be feasible, but it is
hi ghly desirable that they should be conpl eted as
early as possible.

So, the key is what studies can we all ow
as commtnents really. Here, there are relatively
non- controversi al studi es which are already
suggested i n our guidelines--pharmacol ogy studies,
dose response, therapeutic use studies which can

easily be accommpdated there. The hi ghest
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controversy is whether any of the data that we get
fromthe therapeutic confirmatory trials can be a
part of the comm tnent.

So, a nunber of nodels are being di scussed
based on either the HV nodels of short-term and
|l ong-termconfirmation, or other type of soft and
hard endpoi nts which are nodel s borrowed from ot her
areas. There is a renewed interest for the node
whi ch has been nentioned before by Dr. Dagher about
use of interimanalysis, and the concept of
sel ective approval. But still probably the nost
wi despread nodel s which are being argued about is
use of non-validated surrogate endpoints and sone
bi omar kers, and then requiring confirmation in
terns of clinical outconme, and typically in the
context of non-random zed phase 2 studi es.

I cannot predict what will come out of our
gui dance, but | think that it is pretty clear that
from our experience these are the nodels whi ch have
the highest risk of rejection really. They are
nost |ikely going to be discouraged because it is,

and remains, very, very difficult to conme to any
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meani ngf ul concl usi ons on non-random zed studi es.
Now, there are exceptions, and we know there are
exceptions well described in our |ICH gui dance when
non-randoni zed studies that show dramatic effect
coul d be considered, but on the average we nust be
rem nded about the fact that there is a very high
risk of rejection where there is a | ack of
random zed controlled trials.

There are a nunber of other exploratory
techni ques that nost likely will be highly
di scouraged to be part of any conditional approval
Typically they use subgroup analysis in the context
of negative studies with future confirnation.

Now, there is renewed interest in the
interimanalysis--1 say renewed in the sense that
regul ators--at | east in Europe we have al ways been
rat her skeptical of the interimanal yses because
they tend to provide nmuch | ess data than one woul d
actually want, and a nunber of secondary endpoints,
but it does represent the only methodol ogically
coherent approach to early approval and early

rejection of the null hypothesis in the case of a
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severe under-estinmation of the treatnent effect.

So, it is sonething to be studied. The problemthen
is in choosing what is the right methodol ogy; what
is the right bal ance between early rejection and
still being able to collect sufficient data from
the same study.

There is another nodel, which is a nodel
proposed by Roberts and Chabner whi ch goes under
the nane of selective approval, which mght gain
renewed interest in the context of targeted
therapies. Basically, the post-authorization
studies are used to refine our understandi ng about
who are the popul ation nost likely to benefit.

So, if | can sunmarize, probably the nost
difficult nodels are those which have many tines
been proposed in the past using sonme biomarkers, or
single-arm studies with confirmation from
random zed controlled studies. Sinply, the
assunptions are too strong and often we have see
that they do not hold in the end. And, in the case
of phase 2 studies, there is a very high risk of

rejection up front and, even if there is no
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rejection, there is an inpossibility of performng
the trials afterwards, at least in the same
i ndi cati on.

Probably the nodels which will get renewed
interest are, as | said, the interimanalysis and
the selective approval. Wth all of these
possibilities, our legislation allows us exploring
many di fferent nodels and optimzing this
conditional marketing authorization. dearly,
there is a need for scientific advice early during
t he devel opnent being gi ven nore extensively, and
we have now this possibility of parallel advice
from FDA and EMEA, which is certainly a great step
f or war d.

Looking at the current experience, if
there is an expectation of a high benefit with a
new drug the best bet probably is to random ze as
early as possible, using a design which optinzes
Phase 2 to Phase 3 design and prespecify interim
anal ysis and early stopping for efficacy using
adequat e endpoints, and to reserve the use of

external control and various historic control only
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for situations where, unfortunately very rare,
there is a dramatic effect.

In concl usion, many of the things which
said are based on draft legislation. Still, there
is a very clear enphasis on conditional marketing
aut hori zation which has to be reassessed and
renewed every year, and the possibility of inposing
financial penalties in case of |ack of conpliance
with the conmtnents. The purpose, of course, is
not to restrict the use of conditional nmarketing
aut horization. On the contrary, it is totry to
bal ance, as best as possible, the need to bring
drugs early to the market for patients and nedica
needs and, at the sane tine, limting the
aut hori zation of drugs with an unfavorabl e
benefit/risk.

Now, what woul d be the ideal nopdel s?
don't know. Certainly there will be a |lot of
di scussion and we follow with great interest the
experience of the FDA with the accel erated
appr oval

| amgoing to stop here. | would just
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like to acknow edge a nunber of people who have
made significant contributions to the things which
| said today. |If I pick two, probably they are Bob
Aronsson from EMEA and Erica Abadie from our
scientific commttee of human nedicinal products.
Thank you very nuch.
ODAC Di scussi on

DR. MARTI NG Doctor, before you | eave,
can you rmake clearer for ne what countries are
represented in the organization, and actually how
it is set up? | don't have a clear view of that.

DR PIGNATTI: Yes, part of the reason
that you don't have a clear viewis probably the
fact that there have been a multitude of systens in
parallel, in coexistence in Europe. Nowthe
situation is somewhat sinplified. W have 25
menber states and the additional countries of the
Eur opean econonic area, Norway and |cel and, are al
part of the system which can benefit fromthe
centralized procedure. For all oncol ogy drugs, as
of Novenber 20 of this year, this is the only

procedure for new oncol ogy drugs. Basically, the
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organi zation is the body which advises the European
Conmi ssion on the approval, and will be advising
t he European Commi ssion on the approval across the
Eur opean Union for all new anti-cancer drugs.

DR. MARTING So, there is no longer a
need for each country to have approval of its own
as of now?

DR. PIGNATTI: No, for other type of drugs
where the centralized procedure is not mandatory
there is still a system of national authorizations
in place. But for the new anti-cancer drugs this
is not the case. There is one single marketing
aut hori zation valid throughout the European Union

DR. MARTI NGO What constitutes the body
that makes these decisions? |Is it a group of
physi ci ans as you see here, or how do you actually
structure that?

DR PIGNATTI: | would say that as an
organi zati on we have a nunber of scientific
committees, but there is one scientific commttee
which is responsible for delivering the scientific

opi nion, which is nade up of scientists who are
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i ndependent of the actual nenber states but are

nom nated by the nenber states. There is
representation of all the views of all the nenber
states. It is a conmttee of scientists. They are
responsi ble for the opinion on benefit/risk for al
drugs which are submitted to the centralized
procedur e.

DR. MARTING And are they menbers that
serve a certain termor are they |life-long nenbers?
DR PIGNATTI: The committee is
reappointed at regular intervals. No, it is not a
life term Actually there is one nenber per nenber

state. There is the chairnman and there are
addi tional nenbers and alternate nmenbers. So, it
is a very nunerous conmittee.

DR MARTINO | will take one or two nore
questions for this speaker. Yes, Dr. Hussain?

DR HUSSAIN. The question | have is
regarding this annual renewal, which | think is
very attractive because it certainly allows you
better control and gives a sense of urgency for

conpl eting comm tnents. Have you found that a once
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a year renewal is practical?

DR. PIGNATTI: Well, we don't have any
experience yet but, of course, there are sone
difficulties, at least in the begi nning where one
needs to allow for a certain tine gap to eval uate.
So, the current draft needs to take into account
about six nonths of lead time and then six nonths
into a marketing authorization is very little. So,
there is that type of problem But | think there
is certainly an enphasis on the need for not |onger
than one year periods between assessnment of the
benefit/risk. The concept of reassessing the
benefit/risk on a yearly basis was already there
with the exceptional circunstances but it wasn't
linked to marketing authorization. Here we have
the marketing authorization which expires after one
year so it is a sonmewhat stronger emnphasis.

DR. MARTING Just a final question, |
realize that your whol e process sounds like it is
brand-new and to-be-tried, it sounds like. Have
there been actually any drugs that have gone
through it at this point?

DR. PIGNATTI: So, the conditiona
mar keting authorization is a new provision. W

still need to finalize the inplenmenting |egislation

file:///C)/dummy/11080DAC.TXT (50 of 378) [11/16/2005 1:39:09 PM]



file:///Cl/dummy/11080DAC.TXT

and the gui dance. So, the short answer is no. In
the past, the anti-cancer drugs that have been
approved t hrough the EVMEA since 1995 could only
benefit fromthe exceptional circunstances

provi sion, which was a catch-all situation. This
is nowvery differently defined, and probably the
role of the two will now be very different.

DR. MARTI NG  Thank you very much. Next,
we will turn to the actual applications thenselves.
W are a little ahead of tinme but don't let any of
that go to your heads. | will try and keep you on
schedul e as best as | can. Qur first agent is
Doxi | by Johnson & Johnson, and Dr. Wayne Rackof f
will provide that information.

Doxi | --Treatment of Al DS-Rel ated Kaposi's Sarconma

DR. RACKOFF: Good norning. | am Wayne
Rackoff, the clinical |eader for the Doxil team at
Johnson & Johnson pharnaceutical research and

devel opment. Wth ne today from our conpany are
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Dr. Al ex Zukiwski, the head of oncol ogy clinica
research, and Paul Manley, the |eader for oncol ogy
regulatory affairs. W are joined by Dr. Susan
Krown, from Menorial Sloan-Kettering Cancer Center
an expert in the treatnent of patients with
Al DS-rel at ed Kaposi's sarcona.

On June 13, 1995, prior to the approval of
Doxil, agreement was reached with the FDA to
conduct a blinded, random zed study of Doxil and
the yet to be approved DaunoXome or |iposonal
daunorubicin. The study was started after the
approval of DaunoXone, in April of 1996

Study 30-38, conducted in the United
States, took four years to conplete because of the
decl i ning nunber of patients with the di sease and
the fewsites willing to participate. During that
time, highly active anti-retroviral therapy was
introduced into clinical practice.

The objective of study 30-38 was to
denonstrate the clinical benefit of Doxil based on
patient self-assessnments of signs and synptons

specific to AIDS-rel ated Kaposi's sarcona.

file:///C)/dummy/11080DAC.TXT (52 of 378) [11/16/2005 1:39:09 PM]



file:///Cl/dummy/11080DAC.TXT

I mprovenent in one of five synptom categories, such
as edenma or pul monary synptoms, was consi dered a
response. Wile the DaunoXone-treated group was
used as the reference, the study was not designed
for conparison between the two groups. Patients
were only eligible for enrollnent on study 30-38 if
they had Kaposi's sarcoma of a severity that
required treatment with standard systemc

chenot herapy. Tunor response, as neasured
according to the ACTG criteria, or AIDS dinica
Trials Goup criteria, was a secondary endpoint.
Patients were randonly assigned 3:1 to receive

ei ther Doxil or DaunoXone.

In our anal yses there was an 80 percent
response rate for the primry endpoint of clinica
benefit and a 55 percent rate of objective tunor
response. For both groups, 35/39 patients with
tunor response al so had a response in clinica
benefit score. Median tine to response was 30 days
for the Doxil group and 27 days for the DaunoXome
group.

In 2001, a sNDA was submitted to convert
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the accel erated approval to regular approval on the
basis of the results of study 30-38. In their
review of the study, the FDA noted that the results
coul d have been confounded by the introduction of
HAART during the study period because of reports of
patients with Al DS-rel ated Kaposi's sarconma
respondi ng to HAART al one, which began to appear as
case reports in the literature in 1997.

This led to a non-approvable action letter
whi ch was received in 2002. Over the course of the
next two years, we net with the FDA to consider
designs for additional studies, but no agreenent
was reached on an appropriate design. After
consi dering our options, late in 2003 we appeal ed
the original decision on study 30-38. As part of
that appeal process, in the sumer of 2004,
agreenment was reached with FDA to reeval uate tunor
response, as opposed to clinical benefit score, in
only those patients w thout changes in
anti-retroviral therapy that may have confounded
the interpretation of the effect of Doxil

In a reanalysis which was subnitted to the
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FDA in August of 2004, not confounded patients were
defined as those patients who had no change in
anti-retroviral therapy within 60 days before study
treatnment, and no change on study unl ess that
change occurred after the first observation of a
response. Qur results of the reanal ysis
denmonstrate that the confirned tunor response rate
is simlar, 50 percent or 55 percent for not
confounded and all patients.

The FDA reexam ned the reanal ysis and
requested that we submit it as part of a sNDA
That sNDA was submitted in Cctober of 2004. At
about the sanme tine this was happening, a
random zed, controlled study conducted in Spain of
Doxi | and HAART versus HAART al one for the
treatment of AIDS-rel ated Kaposi's sarcona was
published in the Journal AIDS. At the request of
the FDA, we sought to obtain additional infornmation
regarding that study and to provide it to the FDA.

In February of 2005, this year, Dr.
Zukiwski and | met with several of the

i nvestigators who conducted t he Spani sh study.
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After reviewing our report of this nmeeting with the
FDA, the division indicated that they would like to
review data fromthis study and we agreed to ask
the investigators if they would be willing to
submit to the FDA nore detailed data than were
originally included in the publication

Shortly after that discussion, in March of
this year, the FDA indicated that they still felt
that the study 30-38 results were confounded by
changes in anti-retroviral therapy and that
addi tional data woul d be needed to support regul ar
appr oval

Therefore, in April of 2005, we agreed to
wi thdraw the sNDA, to attenpt to obtain data from
t he Spani sh study and to exam ne again the options
for conducting a new study to support conversion to
regul ar approval. W nmet again in May with all of
the investigators who participated in the Spanish
study. At that neeting, we reached an agreenent
with the group that with our support they would
coll ect additional data and then would allow us to
submit those data to the FDA.

Unfortunately, shortly after that neeting
we received word that three of the six hospitals at

which 13 of the 28 patients were treated woul d not
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all ow access to the patient data. | will address
the published results fromthat study in a nmonent.

We al so exani ned again the possibility of
conducting an additional study. W think that a
nunber of factors mitigate agai nst undertaki ng an
addi ti onal random zed study of Doxil for the
treatment of AIDS-related Kaposi's sarcoma. First,
data from a nunber of recent studies provide
evi dence that supports the use of Doxil in patients
with AIDS-rel ated Kaposi's sarcona in the HAART
era.

Earlier | referred to the random zed,
controll ed study of Doxil and HAART conpared to
HAART al one that was conducted in Spain. This
study was initiated after a single-armstudy of the
combi nation of Doxil and HAART that was conducted
by the sanme group, in which a 78 percent objective
response rate was observed. |n the subsequent

random zed study, which is depicted on this slide,
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patients with noderate to severe AlDS-rel ated
Kaposi's sarcoma were assigned to receive treatnent
with either HAART al one or Doxil and HAART.

The dose and schedul e of Doxil used in
this study is the same as that approved in the
United States. It took two years to enroll the 28
patients at six sites in Spain. The conplete and
partial response rate at 48 weeks, which is the
primary endpoint of this study, is 76 percent for
the Doxil and HAART group and 20 percent for the
HAART al one group. The result of the combination
group is simlar to that observed in the preceding
si ngl e-arm st udy.

In this study, 10 of 15 patients required
rescue treatment with Doxil after initial treatnent
with HAART alone. |In 9 of 10 cases, the crossover
to Doxil occurred after disease progression, and in
8 of 10 cases, the patients had a CR after
crossover to Doxil.

A second, recently published case contro
study from Gernmany addresses the i mune status of

patients treated with the conbi nati on of Doxil and
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HAART conpared to patients with AIDS who are
treated with HAART al one. CD4 count recovery
associ ated with HAART treatnent does not appear to
be inpaired in KS patients who received the

combi nation of Doxil and HAART conpared to natched
control patients who did not have Kaposi's sarconma
but who received HAART alone for their AIDS. The
response rate of 81.5 percent among the 54 patients
treated with Doxil and HAART is about the same as
that observed in the two Spani sh studies.

Taken together, the studies | presented
support the use of Doxil for the treatnent of
patients with advanced Al DS-rel ated Kaposi's
sarcoma in the HAART era. The algorithmon this
slide is an exanple of the current practice
standard. As is seen in the yellow boxes that |ead
to the blue box, the recommendation is to use HAART
and |iposonmal anthracycline, Doxil and DaunoXome to
treat patients who progress while on HAART, or
those who present with advanced or |ife-threatening
di sease

In addition to the new data, the issue of
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how to control for changes in the treatnent of the
underlying ill ness when eval uating agents to treat
Al DS-rel ated Kaposi's sarcoma renains probl emati c.
G ven the nore than 20 approved agents and the
prom sing results already observed with a nunber of
new anti-retroviral agents represented on this
slide, the standard of care for H V-infected
patients will continue to change.

Therefore, currently there is a consistent
body of evidence that supports the use of Doxil in
the HAART era. Not all patients require systemic
chenot herapy but, in light of the avail able
clinical study results, delay of such therapy for
the sake of a randonized clinical study is not
acceptable. The introduction of new agents to
treat HV still |eaves any new singl e-arm st udy
open to the sane criticismthat response may be
af fected by changes in anti-retroviral therapy.

W believe we showed due diligence in
conducting and reporting study 30-38, the study
that was agreed upon with the FDA prior to the

grant of accelerated approval. Although the FDA
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and we have different interpretations of the effect
of HAART therapy on the ability to denonstrate the
clinical benefit of Doxil, and although the nunber
of patients is much smaller than in the early
1990s, there continues to be a group of AIDS

pati ents whose Kaposi's sarconma progresses to the
poi nt of needing Doxil despite the advent of HAART
and who benefit fromthe availability of Doxil to
treat their disease in the HAART era.

Doxil is a liposomal fornulation of
doxor ubi cin, an agent with known anti-tunor effect
in AIDS-rel ated Kaposi's sarcoma, and Doxil is
approved now for ovarian cancer. Based on the
i nformati on we have presented today, we believe the
i ssue for discussion is what happens when a conpany
conducts the agreed upon study, when the body of
evi dence shows consistently that the drug is
effective for the treatnment of the disease, but
when changi ng circunstances in nmedical practice
make it difficult to conduct and interpret clinica
studies in such a way that nakes conversion to

regul ar approval problematic. W invite the
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di scussion of the committee on this question

DR. MARTI NG  Thank you, doctor. To sone
degree, we need to conbi ne questions and di scussi on
all inone. So, with that, I will allow both
questions and just your thoughts on this issue.

Dr. Perry?
ODAC Di scussi on

DR. PERRY: Are you ready for questions?
I thought 30-38 had a dose of Doxil 20 ng/nR every
two weeks. | thought | heard you say the Spanish
study used the sane dose, but what | saw on the
slide said 20 ng every three weeks.

DR RACKOFF: That is correct.

DR PERRY: That is not the sane dose and
schedul e.

DR RACKCFF: 30-38 was a different
schedule than is on the U. S. |abel. The reason for
that, and possibly the FDA can comment sonewhat
nmore on the study design as they were a party to it
as well, but the reason for that was that the study
was bl inded and DaunoXone had to be given every two

weeks. So, to maintain the blind Doxil had to be

file:///C)/dummy/11080DAC.TXT (62 of 378) [11/16/2005 1:39:09 PM]



file:///Cl/dummy/11080DAC.TXT

given every two weeks as well. In the original NDA
there were studies of Doxil given every two weeks
or every three weeks. The |abel ended up with
every three weeks because the data show good
efficacy for both schedules and it is obviously
nore convenient for patients. Again, the reason
was to maintain the blind because there were
patient self-assessnments in that study. That is
our interpretation. | don't know if Dr. Dagher or
anybody fromthe FDA would add anything to that.

DR. DAGHER: That is correct.

DR MARTING Dr. Kelsen?

DR KELSEN: These are rather snall
trials. They are actually very small trials.
Coul d you give us a feel for how many patients in
the United States and in Europe--now that we are
tal ki ng about the EMEA--per year would nerit
treatment or you mght consider treatnent with
these agents?

DR. RACKOFF: W don't have good data from
Europe so | will have to put that aside. There is

no equi val ent of the SEER dat abase in Europe but we
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can put up the slide of the SEER data for the
United States.

Pl ease recogni ze at the begi nning that
al though it ends in 2002, these are the nost recent
data published in SEER. They tend to be a couple
of years behind because of their data gathering
activities. What you can see is that the peak
i nci dence of the disease occurs in the early 1990s
and was about 5/100,000 population in the US
This is all Kaposi's sarcoma. The overwhel ning
majority of these patients, probably 90, 95 percent
or nore, are AIDS-rel ated Kaposi's sarcona.

Now, from that peak incidence, with the
i ntroduction of HAART in the md-'90s, there was a
rapid decline in the incidence of the disease.
That occurred as the drug was bei ng approved under
accel erated approval in 1995, continued
dramatically to decline during the conduct of study
30-38, and now we see probably 1000 to 1500 new
cases of this disease each year. Again, a smal
proportion of those are not Al DS-rel ated.

We estimate that about a third of those
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patients receive Doxil each year. O those
patients, many of them-not many of them but some
of them may be patients who are receiving Doxi
again or who are receiving Doxil continuing over
fromthe previous year. So, it is hard to estinmate
exactly how many new patients, but it is sonewhere
in the range of probably 150-300 new patients per
year who receive the drug.

DR. MARTING Dr. Pazdur, | need you to
explain sonmething to me. Once a drug is approved,
either with full approval or with accel erated
approval, once it is available, as a practicing
physician, do | know the difference? In other
words, as a practicing physician, are there
restrictions placed on me when the FDA says this is
truly an accel erated approval ?

DR. PAZDUR: |If one | ooked at the package
insert, there is wording in the package insert
under the "indications" that clinical benefit has
not been determ ned and that there are ongoi ng
studies to look at this. But, | think this is an

area that many practicing physicians woul d not
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know.

DR. MARTING That actually is the issue
that | amsort of getting it, that the nature of
our approval process in practicality does not nake
a difference, once that drug is out there, to the
practicing physician or actually their patient.

DR PAZDUR | think nmost practicing
physicians, if you ask themwhat is the difference
bet ween accel erated approval and regul ar approval,
they woul dn't have any idea of what you are even
tal ki ng about.

DR MARTING | actually see that as one
of our mmjor problens, however. And, it strikes ne
that we have a situation here where the drug is out
in the public domain and, therefore, is used both
as a research agent as well as a clinical agent,
and it occurs to ne as | listened to this
presentation that there actually is a body of
information, albeit somewhat linmited in rigor. So,
it is the rigor of that information which is an
issue in ny owmn mnd rather than that there is no

informati on on which to base the value of this
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agent in this indication. | will take other
questions. Dr. Kelsen?

DR KELSEN. If | could just foll owup on
my question from before, which may apply to severa
of the agents that we are tal king about, the nunber
of patients that are available to study a
hypothesis in this disease, fromwhat you are
saying to us, is very small. If only 10 percent or
15 percent or 20 percent of patients enter a
clinical trial with a given disease, it sounds like
you are tal king about in the range of 50-60 people
per year.

DR. RACKOFF: If you captured all of them

DR. KELSEN: If you captured all of them
or even if you captured a fraction of them
Testing the hypothesis that this does A or B for
this drug and a couple of these other agents woul d
be very difficult. | guess that is part of what we
need to think about when we tal k about accel erated
approval for very, very small groups of patients.
There is a changi ng nedi cal circunstance, or the

i nci dence of di sease dropped 10-fold, if |
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under stand your slide correctly, in a mtter of a
few years. Thank you.

DR. MARTINO. M ss Mayer?

M5. MAYER  Three rel ated questions, of
pati ents who do have progressi ng Kaposi's sarconma
what proportion are those for whom HAART does not
control the progression? That is the first one.
VWhat is the length of tine? | amassum ng that,
|i ke other chenotherapy drugs, eventually
resi stance develops. What is the nedian |l ength of
time before that resistance devel ops? Al so, could
you address toxicity with ongoing treatnent for
patients?

DR. RACKOFF: So, the first question was
about what happens on HAART therapy alone. That is
a very difficult question to answer because there
are a nunber of studies of this and if one | ooks at
those studies, you find that there is a mx of
patients, both advanced patients and early
patients, and also a m x of patients who are said
to respond on HAART therapy who also got a little

chenot herapy along the way. So, it is very
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difficult to assess.

VWhat was published recently in a study by
an Italian group addresses the tinme to response.

In the early patients on HAART therapy it is three

mont hs, and for the advanced patients it can be as

| ong as ei ght nmonths on HAART al one. So, one of

t he advantages of using a conbination, for exanple,
is that in the 30-38 study you get early regression
and clinical benefit.

As to the toxicity and length of tinme and
actual treatnent, | would like to ask Dr. Krown,
who treats these patients, to conment on that.

DR. KROMN: Now, that question was about
time to response and--?

DR RACKOFF: Time to progression

DR KROM: Tinme to progression. | am not
sure that we have a really good handle on tinme to
progressi on after response.

M5. MAYER  Actually, | was really asking
how | ong patients respond to Doxil before their
di sease becones resistant.

DR. KROMN: Actually, that has been very
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variable. One thing | can say with certainty is
that in the HAART era responses |ast |onger, and
once the patient who was on both HAART and Doxi
achi eved a response, they can often go off
chenot herapy and have the response subsequently
mai nt ai ned on HAART al one and in sone cases this
may go on for years.

DR. RACKOFF: In study 30-38 we were not
able really to assess an accurate nedian for
survival tinme, duration of response and tine to
progressi on because the study was a six-cycle study
and, as Dr. Krown said, the patients usually, when
they respond, respond for a fairly long tine and
they now live for a long time, thankfully, and die
fromother causes. So, the data are 95 percent
censored, for exanple, on survival and 95 percent
censored for duration of response because at the
end of six cycles there is very little in the way
of progression or death. Does that address what
you are trying to get at?

M5. MAYER Well, | guess it tells ne that

you have linited data but clinical experience.
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Then, ny third question had to do with toxicity
wi t h ongoi ng treatnent.

DR KROMN: Well, in ny persona
experience | would say that this is probably the
best tolerated drug of all the chenptherapeutic
agents that are available to treat Kaposi's
sarcoma. | nean, one mght ask, "well, gee, you've
got paclitaxel that's out there. Wy not use
that?" It is used in patients who progress after
Doxi| but with paclitaxel you have significant hair
| oss and risk of peripheral neuropathy, neither of
whi ch are seen frequently with Doxil. | think
another quality of life issue with Doxil as
conmpared to either DaunoXome or paclitaxel is the
| ess frequent schedule, which is very inportant for
patients who are trying to |l ead a reasonably nornal
life, which is possible nowin patients with HV
i nfection.

DR MARTINO Dr. Eckhardt?

DR. ECKHARDT: | just had a question with
regard to feasibility, you know, w th sonething

bei ng rel eased for accel erated approval and then
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bei ng able to conduct nore rigorous trials in an

i ndi cati on where you have such a limted patient
popul ation. And | think you have sone data
suggesting that you have synptonatic inprovenent
with these patients. So, | guess at the end of the
day there are two questions that | think as a pane
we have to think about in going forward, how this
can inpact subsequent studies, and the feasibility
of those studies in diseases with such a snall
patient popul ati on.

I think, secondly, with regards to the
specific indication, if sonmeone were to really say
exactly how | ong and whether or not you actually
could conplete a study to increase the nunbers and
have adequate endpoints, | think that is very
important. Do you have insight into that?

DR. RACKOFF: Well, we have the Spanish
study. It took two years to conplete at six
centers and it enrolled 28 patients. Study 30-38
enrolled 80 patients at seven centers in four
years. That gives you sone idea

Wth regard to your question of whether a
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study is possible, we feel the nore inportant issue
is whether a study would really address a new
question, sonething about which we don't have data,
and whether or not it would be acceptable for
patients in |light of the Spanish study, the German
data and the nmultiple studies that we did in the
original NDA comparing Doxil to ABV favorably;
comparing Doxil to BV favorably--whether or not we
could identify a study design that we think would
be capabl e of addressing a clinical question in a
meani ngful way. Dr. Krown wants to coment.

DR. KROMN: Yes, let ne just comment on
thi s because as a clinician who has spent
practically 25 years taking care of patients with
KS, | think | have a sense of what kind of trials
can be done right now. Mybe if you bring up that
random zed study slide, | think maybe you wl|l
under stand what inforns the opinion of people who
actually treat patients with KS

You know, if you look at the Northfelt and
Stewart trials, and admittedly all three of these

randoni zed studies were conducted in the pre-HAART
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era, you can see that there is consistent
superiority of Doxil over ol der conbination
regi nens, in one case
doxor ubi ci n/ bl eonyci n/ vi ncristine, in the other
case bl eonycin/vincristine, whereas, in the study
that led to the approval of DaunoXome, which was a
randoni zed trial of DaunoXone versus ABV, there was
no di fference between DaunoXome and ABV al t hough
there is a certain consistency of response rates
when you | ook at ABV or BV arns.

So, | think that really infornms the
thinking and is actually consistent with the
experience of nost people in this country, and
there are probably not nore than two handful s of
such people who actually treat substantial nunbers
of patients with this disease. So, | think that
the i ssue of, you know, does Doxil work and do
patients have clinical benefit is a non-issue for
those of us who do this professionally. That is
why people are not willing to say, "well, gee,
let's drop everything and do another Doxil trial."

DR. MARTINO. Dr. Rock?

DR. ROCK: Dr. Rackoff, | just want to
respond to your point in asking what would be the

poi nt of doing another trial. Wat night we |earn?
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We agree that ODAC endorsed the notion that this
agent produces clinical benefit in 1995. W also
agree that FDA agreed at that tine to the 30-38
trial design. Those types of trials were comonly
endorsed by the FDA in the m d-1990s and are no

| onger endorsed in that way, in the sense of having
essentially a single-armtrial with an active
conpar at or.

Just to respond then to your point about
what woul d an additional trial show, what concerns
us is the safety question with |iposomnal
ant hracycl i nes because, to our own know edge, the
only random zed trial in which a |iposomnal
anthracycline in Al DS-rel ated Kaposi's sarcom was
conpared to placebo showed that there was a
mortality decrenent in the patients who received
| i posomal anthracycline up front versus placebo up
front. Although tinme to progression was increased

with the liposomal anthracycline, survival was
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shorter. That is our specific concern

DR. RACKOFF: And to what study are you
referring?

DR ROCK: | amreferring to a study of
DaunoXome in patients with AIDS-rel ated Kaposi's
sarcoma. There is a letter in the Journal AIDS, in
1997, witten by Dr. RM Wite, a medical officer
at the FDA, who was describing a study of DaunoXome
versus placebo in those patients.

DR RACKOFF: | am not sure what concerns
there are given the data that are available. Can
we bring up the slide on NDA studies, please?

The body of evidence for this drug is
fairly strong. This is a selection of the studies
that were done for the NDA. Although the top two
studi es were not used as the basis of approval--and
I will leave it to the FDA to comrent why that
was--30-10 was a random zed 258-patient study and
30-11 was a randoni zed 241-patient study. Those
are the studies Dr. Krown just showed you of Doxi
versus ABV and Doxil versus BV.

In addition, there was study 30-21 which
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| ooked actually at cardiac biopsies of patients who
recei ved hi gh doses of Doxil and showed | ess
cardi ac danmage than was seen in dose-mat ched
controls at the university doing that study.

Finally, on top of that, we think that the
one thing we have denonstrated with this drug is
tumor | ocalization. Doxorubicin has been shown in
bi opsies to concentrate 2-20 times nore in tunor
tissue than in normal surrounding tissue.

If we can go to the next slide? | think
if you add to those studies--and these are recently
publ i shed studi es, sone of which we tal ked about,
don't think it is fair--it isn't fair to conpare a
singl e study of DaunoXome with a body of evidence
that we have for Doxil in that way.

DR MARTINO Just so that we are all
fair, Dr. Rock, the statement that you made about a
poorer survival was, in fact, DaunoXone, not Doxil.
| just want to be sure we are not confused on this
i ssue.

DR ROCK: That is correct.

DR DAGHER | just wanted to clarify
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sonet hing el se going back to the Spani sh study, as
you have all been referring to it, aside from one
limtation that | think you have all acknow edged,
that there are snmall nunbers of patients avail able
for evaluation and al so sone of the literature

i nvol ves smal|l nunbers of patients. The other
thing I just want to clarify about the Spanish
study is that, aside fromthe difficulty with the
applicant trying to get individual hospita

i nvestigators to provide nuch of the data, the
other issue is that it wasn't clear that the
responses were docunented to the degree of rigor
that we would normally find appropriate for review
at the FDA.

I amnot trying to focus on that study,
but I amjust trying to nake the point that when we
do go to this whole area of let's |look at what is
inthe literature, we have to recogni ze the
limtations not only of the nunbers of patients
that are described, but also these other issues as
wel | .

DR. RACKOFF: Dr. Martino, can | respond
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to that?

DR. MARTINO  Yes

DR RACKOFF: Dr. Dagher, | think that was
under discussion but | don't think we ever showed
that the responses were poorly docunmented. | think
our efforts were going to be to try to denponstrate
that they were well docunented

DR. DAGHER: If you listened to what |
said, | only said it wasn't clear that they were
docunented to the degree that we woul d need--

DR. RACKOFF: Right.

DR DAGHER. | was just saying it wasn't
cl ear.

DR. RACKOFF: Right.

DR MARTING Dr. George?

DR GECRGE: W can do comments as well as
questions at this point? | just have a coment

about the EMEA approach which | really like with
respect to the nane of what they are calling the
condi tional authorization, which I think is ruch
better than accel erated approval. Al that is in

the legislation and we can't really change that buy
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it has always given the wong inpression that
accel erated approval is sonehow better than ful
approval. | have even had people actually say that
to ne, that they thought that was the case because,
after all, if you accelerate it, it must be better.
In fact, it is a conditional authorization. The
EMEA is perhaps learning fromthe FDA's struggl es
in some of these areas. Also, the limtation on
this authorization also helps. There is, of
course, the ability to withdraw the approval by the
FDA but with these accel erated approvals it hasn't
happened yet.

So, we are faced with a situation, as
here, where you start down the path with
accel erated approval and then things
change--nedi cal practice changes and in this case
even the condition gets rarer. It |looks like you
are going to be in a situation where it will never
be possible to definitively have the information.
You are faced with a real quandary, a real dilema
of having to just keep the situation as it is, that

is, with this accel erated approval, or convert to
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regul ar approval without really the sane amount of
evi dence that you ordinarily have for regul ar
approval, or withdrawit in the face of evidence
that | ooks |ike probably sonmething is good here.
So, it is areal difficult matter.

I guess the only thing is that the
original designation of giving the accel erated
approval is a big step, | guess as we di scussed
before, but later we are going to have to face what
to do with that.

DR. MARTING Dr. Hussain?

DR HUSSAIN: | have a comment and a
guestion. The coment is addressed to the conpany.
If | interpret correctly the arrow that you showed
regardi ng when the confirmatory trial was done and
a |l ot of comuni cations back and forth, it would
seemto nme that--considering that the trials, as
they are, are not big, and the SEER data that you
showed shows al nbst a plateau in the incidence--if
you were able to get any patients into a trial in
two years--four years, | apologize, there is tine

to do a simlar trial if, in fact, the questions
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that are being asked by the FDA are really key with
regard to safety, and that is sonething that
per haps FDA can conmment on.

But this is in relationship to the
docunents that were given to use. This is froma
nmenor andum of Cctober 12, 2005 to ODAC nenbers.
Poi nt nunber three, if you ignore the
post -approval --this is on the second page, as
understand it, a post-approval study will not
necessarily be required in the exact population for
whi ch approval was granted. |If you ignore this
"post -approval " word--it is a tinme issue. Wy
couldn't you accept the two studies that were shown
here where they have | arger nunbers? And, if you
go by pure efficacy based on the response rate, it
| ooked |i ke Doxil was superior to the others. To
me, this is no different than saying Iressa was
good in third-line and we will accept the study
plan with chenotherapy in first-line. | don't see
where there is a huge difference here, other than
this post-approval wording.

DR. MARTINO. Does the FDA wi sh to
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coment ?

DR. ROCK: | didn't think we were going to
get into this history. Mny studies were subnmtted
to the NDA. |If one reads the | abel--just to pick
up again on what Dr. Rackoff has been sayi ng--and
one reads the clinical study information in the
Doxi | |abel, one sees that the basis of the
accel erated approval in 1995 was a study in between
200 and 300 patients, of which 77 patients were
retrospectively identified and based on five
i ndicator |esions were then assessed in order to
denonstrate clinical benefit in those patients.

The nedical charts were reviewed. So, there was
difficulty, as Dr. Dagher said, at that tine in
docunenting adequately the nature of the response
And in part, to give the sponsor credit where
credit is due, as Dr. Krown has said in the
literature, this is a difficult disease in which to
docunent response.

Nonet hel ess, many of those studies were
submitted to the NDA and what you will read in the

| abel is sinply that analysis. You have to draw
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your own conclusions. As far as the cardiac
benefit of this agent vis-a-vis other
anthracyclines, | would refer you to the warnings
inthe label. Wth respect to the concentration of
the drug in tunor tissue versus normal skin, it is
a vascul ar lesion. Again, we would refer you
sinmply to the | abel

DR. DAGHER: | think you are asking a nore
focused question--

DR HUSSAIN: | don't think ny question
was answer ed.

DR DAGHER. Yes, that is why | amtrying
to address it. |If your question was does the study
or studies used for confirmation of benefit--does
that have to be linited to studies that were
conducted later, the answer is no. The earlier
studies--and | would like the conmittee to address
this, is howinportant is it or not to address the
i ssue of confounding by HAART, which is the main
i ssue--you know, the mpjor efforts that were
required by FDA.

DR HUSSAIN. Wen | asked the question, |
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asked it in the context of Iressa. This may not be
fair. Howis this different? You are introducing
HAART into the picture and you have it roughly
equal in both arnms and it still |ooks like slightly
better, and all of that. Howis this different
than saying drug X plus chenot herapy versus

chenot herapy? | nean, you have a pure study, if |
understood this correctly, that was randoni zed
trials of Doxil versus conbinati on chenot herapy.
Am | correct?

DR. RACKCFF: Yes.

DR HUSSAIN: So, two randomi zed trials
that were presumably--1 would defer to you if you
think it is a clean trial, but these were |ooking
at single agent, Doxil, versus conbination
chenot her apy--no conplications; nothing
contamnating it supposedly. This is a
strai ghtforward conpari son which shows that the
drug appears to be better. M/ question to you is
why is that not clean evidence?

DR PAZDUR: | think you used sone very

i mportant words, "supposedly," "presumably"--
DR. HUSSAIN: But you can look at it.
DR PAZDUR  And | don't know what was

done in the past when the application cane in. One
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has to question why weren't those studies initially
used ten years ago to show that clinical benefit
was denonstrated. Here, again, obviously the
sponsor had access to that to subnmit those studies.
I don't know, because | wasn't here at the agency
at that tine, if those studies were, in fact,
reviewed. We will go back and take a | ook at those
studies. But it would be quite surprising to ne
that if you had two well-conducted, well-done

studi es, adequately controlled studies that weren't
used to support this application. Again, the words

that you used, "presunmably," "supposedly," need to
be | ooked at in greater detail

If | could question one thing, |I think one
of the issues here that we are dealing with and
would like to focus on is |l essons that we can |learn
from We will have to deal with this issue with

Doxil and this is a very difficult decision or

situation that we are dealing with here. W have a
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drug on the nmarket for ten years, okay? Sponsors
are supposed to be doing these trials with due
diligence. Gkay? The question here is we have one
randoni zed trial with a relatively small nunber of
patients. This drug al so has changed sponsors.
This is the third sponsor that we are dealing wth.
| asked Dr. Rackoff yesterday, and perhaps he could
discuss this, is there any inplication when drugs
change sponsors, when conpanies are sold to
di fferent conpani es, where sone of these
commitnents are put on the back burner and are not
| ooked at in a serious fashion? | don't know |
don't work for the conpany, but | amvery
interested if that has an inpact.

The other issue is, as Ranei pointed out
and as was pointed out in the European current
| egislation, that this be a conprehensive drug
devel opment programwi th, you know, early
i ntroduction of random zed trials that will attenpt
to answer the question here.

The other point that | wanted to bring out

is as far as using literature. There is literature
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and then there is literature. ay? If we were
tal ki ng about | arge random zed trials, several that
showed a convincing survival effect, hard
endpoints, that is a little bit different than
smal | studies that were unaccustomed to getting
informati on fromcertain European centers on
relatively subjective endpoints. So, | think, you
know, all of that needs to come into play here.

But perhaps Dr. Rackoff could answer that
question because, obviously, we have a ten-year
span here of the devel opment of this drug after
accel erated approval, and | wonder what the inpact
of mergers, acquisitions, etc. of pharnaceutica
companies is in the utilization of these
comm t nent s.

DR RACKOFF: Well, there are about five
questions on the table, and I would like to take
themin order, comng back to this one. If you
could put back the slide with the NDA studies,
woul d appreciate it.

First of all, there is a long history here

and sone of us were not around and neeting m nutes
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are not always reflective of everything that was
said, so when | say it was our understanding, that
is one of the things that gets at the issue that
Dr. Pazdur brought up of nmergers and acqui sitions.
You may |l ose institutional nenory. You have paper
but at the FDA people turn over and at our place
peopl e turn over, and when there is a nerger that
is accentuated. | will come back to that question
Thi s package is a package that has led to
regul ar approval, or the equivalent, of this drug
in over 70 countries. So, while the ABV and BV
studies were not found to be acceptable for the
basis of approval in the FDA they have been the
basis for regular approval in over 70 countries
outside of the U S. So, that is the first point.
My under standi ng of the regulatory
hi story--and, Paul, add anything if you want--is
that those studies used predom nantly an indicator
| esi on neasurenent of response and not the ful
ACTG criteria. |If you could put that slide up,
Brian, | would appreciate it.

This is one of the issues with this
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di sease. You conbi ne AIDS, you conbine a tunor and
you conbine a very conplicated di sease to assess.
You can have hundreds of skin lesions. You can
have a disease that is internal, visceral, that
can't be seen on a CT scan and has to be exani ned
with either synptons or relief of synptons |ike G
bl eedi ng or endoscopy. As Dr. Krown will tell you
patients aren't thrilled about the latter.

Secondl y, when you have hundreds of skin
|l esions, to get a CR and have everything go
completely away rarely happens. So, that is part
of the issue of why those studies weren't used.
They didn't foll ow every one of these criteria.

But in our | ook at those studies, we agree
with you that there is still evidence, as part of
t he body of evidence, that it has been very
consi stent and very positive over time. So, it may
| ack a conplete picture of the tunor in every
patient, but still it is not inconsistent. You
mentioned Iressa. There is not a negative study in
this body of evidence in this tunor for this drug.

So, | hope those answer your questions now
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interms of the regulation history. Sonebody
raised the ten years. Really it has been three
years since we received a non-approvable letter on
study 30-38. Qur commitnent study did not start
prior to approval because there was a | ot of

di scussi on about what study to do. | amsorry Dr.
Tenple isn't here. He was here at the |ast ODAC
and | think was in on those discussions. But the
study that was finally agreed upon included a
control which was not yet approved. So, we had to
wait some nmonths, until April of the foll ow ng year
when DaunoXone was avail able on the market. That
study was then conducted with due diligence.

We approached 25 centers in the U S. and
only six would participate. To get 80 patients was
four years of work. But it was done; it was
completed; and it was subnmitted. So, | really
think that ten years is not quite the whole
picture. Seven years of that was taken with
waiting for the conparator to be approved,
conducting the study, submtting it and a one-year

FDA review. So, | think the tine really conpresses
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out to the last three years.

The next question that was on the table
was with regard to the overall survival endpoint.
| bring this back to the | ast ODAC at which
endpoi nts that were appropriate for this di sease
were di scussed, and the FDA at that time confirned
that the endpoints that were used in study 30-38
were appropriate endpoints in this disease, given
the difficulty in follow ng these patients |ong
termfor sonething |ike a survival where death
al most always, in this day and age, depends on
sonet hing el se, not on Kaposi's sarcona.

Finally, to get back to the last two
questions, the use of the literature, we understand
that these are not large studies but | don't think
any study we would do woul d be rmuch larger than
that. So, | think it would be, again, far-fetched
to assune that we woul d be doing a 500-patient
study in this disease over any of our current life
remai ni ng.

Finally, the question of nergers and

acquisitions | think cuts both ways. | think the
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one thing that | pointed out in ny talk that we are
proud of is that we did convert, after the nerger,
the 1999 approval of the ovarian cancer to regul ar
approval. That was based on a post-approval study.
It was based on a random zed study. It was one
that we had to follow up for six years to get the
survival data that were mature enough to allow for
approval of that study.

So, | think in terns of due diligence, we
are trying to do due diligence with this particul ar
situation, but | think it is a unique situation
that is very nuch dependent on changes in the
medi cal circunstances; changes in the opinion of
treaters on what drugs should be used. | would add
to that that this is not a drug where devel opnent
is arrested. | think you know, and FDA knows, and
it is public information that we are running two
other registration trials, one in multiple nyelom
and one in breast cancer.

So, | like to look at this nore as the
exception to what has happened with our devel opnent

of this drug, and it is based on circunstances
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which we think are unique to the AIDS-rel ated KS
situation.

DR. MARTING Thank you. Are you done?

DR RACKOFF: | am but Dr. Krown wanted
to nake a coment.

DR. MARTING | need to cut you off right
now because we do need to nove along. | realize
several of you have questions and the questions
really are the questions that you will have with
all the rest of these applications. But we need to
deal with this particular agent right now and
would like to focus the commttee's thinking on the
fol | owi ng:

G ven everything you have heard and
everything you know, do we actually think that a
randoni zed trial in this disease that woul d answer
i ssues of tine to progression, survival--do we
think that that can be done? Because if we don't
think it can be done, all we can do today is dance
but we will reach no conclusion. To nme, that is
the central point here, can we expect additiona

information in a tinely manner in this disease that
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will satisfy the needs?

DR. PAZDUR: W are open to any trial
design here. W are not tal king necessarily about
a survival study. | want to make that real clear,
or atime to progression study. W are open to al
suggestions, whether it be a convincing study that
is a single-armstudy, whatever people would like
to address here. But, obviously, there are issues
that confound this and we realize that this is a
difficult situation. W realize that to do a
survival study is an inpossibility. W are not
even bringing that up here. So, the answer to your
gquestion is we consider that a very difficult and
probably an inpractical situation, but are there
ot her avenues that we can | ook at here? Perhaps
such as a randomni zed study | ooking at tunor
measur enents, for example? Are those
possibilities? W are open to a wi der variety of
di scussi ons here, not just a classical randonized
st udy.

DR. MARTINO But it would have to be of a

magni t ude that you would be satisfied for
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tradi tional approval. So, already in your
statement we sort of are backing down here and we
are saying, well, gee whiz, if they can just show
that the tunor shrinks, would that satisfy you
because, again, | find that in that statenent you
are sort of backing down as to the degree of rigor
that you would want here. | think you kind of

al ready have the fact that this drug does do

sonet hing. So, are you unconvinced that it does
sonet hing? Yes, Dr. Dagher?

DR. DAGHER: | think what Dr. Pazdur was
trying to point out obviously is that, as you know
from ot her ODAC di scussi ons and di scussion of this
product and others, the kind of endpoint that you
consi der nost relevant really does depend on the
di sease setting. So, just because we may not use
turmor shrinkage in and of itself as evidence of
clinical benefit in, say, some of the solid tunors,
that doesn't nean it applies across the board and
we have a | ot of exanples.

So, | think what we are getting at is, you

know, we want suggestions on really where do we go
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fromhere. |s there sone totality of evidence? |Is
there an additional study that could be done to
really focus on the questions that have not been
answered? Again, that does not necessarily have to
be a huge randoni zed tri al

So, | guess what | amtrying to get at is
if we could have a sort of nore focused di scussion
on where do we go fromhere really. Is it a new
study? |If so, what is the design of that study?

If not, what is the totality of evidence that we
have? Again, we have said that the probl em of
going with that route is that even with sone of the
data that is out there, it is questionable how rmuch
you can document that when it is time for FDA to
review t hat data.

DR. MARTINO. So, then the questionis, is
there already enough data to satisfy the group or
is there not, in which case sonething el se should
be done? That is really the question

DR. DAGHER: Well, starting fromwhat can
be done because that is really the focus. As Dr.

Pazdur said, it doesn't have to be a large
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random zed trial |ooking at survival. W are
willing to consider, for exanple, the Spanish study
as part of the totality of evidence. 1In fact, Dr.

Rock found the literature review put out by the
company and they went out to try to get that. So,
clearly, that was not a |large study but we thought
it might address the issues. There was a report of
the responses. Also, it seemed as though there
woul d be documentation of the HV viral |oad, CH4
count and all the issues that potentially could be
confounding if you don't have them docunmented in

i ndi vidual patients. But, as Dr. Rackoff pointed
out, there were linmitations once they tried to get
at that.

So, clearly, we have already said we are
willing to consider data. The issue is what kind
of data. The point there is if you are willing to
consi der the Spanish study we would be willing to
consider a new study, even if it is not large if it
addressed the inmportant questions.

DR PERRY: Madam Chairman, this has been

a very interesting dial ogue between the FDA and the
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sponsor, but if you want us to vote on anything you

are going to have to let us ask our questions.

DR MARTING Well, | don't knowif there

is any voting to be done here. The issue is

advi sing them or giving themour thoughts. So,

there is no voting that will be required of this

group.

DR. PERRY: | can't give you ny advice

unless | get my question answered either. | have

been very polite while the sponsor and FDA--

DR. MARTINO.  You are a good nman but,

renenber, we are here basically to provide advice

so ultimately | do feel that the questions between

these two groups really are critical here but,

what ever concl usion we cone up with, if there is no

satisfaction between themit "ain't" going to
happen anyway. But with that, Dr. Rodriguez is

actual | y next.

DR, RODRIGUEZ: | just want to be sure

understand with clarity the sequence of the

di al ogue that originally happened here. As |

understand, on slide five, six and seven, we have
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the originally agreed objectives of this trial,
30-38, and specifically it is said that this tria
was not designed to test the difference between
Doxil and the other arm |s that correct?

DR. RACKOFF: That is correct. The other
armwas added for two reasons. One, it was felt
that patients with advanced di sease woul d not
accept randonization to no treatnent.

DR RODRI GUEZ: Exactly.

DR RACKCFF: Second, because of the
patient self-assessnments and some subjectivity
there, it was felt that it would be better to have
a blinded study. But we couldn't blind to placebo
so DaunoXome was added. So, it was really added to
hel p support the validity of the study and to get
patients to enroll.

DR. RODRI GUEZ: And DaunoXome was added
because at that time that seened the likely drug to
be approved as indicated for this disease. |Is that
correct?

DR RACKOFF: Yes. An agreenent was

made--1 wasn't around at the tine--but presumably
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with FDA' s know edge that they were going to
approve DaunoXome, and they did approve DaunoXome
and then after that we began the study.

DR RODRIGUEZ: If | understand then the
design of the studies, with 3:1 random zation with
smal | nunbers, you achieved. |Is that correct?

DR. RACKOFF: Right. There were 60
patients random zed to the Doxil armand 20 to the
DaunoXonme arm W only ended up with 19 in the
DaunoXome arm because one patient was incorrectly
tr eat ed.

DR RODRI GUEZ: So, in essence, you did
conmpl ete the required study?

DR. RACKCFF: Yes.

DR RODRIGUEZ: O the agreed on study?

DR RACKOFF: Yes

DR. RODRI GUEZ: And you did this within
four years?

DR RACKOFF: Yes

DR. RODRI GUEZ: And this was done despite
a nunber of centers not wanting to participate,
with only six centers?

DR. RACKOFF: Well, | would say we did it
with six centers in the United States.

DR. RODRI GUEZ: Then, if | understand, you
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submitted this information to the FDA and the FDA
said this is not adequate because there is now the
confoundi ng factor of HAART responses. But, in
fact, when you did design the study this was not
anti ci pat ed.

DR RACKOFF: Correct.

DR. RODRI GUEZ: Furthernore, in your
random zati on, one would assunme that if you were
random zing this potential effect of the HAART
woul d be equal ly bal anced perhaps? O, does 3:12
random zation then throw off the "evening out"
effect of random zation?

DR. RACKOFF: | amreluctant to nmake any
compari sons between the groups because that study
was not designed to do so. It was really a | ook at
the Doxil data. Wat it was really designed to do
was to confirmclinical benefit. | think the FDA
as sone people have nentioned, agreed that it is an

active drug and there were tunor responses. There
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was sone denonstration that those tunor responses
equated to clinical benefit. |In fact, as you saw
in the study, nore patients reported a clinica
benefit than there were actually tunor responses.
That makes sense in this setting because to get a
response is pretty conplicated. To have sonebody
feel better, you know, happens in a different way.

DR. RODRIGUEZ: So, in fact, you did try
to the best of your ability to tease out whether,

i ndeed, there was any confounding effect fromthe
HAART or not, and when you | ook at the small subset
of the patients, about a third of the patients had
no confoundi ng of HAART and, yet, still you see the
same benefit.

DR RACKOFF: | want to be clear. Not al
patients got HAART. So, what we did was we said no
confounding by any anti-retroviral, even if they
were on AZT.

DR RODRI GUEZ: | see.

DR. RACKOFF: So, we said they had to be
stable for two nonths before they got drug, and

they had to remain stable until their first
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response was recorded. Now, there had to be a
confirmatory response but if their ART changed
during that tinme we thought that was okay.

DR RODRIGUEZ: So, if | understand the
information then on slide nunmber 11, in fact, there
is no indication here, whether HAART is present or
not, that it alters dramatically the overall tunor
response.

DR RACKOFF: Wthin the study--

DR RODRI GUEZ: Wthin the study.

DR. RACKOFF: Wthin the study, that is
our concl usi on.

DR. RODRI GUEZ: Thank you

DR RACKOFF: And we have | ooked al so at
128 days and 180 days. We didn't present those
data to the FDA so | don't feel confortable
presenting them here, and they get to very snal
nunbers but there was no inconsistency there.

DR. RODRI GUEZ: Thank you

DR MARTINO Dr. Kel sen?

DR KELSEN. The agency raised issues

regardi ng concerns about toxicity as one of the
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reasons for continuing to |l ook at agents of this
type. So, ny first questionis this, it is a

real |y uncommon di sease but the drug is approved

for another indication, full approval, in a cohort
of patients--1 don't know how nany women get it but
it is alot nore than this. |s there a strategy

where it is possible to denbnstrate that toxicity
in this popul ation, which is different

obvi ously--the toxicity in this population is not
significantly different than toxicity in the much
broader popul ati on? Wuld that address part of
your toxicity concerns? | assume you are nostly
concerned about cardiotoxicity.

DR. RACKOFF: Just to comrent--1 know the
agency had the question, but keep in mnd, please,
that the ovarian cancer dose is 50 ng/n2 for four
weeks and this is 20 ng/n2 every two weeks--every
three weeks.

DR KELSEN. It should be easy to do a
study in wonen using the sane dose that you used in
this trial since there are many nore wonen who are

being treated than there are patients with KS. So,
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I don't think it would be too hard for you to
design a trial in arelatively limted cohort of
worren, followed very, very carefully, using that
dose and schedul e for acceptabl e endpoints for the
toxicity that worries the agency. A smaller cohort
of KS patients would be studied to show that there
is no difference in kinetics with heart, etc., and
that m ght address maybe one strategy for |ooking
at accel erated approval in a very snall popul ation
when the drug is available in a much | arger
popul ation. Then | have a foll ow up question

DR MARTING W wants to answer that?
Go, ahead, Dr. Justice.

DR. JUSTICE: The toxicity issue is an
issue but | don't think it is the major issue. |
thi nk the major concern was the denmonstration of
clinical benefit.

DR KELSEN. GCkay. M second question is
that this is a disease of declining concern in the
United States and in Europe. |s there a part of
the world in which this disease is still a mjor

concern in which there are | arger nunbers of
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patients available in whom efficacy studies could
be perfornmed ethically?

DR RACKOFF: W actually addressed that
question, and Dr. Pazdur actually said what | think
shoul d be the operating principle. He told us
don't do a study overseas--|1 am paraphrasi ng here
so correct ne if I amwong, but | wouldn't want
you doi ng a study overseas that you don't think is
appropriate to do in the United States.

DR. KELSEN. That is why | used the term
that would be ethically appropriate to do.

DR RACKOFF: Yes, there are patients
avai | abl e- -

DR. KELSEN: Spain is not part of the
United States yet, | don't think

DR RACKOFF: No, but we would have to now
conduct a study where we woul d have to design an
i nformed consent formthat included in our thinking
the data that we know about the Spanish study and
still somehow have to present to patients that
there is equipoise. W don't think that is

acceptable in the United States and, therefore,
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based on Dr. Pazdur's principle, we don't think it
is acceptable to export that question when it is
not appropriate to conduct in the United States.
And, the reason it is not appropriate is because we
don't think it is appropriate to delay therapy in
those patients with advanced or |ife-threatening
Kaposi's sarcona.

DR. KELSEN: But you don't think that
there is any trial that can be done anywhere in the
worl d then, even a single-armstudy, to address
this issue. | thought | just heard at |east a hint
fromthe agency that they weren't requiring a
randoni zed study; they were requiring new
prospective data that was nore precisely performnmed
and was nore valid to put to rest any concerns
about efficacy, since in the era that the drug was
originally approved the endpoints were quite soft.
So, you don't conceive of any possible tria
anywhere in the world or the United States that
could even address that issue? | certainly agree
with you that if it is not ethical in the United

States, it is not ethical anywhere in the world.
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think we all agree with that.

DR. RACKOFF: | amgoing to ask Dr. Krown
to address that fromthe standpoint of sonmebody who
does such investigations.

DR. KROMN: Maybe you could put up that
summary slide? You know, | think that people don't
real |y appreci ate what a heterogeneous group of
patients we are tal king about, and how difficult it
woul d be to get the kind of pure answer that you
woul d Iike. | have gone over patients that | have
treated over the past several years who have
Al DS- associ ated KS whom | decided to treat with
Doxil, and | tried to formul ate what kinds of
clinical scenarios they fell into. And, clearly,
amonly using this in patients with advanced KS but
they fall into several groups. There is a group
that has not had prior HAART. There aren't that
many of those patients around. There is a group
that is HAART intol erant or who fail ed on HAART,
and there are nany of those patients around but
they have different reasons for failure. Then,

there are actually sone patients with progressive
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KS who have had both a virol ogi c and i munol ogi c
response to HAART but their KS progresses
nonet hel ess. Then, there is a fourth snaller
category of patients who undergo rapi d KS
progressi on when they start HAART, which is part of
a so-called i mune reconstitution inflammtory
syndr one.

So, this is an extrenely heterogeneous
group of patients and | think it is going to be
very, very difficult to get a substantial nunber of
patients that are conparable patients and where the
i ssues about, you know, are they on HAART, are they
not on HAART, etc., are going to be inpossible to
control

I nmean, | can go through several cases
here that illustrate these but | don't think we
want to take up the time, but maybe if you go to
the fourth slide, maybe this will bring hone to
peopl e sone of the types of patients that we get to
treat.

I think if you see a picture like this,

you don't need a clinical trial to understand what
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a drug like this can do for sonebody's quality of
life. | mean, this is a foot on the left--we cal
this "the foot"--before Doxil in a patient who
actually had at the tine control of his viral |oad
but was intermttently conpliant with treatnent.
This is a patient who was treated with Doxil and
within one or two doses he had maj or synptomatic
relief and that is the foot several nonths |ater,
after treatment with Doxil.

The next slide just shows a different view
of before and then after in the same patient. So,
you can see the kind of clinical benefit. | don't
think that you need a case report formor tunor
measurenents to understand what this meant to this
particul ar patient.

DR. RACKOFF: To followup and to cone
back to your question, so what we face in a
random zed study woul d be asking that patient to
delay treatnent and we don't think that is
appropriate. Wat we would face in a single-arm
study is the ongoing issue of changes in

anti-retroviral therapy. W have not, | don't
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how to address either of those issues. W have not

been able to do that.

DR MARTINO Dr. Przepiorka, please?

DR. PRZEPI ORKA: What is your sense of the

response of KS to HAART al one, other than the

Spani sh study, in your own practice?

DR. KROMN: That is nore than one question
because | have reviewed the world's literature of
what is published on the response of KS to HAART.

If you actually read the fine print, what you find

is that al nost invariably people who were treated

with HAART al one for KS have a relatively small

turmor burden or are not synptomatic and have no
i medi at e need for chenotherapy, so they are not
the people that | would consider candidates for

Doxil. \Whereas, alnost all, with very few

exceptions--alnost all of the patients with

advanced KS in the clinical trials that have been

reported in the literature got conconitant

chenmot herapy with HAART. |f you just read the

abstracts of these articles, a lot of the abstracts
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neglect to tell you that the high response rate
they saw wit h HAART was chenp- ai ded

So, | don't really have a sense because
woul d never take a patient |ike that and say,
"well, gee, let's see how HAART does.” | would do
that in a patient who had, you know, a few | esions
scattered and was not either physically or
enotionally suffering fromtheir disease. So, |
think that that is not a question that is rel evant
to the target popul ation for Doxil

DR PRZEPI ORKA: | have two comments and
then a question for the agency. M first comment
is that | amfairly convinced by slide 11 that
there is no difference in response in patients who

were on HAART and patients who were not on HAART,

and the trial was blinded. |If the trial had not
been blinded, | would sway but the trial was
blinded. | think that is fairly good evidence that

there is sonmething going on here and it is not
medi at ed by HAART
My second comment is that | think there

are enough patients to do a Phase 1 study, but I
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don't think we are going to be able to answer any
question when it cones down to the definition of
rigor.

So, | would go back to the agency, having
dealt with all sorts of studies |ooking at
cut aneous di seases, and ask what is their
definition of a well-docunented response in
cut aneous di sease consi deri ng how cut aneous di sease
resolves? It doesn't go away |like a tunor shrinks.
There are degrees of inflanmation that are
consistent with activity and degrees of scarring
that are inconsistent but irreversible. So, before
we decide to suggest a study, my question is going
to be is it actually going to be possible to ever
say to the agency this is the data that you wanted
and have the agency accept it?

DR. MARTI NGO Before the agency answers
will let the group know that you have about three
mnutes to end this entire topic. So, whatever
answer cones here in one or two nore questions that
will beit.

DR. DAGHER: Just briefly one thing on

file:///C)/dummy/11080DAC.TXT (114 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

115
slide 11, the slide indicates that there were 11/22
patients on Doxil who were not confounded. CQur
review di sagreed with that. | think we had a
slightly |l ower number that we felt was not
confounded. So, that is just one coment.

In terms of the documentation, we would be
very willing to discuss with any sponsor the kind
of documentation that you would need. | think the
ki nd of docunentation that you showed with the
digitalized photographs, etc., | amnot sure that
that was avail abl e back when the original NDA was
submitted, for exanple, and | don't know if that
was part of the problem

DR MARTINO Dr. Perry?

DR PERRY: | would like to see the slide
agai n that shows the duration of response, if |
coul d, please.

DR RACKOFF: Duration of response?

DR. PERRY: Duration of response. That
was on a previous slide, if | renmenber, sonething
like 113, 115-sonething days. Oh, tine to
treat nent change.

DR. RACKOFF: On the ABV, BV slides
probably. On the randonm zed studi es?

DR PERRY: Yes. M point is going to be
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t hat - -

DR. RACKOFF: Is this what you wanted, Dr.
Perry?

DR. PERRY: Yes. So, thetine to
treatment failure in all of these is relatively
short. If we were treating nelanoma we woul d say
these were pretty good. But | want to make the
point that this is not a home-run drug. W are not
curing people with this drug. W are clearly
rendering synptomatic, very troubled people with
| ess synptons but we are not curing people with
this drug, and we need to do sonething beyond this
particul ar drug.

I think that this drug does have a pl ace.
I would be happy if it just continued in this sort
of suspended animation until a better circumnstance
coul d be derived because it seens to nme that the
nature of the disease has changed over the last ten

years and, therefore, designing a study that would
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have been acceptable ten years ago is going to be
very difficult now, and | don't see any great
reason to change. | think we are all, hopefully,
waiting for a better Doxil rather than trying to
i mprove upon what we have now.

DR RACKOFF: Dr. Perry, one point to make
there is that that was in the pre-HAART era and
what happens now- and Dr. Krown can coment on
this if you want but | know we are short on
time--is that patients will go on HAART and Doxil .
Their disease will get better to the point where
they can be taken off the Doxil, and they do get
long-termrenissions, if you will, and continue to
be mai ntai ned on HAART, maybe getting Doxi
intermttently. Those were in the pre-HAART era
where, w thout control of their AIDS, they
sonetines died of AIDS KS. So, we have to bal ance
those two things.

DR MARTINO Dr. Eckhardt, |ast question?

DR. ECKHARDT: | just have a conmment. |
think one comment is that | don't think we can

necessarily have this continuing in a fugue state
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forever. | think what | would like to see is that
we at sone point don't have to go through hamering
again a set of criteria that would, you know,
specifically address when you run in a situation
where the supportive care baseline is changing;
where you have a narrow ng di sease indication; you
have difficulties with response assessnment. | do
think that we could derive a set of criteria that
could be followed in assessing these types of
appl i cations.

I think, secondly, you have to bal ance
what is unknown versus or against what actually is
known. What is the body of the data, and what is
the feasibility of actually satisfying that el enent
of the unknown? | think that you can't really | ook
purely at what is unknown and propose a randoni zed
study without really factoring in the other two
conponent s.

DR MARTINO That is the end of this
portion of the program | hope you have gotten
sonmet hing out of this, folks, but I will |eave that

to your own good judgnent. A ten-m nute break and
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I want us ready to go at 10: 30, please.

[Brief recess]

DR. MARTI NG Ladies and gentlenen, if you
woul d take your seats, please, | would like to get
started in a few nonents. The next application up
for discussion is fromLigand Pharmaceuticals. It
is the agent Ontak. Prior to the conpany's
presentation Mss Clifford will read the conflict
of interest statenent that pertains to this
appl i cation.

Conflict of Interest Statenent

MB. CLIFFORD: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee participants, it has been
determned that all interests in firnms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest at this neeting, with the follow ng
excepti ons.

In accordance with 18 USC Section
208(b)(3), a full waiver has been granted to Dr.

Steven George for being a nmenber of a conpetitor's
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data safety and nonitoring board on unrel ated
matters, for which he receives less than $10, 001
per year.

A copy of the waiver statement may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parkl awn Buil di ng.

In addition, Maria Rodriguez has been
recused fromparticipating in this portion of the
meeting. We would also like to note that Dr.
Antonio Gillo-Lopez is participating in this
nmeeting as the non-voting industry representative,
acting on behalf of regulated industry. Dr.
Gillo-Lopez is enployed by Neoplastic and
Aut oi nmune Di seases Research

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financial

interest, the participants are aware of the need to
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excl ude themsel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvement with
any firm whose products they may w sh to conment
upon.

DR. MARTI NG  Thank you. Dr. Negro-Vilar
wi Il now present for the pharnmaceutical conpany.

Ontak (denileukin diftitox)
Post - Approval Commitnents

DR NEGRO VI LAR.  Thank you, Dr. Martino.
| amglad to present to you today the information
we have on Ontak, denileukin diftitox, and our
post - approval conmm tnents.

We are joined today by Dr. JimL'Italien,
who is our vice president of regulatory affairs;

Dr. Zofia Dzi ewanowska, who is the vice president
of clinical research; Dr. Elyane Lonbardy, our
executive nedical director of clinical research and
she joined our conpany recently and is nowin

charge of the Ontak project; and Dr. Eric G oves,
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who is our vice president for project managenent,
also involved in the Ontak project. W also have
an expert advisor and clinical investigator, Dr.
Franci ne Foss. She is a professor of nedicine and
oncol ogy at Yale University and she has been
involved with the study of this drug fromthe very
begi nni ng and has continued to be invol ved
t hr oughout t oday.

The obj ectives of our presentation today
are to review with you very briefly the structure,
the mechani sm of action and the clinica
characteristics of denileukin diftitox or Ontak,
and for the sake of sinplicity, | amgoing to now
call it Ontak because | have probl ens pronouncing
the other two words together; also, to reviewthe
clinical basis for accel erated approval and key
devel opnment nil estones; and al so to describe to you
the outstanding clinical commtnment for fina
approval ; to show the progress that we have nade on
both protocols, the nmain one study L4389-11 which
was fornmerly, prior to 1999, described as 93-04-11

and then study L4389-14, a conpani on study which
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al so was prior to 1999 described as 93-04-14.
Finally, we were requested also to describe to you
briefly the difficulties we encountered in
conducting these trials.

Ontak is a fusion protein. 1t conbines
two parts of nolecules. One is an IL-2 nolecule
and, as such, it targets the binding domain of the
IL-2 receptor. Then, the catalytic and cytotoxic
unit of the diphtheria toxin also has an
internalization conponent. The protein then
targets IL-2 receptor containing cells primarily
and then, once the nolecule is internalized, as
will show you on the next slide, it exerts its
action to induce apoptosis and cell death.

The target for this treatnent is cells
that contain the IL-2 receptor, particularly
| eukem ¢ and | ynphorma cells of T- and B-cel
origin, including cutaneous T-cell |ynphoma. Many
of these have been described to constitutively
express one or more subunits of the IL-2 receptor.

Just briefly describing the receptor

itself, it contains three subunits, alpha, beta and
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gamma which are also commonly described, in the

case of al pha as CD25; in the case of beta as
CD122; and in the case of gamm as CD132. The

gamma i s comon to several other interleukin

receptors. The alpha is specific, as well as the

beta, for this receptor. Wen you have beta/ ganma

you have what we call an internmediate affinity

receptor which is quite sensitive to the drug.

When you have all three subunits, al pha, beta and

gamma, you have a high affinity receptor which
potentially is even nore sensitive to the drug.

Once the drug gets into circulation,

bi nds to the binding donmain of the receptor, is

internalized and then in an acidi ¢c environnment

there is cleavage of the protein. The cytotoxic

portion of the toxin is released and that inhibits

protei n synthesis and i nduces apoptosis or cel

death. The clinical characteristics of Ontak are

that it is indicated for the treatnent of patients

with persistent or recurrent CD25-positive
cut aneous T-cell |ynphoma. The drug has an

acceptabl e safety profile and one of the
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characteristics is that it induces minimal
myel osuppr essi on

To update you on the process of
accel erated approval, we received approval in
February, 1999 on an accelerated basis with data in
CTCL patients fromtwo clinical studies. The first
one was a Phase 1/2 study, 92-04-01, which showed a
response rate in a subset of patients that had CTCL
of 37 percent. The second study was a pivotal
Phase 3 randoni zed, doubl e-blind, two-arm study
| ooki ng at two doses of Ontak, 9 ntg/kg versus 18
ncg/ kg. That was fornerly known, as | told you,
as 93-04-10. That showed an overall response rate
of 30 percent.

As part of the commitnents after the
accel erated approval, the nmain conmitnment was to
complete a three-arm blinded, placebo-controlled
study conparing the two doses of Ontak, 9 ntg/kg
and 18 ntg/kg, in CTCL patients together with a
pl acebo arm That is what | w Il describe from now
on as 4389-11 or sinply study 11 with a fina
target, as | will show you later, of 195 patients.

In addition, we have a conpani on study
whi ch required the conpletion of an open-| abel

study using the higher dose of Ontak, 18 ntg/kg
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also in CTCL patients and the target for this
study, study 14, was 86 patients. As | described,
it was a conpanion study to 11 and incl udes
essentially patients fromthree distinct subgroups,
the CD25-negative patients, with a target of 29
patients; then placebo crossover patients from
study 11, and | will describe the details in a
m nute; and then re-treatnent of patients who had
been treated in three prior trials, prior to 1999
After 1999, that particular group was not fornally
i ncl uded.

The study design has patient selection and
randomi zation schema. Across the sites that | am
going to describe to you in a mnute, we | ooked at
patients with CTCL that are stage la to IIl, that
have had three or |ess prior therapies and those
that were CD25-positive got random zed in study 11
into the three groups that | described before, the

two doses of Ontak 9 ntg/kg and 18 ntg/ kg and the
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pl acebo group.

Those that were CD25-negative can be
random zed in study 14, the conpani on study, but
al so there are two other groups. For the placebo
patients that were in study 11, at the end of eight
cycles of treatnment or if they progressed while
treatnment, the physician and the patient had the
potential to break the blind for that particul ar
pati ent and then random ze the patient into study
14 and offer themthe possibility of treatnent.
Finally, prior to 1999, there were patients entered
here that were retreated after being previously
treated in other studies.

For the study 11 design | have already
described the three groups. The treatnents are
given as five daily doses every 21 days. Tunor
burden is assessed at baseline and day 1 of each
course or after course 1 for 1-8 courses. O
course, the primary endpoint is the response rate.

When the accel erated approval had been
obtai ned, the study originally was assigned to

random ze a total of 120 patients on 1:1:1 basis,
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40 patients per group. In discussions we had at
the time with the FDA, anticipating that there
woul d be sone problens with accruing patients to a
pl acebo trial once the drug was out on the narket,
the random zati on schedul e was changed to a fina
randomi zation of 1:2:2 to maintain the nunber of
pl acebo patients the sane but increase the chance
of patients to get into an active arm whether it
was 9 ncg or 18 ntg. That resulted in a total
nunber of 195 patients. The nunber of 40 or 39
patients was derived froma statistica
perspective, assum ng that placebo patients may
have up to 10 percent response rate and, in that
case, we wanted to have enough power in the study
to distinguish a difference between the placebo
group and the active arm groups.

Briefly, in terms of the chall enges we
have encountered in conducting this study, of
course, the first one is the small popul ation size.
As you know, SEER dat abase suggests or indicates
that the annual incidence of this disease is about

4 per mllion or about 2.2 percent of the | ynphoma
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patients. And, there are about 11,000 new U. S.
cases per year. | think nore or less the same
i nci dence appears to be true in other regions of
the world. That is inportant because, as | will
show you, we have noved to do studies
internationally as well. Another issue is that
there are few clinical research centers in each
country that see a significant nunber of patients
that are appropriate for this study and have the
characteristics that are required by the trial

The inpact of the placebo armin a
synptomatic patient population is very inportant,
particularly once you have not only this drug but
drugs on the market that can be used for the
treatnment of these patients, as well as the inpact
of a number of prior therapies on eligibility.
These are all factors that have contributed to make
the accrual for this trial challenging.

Since 1999, we initiated a large effort to
open additional sites to conduct this. | have to
rem nd you that we had 20 sites conducting this

trial prior to approval. Mst of the sites closed
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during the review process and we were able to
reopen three of themlater on. Since 1999, we have
eval uated and started the process of activation of
90 sites worldwide. O those, 38 were actually
opened and started accruing patients. Currently we
have 25 active sites. The difference between these
two reflects the fact that periodically we | ose
some sites and we have to continue to replace them
to maintain about that nunber of sites, which is
what we think is the mninmumrequirenment to have a
reasonabl e accrual rate.

Patient enrollnent for CTCL studies prior
to approval --1 nentioned the two studies, one that
was Phase 1/2 that included 35 patients, and then
the pivotal Phase 3 trial that included 71
patients. To put into perspective what we have
done so far, study 11 has so far accrued 137
patients. The conpani on study, 14, has accrued 90
patients. So, between the two we have 227
patients, which is several times |arger than the
popul ation we had treated or studied prior to
appr oval

To put it into further perspective, the
prospective clinical trial conducted for CTCL was

an NCI study by Kaye and others that was published
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a few years ago. That study was at the tine the
| argest one conducted, with 103 patients in CICL
That study took eight and a half years to accrue.

The other difference with ours it included
patients--there was no placebo arm There were two
active arns, and included patients across a
spect rum of CTCL regardl ess of the CD25 or
seronegative, and al so included patients in al
stages of the disease

I wanted to sunmmarize for you, when we
re-initiated activities after the accel erated
approval we opened sites in the U S. and then we
went outside the U S. because we realized that it
was going to be very difficult to maintain active
sites inthe US  So, we went to Canada and opened
two sites there; in U K we opened two sites; in
Germany and Australia. W also tried to open sites
in France and we actually had six sites and went

through the process of review and | ocal review
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approval but then the mnistry of health in the
country did not approve a trial that included a
pl acebo arm for oncol ogy patients. So, that one,
unfortunately, we lost. W ended the year then
with 12 active sites. W enrolled nine patients
that year and that increased the nunber of patients
to 82. W had 73 at the tine we re-initiated the
trial.

Then to go fast forward to 2003, by then,
as you can see here, we had a nunber of additiona
sites that we opened in Canada. W had one site
remaining in the US W had additional sites in
the U K and the Netherlands. In Austria we opened
two sites that year; Germany. In Poland we opened
five sites. W had five sites open and opened one
more, in Russia five and one in Australia. At that
time we started collecting screening information as
well so we screened 48 patients, of which 16
entered into study 11 and that increased the tota
nunber of patients in the trial to 114.

In 2004 we continued with the distribution

of patients with little variation around the worl d.
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However, we had a nmjor setback. W had identified
16 sites in Brazil and Argentina that went through
the process. W had an investigator neeting in
Brazil in Novenber of 2004. Fourteen of the 16
sites received | RB approval but then, again, both
the ministries of health of Argentina and Brazi
rejected the trial because of the placebo arm even
t hough we provi ded assurances (a), that we had a
conpanion trial to which the patients could rotate
and (b), that we would provide drug to patients
throughout the life of the patient if that was
needed to increase their interest. So, we ended
the year with 23 sites. That year we screened 70
patients, 14 of which enrolled in this trial and
i ncreased the nunber to 128.

Finally, to give you an update of where we
are today through the end of Cctober, again, the
distribution has remained relatively the sane,
except that we don't have any sites in the U S any
|l onger. We have in Canada. W have one site in
Switzerland. It took about two and a half years to

get that site open. W finally did that. W added
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two nore sites in Australia. Now we again have a
total of 25 sites. Thirty-one patients have been
screened so far this year and ni ne have been
enrolled, leaving the total now around 137

Just to give you an idea, since 2003, in
the last alnost three years, we screened 150
patients; 39 of those entered study 11; 31 entered
study 14. About 25 percent of the patients that we
screened entered the trial. Renenber, they had to
meet first CD25-positive or negative in one case;
second, then the nunber of prior therapies, etc.
Just to put it in perspective, in our pivotal tria
we entered 26 percent of the patients that we
screened in Phase 3. So, | think the efforts are
consistent and | think we are naking sone progress.

In terms of study 14, essentially the
enrol I nent goals of the study have been net. W
had a target of 86 patients. W have enrolled
al ready 90 patients. W have a target for
CD25- negative patients of 29. Currently we have
32. In addition, we have another 58 patients that

are CD25-positive. So, that provides two distinct
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subgroups contributing inportant additiona
information. The first is the patients that have
been in placebo treatnent in study 11 and they
either responded in eight cycles or progressed and
moved into study and those are 31. By the way, 31
is now getting nuch closer to the 39 target that we
have. W don't know that all the patients will
enroll into the study but at |east we know that 31
have. Then, re-treatnent after relapse of those
patients that were treed until 1999, we have 27
patients.

In summary, | think with our intensive
efforts in study 11 we have total accrual to date
of 137 patients. That gives you an average
enrol I ment of about 12 patients per year, or about
hal f a patient per site per year

In study 14 we net the enrol |l nent goal of
86 targeted and 90 enrolled, and the study continue
to accrue. It will remain open because it offers
the patients in study 11, the placebo patients, the
t herapeutic option of receiving Ontak after
progr essi on.

In terms of finalizing our next steps, we
would Iike to open a dialogue with the FDA in the

future to discuss strategies to satisfy the
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requi renents of our post-approval conmitnents,
including the possibility of achieving earlier
study closure followi ng an eval uation of tota
patient accrual fromboth the 4380-11 study and the
4389-14 study. Thank you very rmnuch.

ODAC Di scussi on

DR. MARTI NGO  Thank you, doctor. So, aml
correct in estimating that if you continue at the
present rate it is going to take you at | east
anot her four or five years to reach that magic
nunber for trial 117

DR NEGRO-VILAR: That is correct. W
think that the nunber of 12 patients per year is
pretty solid. Wth our best efforts, it has been
pretty consistent. On the other hand, as | showed
you, | think we are pretty close, or we nmay be
close to getting the nunmber of placebo patients we
need. Again, | remnd you that the reason for

expandi ng the nunber of patients was to nake sure
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that we had at |east that nunber to provide the
potential to have up to 10 percent response in the
pl acebo group. By the way, | have to rem nd you
that there is no data on placebo responses in this
pati ent population that is reliable or that has
even been docunented. That is an inportant
observation as well that will give us a chance to
maybe do an evaluation, plus additional information
that we are going to collect fromstudy 14 which
think will be conplenentary as well.

DR. MARTI NG  Thank you. At this point
want to remind the commttee what our goal is right
now. There are two questions that apply to this
application which is for ongoing trials, has
accrual been satisfactory? |If not, what strategies
can you suggest to the conpany for planned trials,
if you think there are such? Have changi ng
circunstance inpeded conduct of trials? If so, are
there alternative trials to suggest?

So, again, | will rem nd you that there is
no voting on whether these are good or bad drugs.

That is not the issue today. The issue has to do
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with the design of the trials. Can the required
nunber be nmet? |If not, what advice can we give
both to the conpany and to the FDA on these issues?
So, please, keep in mind what our real objective is
here. Wth that, | will open this either to
questions or discussion. Yes, ma' an?

M5. MAYER | have a question based on the
chal | enges encountered slide; | believe it is slide
nunmber 12. The last itemthere has to do with the
i npact of nunber of prior therapies on eligibility.
I am wondering if you have | ooked at expandi ng the
eligibility criteria as a way of expandi ng
recruitnment for the trial

DR. NEGRO VI LAR:  Very well. Let ne first
show a slide that we have that | think will help
you understand this. This will be nunber one in
the backup or nunber 28.

If you look at all the stages of the
di sease, we have in the early stages of the disease
the preval ent topical therapies that apply here,
and they are listed there including another drug

that we have which is both topical and oral for the
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treatnment of this disease. Fromthere, you nove to
oral and parenteral therapies which are usually
applied in a crescendo, first on an oral basis, and
then you nove to Ontak or conbi nati on chenot her apy,
etc.

The trial does not include patients in
stage IV. So, those are ineligible for this study.
So, we are left with lato Illl, whichis still a
reasonabl e popul ati on. However, we al so have
patients that receive topical therapies which are
typical particularly in the early stages and if
they receive nore than three then, of course, they
are not qualified for this. At the same tine, we
have the combi ned i ssue of different nunber of
t her api es.

You know, | think in retrospect one could
| ook at this and say, with hindsight, many years
ago we probably could have allowed a | arger nunber
of therapies to be received, or make a
differentiati on between topical versus oral, etc.
However, at the stage we are in right now, where we

are close to the end, | think it would be alittle
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conplicated to start changing the criteria because
that would create a different pattern of
statistical evaluation analyses that we m ght have
to do. So, | hope that answers your question

DR. MARTING Dr. Eckhardt?

DR ECKHARDT: | guess |ooking at these
questions, you know, it |ooks |ike the accrual has
been satisfactory and certainly the strategies. It
seens to ne that the patient screen fail rate has
been fairly consistent, and you know the reasons
for that.

But | have a question and naybe, Steve,
you can address this. That is, what you brought up
with regards to |looking early at the data in this
random zed study. | didn't actually see what your
statistics are, but the question is whether or not
if you were then to pool both of the two different
doses versus placebo group you woul d have any
statistical confidence for the endpoints.

DR. NEGRO VI LAR: Well, that is always a
possibility. Again, this is one of the things we

want to come back and discuss with the agency in
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terns of a statistical plan and how we are going to
evaluate this. W already have a statistical plan
in place but | think we need to recognize that
quite sone tinme has gone by and we nmay need to
tighten a fewthings in the plan as well. That may
i nclude al so | ooking separately at the two doses.
Renenber, there are two conponents. One is the
efficacy and the other one is the safety, to | ook
at both things. Again, for all | know, we nay have
enough patients in each of the groups to have
enough power to cal cul ate those differences. But
if not, | think a potential approach is to conbine
the two doses and certainly have a better
comparator with the placebo arm

I want to remind you again that in the
case of the placebo we have those patients that
have been denonstrated not to receive any favorable
outcone of the treatnment or, in many cases, they
may have progressed while on placebo. Then we have
the other side of the coin, which is to treat them
inthis case with a high dose. So, that gives

anot her conparator. | think it is very valuable to
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say, okay, this patient did not do well on placebo,
and then we put themon treatment, and what
happens? | think that is an inmportant conponent as
wel | .

DR. MARTINO Dr. Ceorge?

DR CEORGE: | had a question related to
this. |Is there a monitoring plan for this study?
Is there a monitoring committee?

DR. NEGRO VI LAR. The protocol calls for a
data evaluation conmittee to do the analysis of al
the responses.

DR CEORGE: |Is there a formal plan,
statistical plan for nonitoring?

DR. NEGRO VILAR: There is a statistica
plan. Essentially, it basically says that for
efficacy evaluation the patients have had to have
compl eted the prescribed nunber of cycles of
treatnment, and at least two-thirds of the patients
wi Il have had to have up to six nonths of
eval uati on.

DR GEORGE: Just to be clear, there is a
plan to do sone kind of analysis of those.

DR. NEGRO VI LAR:  VWhat we would Iike, as
said earlier, is to cone back with a proposed pl an

to the FDA and discuss the statistical plan and
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anal yses in detail, get agreement on that and then
nove on.

DR CEORGE: Again to be clear, no one has
done this analysis yet?

DR. NEGRO VI LAR:  No.

DR CEORGE: So, you are talking about
potential design changes in the absence of
know edge.

DR. NEGRO-VILAR: In the case of protocol
11, it is a blinded study so, obviously yes, you
can do that. Study 14 is an open-label study so
that is why we know how nany patients we have and,
of course, at any point in tinme we can | ook at what
ki nd of responses or activity we have there. But
that is not the case for study 11.

DR. MARTINOG. Dr. Perry?

DR. PERRY: Did | observe correctly that
there are no U.S. sites participating at the
current tine?

DR. NEGRO VI LAR: At the current tinme,
that is correct. | think the | ast one was open
t hrough 2003.

DR. PERRY: And the reason for that?

DR NEGRO VILAR  The reason for that--|

will give you nmy answer and then | will let Dr.
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Foss, who | think had the last open site in this
trial, answer. | think it is the availability of
the drug and the difficulty in putting patients on
a pl acebo-controlled trial. Dr. Foss may want to
el aborate on that because it is not just the
pl acebo, but there are sone conponents of how that
i s eval uat ed.

DR. FCSS: Right, | actually was the |ast
siteinthe US to finally close dowm after a
coupl e of years of not being able to convince
patients to go on this trial. W had this trial
open when the registration study was open. At that
time we could put a nunmber of patients on because,
again, the goal was to try to address a group of
patients who had had fewer prior therapies, who

weren't as refractory. Once the drug becane

file:///C)/dummy/11080DAC.TXT (144 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

145
available, it becane the practice in the CICL
treating conmunity to use this drug, even use it
earlier on for patients who had nore advanced
di sease. So, it becane very difficult to convince
a patient to go on this trial

Al so, you have to renenber that all of
these patients are synptomatic. That is why they
have a coupl e of topical therapies or other
treatnments before they even get to the oncologist's
office. So, it is very difficult to have a patient
sitting in front of you who is synptomatic and, by
and | arge, nost of these people are functional and
they work, etc., and tell themthat you are
potentially going to offer thema therapy that is
ineffective that they have to be random zed to.

So, that has been a very, very difficult hurdle to
overcone. | think that is really the reason why we
were unable to put patients on this after approval

DR. PERRY: Thank you

DR. MARTING  That actually brings up the
issue with all of these events, which is the very

fact that a drug has been approved then becones a
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critical problemin being able to conplete and get
any other information. So, you know, we can all
keep danci ng around the problens of individua
drugs and conpani es but there are sonme basic thenes
that we all sort of know about. As nmuch as | |ove
sitting here and going through these individua
drugs--and | do love it obviously--you know, it
strikes me that unless we deal with the underlying
i ssues at sone point nothing is going to change.
Yes?

DR. KEEGAN: | just want to take a minute
and sort of put in perspective the reason why we
have a placebo control on here. The issue is both
to get a better handle on the response rate in a
di sease where response is sonetines a little bit
confounded by sone of the waxing and wani ng of the
cut aneous mani festations, but also to get a better
sense of the clinical synptomatic benefits in a
pl acebo-controlled trial where we could really [not
at m crophone; inaudible]...of the active drug.

The third reason is because of the toxicity

associ ated with the drug. W sort of went through
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that kind of quickly, but the drug does affect al
T-cells, both normal and malignant, that bear the
IL-2 internediate and high affinity receptor. So,
it carries the potential for infectious
complications and that is very difficult to tease
out in this population. It is associated with
i nfusi onal toxicities which have been fatal, and
with capillary | eak syndrome associated with the
toxin portion.

So, for all of those reasons, we felt it
was very inmportant to have a placebo armto put the
drug in context and to deal with one of the aspects
of the accelerated approval, which is, is the
short-term benefit bal anced by the | ong-term
outcones? And, we didn't really feel there was a
better way to do that. So, we asked that the study
be conducted in a popul ation where it would not be
totally unreasonable to delay therapy in the
pl acebo armwith the idea that they would all be
of fered active drug upon progression

DR MARTING Well, | don't think any of

us woul d argue with you on the value of placebo.
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That is, you know, well founded scientifically and
we all appreciate that. The issue is that we
create our own problenms and unless we figure out
how to get around the fact that we create the
problem-and | think that has to do with the actua
desi gn of what we accept as accel erated approva
| evel of information--nothing is going to change.
Dr. Pazdur?

DR PAZDUR. | feel your pain!

[ Laught er]

The issue here is--and | think we
addressed this in our previous neetings, and |
think one has to reflect that these are early
exanpl es of accel erated approval. GCkay? W are
tal king about a | earning process here. W did in
our last neeting al so address sone issues that |
think are inportant that we reiterate here.

Nunber one, we nmade a big enphasis that we
| ook at these accel erated approvals as part of a
compr ehensi ve drug devel oprment pl an; that the
sponsor shoul d--we woul d | ook favorably, we want

themto have ongoing trials prior to the
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accel erated approval of a drug. W understand
fully that once a drug is approved here, in the
United States, it is going to be very, very
difficult to do that trial in the exact sane

i ndi cation. So, | enphasized in our |ast meeting
to pl ease have these trials ongoing. Fortunately,
many conpani es have heard us and they have
initiated ongoing trials before they bring they
applications to the agency.

The other alternative that we have is to
exam ne the drug in an earlier stage of disease.
That is frequently done with many of the
accel erated approvals. The initial approval for
CPT-11 irinotecan was in a 5FU refractory
popul ati on, and subsequent studies have shown
benefit in earlier stage of diseases.

So, there are ways around it but | think
you have hit on a key issue here. This requires
sonme forward thinking. You coul d have the trial
ongoi ng with significant accrual, with plans to
t hen suppl enent that accrual in geographic areas

where the drug is not available. That was done
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recently with the Vel cade study. O, you could
look at it in an earlier stage of disease. But
these are practical issues that sponsors have to be
awar e of .

Here, again, one of the reasons why we are
hol ding this entire ODAC session is to bring out
these exanpl es and give real -worl d exanpl es.

Silvana, we are stuck with past problens that we
have had and past agreenents that we have had and
past decisions, and it is very difficult sometines
to revisit those. But, in revisiting those, the
whol e issue here is to learn and to enphasi ze these
i ssues.

DR. MARTINO. CGo ahead

DR KEEGAN: You know, | do think that the
one additional point is that we did go into an
earlier stage of disease and we did have the tria
accruing so | think the only thing that wasn't done
is that actually sites were not on line prior to
approval. AmI right? Yes. The entire study was
bei ng conducted in the U S. So, | guess really the

only other | esson that applies that the conpany did
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not take was to have actual U.S. sites open prior
to approval because as soon as it was approved al
the U S. sites dropped out.

DR MARTINO Dr. Kel sen?

DR. KELSEN: | think actually this |ast
di scussi on was addressing what | was going to say,
but just to reinforce it, on the previous
application one of the questions | asked was
regarding non-U. S. sites and just to clarify this,
because the sponsor nade a comment that | was
struck by and I think the policy--1 guess the right
word is policy--is that the agency and sponsor
woul d be encouraged to performethical trials,
trials that would be perfornmed in the United
States, both in the United States and outside the
United States particularly to address this issue of
drug availability in very rare diseases. This
di sease has about the same incidence as the
application we heard just a couple of seconds ago,
but sponsor chose to pursue extra U S. sites, and
is vigorously pursuing that as | look at it, and is

abl e to address the issue. So, you encourage
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sponsor to think about extra U S. sites where data
that is reliable can be obtained to nore
expedi tiously answer these questions.

DR PAZDUR  Yes, and in situations that
have been successful there are two problens. It is
not just the initiation of the trial; it is
adequate accrual to that trial prior to any
regul atory decision. | amnot tal king about just
getting it past an IRB, | amtalking about actua
enroll nent on a confirmatory trial and then plans
being made. Since this is a conprehensive drug
devel opment plan, we have asked the sponsor when we
approve this drug what is the plan for naintaining
enrollnment on trials, and | think that needs to be
explicitly brought forth to the sponsor, or those
questions need to be rai sed because this is
obviously a serious obligation. They can't have
the accrual plumet at the tine of approval and
then be stuck in this very nebul ous area about
where they are going to go with the trial

DR KELSEN. Could you give us a feel for

recent accel erated approval s? Do you have a fee
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for how often the devel opnment plan considers the
dropping enrollment within the United States and
begins to look to either a partner in EMEA or a
partner in some other part of the world, just rough
nunber s?

DR PAZDUR | don't have a nunber at
hand, but this is a discussion that we have with
all sponsors at the tine of approval, especially
for ongoing trials where we do consider that there
woul d be dramatic curtail ment or drop in accrual,
what effect would the approval have on accrual in
the United States. Here, again, that was one of ny
concerns, and | nmentioned it in nmy opening
comrents. As the EU goes to a conditional approva
system we have been counting usually on the
accrual to be caught up by sone of the European
sites and to expand enrol I ment in European sites.
That nmay or may not be a possibility, depending on
what new regul atory mechani sns are available in
those countri es.

DR MARTINO Ms. Myer?

M5. MAYER  Dr. Pazdur just made one of nmny
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points. | guess ny concern is that there is sort
of a window of tine, it seens to ne, where overseas
sites may be a little slower to approve these drugs
where conpani es m ght be able to test themin
random zed trials in that popul ation, and | wonder
if that will always be the case. That is just one
quest i on.

But it strikes ne that Ontak is an exanple
of a drug that is a targeted therapy for a patient
popul ation sel ected by a bionarker, and | think we
have seen sonme recent exanpl es of drugs devel oped
that work in a rather small part of the popul ation
for which biomarkers have not been devel oped and,
as a breast cancer advocate, | ama great fan,
since we have drugs that work as targeted therapies
with Herceptin and the hormonal treatnents, of drug
devel opment going in this direction

But it strikes ne, |ooking at this
exanpl e, that as the defined groups get smaller and
smal l er who are available for trial enrollnment this
is likely to becone an increasingly |arge problem

I think as we | ook at drugs for accel erated
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approval we really need to anticipate this issue in
realistically predicting whether or not trials can
be carried through to conpletion

DR. MARTING Dr. Eckhardt?

DR. ECKHARDT: Actually, | have a
question. |If you were to go back and ask, based
upon the accrual that seens to have been pretty
consi stent fromyear to year, know ng going forward
that this was clearly al nbst a ten-year process of
essentially satisfying this requirenent--and
think that is sonething that we are going to have
to think about. | mean, is that really reasonabl e
when you have a popul ation that you know steadily
accrues at so nmany patients per year whether or not
it is really reasonable to think of a ten-year
period for essentially satisfying those
requirenents

My concern is that over tine paradigns
shift with regard to therapy and nany other issues
with regards to regulatory issues and ability to
continue to accrue those patients. So, it al nost

seens |ike you need an earlier assessnment of
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exactly what is the tineline and whether or not
that is reasonabl e.

DR MARTING  Yes, doctor?

DR. PRZEPI ORKA: The question | have is
regardi ng the comment regarding redesigning a
statistical analysis plan. It is very clear from
trying to get sites on board that the problem may
not be at the level of the patient inmediately as
opposed to the mnister of health and the issue
with the placebo. Wuld the agency accept a
statistical analysis plan, since nmy understanding
is that this trial was designed with a relatively
| arge nunber of placebo patients specifically to
excl ude spontaneous regression at 10 percent, to
pool placebo arns from several studies that are
going to be given to the agency so that you can
m nimze the nunber of patients treated with
pl acebo and so that you don't have to worry about
unet hi cal studi es being accrued to?

DR. KEEGAN: W would certainly be
interested in discussing what the proposal is.

will say, and | don't knowif it was as a
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consequence, but certainly about the tinme we |ast
visited this issue we, in fact, had just undergone
a reassessnent of the trial design and changed the
allocation to the different treatment armns, which
was a sonewhat tricky issue to do. W can
certainly revisit it, but it will not be a
particularly easy thing to do, and it will require
some time for evaluation of that proposal

DR PRZEPI ORKA: But ny question perhaps
is not so nuch specific to this trial as opposed to
any other trial that may be coming up. |If one is
forced to use a placebo arm are there ways that
you can mninize the nunber of patients on placebo
if the Nis there just to make sure that it is not
greater than 10 percent spontaneous renission?

DR, KEEGAN. | would say that really
wasn't the only reason. That is why | nentioned
three. Toxicity is also an issue. The kind of
data coll ected across studies nay vary. So, you
know, the patients enrolled may vary. Making
conparisons, therefore, is alittle bit difficult.

But, you know, | suppose we coul d al ways reconsi der
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the ways to use data from various sources

DR. MARTI NG | need to understand this a

little bit nore and | think the question is going

to Dr. Pazdur. Once you have given accel erated

approval, the conmpany then is able to brand their

drug for that particular indication and it then

becones public property. Physicians can use it as

they deem appropriate. Once you give sonething

full approval the sane thing has happened. So,

froma conpany's perspective, what do you view as

the advantage to actually having full approval ?
Does it actually make a real difference to thenf

What can they do that they cannot do otherw se?

DR. PAZDUR: Well, that you are going to

have to ask the conpani es what their opinion is.

DR MARTINO Actually, | would Iike yours

first.

DR PAZDUR. And | will give it to you.

Obviously, there are advertising restrictions that

they don't have to clear. They are not required

obviously to do a confirmatory trial. W have

several types of post-narketing commitments. The
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nmost stringent, as far as adhering to and having
some regul atory power to take a drug off the market
woul d be with accel erated approval. GCkay? But for
the vast mpjority of patients that are using it and
prescribing physicians, | don't think that there is
a mpjor distinction between those. Do you have
sonet hing you want to add?

DR. DAGHER: Just a minor point maybe, but
with the guidance that | described on the updated
t hi nki ng of what we consi der avail abl e therapy,
anot her obvi ous advantage is that to pursue a
regul ar approval strategy you no | onger are having
this uncertainty about if you conme for filing and
there are other drugs that have becone avail abl e,
that that is going to influence the agency's
ability or interpretation of what is available
therapy. In the United States we don't have
necessarily a specific conparator standard as |ong
as the trial, let's say a randonized trial, has an
appropriate conparator. So, that is the other kind
of additional thing at this point. | would be
interested in what the sponsors say about that.

DR. PAZDUR: But the point here is that an
accel erated approval is an approval.

DR. MARTINOG That is the point | am sort

file:///C)/dummy/11080DAC.TXT (159 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

160
of getting at here. Now | would like the conpany's
answer to that question. What is different for you
if you have full approval versus accel erated
approval ? And, | also want you to consider mny
question fromthe point of view of dollars and
cents because | think that is the bottomline.

DR NEGRO-VILAR Well, there are two
components to that question. | will try to address
one and then | will ask ny colleague to tal k about
that. | think that you obviously want to nove as
qui ckly as possible to have full approval. | nean,
this is like renting with a lease that is going to
expire in a period of time or owning the property.
Al so, the way the studies usually are designed, we
agree that they are going to provide additiona
useful information. You want to have the ability
to nake those clains. You want to be able to say,
hey, we looked at this; we |ooked at that. At the

end of the day, if we have CD25-negative
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activity--and | think there is a possibility where
we see that--we would like to be able to rmake that
claim |If we have differences between the safety
of the dose that gives you the best responses not
different than one that gives you | ess response, we
want to be able to nmake those clainms too. So, the
qui cker you get there, the better off you are
because now you can nove into the nore appropriate
way to tal k about these.

Cost-wise, | have to tell you that on a
per patient basis these are the nost expensive
trials that we ever run because we have to keep
sites open; we have to keep nonitoring groups and
CRGCs, etc. VWhether it is for half a patient every
year or for 100 patients a year, you still have to
have those open. You want to get that done and
move on fromthere

So, | think the conpelling reason is to
move there. | agree that these are approval s and
we perceive themthat way, but if we can get to the
full approval status |I think that is what we woul d
all like to do.

DR. MARTINOG | guess what | am struggling
with inny mindis, is there a serious price tag to

a conpany when you only have accel erated approva
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status? |Is that really a di sadvantage to you?

DR L'ITALIEN: | would Iike to conment.
My nane is JimL' Italien. | head the regulatory
affairs group at Ligand. Really the data | think
is inportant to us fromtwo perspectives. One is
that it does actually facilitate our ability to
market in the U S. because we have a much different
process that we go through in terns of preparing
any marketing materials. |In the accelerated
approval situation, it requires prior approval for
all marketing aids by the agency. So, we have to
go to back and get the prior approval. That can be
j uxtaposed to for a full approval product where a
company is able to seek that advice if they w sh
it, but nore routinely the conpany prepares
marketing materials which are then able to be
submitted to the agency simultaneous with their
use. It really does facilitate the preparation of
the marketing materials. So, that is one.

Anot her aspect of this particular case of
Ontak is that these additional trials that we are
conducting are also going to formthe basis for us
to seek approval in other major geographies, such
as Europe. 1In that case, if we consider that the

U S. market and the European market are possibly
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the sane size, it actually represents a doubling of
our market potential. So, we have had that in mnd
and that has al so been one of the key notivators
for us to try to accrue and conplete these trials.

DR. MARTI NG  Thank you. | need to
di scuss this further at sone other point. At any
rate, | will drop it for right now W need to go
on at this point. Thank you, all

The next presentation is the drug Mylotarg
and we need a few nonments to set up the
audi ovisual. While we are doing that, Mss
Clifford will read the conflict of interest
statement that relates to this agent, please.

Conflict of Interest Statenent
MB. CLIFFORD: The foll owi ng announcenent

addresses the issue of conflict of interest and is
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made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee participants, it has been
determined that all interests in firms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest at this neeting, with the foll ow ng
exceptions: Drs. Mchael Perry and Donna
Pr zepi orka have been recused fromparticipating in
this portion of the nmeeting. W would also like to
note that Dr. Antonio Gillo-Lopez is participating
in this neeting as the non-voting industry
representative, acting on behalf of regul ated
industry. Dr. Gillo-Lopez is enployed by
Neopl asti ¢ and Autoi mune Di seases Research

In the event that the discussions involve
any other products or firns not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

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

any current or previous financial involvenment with
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any firm whose products they may w sh to conment
upon.

DR MARTING Dr. Allen with present for
Wet h Pharmaceuti cal s.

M/l ot arg (gemt uzumab ozogoni ci n)

DR ALLEN. Good norning. M/ nanme is Lee
Allen and | amvice president for medical research
for oncol ogy at Weth Pharmaceuticals, and | have
responsibility for Weth's oncol ogy devel opnent
portfolio. | amjoined today by two nedica
col | eagues from Weth, Dr. Mark Shapiro from our
clinical research and devel opment group and Dr. Jay
Fei ngol d, from our nedical affairs group. In
addi tion, we have two of our collaborators fromthe
Sout hwest Oncol ogy Group, Dr. Fred Appel baum and
Dr. Steven Petersdorf, who are also attending this
meet i ng.

We appreciate this opportunity to update

you on the status of our post-approval commtnent
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for Mlotarg, and | will be discussing sone of the
chal  enges of the study and the interventions that
have been taken to address them W al so wel cone
your feedback and gui dance today on this ongoing
trial.

I would Iike to say at the outset that
Weth is fully committed to conpl eting our
obligation in a tinmely manner. As we prepared for
today's presentation, we felt it would provide the
nmost clarity to specifically address our progress
on Mylotarg's post-approval conmtment by review ng
our commtnent-related activities in two main
categories, the first being the period of tinme from
M/l otarg's approval to the tine the post-approva
conmitnent study was initiated; and the second, the
period since that time was initiated to the present
time.

Using this as a framework for our
di scussion, | will start off with a brief review of
Myl otarg's indication and then review our subpart H
clinical commtment. Next | will talk about the

preparatory activities that were required before
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the post-approval commitnent study coul d be
initiated, including the prerequisite pilot
conbi nation studi es and protocol devel opnent revi ew
and approval .

Then we will nove to a discussion of the
ongoi ng S0106 study, starting with a brief review
of the study design, and then | wll give you the
current status of that program We wll next
review the study chall enges that were identified in
our recent study progress assessnent and tal k about
our accrual action plan to ensure that this study
gets completed in a tinely manner. Then we wll
di scuss the opportunities we have to fulfill our
post -approval commtnent and finally I will wap up
wi th sone concl usi ons about the study and then open
it up for discussion and your feedback and
reconmmendat i ons.

M/l otarg received orphan drug status in
Novenber of 1999. Based on a robust conplete
response rate in Phase 2 studies, it then received
accel erated approval in May of 2005. Mlotarg is

indicated as a single agent for the treatnent of
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acute nyeloid leukemia in first relapse in patients
whose tunors are CD33-positive and who are 60 years
of age or older and are not candi dates for other
cyt ot oxi ¢ chenot her apy.

The focus of our post-approval commtnent,
and the reason we are here today, is to address
what is stated in our |abel and provide an update
on our controlled clinical trial with Mylotarg that
is designed to denonstrate clinical benefit.

The subpart H Phase 4 conmitnent for
Myl otarg targets a conbination study in first-line
therapy for newy diagnosed patients with AM..

This study also has the potential to broaden the
popul ati on whi ch could derive clinical benefit from
this agent. It described a random zed, controlled
study of Mylotarg wi th daunorubicin and cytarabine
ver sus daunorubicin and cytarabi ne al one as

i nduction therapy for patients with de novo AM.

As a prerequisite for this study, it was
necessary for us to perform pilot conbination
studies to define the appropriate dose and pati ent

popul ations for the random zed study, and to ensure
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that the toxicities observed with the conbination
were both tol erable and acceptabl e.

This chart summari zes the key tasks since
the approval of Mylotarg in May of 2000 and the
| ast ODAC review in March of 2003. This included
the inplenmentation and conpl eti on of the necessary
pil ot combi nati on studies and the devel opnent of
the S0106 protocol in collaboration with the
Sout hwest Oncol ogy Group and the FDA. Pl anning for
the conbi nation studies was started in advance of
the accel erated approval and the studies were
initiated three nonths after Mylotarg's approval
These studi es were conpl eted shortly after the ODAC
in 2003. This is showi ng you the span of those
pi | ot studies.

These pilot studies in de novo AML
patients denonstrated a robust conpl ete response
rate for Mylotarg in conbination of 43 percent in
ol der patients and 77 percent in younger patients.
It is inmportant to note that this 206 study, shown
here, served as the basis for the design of the

post - approval commitnent study. The safety profile
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in these conbination studies was simlar to
M/l otarg as a single agent.

In parallel with conducting these pil ot
conbi nati on studi es, discussions were ongoing
regardi ng the post-approval commtment study with
both the FDA and SWOG, and a protocol was subnmitted
to the FDA for special protocol assessnment in
Decenmber of 2002. A few weeks before the | ast ODAC
review in 2003, we received feedback fromthe FDA
on our special protocol assessnent. |n June, we
had a meeting with the FDA and SWOG to further
di scuss their feedback on this protocol.

Once we had agreenent on the study design
with the FDA and SWOG the protocol was then
submitted for the required review and approval by
NCI / CTEP as part of their adm nistrative process
for cooperative group protocols. Follow ng
i ncorporation of the feedback for CTEP, the final
protocol was subnmitted to the FDA i n Novenber of
2003. This triggered conpletion of contract
negoti ations with SWOG and the protocol first

becane available to study sites in May of 2004, at
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which tine I RB reviews and approval s were
initiated. The first subject was enrolled in the
study in August of 2004.

So, this conpletes the first part of our
review of the necessary preparatory activities that
were conpleted fromthe tinme of the approval of
M/lotarg to the tine of the initiation of the
post - approval comm tnent study. Now we will switch
our focus of attention to the S0106 study. | will
briefly review the design of this protocol and
summari ze progress since the first patient was
enrolled in August of 2004.

Study S0106 is a study of Mylotarg in
combi nation with standard cytotoxic chenot herapy.
It is designed to address two clinically inportant
gquestions. The first question specifically
addresses our subpart H post-approval conmtnent
and conpares the use of Mylotarg in conbination
with standard induction therapy to standard
i nduction therapy al one.

Because of strong investigator interest

and inportant unmet nedical need, this study was
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al so designed to answer a second inportant question
in post-consolidation, the potential role that
M/l otarg would have in patients in
post-consolidation therapy. To answer this second
question required that the study be expanded in
size from approxi mately 400 patients to nearly 700
patients which, in turn, increased the duration of
the study.

This slide shows the schema for this
protocol. Patients were random zed to one of the
two treatment arns, either standard induction
t herapy al one or standard induction therapy with
M/l otarg. Patients achieving a conplete response
then received three cycles of high dose Ara-C in
consolidation, and patients renmaining in renission
wer e random zed a second tinme to post-consolidation
therapy with Mylotarg or no therapy at all.

It is inportant to note that, as agreed
with the FDA, the durable conplete response rate
fromthe first part of the study, fromthe
i nduction phase of this study, could potentially

support registration and fulfillnent of our
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post -approval commitnent. This is sonething that |
will come back to later in this presentation. The
di sease-free survival endpoint fromthe

post - consol i dati on phase coul d support an
additional registration for Mylotarg as nai nt enance
t her apy.

Qur target enrollnment for both conponents
of the study was 684 patients. The projected
accrual rate is an average of 160 patients per year
whi ch was based on SWOG s prior experience in
enrollment in simlar studies. This would require
approximately four and a half to five years to
conplete enrollment in this study. |In addition,
patient followup was for three years.

In the planning of the study, planning was
made for several interimanalyses to evaluate both
safety and efficacy during the course of the study.
Two interimanal yses were planned during the
i nduction phase and three during the
post - consol i dati on phase.

In terms of the current status of this

study, as of the end of Cctober, we have 234
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centers with IRB approval. Now, 14 nonths after
enrol Il nment of the first patient, we have 57
patients enrolled in this protocol. Wat is
inportant to highlight is that 32 of these patients
were enrolled in the last six nmonths. Weth and
SWOG have had an ongoi ng di al ogue regarding this
study, and with the majority of the study sites now
open and this relatively slowrate of enrollment we
carefully reevaluated the study and assessed the
need for additional interventions.

Thi s assessment focused on two main
questions: are there any challenges with the drug
itself, or any challenges with the study design?
Feedback from di scussions with key SWOG
i nvestigators and thought | eaders supported that
M/l ot arg was consi dered a val uable drug in the
treatment of AM., and also that it had a safety
profile consistent with other chenot herapeutic
agents. So, there did not seemto be any mmjor
chal | enges here to study accrual and conpletion

As far as study design itself, the

f eedback we received here was that this study was
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still considered to answer clinically inportant and
rel evant questions, and that Mylotarg could
potentially address an inportant unmet nedi cal need
i f successful in this study.

The study's inclusion and excl usi on
criteria were considered to be appropriate and not
unduly restrictive or inpacting enrollnent. There
were three main enroll ment chall enges that were
identified. The first is the issue of enrolling a
relatively large study in an orphan di sease,
somet hi ng we have heard about earlier today as
well; that study sites were slower in getting their
| RB approval s and were taking longer to identify
and enroll patients on the study; then, lastly,
that many of the historically high enrolling study
sites had only recently been able to join the study
as they conpleted prior study conmtnments.

Based on this analysis, our accrual action
pl an to address these issues, in collaboration with
SWOG is to continue to drive high enrolling study
sites to conplete their IRB approval s over the next

few nonths, and we have a commtnent fromthe
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majority of those centers to do so

In addition, discussions with NCI Canada
are now reaching conpletion and sites are expected
to be initiated in Decenber and January with the
target of adding approxi mately 50 patients per year
to this study. Between the current SWOG enrol | nent
of six to eight patients per nonth and the addition
of the Canadian sites we will be nearing the rate
of enrollnent we need to conplete this study.

Weth will also be providing additiona
study site support for data management to SWOG to
facilitate the study and ensure data quality. W
will be working together with SWOG to increase
i nvestigator awareness and participation through
two nmechani sns. One, a quarterly SWOG newsl etter
that will highlight all ongoing | eukem a studies,
including this protocol; and, the second, through
the publication of the Mylotarg pilot conbination
studies. We will continue to actively nonitor
enrol Il ment with SWOG and rapi dly address emnergi ng
i ssues, and we plan to do another fornmal study at

re-assessnent in the second quarter of 2006 to
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assess the inpact of these current interventions on
study enrollment. At that point, we will again
make any necessary additional interventions.

In addition to these specific actions, we
have al so been di scussing other options with SWG
including the addition of other countries and
cooperative groups. Wiile there are severa
chal l enges to doing this, we have such di scussions
ongoing. We will consider the need for additiona
interventions if the expected inpact of the current
interventions is not realized.

Wth the majority of the study sites now
on board and the actions being inplenmented, we
expect that there will be a marked increase in the
rate of enrollnment into this study, and we have not
i dentified any insurnountable chall enges to study
compl eti on.

We recogni ze the inmportance of conpleting
our post-approval commitnent as rapidly as
possi bl e, and have | ooked for opportunities to do
so before the final data fromthe conpletion of

this S0106 study becone available. Based on our
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agreenent with the FDA in June of 2003, the durable
compl ete response rate endpoint fromthe induction
phase of this study could fulfill our commtnent,
and this would be achieved by a positive outcone
for Mylotarg at either of the currently planned
interimstudy anal yses for the induction phase,
targeted for the first quarter of '07 or the third
quarter of '08.

In addition, we have initiated discussions
with SWOG and the FDA on a proposal to anend the
current statistical analysis plan for this study,
to add anot her anal ysis of durable conplete
response rate on all the patients fromthe
i nduction phase. This proposal could potentially
accel erate the delivery of our post-approva
conmitnent by at |east two years

I n concl usion, through accel erated
approval we have been able to provide patients with
a valuable treatnment option for AM.. The
prerequisite pilot combination studies with
MW/l ot arg and chenot herapeuti c agents have been

conpl eted. The ongoi ng S0106 study i s show ng
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increase in its enrollnent rate, and will provide
answers to neani ngful clinical questions and has
the potential to expand this clinical benefit to a
broader patient population with unmet nedical need.

Weth and SWOG are actively partnering in
nmoni toring the progress of this study and
i npl ementing additional interventions to enhance
study accrual, and Weth will continue to respond
to study chal |l enges.

As | said at the beginning of this
presentation, Weth is conmitted to neeting its
post -approval commitnent in a tinely manner and is
diligently pursuing opportunities to fulfill it.
Wth that, | will stop at this point. Thank you
for your attention, and we wel cone your feedback
and gui dance to make this study successful. Thank
you.

ODAC Di scussi on

DR MARTINO Thank you, Dr. Allen. Can |
ask a question of the representatives of SWOG?

Your thoughts as to whether bringing on the NC of

Canada will, in fact, bring you up to where you
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need to be, or are you going to have to go beyond
that ?

DR APPELBAUM We are optimstic that it
shoul d bring us to where we need to be, but we wll
continue to explore other opportunities at the same
time.

There was a consi derabl e del ay between our
| ast up-front AM. study and the activation of this
one. It was over two years. There is no point in
pointing fingers at anyone but it was just hard to
get a study together that had to have approval of
SWOG, of CTEP, of the FDA and of Weth and to do
all the contractual arrangenents that were
required. It was quite a chore, but it was
acconpl i shed

But the result of having over two years
wi t hout an up-front AM. study was two-fold. Sone
of the centers decided, well, we could in the
interimstart other studies, industry-sponsored
studies. The other thing was that they got out of
the habit of entering patients onto AWML studies, or

had their data managers place them el sewhere. So,
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we were quite concerned when we activated the study
and saw that the accrual was | ow.

So, Steve Petersdorf and | have called
every one of the SWOG sites, and of the 20 top
accruers, 18 of themare absolutely conmitted to
doing the study, with two exceptions: Tul ane, which
has been difficult to talk to recently for obvious
reasons, and City of Hope, which is going to be
nmoving to their own independent study where they
will be transplanting everyone. But, otherw se,
every one of the SWOG sites was enthusiastic about
participating, but many of the high accruers hadn't
even put it through IRB until late in the year
So, now we should see all of them coning through.
In fact, over the last two nmonths we have been
accruing at about two patients per week, which
woul d be 100 patients per year which is sort of
what we expected. Wth that and the addition of
NCI Canada we should be up to about 150 patients a
year.

Unfortunately, because of the first year's

sl ow accrual, we probably won't be able to nake up
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for that unless we were to go beyond that. So, we
are continuing to l ook at other possibilities. W
have ongoi ng di scussions with Sweden right now.
Recent changes in the FDA policy may allow us to do
that without having to have assurances with each
separate hospital in Sweden. So, that may nake
that nore doable. W are also pursuing other
possibilities.

DR. MARTI NG  Questions or comrents from
the conmittee at this point? Yes, Dr. Cheson?
DR. CHESON: This study actually does not

suffer fromone of the nmajor problens that we see

today. In fact, this is a very good question, it
is a question that will remain a good question for
sonetine to cone, |like a nunber of the other trials

whi ch the conpani es have been suggested to do.

I think one of the biggest pushes you may
get is the publication of those data. Now, your
primary endpoi nt being durable conplete rem ssion,
readi ng the briefing packet suggested that you were
including not only CRs but this Weth endpoi nt of

CRp, which is not included in the internationa
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response criteria for AML published in 2003. So,
when you say durable CR in this study, which are
you referring to?

DR. APPELBAUM Really we are | ooking at
CRs, not CRp. W readily accept the fact that CRp,
which may or may not have inportance particularly
where rel apse patients may have quite a different
inmplication when it is used in first rem ssion
patients where, conceivably, it could interfere
with the ability to give subsequent chenot herapy.
So, we are |ooking at CRs.

DR ALLEN: Again, if you renenber the
data fromthe 206 study, the 77 percent was a CR
rate, not a CR conbination rate.

DR APPELBAUM Al so, while the 206 study
was very inmportant, there is also the other
publication, by Kell in Blood, where they had an 84
percent true CR rate when they added Mylotarg to 10
and 3. Their schedule was slightly different than
in the 206 study but, again, adding inpetus to the
reason to do the random zed study.

DR MARTINO Dr. Kelsen?

DR. KELSEN: 1In all three of the
applications this norning the issue of global sites

being part of the trials have conme out as sort of a

file:///C)/dummy/11080DAC.TXT (183 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

184
thene. So, | have a question and | guess it is for
the agency but maybe for the sponsor. It doesn't
apply to this particularly because there are so
many U S. sites. Do you have a policy, or have you
t hought about how you deal with a perception that
could arise in other parts of the world if there is
a study under way like the previous application
with no US sites--we can't do it here, or we
don't want to do it here, or it mght be perceived
as we don't think it is good for Americans but it
is going to be exported abroad so that foreign
people will participate in a trial? | notice that
several countries rejected participating in a study
if there was a placebo arm Do you have any
t hought s about how one woul d deal with that
perception? You would only allow an ethical study,
obviously, but it could be m s-perceived.

DR PAZDUR | think that is a difficult

question, you know, because it has to do with other
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peopl e' s percepti ons and how one woul d address

those. Here, again, as | stated before and as was
reiterated by one of the other conpanies, we would
have to have confidence that, you know, this would
be ethical to be done here before we would say that

the study could be done. Dealing with how ot her

peopl e perceive that is a difficult issue for

anyone to deal with because a perception is out of

one's contr ol

However, we do | ook at the data, and the
data shoul d represent, you know, the practice here

in the United States and those results and can be

extrapolated to U S. practices of nedicine, etc.
they are not just out there w thout any context.
So, the answer to your question is al nost

unanswer abl e, Dave.

DR. KELSEN: | think you actually have

given ne a hint of it though. M/ guess or ny

under st andi ng then woul d be that sponsor X says,

| ook, we can't do the study in the States; it is

just not going to be done here; the drug is

approved here--this actually only applies to
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accel erated approval because only in accel erated
approval are they comrmitted to a post-approva
study, as opposed to we would like to do a
post - approval study--we are going to do it abroad.
The FDA vets the design of that study; has neetings
with the sponsor and says that even though all
accrual is abroad, we have reviewed the protocol--|
assune you review the consent formtoo but I am not
so sure about that--and this study is a study that
woul d be done in the United States if it wasn't for
this circumstance that you just logistically can't
doit. That is correct, you vet the trial?

DR, PAZDUR. Ch, yes. W basically don't
approve trials; we allow themto proceed in a
sense. So, we are in active discussion with the
sponsor in |ooking at the design, the conparator
arm the statistical plan, the eligibility
criteria, etc.

DR KELSEN: That kind of statenent woul d
hel p to address any incorrect perceptions abroad.

DR MARTING Dr. George?

DR CEORGE: | have a question about this
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study and then a coment about the | atest
di scussion. In the interimanalyses you pl anned
for this study, at the tinme of doing the anal yses
in the induction phase will there be any
information that will be released or discussed with
the FDA concerning the other anal yses? That is,
you do an anal ysis, say, of conplete response, the
duration of conplete response, but there are al so
the post-remi ssion questions that you will have
informati on on but | assune you are not planning to
rel ease that information or discuss that at that
time. In other words, you will be evaluating the
conpl ete responses and the duration of those from
the induction phase in the absence of information
fromthat. | just want to be clear, is that what
you are planning to do? | ask this question for a
speci fic reason because | know of at |east one case
in which the FDA asked for information about the
other part of the trial even though it wasn't tine
for it.

DR ALLEN: Again, the interimanalysis

obviously will focus on the induction data and, as
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you say, the other data would be available. In
terns of conmunication, that is an area that we
have active discussion with SWOG about in terms of
what coul d be rel eased to the agency at the interim
anal yses, particularly the additional anal yses that
we are planning to add.

DR CEORGE: | would just point out that
it can be a problemif the FDA requires information
on further kinds of things that you weren't
prepared to do. You can run into difficulties in
interpretation later.

The other thing | wanted to tal k about
isn't really about Mylotarg per se but the issue
that has cone up before--a couple of things. One
is that in serious and |ife-threatening diseases
pl acebo-controlled trials are always difficult. It

is not an inplication because of accel erated

approval or sonething; | think it is difficult in
general. We don't have tine to discuss all those
i ssues. | know they have been discussed a lot in
the past.

The other thing has to do with the
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statement that a trial that is unethical in one
country shouldn't be done in another country.
think there are subtleties there that need to be
di scussed, again naybe not here. But the idea of
the ethics of a study may be tied up with the
practicalities of a study less than the real ethics
of it. That is, it is entirely possible that in
different cultural, social settings, medica
settings, some country or group of countries may be
a lot nore skeptical about the results or nmay be
reluctant to believe things and, therefore, it
woul d be entirely appropriate to do trials in that
country because of equipoise, whereas, in another
setting the prevailing medical notion may be that
thi ngs have al ready been established enough that we
are not worried about it so we can't do a trial
because we al ready think we know the answer. To
me, that is not saying that if it is unethical here
we can't to it anywhere else. That is sort of the
wong kind of statenent. O course, that is true
on the face of it; you can't do an unethical tria

anywhere. But | think there are issues that need
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to be discussed before you just say because it
can't be done in the U S it is difficult to do
el sewhere or wouldn't be ethical to do somewhere
el se.

DR. MARTI NG Dr. Hussai n?

DR HUSSAIN. | just have a comment in the

spirit of how does accel erated approval process get

approved. | have to commend you on a very

wel | -t hought out process. | do think--even though

this is self-serving as | ama SWG ee- -t hat
engagi ng the cooperative groups early on in the

intellectual process of getting the protocol and

moving it through, as nuch as it is painful to get

through CTEP and FDA and all of that, and | had
recent experience with that, the point of it is
that | think it results in a better well-thought

out protocol at the end of which, if something

unf or eseeabl e happened, you had done everything you
can. And, | would |like to suggest to sponsors in

t he audi ence that this would be a nbdel to follow

It was well thought out. It is a |arge nunber;

| ot of people put intellectual work into it and it
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is a nodel that we shoul d perhaps consider pursuing
more often by engagi ng the cooperative groups.

DR MARTING Dr. Cheson?

DR. CHESON:. Yes, perhaps | ama little
confused or nore confused than usual, but in the
conversation we just had between Dr. George and the
sponsor concerning the release of information it
woul d be my understanding that it would be the SWOG
DSMB that is nonitoring this trial, not the
conpany. So, | would be really surprised if there
were any information released prior to the
conclusion of the study. Am1 right, Fred?

DR. APPELBAUM | think you are exactly
right.

DR CHESON. That is how it should be,
right?

DR APPELBAUM Yes, Bruce. What wll
happen is that the issue that we tal ked about with
the SWOG biostatisticians, it would be totally up
to the DSMB, the ability to perhaps rel ease CR data
after the last patient had been random zed and

received all their post-randomni zation Mylotarg to
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mai nt enance, but not likely till then. But once
that woul d happen, to | ook for disease-free
survival you would still need two nore years of
followup after the end of maintenance, or at |east
a year followup after a year of maintenance. So,
this could allow us to | ook at CR rates in advance
of that without having to wait until the fina
analysis. It would have to be after the | ast
patient, random zed to nmaintenance, received their
| ast dose of mmintenance. It would be ny suspicion
that that is what the DSMB woul d say, but it would
be up to the DSMB to nmake that decision, and it is
SWOG s DSMB, not Weth's.

DR. ALLEN: Again, that is option three
with the two years earlier delivery. Again, |
think there would be an issue or sonething for DSMVB
to consider if, again, the activity in the
i nduction phase was robust and perhaps, again,
continuing that enrollnent into the induction arm
into the two arns if the data was strong may have
to be modified. In that case, | think we would

have anot her di scussi on about what coul d be
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rel eased.

DR. MARTINO Ms. Mayer?

M5. MAYER | was inpressed during the
presentati on about the careful and well-docunented
timeline for the various stages of the
post - approval study design. Yet, | amstill left
with the fact that in the nost optimstic of cases
it is still going to be seven to eight years
foll owi ng accel erated approval. At the |east
optimstic, it would be 12 years and that is 2012

It seems to me that there is sonething
wong with a nodel that permts a drug to be
mar ket ed wi t hout cl ear evidence of clinical benefit
for up to 12 years which, | don't need to say,
probably is the majority of its patent life. So,
sonehow | would like the committee and certainly
the agency to address that issue, that even under
the best of circunmstances where there is due
diligence it can still take that |ong.

DR. MARTINO  Dr. Pazdur, you may answer.

DR PAZDUR. Due diligence is vague.

OCkay? And, | think it is deliberately vague and we
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have had scientific evidence on this for various
i ndi cations such as pediatric indications that may
take a long time. But there are sonme issues that |
thi nk, again, since this is a learning curve are
pecul i ar about sone applications. That is, when a
drug comes along, is it going to be used al one or
is it going to be used in conbination? Well, it is
quite apparent fromthis drug in the treatment of
acute | eukemi a that Mylotarg was going to have to
be used in an up-front setting in a conbi nation

So, the question is should those
conbi nations be initiated very early on since that
is where kind of the trail of this drug is going
on. So, here again to reiterate a comon thene, it
is a devel opnent plan that we are enphasi zi ng here,
al though this drug al one provides benefit to a
sel ect group of patients, the true benefit of this
drug is going to be in drug conbinations. So, how
do you nove that up front and how do you actually
pronote earlier drug conbinations.

We had an exanple in our |last go-around of

tenozol om de where the drug was going to be used in
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combi nation and we found out the combination could
not be delivered because of excessive toxicity.

So, here again, you know, you may have road bl ocks
on any pathway also that need to be at |east
anticipated. But here, again, the issue with

conbi nations, and this is a good exanple and is
true of nobst drugs that are going to be inpl enented
in nmost of the diseases that we deal with--they are
going to be in conbination and how to earlier

i npl erent t hose conbi nati ons are other discussions
that | think need to be had.

DR MARTING Dr. George?

DR. CEORGE: M ss Mayer brought up the
point that | was really going to bring up so | wll
mention just one thing, that at the tine of
accel erated approval these kinds of issues probably
shoul d be nore explicitly addressed. For exanpl e,
in this case we are generally very inpressed with
this approach. Even though it is going to take a
long tine, the ones that bother us m ght have
actually taken a slightly shorter time but we can't

quite figure out how they are going to get there in
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the length of tine. So, in some ways it is |ess
the tinme issue than it is a clear understandi ng of
that up front that we probably could have known it
back when this was approved that, well, this is
going to be used in conbination; it is going to
take a long tinme to do, no matter how you do it;
and those are the facts. Wether that influences
our decision at the tine of granting accel erated
approval is another issue but we could have known
it clearly and could have faced up to it.

DR. MARTING Dr. Mortiner?

DR, MORTIMER What | was going to say was
nmost |y addressed, but the biggest problemthat we
have here is that these are sort of boutique drugs
for a very small population, and | wonder if there
is a possible way to establish a nechanismfor
registry so that you don't |ose these patients to
clinical trials that will ultinately neet the
endpoi nt that both the consumer and obviously
i ndustry would like to have

DR. MARTINO Dr. Eckhardt, Dr.

Gillo-Lopez, and that will be the end of this
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nmorni ng' s presentations.

DR. ECKHARDT: | just want to make the
comment that this is an interesting situation
because actually what | think is a very val uabl e
second endpoi nt of the post-consolidation
mai nt enance therapy as has been added on, with good
scientific rationale, which is to essentially
i ncrease the nunbers that are required, you know,
to really reach even the first endpoint of CR So,
I think this is sonething that needs to be
consi dered because it is a val ue added approach.

It will add to the devel opnent tineline but, you
know, how do you integrate this with the idea of
getting the full approval. So, | like what has
happened to get the nobst out of the nunbers of
patients, but in the process it has | engthened then
the tinme to full approval.

DR MARTING Dr. Gillo-Lopez?

DR. CRILLOLOPEZ: In ny view, an
i mportant question is what does the FDA regul ate
and, therefore, what does the FDA need to confirm

when there is an approval? Again, in nmy view, |
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believe that the FDA regul ates the approval of new
singl e-agent anti-cancer therapies, and not
conbi nation therapies and certainly not the optinal
use with any conbi nati on because there night be
many conbi nati ons with that drug.

So, | think the operative word is
"sinple." Keep it sinple. |If the FDA has granted
an accel erated approval to a product, the question
that needs to be asked is what is the sinplest
study that will generate the mni num anbunt of data
that will satisfy the FDA that, yes, this study
does confirmthe clinical benefit. |In fact, the
regul ations do allow for accel erated approval s
wi t hout the need of confirmatory trials. This
m ght be an exception but within the wording of the
regulations it is a possibility and should be
considered. |If that is not the case, and a
confirmatory trials--and | don't think there have
been any exceptions up till now-are required, then
first give consideration to the possibility of a
single-armtrial because a single-armtrial,

historically controlled or with a patient as his
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own control, is going to be conducted tw ce as fast
as even the sinplest random zed trial. It wll
require fewer patients and can be done faster and
earlier.

If it is a random zed trial that needs to
be conducted, then certainly try to do a two-arm
trial rather than a three-armtrial or a trial with
two random zati ons which are going to take two,
three or four tines |longer to conduct and get to
the results. | think it is an inordinate anmount of
time for the FDA to have to wait for ten or 12
years for a result. And, | amnot referring to
this particular study. | think this is a very
wort hwhil e study and at the end may even change the
way that we think about the standard therapy in
this disease. But, again, | think in the
di scussi ons between the FDA and the sponsor, with
the participation of the cooperative groups or
i nvestigators, these things have to be taken into
consideration. Just keep it sinple.

I would also like to comment on studies

outside of the U S. It is interesting to consider
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the historical perspective for this in that 30, 35
years ago we were doing studies outside of the U'S
because we could get started earlier because
requirenents in many countries outside the U'S
were less than the requirenents in the U S in
terns of initiating a trial of an anti-cancer drug.
Then 20 years or so ago that changed and we started
doi ng studi es abroad because it was cheaper because
you could do it for a | ower per patient grant than
inthe US. Then nore recently it has again
changed and we are doi ng studi es abroad because we
cannot do themin the U S. because we cannot get a
sufficient nunber of patients enrolled on studies.

We have to | ook at the causes of that and
address that. Wiy is that in the U S five percent
or fewer of the avail able patient popul ation
actually enters protocol studies, and address that.
It is not drug availability, sonething that is
approved and is available. Yes, that is a factor
but there are multiple other factors out there that
we need to address because we shoul d take care of

this internal U S. problemthat we have with
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clinical trials and patients going on protoco
st udi es.

DR. MARTING Thank you. Wth that, |
think what | am hearing around the table is that we
have no arguments with the design of the random zed
trial. The issues are purely those of conpliance
and | think the conpany has given their thoughts as
to how they plan dealing with that. So, | don't
know that we need to do anything with that, and
with that, | will bring this norning' s proceedi ngs
to a close. The conmittee will resume its
proceedings at 1:00 p.m

[ Wher eupon, at 12: 07 p.m, the proceedi ngs

were recessed for |lunch, to be reconvened at 1:00

p. m]
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AFTERNOON PROCEEDI NGS

DR. MARTI NGO Ladi es and gentl enen,
would Iike to start this afternoon's neeting.
There will be three applications discussed this
afternoon and then at the very end we have sone
time to discuss just sonme general principles and
issues related to the accel erated approval process.

The next application is the agent Depocyt,
by SkyPharma. As Dr. Gordon Schooley starts to
prepare hinself for the presentation, Mss difford
will read the conflict of interest statenments that
are specific to this presentation.

Conflict of Interest Statenent

M5. CLIFFORD: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee participants, it has been
determined that all interests in firms regul ated by
the Center for Drug Eval uati on and Research present

no potential for an appearance of a conflict of
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interest at this neeting.

We would also like to note that Dr.
Antonio Gillo-Lopez is participating in this
nmeeting as the non-voting industry representative,
acting on behal f of regulated industry. Dr.
Gillo-Lopez is enployed by Neoplastic and
Aut oi mmune Di seases Research.

In the event that the discussions involve
any other products or firns not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firm whose products they may wi sh to conment
upon.

DR. MARTING  Thank you. Dr. School ey,
you may proceed.

Depocyt: Enroll nment Conpl eted

DR. SCHOOLEY: Thank you. Good afternoon.
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Listening to the presentations this norning, there
is a fairly coomon thread in that trying to conduct
post-marketing studies in small populations is
difficult and we are faced with difficult decisions
on how to speed up enroll nent w thout conprom sing
the results of the study and, clearly, that is a
theme that runs through this presentation

Depocyt is a sustained-rel ease fornul ation
of cytarabine, an i mage of the DepoForm particle
that contains approximately 10,000 little chanbers
that have cytarabine in aqueous forminside of
them released over a period of tine. These are
about 20 micron particles nmade up of phosopholi pids
and chol esterol .

After an intrathecal injection the
particles spread throughout the neuraxis and slowy
rel ease Ara-C over approximately two to three
weeks. The indication that Depocyt was approved
for was in the treatnment of |ynphomatous neningitis
and accel erated approval occurred on April 1 of
1999.

Just a brief graph here to show the
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concentration as a result of a ventricular
injection and ventricul ar sanpling conparing 50 ng
of Depocyt versus 30 ng of free cytarabine, and the
hal f-1ife of approximately 3.4 hours versus 141
hours is an exanple of the ability of DepoForm
particle to rel ease cytarabi ne over an extended
period of tine.

The basis of approval for Depocyt was upon
cytol ogi cal response rate in a | ynphomat ous
meningitis popul ation, a small one indeed, 33
patients, 17 of which received Depocyt. The number
of responders, 7/17 or 41 percent conpared to 6
percent in cytarabine, the conparator arm which
was statistically significant.

The Phase 4 conmitnment was to conduct a
random zed trial to determ ne patient benefit as
the result of a clinical endpoint and the safety of
Depocyt for the treatnent of |ynphonatous
meningitis. A so, it was the desire to have
addi ti onal pharmacokinetic information and a goa
of initiating a trial within six nonths.

The objective of the trial was to confirm
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clinical benefits of Depocyt versus the standard
therapy in adult patients with | ynphomatous or
solid tunor neoplastic neningitis. Gbviously, the
obj ective and the commitnent differ a bit because
of the solid tumor patients that were enrolled in
this trial, and I will talk about that in a bit.

The desi gn was prospective, open-I|abel,
random zed and controlled. The primary endpoint
was progression-free survival. There was a
neurol ogi cal evaluation prior to treatment and the
start of each treatnent cycle. Investigator's
deci sion that progression had occurred was
docunented with specific signs and synptons on case
report fornms. W had secondary endpoi nts of
course, survival and then cytol ogical response rate
and chenistries and inprovenments in neurol ogi ca
synmpt ons, individual ones, and quality of life and
safety.

Key eligibility criteria was a
bi opsy-proven | ynphona or malignant solid tunor;
al so neoplastic neningitis diagnosed on the basis

of positive CSF cytol ogy which was the requirenent
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in the Phase 3 program and added to this study was
characteristic signs and synptons plus MR or CT
scan indicating the presence of neningeal tunor.
That was added into this study conpared to the
prior study, and I will get to that in a noment as
wel | .

Here is a schematic of the study design
Patients were random zed to either intratheca
Depocyt 50 ng or intrathecal 50 ng of cytarabine
or, if they were solid tunor patients, 10 ng of
met hotrexate. Induction of six cycles every two
weeks. For Depocyt they would receive an injection
every two weeks for 12 weeks, whereas the
comparator armwoul d receive two injections per
week for 12 weeks. On the naintenance cycle, an
i njection once every four weeks for 16 weeks for
Depocyt and twi ce a week for 16 weeks for the
conparator arm There were no patients that went
on beyond the maintenance cycle so | won't discuss
the followup visits.

There was stratification in the

random zati on procedure for patients who had either

file:///C)/dummy/11080DAC.TXT (207 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

208
| ymphoma or solid tumor and whet her those patients
came from U. S. or Europe. All patients received
dexonet hosone as i ndi cat ed.

The objective of the PK study was to
evaluate CSF PK of free and total Ara-C follow ng
intraventricul ar admnistration of Depocyt. W had
two sites in Europe and 12 subjects were treated
and t hey provided PK sanpl es.

Current status of our Phase 4 conmitnent,
we initiated the trial in Septenmber of '99 and
compl eted enrol Il ment about a year ago. There was a
foll owon of about six nonths foll owup for each
one of those patients. The pharnacokinetic study
was initiated in Septenmber of '04 and se conpl eted
enrollment this last April, and we expect to submt
final study reports this Decenber.

In terms of the tineline, as | nentioned,
we began in Septenber of '99. Soon thereafter we
had a product recall and so we had no product for
17 months. So, it wasn't until March of '01 that
product was avail abl e agai n and, going through

anot her | RB process and so on, it took about
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another three to four nonths to bring study sites
on-line so, in July of '01, we actually began
enrol Il ment and we conpl eted enroll nment, as |
mentioned, in Novenber of |ast year. The four and
a half years was approximately the tinme that we had
estimated it would take to conduct the trial. It
i s obviously 17 nont hs del ayed because of the
product bei ng unavail abl e.

In terns of patient accrual, the total
nunber of study sites we had was 45 and 25 of those
sites actually recruited patients. In North
American we had 26, 12 of which recruited patients
and in Europe we had 19, 13 of which recruited
patients. W recruited 100 solid tunor patients
and you can see the split between North Anerican
and Europe, and 24 |ynphona patients. Qur accrua
rates for the study were approximately three
patients per nonth considering all of the study
sites and for North Anerica it was about one and a
hal f patients per nonth. In our Phase 3 trial,
whi ch was North Anerica only, we had approxi mately

three patients per nonth. So, we had about half of
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the enrollment rate in the sane geographical area
when we tried to conduct this followon trial. The
average enrol |l ment was approxi mately one patient
per site per year, and the average enrol | nent of
one | ynphomat ous neningitis patient per site per
four years. So, it is easy to see the difficulty
of trying to conduct such a trial

This is a schematic of the Depocyt trials
t hat have been conducted to date. Those that are
in grey are single-armtrials. The ones in color
are conparative trials. W have studi ed about 296
patients that have been adm ni stered Depocyt either
in | ynphormat ous meningitis or solid tunor.

Sone of the challenges that we face--it
was anticipated that enroll ment of 75 | ynphomat ous
meningitis patients within five years was not
possi ble. There was--1 guess urging would be a
good word to try to conduct this trial within five
years. In fact, we only enrolled 24 of those
patients in four years. So, what we did was
di scuss with the FDA the possibility of including

solid tunor patients into the trial. 1t was agreed
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that that was probably the best way to get
enrol | ment conpl et ed.

Looking in hindsight, that probably wasn't
the best decision for trying to assess the efficacy
of the drug in the | ynphomatous neningitis
popul ation. Ooviously, the population is different
than for which the NDA was approved. It increased
the variability due to multiple populations in the
study and, of course, there is still a small
subgroup of |ynphomatous neningitis patients to
assess in the study.

Here is just one exanple of sone of the
probl enms that occurred over the course of the
trial. This is a design factor because of the
availability of high resolution inmagi ng equi pnent
and it was being used for diagnosis of neoplastic
meningitis to a nmuch greater extent when we
conducted this trial conpared to 1992, when we
started the Phase 3 trial. So, the investigators
were fairly demanding in ternms of having inclusion
criteria using the MRI/CT scan instead of positive

cytol ogy which was the only characteristic that we
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had for inclusion in the Phase 3 trial. As a
consequence, |less than 50 percent of the patients
have cytol ogy avail able for assessnent. So, if we
were to do a conparison to the prior trial in which
cytol ogy was used as an endpoint, the surrogate
endpoint, we conprom se that ability a bit.

The endpoi nt of progression-free survival,
which is the primary endpoint for this study, was
hal f of what it was conpared to the Phase 3 study.
So, did the reliance upon CNS i nmagi ng or other
factors have an inpact upon the type or severity of
| ynphormat ous nmeningitis patients enrolled? 1 think
the obvious answer is yes, but trying to define
whi ch ones and the extent of that relationship is a
difficult thing in such a small trial. As a fina
consequence, the ability to detect neaningfu
progressi on-free survival between the groups when
there is not nuch survival left is a very daunting
task, indeed.

Chal | enges to study conpletion, well,
there is obviously a few nunber of |ynphomatous

meningitis cases and only a small fraction are
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available for trial participation. As we have
heard previously, the same things have occurred
here. Wth Depocyt being comercially avail abl e,
there was little interest in participating in the
trial. There is actually fear of random zation to
the cytarabine group, where four intratheca
i njections per cycle versus one for Depocyt was
certainly a consideration on the patient's part,
especially when quality of life issues for the
remai ni ng nonths of survival they do have is of
concern. And, there was conpetition for patients
for other trials that are ongoing.

I mentioned this earlier, but North

American recruitnent rate was too slow to neet the
Phase 4 commtnent in a tinely manner. | think
when we net in 2003 we were only a third of the way
through our enrollment after several years, and
prior to the nmeeting we have had di scussi ons about

i ncludi ng European study sites, with the FDA, and
we agreed that we would nove in that direction
There are standards of care and patient nmanagenent

di fferences between North Anerica and Europe. It
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does contribute to the variability of the results
and obvi ously increasing the nunber of sites from
26 to 45 increases the variability as well.

One of the consequences of the results of
this trial appears to be that European sites have
conplicated the data interpretation. There are
differing results on sonme paraneters that you
woul dn't expect and you woul dn't believe that
regional differences are the real neaning--there is
sonet hi ng hi dden bel ow that paraneter that we are
still investigating.

So, turning to answer sone of the
questions, has the post-marketing study comm tnent
been fulfilled? Well, we are working towards that.
The draft report was sent to the FDA al t hough
analysis is continuing. W are trying to ferret
out nore precise results to get away fromthe
confoundi ng that seens to have occurred because of
the two popul ations and due to the regions. Qur
next step is to neet with the FDA to try to work
towards a plan that seens acceptable on how to
present the data.

Does the study provide useful information?
In ternms of safety, yes, | think it does support

what we had found as a result of the NDA that was
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submitted. W don't see anything new or unusual
In terms of efficacy, as | mentioned, that is to be
determ ned as the confounding factors in a snall
sanpl e of |ynphomatous neningitis treated patients
is problematic and subject to some additiona
anal yses.

Is it feasible to conduct a confirnmatory
trial of a clinical endpoint in |ynphomatous
meningitis? Well, to conduct a study in that
popul ation within a reasonable tine frame--let's
say five years--some conprom ses must be and were,

i ndeed, made in this trial and have confounded the
interpretation of data, and | would expect that to
be the case in nost trials because of enroll nent
rate. To enroll a sufficient nunber of patients,
based on nost clinical endpoints in a controlled
study in this population, may take 10-15 years.

So, there are obviously sone things that can be

done. We are obviously interested in continuing to
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study Depocyt. Qur licensees are interested in
doi ng additional studies. W have talked with the
Eur opean EORTC on possibly conducting a trial in
this patient popul ati on because we are as
interested as anyone in trying to find out
additional efficacy in this population. Thank you.

ODAC Di scussi on

DR. MARTI NG  Thank you. | need to
understand a few things. Am| understanding then
that the study has conpleted accrual and will be
forthcomng to the FDA? 1|s that correct?

DR SCHOOLEY: That is correct. W have a
draft report to the FDA and they are in the process
of reviewing that. Then, at sonme point in the near
future, we plan to neet with themto discuss issues
about how the data should be best presented and
i nt erpreted.

DR. MARTING The study design, was it to
basi cally show superiority of the agent or was it
to be equivalent to the "standard?"

DR SCHOOLEY: This study was designed as

a superiority trial not a non-inferiority trial
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We already knew that there would be a sufficient
problemw th sanple size calculations with a
superiority trial and it is nmuch worse, of course,
with non-inferiority. So, we designed the trial so
that we could see an inprovenent over cytarabine
al one.

DR MARTINO And was it the intent that
bot h patient popul ati ons woul d be viewed separately
and not in any way be brought together so that
| ymphomat ous patients woul d be viewed as one entity
and t he non-Iynphomat ous patients as a discrete
second?

DR. SCHOOLEY: Initially the design was to
include the solid tunor patients with the
| ynphormat ous neningitis patients and use that as a
basis for nmaking a decision. | think though in our
review of the data--1 think to do that you have to
assune that those two popul ations respond sinmlarly
and what we found is that that may not be the case.
So, then you are left with possibly |ooking at the
subgroup of |ynphonmatous neningitis patients.

DR MARTINO Dr. Cheson?

DR. CHESON: Thank you. | have a question
and then a comment. The question is how many

patients in the U S. have received Depocyt in the
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| ast, say, 12 nonths?

DR. SCHOOLEY: The last 12 months? Ch, |
am taking a guess and | am just going on the nunber
of lots manufactured, probably 300, 300 or 400
maybe.

DR. CHESON. 1In the whole country 300 or
400? | amreally troubled by this. | was kind of
quiet in the nmorning but | amreally troubled by
this. The drug was approved, if ny nmenory serves
we well, on the basis of a randomized trial with
about 21 patients init.

DR SCHOCLEY: Yes.

DR CHESON: Okay, snall nunbers to begin
with. Now we are faced with a study, particularly
in lynmphoma, which is confounded by all kinds of
stuff--throw in sone solid tunors. Now we are
| ooki ng around to see how we can extract data from
this or that. Europeans do things differently than

we do. It has taken a really long tine to do it.
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It just seens like there are all these confounding
variables and it was approved on the basis of
really minimal data to begin with. | amreally
troubled that we really, at the end of the analysis
of these data, are not going to know anynore than
we did on the basis of the original 21 patients.

As our Chairperson just asked, first you
put in the solids and then you take themout. |
think it is going to be alnost uninterpretable and
I am not sure how useful these data are going to
be. It is unfortunate that you all owed yoursel ves
to change the paraneters in the study in so many
ways rather than finding other alternatives to
improving the accrual. | amreally, really
concerned about this.

DR. MARTINO Questions, conments, |adies
and gentl emen? Yes, doctor?

DR PRZEPI ORKA: Earlier we heard about
sone alternative strategies to provide supporting
data for the accelerated approval. It was clear
fromyour first study that there weren't a | ot of

patients in the subgroup and once the drug was
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approved, since everyone thought it was effective,
obvi ously nobody wanted to be on a trial. | am
just wondering if this is not one of those
situations we are noving to where anot her
i ndi cation for your Phase 4 study m ght have
actually hel ped since there is a relatively large
nunmber of patients out there with ALL who all get
i ntrathecal therapy and hate getting stuck in the
back twice a week, which | think could have been an
alternative way to show efficacy and probably woul d
have had enough patients to show equival ence,
rather than to try to do this in a rmuch snaller
popul ati on.

DR. SCHOOLEY: It is an excellent point.
That is, in fact, the population that we are
pursuing. W are starting a trial in Europe with
our licensee in that popul ation

DR MARTINO Dr. Mortinmer?

DR. MORTIMER | guess our missionis to
figure out different ways to address these studies.
Qoviously, in this setting where MR has now really

suppl anted doing an LP in these patients, this
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really is an opportunity to figure out a different
way to assess response to this agent.

So, if you use MR, which I think nobst of
us tend to do right now, get MRs and neke a
di agnosi s of | ynmphomat ous neni ngeal invol venent on
the basis of an MR--then how woul d you propose
assessing response by MR, or do you have an idea
that these patients are nanaged not with
intrathecal therapy but with whole brain
irradiation? So, my question is do you assess
response by MR, and has MR changed how we approach
the treatnment of these patients?

DR SCHOOLEY: | don't know that | can
answer if MR has changed the way we treat the
patients, but clearly it has changed the way that
patients are di agnosed, whi ch has changed
dramatically fromthe time that we conducted the
Phase 3 trial to this post-approval trial

DR MORTIMER: Are patients nore likely to
get whole brain irradiati on because of what we see
on MR, or are patients still getting intratheca

therapy? |f they get intrathecal therapy, then how
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do you assess response by serial MR?

DR. SCHOOLEY: Wwell, we had no difference
in the proportion of patients receiving radiation
in the Phase 3 or the post-approval study.

DR. MORTIMER  No, | understand that. But
with the practice patterns in the comunity right
now, are people nore likely to get whole brain
i rradi ati on because of the MR?

DR SCHOOLEY: | don't know the answer to
t hat .

DR. MARTING For ne, the problemreally
froma clinical perspective conmes down to being
uncl ear of what the evolution of the disease is if
your diagnosis is not a fluid diagnhosis of cells
but is purely an x-ray diagnosis. | amnot sure
that those patients are really the sane. | nean, |
know t he progression once you see their cytol ogy
positiivity. Those patients don't do well. They
are usually quite synptomatic, which is why you
actually did that spinal tap in the first place
But MRl of the brain is often done for a nultitude

of other things--you know, headaches, etc. So,
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bringi ng those two groups together, unless they
somehow are stratified or, you know, in sonme way
bal anced, | amnot sure that they are actually
equal patients.

DR. MARTINO Dr. Gillo-Lopez?

DR GRILLOLOPEZ: | would like to know if
there is a plan B. It sounds |ike both the sponsor
and the FDA woul d assune, no, this study isn't
interpretable and doesn't fulfill the confirmatory
requirenents. If it is not interpretable, then
what happens and what is plan B?

DR. MARTING |Is your question to the
sponsor ?

DR. SCHOOLEY: As | nentioned earlier, we
are continuing to prepare study designs for
patients with ALL and ot her groups to study Depocyt
in those popul ati ons. \Wether or not we can
conduct another study in | ynphomatous nmeningitis,
it is doubtful given the problens we have observed
and the enrollnent rate. | nean, if we were to
enbark on another trial, as | nentioned, it is

going to take 10-15 years unless we can find a nore
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sensitive endpoint than what we have designed that
is oriented towards the clinical assessnent.

DR CRILLO LOPEZ: Since approval, if you
di scount--what ?--two years, 17 nonths or so--

DR. SCHOCLEY: Yes.

DR CGRILLO LOPEZ: --that the drug was not
avai | abl e, there have been several years that it
has been available. Are there any publications
either fromEurope or fromthe U S. where
i nvestigators have done protocol studies? If so,
what are the results?

DR SCHOCLEY: No.

DR MARTINO Dr. Cheson?

DR. CHESON: There is another popul ation
of patients that nmight be considered, and those are
the virus patients who are at risk for devel opi ng
| ynphomat ous meningitis. You can define a nunber
of criteria for patients with up to, say, 20, 25
percent or higher risk of developing it and do a
random zed study to try and prevent it. W do, in
fact, prophylactic CNS intrathecal therapy on a

nunber of patients based on data from Europe and
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NCl and el sewhere showing a higher risk in certain
patients based on the size of the tunor. So
anot her possibility is to do a prophyl axis study.

Getting back to the issue of MR, yes, M
is pretty good at detecting pretty advanced CNS
disease. | amnot sure that there are any data out
there, at least in |ynphoma, showing that it can be

used to measure response in a reasonable tine

frane. | don't know that it gets better that
quickly, | don't know if anyone has | ooked at it.
So, that is an issue. 1In fact, there are sone

pl aces which are even nore sensitive in not only
| ooking for cells with spinal fluid but flow
cytonetry. So, there are a lot of ways to do this
but I would think that, rather than try to find
these rare patients, it night be to your advantage
to do a prophylactic study in high risk patients.
DR SCHOOLEY: We agree with that as well.
We are al so | ooking at a prophylaxis study to be
conducted--well, it is being designed in Europe as
our licensee in Europe has a high interest in

performing that trial. Qur interest is, of course,
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to have that trial run both in Europe and the U S

DR. MARTINO. Dr. Kel sen?

DR. KELSEN: I was | ooking at the |ist
that was put in our packet of drugs that have been
approved for accel erated approval since 1995. It
has about 20, 25 drugs on the list. Sone of them
are for diseases that are very comon and sone of
themare for rare diseases. | think what we are
hearing today is about the rare diseases. This is
inline with Dr. Pazdur's question about going
forward and not | ooki ng back. You had a slide that
inplied that even at the tinme there was approva
you thought it was really unlikely you would have
75 or nore patients with | ynphomatous neningitis
and you ended up with 26

I am not sure whether you knew then that
it would be really, really hard to get 75 patients
or whether that becane clear |ater on, and | wonder
when accel erated approval is done in sone of these
di seases, like this disease, you sort of can begin
a policy of we will never, never, never answer this

question in this disease entity and when you
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prepare your post-nmarketing studies to not even try
and begin to focus on di seases where you may be
able to answer it.

DR. SCHOOLEY: | think you are spot on
When we | ooked at the hurdle of trying to get a
nunber of patients enrolled in this trial we were
anxi ous about that. W tried to do what we could
up front, but we were still under-estimating the
difficulty of enrollment. That is why we nmade sone
changes during the course of the trial, which now
have been probably detrinmental to the result. |If
we were at the start of this | would, indeed, |ook
at ot her popul ations rather than the |ynphonatous
meningitis population as followon studies to
denonstrate efficacy.

DR. KELSEN. Is there a nmechanismin place
as you sort of monitor these trials--this is for
FDA, in which you would have like a red flag
dropping that this is sinply not going to work and
we shouldn't continue to beat this sort of dead
horse and we ought to nove on to a totally
different revanping of it? |Is that ever done?

DR PAZDUR W do review these on an
annual basis, and | think this is one of the

reasons why we are bringing this here to refine the
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program and nmaybe, as a reconmendati on, have nore
stringent internal analysis of where our sponsors
are going with these.

| have a question also. Obviously, the
company that you have is a relatively smal
conpany. Was any attenpt nade to engage the NCl in
the conduct of post-approval studies here? Because
here, again, you mght get a | arger catchnent area
of patients and resources to do a trial in a nore
expedi tious fashion. You know, we generally think
of the NCI doing, you know, |arge Phase 3 trials
but this woul d not be unheard of, for the NC to
conduct such a trial. Wre any negotiations
conducted with the NCI, and would you like to
di scuss those?

DR SCHOOLEY: There was no di scussion
with the NCl.

DR DAGHER. | just wanted to clarify one

more thing, Dr. Kelsen. | think you are also
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alluding to this issue of, you know, what are the
popul ati ons that you can use for the confirmatory
study. We have always had the position that the
popul ation that you use in the studies for
confirmation of benefit do not have to be identica
to the popul ation that was used for accel erated
approval. W gave ten exanpl es of those that were
actually converted to regul ar approval subsequently
because of trials that were ongoing or that were
initiated shortly after the accel erated approval
There are exanples there of situations where it was
either the identical population; others where it
was a very closely rel ated popul ation; and ot hers
where there was sort of a related popul ation but
nowhere near identical popul ation

DR KELSEN: | saw that. There is clearly
precedent for that. Wat struck ne today was
sonebody used the term boutique drugs, drugs with a
very snmall nunber of patients. | suspect that in
the future you will be able to identify them nore
sort of up front and say, |ook, you know, four

years and 26 patients; let's not even go down that
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road.

DR. MARTING If | can think back to the
presentation fromour European colleague this
nmorni ng, they dealt with this issue in a different
way, didn't they? They have actually chosen
anot her category, which is those unusual disease
states and taken them out of the accel erated
approval process so that, in fact, one can think
about themin their own way because they are
di fferent and sonmewhat speci al

DR. PAZDUR: The situation there was that
the exceptional approval process was the
condi tional approval process in a sense. kay?
Because they did not have conditional approval,
that exceptional approval process was used to
approve many of the drugs that we have done under
accel erated approval. As Dr. Pignatti pointed out,
I think they are going to be reeval uati ng where
they use that process.

Now, for rare di seases we have | ooked at
what is substantial evidence to warrant approva

and, obviously that may be based a on different
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ri sk and benefit decision. Perhaps, again, when we
have applications such as this naybe we need to
have further discussions. A lot of tinmes when
peopl e are voting for accel erated approval they
don't realize the coments that you have brought
forward, that this truly is an approval of a drug.
It carries with it all of the ramifications of that
appr oval

So, you know, questions that | think
peopl e need to answer is do they have adequate
information for an approval ? WII| they ever have
that? Could we, for exanple, because this is a
relatively unusual popul ation, take a | ook at a
different risk/benefit relationship here?

Qovi ously, the Anerican public, as far as nunbers

of patients that are affected with this disease,

are much |l ess than, for exanple, a |arge di sease

such as breast cancer, etc. So, we handl e that

type of rare disease in the context of a

ri sk/benefit relationship to the American public.
DR. MARTI NG But naybe even the

requirenents to giving accel erated approval should
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be somewhat different is the point |I am nmaking.
Because when you have so few patients, the very
fact that a drug is out there neans that, you know,
you wi Il probably have zero patients with whomto
do anything further, no matter what you do or how
you scour them So, | am suggesting that nmaybe a
basis for giving approval to a rare entity is that
perhaps a lot of the work be done before the
approval is given so that then perhaps you can
avoid all of this subsequent sort of running around
that one has to try to do. Dr. Cheson?

DR CHESON. | would like to ask you a
question about the protocol since | don't have it
here. A patient presents with, let's say, severe
headache and a spinal tap is done showing cells
that appear to be | ynphona cells. How does this
patient get on the study? Because if we suspect
that the patient has | ynphomat ous neningitis,
| eukem ¢ neningitis or whatever, we use that first
stick for the first treatnent and we don't say,
okay, it is positive, let's go back and stick him

again and treat him D d your study take this into
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account in any way? W would never put a patient
on a study if we had to wait for randonization and
a second stick.

DR SCHOOLEY: The random zation occurred
after confirmation.

DR CHESON:. That is another serious
problem There has to be a way to get around that,
and there are ways we can tal k about outside of
this situation. But that would make it inpossible
for some of us to do it because | teach ny peopl e,
you know, it is one stick that you don't want to
waste unless you think it is an infectious
etiology, but if you think it is malignant you use
that stick for treatnment and that woul d nmake the
patient ineligible right there.

DR. MARTINO Dr. Rodriguez?

DR. RODRI GUEZ: W have been tal ki ng about
the type of data that would be required in very
smal | patient populations, and we just heard that
per haps as many as 300 patients wth |ynphomat ous
meningitis or with sone formof neningitis have

received this drug and, yet, we don't have any
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track record of them | wonder if perhaps in
di seases that are very rare a different data source
m ght be considered or a different strategy for
data collection be considered along the lines of a
registry, along the lines of a tunor registry which
can be coordinated with the drug conpani es because,
after all, they are the ones that do provide the
drug. | amjust throwing that out there. So
perhaps in very limted nunber of patients where a
randoni zed trial does not work the strategy wll
not work for data acquisition, prospective cohort
data mght be the best we can do. | amjust
throwi ng out the thought for discussion.

DR. SCHOOLEY: Just a point of
clarification, are you referring to, let's say, a
registry or are you tal king about, let's say, an
informati on card on every patient that is sent in?

DR RODRIGUEZ: It could be along the
lines of a tunmor registry where you woul d have
i nformati on about the patient's diagnosis and
pertinent disease information and nonitoring of
out come of that patient.

DR. MARTINO. Dr. Cheson?

DR CHESON. There is tangential precedent

for that concept in the old standard access
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protocols. W conducted quite a nunber of those
when | was still with the governnent. Admittedly,
those were in that wi ndow between we have all the
data, the drug | ooks good and the FDA hasn't
approved it yet. But it is possible. Wat would
happen is a physician would call and say | want
drug X? W& woul d ship that physician a protocol on
how to use it and collect rudinmentary data on
toxicity and response. It is possible that that
sort of mechani smcoul d be used even post-approva
if you had agreement, you know, fromthe physician
to do it, send that protocol and just have sone
foll owup and you coul d probably get those data.

DR. MARTI NG  But inherent in these
concepts is the assunption that that data would
meet sone rigor that the FDA would find acceptabl e.
You know, | think these are issues that the FDA
wi || have to consider

Are there any other burning conments? |f
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not, we need to nove on. Wth that, | thank you,
doctor. The next part of the programis the open
public hearing and | believe we have two speakers
that have asked to address the conmittee. There is
a mcrophone we will ask you to come to, which is
at the end of the table.

But before you do that or as you prepare
to do that, | need to read a statenent to you
Apparently one of you has slides and you are
wel conme to use the podi um

Both the Food and Drug Administration and
the public believe in a transparent process for
i nformati on gathering and deci sion-naking. To
ensure such transparency at the open public hearing
session of the advisory commttee neeting, 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 beginning of your witten or ora
statement to advise the cormittee of any financia
relationship that you may have with any conpany or

any group that is likely to be inpacted by the
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topic of this meeting.

For exanple, the financial information may
include a conpany's or a group's paynent of your
travel, |odging or other expenses in connection
with your attendance at the neeting. Likew se, FDA
encourages you at the begi nning of your statenent
to advise the conmmttee if you do not have any such
financial relationship. |If you choose not to
address this issue of financial relationship at the
begi nning of your statenent, it will not preclude
you from speaking. Mss difford, if you wll
announce the presenters, please?

MS. CLI FFORD: M. Frank Burroughs

Open Public Hearing

MR BURROUGHS: | will give you alittle
break fromslides. | am Frank Burroughs, president
of the Abigail Alliance for Better Access to
Devel opnental Drugs. A lot of you know who we are
and what we have been doing. Before Steve Wl ker,
our Abigail Alliance chief advisor, gives his
presentation, | just have a few words | would |ike

to say to people who don't know us, and a little
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update for people who do know us.

The Abigail Alliance, unlike any other
group, represents patients who are fighting for
their lives and cannot get into clinical trials and
have exhausted approved therapies. | have
di scovered recently that no other advocacy group is
working like this but the Abigail Alliance. The
Abigail Alliance is working hard on getting
expanded access prograns for prom sing new
t herapi es and we, of course, work with the
phar maceuti cal conpani es.

By the way, we do not have any financi al
ties with the pharmaceutical industry unless a
couple of themthat cane to our gala |ast Saturday
counts. But since it is open to the public,
think that is okay. | paid for nmy trip here but
the Abigail Alliance paid for the paper.

Qur logo is over on the table there, next

to the wall. | didn't have tinme to do a slide of
it. Anyway, | want to note that there are nmany
hard worki ng advocates. | have nmet many of them

cancer advocates and advocates for other
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life-saving illnesses [sic], and | think nost
people in that group of advocates believe in
fairness.

However, there are some advocacy groups
whi ch don't seemto understand fully that the
Abigail Alliance represents a particular group of
peopl e, and that is people who have run out of
approved FDA options in their battle to live. They
can't get into a clinical trial and we are trying
to give them access not to just any drug--one
witer recently kept using the word "experinmental,"

"experimental ," "experinmental." Anybody in the FDA
and t he advocacy community knows that is not an
appropri ate word--devel opnental and, as the FDA
says, investigational drugs. W are talking about

i nvestigational drugs. W are not talking about
experinmental drugs, which can inply sonethi ng made
in sonmeone's garage. As | once said to a "New York
Ti mes" reporter, we are not tal king about drugs
made i n sonebody's garage

| want to update further on sonething, you

know, sonetines incorrect information gets out
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about the Abigail Alliance. | am sure that happens
wi th everybody, every organi zation which is
represented in this roomtoday, including the FDA.
But recently one advocate nade sone very, very
unki nd and irresponsi bl e remarks about the Abigai
Alliance. 1t was in sone obscure publication but,
still, it shouldn't have been done the way it was.

Thi s advocate knows, and we absol utely
know, that she is not an advocate for the people
whom we represent. | don't understand why this
person decided to get so nean and so very unki nd.
Way woul d an advocate nmake a slamthat not only
included nme, the Abigail Alliance and the patients
we fight for, but ny daughter--ny daughter who died
of cancer in 2001. That is her, over there. The
Abigail Alliance is not a menorial to Abigail. It
is not a vendetta. Abigail is a face to put on our
efforts, the efforts for tens of thousands of
peopl e.

That smley face, as this witer wote,
was taken on a trip to Europe in 1999 with ne. She

and | went to England, and that was just a few
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mont hs bef ore she was di agnosed with cancer. But
there are al ways peopl e who have to throw nud
There are peopl e who say, Rosa Parks, you can't sit
in the front of the bus. The Abigail Alliance
would like to sit on the bus, not necessarily the
front; we would like to be able to nove around.

But we are not represented the way we
shoul d be and we are not represented today at this
table. | amnot angry. | amjust pointing out how
hard we have worked for tens of thousands of people
and we don't have a representative at this table.

I know there is a patient representative but what |
am tal king about is a patient representative who
has run out of FDA approved options and cannot get
into aclinical trial. W want representation

What is interesting is that the person who
had the audacity--1 can handle insults to the
Abigail Alliance or nyself, but to drag ny dead
daughter into it, that person is sitting at your
table today. What is wong with this systen? W
want representation. The last tinme | checked, this

is a denpbcracy and | think you all ought to find
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out where that article is. | amnot even going to
do the person the respect of saying her name or his
name. You will find out.

The last time | checked, our founding
fathers and not hers worked very hard and creatively
to protect the individual rights of everyone.

Wel |, that includes patients that we represent.
Have a few not read John Stuart MIIl's words
regarding tyranny in a denocracy? Do a few not
understand that all of us need to | ook beyond our
own self-interest? This is a denocracy. Thonas
Jefferson put it well: enlighten the people and
tyranny and oppressions of body and mind wll
vani sh like spirits at the dawn of day.

And in closing let ne use sone words of
Abi gail from her 1998 hi gh school val edictorian
speech, please listen to these words: Success is
temporary. Wien all is said and done, all you have
left is your character. This is a denocracy.

Thank you very much.

DR. MARTI NG  Thank you. Qur next
speaker, please?

M5. CLIFFORD: M. Steve Wl ker.

MR WALKER. M nane is Stephen Wl ker. |

am the chief advisor to Abigail Alliance for Better
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Access to Devel opnmental Drugs. | am a vol unteer
I receive no conpensation of any kind for mny
efforts as a patient advocate or for ny work on
behal f of the Abigail Alliance. | paid ny own
expenses today. | have no financial relationships
with drug conpanies or any other entity involved in
drug devel opnent and approval, including NC and
FDA.

A few people here earlier today felt ny
anger and frustration. | wi sh you could have been
in ORGALA. | was the one cal m ng people down. |
think the subject today is a tinely one. W spoke
in March 2003 on this subject and pl eaded for the
FDA not to |aunch what we now call decel erated
approval. W were ignored. W have a petition on
the desk of the FDA that has been there for 29
mont hs, asking for a conditional approval program
that now Europe has. W have yet to receive a
single work in response to that petition

I will get on with my presentation--no,
one nore thought, the anger | expressed to a few
peopl e here before lunch was based on ny
observations during this norning' s discussion that
the drug sponsors were maki ng argunents about the

ethics of putting patients into sone of these
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trials. The FDA was taking the position that these
trials will be conducted, including--and | don't
mean to get personal here--but perhaps posing
financial disincentives for not finishing them
will talk nmore about this as | go through ny talk
and it is probably going to run over a little bit
but | think you need to hear it because nobody el se
inthis roomis tal king about the perspectives, the
views and the rights of the people who are being
put into the trials that you are tal king about
today, and | think you need to hear it.

| suspect many of you were here a year ago
or two and a half years ago when the first neeting
on this was conducted. Frank and | were here as
wel | and we spoke at the neeting, asking the FDA

not to proceed with the policies they rolled out on
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that day. In ny opinion, the FDA wasn't really
| ooking for ODAC s advice on its plans at that tine
but, rather, used the neeting as a platformto rol
out what can only be described now as a decel erated
approval initiative.

The FDA al so shoul d have known, and in
fact it is hard to believe that they did not know
that this decel erated approval initiative wuld be
devastating for termnally ill cancer patients
whose only hope was gai ning access to nedica
progress while still alive.

I would now like to wal k through sone
revealing points in the start and evol uti on of
FDA' s decel erated approval initiative. | am going
to read you sonme of the statenents nmade by FDA in
ODAC neetings to launch the decel erated approva
initiative, and then tal k about a coupl e of
exanples that illustrate the effect those policies
have had on the effectiveness and ethics of our
clinical trials in translation system | mght add
that those policies have had devastating effects on

peopl e that we have tried to help and are no | onger

file:///C)/dummy/11080DAC.TXT (245 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

246
with us.

I amgoing to have to pick on Dr. Pazdur
here because he was speaking for the FDA at that
meeting. Dr. Pazdur stated that accel erated
approval s have been grated with a trial design
using single-armtrials in refractory popul ations,
as stated previously. These trials obviously allow
more rapid trial conpletion and, hence, expedite
drugs to patients with |life-threatening di seases.
Now, this statement seemed to denonstrate that the
FDA under stood the purpose of accel erated approval
It is an accelerated approval process. It is a
del i very nechani sm

But then, the next statement gave us
pause: An alternative trial design uses a
randoni zed trial allow ng accel erated approval on
the basis of an interimanalysis of surrogate
endpoi nts, for exanple, response rate or tine to
progressi on. Anyone who has been the FDA' s
policies over the last two and a half years
realizes this was not an idle comment. This is

t hi nk what sponsors are hearing at their end of
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Phase 2 neetings. The accel erated approval door is
not open for single-armtrials.

Next, Dr. Pazdur stated random zed trials
al so may optinize the eval uation of nove
cytostatic agents by all owi ng an assessment of
slowing or retarding or preventing tunor
progression. This may sinply not be possible with
single-armtrial s--nore of the nmessage, no
single-armtrials for accel erated approval.

Obvi ously, randonized trials are nore
expensi ve than single-armtrials and take nore
time. Cdearly, the FDA knew this would sl ow down
the delivery of breakthrough cancer drugs and drive
up the cost of translation.

Next, and this is one of ny favorites,
survival analysis can be conplicated and confounded
by crossover and subsequent therapy. That neans
patients in sone trials ended up being put into
pl acebo controls with no crossover and they were
all owed to die wthout ever having an opportunity
to try a drug that had been proven substantially

safe and effective in an earlier Phase 2 trial
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There are nultiple exanples of this and those
trials are still going on.

Then Dr. Pazdur made it clear how this was
going to work in the context of Phase 4 trials.
Mandatory confirmatory trials to confirmclinica
benefits are equally inportant as the initial
trials denmonstrating an effect on a surrogate
endpoint leading to that drug's approval. FDA was
making it clear that post-approval trials that
Congress said may be required which, by the way,
anyone who has ever been involved in drafting
| egi sl ati on knows the choice between "nmay" and
"shall" is a very careful, pointed and on purpose
choice. But FDA was meking it clear that there
woul d be a Phase 4 trial every single tine.

Then we heard how this would fit into the
FDA' s new policy paradigm Hence, confirmtory
trials nmust be an inherent and integral part of a
conpr ehensi ve drug devel opnent plan and drug
devel opment strategy. Although not obvious at the
time, it also nmeant that FDA would start del aying

accel erated approval until unethical, unnecessary
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doubl e-bl i nd, random zed, placebo-controlled and in
some cases no crossover Phase 3 trials could be
started, enrolled and run to an interimanalysis
point. |In sonme cases that has del ayed the approva
of good drugs that we know are going to be approved
by nore than two years. Al you have to do is go
to the Anerican Cancer Society web page to find out
how many |ives those deci sions shortened.

This constituted a major policy shift in
the standard for accel erated approval. Accel erated
approval was noved very close to the standard for
regul ar approval and very close, in fact, to the
time and effort it requires to achieve regul ar
appr oval

So, what do we get fromall of this? From
the patient's perspective, we got a punitive
enforcement program for Phase 4 clinical trials,
punitive for sponsors; punitive and potentially
lethal, in fact definitely lethal for a |ot of
cancer patients. And, we got the potential for
wi t hdrawal of safe and effective cancer drugs based

on any failure to conplete the Phase 4 trials or to
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unequi vocal | y achi eve regul ar approval endpoints.
We have al ready seen an exanpl e of that.

Accel erat ed approval woul d be avail abl e
only for sponsors whose devel opnent program had
al ready achi eved substantial conpliance with
endpoints intended for regul ar approval
Accel erat ed approval s woul d be denied or delayed to
ensure--and this is very inportant because this is
the perspective of patients--that a | arge desperate
pool of patients, facing death fromtheir disease,
woul d be coerced, under duress of that death from
their disease to enroll in marginally and even
clearly unethical clinical trials, thus, resolving
the Phase 4 trial enrollnent problem Phase 4
trials becane Phase 3 trials. W are tal king about
del ayi ng approvals to coerce enrollnent in
unethical trials.

The accel erated approval initiative is in
direct conflict with the intent of Congress. The
idea to speed up delivery of medical progress to
patients who need it to live--trust ne, we are

talking to people on the HIIl, they thought that is
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what it was about. The initiative was conceived
and inplenented unilaterally by FDA staff over the
protest of sonme stakeholders, including us. The
pol i ci es happened in plain view of agency
| eadership who can't now legitimately claimthey
did not understand the inplications because we told
themrepeatedly. Mst tragically, many thousands
of patients died prematurely, waiting for drugs and
product progress that shoul d have been quickly
delivered to the clinics.

A compel ling exanpl e that the effect of
the decel erated approval initiative has had on
medi cal progress and patients is what happened with
Bayer's BAY349006, now known as sorafenib. W had
two patients we were trying to get this drug for
They are both gone now. They never got it. Com ng
out of Phase 2 in 2003, sorafenib certainly
appeared to be the kind of drug that Congress
i ntended woul d be eligible for accel erated
approval. There was an overall 70 percent response
rate in stable disease and tunor regression. O

course, we can only specul ate why because we are
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never invited into the discussions between the FDA
and sponsors. But we suspect that they were told
at the end of their Phase 2 trial that the gate was
closed for single-armtrials--and that, in fact,
was not a single-armtrial; it was a
pl acebo-controlled trial with a notch so there was
a control

I think they were told that accel erated
approval was essentially off the table based on a
single-armtrial. Mybe it wasn't put in precisely
those terms but certainly that was the signal they
and many, nmany ot her conpani es have gotten. In
fact, Dr. Pazdur said earlier today that a | ot of
compani es have gotten the nmessage on this and it is
hi s nessage

They entered into an SPA. We know Bayer
negoti ated a speci al protocol assessnent because
they were very careful to announce it in their
press rel ease when the trial was stopped by the
data safety nonitoring board because patients on
pl acebo, predictably, were not doing well. The SPA

negoti ati ons which, by the way, is a binding
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agreenent between the sponsor and the FDA, produced
an astoundi ngly unethical random zed, double-blind,
pl acebo only controlled, no crossover trial for a
drug that had an over 70 percent response rate
com ng out of Phase 2. The result, of course, was
that the patients on placebo were dying prematurely
inside the trial and many thousand of patients were
dying prematurely outside the trial because they
couldn't get the drug by any nmeans. | am not
saying that these patients would have been cured by
this drug but many of them as we now know, would
have seen |onger lives, better lives, nore tine
with their famlies, nore tinme with their children
and that is all they wanted.

Early this year, after an interimreview
showed that sorafenib was far better than a
pl acebo, a result that should have been confidently
expect ed, Bayer cane under intense pressure to
all ow a crossover. | believe internally they
wanted to do it anyway and they did. But they had
to negotiate that because they had an SPA. Then

they eventually started an expanded access program
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but, again, under an SPA you have to ensure that
the FDA is going to still approve your drug based
on the data you produce

So, that took a lot of time. | was on
conference calls and it was cl ear Bayer was
frustrated. Wile this is an essentially egregious
exanple, it is far fromisolated but I don't have
time to tal k about the 10 or 15 trials that we know
about. Sorafenib, as you all know, renains
unapproved.

I will fast forward to just a few weeks
ago to the ODAC neeting for Revlimd, held on
Septenber 14. Mre than two and a half years after
the introduction of the decel erated approva
initiative, the devastating effects of the
initiative were on full display. Revlimd was
before the committee with conpelling data fromtwo
Phase 2 single-armtrials. Celgene was asking for
regul ar approval in the treatnent of a targeted
patient popul ation with nyel odyspl astic syndrone,
or MDS, which everyone in this roomknows is an
al nrost universally fatal disease

Dr. Richard Pazdur explains FDA' s advice
to Cel gene frombefore the tine they started the

single-armtrial. On several occasions, as will be
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menti oned by the FDA reviewer, we have recommended
to the sponsor before they began the study that we
| ook at random zed studies of this drug in MDS to
have a better understanding of the disease in
relationship either to other therapies or the
natural history of the disease.

Despite the fact that the data from an
earlier Phase 2 trial was extrenmely conpelling and
fromthe second Phase 2 trial even nore conpelling
that there is a targeted popul ation that can derive
trenmendous benefit fromthis drug, FDA appears
di sappoi nted that a randonized trial was not
conducted. It makes you wonder why we are doing
this.

Fortunately, Celgene kept its own counse
and proceeded with a single-arm highly ethica
trial in a targeted popul ati on based on the earlier
Phase 2 data, and the Phase 2 trial proved
undeni abl e efficacy in that targeted popul ation

I think ODAC did a pretty good job in
Sept enber. You approved three drugs, or
recomended approval for three drugs that should
have been approved. | was hoping for nore today.

FDA, even after hearing the conpelling

results fromthe Revlimd trials, still seens
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unsatisfied with the Phase 2 single-armtrials and
Dr. Pazdur reminds the ODAC | want to bring people
back to the kind of regulations--and there is a
mantr a- - adequate and well-controlled trials,
adequate and well-controlled trials, adequate and
wel | -controlled trials. | amnentioning that three
times because | think that is at the heart of the
question here.

I have a question. Whose nantra is this?
Why does it have to be repeated three tinmes? It
seens that the FDA is saying that safe and
ef fective drugs shoul d not be approved because the

condi tions of the mantra have not been net. There

has been no random zed trial. | ama scientist. |
work in the environnental field. It is
mul ti-disciplinary. | practice in nany areas.
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have an advanced degree. MW wife was a biol ogist,
a marine scientist and geologist. She is dead. W
understood that science is a broad field. There
are no mantras in science.

Later in the neeting on Revlinmd a
question cane from ODAC and it was an extrenely
i mportant question. One of the nmenbers asked--|
think it was Dr. Hussain, and why you chose not to
do a Phase 3 trial when you were asked to do that?
And he was referring to the randoni zed
pl acebo-controlled trial that is now | think being
run in Europe.

DR. HUSSAI N:  She.

MR WALKER: | amsorry?

DR HUSSAIN: She, not he.

MR WALKER  She, okay. | amsorry.
Thank you for the question, by the way. W are
going to go to Phase 3, was Cel gene's response. W
are going to be doing a placebo-controlled trial
I have to say that in discussing that trial with
the investigators, there is actually reluctance to

put patients on placebo for very |ong based on the
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benefit that has been seen here. He went on to
say, and | believe his nane was Dr. Zeldis, the
patients who received placebo received that for
four months. |If they are not responding, and we
think that essentially none of themare likely to
respond from what we know -which is what you should
al ways expect with a placebo since, by definition,
it cannot provide any therapeutic benefit--then
they will have the opportunity to go on Revlimd
and continue as long as it seens to be benefiting
t hem

Again, we weren't in the neeting, but I
can i nmagi ne the exchange, a negotiation of a
wi de- open out to survival significance,
pl acebo-controlled trial for a drug that was
al ready proven beyond any doubt that it is safe and
effective and will provide clinical benefit to the
patients. That is the FDA's position. Celgene is
arguing we don't want to do that. This is where
they land and what they are being told is you want
your drug approved? Do the trial. Again, | am
speculating but | think | ampretty accurate there.
On Cctober 3, 2005, only a few days before
the FDA's deadline for a decision on Revlinid, FDA

decided to extend its reviewtinme for a decision on
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Revlimd, citing new information subnmtted for the
ri sk managenment plan, the sane risk nanagenment plan
that was provided to ODAC and judged by ODAC to be
adequat e.

Thi s exchange turned the rel ationship and
m ssions of the FDA and the sponsors upsi de down,
and | have seen nore of that this norning. The
sponsor was | ooking out for the patients they were
going to put in their trial and the FDA was
attenpting to force conduct of an unethica
pl acebo-controlled trial for a drug that had
al ready been clearly shown to be conpelling
effective in a refractory term nal patient
popul ati on.

Just who is protecting who here? Isn't it
the FDA's job to do that? | sure haven't been
hearing it today and we sure didn't hear it on
Septenber 14. W have a problem W need to

deactivate decel erated approval. W need to banish
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i nfl exi ble mantras fromthe FDA's | exicon. W need
ODAC to stop supporting inflexible mantras and
instructing FDA when they start headi ng down that
road. We need to renmenber who this is all for. It
is for the patients. It is not about p values. It
is not about endpoints. It is not about
regulations. It is not about policies. It is not
about your careers. It is about the patients out
there, the patients we represent and work for every
day. The patients we have personally lost, waiting
for this process to run its |aborious,
tortoise-like course; the patients who you are
tal ki ng about today who will be going into these
trials that you are tal king about, these

pl acebo-controlled trials. Delaying approval so
you can coerce patients into an unethical Phase 3
trial is beyond the pale. It is the kind of stuff
that has been witten about in books as being
crimes of nedical investigation. W are not going
to do that, and if you insist on doing it we are
going to find a way to stop it.

The Abigail Alliance works for patients
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and for no one else, and you need a |l ot nore input
fromthe people we work for because they are the
peopl e you are tal king about when you have these
meetings. Thank you. Any questions.

DR. MARTI NG Thank you but there actually
are no questions that can go to this neeting, nor
do | want any rebuttal. W appreciate your
commrents. They are food for thought for each and
every one of us and we thank you

At this point, | will give you about a
five-mnute break for everyone to take a stretch
and to readjust the audiovisual materials.

[Brief recess]

DR. MARTINO. Pl ease take your seats,
| adi es and gentlenen. | need to begin the neeting
again. The next agent that we will be discussing
is Celebrex, fromPfizer. Dr. Eagle, before you
start we need to have the conflict of interest
statement which will be read by Mss difford.

Conflict of Interest Statenent
MB. CLIFFORD: The foll owi ng announcenent

addresses the issue of conflict of interest and is
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made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee participants, it has been
determined that all interests in firms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest at this neeting, with the foll ow ng
exceptions.

In accordance with 18 USC Secti on
208(b)(3), a full waiver has been granted to Dr.
Steven George for being a nmenber of the sponsor's
data safety and nonitoring board on unrel ated
matters, for which he receives less than $10, 001
per year.

A copy of the waiver statement may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information O fice, Room 12A-30
of the Parkl awn Buil di ng.

We would also like to note again that Dr.
Antonio Gillo-Lopez is participating in this

meeting as the non-voting industry representative,
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acting on behalf of regulated industry. Dr.
Gillo-Lopez is enployed by Neoplastic and
Aut oi mmune Di seases Research.

In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol vemrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firm whose products they may w sh to conment
upon. Thanks.

DR. MARTING Dr. Eagle, you may proceed.

Cel ecoxi b (Cel ebrex) Therapy for Famlial

Adenomat ous Pol yposi s (FAP), Subpart H

Phase 4 Conmitnents

DR EAGLE: So, | would like to take this
opportunity to thank the conmmittee for time to
present and update themon the commtnents for
celecoxib in famliar adenomatous pol yposi s.

By way of introduction, my nanme is Craig
Eagle. | am head of the worl dw de nedi cal oncol ogy

group at Pfizer. Al so today, | would like to
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introduce Dr. Patrick Lynch who is a clinica
expert in FAP and is able to provide answers to any
questions the committee may have. He is from M D.
Ander son

So, what | would like to do before | start
my presentation is really talk about that this has
been a challenging area fromseveral fronts. The
first thing is that FAP is a very rare disease
Secondly, it is in a pediatric population that we
are looking it. Thirdly, there is a need to
globally standardize treatnment in an area that
traditionally has been isolated to very specialized
registries within the world. Finally, it isin a
chemoprevention setting rather than advanced
cancer. Lastly, the issue around cardiovascul ar
di sease from non-steroidal anti-inflamuatory drugs
that came up in the last 12 nonths al so needs to be
consi dered during this program

| would also |like to coment that we have
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been working very closely in collaboration with the
Nati onal Cancer Institute and also with
investigators, including Dr. Lynch, to try and nove
this programforward in the nost appropriate nmanner
and sol ve sone of the challenges that | just
ment i oned.

So, what | would like to cover today is
that I would like to remind the conmittee a little
bit about famlial adenonatous pol yposis and, given
that it is a nouthful, | amgoing to call if FAP
fromnow on, and basically rem nd them al so about
the basis for the celecoxib approval in the pivota
study in this condition, and then review the actua
commitnents that were nade at that tine.

So, just again to remind the conmittee
that FAP is a rare inherited disease. It has an
annual incidence of one to two cases per one
mllion people in the population, with a preval ence
of around three to four per 100, 000.

The natural history untreated for FAP, it
is a condition that affects adol escents. It

results in hundreds to thousands of polyps in the
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colon which ultimately |l eads to increased risk of
col orectal cancer in particular. |f untreated,
there is 100 percent risk of colorectal cancer,
with a nedian |ife expectancy of 42 years.

Currently, managenent for FAP invol ves
lifetime endoscopic surveillance with initial colon
resection in | ate adol escence to early adult life.
O'ten there are repeated surgeries, particularly on
the ot her renmining segnents of the
gastrointestinal tract where there is al so
increased risk of cancer and malignancy. Surgica
prophyl axis has certainly reduced the risk of
mortality fromthis condition, but at the cost of
substantial nmorbidity and even, to a | esser extent,
nmortality fromthe surgery. There is also a
i mmense interest in devel oping other therapies that
are adjunct to surgery, in particular of a
phar macot her apy nat ure.

So, this led to the pivotal study that
ultimately led to the initial approval of celecoxib
inthis condition. This is a double-bind,

pl acebo-control | ed study of celecoxib in FAP. It
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was performed at two centers at doses of celecoxib
of 100 nmg BID and 400 ng BID, with the primary
endpoi nt of |ooking at the change in adenonmas in
the colorectal area. The duration of they was six
nmont hs.

Again, just to remnd you of the results
of the pivotal study, 81 patients were enrolled in
the study. The duration of therapy was six nonths.
You notice in the blue bar on the left side of the
screen that 400 ng BID resulted in a 28 percent
reduction in polyp nunbers after six nonths of
therapy, and this was statistically significant.

It is also interesting to note that the
| ower dose, the 100 ng BID, al so reduced pol yps but
this did not reach statistical significance,
suggesting again a dose trend rel ati onship.

Al so, in a subset analysis the study was
not designed to do, there is a reduction in
duodenal polyps and, as | nentioned, FAP can al so
result in increased nalignancy in other parts of
the gastrointestinal system

So, this led to the FAP indication |isted

file:///C)/dummy/11080DAC.TXT (267 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

268
there. This was approved in Decenber, 1999, and it
is inportant to note the coment that it wasn't
known whether there was a clinical benefit froma
reduction in the nunber of colorectal polyps. It
was al so not known whet her cel ecoxib effects wll
continue after discontinuation of therapy.
Similarly, the benefit beyond six nmonths was al so
not known at the time of approval

So, this led to two Phase 4 comm tnents.
The first one was a Phase 3 pl acebo-controll ed,
random zed study | ooki ng at genotype positive
patients who were yet to express the phenotypic
di sease. The second commitnent was to develop a
regi stry-based observational study assessing
clinical outcone in the FAP popul ation receiving
cel ecoxi b and conpare this to historical controls.

So, what | would like to do nowis go
t hrough both those studies to update the committee.
Firstly noving to the Phase 3 genotype/ phenotype
negative study, before | nove on, | would just |ike
to highlight the format of ny slides, consistent

fromthis point forward. On the left side there
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are arrows that show the year and the nonth in
whi ch the events occurred. Then, on the right-hand
side of the slide obviously are the events.

As | have already nentioned, focusing on
the Phase 3 study, the FDA approved the indication
in Decenber, 1999 and, in collaboration with the
NClI / Pharnmacia at the tine, put out a proposal to
devel op the Phase 3 study. 1In July of 2000 the
contract was awarded to the institutions |isted
there, with MD. Anderson being the |ead
institution.

So, through 2000 there were issues raised
about the unique nature of this population. It is
a young population. It is a pediatric popul ation
So, then there were questions raised and issues
rai sed about exploring the dosing and tolerability
of celecoxib in this younger popul ation and a draft
Phase 1 protocol was devel oped and, in review with
the FDA, it was agreed that a Phase 1 protocol was
appropriate, noving into a Phase 3 program after
conpl eti on.

The Phase 3 protocol then had a series of
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negoti ati ons through 2001, |ooking at the issues
around pl acebo control in a Phase 1 study and the
protocol was finally approved by the NCI early in
2002.

The protocol then went through the IRB
approval through 2002 and ultimately the first
patient was enrolled in |late 2002. Because it was
a pediatric popul ation, there was consideration of
usi ng sonet hing other than capsules for this group
of patients and there was imense interest in
di spersible oral nedication. So, attenpts were
made to devel op a dispersible oral nedication
during 2002 but, unfortunately, due to technica
reasons, this could not be devel oped so ultimately
the study had to back to capsules, and it was
started at the end of 2002. The expected
compl etion time, because of the study design, was
the third to fourth quarter of 2004, so just |ast
year.

Again, just to remind the commttee, this
is the design of the Phase 1 study. It is

basically a study that is |ooking at patients 10-14
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years of age. It involves dose escalation with
each cohort given 4 ng, 8 ng and 16 ng for three
months. Each cohort was only initiated after
review of the previous cohort's safety by the data
safety monitoring board. Each cohort had four
patients plus two patients on placebo. So, the
total sanple size was 18 patients and the duration
of therapy was three nonths. Renenber, this study
was due to conplete towards the end of 2004.

Wil e the study was bei ng conducted and
continui ng during 2003, Pfizer assuned
responsibility for the Phase 4 conmitnents from
Phar maci a and continued to devel op the Phase 3
protocol design, waiting for evaluation of the dose
from Phase 1. W found that there were limtations
when we | ooked into the infornmation about the type
of patient popul ation we were going to
enroll--again, rare disease; subset of popul ation
bei ng phenotypically negative. So, again there was
review on how to expand that population to try and
nove this trial forward. Also, there were

di scussions in early 2004 about a clinically
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meani ngf ul endpoi nt other than polyp reduction and
that discussion revolved around nultiple
i nvestigator neetings including MD. Anderson and
NCl .

During 2004, in June, the |ast patient was
enrolled in the last cohort of the Phase 1 study.
That |ast cohort conpleted in Decenber of 2004, as
expected. The DSMB revi ewed the | ast cohort at 16
nmg/ kg per day and found the dose was safe and
recomended that to be the appropriate dose for the
Phase 3 study. This was on Decemnber 16.

Here are the results of the tolerability
and the adverse events of the Phase 1 study. |
would like to draw the commttee's attention to the
fact that all the AEs, the adverse events, were
grade 1 and 2. Also, | would Iike the comrmittee to
note that there is no difference between the
pl acebo group and the different doses of cel ecoxib.
If you break those adverse events out, again, there
were no cardi ovascul ar events. Mst of themwere
gastrointestinal events. Again, if you break them

out as | show here, there is no difference between
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pl acebo and the different doses of cel ecoxib.
Interestingly, the study al so showed
reduction in polyps frombaseline. Even though the
study wasn't designed to neasure these, it did show
a dose-response relationship, with the maxi num dose
produci ng the maxi mum reduction in polyp nunbers.
Unfortunately, on Decenber 17, the day
after the DSMB met, there was the announcenent of
the cardi ovascul ar safety issues with cel ecoxib.
So, for the next three to four nonths we revi ewed
the cardi ovascul ar safety data, along with health
agenci es around the world and along with the
i nvestigators of this particular trial, to discuss
the inplications for this study. The concl usion by
the investigators was that the study should
proceed, even given the new safety data from
non-steroi dal anti-inflammatory drugs, and through
2005 we proceeded to have a special protoco
assessnent with the FDA for the Phase 3 study, and
we are hoping to enroll the first patient in
January of next year.

Just to update the conmittee on the design
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of the Phase 3 study, it is placebo-controlled
versus cel ecoxib 16 ng/kg a day, 1:1 random zati on
aimng to recruit 200 patients and the treatnent
duration is five years to assess long-termefficacy
and long-termsafety. The primary endpoint is time
to treatnment failure, which is defined as time from
randoni zation to the earliest occurrence of
pati ents devel opi ng 20 pol yps or nore or devel opi ng
col orectal nmalignancy.

What | would like to do nowis shift and
tal k about the FAP registry study, the second part
of our Phase 4 conmitnents. The registry study is
an observational registry-based study. Patients
who received cel ecoxib were compared to historica
or concurrent controls fromthe sanme registries.
Participating sites are around the world, and |
have |isted themthere, Canada, U.S., Dennark,
Germany and Australia, with the main aimof this
observational study to describe the patterns of use
of celecoxib in this disease; also to reviewthe
|l ong-term benefits, given the limtations of an

observational study; and also to eval uate and
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record the long-termsafety of celecoxib in this
particul ar patient popul ation

I am pleased to et the conmttee know
that the study was initiated in the third quarter
of 2004. Again, we expect the study to conplete
towards the fourth quarter of 2010 because of the
| ong-term fol | ow up

Again just to remind the conmittee of the
sequence of events and the cl ose collaboration we
have had with the NCI and M D. Anderson
investigators to try and nove this chall engi ng
study forward, again, in Decenber, '99 the drug was
approved. Initial discussions centered around an
alternative to an observational study--randomn zed
controls. However, the FDA still concurred that
they woul d prefer an observational type study in
this setting. So, in collaboration with MD.

Ander son and investigators, in 2001 a proposal was
put forward. By early 2003 the registry protoco
was sent to the nenbers of the clinical group and
they felt, given the amobunt of work in entry of the

data and the size of the patient popul ati on of
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registries, this particular protocol would not be
practical to inplenent.

So, then an alternative was proposed where
on a web-based design patients would enter their
own data to try to sinplify the procedure. In
early 2003, this proposal was put forward to the
M D. Anderson IRB as the initial |ead investigator
The I RB was not confortable and rejected the
proposal as a web-based registry so again the
protocol had to be revised.

In 2003, the protocol was revised and
ultimately led, towards the end of 2003, for a new
protocol to be reviewed by investigators, this tine
limting the type of data that had to be entered in
trying to automate it through conputer technol ogy.
So, in 2004 there were kick-off neetings with CRGs,
with Ceveland Cinic I RB approval and, as | have
al ready nmentioned, towards the mddle of 2004 the
first patient was enrolled.

Since 2004 and the initiation of the
study, we have now initiated several sites through

Decenber, 2004 but, again, there were issues around
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the cardi ovascul ar safety which occurred in
Decenber, 2004. So, this study was then put on
hold while that safety data was again reviewed wth
the investigators and the suspension was felt to be
tenmporary also while it was reviewed by the health
aut horities.

In the mddl e of 2005, approximately five
mont hs ago, the study was reactivated at C evel and
Clinic and is subsequently undergoi ng reactivation
at various sites that | nentioned before. | have
just listed here, to give the committee an exanple
of the sites, there are five sites involved,

i nvol vi ng USA, Canada, Denmark, Gernmany and
Australia. You can see that these sites have been
initiated or re-initiated at the tines that | have
listed there.

This is the current enrollment as of June
of this year. You can see that eight celecoxib
patients are enrolled and currently we are | ooking
for matched controls and there is one matched
control

| would also |like to coment that as of
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Cct ober 27, approximately ten days ago, the
enrol Il ment of celecoxib patients has increased to
33 patients and we now have in our system 52
possi bl e matched controls to draw them from  So,
this study is noving forward.

So, | would like to summari ze by rem nding
the coomittee that FAP is a rare, life-threatening
genetic disease with few t herapeutic options.
Pfizer, in collaboration with MD. Anderson
i nvestigators and the NCI remains fully conmmitted
to conpliance with subpart H requirements and there
has been significant activity since the last tine
this was presented to the committee, in March of
2003. Despite the challenges that are encountered
with a rare population, with the pediatric
popul ati on we have been able to get the Phase 3
confirmatory trial ready to enroll patients in
January, and we are currently enrolling patients in
the FAP registry. Thank you for your attention.

ODAC Di scussi on
DR. MARTI NG  Thank you. At this point we

will take questions fromthe conmittee. Let ne
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start, please. | amconcerned with long-term
followup. It seenms to ne |ike therapy is supposed
to be a five-year experience

DR EAGLE: Yes, that is correct.

DR. MARTING You are going to treat for
five years

DR EAGLE: Yes, that is correct.

DR. MARTINO Wthin the protocol as it is
presently witten, what happens at that point? How
long will patients be foll owed subsequently?

DR. EAGLE: At this point in tine, the
protocol follows all patients for five years; the
| ast patient is followed for five years before we
will stop the protocol. For the followup after
that, the patients certainly could be enrolled into
other studies or a registry study but there is no
pl anned protocol assessnment after that point.

DR. MARTING The issue | amgetting at in
my mind is again cardiac toxicity. | nean, there
is very little known in children and it strikes nme
that if you are dealing with a very young

popul ati on you nay see no cardiac toxicity during
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the tine of therapy. You are much nore likely to
see it as they age. So, that really is the issue
was getting at, is there an inherent follow up
within the protocol, and | am hearing that there
actually is not.

DR EAGLE: No.

DR. MARTING Do you see the point | am
getting at?

DR EAGLE: | understand where you are
coming from Certainly, during the study we have
i ncreased and augnented the cardi ovascul ar
assessnent and we probably feel that this study, in
terns of long-termfollowup, is sonething that
isn't probably the best popul ation or study design
to look at that. It is only 200 patients.
Granted, it is pediatrics but it is probably not
the sort of study that we feel |long-termfollow up
woul d be providing the best answers.

DR. MARTING Well, then how are you going
to get that long-termanswer? It is going to be
left to the rest of us who, you know, will deal

with these people later in tine when they are in
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their 40s and then have a cardi ac di sease at age
40. | do understand what you are getting at, but
it just | eaves ne concerned because ny expectation
is that you are not going to see the cardiac
toxicity when they are in their teens. The issue
is long-termconsequence and | am not hearing any
mechani sm by which to address that.

DR. EAGLE: And | think that raises a
whol e new series of issues and questions about that
sort of program Your point is well taken.

DR. MARTING Wio wants to start? Yes,
doct or?

DR PRZEPI ORKA: I n the original pivota
trial, in the placebo group what woul d be the
expected tine to devel opnent of cancer?

DR. EAGLE: Well, again, it depends on
where the cancer is. |If they will have col on
surgery they wouldn't, in fact, get colon cancer

DR. PRZEPI ORKA: The entire @ tract, top
to bottonf

DR EAGLE: Probably the best person to

answer that is actually Dr. Patrick Lynch. | m ght
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ask himto address that question because he wll
have a better understandi ng.

DR LYNCH  So, you question, if I
understood it right, was the tine to devel opnent of
cancer in the original study if these patients were
unt r eat ed

DR. PRZEPI ORKA: Untreated, exactly.

DR. LYNCH: Well, it is inportant to
enphasi ze because our pediatric study actually
i ncl udes endoscopi ¢ pol ypectonmy. Wen you do
endoscopi ¢ pol ypectomy, which is what | do very
day, the idea is to prevent cancer by pol ypectony.
So, in patients who were in the pivotal trial or
who continued being followed after that, the rate
of cancer has actually been extraordinarily | ow
We actually have had a couple of cases of duodena
cancer in patients who already had advanced stage
duodenal involvement. But because of the role of
endoscopi ¢ pol ypectony, as well as the fact that
many of the patients did continue on treatnent
after exiting the trial, we have not had any
exanpl es of colon cancer or rectal cancer.

DR. PRZEPI ORKA: And are patients in that
trial still being foll owed?

DR LYNCH: They are still being followed
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but not as part of the original protocol.

DR. MARTINO Dr. Ceorge?

DR CEORGE: | would like to support the
concept of these registry-based studies as
important in sort of adjuncts to the nore
traditional trials, with the caveat though that
these studi es should not sinply be registry-based
studies in the usual concept of what a registry is
but that it be nore like a clinical trial, with the
treatnments being carefully defined, the results al
bei ng carefully analyzed in a protocol, and
particular eligibility criteria. And, the
definition of those treatnents are very inportant,
not just people who nmay or may not have gotten sone
t herapy but they should be specified. So, the only
di fference between that and a real, say, randonized
clinical trial would be the assignment of the
treatment, which is a very inportant difference

The nechani sm of the assignnent of treatnent is a

file:///C)/dummy/11080DAC.TXT (283 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

284
very inmportant difference. But, on the other hand,
it is a good way to get information when you can't
do those kinds of studies. So, | just support that
concept in general. | don't know the details of
this particular registry-based study.

DR. MARTING Do want to maybe add a
little bit nore information, doctor, in terns of
what information is being gathered fromthat trial?

DR EAGLE: Basically to that point, it is
an observational study. The aimof the study is to
| ook at all FAP-related events and al so safety, and
to try and provide sone control arm based on
hi storical controls. The challenge, of course,
when you base on historical trials is that you need
to have databases that provide enough infornmation
on a rare disease backward in time. So, that does
tend to limt the anpbunt of registries you can
enroll in this type of design. Again, it is
protocol driven. It is being collected as per
protocol with the appropriate inclusion and
exclusion criteria.

DR GEORGE: But the point | really wanted
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to nake is that to do this really well may be
al most as difficult as a clinical trial. It mght
take a lot of resources to really do it right. |
think you could nake m stakes if you go with the
hi storical type of data. Wat | was really talking
about is a prospective part of the registry and
careful definition of what the treatnments really
are that you are conparing. That is where the
tricky part comes in. |If you are not doing a tria
where you have carefully defined the treatnents,
then you are going to be in trouble deciding who is
in what group, and so forth.

DR. MARTI NG  Educate ne a bit. Wy have
you chosen such a young group to |look at? Wy have
we not chosen people in their 20s or 30s or
actual |y as they approaching the point where
mal ignancy is nmore likely to be coming in the near
future? Wiy have we chosen this very young age as
where to start? | nean, | do appreciate the point
that this is a prevention trial but I do ask the
question in view of that.

DR. EAGLE: So, there are probably two
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things | would conrent about that. The first one
is that the pivotal trial was done in patients that
al ready had prophylactic surgery and so that is
where the observational study is really going to
try to pick up data there. So, the pediatric
popul ation nmakes it a slightly different population
where cel ecoxib is nmaybe al ready bei ng used.

The other inportant facet is that this
di sease results in surgery and significant
morbidity and nortality associated with that
surgery in the younger population. So, if we are
ultimately trying to show benefit, and sonetines
these benefits are best shown at the tine to del ay
or prevent surgery in a way to show that there are
other ways to nmanage the patient. So, the aim
woul d be to keep patients in that endoscopic,
non-i nvasi ve managenent part of the di sease rather
than noving to the nore aggressive and invasive
surgi cal techniques

Al so, the issue around cancer is that that
m ght take, you know, 20, 30 years to devel op and

so, again, the focus would have to be on an

file:///C)/dummy/11080DAC.TXT (286 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

287
endpoint that helps us interpret the inpact of this
drug on this disease sooner rather than going for
that cancer endpoint.

DR MARTINO Dr. Hussain?

DR. HUSSAIN: | may have missed it but in
the random zed Phase 3 trial, what woul d be all owed
for the placebo patients? Standard of care or
what ?

DR EAGLE: The standard of care is what
they are allowed. There are obviously exclusions
with regards to use of other drugs, non-steroida
drugs for exanpl e--

DR HUSSAIN: Surgeries would be allowed?

DR. EAGLE: If they are appropriately
i ndi cated, yes.

DR HUSSAIN. And what is the endpoint?

DR. EAGLE: The endpoint is time to
treatnment failure which is basically defined as the
devel opment of 20 polyps or nmore within the col on--

DR. HUSSAIN: [Not at m crophone;

i naudi bl e] .

DR EAGLES: Well, these patients enrolled

file:///C)/dummy/11080DAC.TXT (287 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

288
with an intact col on.

DR. HUSSAIN: | understand. On pl acebo
how woul d you reach that endpoint to be able to
assess [not at m crophone; inaudible].

DR. EAGE: | understand. So, the
enrollnment criteria is that the age of the patients
has to be in the range between 10 and 17, and they
must have a colon that either has no pol yps at
entry or has under 20 pol yps that can be renobved at
entry, with the idea being that surgery isn't
i ndicated until the polyps are out of control. So,
effectively, the aimof this is to see howlong it
takes for these patients to have their polyps get
out of control. That is the endpoint. W would
expect nost of these patients over the five years
of the study to not get to that uncontroll ed need
for surgery prophylaxis. So, we are trying to do
it before surgery becones another fact that we have
to consider.

DR. MARTING | need to get back to the
cardiac issue again. How is that concern described

in the patient consent form which | amtrusting
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will be read both by the pat as well as the parent?

DR. EAGLE: | amnot able to recall the
exact wording in the consent formbut, again, the
consent form in collaboration with NCI, is being
carefully worded, both the assent and the consent
formare being worded in that area and that is
sonmething that | just can't recall at this point
time, the exact wording for that but it will be in
the assent and consent form

DR MARTINO Are there other issues?

DR. HUSSAIN: | guess ny concern is this,
how do you control the treatnent in the placebo?
You know, you can't legislate this and say you
can't do this and you can't do that, and my concern
I guess about the study design--and this is perhaps
a situation where maybe a | arge Phase 2 trial that
is well controlled and well specified m ght have
been adequate and | guess we are not here to
di scuss that. But my concern is that you are going
to have so many things that could be happening in
the placebo armthat the end result may be that you

will end up anyway having data from your
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therapeutic arm but not the placebo arm

DR. EAGLE: So, maybe | will nake an
initial conmment and then again | will ask Dr. Lynch
to cooment. M initial coment is that for the
patients in the age range that enrolled in this
study, shall we say, the standard of care at that
time was regul ar endoscopic surveillance with
occasi onal pol ypectony, depending on the size of a
particul ar polyp or a polyp that |ooks particularly
large. That is the standard of care. So, that
will be sort of the standard of care in placebo; it
is the standard of care globally as we have tal ked
to nultiple investigators. So, the surgery issue
doesn't really cone into it apart from endoscopic
pol ypectony. It doesn't conme into this age
popul ation. | don't know if, Dr. Lynch, you want
to add anyt hi ng.

DR HUSSAIN. That answers ny question.

DR MARTINO Are there other comments,
questions? Yes, doctor?

DR PRZEPI ORKA: Just reading through your

chronol ogy fromyour pivotal study up to your Phase
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3trial, it seems like there are nultiple things
that held up the tineline. AmI| reading this
correctly?

DR. EAGLE: | think the main thing here is
that there are multiple issues in an area where we
haven't been before. W haven't been in the
pedi atric popul ati on and we haven't been in
chemoprevention. So, with the tineline getting out
to Phase 3, one of the biggest inportant facts was
the Phase 1 study and devel opnent of the protocol,
and havi ng | ong enough exposure to record that
dat a.

DR. PRZEPI ORKA: The tineline that you
have gave as 12/99 being the tine that the FDA
agreed with the study concept, neaning a Phase 3
study in pediatric patients.

DR. EAGLE: In phenotypically negative
patients that are genotypically positive which, by
the nature of the disease, tends to be in the
pedi atric popul ati on

DR PRZEPI ORKA: So, in Decenmber of '99

the FDA agreed with proceeding with a randoni zed
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trial in patients for whomyou had no safety data
and you weren't sure what the appropriate dose was.

DR EAG.E: Yes.

DR PRZEPI ORKA:  Thank you.

DR. MARTINO Ms. Mayer?

MS. MAYER | suspect the answer will be
no but | just wondered if there was anything
existing in the way of another indication with
Cel ebrex for adol escent patients that mght | ook at
heart toxicity, or might have been designed to
capture any data that could be informative for this
i ndi cati on.

DR. EAGLE: So, that is always a
chal | engi ng area, how nuch indications and patient
popul ati ons conpare. W do have other trials
ongoing in the pediatric popul ati on because this
drug is also used in arthritis and pain. Those
trials tend to be non-pl acebo conparative studies.
They are very small nunbers and very short
duration, and they are ongoing. W don't have any
data at the nonent on that, but there is that
opportunity as well.

DR. MARTING Can | ask a question about
how you are going to nonitor drug intake in these

patients? | amassunm ng that they are typical
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t eenagers who sort of do what they want. Howis
that issue dealt with both in the placebo and the
treatnment arnf

DR. EAGLE: Yes, | can synpathize with the
t eenager conment about conpliance. Again, the
conpliance will be associated with pill counts,
returning the pills and boxes, as well as a diary
in some cases. And, in a subset we are also
| ooki ng at pharnacokinetic data but that is in a
subset of the population. That is a very valid
poi nt .

DR. MARTING Are there any other
guestions or coments? Does the FDA have anyt hi ng
they would like to add to this particul ar
application? Are you guys happy?

[ No response]

Thank you, doctor.

DR EAGLE: Thank you.

DR. MARTING The next application is
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going to be actually our |ast one, from Genzyne
Cor poration and Canpath. As you fol ks change
seats, | will need our secretary to read the
conflict of interest statenent that pertains to
that specific application.
Conflict of Interest Statenent

MS. CLIFFORD: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the conmittee participants, it has been
determined that all interests in firnms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest at this neeting, with the follow ng
excepti ons.

In accordance with 18 USC Section
208(b) (3), full waivers have been granted for the
followi ng participants: Dr. Steven Ceorge for
bei ng a nenber of a conpetitor's drug safety and

moni toring board on unrelated matters, for which he
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receives |less than $10,001 per year; Dr. Mha
Hussain for ownership of stock in a conpetitor
val ued from $25,001 to $50,000. This de mininms
financial interest falls under 5 CFR part 2640. 201
which is covered by a regul atory wai ver under 18
USC 208(b) (2).

A copy of the waiver statements may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parkl awn Buil di ng.

W would also like to note that Dr.
Antonio Gillo-Lopez is participating in this
meeting as the non-voting industry representative,
acting on behal f of regulated industry. Dr.
Gillo-Lopez is enployed by Neoplastic and
Aut oi mune Di seases Research

In the event that the discussions involve
any other products or firns not already on the
agenda for which an FDA participant has a financial
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, we
ask in the interest of fairness that they address

any current or previous financial involvenment with

file:///C)/dummy/11080DAC.TXT (295 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

296
any firm whose products they may w sh to conment
upon.

DR. MARTING Thank you. Dr. Cynthia
Sirard will present for Genzynme Corporation

Canpat h (al ent uzumab):
Status of Phase 4 Post-marketing Comm tnents

DR SIRARD: First off, | would like to
take this opportunity to thank the conmttee for
all owi ng Genzyne to cone in today to tal k about our
Phase 4 post-narketing comitnents. By way of
introduction, nmy name is Cynthia Sirard. | ama
medi cal director and oversee the Canpath oncol ogy.

Listed on this slide are Genzyne
participants that are with me today that | may cal
upon to hel p answer sone questions as they arise
later in the presentation.

By way of agenda, today we are going to
di scuss four main points. First off, we are going

to have an overview of the treatment options for
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CLL. W are going to look back in our
regi strational data for Canpath supporting our
approval. W are going to nove forward and | ook at
our Phase 3 study, referred to as CAM307, which was
really our study that was to resol ve the remaining
of our post-approval commitnents. Lastly, the FDA
has asked that all sponsors cone in today to
di scuss chal | enges that occurred during conduct of
t hese post-approval commitnents and ways sponsors
actual |y overcame sonme of those chall enges

By way of review, chronic |ynphocytic
| eukemi a i s the nost common form of adult |eukenia
in the United States. It has an incidence of
approxi mately 9700 patients per year in the United
States. The overall prevalence is approximately
60, 000 patients. It is thought to be a progressive
and often fatal disease. However, this only
accounts for only approxi mately 4600 deat hs per
year. No current therapy is thought to be
curative, nor has denonstrated prol onged survival

Chroni ¢ | ynphocytic | eukemi a often has a

variable clinical course. The npbst aggressive
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forns of this disease are thought to cause dem se
intw to three years, whereas there are sone
i ndol ent courses of upwards of 20 years and, in
fact, patients do not die of this disorder but die
of other co-norbid conditions.

Chroni ¢ | ynphocytic | eukem a requires
mul ti ple sequential treatnments. The treatnent goa
was originally thought to be palliative or,
hopeful ly, nmoving in advancing in the direction to
nore of curative or mnimal residual disease
negativity. Over tine, there have been evol ving
standards of care. |In fact, there are only four
FDA approved drugs for CLL that include
chl oranbucil, cycl ophospham de, fl udarabine and
Canpath. Historically, alkaline-based therapy has
been the primary node or the standard of care. Any
nunber of the drugs listed on this slide can now be
used as single agents or in conbination to treat
chroni c | ynphocytic | eukem a.

Canpath is a humani zed nonocl onal anti body
which is directed against CD52 antigen. CD52 is

expressed on both nornal and nalignant cells.
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Specifically, it is expressed on Band T
| ynphocytes. It is inmportant to note, however,
that CD52 is not expressed on bone marrow
progenitor cells.

Canpat h works by |yses of |ynphocytes via
conpl enent fixation, antibody dependent nedi ated
cell cytotoxicity and induction of apoptosis. This
is clearly a different nechani smof action fromthe
avai | abl e cyt ot oxi c chenot herapeutic agents.

Looki ng back at our registrational data,
this slide accounts for the three studies that were
used in support. CAM211 was our pivotal study;

125- 005 and 125-009 were supportive studies for
this registration. These three studies were
simlar in nature. The nedian age in years in
these three studies ranged from57 to 66 years.

The nedi an nunber of prior reginmens for all three
studies was three. Interestingly, all three of
these studies really | ooked at a refractory patient
popul ation. The one of interest is that only a
third of patients in the 005 study actually had
seen fludarabine in the past or failed fludarabine.

Di sease characteristics in this patient
popul ati on, nost of them or three-quarters, had

advanced stage di sease and approximately one third
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had B type synptoms upon enrollnent into the study.

The efficacy results of our registrationa
data included response rate from 21-33 percent.
Looki ng at the 95 percent confidence intervals,
they were relatively consistent across the three
studies. It is also inportant to note that in
CAM211 we did see a conplete response rate of 2
percent and a partial response rate of 31 percent.
the nmedi an duration of response ranged from 7-11
months. The nmedian tine to response ranged from
2-4 nonths. The nedian progression-free surviva
was anywhere from 4-7 nont hs.

Al so, not noted on this slide, was the
overall survival data and it is inportant to point
out that for Canpath overall survival in CAM211 the
medi an was approxi mately 16 months in comparison to
the fl udarabi ne data where the nedi an survival of
fludarabine failure patients is only thought to be
around 10 nont hs.

The safety database of 149 patients really
outlined three main safety concerns which, of
course, included infusion-related events, the
i nfectious complications and hematol ytic toxicity.
The nost common events seen across all studies are,

in fact, acute infusional-related events. These
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usual Iy are nost apparent on the first infusion and
decline with subsequent infusions. W have al so
seen a variety of opportunistic infections reported
and study 005 and 009, in fact, did not require
anti-infectious prophylaxis. Subsequent to that,
we have utilized anti-infective prophylaxis
specifically in the pivotal study and did note a
substantial decline in opportunistic infections
with the onset of anti-infectious prophyl axis.

| should also mention that this
prophyl axis is continued throughout the duration of
the study, fromthe initiation of they to
conpl etion of study therapy, and actually onwards
after conpletion of study therapy for a m ni mum of
at least two nonths after conpletion of study

therapy and until CD4 counts have recovered.
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Hemat ol ogi ¢ toxicity, which can be severe, often
energes on therapy but is thought to be transient.
Overall, in this advanced patient popul ation the
safety profile is thought to be reasonabl e and
manageabl e.

Accel erat ed approval was granted on May 7
of 2001 for patients who had been treated with
al kyl ati ng agents in the past and who had fail ed
fl udarabi ne therapy. At that tine, we were
presented with nine post-approval comrtnents.

Five at this point have been conpleted, four are
ongoi ng to be addressed with the CAMBO7 st udy,
which | will address. W have one final conmitnent
that will be outstanding at the conpletion of
CAMBO7 and | will discuss this in a future study
that has already been subnmitted to the FDA at the
end of October for review in CAM203.

This slide depicts the five post-marketing
conmi t nents whi ch have been conpleted and actual ly
FDA rel eased. These really revolve around the CMC
data, with the exception of the subni ssion of the
final study report for CAM213.

The four post-nmarketing commtnents |isted
on this slide are the remaining comm tnents thought

to be addressed with CAM307. CAM307 was to
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denonstrate that al entuzumab denonstrated a
superior disease-free survival as compared to
chl oranbucil. CAMBO7 has had enrol |l nent conplete
This information will conme forward in our clinica
study report which is due at the end of next year.

In addition, we were also able to assess
the incidence of |oss of CD52 expression at the
time of relapse or disease progression. In
addition, we |ooked at the devel opnent of
antibodies in relationship to Canpath therapy. The
one outstandi ng comm tnent which remains is the
i mmunol ogi ¢ assessnent of the effect of Canpath on
the patient's ability to respond to vaccinations
after Canpath therapy.

CAMBO7 was a Phase 3 study in front-line
patients with B-CLL, |ooking at conparison with
chl oranbucil as the conparator arm The purpose of
this study was to verify the clinical benefit of

Canpath therapy. It was an open-| abel,
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mul ti-center, random zed, active control trial
The primary objective was to denmponstrate that
Canpat h had superior progression-free survival over
chl oranbucil. You may recall that in our
post-marketing commtments it was suggested to
utilize disease-free survival. However, with
mul ti ple discussions with the FDA subsequent to
that post-marketing commitnent, it was agreed upon
that progression-free survival is the appropriate
endpoi nt .

Secondary objectives were to conpare
treatment arns with respect to survival, response
rates, duration of response, time to treatnent
failure, tine to alternative therapy and safety.

The inclusion criteria are listed on this
slide. | will point out a couple of pertinent
ones. Patients nmust have had hi stopathol ogically
confirnmed diagnosis of B-CLL with a positive clone
for CD5, CD19 and CD23. Patients were allowed to
be enrolled on study if they had Rai stage 1
through IV di sease with evidence of progression

They coul d have received no prior chenotherapies
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for B-CLL.

Exclusion criteria are noted here.
Pertinent criteria involved that patients, to
enroll on study, had to have an ANC of greater than
500 and a platelet count of greater than 10, 000.
They could not currently have any evi dence of
aut oi mmune t hronbocyt openia. They couldn't have an
active infection or co-norbid conditions at their
study participation

This is the study design that was
sel ected. Patients were random zed on a 1:1 basis
to receive Canpath at 30 ng a day. This was on our
standard dose escalation of 3 ng to 10 ng to 30 ny
when tol erated. Dosing was then, after reaching
the dose of 30 ng, to be 3 tines per week up to a
total of 12 weeks. The 12 weeks was inclusive of
the dose escal ation period. The conparator arm was
singl e agent chloranbucil at a dose of 40 ng/n
orally, which was given once every 28 days for a
maxi mum of 12 nont hs.

One of the problens with oncology trial

design is conming up with the appropriate conparator
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arm W had many discussions with the FDA in
regards to this conparator arm and what woul d be
pertinent to the study design. This conparator arm
was actually chosen because of the Kanti Rai paper
that was published in Decenmber of 2000, prior to
our approval for this agent. As the sponsor, we
had actually gone to the FDA several tines trying
to utilize fludarabine as the control agent because
of the Kanti Rai paper. This Kanti Rai paper
| ooked at fludarabi ne versus chloranbucil versus
the conbination. |In fact, fludarabine at that
stage was actually shown to have superior response
rates to chloranbucil. However, since chloranbucil
was the only approved single first-line agent for
B-CLL at this stage, it was thought that
chl oranbuci| was the appropriate conparator

Al so, the sponsor recognizes that there
are nany doses and reginmens for chloranbucil. This
dosi ng regi nen was al so chosen because of the Kanti
Rai paper which utilized the sane dosing regimen in
t hat paper.

At this stage, we have enrolled 297
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patients and enrollnent is conplete, and 149
patients were enrolled to Canpath and 148 patients
were enrolled on the chloranbucil arm The | ast
patient was enrolled on July 15 of 2004. The
bottombull et really accentuates the fact that we
had a | ot of active sites but not as nmany accruing
sites. Overall, we had 68 active sites, however
only 45 were capable of putting a patient on study.
Specifically, in the United States we had 20 sites
that were active and capabl e of enrolling, however,
only nine were able to do so.

This slide depicts the actual patient
accrual distribution worldwi de. CQut of those nine
enrolling sites, the United States was only able to
enroll 24 patients. It was inperative for this
study to nove into Eastern Europe to actually
enroll the study in a tinmely fashion.

Qur statistical design--we had patients
random zed on a 1:1 basis by interactive voice
response system Qur primary endpoi nt assunption
was based upon our sanple size of 284 patients and

suggested a 50 percent inprovenent in
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progressi on-free survival

We had multiple analyses built into this
study design. In April of 2004 our first interim
anal ysis was really to |l ook at safety only, and it
was conducted after 50 patients per arm had reached
four nmonths follow ng randoni zati on. The outcone
of this was that, in fact, it was safe to continue
and so we went forth.

I n August of 2005 we had our second
interimanalysis which was really to evaluate
safety and efficacy. This was conmpleted after 95
patients, regardl ess of treatnment arm progressed
or passed away. At the conclusion of this neeting
it was determ ned again that it was safe to
continue and that there were no adjustnents in
sanpl e size required on the data that they had
seen.

Qur final analysis is predicted for the
second quarter of 2006. This is planned after a
total of 190 patients have either progressed or
passed away.

Overall, looking at our status and
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tinmelines, we have been on target for the ngjority
of our tinelines within a nonth or two, and we are,
in fact, on target to conplete that final study
report for Novenber of 2006

We di d have a couple of challenges al ong
the way which | would like to address on the
followi ng slides. The main difficulty encountered
with the conduct of this study was that enroll nment
was slow. This study was originally opened in the
United States and Western Europe. The thought was
that the issues that we were having with enroll nent
were really related to the alternative first-line
therapeutic options for patients with chronic
| ynphocytic | eukemia. Enrollment increased
substantially followi ng the opening of sites
outside of the United States, particularly in
East ern Eur ope.

We al so had sone logistical difficulties
encountered in | ooking at the i mune functiona
assessnent for patients in regards to response to
vacci nati ons who had received Canpath. This

assessnent was originally put into the protocol but
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only 8-10 sites in the United States woul d actually
conduct this inmmune function assessnent.
Unfortunately, due to the slow accrual, we were
unable to neet this commtnent. However, we did
try as a sponsor. W actually anmended the protoco
to allow for the immune function assessnent to
occur ex-U. S

Despite all that, we were only able to
capture data for four patients on the imune
function assessnment. It had been predeterm ned
with the FDA that we would try and capture 50
patients' data in this cohort.

O her things to note with this imune
function assessnment is that in fact this really was
all oned for a subset of patients in the study.

What | nmean by that is that patients with immune
function could only have advanced stage di sease,
stage Il or |V disease, and they had to have a

pl atel et count of greater than 50,000 to allow for
the tetanus toxoid booster to be adnministered to
foll ow the study.

So, in recent discussion with the Division
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of Oncol ogy Drug Products in July of this year, it
was proposed that Genzyme fulfill this comm tnent
inanewtrial entitled CAM03. CAMR03 is a study
that we really gained interest in conducting
because of the change in paradignms for the
adm nistration of Canpath in the United States. In
fact, we becane aware that a good proportion of
Canpat h use was bei ng admi ni stered subcut aneously.
We believe that the subcutaneous push was because
of the availability for the subcutaneous route of
adm nistration to decrease the infusion-rel ated
events.

So, we have gone forth to conduct a Phase
2 open-| abel study, nulti-center, to evaluate the
efficacy and safety of subcutaneously adm nistered
Canpath in the exact sane patient popul ation as our
CAM211 pivotal study, really | ooking at those
patients who had received prior therapy with an
al kyl ati ng agent and had failed fludarabi ne.

So, in conclusion, we believe that Canpath
has energed as an inportant treatnent option for

patients with chronic | ynphocytic |eukenma. CQur
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post-marketing comitments will be fully net
foll owi ng conpl eti on of CAMBO7 and CAM203, and
these trials will provide further support for
Canpath use in first-line therapy as well as
subcut aneous route of adm nistration. Thank you
for your attention.
ODAC Di scussi on

DR. MARTING Thank you. Dr. Perry, do
you want to start?

DR. PERRY: Yes, | can't pick on Dr.
Pazdur who conveniently has gone--

[ Laught er]

--but I will pick on any FDA vol unteer.
It seems to me that the standard of therapy at the
tinme this trial was initiated was not chl oranbucil,
which is a drug that only Dr. Cheson and | and
those with greyer hair than us still use. It seens
to ne the conpany was forced to conduct this tria
wi th one hand behind their back when fl udarabine
was really the comparator drug rather than
chl oranbucil. Wy did the FDA refuse the

conmpany's, | am sure inpassioned, plea to use
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f 1 udar abi ne whi ch woul d have nade this a quicker
study, a clinically nore val uabl e study because the
conparison of the two is really what we want and
need to know, and insist on a historically relic of
a drug, chloranbucil?

DR KEEGAN. | think the best | can say at
this point, given that we weren't coming in today
to debate the design of the original trials,
don't have all the information available. It is
correct that there was a great deal of discussion
about the conparator arm and the anmount of
informati on we had to support fl udarabine versus
chloranbucil. | do recall that we also had sone
i nvol venent with SGE, ODAC or consultants on the
design of the study, but that is probably about the
best | can say at this point in time, that it was
di scussed; it was a conprom se situation; and it
didn't appear to us that it had--at |east from what
the company had sai d--hinder their ability to
conduct the trial. It may have been nore
informative to have had other controls, that is

true as time went on. But the study at that point
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was wel | under way.

DR. PERRY: | amsure it did inmpact the
conpany's ability to do the study. | would have
had difficulty trying to random ze sonebody to
those two options and that is why nmany of the
patients were not in the United States. So, this
isnot aUS trial. It seens to nme that what we
want is a trial based on the popul ations we treat
with the drugs we use.

DR MARTINO Dr. Cheson?

DR CHESON: Well, one could make the
argunent fromthe conpany's perspective that
conparing two of their own drugs to each other is
not in their best interest, that being fludarabine

and Canpath. But | think the conpany has to be

commended for conpleting this trial because, as Dr.

Perry said, this is really antiquated therapy.

My question is prinmarily--and it is also
wonderful to see that you are doing a subcutaneous
study because none of us is using intravenous
anynore--we won't tell the FDA that! On the study

in which you are | ooking at vaccinations, and
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can't imagi ne why they want you to do that, are you
comparing sonething before and after therapy, or is
this just measuring response to vaccination after
treatnment, which wouldn't nake any sense what soever
in a CLL patient?

DR SIRARD: The way it is in the CAM203
study is to actually look at patients with an
antigen and a mtogen stinulation index in advance
of Canpath therapy, in addition to | ooking at
titers for tetanus prior to study therapy. Six
mont hs after patients have conpl eted Canpath we are
going to give thema tetanus booster and then,
after receiving a tetanus booster, two weeks | ater
we are going to do that antigen and mtogen
proliferation and do another tetanus anti body to
eval uat e response.

DR. CHESON: Wy do we care? To the FDA |
guess, why do we care? Wiy is this inmportant to
you?

DR. KEEGAN: The question that arose,
where we have an antibody with broad specificity,

this antibody is reactive with T-cells, B-cells and

file:///C)/dummy/11080DAC.TXT (315 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

316

macr ophages, is to what extent can we provide
gui dance on the duration of the inpairment of the
i mmune response that mght be drug related, given
that, you know, the drugs are in the circul ation
for up to many nonths after administration

Anot her point, just to clarify the
rationale for the subcutaneous adm nistration
i nformati on, what is not comonly known | think is
that, in fact, in certain populations there is a
fairly high rate of devel opment of antibodies
directed to the antibody itself, approxinmately 40
percent. What inpact that has on the
phar macoki netic profile, the pharnacodynanic
profile and ultimately efficacy has not been
studied. So, in fact, while the practice may have
evol ved, the information supporting that practice
has not and that was one of the reasons to request
that the conpany determ ne that.

DR. CHESON: So, you are doing
phar macoki netics in this as well?

DR SIRARD: W are. The study itself is

based upon | ooking at two questions, the first of
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which is do you need a run-in, the 3, 10, 30, or
can you go straight to 30? W are |ooking at
patients in two groups there, a snmall nunber of
patients, and they are going to have what is
consi dered a dense sanpling PK assessnent. Then,
after it has been determ ned which is the
appropriate way to admni ster Canpath, either with
or without escalation, the remaining patients wll
have nore sparse sanpling but will include tine
poi nts after conpletion of Canpath therapy at
simlar time points as the antibody assessnents.

DR CHESON: As Pat alluded to,
subcut aneous admi nistration was first published by
London et al., and Karolinska did it w thout any
know edge what soever as to the absorption or
phar macoki netics. Al though they subsequently
published in Blood |ast year, it would be nice to
validate that. And, | think if we didn't need that
run-in it would certainly save a | ot of nuisance;
am gl ad you are doing it.

DR SI RARD: Thanks.

DR MARTINO Dr. Eckhardt?

DR. ECKHARDT: Yes, | just wanted to say
that | actually think we are here to di scuss sone

of the clinical trial designs that went on because
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we are here because of the lack of delay in
compl eting comm tnents after accel erated approval,
and | think what we have heard today is that there
are various categories that could include rare
di seases and difficulty with accrual. W have
| ooked at trial designs that have placebo arns,
leading to difficulty with accrual. And, | think
that this is a good exanple of having arns that
i nclude antiquated drugs and that also lead to
difficulties with accrual. | think that these are
some of the issues that we need to start thinking
about as we | ook back at some of the difficulties.

You know, the corollary to that is that
the longer it takes to conplete the comm tnent, the
| ess relevant the results are comng out of this
program | can see that this is a real problem
because you have conparisons to antiquated drugs.
You have the fact that accrual is taking so |ong

that sonetines you have changi ng di sease supportive
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care paradigns. So, | think that all of these
things are inmportant and we can't really exclude
any of themin our discussions.

DR MARTING Go ahead, doctor

DR PRZEPI ORKA: One comment and one
question for the FDA, ny coment being that we are
in a good news-bad news situation right nowin
oncol ogy in that nmany drugs are coming up very
rapidly and, unfortunately, the paradigmfor care
is changing very rapidly and it can be very
difficult for drug conpanies to fulfill their Phase
4 conmitments in such an environment. |f the
design of this particular protocol was at a tine
when fl udarabi ne was not yet totally accepted as
first-line therapy, then | can understand that
there night be some quandary on the part of the FDA
not to nove ahead with fludarabine. On the other
hand, | did hear the sponsor say--and | wll
paraphrase it--we were required to use this by the
FDA because it was the only FDA approved drug at
that time.

Dr. Pazdur earlier today asked that we
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move forward and we | earn some | essons fromthe
experience. So, | just want to get sone
clarification fromthe FDA. |s your requirenent
for the control armto be only an FDA approved drug
or something that has a conpendi umindication or
sonet hing that is approved by the literature?

DR KEEGAN. | would say that it has to be
an accept abl e conparator. Having FDA approval for
an indication certainly would neet that bill but
there are other ways to get there. It would
require that one have confidence that the body of
information is conpelling.

DR. CHESON. But | think you also need to
consi der what is standard of care and, as you know,
nore than 80 percent of oncology drug use is
of f-1abel. For exanple, you would be hard-pressed
in some places to even consider fludarabine as a
standard of care any nore for previously untreated
CLL with the conbination therapies. You have to
thi nk ahead. You have to have expert input into
the design of these trials, knowing what is likely

to be relevant and inmportant, not necessarily on
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day one since it takes a year to get these
protocol s going, but what is still going to be
inmportant two or three years fromthen so that
people will still be interested in putting their
patients on study. Fludarabine was well ingrained
as the standard treatnment when the study got going.

| am amazed that it ever got conpleted
because we thought it was ridiculous to use
chl oranbucil as the standard therapy. But that is
this exanple. There are lots of other exanples
where you have to say what will be the standard of
therapy in a year or two. You can't predict five
but you can certainly predict changes that are
going to take place in a year or two in nany
di seases. And, this would have been a good exanpl e
to think ahead because this is really, you know,
ho-hum But you did it and, hopefully, the results
will be as you want them but ho-hum

DR MARTINO Are there other conments or
questions? Yes?

M5. MAYER Well, perhaps this is for

di scussion later but | wonder if FDA and perhaps
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Dr. Ceorge could comrent on the potential or |ack
of potential for adaptive random zed, controlled
trials as a way of addressing sone of the issues
that we have been tal king about, with making trials
perhaps a little nore--well, certainly finish
sooner and be nore acceptable to patients. | am
jut thinking out loud here, this mght be a setting
in which this mght be tried.

DR CEORGE: Well, | think a nore genera
poi nt might be is are there other creative design
i ssues that m ght save tine and effort. The answer
is yes, to sonme extent, but it has been ny
experience that they won't overconme these basic
probl ems of accrual, for exanple, in this trial if
it was an issue of the conparator group that was
causi ng any kind of slow accrual. | doubt that
that would really help that much. But | think it
is a good point. W have to be alittle nore
creative in these situations where we are not
liable to get information Iike we would |ike, such
as sone adjuvant study in a very comon di sease

where we can get very | arge nunbers of patients
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easily onto trials. So, | think in that sense it
is certainly worth exploring these other ways to
| ook at the design of studies.

DR MARTINO Anything else fromthe
committee? |If not, we thank you, doctor. The |ast
part is a nore general discussion and we need to
read a conflict of interest again for this.

Conflict of Interest Statenent

MB. CLIFFORD: The foll owi ng announcenent
addresses the issue of conflict of interest with
respect to this portion of the neeting and is nade
part of the record to preclude even the appearance
of such. Based on the agenda, it has been
determned that the topics to be discussed in this
portion of today's neeting are issues of broad
applicability and there are no products being
appr oved.

Unli ke issues before a committee in which
a particular product is discussed, issues of
broader applicability involve many industrial
sponsors and acadenic institutions. Al special

gover nnent enpl oyees have been screened for their
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financial interests as they may apply to the

general topics at hand to determine if any conflict

of interest exists. The agency has reviewed the

agenda and all relevant financial interests
reported by the meeting participants.

The Food and Drug Admi nistration has

granted general matters waivers to the foll ow ng
speci al governnent enpl oyees participating in this

di scussi on who require a waiver under Title 18 USC

Section 208: Mha Hussain, Mchael Perry, Gai

Eckhardt, Dr. Steven George, Panela Hayl ock, Dr.

Silvana Martino and Dr. Maria Rodriguez.

A copy of the waiver statements may be

obt ai ned by submitting a witten request to the

agency's Freedom of Information O fice, Room 12A-30

of the Parkl awn Buil di ng.
Because general topics inmpact so nmany

entitites, it is not practical to recite al

potential conflicts of interest as they may apply
to each nenber and consultant. FDA acknow edges

that there nay be potential conflicts of interest

but, because of the general nature of the
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di scussi ons before the commttee, these potentia
conflicts are mtigated

Wth respect to FDA's invited industry
representative, we would |like to note that Dr.
Antonio Gillo-Lopez is participating in this
nmeeting as a non-voting industry representative,
acting on behalf of regulated industry. Dr.
Gillo-Lopez is enployed by Neoplastic and
Aut oi mmune Di seases Research

In the event that the discussions involve
any other products or firnms not already on the
agenda for which FDA participants have a financial
interest, the participants' involvenent and their
inclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvement with
any firm whose products they may wi sh to conment
upon.

ODAC Di scussi on of Accel erated Approva

DR. MARTING Thank you. The FDA has

provided us two questions that they want us to
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address, but | amassunming that we are at liberty
to deal with the process as a whol e because, in al
fairness, | think that is really how | would |ike
to handl e this.

The accel erated approval process | think
you are all famliar with. W have spent nore than
today dealing with this topic. It renains, at
least | would say in my own gut, the nost
controversial elenent of what we do, which is
dealing with drugs when there is Iimted anmount of
information. So, the question is what advice do
any of us have to provide either to the sponsors or
to the FDA that relates to how the process needs to
be inproved. Wth that, | am hoping that you al

will be free to just say whatever is in your gut.

This is your opportunity so gotoit. | wll start
on ny left.

DR ECKHARDT: Well, | amgoing to out on
alinb here. | nean, | think a lot of what we

tal ked about today, we have spent a lot of tine on
what | would think of as exceptional disease

states, and this isn't the whol e accel erat ed
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approval strategy or process but | think we need to
have categories for |looking at data in a different
manner, and one of them | would say, is in the
rare di seases or exceptional disease states that
are a nuch smaller patient target. | think one way
to proceed towards approval of those agents would
be to not have them necessarily on this other track
because | think, again, we are finding that for
sone of the randonized trial designs with placebo
control the accrual is so slow that we never get
t here.

So, one could envision setting up a body
of data requirements for full approval of these
agents, and that could be a constellation of data
that doesn't necessarily have to be random zed but
needs to be done in a high quality nmanner that
could be partnered with the FDA. Because | think,
clearly, what you see with these diseases is that
you are bringing in data fromvarious sources and
think if you had an idea about how you wanted to
mai ntain quality, those would really be in a

category so that they aren't sort of, again, in
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this fugue state of approval for years and years
and years with never meeting their conmtnments.

So, | think one way to think about sone of
those diseases is as sort of an exceptiona
approval strategy or exceptional di seases because
they are exceptions in terns of the nunbers of
patients.

I think the other hairy issue though goes
towards the accel erated approval process, and
sort of agree that this nmay not be the best term
for that. | do like the idea of conditiona
approval, and | think there sone of the strategies
that we need to think about are alnbst going to be
di sease specific. You know, what are the various
di seases where we would allow single-armdata to at
| east get the process started and | |ike the idea
of thinking about it as a conditional process of
going forward. You can think about single-armdata
but | think then the question is for those
types--and | can think of things |ike, you know,
second-line pancreatic cancer is very different

t han second-1ine breast cancer, and first-Iline
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hepat ocel l ul ar cancer is different from col orecta
cancer first-line. And, what | would |ike to see
is that we still allowthe ability to get in there
with the single-armdata within a di sease where
that is appropriate and then it becomes a question
of what supports full approval

One thing | wanted to ask the FDA again is
about this issue of being able to use rel evant
control -arm data because | can tell you that one of
the reasons that people aren't devel opi ng drugs,
for instance in hepatocellular carcinoma, is that
the only approved drug is Adrianmycin and no one
knows how to get fromstep one to step two, and
that is an active drug that has activity,
single-armdata. How do you design that Phase 3?
Can you design the Phase 3 with clinician's choice?

So, | like the idea of sone |libera
t hi nki ng about how to take sonething that has its
initial conditional approval wth single-armdata
into Phase 3, and whether there is a way to get
over those stunbling blocks. So, that is a |ot but
that is free thinking.

DR MARTINO Dr. Hussain?

DR HUSSAIN: | echo Dr. Eckhardt's

remarks and | would go back and say that assumi ng
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that the accelerated process or the |egislation was
witten in a vague way on purpose, | would
i magi ne--and Rick is shaking his head that that is
true--we have a ten-year experience with it. It
seenms to ne it is time to revisit the benchmarks,
if there were any benchmarks, and if there aren't,
per haps establish sone benchnarks.

It would seemto nme some process of
education for all those who will serve on this
conmittee or who participate in the voting process
becones inportant because | aminpressed by the
arbitrariness of the burden of proof for a vote of
a yes or ano, and it is really in the eye of the
beholder. In a study that had 21 patients, one of
six had a response; seven of 16 had a response and,
all of a sudden, that is accelerated approval. It
seenms to ne that the bar has to be set where there
is a bare mnimumthat has to be satisfied. It

may, in fact, require the FDA to convene structured
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meetings to actually set sonme standards and then
| ook at that and in the next five years perhaps
re-evaluate. QOherwise, | think the process seens
to be fairly arbitrary and there is sone experience
that | would imagine has to go with it in terns of
the vote process.

DR. MARTINOG. Dr. Perry?

DR. PERRY: Well, ny colleagues to ny
right are not only smarter than | am but al so
better looking. | agree with what they had to say.

Let me pose a potential picture for you
A new drug is available that offers a response rate
of 50 percent in cholangiole carcinoma. So, | wll
take away from hepatoma and nmeke it even rarer.

So, 40 percents are treated and 20 of then respond
with partial responses--none of this stabilization
of disease or this quasi stuff but real partial
responses with duration of responses considerably
| onger than the six nmonths we would have said is
historically accurate. The nedian response is 18
nmont hs.

If you were to say to a conpany this is
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great. | want you to do a Phase 3 trial nowto
random ze between the best available drug, first
the conpany woul d say, okay, tell ne what is the
best available drug. As you, of all people, know
there is no best available drug. It might be
Adrianycin if you believe in Adrianycin data but,
as | recall, it is 15 percent response rate. So,
you are asking the conpany to design a trial
between a drug with a track record of 15 percent
and new drug with a record of perhaps 50 percent,
and by the time they had 40 percent they would have
a pretty good view | think of the safety profile of
the drug. | think that would be a very difficult
drug to accrue to, and | don't think even if you
al | oned a crossover patients would want to go to
the Adriamycin armand have to get two cycles of
that and get further prolongations of their proton
and el evations of their bilirubin which would nmake
themineligible for the other drug.

So, | think you have to have a new
paradi gm a new way of getting around sonme of these

artificial burdens that we have put up. The Kkinds
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of diseases we are treating now are not the sinple
ones |ike breast and col on cancer where there are
| ots of patients, lots of points along the way that
they can be treated. |If you are going to treat
some of these people with first-line therapy for a
bad di sease you would like to get it at |east
partially right at |least out of the chute.

DR. MARTINO  So, are you then suggesting
that we ought to set the bar of what we require for
accel erated approval a bit higher? | nean, is that
what | am actually hearing from you?

DR PERRY: \What you hear fromne is
subj ect always to interpretation. Wat you are
hearing fromne is that | endorse what ny
col | eagues have said. That is, first | don't think
accel erated approval is any |onger an acceptabl e
term It ought to be conditional approval
Accel erated approval inplies sonething that is not
bei ng delivered and | think that is very, very
w ong and needs to be stopped.

Second, | think that we do need to set a

bar that says if you have a Phase 2 study with X
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| evel of expectation done by a responsible group,
with the data audited, | think you mght be able to
proceed fromthere without having to go through a
Phase 3 trial.

DR. MARTING | think | actually
under st and you.

DR PAZDUR. Magnitude is everything
obvi ously, and the point that you brought out of a
very high response rate obviously is sonething that
we generally don't see in nmany of these
appl i cations.

I would like to rem nd you that many tines
what we are looking at with these applications are
response rates that are either hovering around 5
percent or 15 percent. For those of that have been
in the business |ong enough renenber if the drug
didn't have a 20 percent response rate it wasn't
worth not of approval but even of further
devel opi ng that drug.

So, where you set the bar--and we have
al ways been asked this question, you know, what is

the | owest response rate that you will accept--is
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al rost an i npossi bl e question to answer because,
obviously, it is in the context of the risk/benefit
rel ati onship. W would accept a | ower response
rate for a drug that had fewer toxicities. If we
are dealing with a toxic drugs there are issues of
a different risk/benefit relationship.

But magnitude is everything. | think, you
know, when we have these endpoint discussions it is
very inportant to realize that if we have a
refractory di sease situation and we have a very
i mpressive response rate, that is much different
than the usual turn of events here that we have
when we are dealing with either getting a barely
percepti bl e response rate or a response rate that,
you know, many people woul d question

DR MARTINO Rick, | want to deal with
this issue of the actual choice of words of
accel erated approval. There are many of us who
dislike that. Okay? W feel it is nmisleading. It
gives really the wong inpression. Everyone
assunmes that it nmeans that this is such a wonderfu

drug that no one should be denied it, even those of

file:///C)/dummy/11080DAC.TXT (335 of 378) [11/16/2005 1:39:10 PM]

335



file:///Cl/dummy/11080DAC.TXT

336
us who have no disease to start with. GCkay? That
bei ng the case, is that choice of words changeabl e?
Because | actually see that as a crux to many of
our argunents.

DR. PAZDUR: | think we would have to get
sonme counsel on that fromthe FDA | awers here.

That isn't a Dr. Pazdur termor an interpretive
word. It is actually witten into the regul ations
and, hence, that would have to be substantially
changed in the regul ati ons here.

But, remenber, what you are tal king about
here with conditional approval, you are inplying
here that you will have the authority then--not
just the authority that is witten in the
regul ati ons but the real authority and the
nmotivation by ODAC to actually take these drugs off
the market. Let me address that issue. That is a
very, very painful procedure here because if we do
have a drug that has been approved with an X
percent response rate, it is a very difficult issue
then after the drug is out there for a year, two

years to decide and say, well, maybe this drug
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doesn't have the benefit that we would like it to
have. Ckay?

So, conditional approval may serve you at
this point, but | think you have to | ook down the
pi ke here. By conditional approval you are really
saying to the FDA that, yes, the ODAC will have the
motivation to really address the hard issue that if
other studies don't denonstrate the clinica
benefit, or if subsequent studies show other issues
with the drug, then there will be a clear message
to take the drug off the market. And, | don't know
if that exists. W know, obviously, for safety
i ssues--the American public is very clear that for
safety issues they have accepted this paradi gm
But to have a drug that is on the narket for
several years and then to say, well, let's
readdress this issue after people have used it, and
this drug should cone off the market is sonething
that is a very anbiguous situation

DR. MARTINOG Well, but | guess in my own
mnd | don't think of it as a decision that

necessarily ODAC ever makes. Remenber, we are
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advi sory to you--

DR. PAZDUR: Correct.

DR PERRY: You used the term ODAC and
authority in the sane sentence, without a
negati ve- -

DR. MARTINO  Yes

DR. PERRY: | hope that was just a
m s- st at enent .

DR. MARTI NG W appreciate the point but,
speaking for the committee, our concern is does the
FDA have the guts to wi thdraw drugs for sonething
other than toxicities? That really is the issue
here. Okay? You know, we have sonme concerns as to
whet her you fol ks do have that |evel of courage in
you.

DR GRILLO LOPEZ: Can | comment on that?

DR. MARTINO  Yes, doctor, you nay.

DR CGRILLO LOPEZ: Thank you. That is one
extreme. The other extrene is that the FDA m ght
decide to withdraw the requirenent for a
confirmatory study. Today we saw an exanple with

Doxi| of a situation where that m ght be possible
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and, in fact, justified for a variety of reasons.

I understand that the FDA is in a bind in
a situation like that because the FDA has in
witing required those confirmatory trials and it
is hard to pull back fromthat. It is also hard
because it would be setting a precedent. That
hasn't been ever done before. Right? So, it is
difficult for the FDA to do that. However, should
this conmttee recommend to the FDA that a
requirenent for confirmatory trials be wthdrawn, |
am sure the FDA would give that very good
consi derati on.

So, we need to tal k about those two
extremes, and with Doxil as an exanple where it is
al ready a regul ar approval for ovarian cancer,
where two ot her nmjor indications are being | ooked
at for approval studies, where there is ample
evi dence of the decline in the incidence of KS and
so on, you know, that nay be a reasonable way to
proceed.

DR. MARTING | still have the feeling

that froma drug conpany's point of view, as |ong
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as you have given ne approval | amactually pretty
happy. Even though | asked the question earlier of
what did it really nmean if you had full approval or
provi sional approval--and | did get answers to that
question but the answers that | got inplied to nme
that if you have accel erated approval only, well,
there are sonme nui sances; there are sonme probl ens
you have to tend to in terns of doing other things.
But | still suspect that either approval is really
quite satisfactory to a drug conpany. So, | am not
sure that there is always an appropriate | evel of
intent or commtnent on their parts to deal wth
what, in fact, are rather conplicated trials where
they have to reach around the world, and one does
recognize that it is not easy to do those things.
But it is in doing that which is difficult which
thi nk bespeaks of sonmeone's commitnent. The things
that are easy, are easy. Those are hardly ever a
chal | enge

So, | amstill concerned with the fact
that | amnot sure there is enough of a bite if

sonmething isn't produced and isn't done in a tinely

file:///C)/dummy/11080DAC.TXT (340 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

341
fashion; that there is a certain leisureliness with
which they are allowed to view the process. The
bottomline here is not making life difficult for
them The bottomline is that as a physician, and
I know that there are people in this audi ence who
assune that the only people who understand any of
this are people who are not physicians--1 think you
are quite wong about that. | think those of us
that are physicians actually understand the
patient's perspective better than pretty nuch
anybody el se, not only because we are physicians
but al so because we are human bei ngs oursel ves and
our famlies deal with these same issues of cancer
So, this is not an issue that sonmehow i s not
under st ood by those of us.

The key again gets down to the fact that |
have to have a certain trust in the data before
amwilling to give it approval. It is not true
that placebo effect is zero. That is not correct.
That has been shown many tines over. There is a
pl acebo effect, especially if you are | ooking at

toxicities and especially if you are | ooking at
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quality of life issues. So, a placebo is a
potential therapy. So, it isn't a zero therapy.

But | do have the feeling that there is a
certain lack of rigor that is allowed to the
compani es even in di seases where it is very
difficult to get patients into certain trials.

They don't lose a whole lot if they don't do those
things in a tinely fashion. Yes, doctor?

DR PRZEPI ORKA: First and forenost, | was
struck today by the presentation in conparison to
the presentation in 2003. The previous
presentation pretty much reveal ed a | ot of
fool i shness and foot-draggi ng on the part of the
phar maceutical industry which was definitely not
present here. There are sonme very serious design
consi derations that held up Phase 4 conpletion
here, and |I think the FDA has to be appl auded for
everything they put together to nmake sure that the
phar maceuti cal conpany understands that it really
means what it nmeans. It is sad that we have come
to the point right now where we need to deal with

the very tough stuff but, on the other hand, to get
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here so quickly | think is something good for the
FDA.

The first question | actually put down
this nmorning is how long should it take to conplete
Phase 4 conmitments. By the end of the day, the
best | can tell, is that it depends on what the
outcone is. Cearly, if you are doing a trial in
advanced di sease a short outcone and a short
expectation for conpletion is going to be what |
woul d expect, as opposed to an adjuvant trial or a
prevention trial. So, unfortunately, | don't think
we can answer that question much nore specifically.

In today's presentations there were two
thenes that cane out for what actually prevented
Phase 4 commtnents from being conpleted. One was
bad control arnms. | think that you have a
potential here to really have some serious problens
inthe future if the details of the control armare
not really assessed appropriately at the tine of
trial design. As nmuch as Dr. Cheson would like you
to be able to predict the future, I amnot sure we

can actually do that unless we call himon every

file:///C)/dummy/11080DAC.TXT (343 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

344
case, and if he is willing we will do it!

The other issue is the rare di seases and
there just aren't enough patients out there to do
two random zed, controlled trials in those
situations. | liked the term nol ogy "exceptiona
circunstances" although, in nmy mnd, it neant
sonmet hing di fferent than what the EMEA neant. This
is probably a situation where, are sitting on a
review committee, | would probably accept a
single-armtrial as |ong as approval was
conditional, and it was conditional on the fact
that use of the drug was restricted and coul d not
be used off-label. Because what | would be
concerned about is having a drug approved for a
specific use, i.e., lowhanging fruit, and then
everybody go out and use it for everything else for
which it was never studied. | absolutely detest
havi ng drug out there being used wi thout good
science and for no reason

Dr. Ceorge nmentioned his desire to see
nore registration studies as a Phase 4 conm t nent

and | think that is a nice way to go for these rare
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di seases.

DR. PAZDUR: In all fairness, Donna, you
are presenting a picture here that is far outside
of even the FDA's nmandate. It involves, you know,
not only the drug approval process but
rei nbursenent issues, etc. Sone people may think
you are right, however, obviously this is a very
complicated to portray, you know, a change in
events that woul d i nvol ve what physicians can use
off-label, etc. This is really kind of outside
even the purview of the FDA and invol ves a nmj or
change in drug reinbursenent, etc.

The point that | do want to bring up
because | sense a very negative tone to this
conversation, and | kind of want to change it in a
sense. You know, we presented basically
applications that did not neet their expected
accrual, and | think that people have to understand
that there are drugs that have fulfilled the
requi renents, and drugs that have denonstrated
clinical benefit, and have resulted from successfu
devel opnment plans after our discussions of 2003.

One great example of this is Vel cade that
basically had a Phase 3 trial in place; was

approved on response rate criteria; and went on to
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denonstrate a Phase 3 trial. So, you know, there
are successes here. Here, again, it is kind of
taking a | ook at a school and all you are
presenting are people that failed the entrance
exam nation or failed their first test, or
sonet hing. There are exanpl es of success and
perhaps in doing this program mybe we shoul d have
spent a little nmore tine in going over the
successful applications.

One of the reasons, however, we wanted to
spend sonme time on the applications that did not
meet their accelerated approval commitnents is that
we want you to have an understandi ng when these
applications come to you the potential problens
that they can have. They can have probl ens
obviously with conpleting their Phase 4
commitnents, and we may be left in this quandary
for a period of time here. So, here again, it is a

m xed issue here of successful applications that we
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perhaps did not, in all honesty, give a ful
pi cture of but, you know, tine was limted in a
one-day neeti ng.

DR. MARTINO Dr. Cheson, you are next.

DR. CHESON: Most of what | was going to
say has al ready been said, including sone
prenonitions. But one theme that | guess that |
have been strongest about over the |ast couple of
years is that | think the bar is set way too | ow.
We have had drugs like Iressa and others which just
wer e obvious to some of us were not going to pan
out like they were supposed to with a five percent
response rate, and other drugs which have ki nd of
I'i nped al ong because- -

DR. MARTING [Not at m crophone;

i naudi bl e] .

DR. CHESON: Well, if you |ook at the
confidence intervals, the lower limt of the
confidence interval was 5.4 percent which, in the
protocol, was designated as a negative study. Be
that as it nmay, there are other drugs for which

there was nore enotion than anything el se pushing
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them through the system That is the first point.
I would really put a plea in for putting our heads
soneti mes ahead of our hearts although it is
difficult to do.

The other point is that what we heard
today was sone really crappy study designs, as
peopl e have recapitul ated over and over again. |
don't know the entire process by which the FDA and
the conpani es go through their deliberations, but
it seens to nme there should be sonme nore outside,
uni nvol ved consultants participating. This is a
huge effort. It is taking a decade, 15 years, who
knows how | ong to get some of these studies done
and you m ght benefit from some additional input
from people out there who are involved in the
clinical trials; involved in the cutting edge
research that have no investnent either with you
all or with the conpanies, to say this is really a
stupid idea, or this really has sone likelihood of
wor ki ng. That mght help us with some of these
probl ems that we observed today.

And, | amnot so sure that today should be
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vi ewed as a show place of ugly ducklings. | think
that we saw sonme conpanies that really are trying
hard, doing the right thing. | have really |earned
a lot of good | essons here. And, they are noving
inthe right direction. W saw some from which we
can learn a | ot about how not to do things, |ike
the Doxil story, a drug that obviously has
activity. And maybe we need to rethi nk why we keep
them on the nmarket or don't, depending on what sort
of evidence. | think we need to tailor our
appreci ation of the evidence to the individua
clinical scenario, and | don't think that we can
have one gl obal way we | ook at things. But | think
we need to be very, very specific and very, very
careful and have a | ot of infornmed opinion because
everybody puts a lot of work into this,
particularly the FDA and the companies, and it is a
shame when resources are wasted, and the worst
resource to waste is a patient going on a clinica
trial that never gets conpleted

DR MARTING Dr. Gillo-Lopez?

DR. GRILLO- LOPEZ: The FDA now has ten
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years experience with accel erated approvals. W
have recently | earned about that experience and
have expanded on it today and, clearly, we need to
|l earn and we need to be able to fulfill the FDA's
request that the comm ttee make reconmendati ons on
how to i nprove that process and | earn from what we
have heard today. |In order to do that, | think we
need to reflect not just on the drug devel opnent
process but on the cancer treatnment devel opnent
process. W start with a single agent but what is
really at the end of that road is the incorporation
of that single agent into some conbination therapy
that, hopefully, nmay be curative. W have precious
few, but we do have some conbinations that are
curative today.

As | said earlier, in nmy view, the FDA
regul ates the earlier part of that process, the
singl e-agent part but, again in ny view, it is the
oncol ogy community that is responsible for that end
poi nt, that objective of finding the optinal
conbi nation, hopefully curative, wthin which that

agent works best. There are multiple exanples of
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how | ong that process takes. |f you take, for
exanpl e, nitrogen nustard, it took perhaps around
20 years for DeVita and others at the NCI to find
that incorporating it into the MOPP regi nen was
curative for Hodgkin's disease--20 years.

Adri anycin, doxorubicin--it was at |east ten years
after the FDA approval for the oncol ogy comunity
to find in another indication, in |ynmphom, in

anot her conbi nation, in the Chopp conbination, that
it was curative and that for |ynphoma within the
Chopp combi nation that was the optimal use of that
agent .

One need not wait the 20 years for
nitrogen nustard or ten years for doxorubicin to
approve. One needs to get these agents early on to
the patient via a single-agent approval based on
reasonabl e safety and reasonable clinical activity.
So, again, | think we need to keep things sinple.
We are |looking at the early stages of what is a
very long process and one needs to keep it sinple
at that stage and say what is the mninal anpbunt of

data that we need to confirmthat clinical benefit
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that has been seen on an early basis, on a
prelim nary basis when you give accel erated
appr oval

What | have seen today in a nunber of the
presentations by the sponsors is that there is a
definite opportunity to do things in a nore sinple
way. | have seen sone very conplicated study
desi gns, study designs where you could forecast
that the studies were going to take years to
conplete, with problenms with accession, with
pl acebo arnms, with the wong control drug on the
control arm and so on. Beyond that, also the
requirenent as a commitnent, as part of the
confirmatory studies for the generation of data
which is of very high scientific interest, but I
woul d question if it is critical to confirmng
clinical benefit, |ike HAHA studies and so on. |
mean, not that that doesn't need to be done, but
does that have to be part of the requirenent, |
woul d question that. It certainly makes things a
lot more difficult.

The FDA, in their internal deliberations
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with the sponsor, has to define what things, once a
drug gets an accel erated approval, are going to be
the responsibility of the sponsor and the
conmi tnent required by the FDA versus what is going
to be done by the oncol ogy community over the next
coupl e of decades in research

DR. MARTINO. Dr. GCeorge?

DR GEORGE: | would like to make a few
per haps obvious, | hope not trivial, comrents and
observations on accel erated approval. The first

one is that it seens that it is inherently a very
difficult process alnpbst by definition or by its
nature. The purpose of the accel erated approva
process, as | understand it, is to get therapies
out there earlier to patients who m ght benefit
fromthem Now, to do that, what you have to do is
| ook earlier in the process than you normally
woul d, and in this case sonething that has shown an
ef fect on sonme putative surrogate that is
reasonably likely to predict clinical benefit and,
therefore, you give it accelerated approval. This

is akin to noving earlier in the process of any
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ki nd and being forced to make a prediction.

So, what is happening is we are nmaking a
j udgrment about an agent or a therapy in sone
i ndi cati on where, just alnost by its nature, we are
going to nake nore m stakes that way, and we are
doing it deliberately. In other words, | think it
is not a bad idea, to ne, but we just have to face
up to that fact. |If you think of the whole
popul ati on of possible therapies we night approve,
and we approve sone and don't approve others, we
are going to be wong if we are naking that
decision earlier in the information gathering
process. W are going to have a higher error rate,
if you want to think of it that way.

So, then the problem conmes down to how do
we di stinguish when we have nmade an error, | nean,
what is an error? 1Is it an error to say we gave
accel erated approval to one indication and then we
tried to do a so-called confirmatory trial in a
compl etely--not conpletely different but a
different indication, earlier disease, say, and

conbi nation therapies and it doesn't work out in
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that setting. Does that nean it is wong to have
gi ven that accel erated approval in the advanced
situation or not?

So, | think that is why it is a very
difficult process. It is that we have set
ourselves up to have a higher error rate, just by
the definition of the process. W have also gotten
into a situation where it is very hard to determ ne
what success or failure is, that is, whether we
really nade the right decision when we gave that
accel erated approval. And, all those things
together make this a really, areally difficult
process. | nean, we could always just way any
agent that comes along, we ought to just give it
accel erated approval. That seens to be the
attitude of sone. That seems not in the best
interest of the public or the regulations. But we
have noved things earlier and that is going to
i ncrease the error rate.

DR. MARTING Dr. Rodriguez?

DR RODRI GUEZ: Actually, just a brief

comment that the article that was included in one
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of our booklets that tal ked about the accel erated
approval, | think it was published a year ago in
the Journal of the National Cancer Institute, to
me, | read that article and it sounded |ike the sum
experience was that this is a positive process that
has made available to patients drugs that otherw se
woul d not have been nmade avail able so quickly. But
today ny experience is that we have seen, as you
said, the ones that didn't work out or that
possi bly maybe we shoul d consider did work but for
obvi ous reasons didn't quite nmeet the pattern of
the others. | wonder if maybe as a segue to this
article woul d be when it doesn't work, why doesn't
it work and how can we change it.

DR. MARTINO Ms. Mayer?

M5. MAYER  There are several points
woul d like to make. | think we heard rather
passionately earlier this afternoon how sone anong
the public respond to the threat of withdrawal of
drugs for the mai ntenance of high standards in
terns of |evels of evidence. Really, the |aw, as

it is currently witten, in order to work depends
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whi ch enabl es FDA to nandate the w thdrawal of a
drug for lack of efficacy, as well as for |ack of
safety.

I was very intrigued early on to hear
about how EMEA is planning to address that issue.
I guess no one knows at this point how practica
their way of making their conditional marketing
aut hori zation expire after a period of time. But
it strikes nme that that way of proceeding, whether
it is a year, tw years or whatever, where
mar keting approval sinply ends and all of the
i ssues are reconsidered at that tinme is a way of
addressi ng unanticipated i ssues that come up in
changes in treatnment and nmany of the other issues
that we have tal ked about today. So, | hope that
FDA wi Il think about that as one possible approach.

Anot her thought about very snall nmgnitude
of responses, | think we need to find a way to
address the issue that magnitude of treatnent
response is directly proportional to appropriate

patient selection for drugs. That is an issue
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think that needs to be addressed as well.

Finally, I wonder if it mght make sense
for FDA to conm ssion an anal ysis of the successes
and failures of accel erated approval to | ook to see
in a nore systematic way than we are able to do
sitting around the table, and perhaps in a nore
inpartial way than FDA can thenselves do, a rea
| ook at the characteristics that identify the
successes and that identify the real problematic
i ssues.

DR MARTINO Dr. Perry?

DR PERRY: | was going to suggest that
the public nmenbers of ODAC wite a sunmary of this
meeting that we could submit to the FDA as our
opinion if we could cone to sone consensus. |
thi nk what we have di scussed today is inportant
enough that | want to nake sure that we have sone
sort of paper trial rather than a vague corporate
menory that goes away when those of us on the board
are no |l onger here, so that we have a witten
record and soneone el se could refer back to it and

say, yes, that is what they thought back at this
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point in tine and we don't want to nake the sane
m st akes agai n.

DR. MARTING | actually think we are
tel evised and can actually be viewed.

DR. PERRY: But that is not the sane thing
as a summary.

DR. MARTING | will grant you that.

DR. PAZDUR: Are you planning on com ng up
with a consensus? Because, remenber, we are
hearing varying opi nions here.

DR. PERRY: | think at |east parts of the
tabl e here have sone el enments of consensus and
el ements where we might disagree, but | think the
way we report this neeting mght be different from
the way sonebody el se reports this nmeeting and
would Iike to have at | east our opinion, to the
degree we share it, put together on paper so you
could have it and you could say, yes, this is what
ODAC was trying to say to us and we will listen or
we won't, depending on our own good judgnent.

DR. MARTING Are you volunteering to

wite such a paper, which then would be circul ated
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and which sone of us might care to sign and others
not ?
DR PERRY: No- -
DR. MARTINO Because | tend to agree with
Rick that | am hearing various opinions around the

tabl e al so.

DR PERRY: | would not consent to wite
it. | would consent to help start it with input
fromeverybody else. | amnot foolish enough to

think that | could put the thoughts of this group
together in a coherent way and that everybody woul d
agree with. But | would like to start the letter
out and let everybody el se add or anend it as they
wi sh.

DR. MARTING | don't think any of us
woul d object to that, at |least on the conmmittee. |
mean, it is an exercise that certainly is worth
doi ng and, again, some of us will want to do it and
others not. Some of us will sign the final
product, etc. The issue is will that be of any use
to the FDA?

DR. PAZDUR. W are always interested in
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heari ng what people's thoughts are after they kind
of digest everything but, here again, | think one
of the issues that | want to bring up is we are
presenting really a select group of applications
here. And, for us really to get a picture of the
whol e program we woul d have to go into a |lot nore
detail of the successful applications. You knhow,
it is hard to judge the success and the failure of
the programif all you are looking at are
applications that have not fulfilled the
requirenents for, you know, three or four years,
five years or whatever arbitrary period we sel ected
here. | have no problemif people want to wite
down their thoughts. however, to label it as a
consensus of opinion of ODAC is sonething that I
think would be very difficult to do wi thout having
everyone sign off on this.

Here again, this is the reason we are
having this neeting. It is recorded. It is
publi shed basically. W give copies to people of
it. It is onthe web site. So, here again, if

peopl e want to give us their opinions after the
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meeting we are nore than willing to hear them but
for a document to conme out and say that this is a
consensus of ODAC we would really have to have
everybody sign it, not just the people--well, |
don't want to sign it, or how carefully did | read
this? This kind of is another vehicle which we
have not expl ored under the advisors and
consultants rules, etc., and really I would have to
get sone additional input fromthe AC people on
t hi s.

DR. MARTING So, can | sunmarize to say
that if there are individuals who would care to
summari ze- -

DR. PAZDUR: Their own opi nions.

DR. MARTING --for you their opinions,
then you woul d be happy to receive then? |s that
what | am heari ng?

DR PAZDUR. yes, but | think it would be
dangerous to say that this is a consensus of ODAC
We wel cone people, after the neeting, thinking
about this problem W have thought about it for

weeks, nonths and years here and have had many,
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many neetings with sponsors, internally, with ODAC
menbers, etc. So, if people want to go home and
think about it, and digest what they have heard, we
woul d be nore than willing to read carefully and
consi der any individual's coments.

DR MARTINO Dr. Mortinmer?

DR MORTIMER: | think if there is
anything that | could take home fromtoday it is
what an incredibly difficult job this is, and
think all of us felt alittle maligned and it was
hard not to come to your defense, Rick. | nmean, it
is our job to protect the public. But | think the
problemw th the pace of new drug devel opnent, as
we so wonderfully saw today as we had the w ong
control for CLL, as we had the altering of the
i nci dence and the natural history of the disease,
new ways of diagnostics for neningea
carcinomatosis, it is really hard to know what the
standard of care is. | know that everybody is
aware that we need new markers of efficacy, whether
it is biomarkers or new functional images, but this
paradi gmis changi ng.

As | sit here, | was thinking about if I
was going to conduct a trial of a newdrug in

met astati c breast cancer, sonething near and dear
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to ny heart, | amnot sure what the control armis.
So, unlike Bruce, | don't really feel so strongly
that | know what the standard of care is anynore
It changes too quickly.

DR. MARTINO Dr. Gillo-Lopez?

DR GRILLOLOPEZ: | would like to nake a
couple of coments. First, a word of caution about
the possible withdrawal of accel erated approval
Al though this is allowed in the regulations, it is
very dangerous ground, particularly if the drug has
some evidence of activity, and unless there is
clear-cut very dangerous toxicity that has been
identified post-approval, or there is sone definite
evi dence that the drug actually does not work at
all, the danger is that for a perceived | ack of
performance on the part of the sponsor you m ght
actually be punishing the patients rather than the
sponsor. So, just a word of caution there.

Secondly, ny good friend, Dr. Bruce Cheson
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and | have conpl ete agreenent on one subject and
that is fine witing instrunents, fountain pens,
and today | may have found anot her area where we
are in agreenent. That may be one of the concrete
recomrendati ons that we can nake to the FDA, that
is, getting a third party, maybe the ODAC conmittee
maybe not the ODAC committee, naybe soneone el se
that is a third party or, at |east the
investigators that may be called on to do the
confirmatory trials to participate in those early
di scussions. Now, there is sonething that | have
called the "oops" factor, and that is that after
the agreement has been reached between the FDA and
the sponsor, when you go to the investigators and
say could you please do this study, the
i nvestigator might say that study? It is not
feasible; it can't be done. No one can do this.
To hear that after the fact is painful. So, the
early involvenent, again, of third parties,
experts, the cooperative groups or investigators
think is very inportant in the process.

DR PAZDUR: Yes, | wanted to comment on
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t hat because we are doing that now with the specia
prot ocol assessnents, and many of you that are on
the committee have been involved, as well as
experts that we have that are not on the ODAC
committee. Here again, we are taking a | ook at
trials that were initiated many years ago before we
routinely set that up, but | would say for the
vast, vast mpjority of cases now of protocols that
are com ng under special protocol assessnent and
woul d say all of these confirmatory studies are
com ng under special protocol assessments now, we
are actively pursuing really getting people's
opinions that are the "thought |eaders" in these
di sease areas to assist us and discuss with us and
we are very open. And, also the sponsors are
bringing in these people also.

Renenber, we don't set standard of care in
a sense. That is set by the community here. 1In a
superiority trial you have to denobnstrate that you
are better than something and, here again, that is
sonet hing that every investigator, every sponsor

faces not only in their confirmatory trials
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shifting standards but al so when they are
devel opi ng their drugs. Things change over the
course of one year, two years, three years, and
that is the reality of nmedicine. What one has to
make sure when they are developing a drug is that
they have an acceptabl e standard and, here again,
if this is widely accepted in the conmunity, even
if it is not an approved regi men or not an approved
drug, we would allow that to proceed, especially in
a superiority trial where you are beating
somet hi ng.

But the reality that, well, these things
change so fast maybe is a reflection nore of the
poi nt that you were bringing up, that these trials
are taking a long time perhaps there may not be a
serious commtnent. Let's be quite honest here to
all of the nmenbers of the committee, if we were
tal king about a clinical devel opnent plan and we
were tal king about the approval of the drug to
complete a clinical trial, wuuld it take ten years
or would they have multiple trials that are

ongoi ng, banking on if one fails another woul d
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suppl enent that failed study?

The rigor with which people approach this
needs al so to be addressed here. You don't need
only one trial. You know, you have a narketed drug
here. Two trials, three trials could be done
| ooking at different disease states and many
sponsors do this. A beautiful exanple of this,
even though we had a problemwith it, is the drug
Iressa. This drug had a beautiful clinical trial
design, a portfolio. It had two first-line trials.
It had a placebo-control trial in a third-Iine
setting. It has a study with radiation therapy.
It didn't fail because of a |ack of trying here.
It had a beautifully designed program |In fact, |
wi sh nore of our drugs were as beautifully
prescribed in their devel opnment plan as |Iressa was.
They had a great devel opnent plan.

DR CRILLO LOPEZ: May | comment on that?

DR. MARTING Not quite that, doctor

Ms. Mayer?
M5. MAYER | want to | guess give a
different patient voice. It seens as if every tine

file:///C)/dummy/11080DAC.TXT (368 of 378) [11/16/2005 1:39:10 PM]



file:///Cl/dummy/11080DAC.TXT

369
the point is nade about what is good for patients
that is somehow associated with | owering the bar or
i ncreasing access with | esser evidence. | work
with wonmen who have netastatic breast cancer and,
as you know, although there are nmany treatnents
avail able for them there are not enough and not
effective enough. But it is not necessarily a
benefit to a woman who is trying to nmake conpl ex
treatnent choices for an advanced cancer to have
very m nimal evidence and to have an al ready
crowded field become even nore crowded. | think we
can |l ook forward over the next few years, despite
the decline in the pipeline of many nore drugs
bei ng approved.

It is one thing to talk about rare cancers
or cancers where there are very few treatnments but
the mpjority of patients with advanced cancers are
not facing that situation. They are really facing
a situation in which there is increasing confusion
about which drugs will work for them and to sinply
say, well, that will all be worked out in

post -approval research is | think to be a little
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bit naive about that. | think we need to know t hat
the drugs that are approved do work and that that
i nformati on needs to cone fromwell designed
st udi es.

DR. MARTING W couldn't agree with you
nmore and we thank you from our heart for that
because | do see that there is this constant pull
There are people who think that anything should be
put out there, but you have to decide what is one's
responsibility. Is it to make anything avail abl e,
or does it have to be things that actually do
sonet hing nore than once in a lifetinme in the
uni verse? So, that is another mgjor issue that we
all struggle with. Wen is sonething good enough
that soneone shoul d be given that sonething? |
often think of Iressa being the perfect example.

If I were to say to someone | amgoing to sell you
a car and 90 percent of the tine it won't start,
who woul d buy that fromne? Yet, sonmehow we think
that that is what patients want, therapies that
work occasionally. Dr. Gillo-Lopez?

DR GRILLO LOPEZ: |If we were neking
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m stakes with accel erated approvals we woul d have
more than 1/25 agents that were a probl em and sone
of them woul d have been withdrawn al ready, and they
haven't. So, | think the accel erated approva
mechanismis inportant. It is worthwhile, and we
shoul d be doing nore of it. But that is not what
wanted to conmment on

I wanted to ask Dr. Pazdur a question
about the experts that you are using in the
di scussi ons concerning confirmatory trials. Are
these nenbers of ODAC or, if not, do they have
regul atory experience or have been nenbers of ODAC
in the past? Because | think that is an inportant
conponent .

DR PAZDUR. There is a vast array of
peopl e that we have as consultants. They include
menbers of ODAC, past nmenbers of ODAC, people from
the NCI, investigators on other trials previously,
in the past year, etc. W do try to have people
that really have an understandi ng of the disease.
Ckay? That is our major criteria. Wen we are

| ooking at a lung cancer study we want to have
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sonmebody that has done |ung cancer studies and that
has an understandi ng of the disease. W are not
choosi ng sonebody necessarily for their regulatory
experi ence.

DR. CGRILLO LOPEZ: But that part is
i mportant because eventually that may cone to ODAC

DR, PAZDUR. Could | just nention one
thing because I want to go back to both you and Ms.
Mayer's comrents. | think it is very inportant
that we concentrate and di stinguish between two
different issues. One is access to drugs and then
approval and drugs. They obviously are the sane
thing in some situations, and | will be the first
to say that the best form of access is to have the
drug approved. However, they are different
concept s.

I think the other thing that people have
to understand, especially when they are voting on
sonet hing here at ODAC, especially for rare
di seases, that there are other alternative
mechani sns that we have available for patient

access. These include single patient INDs. They
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i ncl ude exceptions to the protocol. They include
treatment INDs. All of these can bridge a
situation while we are | ooking at an ongoing trial
Here again, | amthe first one to say, however,
that the best form of access is the approval of a
drug but, here again, they are not necessarily the
sane concept.

DR. MARTING Did you have sonething el se,
Dr. Gillo-Lopez, or were you done?

DR GRILLO LOPEZ: | am done

DR. MARTINO Rick, while we are on this
topic, it occurs to several of us on the committee
that it would not be a bad idea if, when new
menbers are brought on, if they were schooled a bit
nmore on what exactly the responsibilities are; what
these distinctions are between full approval,
accel erated approval, what is required for one and
the other. As with anything, you sort of |earn as
you go along and then you acquire a certain
experience and, hopefully, with that comes a little
bit of wisdom But | think that because we all

have a linmted time that we serve you, it really
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woul d be better if a little nore understandi ng were
gi ven, and perhaps even having menbers sit here
just to observe the commttee before they actually
becone part of the committee. | think that would
be useful. There is a learning curve but | think
many of us have felt that if it were nmade shorter
we m ght serve the process a bit better

DR. PAZDUR: | amthankful for your
comrent. We will take that back to our advisors
and consultants. bviously, we might be able to
bring people in even for the audience. W have
brought people into the division as visiting
prof essors before they cone onto ODAC to try to
gi ve them sone indication of what we are | ooking
for, for accel erated approval and other regul ations
that the FDA comonly uses. W are al ways
interested in inproving the process.

Here agai n, you do have a short snapshot
here and it is a |learning process. For sonebody
who had no regul atory experience before, | assuned
this job in nmy previous job as division director it

was a sharp |l earning experience. As ny wfe always
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says, it is your third fellowship.

[ Laught er]

DR MARTING The other issue relates to
when we add to the conmmttee experts on a di sease.
If they have served on the committee previously
t hey have an understandi ng of what the committee
does and why and how. But if they haven't had that
experience previously they really are sort of
thrown in here. W appreciate their expertise and
woul d I ove to have them for their expertise to add
to our own already is. But having themvote in
those circunstances | actually think I would |ike
to have you reconsider.

DR. PAZDUR: And we will have to discuss
this with the advisors and consul tants.

DR MARTINO Are there other conments or
questions? Yes, Dr. Gillo-Lopez?

DR CRILLOLOPEZ: It is possible that
sonme people today may go away fromthis neeting
believing that sone pharmaceutical conpanies are
not diligent enough, dragging their feet, not

making all efforts to nmeet their conmitnents. |
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woul d assure you that there are nany reasons why it
is to a conpany's benefit to actually neet these
conmmitnents. The requirenents and the restrictions
that are inposed on the conpani es by the
accel erated approval guidelines should not be
m nimzed. W tal ked about themon the surface
about marketing materials, review and so on. There
is alot nore detail to that, and it is something
that tends to be onerous, tinme consum ng, consum ng
of resources to the conpany and they do want to get
beyond that, and the way they get beyond that is by
getting full approval

There are a nunber of other reasons why
completing the confirmatory studies is an advant age
to a conpany and, beyond showing that it is due
diligence, it is good relations with the FDA, good
relations with the investigators and the oncol ogy
community. Such studies--and, in fact, we saw sone
exanpl es today--m ght even be useful in order for
the conpany to obtain additional indications, which
is much to the conpany's benefit. |[|f not an

additional indication, at |least to get sone
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additional information into the package insert
which is also very nmuch to the conpany's benefit.

So, there are a nunber of things to say
that it is advantageous to the conpany to actually
get these studies done, and | think nmobst conpanies
do actually make their best effort to do this. And
we shoul d understand and not mnimze difficulties
that are faced in inplementing and conducting those
studies. There is an unpublished study that | have
recently cone to know about where these peopl e have
found that in the pharmaceutical industry setting a
Phase 3 trial on the average takes nine nonths to
i mpl ement from concept to first patient entered.
That is fast. Because | have also heard that in
the cooperative group setting a najor Phase 3 tria
may take up to two years--1 amgetting the signha
fromDr. Cheson--to start.

So, sone of the things that we have seen
here in ternms of problens that these people face
are very real and as an oncol ogy conmunity we have
totry to deal with that, identify those obstacles

and try to change and try to overcone all of that
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because we are falling behind. There are other
countries in this wrld that don't face those

obstacles and are able to get clinical research

done faster than we can. So, we need to address

t hose i ssues.

DR. MARTING Are there any other issues?

If not, | thank you all and the conmittee cones to

a close. Thank you.

[ Wher eupon, at 4:35 p.m, the proceedings

wer e adj our ned. ]
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