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PPROGEEDI-NGS
8:47 a.m

CHAIRPERSON DUTGHER VW are n ot going to
get started for about five nore mnutes. Ve ar e
waiting for sone handouts. So feel free to ge t
anot her cup of coffee.

[ Pause. ]

CHAI RPERSON DUTGHER  Good nor  ning. This
is the Oncol ogy Drug Advisory Conmttee neeting. M
name is Janice Dutcher. |'man oncol ogist at Al bert
Einstein Cancer Center in New York and 1'd like t o]
have the menbers of the commttee introduce thensel ve S
and wher e they are from W can start at this end
pl ease.

DR WALKES: M/ name is Desnar Wl kes
|'"'ma famly practitioner from Bastrop, Texas and the
consuner rep substituting on the conmttee.

DR Q.S Bob zols, nedical oncol ogi st
from Fox Chase Cancer Center in Phil adel phia.

DR SWAI N Sandra Swain, nedica |
oncol ogi st, Washington, D C

DR SCHI LSKY: R ch Schilsky, nedica |
oncol ogi st, University of Chicago.

LT. O NEl LL- GONZALEZ: Jannette O Nei l | -

CGonzal ez, Executive Secretary for FDA and for th e
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committee.

DR JOHNSON

| m Davi d Johnson,

oncol ogi st at Vanderbilt University.

bi ostatistician, National Cancer

oncol ogi st,

oncol ogi st

DR SI MO\

DR MARGLI N

DR ABOULAFI A

Seattle, Washi ngton.

oncol ogi st at Uhiversity of Ca

DR NORTHFELT: Don Northfelt,

Paci fic Gaks Medical G oup.

DR MAROQ |'mM chael

I'm R

Kim Margolin,

Dave Aboul

and hematol ogi st, Virginia

chard Si non

Institute.

Gty of Hope, Duarte, California.

nedi cal

nmedi ca

afia, nedica

Mason dinic

lifornia, San D ego and

oportunistic D seases for the Treatnent Action G oup

New Yor k.

DR KROXK Ji mKrook, nedical oncol ogi st

Dul ut h, M nnesot a.

DR DELAP:

Dvision Drector, FDA

Leader,

Oficer,

FDA.

FDA.

Bob DelLap,

Oncology Dru

DR JOINSON  John Johnson, d inical

DR KCBAYASH :

DR TEMPLE

Ken Kobayashi,

Bob Tenpl e,

D rector

Team

Medi ca

(0]

|"ma need s

Marco, Drector o f

f
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Gfice of Drug Eval uation |I.

LT. O NElLL-GNZALEZ: &ood nmo rning. |
going to be reading the Conflict of Interes
St at enent .

The follow ng announcenent addresse
conflict of interest issues associated wth thi
meeting and is nade a part of the record to precl ude
even the appearance of a conflict. Based on thi
Commttee's agenda and information provided by th
participants, the Agency has determned that al
reported interests in firns regulated by the Cente
for Drug Eval uation and Resear ch present no potenti al
for a conflict of interest at this neeting with th
fol | owi ng excepti ons.

In accordance with 18 U S.C 208(b)(3)
full waivers have been granted to Dr. Sandra Swain an
Dr. KimMargolin. A copy of this waiver statement na

be obtained by submtting a witten request to th

Agency's Freedomof Informatio n Office, Room 12830 of

t he Par kl awn Bui | di ng.

In addition, we would like to disclose fo

the record that Dr. zols and his enployer, the Fo
Chase Cancer Center, have interests in Bristol-Mers
Squi bb and Pharnmaci a Upj ohn, sponsors of conpetin

products to Paxene which do not constitute financial

m

t
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interest in the particular natter within the neaning
of 18 U S. C 208.

Notw thstanding these interests, it ha s
been determned that it is in the Agency's bes t
interests to have Dr. (zols participate fully in all
matters concerning |Ivax's Paxene.

Wth respect to FDA's invited guests, Dr.
Donald Northfelt has reported interest which w e
believe should be nade public to allow th e
participants to objectively evaluate his comments
Dr. Northfelt would Iike to disclose that in 1996 he
received consulting and speakers fees from Sequu s
Phar naceut i cal s.

In the event that the discussi on involves
any other products or firns no t already on the agenda
for which an FDA participant has a financial interest |,
the participants are aware of the need to exclud e
t hensel ves from such invol vement and their excl usion
will be noted for the record.

Wth respect to all other participants, w e
ask inthe interest of fairnes s that they address any
current or previous financial involvenent with an vy
firm whose products they mght wish to coment on
Thank you.

CHAl RPERSON DUTCHER Let me jus t
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reiterate, as we discussed yes terday, we will have an
open public hearing at this po int inthe neeting. In
addition, additional tine has been added to th e
sponsor's tinme for patients whomthey would |ike t o]
have speak on behalf of their drug to cone forward

So that will be later in the norning.

But for right now, we will have the open
public hearing and Dr. Li has asked to speak. Please
identify yourself and your constituency.

DR LlI: Lieutenant ONeill-G nzales, Dr.
Dut cher, nmenbers of the Commttee. Good norning and
t hank you for the opportunity to conme here to speak.

I'm Dr. WIliamLi, nedical director o f
t he Angi ogenesi s Foundation, a 501(c)(3) non-profi t
organi zation whose mssion is to coordinate globa |
efforts in bri ngi ng about angi ogenesi s-base d
therapies. Today |'ve cone to this Onhcologic Drug s
Advi sory Commttee neeting on Paxene or paclitaxel, t o]
direct the Commttee's attention to the angi ogenesi s
inhibitory activity of paclitaxel, a property which w e
beli eve is under recognized. The Commttee shoul d
consider that Paxene's antiangiogenic effects ma vy
contribute to its cytotoxic effect on tunor cells.

Pacl it axel is an effective cance r

chemot herapeutic agent that has been used to trea t
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refractory ovarian cancer,

advanced head and neck cancer,

cancer,

and nalignant nel anona.

non-snall cell |

Several clini

nmetastati c breast cancer,

un

ca

trials suggest its effectiveness in regressing A DS

associ at ed Kaposi's sarcona.

action.

to the

Pacl it axel has uni

gue rmnechani sns

(0]

The nmechani smcomonly cited is its binding

beta two subunit of tubul

depol yneri zati on and pronotes

m cr ot ubul es. Because of this,

mtotic spindl e formation,

cell «cycle, cell proliferation,

in. This prevent

stabilization

0]

pacl i taxel inhibit

cell motility

the @ and M phase of the

an

10

d

chenotaxis. This nechanismis thought to be directly

responsi bl e for paclitaxel's anticancer effects.

which paclitaxel inhibits tunor grow h.

al so i nhi bits angi ogenesi s,

There is, however, a

vessel formation.

angi ogenesis. Wthout a newb [|ood supply,

restricted to a snal |

Solid tunmor growh

not her mechanismb vy

I's dependent

Pacl i t axe

t he process of new bl ood

upo

n

tunors are

size, le ss than two mllineters

in diameter. Qnce angiogenesi s is initiated by tunor

cells,
survi val

grow h,

new vessels bring in oxy
factors that allow for

i nvasi on and netast ases.

gen, nutrients

an

exponential tuno

The concept

0]

d

r

f
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11
anti angi ogenesis, first proposed inthe early "70s, i s
designed to inhibit this process and it's a ne w
therapeutic nodality being devel oped by pharnaceutica |

conpanies worldwide, and by the National Cance

-

Institute. Ve bel i eve t hat paclitaxel' s
antiangi ogenic activity also c ontributes to its anti-

tunor activity.

—+

Paclitaxel inhibits angiogenesis by a
| east three nechanisns. It in hibits endothelial cel
proliferation. It inhibits endothelial cel |
| oconoti on. And it inhibits protease production b vy
endot hel i al cells, including the production o f
coll agenase, which is involved in dissolving th e
extracellular matrix surrounding growing new bloo d
vessel s.

Pacl i t axel inhibits angiogenesis i n
experi nent al syst ens such as t he chicke n
chorioallantoic nenbrane and in vitro cultures o f
capillary endothelial cells. Studi es by Ernest Brahn
at UCLA also show that paclitaxel can inhibi t
angi ogenesis in an aninmal nodel of collagen-induce d
arthritis. In conpanies |like Bristol-Mers Squibb an d
Angi ot ech I nc. have specifically referred t o
anti angi ogenesi s as one activity of paclitaxel.

How mght this information influence the
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Commttee' s views of Paxene?

First, Paxene's antiangiogenic activit vy
lends validity toits rational e for treating Kaposi's
sarcoma. KS |l esions are highly angi ogenic, conposed
of vascular-like spindle cells and they secrete a t
| east six angiogenic cytokines, including basi C
fitroblast growh factor, vascular endothelial cel I
growh factor, platel et-derived growh factor :
interleukin-6, transformng growth factor beta, GV -
CSF, and also the HV-Tat protein. Therefore
anti angiogenesis is a rational approach to treatin g
KS.

Second, because of its antiangiogeni c
activity, Paxene may have promse for treating other
angi ogenesi s- dependent di sease s, including rheunatoid
arthritis, diabetic retinopath vy, psoriasis, and solid
tunors. Further studies need to be conducted. Until
such studies are conpleted, we believe tha t
appropriate cautions for the off-1abel use of Paxene
shoul d be devel oped.

Third, there nmay be valuable lessons to b e
| earned fromother angi ogenesis-inhibitor drugs inth e
clinic, such as TNP-470, thali dom de, marinmastat, and
interferon-al pha. Wth these drugs, we are |earning

that | ong-termtherapy is needed for efficacy. Th e
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opti mal biological dose nay be |ower than the maxi mal
tolerated dose. And, that the detection of angiogeni c
cytokines in blood, urine and cerebrospinal fluid nay
serve as useful surrogate nark ers to nonitor therapy.

Fourth, if approval is given, during the
post-marketing surveillance period for Paxene, w e
encourage physicians to be alert for possibl e
unantici pated, beneficial anti angiogenic effects such
as the inhibition or stabilization of diabeti C
retinopathy or inprovenent in psoriasis in thos e
Paxene treated AIDS patients with these co-norbi d
condi ti ons.

There may al so be unanticipated advers e

effects due to antiangi ogenesis such as the inhibitio

=}

of collateral formation in cor onary artery di sease or
the delay of wound healing after surgery.
In summary, we wi sh to enphasize to th e

Cormmittee that Paxene's effects include the inhibitio

=}

of angiogenesis. This lends validity to its use for
treating Kaposi's sarcona, opens up new avenues an d
potential applications of this drug, and it shows tha't
this drug nerits further speci fic examnation for its
effects as an anti angi ogeni c agent.

Thank you.

CHAI RPERSON  DUTGHER  Thank you very nuch
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Is there anyone else in the audi ence who w shes t o]
speak at the open public hearing at this time? [N o
response. |

Then we are going to nove ahead with the
applicant's presentation and | believe we have som e
handouts at this tine. | hope. Ckay.

This is a discussion of NDA 20-826, Paxen e
indicated for failure of first line or subsequen t
system c chenotherapy for the treatnent of advance d
AIDS-r el ated Kaposi's sarcona. Dr. John Howes i s
going to begin the presentation.

DR HOMNES. Ladies and gentlem en, nenbers

of ODAC, good norning. I'm John Howes with th e
Regul at ory Affairs Departnent of Baker-Norto n
Pharmaceuti cal s. Today we wll present data t o

support the use of Paxene for the treatnent o f
advanced AIDSrelated Kaposi's sarcoma in patients wh 0
failed first line and subsequent system ¢
chenot her apy.

Regrettably, Dr. Jerome G oopm an, who was
scheduled to be the opening speaker, is unable t o
attend the neeting today. In his place on the agenda
wll be Dr. Sanuel Broder, Senior Vice President for
Research and Developnent at |Ivax Baker-Norto n

Cor por at i on.
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Since we do have a rather full agend a
today, | will now pass the podiumto Dr. Broder.

DR BRCDER Thank you very nmuch
Kaposi's sarcoma is an angioproliferative tunmo r
characterized historically by endothelial and spindle
cell proliferation, angiogenesis, inflamatory cel I
infiltration, and edena. 1In 1994, a new herpes virus ,
HAV-8 or KSHV, was discovered and found to be closely
associated with this tunor and may play arole inits
pat hogenesi s.

This tunor is one of the hallmarks o f

ADS Side 1 please. The inter-relationship betwee n
i mmunodefi ciency diseases and cancer generally, an d
between AIDS and Kaposi's sarcoma specifically, ha s

-

been a very high priority of the National Cance
Institute and its viral cancer prograns.

dinical research done at the Institut e
suggested that Kaposi's sarcoma is sensitive t o
pacl i taxel , a natural product originally derived from
the pacific yew This line of work is an extension o f
about 30 years of research on paclitaxel by th e
Nati onal Cancer Institute.

Next slide please. Paclitaxel, of course ,

has ef fects on tubulin and the state of tubuli

=}

pol yneri zati on. But perhaps even nore interesting, a s
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we heard in part,

action for

angi ogenesi s

16

are new y described mechani sns o

this agent. Pacl i t axel i nhi bit

and induces apoptosis by Bcl-

phosphoryl ation triggered by R af-1 activation. It is

possi bl e that these new nechani sns nmay be i nduced by

| oner plasma concentrations of paclitaxel than th

effects on the mcrotubul e system

AlDS-rel ated Kaposi's sarcoma frequently

can be an aggressive disease, often with extensiv

cut aneous | esi ons,

but al so invol venent of the ora

cavi ty and visceral organs. AlDrelated KS can b

conplicated by |ynphedena. Could I have the nex

slide please? And this may involve the extremties,

the face or the genitali a.

Gastro-intestinal lesions may caus

bl eedi ng, pain and obstruction and pul nonary | esi ons

may be associated with respiratory insufficiency o

deat h. Even in the absence of synptomatic viscera

di sease or edena, Kaposi's sar conma nay have a serious

impact on quality of life by causing disfigurenent

and soci al

isolation or by serving as a visua

rem nder of an Al DS di agnosi s.

cover ed or

recognition

When

Kaposi's sarconma lesions can b

obscured by clothing, a patient'

t hat

| esions are grow ng progressing i

f
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still a serious medical chall enge.

Next slide please. Athough m ilder forns
of Kaposi's sarcoma in the context of AIDS with slow
progression or wthout life threatening viscera |
i nvol verrent can be treated with local or intralesiona |
t herapi es, the nore serious, advanced forns, if left
untreated, do not spontaneously resolve as a general
rul e, and require cytotoxi c chenot herapy.

V¢ believe that Kaposi's sarcoma and the
t herapeuti c chal l enges that this di sease forces upon
us wll remain an inportant problem notw thstandi ng
the formdable advances that have been nade | n
treating retro-viral diseases.

As is true in virtually all of oncol ogy,
the status of prior chenmotherapy is an inportan t
consideration. Efficacy results with patients naive
to chenot herapy should generally not be pooled wt h
results in second or third-1ine therapy.

Since the early 1990s, the ABV reginen
which consists of  dixorubicin, bl eonycin an d
vincristine, has been considered the standard of care
In evaluating individuals or in making conparison S
between clinical trials, it is inportant to kno w
whet her the patients have been previously treated wt h

doxor ubi ci n. Moreover, in the past two years
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| i posomal ant hracyclines have been introduced, but fo r
a variety of reasons, it is inportant not to lum p
these two therapies together indiscrimnately.

Next slide please. DaunoXone, that i s
|'i posomal daunorubicin, was approved as first-lin e
treatnent based on a prospective randomzed tria |
conparing DaunoXorme to ABV. Although response rates
were simlar, 23 percent for D aunoXonme and 30 percent
for ABV, there was significantly less alopecia an d
neuropathy in the setting of DaunoXone.

Next slide please. Doxil, that i s
|i posomal doxorubicin, was approved as second-lin e
treatnent of advanced Al DS Kaposi's sarcona based on
a 27 percent response rate in 34 eval uabl e patients.

By contrast, the response rates reported
for paclitaxel, sone of which we will discuss |ater,
for second-line treatnent of Kaposi's sarcoma hav e
been higher. And this was in part discussed at th e
Advisory Conmmttee immediately preceding this current
neeting in the June CDAC neeti ng.

For safety purposes, it is probably w se
to use all available patients. But paclitaxel is not
an exception to the rule that for efficacy purposes i t
is inportant not to pool first and second-line patien t

dat a.
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A so, because of the non-linearity o f
pacl i t axel pharnacokinetics, ¢ aution is in order when
one extrapolates from one dosing |evel or apparen t
dose-intensity to another. W wll| touch upon these
poi nts in our presentation.

Next slide please. V¢ believe that Paxen e
nmakes an inportant contributio n to the know edge base
for paclitaxel in second-line AIDS rel ated Kaposi' S
sar c ona. Qur study included advanced patients wh o
frequently had failed second-line or third-lin e
treatnments. Specifically, many of the patients were
Doxi |l failures.

Another nmajor point is that the stud vy
presented today is the first prospective multicenter
study of paclitaxel in advance d Kaposi's sarcona, and
as such may give a nore realistic estimate o f
comunity based results.

Ve will also touch upon the concept that
perhaps in this tunor nore than nost there is a n
el ement of observer's subjectivity in makin (¢
determnati ons of response.

V¢ will also provide inportant informatio

=}

on pharnmacokinetics as well as information on co -
admnistration with protease inhibitors. W believe

the latter is a very inportant set of information in
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that now there is a nearly universal use of thi S
category of antiretroviral agent.

VW believe that nuch of the informatio n
that will be presented today is unavailable in an vy
other form For prescribers it is inportant to have
as much enpirical data as possible on both th e
positive features and the limtation of paclitaxel.

Finally, we wish to thank the Chair an d
the FDA and the nenbers of this Commttee fo r
permtting some of the patients who participated i n
this study to speak here today at the conclusion o f
our scientific presentation.

Al clinical progress depends on th e
w | I'i ngness and courage of patients to enter studies
on the safety and efficacy of new drugs.

Menbers of the Coonmttee, nenbers of the
audi ence, thank you very nmuch. | now would |ike t o]
turn the podiumover to Dr. @ |l who is the principal
investigator of this study and he w |l provi de sone o f
the data related to efficacy results. D. Gll.

DR GdLL: od norning. Can you got o
the next slide. This Paxene study was conducted i n
patients w th advanced Kaposi's sarcoma. It was a

prospective phase Il trial in patients who had fail ed

prior systemc cytotoxic cheno therapy. The trial was
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conducted in nine US. sites and patients wer
enrol | ed between January '96 and April of '97.

Patients were eligible for this trial if
t hey had advanced di sease defined by one or nore o
the followng criterias: mlt iple cutaneous |esions,
presence of vi scer al di sease or synpt omat i
| ynphoedena. CGher eligible criterias include
failure of prior cytotoxic chenotherapy. Pat i ent
were required to have KPS of 60 or above. And the us
of concomtant antiretroviral agents, includin
protease inhibitors, were all owed.

Primary study end points included bes
response and tine to progression. And secondary end
points were change in synptom distress scale an
Kar nof sky performance status. Paxene Pharnmacokinetic
wer e also performed in a subset of the patients an
these data will be presented by Dr. Ken Duchi n.

The response criteria used in this trial
were those defined and used by ACTG Ohcol ogy coomtte
for the past several years. Conplete and partia
responses were required to be rmaintained for at |east

28 days.

e

f

The treatnent reginen consiste d of Paxene

given at a dose of 100 mlligram per neter square

over three hours every two weeks after prenedication

d
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wi th dexanet hasone, cenetidine and di phenhydram ne
One does reduction was allowed to 75 mlligrans fo
toxicity. In the event of nore severe toxicity
treatnent was withheld until recovery. Use of G CSF
for treatnent of neutropenia was al so permtted.

Eighty nine patients were enrolled i
these nine sites through April of 1997 and two | arge
accrual regents represent Boston and Los Angel es.

The patient denographics are outline
her e. The nedian CD4 count was |ow at 40 and
majority of the patients had Karnofsky perfornanc
status between 70 and 80, 61 percent.

Antiretroviral therapy was taken by 7

22

1

percent of the patients at stu dy entry, this included

use of protease inhibitors in 33 patients. I
addition, a third of the patients were receivin
therapy for QW infection and 30 percent of th
patients were receiving G CSF.

The tunor assessnent at baseline showe
nmucocut aneous disease in all b ut tw patients, facial

disease in 42 patients, and oral disease in 4

n

g

e

d

0

percent. Tunor associated ede ma was al so observed in

nearly half of the patients and visceral disease was

present in 42 percent. Pulnon ary involvenent was the

nmost common site of visceral involvenent.
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TI S stagi ng system has been de vel oped for
prognostic prediction for this disease and thi s
accounts for three different areas, tunor burden
i mmune status and systemc illness. Poor prognostic
features for these include tunor associated edema
visceral involvenment and extensive oral disease |,
immune status of CD-4 being less than 200 and th e
prior synptons of opportunistic infections and th e
past history of these synptons of |low performanc e
st at us.

Next slide please. Wilizing these Tl S
staging criteria, in this study two or nore of these
poor prognostic features were present in 90 percent o f
t he cases.

Al patients had received prio r cytotoxic
chenot her apy. Over a third of the patients ha d
received two or three prior cytotoxic chenotherap vy
regi mens. Anong these patients, 46 percent ha d
received |iposomal daunorubicin and 30 percent ha d
recei ved |iposonal doxorubi cin.

A nedian of eight cycles of Paxene wa s
admnistered with a range of one to 27. Thirty four
patients remain on study after receiving ten cycles of
therapy. The nedian dose inte nsity in this trial was

44 m|ligramper neter squared per week.
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Response rates were assessed b y intent t
treat analysis. Conplete and partial responses were
observed in 46 percent with 95 percent confidenc
interval of 41 to 62. These data represent th
i ndependent review by Dr. Kaplan who was not a
investigator in this trial.

This is a representative exanple o
responding patients. A patient wth advance
cutaneous disease and extensive edema which wa
associ ated with pain and required use of crutche
showed nmarked inprovenent after 19 cycl es.

Looking at the inpact of prior therapy an
out cone, patients who received one prior reginen had
a response rate of 47 percent conpared to 41 percent
for those who received two or three prior reginmens.

The response rates in those who recei ved

24

o

prior |iposonmal daunorubicin o r |iposomal doxorubicin

were 51 percent and 33 percent respectively.
The inpact of protease inhibitor use was
al so examned. Twenty nine patients did not receive

any protease inhibitors during the trial. Th

e

response rate of 41 percent in this subgroup conpared

to the overall response rate of 46 percent suggest
that protease inhibitors may not have a significan

i mpact on the possibility or probability of response

S

t
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out cone.

The nedian time to response in thi s
patient popul ation was 49 days. And the duration of
response which was calculated from initiation o f
treatment has not been reached and would be in excess
of 306 days.

Time to treatnent failure for the stud vy
popul ati on was 234 days.

| woul d now ask Dr. Harriman from Baker -
Norton to conduct the renai nder of the presentation.
Thank you.

DR HARR MAN  Thank you, Dr. dll. Good

nmorning |adies and gentlenen, nenbers of CDAC an d

guests. M/ nanme is Gegory Harriman and |I'm wt h
Baker-Norton Pharnaceuti cal s. Before beginning m vy
presentation, | would |like to have Dr. Ken Duchin fro m

Baker-Norton get up and give a brief presentation of
t he pharmacoki neti c studies.

DR DUCHN od norning. Thank you ver vy
much. W present data today on the pharnacokinetics
of paclitaxel in AIDS KS patients in the study jus t
descri bed by Dr. GIll. It nust be recognized tha t
these studies were very difficult to conduct given the
demands on the patients' tine and we are very gratefu |

to t he patients who partici pat ed in thi S
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phar macoki neti c st udy.

H even patients fromone site vol unteered
for pharnacoki netic sanpling. These patients wer e
taking four to 20 concomtant nedications, whic h
included one or nore reverse transcriptase inhibitors
imdazole antifungal and the protease inhibito r
indinavir. The protease inhib itors are of particular
interest because paclitaxel and protease inhibitor S
are netabol i zed by cytochrone  P453A and al nost all of
the marketed protease inhibitors carry a warning i n
their product |abel of potential interactions wt h
concom t ant nmedi cations that also wutilize thi s
nmet abol i ¢ pat hway.

Serial plasma sanpling, which involve d
about 20 sanpl es per patient, occurred over 51 hours
during and after the three hou r infusion of Paxene on
one of the cycles.

N ne patients were studied on one cycl e
and two patients were studied tw ce on two consecutiv e
cycl es.

The next slide shows the nean plasm a
concentration tinme curve for paclitaxel in the nin e
patients who were studied on one cycle.

Mean phar macoki netic paraneter s are shown

inthis slide. | wish to point out that peak plasnma
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concentrations (Qrax) averaged 1100 nanogram per m
or about 1.3 mcronole and body clearance average d
approxi mately 27 liters per hour per meter squared.

A conpari son of sone of th e
phar macoki netic paranmeters obtained at the dose of 10 O
mlligrans per neter squared was nade usi ng a weighted
anal ysis to values obtained fr omother Paxene studies
in 37 patients with solid tunors who recei ved a highe r
dose, 175 mlligramper meter squared.

As noted on the left hand side of th e
slide, a 75 percent increase i n adm nistered dose was
acconpani ed by nuch greater increases in peak plasma
paclitaxel levels and in areas under the curve to the
| ast detectable concentration and to infinity. Th e
dash line would be the expected increase in thes e
paraneters if the drug obeyed |inear kinetics. These
dat a denonstrate t he nonlinearity of th e
phar macoki neti cs of paclitaxel over the range of 100
to 175 mlligram per neter squared.

V¢ al so eval uated the pharmaco kinetics of
Paxene in those patients taking indinavir and thos e
who did not. As noted here, there were no difference s
in the average val ues for QOrax, body clearance, |ina
distribution or elimnation half |life between thes e

two groups.
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In another two patients, paclitaxe |
kKinetics were obtained on two  consecutive cycles, one
in the absence of indinavir and the second after two
weeks of indinavir therapy. As shown here, the plasma
|l evels of paclitaxel were simlar with and withou t

indinavir, confirmng that indinavir does not alte r
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the disposition of paclitaxel.

| m dazol e antifungal agents are known to

inhibit cytrochromP450 enzynes and it was of interest

to assess whether those patients taking imdazol
anti fungal , primarily fluconazol e, had greate
exposure to paclitaxel.

Oh this slide it is clear that there was
no indication that patients taking antifungal ha
hi gher Orax values or reduced clearance value
conpared to those not taking these drugs.

In conclusion, these studies define fo
the first time the pharmacokinetics of paclitaxel in
AIDS KS patients taking multiple HV therapies
Paclitaxel displays nonlinear pharnmacokinetics ove
the range of 100 to 175 mlligram per neter square
when admnistered over three hours and there was n
appr eci abl e interaction between paclitaxel an
indinavir or the imdazole antifungal agents. Thank

you.
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Now | would like to ask Dr. Harriman t
cone back to the podi um

DR HARR NAN First, I would like t
summarize study results relating to quality of Iif

and patient benefit. Then I wll review the safet

29

o

results, including the safety of Paxene in patients on

pr ot ease inhibitors. Finally, I wll provide som
conclusions regarding the efficacy of Paxene in th
treatment of patients with advanced Al DS KS who have
failed prior cytotoxic chenotherapy.

In this context, failed refers to patient
who progressed on or were intolerant of th
chenot her apy. In many cases, these patients hav

failed nore than one cytotoxic chenotherapy regi nen,

including Doxil. Such patients are an inportant grou

for whomthe identification of effective treatnment ca
be chal | engi ng.

Quality of life was assessed by
prospectively-obtained patient-admnistered Synpto
Distress Scale as well as by Karnofsky Perfornmanc
St atus and phot ographs. The Synptom D stress Scal
contains 15 questions related to overall well-Dbeing,
for exanple, outlook, concentration and fatigue;, a
wel | as disease-related synptons, for exanple

appearance, pain, nobility and breat hi ng.
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Each question uses a five-point Likert -
type format in which a score of one is the bes t
possible score, neaning no distress, and a score o f
five is the worst possible score, neaning sever e
di stress. The Synptom Distress Scale was to b e
admnistered at baseline and every third cycle
| nt er nal consistency and test-retest reliabilit vy
estinmates have indicated the scale is reliable and the
scal e has been previously validated.

Karnof sky Performance Status was to b e
assessed at baseline and each cycle. Photographs of
marker |esions and other involved areas were to b e
obtai ned at baseline and every six weeks.

Shown here is the nedian total score o f
all 15 questions for patients at baseline and cycl es
four, seven and ten. There was a highly statisticall vy
significant inprovenent in the rmedian score at cycles
four, seven and ten. Very few patients were los t
bet ween basel i ne and cycle four, indicating that the
i nprovenent seen at cycle four , at least, is unlikely
due to bias.

Assessnment of tunor responses can b e
difficult and open to a «certain amount o f
interpretation, as Dr. Broder nentioned before. Thus |,

it is possible for a patient to not be scored a s
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havi ng a tunor response, despite having cl ear evidenc e
of clinical benefit.

Shown here is a patient previously treate d
wth Doxil. He had extensive involvenment of his foot
with tunor and a large ulcer. The patient wa s
informred that he mght have to have his foo t
anput at ed. Following treatnent with Paxene, th e
patient had a very significant inprovenent in th e
tunor and ulcer on his foot. This patient was no t
scored as having a tunor response in this protocol
although he clearly benefitted from his treatnment
This patient and others are with us today and the vy
hope to have an opportunity to tell us about thei r
experience w th Paxene.

This patient had extensive les ions of his
guns. He also had a very seve re lesion on his chest.
Wiil e there were sone differences of opinion as t o]
whet her he was a responder, he clearly has ha d
i nprovenent in his disease.

Shown here are nedi an scores in patients
with facial lesions for questions relating to th e
patients appearance at baseline and cycles four, seve n
and ten. There was a statistically significan t
inprovenent in this score at cycles four, seven an d

ten. Again, few patients were | ost between baseline
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and cycle four, indicating that the inprovenent a t
cycle four, at least, was unlikely due to bias.

As can be seen, this patient had sever e
disfiguring lesions and edema on his face. Wt h
treatnent, he had a narked inp rovenent in the | esions
and edena.

This slide shows inprovenent in synptons
such as pain and nobility related to |ynphedena
Agai n, there was a statistically significan t
i nprovenent in these synptons at cycle four. Wil e
i nprovenent continued at cycle s seven and ten, it was
no longer statistically significant.

This patient had narked | ynphe denma in his
right leg which responded well to treatnent, wt h
mai nt ai ned i nprovenent to cycle 13 as shown here.

This patient had severely crus ted |esions
wth significant |ynphedenra in his left lowe r
extremty. The | ynphedena showed definite i nprovenen t
at cycle three of treatnent.

This slide shows inprovenent in synptons
related to pul nonary di sease whi ch include breathing
and cough. A statistically significant inprovenent i n
t he nmedi an score was seen at cycles four and seven
Al though a simlar magni tude of inprovenent was seen

at cycle ten, this was not sta tistically significant.
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This patient

i nvol venent and had previously

DaunoXone and Doxil. O not

33

had severe pulnonar vy

e, he was on oxygen pri

to treatnent, but was able to discontinue thi

treatment follow ng the Paxene treatnent.

Thi s patien

been treated with both

or

t al so had pul nonar vy

i nvol v enent . At cycle 13 of treatnent, pulnonar vy
lesions were significant inpro ved, as denonstrated by
a decr ease in one of the pulnonary lesions seen o0 n
this cut of the CT scan. Free study and cycle 13.

Forty-six per cent of patients ha d
inmprovenent in their Karnofsky Performance Statu s
during treatnent. The inprovenent seen wa S
statistically significant. Th e mgjority of renaining
pati ents had no change in their Karnofsky status and
a few patients had worseni ng.

Thus, inprovenent in quality of life was
seen in patients treated wth Paxene as judged b vy
i nprovenent in synptons, by Karnofsky Performanc e
Status and by phot ographi ¢ i nprovenent.

Wth regard to safety, frequen t

henmat ol ogi ¢ and non- he
occurring in the 89 patient
naj or toxicities wer e

neutropenia and anem a.

matol ogic adverse even t

S are sumari zed her e.
hemat ol ogi c, i ncludin

QG her frequently occurrin

Th e

g

g
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adverse events included asthenia, alopecia, nause a
and/or vomting, arthral gis and nyal gi as, peri pheral
neur opat hy and rash.

Adverse events were also analyzed b vy
whet her or not patients were on protease inhibitors as
shown on this slide. There was little difference in
the incidence of adverse events between the two group s
of patients and none of the differences wer e
statistically significant.

There were a total of 70 opportunisti ¢
infections in 30 patients during study representing 3 4
per cent of patients. G these opportunisti ¢
i nfections, 17 whi ch i nvol ved nycobacteria ,
pneunocystic, cryptococcus and OW woul d be considere d
seri ous.

There were 11 deaths which occ wurred while
patients were on study. G these 11 deaths, th e
investigators felt four were rel ated to Paxene. Three
of these patients of sepsis wth associate d
neut ropeni a and one patient died of congestive heart
failure due to pul nonary hypertension.

V¢ al so have substantial safet y data with
Paxene using different doses and schedul es in patient S
who have other forns of cancer. Shown here ar e

adverse events, which were included in the NDA on not



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

35

only AIDS-KS patients, but an additional 226 patients
who received Paxene at either 140 mlligrans per neter
squared over 96 hours or 175 mlligrans per nete r
squared over three hours. Again, the najor toxicitie s
wer e henat ol ogi c.

Ne xt sl i de. However , al opecia
arthralgia/nyalgia and peripheral neuropathy were als o
fairly common, although severe grades of thes e
toxicities were not conmon. Hypersensitivit vy
reactions were also relatively unconmon. V¢ currentl y
have safety data on a total of over 500 patients.

In sumary, while AIDS-KS patients ar e
potentially at increased risk because of thei r
under | yi ng di sease and mul tiple concomtan t
medi cations, no unusual or une xpected toxicities were
observed in AIDS-KS patients treated wi th Paxene.

Now, | would like to summarize the dat a
which has been presented by responding to th e
questions which were addressed by FDAto (DAC First
| s the Paxene study size of 89 patients adequate for
approval of a drug for the use after failure of first
line or subsequent systemc chenotherapy for th e
treatnent of AIDS-rel ated Kaposi's sarcoma?

To answer this question, this study nust

be put into perspective wth r espect to studies which
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lead to the approval of other drugs for simla r
i ndi cations. As discussed, the study reported her e
was a prospective, multicenter study enrolling 8 9
patients, with two geographica |ly distinct sites, Los
Angeles and Boston, enrolling 25 or nore patient S
each. It should be kept in m nd that all 89 patients
had failed prior cytotoxic chenotherapy and man vy
failed two or nore cytotoxic chenotherapies. Thus :

these patients, by and large, represent a ver 'y
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refractory popul ati on.

In looking at the study sizes for othe
drugs currently approved for s econd-line treatnent of
AIDS-KS, there were two studies which were the basis
upon which Taxol was approved for this indication
One study, which | ooked at dose and schedul e of 13
mlligrans per neter squared every three weeks
enrolled 29 patients. However, only 19 of thes
patients had received prior systemc therapy, of whic

only seven eval uabl e patients had received cytotoxic

chenot her apy. Moreover, only four of these ha d

recei ved an ant hracycl i ne.

The second Taxol study used a dose an

schedul e of 100 mlligrans per neter squared every two

weeks. In this study, 56 patients were enrolled

However, only 40 of these pati ents had received prior
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system c chenot her apy.

The approval of Doxil for second-lin e
therapy in AIDS-KS was based on 77 patients who ha d
received prior conbination chenotherapy. However :
only 34 of these patients were felt by the FDA to be
eval uabl e.

Thus, the Paxene study containing 8 9
patients and representing a refractory popul ati on of
patients, is larger than any other study used t o

support approval of a drug for second-line o

-

subsequent treatnent of advanced Al DS KS

Next slide. The second question was
"Does the Paxene study show patient benefit based on
the 42 percent cutaneous tunor response rate, th e
clinical benefits assessnents and the quality of life
assessnent s?"

As previously discussed, the overall tunor
response rate with Paxene was 46 percent. Patient S
had advanced AIDS-KS as denonstrated by the larg e
nunber of patients with disfiguring lesions, tuno r
rel ated edema and visceral dis ease. In addition, the
vast ngjority of these patient s were poor risk by TIS
st agi ng. Moreover, as nentioned previously, thes e
patients were a very refractory population wit h

respect to prior cytotoxic chenot herapy.
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Thus, the 46 percent tunor response rate
shoul d be viewed as highly significant. The fact tha't
patients had substantial response rates, even afte r
failing Doxil, which until August 4th of this year wa s
the only approved drug for second-line treatnment o f
advanced A DS KS and the significant response rates i n
patients who have failed two or nore prior cytotoxic
therapi es, should be viewed as evidence of substantia |
activity.

Tinme to progression and duration o f
response with Paxene were also substantial given this
pati ent popul ati on.

Mor eover, patients denonstrate d
inprovenent in quality of life based upon significant
inprovenent in total SynptomD stress Scal e scores, a S
well as inprovenent in synptons related to facia |
| esions, |ynphedema and pul nonary disease. This i S
the first time that a prospective quality of I|if e
assessnent containing such a Synptom D stress Scal e
has been used in AIDS-KS patients. Significan t
i nprovenents were al so seen in Karnofsky Performance
Status and evi dence of inprovenent was docunented by
phot ogr aphs.

In sum the conbination of high tumo r

response rates, as well as inp rovenents in quality of
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life neasurenments, provide substantial evidence i n
support of patient benefit.

The third question, "lIs the Pa xene safety
acceptable in viewof the efficacy results and result s
avai |l able with alternative therapy?"

Ef ficacy results were just discussed
Wth regard to safety, this slide shows the nos t
important or nost common adverse events with Paxene i n
conparison to adverse events reported in AIDSK S
patients treated with Taxol and Doxil . The poi nt her e
is that Paxene exhi bited no higher incidences of any
of the toxicities seen wth Taxol and in sone case s
the rate nmay be | ower.

As discussed earlier, in this study a
substantial anount of safety experience was gaine d
with the coadmnistration of protease inhibitors and
Paxene. No significant differences were seen in the
rates of maj or or common adverse events in these two
groups of patients. Furt hernore, pharnacoki neti C
studies were perforned to assess the effects o f
protease inhibitors on the pharnacokinetics o f
pacl it axel .

Thus, while Paxene has sonme significan t
toxicities, as expected with this cytotoxic drug, it' S

safety is no worse and in certain adverse events nay
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be better than Taxol, which is currently approved for
second-line treatnment of Al DS KS.

The fourth question, "lIs the Paxene ND A
approvable for the indication of use after failure of
first-line or subsequent systemc chenotherapy for th e
treatnent of advanced Al D-rel ated Kaposi's sarconma?

Paxene denonstrates a high tum or response
rate in patients, all of whomhave failed at |east on e
or nore cytotoxic chenot herapi es. Mreover, the tuno r
response rate is simlar to that of Taxol when used a t
the sane dose and schedul e of 100 mlligrans per nete r
squared every two weeks and is higher than that o f
Doxi | .

| nportantly, Paxene denonstrate s
substantial tunor response rat es even in patients who
have failed Doxil. In contrast, only one patien t
previously receiving Doxil was treated with Taxol in
regi stration-seeking studi es.

In conclusion, Paxene induces tunmo r
responses as defined by ACTGcriteriain 46 percent o f
patients with advanced AIDS-re |ated KS who had failed
first-line or subsequent systemc chenotherapy
Paxene inproves quality of life, as assessed by a
Synptom Distress Scale and Karnofsky Performanc e

St at us. Paxene is also safe in the treatnent of AIDS -
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rel ated KS

Paxene induces tunmor responses in 3 3
per cent of patients who have failed prior Doxi I
ther apy and 41 percent in patients who received a t
| east two prior cytotoxic chenotherapies. Paxene is
safe and effective in patients on concomtant proteas e
i nhi bi tors.

The proposed indication is Paxene i s
indicated after failure of first-line or subsequen t
chenot her apy, including |iposomal doxorubicin, i n
patients with advanced AIDS-re |ated Kaposi's sarcona,
and for relief of di sease-related synptons
Coadm nistration wth protease inhibitors does no t
dimnish the efficacy or alter the side effect profil e
of Paxene.

| would nowlike to provide an opportunit vy
for sone of the patients who have been treated wit h
Paxene to cone up and share their experiences wt h
you. Thank you very nuch.

MR FLETCHER &ood norning, ladies an d
gentlenen. M nane is Eric FIl etcher. | amnot being
financially rewarded for being here today. |'mhere
out of a heartfelt concern.

Since | was 15 years old, | have worked a s

a fashion nodel. This allowed ne to nove away fro m
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home at 17 to support nyself through college and t o]

pay for it and | was a taxpaying citizen where I

contributed to society ingeneral. This was until two
years ago.

Inthe fall of 1995, | was dia gnosed with

Al DS. More devastating was the fact that | ha d

Kaposi's sarconma, KS. After an endoscopy to showtha't

the KS was ranpant throughout ny insides, after a

couple of weeks |lesions began to appear all over m vy

body.

My world began to coll apse. Il was 3 O
years old. | relied on ny phy sical appearance as the
basis of ny existence. This was ny neans o f
l'ivelihood. Wiy was | being tortured? | had bee n
conpletely healthy all ny life. | was a vegetarian
| didn't snoke. | never did drugs or al cohol and I
was not promscuous. | wanted to know why this wa s

happening to ne.

M/ doctors immediately started nme o n
chenot herapy. This scared ne because | had seen the
faces of people on cheno and in ny experience thos e
people didn't have a long chance of surviva
Reluctantly, | started a clinical trial of Donozone.
| was concerned about hair loss, but | was assure d

that this would not be a side effect. Thi s nmade a
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vai n man happy.

| remained on the study for about si x
months. | experienced nausea, vomting, sleep |oss,
| oss of appetite, subsequent weight |oss and a host of
other problens. M heart infraction rate becane too
low | couldn't tolerate the drug any longer. Early
in 1996 | had to stop treatnents.

M/ doctors decided to start me on ABV. |
was told that | would definitely experience hair |oss .
Around this tine | started to experience edema, m 'y
features grew beyond recognition, ny lesions gre w
worse. They becane open ulcer s and wounds. | needed
ny bandages cl eaned and changed three tines daily.

| went from 170 pounds down to 125 pounds
| couldn't walk. | used a wheelchair because | didn' t
have the strength to nove, or to bathe, or to even go
tothe toilet. oviously the ABV wasn't working.

Needless to say, | gave up hope. I
reached a low in ny life | had never known. I
considered suicide. | asked m y prinmary care provider
about assisted suicide. | started to give amay m vy
life souvenirs and treasures. | prepared nyself and
ny |l oved ones for ne death, or they prepared ne. The vy
were so tired of seeing nme suf fer that they said that

if God was ready and if I wanted to, that | could giv e
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up.

My hopes, ny dreans were all gone. I
considered nyself a nonster. | couldn't look a t
nyself inthe mrror. KS had taken away ny pride, ny
dignity.

In all ny msery, however, the one thing
that | didn't |ose was ny spirit. M/ soul is good an d
joyously in all ny darkness | attracted many wonderfu I
people into ny life. Many doctors, nurses and th e
support system

(ne of those doctors highly recommrende d
that | try this new protocol. | had no choice. | t
was either Paxene, IQU or deat h. At this point, what
was there to lose? M hair?

| started Paxene in June of 1996 alon ¢
wth a triple antiretroviral protease inhibito r
therapy. | cut ny hair really short so |l wouldn't se e
it fall out. Surprisingly, ny hair never fell out
In actuality, | never experienced any side effects.

My doctors told ne |I wouldn't see th e
effects of the triple therapy for about three nonths
to a year. However, after ny first cycle of Paxene,
| began to see and feel a positive difference.

| amnow up to ny 30th cycle. Treat nment s

are every two weeks. M lesions have faded. Many ar e
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barely noticeable. M ulcers have healed. | hav e
regained all ny weight, plus sone. | have regained - -
| have ny nornmal energy |evel. | am even runnin g

three mles a day.

More  renarkably, ny appearance ha s
inmproved so greatly that | am back to work as a
fashi on nodel headed for a career in television.

Now, here is ny plea. Paxene is no t
political with ne. Nor is it amracle drug. It is

sinply ny life. It nmay not be a cure for this dreade d

disease, but it nakes life a whole lot nor e
nmanageabl e. It has given ne the ability to once agai n
ook in the mrror to see what's really there, a

person full of life and love and has given ne th e
ability to share that joy.

| hope you wi Il inmedi ately approve Paxen e
so nmany other people will have a chance to once again
have dignity and self worth. But nore inportantly, a s
only a person who has seen the face of death will eve r
know, the true mracle of this drug is its ability to
allow one to appreciate every nonent that they onc e
agai n have been granted and to |ead a nore fulfilling
and rewarding life.

| greatly urge you to imrediat ely approve

Paxene for the treatment of KS . A small conpany |ike
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Baker- Norton cannot survive another couple of years,
therefore they will have to discontinue operations an d
| will no |longer have the drug. Utimately, th e
promse of ny future will be t aken away again. Thank
you.

MR, CARQL: Good nor ni ng. M/ nane |

(7))

Steve Carol and I'mhere today at the invitation o f
Baker-Norton Pharnaceuti cal s. Although | am bein g

conpensated for ny expenses, | amhere today to invit

(¢

you to share in ny enthusiasm about a discovery I
happened upon during this past year.

M wife and | were devastated when | was
diagnosed with Kaposi's sarcoma in 1993. Furthe r
tests confirmed that I was HV positive. At tha t
time, ny doctors followed the approved therapy for KS
which began with radiation treatnents. Althoug h
tolerable, the therapy did little nore than slow the
progress of the disease.

After that treatnment cane injections o f
interferon and interlukin 2. Again, that provided to
do little to inprove ny situation. Next cane th e
system ¢ chenot herapy treatnents begi nning with ABYV,
three drugs that were used in different conbinations
but with limted success. | had little tolerance to

the drugs and would have to discontinue the use o f
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themafter two or three cycles of each conbinati on.

Next came ny participation in severa |
studies involving the use of |iposonmal chenotherapies :
including Doxil and Donozone. Ohce again, m y
intolerance to the long-termuse of the drugs caused
ny doctors to discontinue any further treatnents.

By this time ny weight had dropped fro m
200 pounds to about 128. M hair was just begi nning
to return after having been | ost to th e
chenotherapies. W to this ti ne, ny skin |esions had
been confined to ny feet, legs and arns. But now I
had several facial lesions that were drawing muc h
attention.

Anot her lesion had ul cerated on the botto m
of ny foot and had | eft a very pai nful openi ng about
the size of a quarter that you could place your littl e
finger into up to the first joint. This left nme for
a year and a half either on cr utches or confined to a
wheel chai r and unabl e to work.

M/ doctors told nme that there was nothing
nore that they could do for ne and that the only thin g
left to consider was the anputation of ny right |eg.
This was not a neasure that would stop the cancer, bu t
woul d end the every day threat of infection to a woun d

that woul d not heal.
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The ul cer was very large and o mnous. M
wife could not bear to look at it, even fromacros s
the room. Special nurses had to conme to ny hone t o]
clean and treat the wound on a daily basis. A one -
| egged man was sent to our hone to talk to us abou t
life after anputation.

Not being the kind of person that gives u p

easily, | found out about Dr. Seville and the study h e
was conducting at the University of California-Sa n
Dego of a newtreatnent for K S. Al though skeptical,

| becane part of the study and began treatnent i n

Decenber of 1996.

After several cycles | noticed a nunber of
t hi ngs. First of all, | didn't feel sick to m vy
stomach all the tine. The lesions on ny face wer e
di sappearing and the wound on the bottomof ny foo t
had begun to inprove.

| had none of the intolerance to th e

treatnents that | had previous |y experienced, and for

the first time in years, | began to feel good abou t
nyself. | no |onger woke up a ngry every norning just
because | woke up. | no longe r felt hel pl ess agai nst

sonething that was slowy taking ny life. An d
although there was sone hair loss again, | though t

that was a small price to pay for sonething that was
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obvi ously working so wel .

| can now report to you that | wal Kk
w thout the use of a cane or crutches and there have
been no new lesions to report for many nonths. Th e
tunors that | do have are greatly di mnished. And
went back to work |ast nonth.

| and the others that are appearing befor e
you today represent not only o urselves, but thousands
of others who suffer fromthis disease. V¢ depend on
gover ni ng bodi es such as yours elf to hel p advance the
use of such life saving drugs as Paxene and al |l ow us
to enjoy the sane quality of life that each of yo u
enj oy every day.

| am here today to ask you to gran t
approval to the use of Paxene in the treatnent of KS

Thank you.

(7))

MR. GREEN Good nor ni ng. M/ nane |
David Geen and | ama 47 year ol d executive chef. |
tested positive for HV in 1982 and remaine d
asynptomatic until January of '94 at which tinme I
found ny first KS lesion on ny |lower back. In fou r
nmonths, | had six |lesions on ny body.

At the tine |l was livingin Sa n Dego and
the doctors there said they were not aggressivel y

treating KS unless it was presenting a seriou s
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problem Mne were not as yet.

Qver the next year, | develope d nmany nore
lesions over ny torso. In June of '95, several of th e
| esi ons becane raised and three of them had startedt o
weep. | still had no treatnent.

By Qctober '95, the dressings on th e
weepi ng | esions had to be changed at least three tinme s
a day. The lesions were becomng quite tender. I
also noticed at this tine a slight discoloration o n
the tip of ny nose and a swollen spot on ny upper gum

At Scribbs dinic in San D ego, | saw an
infectious disease specialist who sent ne fo r
consultations wth both radiation and hematol ogy ,
oncol ogy departnents. At that time a lesion was al so
found on ny | ung.

The recomendati on was radiation to sl ow
the growth in ny nouth and wait and see on the rest.
Al so, perhaps | shoul d conside r noving back to Boston
to be with ny famly and to get ny affairs in order.

It took three nonths to wap t hings up in
San D ego and get to Boston. In that tine the lesion s
in ny nouth grew quite rapidly. Now bot h ny upper an d
lower guns had turned purple and had grown t o
completely cover ny teeth. M hard palate had als o

grown and the only way | could eat was to put ver

<
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smal |l pieces of food in ny nouth and try to swal | ow.
It was painful.

Another lesion the size of a marbl e
appeared under ny right ear and I was now gettin ¢
short of breath w thout nuch exertion.

On arrival in Boston, | was referredt o
Dr. David Skadden at Mass General Hospital. He told
me | had a few options. V¢ decided that | would firs t
try Doxil. It had just been approved and he felt tha t
it was the least toxic and a good place to start.

After only two treatnents, the pain wa s

=}

gone and after six | started to notice some changes i
the lesions. They were shrinking. At about thre e
months into treatment | could see the tips of m vy
teeth. The weeping lesions on ny torso were beginnin g
to dry up.

S ow progress continued unti l June of ' 96
when | had a breakt hrough. One of the | esions on ny
right thigh had flattened and becone -- which ha d
flattened becane raised again. |t also becane quite
tender. The lesion on the tip of ny nose began t o]
darken as well. However, from the tine | starte d
treatnent, | had devel oped no new | esi ons.

It was at this point that Dr. Skadden and

| deci ded | should try -- should join the clinica |
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trial for Paxene. Wth only one treatnent, the raise d
lesion was again flat and wth two the tip of ny nose
I i ght e ned. | really looked forward to going t o
treat nents.

The treatnents thensel ves are very easy t o
tol erate. The worst part is the length of tinme yo u
spend in the chair. The side effects are mninal. |
| ost body hair, eyebrows and eyelashes. | do nee d
nupegen to keep ny white count out but the dosage has
been reduced. The other side effects, hiccups
constipation and heartburn are not due directly tothe
Paxene, but rather the decadeon |' mgiven as a prened ,
and they are easily taken care of.

| feel so well these days that afte r
receiving treatnment | walk a mle and a half toth e
Boston Living Center where | vol unteer. | continuet o
recei ve Paxene every two weeks for a year. M nouth
is now nornal. | still bhave teeth and nos t
inportantly, ny sense of taste is still acute. Th e
lesions on ny torso are flat and dry and fading. M
lungs are clear.

In July "97, | went on a three week cycle
with continued fading of the lesions. | amnow on a
four week cycle and the | esions continue to fade.

| never thought that | would f eel or |ook
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so healthy again. There are not enough good thing S
that can be said about Paxene. |It's a drug which I
bel i eve shoul d be nmade avail able to everyone.

MR MOLI NA: Hel | o. M/ name is Ji m
Mol i na. | am not being conpensated for being her e
today. Baker-Norton Pharnaceuticals has paid for ny
ticket since | was unable to afford one on ny own.

| was diagnosed HV positive o n April 19,
1993. Woon ny diagnosis, | asked the doctor if th e
spot on ny left shin had anyth ing to do with the HV.
"Ch, it looks like alittle KS , nothing to be al arned
about. We'Il just nonitor it and see if it changes”
he repli ed.

Not knowi ng what KS was, | figured th e
doct or knew what was best for ne, so |l went along wit h
his advice. Later a chest x-ray was requested by ny
doctor. The x-ray revealed a quarter size lesion in
the lower left lung and a cat scan was ordered. This
reveal ed the sane results ast he x-ray. Next | had a
br onchoscopy. The test was inconclusive as the doctor
was unable to get to the area of ny lung that was in
questi on.

So the next nove was to try a fine needle
bi opsy or to renove the | ower half left of ny lung --

the lower left half of ny lung. | was unconfortable
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wth the invasiveness involved in both of thes e
pr ocedur es, so | <chose to nonitor the lesio n
regul arly.
Time passed to about March of 1994. | t
was then that ny doctor had po inted out sone enl arged
| ynmph nodes on ny neck that | had thought had bee n

there forever. M doctor insi sted on a biopsy of the

| ynph node. The biopsy revealed that | had Kaposi' S
sarcorma in ny |ynphatic systemon April 4, 1994. Thi s
news was devastating. | knew what cancer was, but |
did not know anybody who had K S. | was still dealing
with the HV diagnosis and trying to cone up with a

way to break the HV news to ny nother.

| was hit with both barrels. | had s o
much to do. | thought I was going todieand| hadt o
cone clean with ny nother who had already lost he r
only other child in an alcohol -related accident. Let
ne tell you that was one of th e nost difficult things
| ever had to do.

| amso fortunate to have the support of
ny nother and ny |over Phil. | don't know how | woul d
have cone through all of this without them Littl e
did I know that was just the tip of the iceber g
conpared to the battl e ahead.

Wthin a period of about six nmonths, ny K S
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had begun to spread. Slowy at first, then all of a
sudden it went ranpant. | watched as ny body changed .
First there were only visible |esions. Then | notice d
ny ankles were beginning to sw ell, then ny legs, then

| couldn't squat anynore.

Now during all these changes the doctors
at Kaiser were going through the routine with th e
avail abl e drug therapies. n Septenber 13, 1995, ny
oncol ogist prescribed interferon which I had n o
response to. The only thing it did for ne was make m e
feel like I had the flu after each injection. Tha t
| asted for about two nonths. So ny oncol ogi st want ed
to try radiation on ny groin and upper thighs.

| was under the inpression the radiation
was hel ping as ny skin begant o fall the new skin was
unscarr ed. Little did | know the radiation als o
damagi ng ny | ynphatic systemin ny groin area. This
was obviously not the answer since swelling inny feet
and ankl es began to increase wth each day.

Then in Decenber of 1995 the oncologis t
tried etopaci de which was qui ckly added to the list of
options that were not working. And then vincristine,
vinblastine. As time passed, it was March of 1996 an d
ny doctors at Kaiser had toin formne that there were

no other alternatives. They had done all they could
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for me at Kaiser. Wiat a cold day that was for ne.

| was suffering, swollen and b eginning to
lose all use of ny |egs. | can't even describe to yo u
the nmental state that | was in. | still had yet t 0]
nmeet anot her person who was going through this. I
began to hide fromthe public, so aware of ny | esions
and their ugliness. | was ready to give up. | becam e
obsessed with ny death and how it was going to happen
and at that tinme | feared death. | was left tolay o n
the couch in constant pain, just waiting, waiting to
di e.

| had a lot of tine to think and in m vy
thinking | began to pray for the strength to get m e
through each day and the guidance to get nme to soneon e
who could help ne or even relate to this new di sease
that was changing ne in so nmany ways.

Then on April 15, 1996, ny prayers wer e

answered. The | atest addition of Positive Living had

an article on the cover about KS. This was the first
instance where | saw anything related specifically to
Kaposi's sarcoma. | read furiously and found nysel f
inthe clinical trial section which I had never paid
attention to before. And then | realized that | had
everything to lose by not opening ny eyes to th e

al ternati ves.
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| found only one trial that | thought I
was qualified for since I was in such an advance d
stage. So | called and spoke wth Mki Ilaw Jacobson
She seened so interested in neeting nme. | was happy
to have sonmeone respond to ne in such a positive way.

Mki told nme that all of the other drugs
| had tried -- they had tried and rejected, wer e
nothing in conparison to the current trial for Paxene .
She was confident that she cou Id help ne and | felt |
could trust her fromthe beginning.

| met MKki the followng day and I wl |
never forget that day. Mki had restored ny hope in
living. | had to wait two wee Kks before | could start
treatnent and those two weeks proved to be the nos t
chal | engi ng. It seened like the KS knew what wa s
comng. | began to swell up a nd the new | esions were
comng faster than | thought p ossible. It was like a
gane of beat the clock getting to infusion day.

By the tine May 8th arrived, ny day o f
infusion, | had begun to give up. | was so depressed
| was pushing the people in ny life anay to prepar e
for ny death. It nust have taken ne 45 mnutes to ge t
nyself fromny car to the clinic. | could barely wal k
and | had to rest often on that endless journey to th e

clinic. But I finally made it and | received ny firs t
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infusion with this new drug, Paxene.

The next day after the infusion, | wa s
amazed. | woke to legs that w ere relieved of much of
the pain and for the first tine inalongtimenyleg s
had reduced in size. | could even see the veins in my
feet. | was so happy. | called everyone | knew and
| told them of ny progress. And so far with eac h
subsequent infusion, | continue to get better.

There have been tinmes when othe r
circunstances have prevented ne from getting m vy
infusion. Every time this occurred, the KS began to
bl oom again proving to ne that | need this therap vy
conti nuously.

| am so happy to say that I'm feelin ¢
better than | have in over a year. The conbination o f
Paxene and the new antivirals | am on have changed ny
once losing battle to a battle worth  fighting. | kno w
now that I amno | onger al one.

My suf fering has changed to a wll t o
fight back. Paxene has given ne tinme to reope n
relationships wth those | once pushed anay and | hav e
been given a second chance to live.

For ne the side effects have been m ni nal
| began to lose nost of ny hai r, but suddenly it grew

back with a vengeance. | began to have sever e
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heartburn after infusion, but we've learned that i t
can be controlled with prozac. | al so get the hiccup s
after infusion, but that I can deal with nyself.

| would like to thank Baker-Norton, Dr
Parkash G Il and Mki Ilaw Jac obson for their support

and all they have done for ne to help me in ny fight

against KS. | honestly believ e that without them and
ny |l oved ones, | would not be here today to offer ny
testinonial .

So | and ny famly urge you to approv e
Paxene, not only for use in people wth KS but fo r
their loved ones as well. Thank you.

CHAl RPERSON DUTCHER Thank you. W e
certainly do appreciate the input fromthe patients.
You nust release this was on the tine that wa s
allotted to Baker-Norton. How nmany nore speakers do
you have? Because you have reached your tine limt
Ohe nore?

[Brief discussion off mke.]

CHAl RPERSON  DUTGHER Can we finish i n
five mnutes? Ckay.

MR CGRAY: Good norning. | ha ve prepared
quite an extensive presentation, but | wll nake i t
short. M/ nane is Gvin Douglas Gay and | am here,

and nmy expenses are being paid by Baker-Norto n
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In Decenber of 1992, | had a nedica

examnation and went back to find out that | was i

fact HV positive. | dealt with the situation as bes

as | could and as one best can given the facts.

A year and a half later | was diagnose
with AIDS-rel ated Kaposi's sarcoma and was forced to
quit ny job and go on disability and began receiving
chenotherapy treatments with ABV which failed ne afte
a couple of nonths. | went on to interferon an
failed on that and went on to Doxil and remnained o
that for about six nonths. After 48 treatnments o
Doxil, ny KS condition advanced to an even nor
mal i gnant stage and | was at that point 25 pound

underwei ght, enotionally depleted with very littl

60

e

hope and as nany others have s aid, just looking to ny

death as the last solution to ny situation.

| was put on Donozone and | did no

respond to that, and | heard about Paxene through

t

a

friend whom!| did not recogni ze at the tine because h e

| ooked so wonderful. He |ooked like a whole ne
per son.
| went on to try Paxene reluctantl

because what else was | going to do? Try it or b

done withit. | had an incredible response to Paxene

W

y

e
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n went away.

| was able to eat again and started to get ny level o

energy back to normal and today you are |ooking at a

conpletely different man than

| was prior

| ask all of you that if th

t o Paxene.

is drug ha

brought me back from the edge of ny grave, then i

shoul d al so be allowed to hel p

nmany ot her

S who cannot

make it to a parochial study, who are in rural areas

of this country that should be

of it is a must for them

recei vi ng

it. Approva

I[t's in your hands t

restore hope and to give back the life that many o

t hose peopl e once had |ike |
| am grateful f

recoomend it. And it's nmuch

once did.

or this drug.

| hi ghl

f

S

t

(0]

f

y

much nore tolerable tha n

any of the other drugs that | tried. And it work
unl i ke any of the others. Thank you.

MR BETTS. Hello. M nane is Mchae
Betts. I'ma Californiaresid ent currently receiving
Paxene treatnent in conbination wth proteas
i nhi bitor treatnent. M/ travel expenses have bee

paid for by Baker-Norton Pharm aceuticals Inc. That's

the only conpensation that |

am r ecei vi ng.

| am here today to urge your approval of

Paxene as a chenotherapy treatnment agai nst Kaposi'

sarcoma and | ast year around t

his tine |

was actually

S

e

n

S
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planning a funeral. | wasn't sure | was going to nak e
it. But | feel much better now.

To ny know edge, |'ve been HV positiv e
for approxinately seven years and in April 1996, after
notici ng an irregular swelling in ny right ankle, I
was diagnosed with KS. Between the nonths of Apri I
and July of 1996, the swelling increased frombein g
just ny ankle to ny entire right leg. | ama fairly
active person. | run and exercise quite a bit. And
| was really disturbed by this reduction in m vy
personal nobility.

Along with the swelling caused by th e
| ynphedema, | had no energy, | had heat that kind of
emanated fromny leg and | had bunps that secreted an
00zi ng pus al nost constantly. | noticed that when ny
stress level increased or when | had an increase i n
physical activity during the course of the day, th e
swel | i ng was nore pronounced. It was painful even to
wear socks.

M/ leg felt as though it was going t o
explode from the pressure and it felt like it wa s
filling up with a fluid that was just going to burst
out of ne at sone point.

| was bloated nost of the tinme an d

unconfortable. And on one occasion, ny |eg enl arged
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so much during the course of the day that | coul dn't
take ny pants and ny boots off . | had to go to sleep
that way until ny leg went down. | had a lot o f
difficulty bending at both ny knee and ny ankl e.

During the sanme period, ny skin becam e
bl otched and the swelling was noticeable through m vy
clothing. The evidence of ny conspi cuous appearance
and nedical condition nade ne feel depressed an d
reclusive. | renenber one rea |ly inportant event. |
went to the supermarket one day and a wonman and he r
child followed ne through the entire market trying to
guess what kind of affliction | had, what was causing
ny leg to be so big that they could notice it through
ny clothes. And it caused ne to isolate nyself.

| was so isolated and withdrawn that I
conpletely stopped attending famly functions. I
stopped doing anything that re quired being in public.
And ny neighbors gave ne the nicknane the "vanpire
because | only did things at night.

There is a level of hunor | think you hav e
to retain in order to survive an illness and it S
treatnent. But when ny body started to change agains t
ny wll, it was devastating. | had |lost control. |
had to question whether | could walk to the store

whether |'d wear short pants, whether | could take th e
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stairs and the insensitivity o f other people. | kept
a strong exterior, but I was w thdraw ng.

Initially, I was introduced to Donazol as
a chenot herapy treatnent, but it wasn't effective for
me. And in Novenber 1996, | had ny first chenmotherap vy
treatnent wth Paxene. Since that first treatnmen t
|'ve experienced mninmal side effects. The sid e
effects | had included hair o ss, nunbness in ny toes
and hands, dry nouth, hiccups, sleeplessness. Bu t
then | also get a real good burst of energy the da vy

after, so that's great.

In contrast to the side effect s, |I've had
Paxene therapy every two weeks for the last te n
nmonths, and have had great inprovenent in m vy
condition. M/ leg is alnost back to its normal size
and | have periodic swelling only as a result o f
excessive exertion. The KS has not spread and I'v e
been told that the discoloration in ny skin wl I
correct itself in tine.

|'menergetic and ny quality of life has

greatly inproved. | feel nore like nyself than | hav e
inthe last two years. | walk ny 90 pound dog two or
three tines a day. | still work full tinme. | wor k

out with weights and | have a shanel ess appetite. |
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eat everything.

| have begun again to think about th e
future and thoughts about a jo b, hobbies, changi ng ny
job, hobbies and it's been gre at. |It's true that I'm
not as able bodied as | was two years ago and | hope
for that, but I'mnot dead either. And | would gladl vy
accept the mninal side effects which are lessenin ¢
all the tinme to the alternative.

I'm not so termnally ill that joy i s
gone. | have hope. I'm a living and breathin g
testanent that nedical strides are being nmade agai nst
this villain that we call HV.

There is nothing worse than feeling |ike
your body is at war wth itself and Paxen e
chenot her apy had nade ne feel like the calvary really
is comng. | strongly support the approval of the us e
of Paxene by the Food and Drug Admnistration so that
its benefits can reach others in need. Thank you.

DR HARR NAN VW very nuch appreciat e
CDAC providing an opportunity for patients to present
their stories. That concludes our presentation and we
w |l be happy to answer any questi ons.

CHAl RPERSCN DUTCHER  Thank you and thank s
again to the patients that came to present thei r

stories. The Commttee really does appreciate you r
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comrent s and your input.

W now have time for nenbers of th e
Commttee to ask questions of t he sponsor. W would
like to begin? Wuld consulta nts like to start? Dr.
Swai n?

DR SWAIN Could you just discuss th e
concomtant use of the protease inhibitors and th e
timng with your study and the patients and if tha t
had any effect on responses that you saw.

DR HARRMAN Rght. W had 32 -- sorry
33 patients who were on protease inhibitors at th e
start of their treatment with Paxene. W had a total
of 62 patients who were on protease inhibitors at some
time during their treatment w th Paxene. Those -- the
other patients, other than the 33 that were on at the
start of therapy, were begun on protease inhibitors at
sone tinme during their treatne nt wth Paxene. W had
another 27 patients who were not on proteas e

inhi bitors at any tine during their treatnent wit h

Paxene.

If I could have, if | could have back up
slide no. 158, please. If you just look at, jus t
break the groups down into just two -- two groups

The patients who never receive d protease inhibitor at

any tine and patients who were on protease inhibitors
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at sone tine and | ook at tunor response rates, you ca n
see -- you can see that response rates were about 57
percent in patients who were on protease inhibitor S
and 41 percent in patients who were not on proteas e
i nhi bi tors.

['m sorry. These patients were 0 n
protease inhibitors during the entire ten cycles o f
treatnent. So this excludes patients that wer e
started on protease inhibitors after they were begun
on the protocol. And these patients were patient S
that were never on protease inhibitors at any tine.

So if you look at those two groups o f

patients, you can see that response rates wer e rough

<

conparable. And | think that suggests probably that
at least in this situation, the Paxene is able t o]
induce tunor response rates of simlar magnitud e
regardless of whether patients were on proteas e
i nhi bi tors.

CHAl RPERSON DUTCHER Could you jus t
comment a little bit about the |ynphedena response an d
how many patients had significant |ynphedema and how
responses were assessed and the response rate?

DR HARRMAN R ght. There were a coupl e
of ways in which we tried to assess the effects o n

| ynphedema. (ne of them| dis cussed earlier and that
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In addition, we had photographs. Th

i nvestigators were encouraged to take phot ographs of

68

e

the patients with | ynphedema a nd try and docunent any

i nprovenents in that. W' ve shown you sone exanpl es

of those patients. The conpleteness with whic

h

phot ographs were taken were not 100 percent so w e

don't have docunentation in every case.

The third way in which we trie d to assess

inprovenent was by trying to get neasurenents o

circunference of the extremties at baseline an

f

d

during treatment w th Paxene. The -- al though we did

see, in that situation, what we believed to be som
evidence of inprovenent, there were problens wt
getting conpl ete measurements on a consi stent basis i
the patients and we did not feel that the data wa
conplete enough that we could present a neaningfu
anal ysis in that regard.

DR JOHANSON 1'd like to ask you to g

back to the question Dr. Swain asked regardin

e

g

protease inhibitors and actual |y reshow the slide you

just showed us. Because | want to be sure
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understand. You have a total of 50 patients on that
slide.

DR HARRIMAN  Correct.

DR JOHANSON  You had 89 in the study.

DR HARRIMAN Correct.

DR JONSON  So | would conclude fro m
that 39 patients were not on p rotease inhibitors when
they started on Paxene and at sone point during th e
course of receiving Paxene were started on proteas e
i nhi bi tors.

DR HARRI VAN Yes.

DR JOHNSON You don't give us th e

response data of those 39 patients.

DR HARRVAN Well, they were included i n
the previous slide as a group. But et ne show-- ca n
you go t o the previous slide we showed -- 157 -- n o

that's not it.

DR CARRER |I'mSteve Carrie r, Drector
of Bionetrics at Baker-Norton. There is a little bit
of a conpeting risk thing going on here with th e
protease inhibitors start date and the response date
for the Paxene. The slide that you showed 21 patient s
who were on protease inhibitor at the begi nning of th e
study and used protease inhibitors during the entire

ten cycles of the study during which by protocol w e
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were determning best response, is a peer group I n
which we could ook at respons e rates in the presence
of protease inhibitor.

The other group of 29 did not recei ve any
protease inhibitor during that ten cycles and so w e
had a fairly peer conparison of response rates I n
groups that had the only difference being the presenc e
of a protease inhibitor. The additional 39 patients
began protease inhibitor at sonme tine during the study
or previous to the study, but had not been on proteas e
inhibitor the entire study.

So 33 patients began the study wt h
protease inhibitor, but 21 of them continue d
throughout basically the ten ¢ ycles. Qhers changed,
st opped, paused, had breaks, new ones began. Anh d
those are problematic as to wh en to -- to which group
do you attribute the response? Do you attribute it t o
patients who respond early in Paxene and have not yet
received protease inhibitor are fairly clear. But :
now you are conditioni ng your response on having after
protease inhibitor introduction on those who wer e
unable to respond prior to the -- and there is n o
clear answer to that.

V¢ have, however, attenpted to -- we'v e

had a ot of discussions inter nally about this as you
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m ght guess, to look at this and so we've done som e
Cox regression analyses with the introduction o f
protease inhibitor as a tinme dependent co-variant in
this nodel and we wanted to know whether or not th e
introduction of protease inhibitor increased o r
reduced the risk of an outcone variable. And thos e
vari abl es were:

time to response;

tinme to progression of the di sease where
us to followup or death w thout any know edge o f
whether the Kaposi's sarcona had advanced wer e
censored as opposed to counted as events;

tinme to treatnment failure where all |oss
to followup, all deaths, and all progressive di sease S
were counted as events; and

nortality survival itself.
Wth the results that for tine to response there was
no significant effect on the response rate with th e
introduction of a protease inhibitor relative to not
havi ng a protease inhibitor on board.

The relative risk was about two wt h
confi dence bounds of about .93 to 4.6 having protease
i nhi bi tor on board versus not having proteas e
i nhi bi tor on board.

For tine to progressive disease, we didn" t
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really see a significant effec t at all. The relative
risk was about 1.1 with confidence bounds of .35 t o]
3. 3. However, when we finally get to tine t 0]
treatnent failure, which includes the nortalities now
the relative risk is down to . 43 neaning a 57 percent
reduction in treatnment failure with the introduction
of protease inhibitor. GConfidence bounds were .232to
. 797 and a P val ue was 0. 007.

And finally the nortality where | thin Kk
this is consistent with everyb ody's expectations, the
relative risk is down to . 266, t he P val ue associ at ed
with is 0.0015 and confidence bounds are 0.23 to 0.80
with the risk being reduced by the introduction o f
prot ease inhibitor or that -- over not having tha t

protease inhibitor introduced into the patien t

popul at i on.

Thank you.

DR JOANSON  So do | understand fromyou r
Cox regression analysis, arey ou -- did you just tell

us that the tinme to response was better --

DR CARRER The tine to response was no t
better. Wiether you respond or not was not better
But as you begin to introduce the end points of life,
the nortality itself, then the introduction o f

protease inhibitor reduced the risk of having th e
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negative end point, a prolonged life, prolonged atime
to -- before treatnent failure occurred.

DR ABOULAFI A Do you have an vy
informati on about viral |oads on these patients wh o
were recruited in these studies?

DR HARR MAN Yes, as part of th e
prot ocol design, viral |oads were not assessed an d
that's prinarily because the onset of the study was a't
a tine where that was being done |less routinely. W
do have sone sporadic neasures of viral loads and if
we coul d just show sone of the se. |If you could go to
-- okay, here is patient 856. This is his vira |
|oads. At prestudy at cycle five and two neasurenent s
| guess at different tinmes at cycle six.

Can we also see nunber 187 please. Ch
" msorry, here is another one , a patient whose viral
| oads were done at pre-study ¢ vycle nine and cycle 14.
And 190, and here is another patient whose viral load s
were done at cycle four, 13 and 16. So that gives yo u
just a very sporadic information about viral |oads
But again, that wasn't part of this protocol desig n
and it was -- the protocol was undertaken primaril y
bef ore these were bei ng done routinely.

DR ABOULAFI A Wat would be interesting

to know, not so much what the effect of Paxene is on
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viral loads, but what the response rates are o0 n
pati ents who have non-detectable | oads. Not using a
protease inhibitor is a surrogate narker --

CHAl RPERSON DUTGHER Wse the  m cr ophone.
You need to use the m crophone.

DR ABOULAFIA  Sorry. Wat | was sayi ng
is it would be interesting to know what the effect :
not of what Paxene is on viral |oads per se, but the
response rates of patients who had non-detectabl e
viral |oads versus those who had poorly controlle d
viral loads. Do you have any kind of data |ike that?

DR HARR NAN Adven the fact that w e
really, as | said, have only sporadic neasures o f
viral loads, we don't have any data that woul d
substantively address your question. Wat | -- just
totry and get at it indirectly though, what | would
show you, if | could have slide 151 pl ease.

(e of the points to nake int his is that
when patients respond to Paxene, and then this i S
basically just a figure that's show ng the percent of
patients who were responders who responded a t
differ ent cycles fromzero through nine. And, onc e
pati ents are begun on treatnment, there is a fairl y
rapid increase in the nunber o f responders. It turns

out the median cycle of response is cycle three.
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Now this is -- we feel at least som e
evi dence to suggest, given the fact that the patients
were often begun on protease inhibitors at variou s
times during treatnent, that t his very rapid increase
i n response suggests at |east that the response we ar e
seeing is primarily an effect of the paclitaxel, the
Paxene itself, rather than at |east not -- at least i n
part due to the Paxene and not entirely due to th e
introduction of protease inhibitors.

Moreover, if | could have slide 15 9
pl ease, this is a graph showi ng the rate of response
in patients who were not using protease inhibitors
And again, you see a pretty rapid response here as th e
patient receives additional cycles.

If | could have the next slide please
And, this is a slide of patients who were usin (¢
prot ease inhibitors and | think the two curves ar e
fairly simlar and again, | think it's indirec t
evidence but at least it suggests that the proteas e
inhibitors are certainly not entirely, and we don' t
feel largely responsible for the responses that we ar e
seei ng.

DR MMROO Can | dotwo followups onth e
pr otease inhibitor questions? (e, do you have a

br eakdown by protease inhibitors? Sonebody on har d
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cap sequeni vere nonot herapy ve rsus sonebody on triple
therapy wth indinavir is goin g to be different. So,
if you could show us that.

And also | don't knowif you really ca n
answer this, but in your NDA 6.8 tunor response b vy
concomtant protease inhibitor use, that's a conplete
flip fromwhat you are just showng now QOiginally
you were telling us that patients on proteas e
inhibitors did worse, albeit not statisticall vy
significant, than patients not on protease inhibitors
What's the reason for the swtch?

DR H\RRMAN | don't think w e ever said

in any docunments that we thought that patients di d
worse. | think --

DR NMARCO Not wor se. | said no t
significant. But you say the success rate of 79. 2

percent in patients not on protease inhibitors. And
you say a response rate of 50 percent on patients on
pr ot ease i nhi bi tors. Even though it's no t
statistically significant, the se nunbers on the slide
are different.

DR HARRIMAN  Yes. kay. Tw o points to
make. e, this is again, we did not feel thos e
nunbers were not statistically significant. W di d

not feel that they were significant.
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Nunber two, part of the reason for th e
confusi on, the nunbers that you saw were based on an
anal ysis that we had done prior to getting ou r
i ndependent confirmation by Dr. Kaplan who reviewe d
all 89 cases and did an assess nent of tunor responses
as well as cycle in which tunor responses occurred
and al so the point at which pr ogression occurred. W
reanal yzed our database using only D. Kaplan' s
i ndependent assessnent of our tunor responses an d
timed to progression and time to response.

So the nunbers that |'mshow ng you here
today are based solely on Dr. Kapl an' s anal ysi s whi ch
| think accounts for the reasons there isadfferenc e
between that and the nunbers t hat you see in the CDAC
briefing docunent. The analys is that we did with Dr.
Kapl an's nunbers were actually done subsequent to the
subm ssion of that briefing docunent.

DR MARGLI N I have a few question s
related to the assessnent of the durability of th e
responses and concern about long termtherapy. Th e
first one is | think it's sonewhat untraditional t o]
assess the duration of response begi nning of t he onset
of therapy rather than at the onset of som e
docunentation of response. But |'ll just nake that a s

a rhetorical comrent because obviously the FDA ha s
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| ooked at that question, |I'msure.

The question | have that | don't think wa s
in the data you presented was you gave a nedian tinme
to treatnent failure, | think of 234 days. Bu t
reasons for off study -- | think it would be useful t o
see how many patients went off study because the vy
rel apsed anong responders and/ or a Kaplan Meir plot of
what's happeni ng to the responders over tine. Becaus e
a duration of response not reached doesn't really tel |
us what's happening with at l|east sone of thes e
patients.

And then the related questions would be i n
patients who responded but who had a brief respons e
then rel apsed, do you have any data about retreatnent ?

DR HARR MAN Ckay, yes, very goo d
questions. In terns of discontinuations, if | could
have slide 128 please. These are the reasons fo r
di sconti nuati on, either in patients who receive d
greater than two cycles or pat ients who -- greater or
equal to those and patients who recei ved less than two
cycles of therapy. The 15 patients who di sconti nued
treatment after two cycles of therapy, two were fo r
death, two for toxicity, one f or disease progression,
two refused further treatnent, and eight for various

ot her reasons such as the patient noved or switche d
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doctors and so forth.

In patients who di scontinued therapy prior
to receiving two cycles of therapy, three of th e
patients were because of death, one was lost t o
foll owup, one refused further treatnment and seven
again, were other, which was t he various reasons that
| indicated.

In terns of the Kaplan Meir, we don't hav e
that analysis but Steve, do you want to say anything

interns of the calculation of duration to response?

[ Pause. ]

DR Qs I have a question abou t
safety. You said the safety profiles in som e
instances nmay be better than T axol. Does that relate

to possible use of protease inhibitors? Do you have
different toxicity profiles for use with and wi t hout
the inhibitors?

DR HARRNMAN Ve feel that, f irst of all
the two products, Taxol and Paxene, although they bot h
contain the same active noiety, are differen t
proprietary preparations with different formul ations.
Al though we cannot address that specifically, it is at
| east a possibility that sone differences in sid e
effect profiles may be related to differences i n

formul ati on.
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In terns of the possible role of protease
inhibi tors, | think you know, it remains | think a
guestion that cannot really be fully answered righ t
now. | think sone of the side effects, advers e
events, the difference is that we observed woul d seem
to be at least at first blush not likely attributable
to the protease inhibitors, for exanple, differences
inarthralgia, nyalgia. But | think, |I really can't
comrent further than that.

DR ZALS: And then the other questioni n
your proposed indication for f ailure of first-line or
subsequent chenot herapy, woul d that include Taxol ?

DR HARR VAN There have been som e
studi es that have been done, and we actually have as
an anmendnent to our protocol in patients wh o0
pr ogressed on three hour infusions of paclitaxel t o]
enter them into a protocol which uses 96 hou r
i nfusions of Paxene. There were snall nunbers, I
guess Dr. Seville in his study when he was at th e
National Cancer Institute, had studied small nunbers
of patients that had progressed on three hou r
infusions and found sone evi dence of efficacy in those
patients when they were sw tched over to 96 hour.

As you probably are anare, also, there ar e

studies ongoing looking at 96 hour infusions o f
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paclit axel in patients who have failed three hou r
infusions of paclitaxel or oth er chenotherapy. So, |
think that's a possible area that would be wort h
further eval uation.

DR SCH LSKY: I've just a couple o f
questions. As | understand the spots criteria used i n
the study, it's possible for patients who hav e
visceral disease and cutaneous di sease to be scored as
a response just by virtue of inprovenent in th e
cut aneous di sease. And, nost of the exanples o f
response that you showed us were patients wh o
responded with their cutaneous disease.

Can you tell us sonething about what the
response is in visceral sites in patients who ar e
getting this therapy?

DR HARRMAN  Yes. First of all, inman vy
of the patients, although sone of them had evidence o f
viscer al disease at the time they were entered int o]
the study and the clinicians had indicated inthe cas e
report fornms that the patients had various viscera |
disease, in order for a patient to be followe d
specifically for precise specific tunor response, the vy
had to have clear docunentation, confirmation tha t
di sease was present.

For exanple, in pulnonary disease the vy
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woul d have had to have a bronchoscopy done prior t o]
t he study and docunenti ng KS.
DR SCHLSKY: In your presentation yo u
said there were 37 patients wh o0 had visceral disease.
DR HARRMAN Yes. And, many of thos e
patients that's based upon the clinical diagnosis or
the clinician's inpression at study entry. W ha d
seven patients who were being followed for pul nonary
di sease specifically in whom attenpts were nade t o]
docunment it, prestudy wth bronchoscopies and s o
forth. And of those seven patients that we ha d
confirmation of that, | believe it was five of those

pati ents had evi dence of response in their pul nonary

di sease.

DR SCH LSKY: | also have a questio n
about the pharnacoki netics. | was j ust curious about
a couple of t hi ngs. the is that othe r

phar macoki netics, or other PK studies of paclitaxe |
have suggested that the nost rel evant phar naco- dynam C
paraneter is duration of expos ure above the threshold
concentration. | see that you didn't present data on
that particular paranmeter. And | wonder if you even
can generate that since the patients were only studied
after 48 hours.

But it may be that the AUC and Ovax and so
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on are not particularly relevant PK paraneters given
the way the drug seens to work . So do you have -- is
ther e any data on duration of exposure above seve n
t hreshol d concentration?

DR HARRI MAN  Ken?

DR DUCH N W didn't look at tha t
specifically because about half the patients in the PK
anal ysis were taking nupegen at the tine. So, we fel t
that woul d confound the anal ysis.

DR SCHLSKY: Wy would that confound th e
analysis if that's what the concentrations were?

DR DUCH N Because when we |ooked a t
change on the neutrophil count --

DR SCH LSKY: I'm not asking you t o
rel ate it to any clinical paraneter, | just want t 0]
know i f you have data on, you know, nunber of days or
nunber of hours with a concentration above th e
t hreshol d val ue.

DR. DUCH N Ch, we have that, but w e
don't have it today.

DR SCH LSKY:  Ckay. | have one othe r
question before you go about t he PK and the inpact of
the protease inhibitors. From the data that yo u
showed wus, it doesn't appear that there is an 'y

alteration in the PK which, I guess, is alittle bit
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surprising to ne. But | wonder if -- | just want to

be clear that when the PK studies were done, was the
only variable in a sense whether patients were getting
protease inhibitors or not, or were patients als o
getting all of the other drugs that they were getting ,
plus or mnus the protease inhibitors? Because i t
could be very difficult to sort out the PK data an d
try to dissect out the inpact of the proteas e
inhibitors in the presence of multiple other drugs ,
others of which nmay have an influence on variou s
cyt ochrome P450s.

And so what you are looking at, | presunme |,
isaresultant effect and it i s certainly conceivable
to me that effect may not actu ally reflect the actual
i npact of the protease inhibitors thenselves. So do
you have any sort of nore pure way of |ooking at the
dat a?

DR DUCH N The purest way that we have
are in those tw patients where | presented, an d
clearly the only change was the addition of indinavir .

DR SCH LSKY: So all of the othe r
medi ci nes that they were taking over that course o f
time remai ned constant?

DR DUCHN Yes, that's correct.

DR SCH LSKY: kay.
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CHAIRVAN DUTCHER  Dr. Northfelt?

DR NCRTHFELT: Thank you. Dr . Harrinman,
| noticed that in the afternoon, after the FD A
eval uator makes his presentation you are not offered
any opportunity to rebut. So I'd like to ask you to
rebut one statenment that's made in the material I
read. And | just want to tell you what ny bias is in
this so that you know where |I'mcomng from

As a clinician | don't think that th e
objective tunor response criteria that we are using i n
these studies has any real val ue, especially in peopl e
w th very advanced di sease. So | think really what w e
need to understand is how these treatnment inpact o n

the quality of life of these patients and what th e

(¢

clini cal benefits are aside from the objectiv
response criteria.

So | was very happy to see that you ha d
done a quality of life analysis in this study and tha t
you di d show sone i nprovenents in several areas. But
that was not, that enthusiasmwas not shared by th e
reviewer from the FDA So in part he says tha t
results of the analyses of the SDS conponents and the
total SDS score should be interpreted with caution due
to the lack of a control group in the study. And the n

he goes on to say for the same reason the inpact o f



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

86

m ssing data cannot be adequately assessed, thus n o
clains for inprovenent can be validly made. And this
is respect to quality of Iife again.

Only statenents pertaining to trend s
toward inprovenment are supportable and he ends b vy
sayi ng the approval decision should be based only on
clinical considerations of this application. $So he i s

essentially asking us toignor e all of the quality of

life information that you have presented. And I’ m
sort of crushed by that so1'd |like you to get ne bac k
up again.

DR HARRMAN Ckay, I'll see if | can do

that. First of all, again, | just want to enphasize
that thisis, to our know edge, the first tine that a n
attenpt at taking a quality of life instrunent, a
SynptomDi stress Scale, and st udying it prospectively
in advanced AIDS-KS patients with the attenpt being t o
try and determne whether there is a feeling o f
inprovenent on the part of the patients of thei r
synpt ons.

Now, it's a fair statement to say short o f
a head to head random zed conparison study, one ca n
al ways argue that there could be a placebo effect in
ot her things that would bias the patient in thei r

responses. However, with respect to that, one point
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that | tried to nake during ny presentation and | hop e
it was nade, but in the figures that I showed -- |et
me go to the one on the facial -- the point | wa s
trying to nmake is that when one |ooks at baselin e
medi an scores and at | east at cycle four where there
is ahighly statistically significant inprovenent, th e
difference in the nunber of patients -- it was 29 that
had eval uati ons at baseline and 27 at cycle four, so
very few patients were | ost between baseline and cycl e
four in this case, although cl early patients get | ost
as the study goes on.

Now, | guess what | would argue is tha t
given the fact that you had very little loss i n
patients between baseline and cycle four, it's hard t o
argue that the worst patients are droppi ng out and yo u
are only looking at the better patients that are stil |
there at cycle four. So, for that reason | think one
could argue that this differen ce is probably real and
nmeani ngf ul .

About all --

DR BRODER VW understand and deepl vy
respect the FDA's review and we understand thei r
comrents. Qur position is that we do not agree with
their assessnment. The prior attenpts at these types

of assessnents have been retrospective and essenti al | y



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

88
in effect an attenpt to do quality of |life assessnent s
| ooking back in tine, essentially after a study ha s
been conpl eted in nmany cases.

And so recognizing all of the potentia |
limtations that one mght have, | guess the sinpl e
bottomline is that this was a prospective study with
statistically significant results, at |east at certai n
par aneters and at certain time points. And it nus t
constitute an inprovenent over other previous attenpt S
to make these quality of |ife assessnents.

So with respect to the FDA on thi s
speci fic point, we disagree.

DR SIMN | had a few questi ons, one on
phar macoki neti cs. Dd you try to assess whethe r
Paxene affected the pharnacoki netics of the protease
i nhi bi tors?

DR DUCHN Yes. |In one study where we
had two patients that were done, we did look a t
indinavir levels in only a few sanpl es. And they wer e
within the expected range for indinavir. But we did
not do a standard profile of indinavir concentrations

DR SIMN Do you have data r elating the
obj ective t unor response to the synptomati ¢
i nprovenent on the SynptomD stress Scale for baselin e

to course seven? | think once you get beyond - -
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course four -- | think once you get beyond cours e
four, | guess ny viewis there is so nmany patient S
lost fromeval uation that that data and those P val ue s
are not valid. But do you have a correlation o f
r esponse, obj ective response versus synptonati C
i nprovenent over the first four courses?

DR HARRMAN Rght. W had done som e
initial analyses in trying to correl ate tunor respons e
wi th inprovenent in the Synptom D stress Scal e and :
although I don't think we have that infornation here
today with us, we did not see or rather we sawsimla r
inprovenents in Synptom Distress Scale scores i n
pati ents who responded -- Steve?

DR CARCQL: The data we have is based upo n
our internal tunor response ra te data and what we did
find was that even in non-responders there wa s
reduction in the synptom distress score, th e
synptomatol ogy in that first baseline to cycle four.
And we couldn't distinguish it in that period fromth e
drop, the nedian change we saw in the respondin g
group. That was by our internal assessnent o f
response. VW haven't repeated that wusing th e
i ndependent revi ewer's assessnent.

DR SIMN Cne final question. Yo u

present in your application an anal ysis of Karnof sky
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performance data over tine. | guess | don" t
understand howthat's a valid anal ysis given that over
time, particularly these patients taking proteas e
inhibitors, their performance is going to inprove and
certainly when you take their |ast performance score
and those who go off study ear |y because they are not
responding to their HV treatnent are going to hav e
lower -- not going to have inproved perfornance score s
and those who stay on longer b ecause for a variety of
reasons are going to have inproved perfornmance. Mayb e
as aresult also of their anti-HV treatnent. | don' t
see how you can attribute that significant inprovenen t
i n Karnof sky performance, how you can attribute that
to treatnment w th Paxene?

DR HARRMAN | don't -- | nean | tak e
your point and I'mnot sure we are trying to argu e
that the entire inprovenent in Karnofsky perfornmance
status is sinply a consequence of treatnent wt h
Paxene.

However, | think what one can discern fro m
that data, | think, and this is, | think, an inportan t
piece of information to gain, is that certainly th e
treatnment with Paxene is not causing a deleteriou s
effect on the patients' Karnof sky performnmance status.

Moreover, notw thstanding the inprovenent or th e
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of protease inhibitors

variables on the res ults that we are seeing

i n Karnof sky performance status, | think in |ight of

all of the other evidence that we have shown you,

think it's

| east sone of the inprovenent woul d be

t he study drug.

stated that there is 75 percen

one week

reasonable to conclude that

per haps a

t

attributable t o

DR SWAI N In the FDA document, it wa

del ay and about 40 percent

had a two wee

del ay and you are recomrendi ng to give

two weeks, but it seens |ike nost

really didn't receive it every two weeks.

comment on what's in there that there

of

this drug ever

the patient

is no reason fo

Can yo

that delay in a |large nunber of patients and how a

practitioners using this drug,

desi gned

Paxene at two week intervals. And that was adhered t

it shoul d be used?

DR. HARRRNMAN  The way the protocol wa

is the patients were to have received th

as much as possible during the first

t her apy.

investigators, their feeling was that

week --

patient

It was, actually at the pronpting of the

ten cycles o

after ten cycles of therapy or

has responded to the Paxene,

t hat

in every tw

after th

it's ver

S

t of the patients had a

(7))

c



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

92

inconvenient for the patients to come in every tw o0
week intervals to get the treatnent and the hope was
that one could increase the interval between cycle s
and still maintain responses. So we nodified th e
protocol to allow for intervals up to three to fou r
weeks between cycles after ten cycles of therapy. In
fact, a nunber of patients who had conpleted te n

cycles of therapy went to that every three or fou

-

week schedul e.

VW don't have any really conprehensiv e
data in terns of being able to discuss whethe r
patients that continue on an every two week regine n
after cycle ten or those that go to every three o r
four weeks whether there is any difference inthe time
to progression or the rate of progression, becaus e
that wasn't really part of the original protoco |
design. But | think it's an interesting question tha t
perhaps nerits further explora tion, and that is after
the patient has had a tunor response, is it possible
to increase the interval between cycles and stil I
nmai ntai n r esponses.

DR SWAIN And the second que stion. Can
you discuss the hepatotoxicity with and without th e
protease inhibitors that you saw?

DR HARRMAN Yes. [Pause.] W don' t
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have that data summarized, but we can certainly ge t
that for you. But unfortunately, we don't have i t
avai | abl e t oday.

What | can say is that there was certainl vy
no -- well, as you know patients on proteas e
i nhi bi tors, particularly I ndi navir, can hav e
elevations in bilirubin and in sonme cases there appear
to be a snmall nunber of patients on indinavir that ca n
have concomtant increases in their transam nases as
well as bilirubin. W did see sone patients who were
on indinavir who had elevated bilirubin |evels, but I
don't have available at this point any data tha t
specifically conpare patients that were on and of f
protease inhibitors wth regard to that. Sorry.

DR SCH LSKY: Could I just follow up on
that for a nonent because there is a substantia |
anount of data to suggest that patients w th abnor nal
liver functions don't tolerate paclitaxel well an d
that even, you know what nay be relatively trivia |
el evations of transam nases nay predi spose patients t o]
much nore severe toxicity.

So it wuwuld seem to nme that i n
circunstances wth patients who are takinga drug like
i ndinavir which nmay case sone hepatic toxicity tha t

that certainly could place themat much greater risk
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of Paxene toxicity if the Paxene dose is not nodified .
And | wonder if you thought ab out that and consi dered
how you mght deal wth that issue in packag e
| abel i ng?

DR HARR NMAN Certainly the protoco |
specified that if patients had significant el evations
intheir liver function tests, bilirubin above 1.5, a
five fold or higher increase in atransam nases, that
that would be a criteria for dose nodification o f
paclitaxel. VW can pull up th e data in terns of dose
nodi fications. But what | can say in that regard is
that is certainly a potenti al concern that one has to
be aware of.

But again, | would just draw you r
attention, at least in the broad sense, to the slide
| showed conparing the safety -- the adverse events o f
patients on protease inhibitors and not on proteas e
inhibitors. At least in that broad sense we are not
seei ng any significant differences in terns of th e
toxicities. However, | agree with you, one woul d
probably need to | ook very car efully at the subset of
patients where there are abnornal liver function test S
in order toreally be able to | ook at that.

CHAl RVAN DUTCHER  (ne | ast question?

DR MARQLIN | have actually two brief
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guestions that are not exactly related to each other.
One is sort of generic, not pertaining only to you r
product, but in AIDS patients that are going to be --
excuse ne, HV positive patients who are going to be
receiving this drug at two to three week intervals of
what | ooks |ike prol onged periods of tinme.

The question is whether the risk o f
hypersensitivity reactions goes down sufficiently to
consider tapering or perhaps even discontinuing th e
decadr on. Because if you add up the amount o f
decadr on that is used in these patients who ar e
already at serious risk of As, it really gets to be
quite a lot. And | wonder if you have data on th e
HSRs? [|'Il ask ny second question after you answe r
t hat .

DR HARRIMAN  Ckay. Yes, the wthin the
protocol there was expressed in the protocol certain
doses of decadron that were to be used and it s
specified intervals. However, there was actually som e
variability in terns of both the dose of decadron tha t

was used and the schedul e for when it was gi ven anong

the different investigators. And | think, | don' t
know whether Dr. Gll would |li ke to talk at all about
this, because | believe he has sone infornation i n

t hat regard.
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But | do think that there is at | east som e
anecdotal evidence to suggest that as the therap vy
continues in patients who have not had any evidence o f
hypersensitivity reactions, on e may be able to get by
with | ower doses. But to ny know edge, that's no t
been formal |y studi ed.

DR MARCOLI N The related questio n
actually, | think D. GQGIl wll end up having t o
answer. |I'mjust curious whether there was an overla p
in the tine frame of the accrual tothis study and th e
other one at USC | think | recall hearing one of th e
patients mention the sane protocol nurse that was at
the last neeting, if 1'"'mnot mstaken. The reason
ask that is because there is a question whether an y
selection factors or bias could have been introduced
into which patients were put in which study at th e
sanme institution.

DR. @LL: Patient accrual in the firs t
trial ended in Decenber and this trial began accrual
in January. So thereis no overlap. And sincel'mu p
| can just say that the dose on decadron has bee n
reduced in sone patients domn to four mlligrans, but
it's never been done in an organi zed way to give you
a sense. It seens that you ca n go down to four. Can

you go down to zero is an inportant question an d
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hasn't been addressed.

CHAI RMAN DUTCHER W have a couple o f

nmore questions. Dr. Aboul afia?

DR. ABOULAFI A Thank you. Just as a

qui ck coment . There is a point in time wher e

patients achieve stabilization of their disease an d

they remain at that state. |In terns of indication S

and how often you give this drug, you are going t o]

have to build in the know edge of what their HV vira |

load is, and how that reflects on their case | oad.

And what | nean by that is not everyon e

needs to be maintained at two week dosing for the res t

of their lives. And many of these patients who have

achieved an initial response and have a concomtan t

reduction viral load to nondet ectable |evels nmay well

be able to go off chenotherapy or really go down t o]

much | ess frequent dosings.

And that's what | was trying to get a t

when | was asking about the viral loads or if you hav e

data on how many different antiviral conbination s

patients were -- had wth themwhen they cane into th e

st udi es.

O alternatively, in the study how man vy

times their antivirals were changed. Those are th e

key thi ngs.

It doesn't help ne alot to he ar the data
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of how nmany patients responded on protease inhibitors
versus those that didn't if | don't have viral | oads
and CD4 counts to know really what their clinica |
state was. Many of these patients are put on vira |
|oads, it sounds like a fairly heavily pretreate d
group with a CF4 count of 30. And what that nmeans is
that sone of them are not going to respond to th e
protease inhibitors either and the fact that you are
| ooking at groups that you had put those on doesn' t
nean, at least to nme per se, that their viral load s
are nondet ect abl e.

DR HARRMAN I'msorry -- | didn't hear
your |ast point.

DR ABOULAFI A The fact that they are on
prot ease inhibitors doesn't allow ne to infer tha t
their viral | oads are well controlled o r
nondet ect abl e.

DR HARRNMAN R ght. Yes, about all I
can say in response to your question is, as we al I
know, the changes that occurred in the nmanagenent of
HV disease over the last two years has been ver y
dramatic and the way the curre nt standard of care and
the current way in which we approach patients wth H V
is very different than it was even a year ago whe n

this protocol, or a year and a half ago when thi S
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prot ocol was begun.

| think clearly, you know, know ng a
patient's viral load is going to be very inportant in
managi ng the patient and al so assessing the relative
need for other therapies for treating thei r
concomtant illnesses such as Kaposi's sarcona. I
don't think we can further add ress those questions at
this time.

CHAl RVAN DUTCHER  Dr. Wl kes?

DR. WALKES: You had nentioned that yo u
all oned for one dose reduction and you had al so said
that the curve was not |inear over 100. Is it linear
bel ow 100? And why do you have to reduce the dose ?
Is it because of things like h epatotoxicity? And one
other thing, if you do reduce the dose, is it stil I
effective?

DR HARRIMAN Those are good questi ons.
The reason for dose reduction was for protoco |
specified toxicity. Primarily it was for toxicities
associated wth the paclitaxel, severe neutropenia |,
febrile neut r openi a, gr ade t he or highe r
hepat ot oxi city or peripheral neuropathy, those types
of things.

V¢ had several patients who di d have dose

reductions -- yes, we had nine patients who had dose
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reductions to 75 mlligrans pe r neter squared because
of toxicities. Sone of those patients were able to g o
subsequently back up to higher doses as their Kaposi' s
sarconma i nproved. In other cases, they stayed at 75
mlligrans per neter squared.

Because of the small nunber of patients,
we can't draw any definitive conclusions about th e
effectiveness of 75 mlligrans except that we did have
in at |east a couple of cases, patients who were on 7 5
mlligrans per neter squared and were able to naintai n
thei r response.

Ckay, actually, Eric Fletcher, the first
gentl eman that got up to speak, had a dose reduction
to 75 mlligrans per neter squared. And he had a
response while he was on the 75 that he subsequently
nore recently had gone back up to 100 mlligrans per
met er squar ed.

CHAl RVAN DUTGHER  Thank you. I think we
are going to have to end the questioning right nowan d
take a break for ten m nutes. Vé will be back here a t
11: 15.

(Whereupon, the foregoing natt er went off

the record at 11:05 a.m and w ent back on

the record at 11:19 a.m)

CHAI RVAN DUTCHER VW are now going t o
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begin the FDA presentation. People will take thei r
seats please. Dr. Kobayashi?

DR. KOBAYASH : Could I have the |ight

[7)]

down, please? Thank you.

Dr. Dutcher, nenbers of the Advisor vy
Commttee, Dr. Tenple, ny colleagues in the FDA |,
| adi es and gentlenmen, today | will be presenting the
clinical portion of NDA20-826, Paxene for advance d
Al DS-Kaposi's related sarcona. Before proceedin g
further, | would |ike to acknow edge the man vy
inportant contributions nmade by the nenbers of th e
revi ew t eam shown on this slide.

The indication proposed in the NDA an d
under discussion today is for use after failure o f
first-line or subsequent systemc chenotherapy for th e
treatnent of advanced Al D-rel ated Kaposi's sarcona
The proposed dose and schedule is 100 mlligrans per
nmeter squared intravenously ov er three hours every 14
days.

The prinary end point of the P axene study
in this application is objective tunor response
Evidence of clinical benefit i s being sought fromthe
data on the following five domains, response o f
disfiguring facial and foot Iesions by visua |

assessnent, response of tunor associated edema b vy
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vi sual assessnent, response of pul nonary | esions and
change in performance status. This in addition t o]
cutaneous tunor response data is being presented toda vy
to obtain approval of the Paxene in this indication.

The original NDA was submtted to the FDA
in June of 1994. The applicant initially proposed a
100 patient random zed controlled clinical trial i n
patients wth AIDSKS in July of 1995 and submtte d
the protocol for the current study in Septenber o f
1995. The applicant nmet with FDA on several occasion s
followng initiation of the study to di scuss issues of
end point definition and analysis. The NDA itself wa s
submtted in March 31st of 1997.

In a special considerations nmeeting wth
the FDA on Septenber 15, 1997, the applicant requeste d
that FDA consider a change in the indicationto targe t
third-line systemc therapy in patients previousl y
treated with Doxil.

The applicant's pivotal study wa

(7))

conducted between Septenber 1995 and March 1997 an d
enrolled 89 patients wth advanced Al DS Kaposi' S
sarcoma in nine centers located in California ,
Massachusett s, New York and Fl orida. Literatur e
reports on three other studies were also included in

the application, as shown on this slide here.
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Al studies are single arm open |abe |
Phase Il studies. The dose and schedul e chosen fo r
the pivotal study was based on Study No. 139-281 :

conducted at the USC Norris Cancer Center and a

—+

Massachusetts (General Hospital, both participatin g
centers in the current study. A Brown Universit vy
study enrolled only four patie nts and used a mnarkedly

| oner dose of paclitaxel and will not be considere d
further in this presentation. Both studies 139-17 4
and 139-281 have previously been presented to thi S
Comm tt ee.

The only study, it should be p ointed out,
using the applicant's fornmulation is the pivota |
study. The other studies used the currently approved
f ormul ati on. It should also be noted that th e
formulation used in the applic ant's clinical study is
not the sanme as the formulatio n which is intended for
mar ket i ng.

The study objectives were first t o
determne response rate and nedian tine to tunmo r
progression for patients with advanced refractor vy
AIDS-related Kaposi's sarconma treated with a thre e
hour infusion of Paxene at a dose of 100 mlligram s
per nmeter squared every 14 days. Secondly, t o]

determne the toxicity profile of this dose an d
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schedule. And thirdly, to evaluate clinical benefit
in this patient population.

Quality of life in the pivotal study was
also assessed using the Synptom D stress Scale
However, the applicant was advised that the FD

regards interpretation and reliability of quality of

life data collected in single arm open |abel studies

as problenatic.
As pointed out by the sponsor, eligibl
patients have had to have failed at |east one prio

system c chenot herapy regi nen. And accept abl

indications for treatnent incl wuded one or nore of the

fol | ow ng: mul tiple, nore than 25 nucocutaneou
| esions; visceral involvenment -- initially synptomnati
visceral involvenent was required, however this wa
|ater changed to allow the sinple fact of viscera
i nvol venent to qualify for entry; and final
synptonmati ¢ | ynphedena.

Initially, at least five measurabl

cutaneous |esions were required. This was late

changed to specify that these |esions nust be raised.

Response was graded using a nodification of the ACTG
criteria initially described by O own, et al.
In this system a conplete response I

accordance w th standard oncol ogi c practice requires

A

e

r

e

S

r

n
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t he conpl et e di sappear ance of any det ectabl e resi dual
di sease and this nust persist for at | east four weeks .
Pl ease also note that biopsy docunentation of th e
absence of disease is required when flat lesion s
persi st.

Partial response requires the absence of
any new |lesions or edena and also any one of th e
foll owi ng occurrences: either a greater than 5 O
percent decrease in |esions counts that persist for at
| east four weeks; a greater than or equal to 5 O
percent decrease in the total area of the five narker
lesions or conplete flattening of at |east 50 percent
of all previously raised | esions. Note that accordin g
to the protocol, only the decrease in lesion coun t
requi red 28 day confirnmation

Qiteria for progressive di sease require
only the denonstration of new or progressing visceral
di sease, new or increasing tunor associ ated edena, a
greater than 25 percent increase in the total |esion
count, a greater than or equal to 25 percent increase
in the total area of the narker lesions or a change i n
the character of at |east 25 percent of all previousl y
flat lesions to raised.

Pl ease note that wunlike progressio n

criteria in other solid tunors in which a single new
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lesion would indicate progression, in this system a 25
percent increase in the total Ilesion count i S
required.

| would like to point out two difficultie s
with the current definitions, while at the sane timne
acknow edging that a joint effort of the AD S
Mal i gnancy Consortium the National Cancer Institute
and the FDA is currently underway to revise thes e
criteria.

First, the criteria did not explicitl vy
resolve the situation in which a patient progresses o n
one of the three response subscales prior t o0
responding on either the sane or a different subscale .
And second, the criteria did not clearly specify the
method of calculating progression based on lesio n
flattening. It is inportant to enphasize th e
criterion in current use were applied to thi s
appl i cation.

The protocol specified that overal |

response was to be limted to the first ten cycles

-

However, after inspecting the data, it becane clea
that late responses on one of the three subscal es :
tunor lesion count, tunmor size and nodul e flattening,
occurred in at least eight patients and therefore, a

response was credited regardle ss of the tinme in which
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it would occur

Al t hough the protocol did not explicitly
state this, confirmation at four weeks was require d
for all partial responses not only for responders on
the total lesion counts. This is in accordance with
standard oncologic practice and the applicant ha s
accepted this nodification in communi cations followin g
distribution of the draft nedical officer review

Based on infornmation previously supplied
by other investigators in this field, patients wh 0]
progress on any subscale were deened progressors
regardl ess of subsequent responses.

Atotal of 89 patients were en rolled with
a nedi an Karnof sky performance status of 80 percent.
In general, the study enrolled patients wth advanced
disease in that at |east 80 percent of patients were
poor risk on at |east one of the prognostic stagin g
subscal es. In tabulating the indications fo r
treatnent, it can be seen that 80 percent of patients
required treatnment for multipl e cutaneous |lesions. A
total of a third of the patients required treatnen t
for vi scer al | esi ons ei t her synptomati c o r
asynptomatic and approximately half had synptonati C
| ynphedema. Exactly half had synptonmatic |ynphedena.

The patient population also fit th e
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description of refractory disease. Although th e
nmedi an nunber of received prio r chenotherapy reginmens
was one, there was a maximumof five, and there is a
significant percentage of patients who have had a t

|east two prior reginens. Bet ween a third and a half
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of the patient population had received and faile
prior therapy with either Doxil or DaunoXone or both
and the mgjority of patients had stopped their |as
system c chenot herapy reginen prior to entry on this
study because of either inability to tolerat
treatnent or because of progressive di sease.

At least a third of patients ha
pr ogr essed through their imrediately precedin
chenot her apy regi nen.

For the GCommttee's reference, thi
analysis is | abeled the Per Protocol Analysis in the
draft medical officer review previously circul ated
After extensive review and discussion of furthe
additional data submtted by the applicant, th
prinmary FDA anal ysis concl udes that this study shows
a 42 percent response rate usi ng the previously cited
interpretations of the protocol. A responses were

partial and no conpl ete responses were noted.

The nedian duration of response is 1 3

days, although this has not been confirned by ou
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statistician. The tine to response was 34 days an
the nedian tine to progression calculated using 3
events and 51 censored observations was 163 days.

In accordance with the applicant's reques
at the special considerations neeting, the issue o
response in patients with prior Doxil therapy wa
examned. Twenty seven patients in this study hav
previously received Doxil. Thirteen as first-lin
treatnent, and 14 as second-line or greater.

Anongst the 13 patients receiving Doxil a
first-line treatnent, there were three partia
responders for a 23 percent response rate using th
response categories assigned during the primary
FDA anal ysi s.

In the 14 patients receiving Doxil a
second-line or greater treatnment in which Paxen
therefore would have constituted third-line or greate
treatnent, there were six resp onders for a 43 percent

response rate.

t

r

This slide shows the areas of di screpancy

between the applicant and FDA in accounting for th
responses. Please note this ¢ onpares the revised FDA
primary analysis with the applicant's revised anal ysi
whi ch they have presented. Let ne bring that up for

you. The najor problens can be seen to be -- to occu

e

S

r
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in the patients with responders, clained responder S
who progressed prior to the actual observation of a
response. Please also note that there was on e
responder credited who could not be docunent ed to have
a greater than 50 percent decline on any of th e
response subscales. And please al so note that the FDA
review upgraded three patients fromthe stabl e di seas e
category to the partial response category.

The overall response rate of a |l enrolled
patients observed in the two najor studies fromth e
literature are shown here. Although it should b e
noted that data for these studies were not submtted
to the FDA and only the published literature reports
wer e i ncl uded.

In Dr. Gll"'s study, which was again a s
noted the pilot for this study, there was a 59 percen t
overal | response rate in all enrolled patients. | n
the 40 patients who had been previously treated, ther e
was a 52 percent response rate.

Wiile the publicly available r esults from
t hese studi es appear encouragi ng, the Agency regards
themas sufficiently different fromthe pivotal study
in both design and executi on, that any formal, direct
conpari son woul d be i nappropri ate.

Onhe issue that arose in discussions with
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the applicant followng the initial circulation of th e
draft nedical officer review is the possibility o f
multiple wvalid interpretations of the progressio n
criteria. Shown here is the clause in question. Wt h
the Conmttee's permssion, | would like to take a few
m nutes to present a short exanple that illustrate s
the difficulty.

This is an exanple selected from th e
submtted database. The ellipses here indicate data
that were excluded to ease a presentation whic h
neit her add nor detract from the point of thi S
presentation. Shown here are the cycle nunber, th e
day of therapy, the observed nunber of flat lesions at
each tine point, the cal cul ated nunber of flat lesions
at each tine point, the observed nunber of raise d
lesions at each tine point, and the change in th e
nunber of raised |esions fromthe previous cycle. The
line shown here in magenta represents the nadir of the
rai sed | esion count.

Based on extensive correspondence wththe
applicant and the extensive an d internal discussions,
there appear to be at |east five separate nethods of
determning progression. This becones inportan t
because a patient's overall response integrates th e

outconmes on the three separate response subscal es
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Thus, for instance, an initial early progression base d
on lesion flattening would result in a patient being
considered a progressor despite the occupance of a
| ater response on the basis of tunmor size or tota |
| esi on count.

Now Met hod 1A woul d use as the nethod of
determning the baseline for progression, the observe d
nunber of flat lesions at the nadir of raised |esion.
Inthis patient, it would sele ct a reference val ue of
30 and 25 percent of that nunber, or seven new lesion s
woul d be required for the patient to progress.

Method 1B, which is the nethod used by th e
applicant, nodels the nunber of flat lesions at th e
nadir of the raised | esion count. Inthis patient, i t
woul d select a reference value of 41 and then te n
patients or ten | esions, excus e me, would be required
for this patient to progress.

Method No. 2 woul d use the observed nunbe r
of flat lesions inthe cyclei mediately prior to the
nadir of the raised lesions as the baseline. In this
patient, it would select a reference value of 17 and
four lesions would be required for progression.

Method No. 3 uses the nunber of raise d
lesions that flatten by the nadir of the raised lesio n

count as the baseline against which progression i S
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judged. In this patient, it would return a val ue of
33 as the reference, and there fore, eight new | esions
woul d be required for progression.

Met hod No. 4, which was the nethod adopte d
in the original FDA draft nedical officer review
chooses the nadir of the raised lesion count as th e
reference value -- as the base line. In this patient,
it wuld select a reference value of five an d
theref ore only one lesion would be required for th e
patient to progress.

Each of these nethods, althoug h there are
multiple, has been applied by either the applicant or
one of several FDA reviewers in an infornmal surve vy
taken within our division. Again, enphasizing tha t
Met hod 1B was applied to this application, Mthod No.
4, it should be pointed out, m ost closely corresponds
to the response criteria being developed currently in
t he NC / FDA/ ANC col | abor ati on.

To repeat the earlier slide showng th e
actual data, Method 1A would s elect a reference val ue
of 30, Method 1B woul d select a reference value of 41 ,
Method 2 woul d select a refere nce value of 17, Method
3 choosing the nunber of flat -- lesions tha t
flattened woul d choose this nunber here, 33. Method

4 which is the nunber used in the original FDA review
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woul d choose a nunber of 5. And again, Method 1B is
the applicant's -- method applied by the applicant.

If one classifies this patient according
to each of these different met hods, one cones up with
these outcones. And the point here is the extrem e
variability in outcone resulti ng fromthese different
met hodol ogies. There is a ten fold variation in the
nunber of lesions that would be required fo r
progression, a nearly four fold variation in the day
and the day on which progression occurs, an d
dianetrically opposite response categorizations
depending for this response scal e anyway, depending o n
the nethod chosen. In fact, according to Method 1 B
the patient would never have responded prior to th e
end of treatnment and would hav e renained as a parti al
respondent throughout his enti re course of treatnent.

Presented here are the response rates fro m
the original review, shown for conparison and | abel |l e d
draft FDA analysis which again used Method 4 an d
showed a 35 percent response rate. And the revise d
FDA analysis which followed Mthod 1B, which nor e
closely approximates the current practice. Th e
estimate shown here, 42 percen t, is our best estimate
of the response rate fromthis study.

A so shown here for conparison are tw o
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secondary anal yses, and | apol ogize at this point for
a typographical error in the handouts. The firs t
anal ysi s, which is labeled as the relaxed FD A
anal ysi s, was carried out to account for th e
subj ectivity which is inherent in the neasurenent and
counting of Kaposi's sarconma lesions and to al I
account for the clinical observation that initiall y
confluent |esions may occasionally breakup and mak e
the tracking of any individual lesion difficult.

If you adjust for these factors o f
observer variability, one conmes up wth a respons e
rate of 45 percent. An analysis excluding fiv e
patients who were ineligible for the study on th e

grounds of significant nedical reasons, Yyields a

—+

response rate of 42 percent, that is 34 responders ou
of 81 patients. Both calculations of this respons e
rate are essentially identical to the 42 percen t

obtained in the revised prinar y anal ysis using Mthod

1B.

Mving on to the elenents of clinica |
benefit. Twenty five percent of 24 patients wt h
di sfiguring facial lesions who had assessabl e

phot ographs submtted showed inprovenent in thei r
disfiguring facial lesions. W hile nine percent of 11

patients wth foot Ilesions who had assessabl e
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phot ogr aphs submtted showed e vidence of inprovenent,

and 12 percent of 48 patients who had | ynphedena who
had assessabl e photographi c evidence submtted ha
i npr ovenent.

The submtted quality of life data i
weakened by the fact that it was collected in a singl
arm open | abel study and therefore | acks conparator
to assess the extent or the inpact of the extent and
nature of the mssing data. For simlar reasons
which are outlined in nore detail in the medical and
statistical reviews, interpretations of analyse
aggregating nore than one subscal e are al so consi dere
to be difficult.

Nevert hel ess, they nmade provide addition
hel pful information in interpreting the response and
clinical benefit data presented. This slide depicts
the result of a longitudinal data anal ysis perforned
by Dr. Koutsoukos, the statistical reviewer, on th
mobi ity data using response assessments from th
draft FDA analysis. He perforned a simlar analysis

to this using the response assessnents from th

a l

e

applicant's initially submtte d analysis and obtained

essentially the same results. Therefore, only th
w Il be shown.

Oh this scale, a decrease in scor

S

e
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represents an increase in an inprovenent in nobility
and tine in cycles is indicated here on the X axis
As you can see, there is no st atistically significant
diff erence in the rate of inprovenent between non -
responders which are indicated in the lower |ine and
responders which are indicated by the top line ,
although there is an inprovenent from baseline. Thus,
although an unadjusted analysis which pools al I
patients together, irregardless of response statu s
does show a statistically significant overal I
inprovenent in nobility over time, this inprovemen t
cannot be ascribed to differences between responders
and non-responders.

For t he sake of conpl et eness
statistically significant inpr ovenents over time were
noted in the unadjusted anal yses of Appearance No. 1
whi ch nmeasures the worseni ng of appearance, nobility
as shown here, breathing and Karnofsky performanc e
status. However, anal yses such as the one indicated
on this slide do not show any difference betwee n
responders and non-responders on any of the subscal es

This slide shows the response of patients
with pul nmonary invol verrent that had eval uabl e data
Although the bottom line of 60 percent does appea r

inpressive, it should be noted that it is drawn i n
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five patients which represents a very snal | Ssubset, 18
percent to be precise, of the 28 patients wt h
vi sceral disease who were enrolled in this study.

| should al so note that the responses in
vi scer al disease all occurred in patients wt h
pul nonary lesions. This slide again depicts the work
of Dr. Koutsoukos on a perfornance status of data. |t
should again be noted that there is no differenc e
bet ween responders indicated h ere, and non-responders
i ndi cated here.

Although there is again a significan t
i npr ovenrent over tinme from baseline, on this scal e
again an inprovenent, unlike the previous scale, I S
indicated by increase in the Y axis and again, tim e
and cycles is indicated on the X axis. And again, th e
sanme coments nade previously in reference to th e
mobi ity data also apply to this data.

Turning to the safety analysis, th e
applicant reported a total of 22 deaths, of which 11
occurred at greater than or equal to 30 days beyon d
the last dose of study drug, and seven which wer e
possibly rel ated to Paxene.

These seven deaths were distributed inth e
followng manner: five of them-- five of the 22 wer e

attributed to cytopenia conpli cated by infection; one
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occurred as a result of a sept ic shock conplicated by
respiratory arrest; one occurr ed in a patient who had
pul nonary hypertension with congestive heart failure
for the total of seven deaths.

This slide considers the occurrence o f
opportunistic infections according to whether th e
event represented a new event, the continuation of an
already established infection in that patient whic h
became established prior to entry to study, o r
recurrence of a previous infection. There was on e
patient in which such classification could not b e
nade.

Al though definitive conclusion s cannot be
drawn fromthis study due tot he lack of a random zed
concurrent control arm as a general statenent, th e
i nstance of opportunistic infections does not appear
unexpectedly high for this pat ient population and the
profile does not show an unusual distribution o f
i nfecti ous organi sms.

As expect ed, nyel osuppr essi on wa s
substantial with nore than 80 percent of patient s
having either neutropenia, |eukopenia or anema
Approximately a third of patients had thronbocyt openi a

and there were 11 patients or 12 percent in whomt hei

-

neutropenia was conplicated by febrile neutropeni a
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whi ch was defined as fever occurring during a period
in which the neutrophil count was less than 1,00 O
whether or not infection of a specific organismwa s
docunent ed.

The wuse of hematopoietic support wa s
liberal with 41 percent of pat ients requiring the use
of suppl enmental PCSF and 25 -- a quarter of patients
requiring ei t her erythropoietin or red cel |
t ransf usi ons.

This study included a substantial nunber
of patients taking concomtant protease inhibitors :
although again lack of a concurrently randomze d
control arm prohibits the drawng of definitiv e
conclusions regarding the presence or absence o f
drug/drug interactions.

Known toxicities of protease inhibitor s
i ncl ude hyperbilirubinema, diarrhea and renal calcul i
and there were six patients shown here -- or nin e
patients in whom an | sol at ed elevate d
hyperbi lirubinema was observed as their only instanc e
of hepatic toxicity. In each of these patients th e
ti me course was consistent with the hypothesis tha t
they represented the effect of protease inhibitors as
opposed to Paxene toxicity.

Twenty nine patients, or 32 percent, had
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arthralgia, nyalgia, or severe arthritis which could
not be easily ascribed to a specific etiology apar t
fromthe study drug and therefore the Agency adopted
a conservative position and ascribed the toxicity to
the study drug. There were ten patients in who m
nephrotoxicity occurred. Approximately a third of th e
patients had neurotoxicity, 88 percent of patients ha d
hepatotoxicity and there were three patients in which
either frank malignancy or an  unexpl ai ned generalized
| ynphadenopat hy occurred.

In summary, the submtted Phase Il study
of Paxene in patients with previously treated Kaposi' S
sarcoma should be considered an adequate and wel I
controlled study of objective tunor response. Th e
objective response to Paxene in this patien t
popul ation may be a clear deno nstration of anti-tunor
activi ty with the conparator in this case being th e
known natural history that the tunmors do not shrin Kk
wi thout treatnment. And the overall objective tunmo r
response rate was well docunented at 42 percent o f
patients.

However, proof of clinical benefit isles s
clear wth inprovenent in only 25 percent of patients
with disfiguring facial lesions, nine percent o f

patients with foot |esions, 12 percent of patients wh o
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had | ynphedena and 60 percent of a very small subset
of patients with lung invol venent.

The study was not adequate nor wel |
controlled to evaluate the secondary end points o f
tine to progression, duration to response, 0O r
survival. Thank you.

CHAl RVAN  DUTCHER Questions from th e
Commttee for the FDA? Dr. S non?

DR SIMON  Could you say anythi ng about
duration of response?

DR KCBAYASH: Yeah, the overall duratio n
of response is 213 days. A though the reason it i S
not on the slide is we have no t had tine to have that
confirmed by the statistician.

DR SIMON That's the nedian --

DR KCBAYASH: That's the nedian duratio n
based on a Kapl an Mei er anal ysis.

DR SCH LSKY: Ken, | had just tw o

guestions. You nentioned righ t at the begi nning that

the formulation which is proposed for nmarketing i S
different from the formulation which was actuall y
studied as under the Phase 11 study. Could yo wu

comment on that any further w th respect to the FDA' s
| evel of confort that the proposed formulation i S

actually equivalent to the formulation for which w e



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

123

have seen dat a.

DR KCBAYASH: | think that involves some
proprietary considerations. | think perhaps th e
conpany woul d be, or our chemst would be, perhaps |,
better suited to answer that question. Q perhaps on e
of ny superiors.

DR SCHLSKY: | just think it 's going to
be alittle bit difficult for us to nake a judgenent
about these data --

DR KGOBAYASH : | wunder st and.

DR SCHLSKY: -- if what we have bee n
spending the norning listening to i s not even the dru g

that's being proposed for narketing.

DR KOBAYASH : | under st and.
DR DELAP.  VWell, | think we are basicall vy
satisfied that the data that you have seen a

representative of the data tha t would be generated if
the precise formulation to the narket had bee n
st udi ed. And | don't know if the conpany wants t o
contribute anythi ng about any differences that there
m ght have been, but there are bridging data tha t
enable us to feel pretty secure that what we ar e
looking at is the reality.

DR SCHLSKY: Soif you are s ecure, then

|"m satisfied. And | guess ny other question cone S
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back to this issue of hepatotoxicity from protease s
and | was just wondering if in your reviewof the dat a
whether you were able to sort of get into enoug h
detail to figure out if a patient had, say, a n
elevated bilirubin attributable to protease inhibitor s
and was receiving Paxene at that point intinme, didi t
appear that the patient had an y greater toxicity from
that cycle of Paxene during which the bilirubin wa s
el evat ed?

DR KOBAYASH : No, | did not. W e
conducted analysis conparing the toxicity according t o]
whether or not the patients had received proteas e
inhibitors or not and we broke that down, the hepatic
conponent of that and tried to tease out whether this
was isolated hyperbilirubinia due to proteas e
i nhibi tors or whether or not, or we didn't look a t
specifically the subset of patients who had el evat ed
liver functions going into the study and whether o r
not they had any different toxicity experience
That's certainly sonething tha t we wll be |ooking at
after this.

DR NORTHFELT: | have another questio n
rel ated to protease inhibitor antiretroviral therapy.
You nentioned in your closing statenment that a goo d

control for these data would be the experience that K S
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does not regress unless it's treated, | presune yo u
nmeant with chenot her apy.

Now, at the coffee break Dr. Aboul afia an d
| were telling each other our fish stories abou t
regression of KS under the influence of poten t
antiretroviral therapy with no chenotherapy. W both
had patients wth pul nonary KS or | ynphadenopathies K S
which is resolved substantially or conpletely, in a
clinical sense, with no chenotherapy.

So, could you just reflect on that a
little bit for us? Because we've heard how we don't
have very good control on antiretroviral use here.

DR KCBAYASH : | wunderstand your point.
The point being that there is a second potentia |
nedi cation being admnistered to these patients which
could account for these responses. And how can w e
reliably attribute the observed responses to Paxene a s
opposed to say the admnistered protease inhibitors o r
what ever ?

| think that's an excellent question and
a very inportant issue. And it highlights th e
difficulty wth interpreting, a couple difficultie s
actual ly. The first one is the sinple off-the-cuf f
highlights difficulty with interpreting data fro m

single arm non-randomzed Phase Il study in whic h
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there is not a concurrent control arm It als o
highlights the difficulty that the pace of nedica |
progress is rapidly changing a nd we are talking about
great inprovenents in our other -- in treatment fo r
Al DS

And so, howto factor that int o designing
a study or looking forward to anticipating the nex t
step in response to your question, how one woul d
design that study given the re alities of patient care
in 1997 is a little bit nore problematic and one i n
which | do not have a ready answer.

DR MARCO Well, first | want to nmake a
comrent that we just, we can't be saying proteas e
inhibitor and thinking that they are all alike or that
all regimens are alike. | nea n, Donald, I'msure you
treat your patients very well and you know exactl y
what to give them and what conbinations. But :
listening to sone of these patients speak and th e
therapies that they were given for their KS, | neani t
just shows how patients are not always treate d
properly. It's sort of enbarrassing.

What ny question for you is, I'mhavin g
trouble wth the nunbers as fa r as patients that were
evaluable, i.e., if they had nore than two cycl es of

therapy versus the patients that you talked abou t
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havi ng protocol violations. You originally say that
14 out of 89, 16 percent were protocol violations

N ne out of 89, ten percent |acked positive histolog

(@]

confirmation. How does that figure into you r
percentages in your final |ab?

DR KOBAYASH: R ght, after that draf t
went out, we had communication with the sponsor an d

they were able to supply us with biopsy reports fo

=

one thing, and were able to satisfy us in several of
the patients which appeared to be ineligible on th e
basis of the data which was initially submtted didi n
fact have sufficient data to support eligibility for

the trials. That is part of the discrepancy in th e

nunbers.

DR MARCO Ckay, so -- 1'Il let yo wu
finish. I'msorry.

DR KOBAYASH : And the ot her response is
that in discussing that slide |I did think th e

disclainer that five patients were exclusions on the
basis of significant nedical reasons. Considering th e
nature of this study, the physicians involved, an d
absolute lack of a biopsy report was not considered t o
be a significant nmedical reason, especially after we
were able to get the docunentation

So these five patients that are excl uded
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el evat ed
el evat ed,

under the

t hr ew out .

creatinine that

or should not

shoul
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had a cl earl

d not have bee

have entered on the stud

protocol criteria,

t hat

DR. MARCO kay, so

DR KCBAYASH :

R ght

sort of thing.

five you basi cal

CHAl RVAN DUTCHER Dr. Tenpl e?

DR TEMPLE  Ken

as part of t

to Dr. Northfelt's question ab out

hi stori cal

not on protease inhibitors and

control that you ha ve

in both of them R ght?

DR KCBAYASH :

lo

t he adequacy of the
patients both on and

ok at response rates

I"msorry, | was --

DR TEMPLE: Isn't part of the answer to

Dr. Northfelt's question

hi stori cal

about

control always a ve ry

i n changi ng circunstances --

DR KCBAYASH :

DR TEMPLE

Yes.

t hat

both on and off protease inhib ito

snmal | er sanpl e sizes, of course, by that

response

groups?

the adequacy o

good question to ask

you have patient
rs. You are getting

tine, but th

rates are not very different in those tw

DR NORTHFELT:

Yes,

ny response to that

y

n

y

y

he response

f

S

e

(0]
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woul d be that there is protease inhibitors therapy and
then there is protease inhibitor therapy. I mea n
there are people who have viral loads of a half a

mllion on protease inhibitors and there are peopl e

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

who have viral loads of ten on protease inhibitors
And both of ny col | eagues here have pointed out that
wthout a real understanding o f how well the protease
i nhi bitor therapy is working, you can't know how much
it confounds the observations of the chenotherapy.
DR SIMON  Yeah, but sone of the patient
are not getting any protease inhibitors and they are

respondi ng, so --

DR TEMPLE Yes, so it can't be all that

they are on protease inhibitors.

DR NCRTHFELT: Agreed. But they may hav
good i mmune systemresponse to their HV that keep
their viral load as low as any protease inhibito
treated patient in the next ch air. So, we just don't
know enough about these patients | think.

DR TEMPLE Concurrent controls ar
better.

DR BRCDER May | respond.

CHAl RVAN DUTCHER  Sure.

DR BRCDER | thank the Chair'

i ndul gence. VW performed an examnation of th
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duration and the speed with which a response occurred .
And there is a definite fund | oading of response i n
patients. It does not occur by chance or randon y
t hroughout the observation period. There is a slide

whi ch was shown that coul d be presented agai n.

So there is a highly statisticall vy
significant front loading of t he responses | uxtaposed
to the admnistration of the Paxene. This mnakes i t
exceedingly inprobable wth P values that ou r
stati stician could give you, that this is jus t
occurring on a spontaneous basis across th e
observation period. But there was a front |oading of
the response rates and | unfor tunately can't show the
slide, but we'd be happy to provide it to th e
Comm tt ee.

DR ABOULAFI A Could you go back on e
slide on your presentation? And could you jus t
comment on this again, |'mnot sure | understood your
point here. It looks |like you ve taken into account
di sease, visceral involvenent and a fair nunber o r
noderate nunber have responded. And |I'm not sure I
understood, Dr. Kobayashi, were you saying that a
smal | nunber or a noderate nunber -- how did you put
this data together in terns of a response?

DR KOBAYASH: This slideis just -- was
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intended only to bring back fromthe previous slide,
repeat information froma couple of previous slide
all in one place so that the inprovenent on the four
domains of clinical benefit for which we could hav
reliable information and could be put in one place.

There is no real point tothis slide, it'
sinply -- or tothis table -- it's sinply there as a
summary to aid and to deliberations we mght want.

DR MARCO In relation to that, the -
|'m having trouble with the clinical benefit i
conpletely understanding that the statisticall
significant betternment in appearance nobility an
breat hing, you agree with that, correct?

DR KCBAYASH :  Yes.

131

DR MAROQ But, that's under sort of the

gener al well being versus these which are nor
specific to the lesions. How does this differ fro
what the applicant has shown us?

DR KCBAYASH : These were previousl

e

m

y

defined as the donmains on whic h we would be assessing

the response to the patient. e of the problens wit h

looking at, with pooling diffe rent subscales fromthe

quality of Ilife data and perhaps our statistica

reviewer could cooment alittle on this, is that ther e

are alittle bit -- there are a substantial nunber of
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correlations between them |It's a little bit nmor e
difficult tointerpret.
So we felt that, in terns of the quality
of life data, that looking at a single respons e
subscale would be better. As | say, in previou s
applications with AIDS-KS, we've sort of considere d
these donains to be the ones o f the areas of clinical
benefit. And | think Dr. Johnson had a commrent h e

want ed to nake.

DR MARCO Vell, no, | just, bu t
basi cally the sponsor showed us these beautiful graph s
with these great P values and | nean either I’ m

getting it wong or --

DR JOANSON | think the, you are talkin g
about two different things here. This is lesions that
can be wverified. In other words, we based ou r
anal ysi s here based on phot ographs of these | esions.
| think it's fairly objective.

The quality of life data that t he sponsor
presented and that you are thinking about is th e
patients' analysis of whether the patient ha s
inproved. And we have sone difficulties wththat for
nmet hodol ogi cal reasons that have previously bee n
descri bed. But the slides that the sponsor showe d

were based on the quality of |life scales. These are



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

133

based on physical examnation by the --

DR MARCO But you are considerin g
physi cal exam nation, thus counting of lesions ,
clinical benefit.

DR TEMPLE No, these are individua
pati ents who were thought to have had a persuasiv e
i nprovenent by photographs, so rt of one by one. It's
just different froman analysis scales or quality of
i fe questionnaire.

It's not that they are inconsistent. The y
are just different ways of getting at the sane kind o f
t hi ng. And in this setting, there is a certai n
feeling that a response |ike that speaks for itself.
If you have lesions all over your face and then they
are gone, it's sort of obvious that was a benefit
And that's why these are -- th ere aren't that many of
them which is the point Ken nade, but the ones that
there are seemreal

DR LI: | would add that this is perhaps
the nost conservative assessnment because these are th e
ones where you can, as a di spassionate observer, Dr.
Kobayashi was able to | ook at these pictures and say
yes, you know, in this patient clearly the facia |
| esion got better. |It's not to say that the | esions

didn't get better in sonme of the patients, just that
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he coul d | ook at photographs and say | wasn't there,
| didn't see the patient, but just |ooking at thes e
phot ographs | can verify that in this particular one.
So | think these are kind of the nost conservativ e
view of data, but they are not inconsistent with the
ot her views of the data.

DR.  MARQO I'm just having -- I
understand that. | just having trouble with th e
semantics of it.

DR KOBAYASH : Ch, I'm sorry.

m sunder st ood t he questi on.

CHAl RVAN DUTCHER  Any ot her questions
comments?  Thank you. (kay, it's tine to open th e
discussion. Are there any oth er comments? Should we
go directly to the questions?

DR NORTHFELT: Dr. Dutcher, ¢ ould | just
nmake a couple of comments? Th anks. | just wanted to
make a coupl e of general comme nts about the nature of
the research that goes on in bringing these drugs to
reviewlike this. | want to k vetch a little bit nore
about the response criteria, but 1'll be very brief,
| promse. And then | want to say sonething abou t
natural history. | hope this wll be of sonme value t o
the other nenbers of the Coomttee. | think that' S

why David and | are here today.
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First of all, the response criteria, I
think Dr. Kobayashi did a very excellent job o f
showi ng how difficult it isto interpret the response
data that are generated using these sets of response
criteria. And, that is not the fault of the sponsor
of the study. These response criteria have bee n
foisted on themand on the KS-afflicted community by
us in the clinical science comunity that can't do a
better job of defining what co nstitutes a response to
therapy in this disease. And there has been a
struggle going on for ten years to try to creat e
response criteria that actually expressed sonethin (¢
meani ngf ul about the way KS responds to treatnent.

| think the clinical relevance of th e
response criterias that are in comon use, th e
clinical relevance of those is very dubious. | don't
think there is any reliable or reproducibl e
relationship to anything clinically relevant usin g
these response criteria. |In other words, you can nak e
the thing flat but not help a guy, or athing can sta y
bunpy but he can still be helped by the treatnent
And these response criteria do not express that.

Again, it is not the sponsor's fault
They were stuck with these things and they wer e

struggling to the best of their ability, | think, to
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show us that the drug does sonething. You know, but
they are very handi capped by this nonster that we hav e
created in clinical science which is the respons e
criteria.

Fortunately, thank God, thereis a way out
of this eventually and then this Commttee won't b e
burdened with this problem anynore. There is thi S
effort that was nentioned with the NO and the FDA an d
the ADS Milignancies Consortium to create som e
nmeani ngful response criteria. | know there are peopl e
in this roomwho are devel opi ng ot her new drugs for K S
that they hope to bring to thi s Coonmttee's attention
sone day. So, please avail yo urselves of the efforts
that are being nmade by this Conmttee.

Dr. Mirgowho is sitting here fromthe FD A
who is very famliar with this is participating i n
creating these criteria. And | think it's goingtob e
a major advance in our ability to really understan d
how KS therapy works. | just want to read ver y
qui ckly fromthe abstract that describes this effort.
This was presented at the Al DS Mal i gnanci es conferenc e
this spring. Dr. Feigel was the | ead author and she
sai d:

"Eval uation of clinical

benefit is conplex i n



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

KS. The new criteri a
wi | | focus on tunor
specific synpt ons
i ncl udi ng eval uation

both fromthe physician
and pati ent
perspectives

Cat egori es consi dere d

signi ficant include
pai n, edema,
particul arl vy
extremties, scrotal
and faci al edena ,
faci al and oral
| esions, vi sceral -

related synptons and

necrosis or ulceration

of lesions."
So there you go, there is a nice list of actual
nmeani ngful, clinical benefits that mght derive from
ef fective therapy.

And as soon as those criteria ar
devel oped fully and put into place, we won't have to

go through this all and nore inportantly, Dr
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Kobayashi, Dr. Mirgo and his ¢ olleagues won't have to
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go through the difficulty of trying to extrac t
sonet hi ng neani ngful fromthese data.

| also want to comment about sonmethin g
that appeared in the sponsor's information that w e
were provided. They tabul ated response data from a
number of studies of KS therapy going back over th e
years, and | think it should be brought to th e
Committee's attention that KSis different now than it
was five years ago, or ten yea rs ago. KS has changed
prof oundl y over the course of the ten years that |'ve
been caring for patients with this illness. W ca n
use data on therapy for colon cancer fromthe 1980s.
V¢ can use data on chenot herapy for breast cancer fro m
the 1980s to treat patients that we see today.

| don't believe that's possible wit h
Kaposi's sarcoma. The nat ural hi story of the disease
is changing before our eyes. The therapies fo r
underlying H V-rel ated i mmune deficiency, as we have
heard, are changi ng before our eyes. And so it's ver y
difficult, | think, to look back nore than a couple o f
years and really think that you are understandin ¢
what's going on with this disease.

| also wanted to point out, fi nally, that
we heard comments from | thin Kk, seven patients today

who are on the study, and that 's about ten percent of
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the evaluable patients in the study, I think. So we
had just before our eyes here, at least a ten percent
response rate I think. And w th that, | think a good
case could be nmade that this is an approvabl e drug.

You know, there are a lot of c aveats that
we have been tal king about all norning here, but w e
just heard from ten angels who are perched on ou r
shoul ders here this norning, telling us that somethin g
very heal thful happened in their lives. And | think
of everything that we've heard this norning, perhaps
t he sponsors shoul d have highlighted thei r

contribution to these patients. And | particularl y

—+

want to thank them I think they have brough
sonet hing very neaningful tot he eyes and ears of the
panel .

CHAl RVAN  DUTCHER Thank you for you r
comments. Al right. Should we go on to questions?
Al right.

This is question nunber one. "lIs Paxene
study size of 89 patients adequate for approval of a
drugs for wuse after failure of a first-line o r
subsequent system c chenothera py for the treatnent of
advanced Al DS-rel ated Kaposi's sarcoma?"

Al those who feel that this is a n

adequate well controlled study and that the dat a
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presented are sufficient for e valuation, please raise
your hand. H gh.

Ohe, two, three, four, five, six, seven,
eight, nine, ten, eleven.

Question nunber two. |If youl ook at your
summaries that were in the blue folder, you hav e
gquestion nunber two has several tables in it tha t
reiterate the data anal ysis.

DR MARCO Dr. Dutcher, can | make on e
qui ck comrent about questi on nunber one?

CHAl RVAN DUTCHER  Sure.

DR MARCO If 1 mght. Ganted th e
applicant showed us that this is actually the |argest
patient pool for a study for second-line KS An d
that's great, but, and these studies are ver vy
difficult to do, especially because the instance of KS
mght go down. But | just wan t -- others in the room
who are devel opi ng drugs who are hoping to get their
drug approved for KS, whether it be used for KS o r
possi bly another cancer in the future, just bei ng abl e
to conme to the FDA with such a small sanple size t 0
get your drug approved on the fast track, i S
probl emati c. So | think we need to start holdin g
conpanies to a higher standard and for |arger patient

studi es when they conme to us in the future.
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DR SCHLSKY: | wonder if we could as k
for clarification for our benefit from FDA not s o]
much about the sanple size which | don't agree wt h
anything you said, but about the study design. It was
ny recollection fromone of the witten docurents tha t
this submssion is not able to be considered fo r
accel erat ed approval .

If that's the case, | think we'd like to
be clear on what the regulatory issues are. Because
if it's not to be considered for accel erated approval
then does that put it -- do we need to be considering
it wth respect to whether there is appropriat e
conpar ator data, you know since we don't have a
randomzed trial. Mybe Bob you could <clarify some o f
t hose i ssues.

DR TEMPLE: Wll, accelerated approva |
refers to willingness to approve a drug on the basis
of a surrogate end point that has not hing overt to do
with clinical benefit. It was not our view here that
there was need for use of that consideration her e
because, as Ken showed you, there are at |east 12 or
13 peopl e who had persuasive clinical benefit, and you
heard probably sone of those people on that slid e
tal ki ng here today.

So, despite its name accelerated approval
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it's not an advantage to be wunder accelerate d
appr oval . It neans you don't have actual clinica |
benefi t denonstrated. The feeling here was that | n
this case there is

The question is how nuch data you need an d
whether this is an adequate and wel | control | ed study |,
albeit historically controlled study, is the sort of
thing we invite you to discuss. Studies withou t
control groups, w thout concur rent control groups are
not our favorite kind of study because we |ike eas y
decisions. And every tinme you have a non-concurrentl vy
controlled study you have various agonies about ho w
plausible the control is. And when the environnent i s
changi ng, there are even nore such agoni es.

But, accelerated or not accelerate d
doesn't go to that question. The requirenent fo r
accel erated approval is adequate and well controlled
studies that support the effect on the surrogate. An d
in this case, we are certainly mndful of the fac t
that we have information about paclitaxel and it' S
safety and things like that. So we are |looking at a
new use in a different population of a drug and th e
size of the database one expects there at leas t
related to safety mght be different fromwhat yo u

woul d expect if you were working up a drug de nov o
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that had never been in people before.

cHAl RVAN DUTCHER  Ckay. Ques tion nunber
two. Paxene study resulted in a 42 percent objective
response rate in 89 patients u sing protocol specified
criteria. In an analysis wusing only eligibl e
patients, the objective respon se rate was 46 percent.
You rmay refer to the tables. The question bei ng aske d
"Does the Paxene study show patient benefit based on
the 42 percent cutaneous tunor response, the clinical
benefi t assessnents and the quality of [lif e
assessnent s?"

Any di scussi on?

[ No response. ]

CHAI RVAN DUTCHER Ckay. Al those wh o
feel that the study does show patient benefit, please
rai se your hand. Hgh. Qne, two, three, four, five,
Si X, seven, eight, nine, ten, el even. The vote is 11
yes.

Question nunber three. "I's the Paxen e
safety acceptable in viewof t he efficacy results and
results available with alternative therapy?" A I
t hose who woul d say yes, please rai se your hand.

DR. SWAIN I'd just like to nmake on e
comment. | would definitely like to see nore of the

patitoxicity data | ooked at.
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CHAl RVAN DUTCHER Ckay. Wt h
clarification of that patitoxicity particularly inth e
Ssituation of protease inhibitors, is the Paxene saf et y
acceptable in view of the efficacy results? Yes ?
e, two, three, four, five, s ix, seven, eight, nine,
ten, eleven. The vote is el even yes.

Question nunber four. "Is the Paxene NDA
approvable for the indication of use after failure of
first-line or subsequent systemc chenotherapy for th e
treatnent of advanced AIDS-rel ated Kaposi's sarcoma?"
Dr. (zol s?

DR zAQ.,S: Wl here | think you have to
address -- | nean, that's pret ty broad. Three nonths
ago we approved another drug. So how does that relat e
to Taxol ? Wat about a patient who has recei ved Taxo |
already for this indication, for basically the sam e
indication that has progressed or stopped respondi ng?

Are we saying that they should also be candidates for

Paxene?

CHAl RVAN DUTCHER  Dr. Johnson says no
Ckay.

DR JGINSON | think we thoug ht that was
obvi ous.

DR ZA.,s: Wll, | nean are they the sam e

drug, are they different drugs ? Are you going to say
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they are different formula drugs and there i S
different proprietary drugs, they nay have different
responses, toxicities? Al that's been alluded to.

Are you saying that this is identical to
Taxol ?

DR JOHANSON W are not saying. That's
yet to be determ ned.

DR TEMPLE That's not fundanentall vy
different fromwhat you nmake of the situation wheneve r
there are two nmanufacturers who nake the sanme active
nmoidient to two different drug products. Wsual 'y you r
thought is if you failed on one thing, you woul dn' t
try the generic.

DR ZALS: R ght.

DR TEMPLE If that were what the cas e
was. But we have, | nust say we have not actuall y
told people that for reasons John j ust alluded to. We
thought that was fairly clear. D fferent fornul ation :
you know. (ne package in lipo sonal, one not. that's
a different question. But usually one thinks tha t
they are pretty simlar with respect to respons e
rates. O course, you have no data on that.

DR ZALS: R ght.

CHAl RVAN DUTCHER  Any ot her coment ?

[ No response. ]
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CHAl RVAN  DUTCHER Ckay. Is Paxen e
approvable for the indication of use after failure of
first-line or subsequent systemc therapy fo r
treatnent of advanced Al DS-rel ated Kaposi's sarconma?

Al those who vote yes? (ne, two, three, four, five,
six, seven, eight, nine, ten, eleven. The vote i S
el even yes.

Any ot her commrent s?

[ No response. ]

CHAl RVAN DUTCHER  Thank you very mnuch
The neeting is adjourned.

(Wer eupon, the above natter was conclude d

at 12:22 p.m)
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