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PROCEEDI NGS
(8:33 a.m)

DR. DUTCHER: Good norning. |f people could
pl ease take their seats, we are going to begin because we
have a very full day. Thank you very nuch.

This is the Oncol ogy Drugs Advisory Commttee
nmeeting, and | would like to introduce Lieutenant Jannette
O Neill-Gonzalez who will read the introductory remarks,
conflict of interest.

M5. O NEI LL- GONZALEZ: Good norni ng, everyone.

The foll om ng announcenent addresses the issue
of conflict of interest wth regard to this neeting and is
made a part of the record to preclude even the appearance
of such at this neeting.

Based on the submtted agenda for the neeting
and all financial interests reported by the commttee
participants, it has been determned that all interests in
firms regulated by the Center for Drug Eval uation and
Research present no potential for a conflict of interest at
this neeting with the foll owi ng exceptions.

In accordance with 18 U S.C. 208(b)(3), ful
wai vers have been granted to Dr. Janice Dutcher, Dr. Robert
Ozols, and Dr. Kim Margolin.

A copy of these waiver statenents may be
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obt ai ned by submtting a witten request to the agency's
Freedom of Information O fice, room 12A-30 of the Parklawn
Bui | di ng.

W would also like to note for the record that
Dr. Robert Ozols and his enployer, the Fox Chase Cancer
Center, and Dr. Richard Schilsky's enployer, the University
of Chicago, have interests in Bristol-Mers Squibb, the
manuf act urer of Taxol, which do not constitute financi al
interests in the particular matter within the nmeaning of 18
US C 208. Notwithstanding these interests, it has been
determined that it is in the agency's best interest to have
Dr. Ozols and Dr. Schilsky participate fully in all matters
concerning Bristol-Mers Squi bb's Taxol .

In the event that the discussions involve any
ot her products or firns not already on the agenda for which
an FDA participant has a financial interest, the
participants are aware of the need to exclude thensel ves
from such invol venent and their exclusion wll be noted for
t he record.

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

Thank you very nuch.
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DR. DUTCHER: | think we haven't had a neeting
for alittle while, so | think we should go around the
tabl e and introduce the participants for this commttee
meeting. We will start with Dr. DeLap.

DR. DeLAP: Dr. Bob DeLap, Division Director,
Di vi si on of Oncol ogy Drug Products.

DR. FORASTIERE: Arlene Forastiere, Johns
Hopki ns, Baltinore.

DR. GELBER  Richard Cel ber, Biostastician,
Dana- Far ber Cancer Institute.

DR. DAVI D JOHNSON: David Johnson, oncol ogi st ,
Vanderbilt University.

DR. MARGOLIN. Kim Margolin, oncologist, Cty
of Hope, Los Angeles, California.

DR. ABRAMS: Donal d Abrans, AIDS Oncol ogy, San
Franci sco General Hospital, UCSF

DR. DUTCHER: Jani ce Dutcher, nedical oncol ogy,
Al bert Einstein Cancer Center, New York.

DR. KROOK: Jim Krook, Duluth CCOP, oncol ogi st,
Dul ut h, M nnesot a.

M5. BEAMAN: Carol yn Beaman, Sisters Breast
Cancer Network, consunmer advocate to this conmttee.

DR. SCHI LSKY: Rich Schilsky. |'ma nedica

oncol ogi st fromthe University of Chicago.
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DR. SWAIN. Sandra Swai n, nedical oncol ogi st,
Bet hesda, Maryl and.

MR JOEL MARTINEZ: Joel Martinez, the Center
for AIDS, Houston, patient advocate.

DR LIN Al bert Lin, nedical officer, FDA

DR. JOHN JOHNSON:  John Johnson, clinical team
| eader, Oncol ogy, FDA.

DR. DUTCHER: Thank you.

Bef ore we begin the open public hearing, Dr.
DeLap has a few words to say and sone special recognition.

DR. DeLAP: Wll, today narks the occasion of
the last neeting as regular conmttee nenbers for two of
our current nenbers, Dr. Forastiere and Dr. Cel ber. |
woul d like to express the deep appreciation of the agency,
certainly on ny part, but also on the part of Dr. Wodcock
our Center Director, and Dr. Friednman, our acting
Comm ssi oner.

This is a very difficult task that people
undertake for us when they becone nenbers of this
commttee. There is a lot of review work that is
performed, a fair anmount of controversy sonetines, and sone
difficult decisions that have to be nade. But it adds,
believe, imeasurably to the quality of our work to have

the benefit of the advice that we obtain fromthis
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comm ttee.

| have certificates here. | think this is
getting nore el aborate as tinme goes on, but we have got
certificates here that are signed by Dr. Friedman and by
Dr. Wodcock and a nice plaque now that we have that goes
on the wall. So, | have one of these for Dr. Forastiere.
Thank you very nuch.

(Appl ause.)
DR DeLAP. Dr. Cel ber.

(Appl ause.)

DR. DeLAP: Thank you

DR. DUTCHER: Thank you very nuch and Thank you
to Dr. Forastiere and Dr. Cel ber.

All right. W have a full hour of open public
hearing, statenents from patients, patient advocate groups,
and we wel cone all of these coments. This wll pertain to
both today's neeting and tonorrow s neeting because we did
have so many requests for contributions.

So, with that, | amgoing to turn to the
portion of the agenda that lists this, and Richard Klein
fromthe Ofice of Special Health Issues actually is
readi ng a prepared statenent on behalf of the AIDS Action
Baltinmore, AIDS Project LA, AIDS Treatnent Data Network,

Gay Men's Health Crisis, National Mnority Al DS Council,
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Project Inform and Treatnent Action G oup.

MR. KLEIN: Thank you. |'ve been asked to read
t he consensus statenents, and | was going to read both of
themtogether. One is for Zyrkam ne, one for Taxol. They
are both very long and detailed, and the conpl ete testinony
has been distributed to nmenbers of the commttee. They are
avai l abl e for people to look at and will be entered into
the transcript.

So, | thought what | would read is sinply the
community consensus position which sinply states we, AIDS
Action Baltinore, AIDS Project Los Angeles, AlIDS Treatnent
Dat a Network, GVHC, National Mnority Al DS Council, Project
Inform and Treatnent Action G oup, support accel erated
approval of |ILEX Oncol ogy, Incorporated s Zyrkam ne for
treatnent of AIDS-rel ated non-Hodgkin's | ynphoma in
patients who have previously been treated with at | east one
potentially curative reginen.

We urge the sponsor and the FDA to proceed
rapidly with its plans for conducting the proposed post-
mar ket i ng study.

For Taxol, the statenent reads, we, AIDS Action
Baltinmore, AIDS Project Los Angeles, AIDS Treatnent Data
Net wor k, GVHC, National Mnority AIDS Council, Project

Inform and Treatnent Action G oup, support approval of
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Taxol as second-line therapy for Kaposi's sarcons,
conditioned on the | abeling requirenent of Taxol's usage
only with GCSF to ensure safety in the patient popul ation

We urge the sponsor to proceed with its ECOG
trial, E1D 95, a pharmacokinetic study |ooking at the
interaction between Taxol and H V protease inhibitors and
subsequently nake the data wi dely avail able to clinicians,
primary care physicians, and patients.

New treatnent strategies for KS are desperately
needed. The currently avail abl e and approved treatnents
for Kaposi's sarcoma in patients with AIDS are clearly
i nadequate. Wiile palliative care is, of course, needed
for those with progressive KS, industry nust be willing to
devel op and test pathogenesis based therapeutics in
patients with mld to noderate KS

| nfectious di sease doctors, primary care
physi ci ans, and dermatol ogi sts should refer all KS patients
to know edgeabl e Al DS oncol ogi sts so that they nay access
all currently approved treatnents, as well as rel evant
clinical trials.

Thank you.

DR. DUTCHER: Thank you very nuch.

We are going to now hear froma group of

speakers with respect to the drug that is going to be
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reviewed tonorrow. We will ask each of themto limt their
statenents to 5 mnutes. The first speaker is Brooke
Moran. Pl ease state your sponsorship and whet her you have
any financial remuneration fromthe sponsors.

M5. MORAN. My nane is Brooke Moran. |I'mwth
t he Anerican Foundation of Urologic Di sease, a 501(c)(3)
| ocated in Baltinore, Maryl and, dedicated to the expansion
of urologic research, education, and public awareness.

| think that Janssen sponsored an educati onal
program for the Prostate Health Council, an educati onal
council of the Foundation, in 1996.

In his book, The Prostate: A Guide for Men and
t he Wonen Who Love Them Dr. Patrick Wal sh begins the
chapter on treating advanced prostate cancer with the
statenent -- and | quote. "One day, as new and better drug
t herapi es and conbi nati ons are devel oped, it may be
possible to cure prostate cancer at any stage, or at |east
to restrain it, but that day is not yet here."

He goes on to state that "when prostate cancer
i s advanced and when it has swept through the prostate to
the | ynph nodes or bone, the options for treating are
limted. Cure is no |longer possible. Instead, your
doctor's goal is to stave off the cancer, to buy nore tine,

to alleviate synptons, and finally to ease debilitating
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pain." End of quote.

Advanced prostate cancer is |like a deadly gane
of leapfrog for these patients. It is coupled with the
underlying fear that once hornonal therapy fails, there are
limted options. In the ganme of advanced prostate cancer
| eapfrog, one therapy will be effective for a period of
time, synptons will decrease, and hope will be restored.
Each day beconmes a mracle. Then synptonms re-occur and
fear replaces hope.

Now t he physician nust find a new therapy for
his patient that wll supersede the previous in its effect
and its approach. Innovative, effective, nontoxic
t herapi es for advanced stage prostate cancer that alleviate
synpt ons, ease pain, and extend life for any nunber of
months are the instrunments of hope for these patients and
their famlies.

The Foundati on al so appl auds President dinton
in his March 1996 statenents announci ng the Food and Drug
Adm ni stration's accel erated approval and expanded access
to new cancer therapies. The FDA is to be commended on
instituting these recommendati ons.

In the past year, new therapies and i magi ng
agents for the treatnent and di agnosis of prostate cancer

inits various stages have recei ved expedi ent approval by
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the FDA. The AFUD encourages the ODAC conm ttee and the
FDA to continue processing and approving safe, effective
t herapi es as expediently as possible.

The inclusion of a patient representative as a
voting nmenber of this conmmttee is an outstandi ng exanpl e
of the responsiveness of the FDA to the President's
statenent and the patients' needs. The FDA wel cones the
participation of M. Janmes Anderson, a prostate cancer
survivor, who will sit on this commttee tonorrow. It is
good to know that the patient's perspective i s now an
integral part of the commttee's deliberations.

As | said, the AFUD is a charitable foundation.
Qur mssion is the expansion of urologic research,
educati on, and public awareness.

Thank you.

DR. DUTCHER: Thank you very nuch.

Qur next speaker will be M. Mttt M ngoi a.

MR MNGOA: Good norning to all. Menbers of
the Oncol ogi ¢ Drugs Advisory Committee, nmy nanme is Mtt
M ngoia. |'mnot a nedical professional and I am not
affiliated with or receiving financial support fromthe
Janssen Research Foundati on.

" mthe co-Chairman of the US TOO Man to Man

Prostate Cancer Survivor Support G oup at the | NOVA Fairfax
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Hospital. The group was forned in Cctober 1992. W now
have over 300 survivors in our group whose mssionis to
provi de information, education, and support to the newy
di agnosed, survivors, and their famlies.

My prostate cancer was di agnosed in Decenber
1994. | underwent 39 external beamradiation treatnents
early in 1995. The PSA did go dowmn from18.0 to 9.9. The
PSA nunber did rise in 1996, and in March 1996 conbi ned
hornonal therapy was started, Zol adex anal og and Casodex
antiandrogen. A PSA test in late June 1996 indicated a PSA
of 0.2, and in Decenber 1996, a PSA of less than 0.1. On
June 9th of this year, the PSA rose, still within the
normal range, but it did rise.

More nedi cations other than chenotherapy are
needed for those of us who may become hornone refractory.
The addition of Liazal to our neager arsenal in the fight
agai nst prostate and other cancers is absolutely needed for
t he extension of precious life.

To quote a 1995 article, chenotherapy has not
proven particularly effective in the majority of patients
wWith prostate cancer. It is hoped that in the near future
nore effective chenotherapeutic agents will be devel oped to
treat patients who no | onger respond to hornonal therapy.

We woul d |i ke and need ot her weapons before
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adm ni stering chenot herapy. Perhaps the statenent "in the
future" is nowwith the introduction of Liazal by Janssen
and approval by the FDA. W strongly urge that the drug
Li azal be approved by the FDA as a viable addition to the
drug arsenal to fight this terrifying di sease, prostate
cancer .

Al'l prostate cancer survivors thank you for
your consideration and approval of Liazal. Also, thank you
for past FDA approval s that have suppressed or arrested
ot her dreaded di seases.

Thank you for your tine.

DR. DUTCHER: Thank you very nuch.

Qur next speaker is M. Robert Jordan.

MR. JORDAN: M nane is Robert Jordan. | live
in Alexandria. | was diagnosed with netastatic prostate
cancer exactly six years ago, stage D1. Statistically I am
in a group of less than 10 percent still alive after such a
di agnosi s, thanks to both radiation and conbi ned hor none
therapy. There is increasing research that indicates that
two major nodalities are better than one. Two is better
t han one.

| amhere primarily to represent all prostate
cancer survivors. | was not sent by any group but | have

attended neetings of the prostate cancer support group at
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GW University Medical Center since its inception in August

1991.

| have no association with Janssen nor have
they paid ne in any way. |In fact, | did not know of their
exi stence until |earning about these hearings.

| am 74 years of age, a retired academ c
[ibrary adm ni strator and professor, which partially
explains nmy interest in keeping well informed about
prostate cancer. One of the skills | learned as l|ibrarian
was critical review and evaluation. M urologist, Dr.
M chael Manyak, jokingly refers to ne as Dr. Jordan

Since | earning about the hearing, | was told
that Dr. Manyak is holding a clinical trial on Liazal, but
| have not talked to himabout this. | did talk to his
secretary and Liazal was tal ked about at ny support group.
It sounds quite prom sing.

| amonly too well aware that heretofore al
t he chenot herapi es used for refractory prostate cancer are,
with rare exceptions, only palliative. By rare exceptions,
| nmean there are a few individuals that it does hel p but
t he percentage is discouragingly |ow

Qobviously this unfortunate prospect is of keen
interest to me as | find out every three nonths whet her or

not nmy PSA has started to rise. | wll have ny PSA tested
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this week. | will find out what ny prospects are for
l[iving for another few years. A sign that | will then
likely have only one or two nore years to live if it does
start torise. PSAis a remarkably accurate marker. Only
rarely does a rising PSA for those under conbi ned hornone
therapy not indicate the onset of refractory cancer.

Knowi ng sonet hi ng about the severe adverse
effects of all chenotherapy, essentially poisons, | was
startled and pleased to learn that Liazal is not a
chenot herapy and has conparatively ml|d adverse effects.

Qobviously when | learned that for the first
time there mght be a treatnment which could actually extend
life several nonths or nore, | becane quite personally
hopeful that Liazal would be available to ne and to ot hers.
For soneone in ny situation, just a few nore nonths to live
woul d be extrenely inportant.

| can see no conceivabl e reason why FDA shoul d
not expedite approval of Liazal.

A final word as to why | am here. Any
prom sing new therapy is of great inportance to ne as the
exi sting chenot herapi es are hopeless. | need a new avenue
of hope anobng options that essentially do not exist. M
wi fe has recently been di agnosed with cancer. | would like

to survive her to take care of her if that script is in
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store for us.

Thank you.

DR. DUTCHER: Thank you very nuch.

The next speaker is M. Peter Doherty. |Is M.
Doherty here?

(No response.)

DR. DUTCHER: No? ay, JoAnn M nor is going
to be reading statenents from Sharon Saquella, a nurse from
Anne Arundel Medical Center, and from Saul Serota, a
prostate cancer survivor.

M5. MNOR Good norning. |'mJoAnn Mnor with
t he Cancer Liaison Programw thin the Ofice of Special
Health I ssues at the Food and Drug Adm ni stration.

The first letter I'd like to read is from
Sharon K. Saquella. She's a nurse at the Anne Arundel
Medi cal Center.

Dear Distingui shed Menbers of the ODAC, | am a
regi stered nurse practicing at Anne Arundel Medical Center
in Annapolis, Maryland. As clinical pathway case manager
for patients at ny hospital who have prostate cancer
surgery, | work hard to provide each patient with the
educati on and enotional support he needs to handle his
di sease. Since 1994, approximately 200 nen have had

surgery at Anne Arundel Medical Center for prostate cancer.
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In an effort to help patients deal with their
cancer, | started a prostate cancer support group in
January 1994. The group consists of nmen in all stages of
prostate cancer, post surgery, post radiation, on hornones,
hornone refractory. |If there is any drug that can help
t hese nen by prolonging their |lives and giving thema
better quality of life by easing their pain, | firmy
support its use.

| have read literature on the new Janssen drug
Li azal and am excited by the possibility of a new drug for
the treatnment of prostate cancer. To have a non-hornonal,
non-cytotoxic drug that shows prom se of extending the life
of these patients with mninmal side effects is encouraging.

| urge the Oncol ogic Drugs Advisory Conmttee
to recommend Liazal to the Food and Drug Admi nistration for
use in the United States.

Thank you for giving ne this opportunity to
express ny views.

Sharon K. Saquella, R N

And the second letter is from Saul |. Serota.
He is from Marshall, Virginia

Dear Comm ttee Menbers, | ama prostate cancer
survivor who has been on hornonal treatnent for the disease

since March of 1994. Recently ny PSA has been doubling on
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a nonthly basis. In viewof this, presumably the hornonal
treatment has lost its effectiveness.

Li azal appears to offer hope to prostate cancer
patients who, like nyself, no | onger are being effectively
treated by hornonal therapy. Patients in ny category
require a drug such as Liazal for inproved quality of life
while the scientists seek a cure for this dreadful disease.

| urge approval of this drug.

Yours truly, Saul 1. Serota.

Thank you.

DR. DUTCHER: Thank you very nuch.

Next Patty Delaney will read statenents from
Robert Frase and Terry Roe.

M5. DELANEY: Good norning. M nane is Patty
Del aney and I'mw th FDA' s Cancer Liaison Programin the
O fice of Special Health Issues.

The first statenent wll be from Robert W
Frase from Falls Church, Virginia.

| wite as an 85-year-old inforned patient with
prostate cancer which was in rem ssion until about a year
ago, but now for the past year has gradually increased to a
readi ng of .97.

My cancer was di scovered as a result of a TURP

Tests, not including the then little-known PSA indicated
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no spread beyond the prostate. Radiation was recommended
both by ny urol ogi st and a second-opi ni on urol ogi st.

Three nonths, after five weeks of external
radi ati on at George WAshi ngton Hospital, bone pain
devel oped. The score on a PSA test recommended by an
oncol ogi st was 120. Choosing between nedi cal and surgi cal
castration, | chose surgical in July 1988. There foll owed
al nost ei ght years of vigorous good health and PSA readi ngs
of less than .1. M oncol ogi st now has me on a schedul e of
PSA and ot her bl ood tests every two nonths.

At this stage we do not know whet her the cancer
is still androgen dependent, suggesting a trial of
flutam de or Casodex, or whether it has becone hornone
refractory. |If the indication is that the cancer is
hornone refractory, ny extensive reading and listening to
| ectures by the | eading prostate cancer researchers in this
metropol itan area suggests to ne that the avail abl e drugs
ot her than Liazal will produce only short-termresults and
the likelihood of adverse reactions.

This leads ne to urge that if the statistica
and clinical results clained for Liazal by Janssen hold up
under careful scrutiny, FDA approval should be expedited.

Li azal seens to hold out prom se of a |longer and better

quality of life for hornone-refractory, late stage prostate
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cancer than any other treatnents now avail abl e.

Robert W Frase.

My second statenent |'mreading on behal f of
Terry Roe, who is the Regional Director of the US TOO
International in Martinsville, New Jersey.

| am a six-year prostate cancer survivor. |
al so serve as Regional Director of US TOO prostate cancer
support groups. | have been a volunteer for themfor five
years.

During that time | have net many prostate
cancer survivors and spoken with hundreds on the tel ephone.
Many are concerned as their hornonal therapy becones
refractory. | amon a reginen of Lupron and that thought
continually bears on ny m nd.

Li azal appears to give hope to those patients
who may run out of hope. | strongly urge the approval of
the drug by the advisory commttee of the Food and Drug
Adm nistration. It is an option that is sorely needed.

Thank you. Terry Roe.

Thank you.

DR. DUTCHER: Thank you very nuch.

Did M. Doherty, by any chance, arrive?

(No response.)

DR. DUTCHER: |Is there anyone else in the
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audi ence who wi shes to make a statenent?

(No response.)

DR. DUTCHER: Al right. |Is there soneone?

M5. | LAW On Taxol ?

DR. DUTCHER: Yes, you may. W are going to be
di scussing that this afternoon, so if you would like to
make a statenment. |If you have a witten copy, can you al so
submt it to us afterwards? Please identify yourself and
your affiliation.

MR. TRUEMAN. Good norning, |adies and
gentlemen. M nane is Tinothy Truenan.

| have received no financial renmuneration from
anybody to be here today. |'mhere on ny own accord.

"' ma 30-year-old senior undergraduate at the
University of California, Santa Cruz, as well as a flight
attendant for Continental Airlines and a union
representative of the flight attendants there.

Just this past week | returned to nmy job as a
flight attendant after a one year and ei ght nonth absence
fromwork. This was nade possible by a little known
chenot herapeutic call ed Taxol .

In June of 1994 | was di agnosed with Al DS-
rel ated cutaneous Kaposi's sarcoma, KS. At that tine |

only had one lesion on ny |leg, but by June of 1995, after
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bei ng hospitalized for other H V-related infections, the KS
was quite ranpant throughout nmy entire body. Mst of the
KS was preval ent on ny face and head, and | was
experienci ng edema associated with the KS. M face | ooked
like -- one of ny friends called it a waternel on.

A nmonth prior to that June, | had begun weari ng
makeup on ny face in order to prevent the usual stares and
gl ances that | received from people from having KS so
preval ent and highly visible upon ny face. So, | had over
20 lesions on ny head and face, all of which, like | said,
were highly visible. Since |I wanted sone senbl ance of
normal cy, hence | wore the nmakeup.

In July of 1995, | began a chenot herapy regi nen
for treating the KS. It was vincristine and vinblastine in
conbi nation, alternating each drug once weekly. This
reginmen did nothing to stemthe growh of existing |esions,
nor did it stemthe growh of new | esions.

Ever since | was diagnosed with HV and | ater
KS, | prided nyself on becom ng know edgeable with the
di sease and actively sought out new and prom sing drugs and
therapies. |Ilgnorance about the disease is terrible. |
refuse to be one of those who closes his eyes and ears and
mouth to this foreign invader that has ravaged ny body.

Wth that, | had read that Dr. Parkash G| at
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the University of Southern California was experinenting
W th possible various treatnents for KS. So, | nade an
appoi nt ment and we concl uded that an upcomng trial, a
separate trial, for cutaneous KS would be worth trying. By
Septenber of 1995, | began this new protocol for cutaneous
KS.

Everything was going well for this treatnent,
but in Cctober of 1995, | was working a trip from New York
to Los Angeles and | had noticed that | was a little out of
breath. It seened strange at the tine that | had not been
physically exerting nyself to any great degree. By the
next week, it was clearly evident that | was becom ng short
of breath upon normal physical exertion. Something was
definitely wong.

A few days later | had a chest x-ray and it
i ndi cated that there was sonething there in the lungs, but
a definitive diagnosis could not be nade.

A day or two after that, | woke up in the
m ddl e of the night in a panic attack because | was unabl e
to breathe. The only way | could breathe was when | sat
upright. Fromthen on | began to sleep in an upright
position on the couch in the living room

A couple of days later, | saw a pul nonary

specialist, and a couple days after that, we conducted a
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bronchoscopy. Upon conpl etion of the bronchoscopy and the
subsequent biopsy, | was diagnosed with pul nobnary Kaposi's
sar cona.

By this point | was unable to walk 20 feet to
t he bat hroom wi t hout al nbst passing out. | could not have

normal conversations on the tel ephone w thout getting

di zzy, and | was unable to stand up in the shower. It was
conpletely inpossible. | had to resort to taking baths.
At the sane time, | was coughing up sone horrendous orange-

col ored sputum and also | was placed on suppl enent al
oxygen. In the neantine, | had stopped working and stopped
goi ng to school

At that time, the pul nonary specialist told ne
to speak to ny primary care physician about ny options
pertaining to pul nonary KS, and at that tinme there were
very few | realized anybody who was di agnosed with
pul monary KS, upon ny research, basically had very little
time to live and they just try to nmake you as confortable
as possible for that remaining tinme. Nonetheless, | began
to get ny "affairs” in order.

Meanwhile, | returned to Dr. GIl's office and
rel ayed the news. He was extrenely concerned about that
di agnosi s, and then we stopped the trial for cutaneous KS

that | was on and he referred ne to another clinical trial
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whi ch was the Taxol chenotherapy. | agreed instantly.
Hell, 1 had nothing else to lose at this point.

During the very sane day, | conpleted all the
necessary paperwork and bl ood work to begin the protocol,
and five days later | received nmy first Taxol treatnent.
This was in the first week of Novenber of 1995. | was
hopeful. The research nurses, Mki Ilaw and Sue Cabri al es,
had said that other patients were on this trial and were
respondi ng well thus far to the treatnents.

After one week, | noticed a | essening of ny
pul monary synptons. | actually was able to wal k around the
bl ock. The week before I would have passed out if | tried
wal ki ng around the bl ock.

Treatnents were every two weeks and after the
second treatnent, | was able to travel to St. Louis to be
with ny famly for Thanksgiving. At that tinme | had nuch
to be thankful for

By Christmas ny |ungs had nade noticeabl e
i nprovenent and ny cutaneous | esions had shrunk in size and
had Iightened in color. The Taxol thus far was worKking.

In early January of 1996, Dr. GIl had told ne
that, though I was in no shape to go back to work, he
suggested that | return to school and so | did. After all,

| could now walk fromny car to the classroons. School
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hel ped ne to occupy ny mnd while | continued treatnent.

After each treatnent, there would be conti nual
i nprovenent of ny pul nonary and cutaneous synptons.

In May of 1996, | had anot her bronchoscopy and
the results showed no evidence of pulnonary KS. M
pul monary synptons were in conplete rem ssion

Hearing this news was one of the best days of
my life. | was so happy. Added to the happiness, | was
accepted to the University of California for the fall of

1996, though ny happi ness was tenpered by the fact that

that | still have H'V and that anything is possible with
this disease, but the news was still great. Wen one
beconmes ill due to AIDS, one |learns to take each day at a
tine.

Though the pul nonary di sease was in rem ssion,
| decided to continue the Taxol to help clear up the
cutaneous lesions. | began to stretch the treatnents to
every three weeks, then every four weeks, and finally every
six weeks. Then in March of this year, | finally stopped
the treatnent.

I n Septenber of 1996, | began the fall term at
the University of California as a junior film student, and
i n Decenber of 1996, my cutaneous |esions had cleared to

t he point at whi ch makeup was no | onger necessary and to
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this day | don't wear makeup. There is virtually no
evi dence that KS ever existed on ny face now.

On June 14th of this year, | returned to ny job
as a flight attendant and | flew to New York for a very
enj oyabl e | ayover.

Today, with the exception of a few tatoos |eft
by the KS, it all seens |like a bad dream | realize that I
amnot cured of HV and AIDS by any neans, but wth Taxol
and a few other anti-HV drugs, | have a |life again and ny
life is very normal and that | amvery thankful for.

| will forever owe a debt of gratitude to Dr.
GIll, Mki, Sue, Byron, and especially the nakers of Taxol
Bristol-Myers. Wthout all of them | would not be here
before you today. |'man extrenely |ucky man.

Do you know what it is |like to be brought to
t he edge of death and then be brought back again? Do any
of you know? People wite about how near-death experiences
are life-transformng, and I'"'mhere to tell you that they
are. | have been given a second chance at |life and a life
that is ever so precious and fragile, a life that wll
never be taken for granted again. 1've been given the
ability to live and | ove as never before and |I' m doi ng j ust
that. | have found nore nmeaning in life in the past 20

nmont hs than nost people do in a lifetime and all this from
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a few people and a drug that is derived fromthe bark of
the Pacific yew tree.

| realize the battle against AIDS is not over
and people are still dying. Wth the weapons |ike Taxol to
conbat KS, we are one step closer to making H V/ Al DS
manageabl e. Taxol will help people to live and I amliving
pr oof .

| highly urge your approval of Taxol to be used
for a treatnent agai nst Kaposi's sarcona

Thank you.

DR. DUTCHER: Thank you very nuch.

I s there anyone el se here who wi shes to speak
on behal f of Taxol? Yes.

M5. |LAW Good norning. My nane is Mki Ilaw,
a research nurse at the University of Southern California,
Los Angel es.

| do have to say that Bristol-Mers did pay for
my way to be here today, but even if they didn't, | still
woul d have cone here on ny own because |'ve been givVing
this drug for nore than two years and | think that this is
probably the best chenotherapy |'ve ever given for Kaposi's
sar cona.

| used to work as a nurse in the AIDS ward in

Los Angel es County Hospital until four years ago when
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went into AIDS research specializing in KS, which |I've
found a very difficult disease to learn and to foll ow,
probably the nost challenging job I've ever had. Mst of
my patients were young, good | ooking, creative,
intelligent, dynam c professionals who seened to have so
much going for them They had the world at their feet
until the first KS | esion appeared.

| had great enpathy for this but | did not
truly appreciate the feeling of absolute devastation until
a couple of nonths ago when | fell while wal king ny dogs
and ny face hit the cenent. | felt |ike everywhere | went,
peopl e stared at ne, even after the wounds heal ed.

One single KS | esion on the body, especially on
the face or anywhere that can be seen right away, can be
truly devastating. Having multiple KS |esions drove a | ot
of patients into acute depression and suicidal thoughts.
The swelling of these lesions on the face and on
extremties caused a great deal of pain and shane or fear
of being seen. KS conpletely changed people's |lives.

| screened and treated so many wonder f ul
patients. | saw them cone and go. They were sone of the
ni cest people I ever net, and it was hard not to get
attached. | stayed for a year and | decided to | eave

because it took a toll on nme. | cried every day at work
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and even when | got honme. They all touched ny life and ny
heart. | saw too nuch pain and suffering and death, so |
decided to | eave and work sonmewhere el se researching i nmmune
nodul ators and protease inhibitors. Al ny patients were
healthy. They didn't need ne, so | got bored, and needl ess
to say, | went back to ny old job in spite of the rough
road ahead.

The popul ation did not change. Once again |
saw so many young, dynam c patients with advanced KS. Each
time | wal ked dowmn the hallway to the KS clinic, sonetines
| couldn't bear to | ook at these sadly disfigured faces.
There was just too much physical and enotional pain, sone
i n wheel chairs, sonme in oxygen tanks, sonetinmes you coul d
feel the anger in their eyes. Wy did it have to happen to
me?

And then there was Taxol. The last two years
of ny research work in KS have been the nost rewarding tine
of ny life. The dramatic responses that | saw and stil
continue to see continue to amaze ne to this tine. | saw a
ot of ny patients conme and go, not to die but to go on to
a new life.

Four years ago, patients were reluctant to get
cheno. Mst dreaded their KS clinic appointnments. Sone

woul d even skip it. They were happy to see ne, but they
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hat ed the thought of getting cheno afterwards. The
i nfusi on room woul d al ways be quiet and grave. Patients
woul d al ways conplain of nasty side effects, chills and
fever, nausea, vomting, severe fatigue and so on and so
on. It was easy to see soneone on adrianycin, bleonycin,
and vincristine. They always appeared sick, cachectic,
pasty | ooking. Sone even told ne | would rather die than
get cheno.

Al'l this changed, thanks to Taxol. Since we
started this protocol, | still have many patients who are
alive and well and | eading very productive |lives. Sonme
went back to school or to work or both. | have never seen
the dying cone to life so many tines. | have never cried
and | oved so nuch and actually have fun giving Taxol. |
have never thanked God so nmuch for giving these beautiful
human bei ngs a second chance at life. 1've had sone
conpl ete turnarounds that still amaze ne to this day.

| can go on and on about how great this drug
is, but briefly Taxol is an excellent cheno for advanced
synptomatic KS, usually very well tolerated. Sone patients
actually ook forward to getting this drug, and nost of al
it has inproved one's quality of life i mensely.

Lastly, the atnosphere in our infusion room has

changed fromgrave and scary to a happy anbi ence where ny
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patients actually warmy talk to each other and gl adly
share their painful experiences with their illness and
their road to well ness. They hel p one another. Sone
becone friends. Sone give back to their community by doing
vol unteer work for other AIDS patients.

As a research nurse, | feel very fortunate and
truly grateful for being given the opportunity to see the
wonders of Taxol on this horrible disease. For what it has
done and still does for so many patients, Taxol would truly
be a great addition to the current KS treatnents that we
al ready have.

Thank you.

DR. DUTCHER: Thank you very nuch. Can you
pl ease nmake sure we have a copy of your statenent?

| s there anyone el se in the audi ence who w shes
to make a statenent? Yes.

Just a remnder that this is the only tinme of
open public hearing today, so please, any who wi sh to speak
shoul d speak.

MR. SALAZAR. | want you to know |I'm not being
paid to be here. Bristol-Mers paid for ny airline ticket
here and that's it. And if they wouldn't, 1'd pay ny own
way to be here.

H. M nane is Ceasaro Sal azar.
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About two years ago, | was told I had AIDS and
Kaposi's sarcoma. Wen | went to the hospital, ny face was
swol l en and disfigured. M eyes were swollen shut. | had
over 200 lesions over ny body. | had a large KS | esion on
the tip of ny nose.

Do you know what it is like to be young and to
| oose your | ooks suddenly, or at any age?

| would | ock nyself up in the house. |
woul dn't even open up ny front door. | was enbarrassed and
ashanmed of nyself and the way | | ooked.

Then | was told about a treatnent called Taxol .
It was truly the best thing that could have ever happened
to ne.

The next day, three-fourths of the swelling on

nmy face had gone down. The KS on the tip of ny nose was

much lighter. It was no longer purple. It was a nice pink
to ared. | was so happy for the first tinme in a very |long
time. | was able to look in a mrror and smle.

| had no side effects from Taxol, no nausea, no
hair loss. | want you to know | am bald by choice. Cal
it a fashion statenent if you'd |iKke.

But before Taxol | didn't want to live. |
wasn't even living. | was just existing, and what is

exi sting without |iving? Nothing.
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And now, because of Taxol, | amindeed a new
person, alive to see a better day. M quality of life has

i nproved dramatically.

Before Taxol, | didn't want to live. | didn't
want to do anything. | didn't care what | was doing, and
now | have a reason to live. | have a reason to | ook
forward

| take care of a lot of aninmals. | have a
garden. | do a lot of stuff now |'mable to go outside.
It has really changed ne. It really has.

So, | nust state at this tine that Taxol is a

highly effective way to treat Kaposi's sarcoma. M/ body is
l[iving testanent to this fact that Taxol indeed does work.

So, it is with a heavy heart | ask all of you,
pl ease, approve Taxol for use as treatnent for Kaposi's
sarcoma so perhaps others |ike nyself can benefit from
Taxol. May we all live a better life today, tonorrow, and
years to cone.

Thank you.

DR. DUTCHER: Thank you very nuch.

| s there anyone el se? Yes.

MR, JEFFREY MARTINEZ: First of all, 1'd Iike
to say that I'mhere at the invitation of Bristol-Mers

Squi bb and that they graciously conpensated for all ny
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expenses while here.

Ladi es and gentlenen, hello. M nane is
Jeffrey Martinez. |'ma patient of Mki Ilaw Jacobson, who
spoke just prior, and Dr. G Il of USC

|'"'mhere to tell you how Taxol changed ny life.
That is really putting it mldly. Saved ny life, that's
nore like it. For | firmy believe that if it wasn't for
Taxol, | would not be here today.

To | ook at ne now, no one woul d ever suspect
the really hell that | was going through two years ago,
prior to the Taxol study. To give you an idea of how Taxol
changed ne, let ne tell you what | was like prior to the
Taxol .

Early in 1995, due to fast-spreading, very
fast-spreading, KS tunors, | had to start a three-drug
chenot herapy conbi nation. That was adrianycin, bleonycin,
and vincristine, ABV for short. At that tine it was just
about the only effective treatnment for KS that was
available. It seened to keep the | esions under control for
the nost part. However, it never really nade them go away
conpletely. Wat did go away was ny health, ny energy
| evel, ny appetite, ny weight, ny outlook on life, nost
inmportantly ny hair -- not really. | was used to short

hai r, bad hair days anyway.
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(Laughter.)
MR, JEFFREY MARTINEZ: | was getting the cheno
i nfusions, the ABV, every two weeks to start with. For the
first couple of days after the treatnment, 1'd feel very
m serable and pretty nmuch lifeless, and then a week or so

|ater, just when | was starting to feel better, it would be

time for another treatnment. Up and down. It was |ike
bei ng on a constant, never-ending roller coaster. | really
hated having to get the treatnents. It created a | ot of
anxiety.

What el se could | do? The KS would eventually
destroy ne if left untreated. | had to face the fact that
| would have to do this for the rest of ny life, and at the
rate that ny health was deteriorating, | was sure that the
rest of ny life was just around the corner.

I n August of 1995, | had what | sort of called
a farewell birthday party, a famly gathering. | was
pretty sick and weak by then, but | was determ ned to have
a celebration. | was sure it would be ny |ast one.
woul d have bet on that, and obviously two years later |I'm
still here and | would have | ost that bet.

In fact, Janice, if it would be okay, | did
bring a picture of nme at that point right before I started

Taxol. |1'd like to pass it around to the panel. They
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woul d get an idea, if that would be all right.

DR DUTCHER  Yes.

MR, JEFFREY MARTINEZ: This is right before
Taxol . That is about two years ago.

By Septenber | had reached ny | owest point.
was constantly fatigued and could barely walk. | had
fevers, night sweats, coughing, vomting. Wth the nausea,

| could barely eat a thing. M weight had dropped to an

all-tinme low of 132 pounds. | nearly devel oped pneunoni a,
was al nost hospitalized. It seenmed |like the chenp was
killing ne.

| had to stop the chenpo for a while. | just
couldn't take it anynore. | was in bed practically the
whol e nonth of Septenber. Al | could do was think about

my omn nortality and 1'd talk wwth ny partner about dying,
my last wishes, his ability to let me go. It seened that
there was not nuch hope left. Al | could do was pray for
strength to get through this.

By COctober the | esions were starting to act up
again. | knewthat it was time for round two. Then a
m racl e happened. It canme in the formof Taxol, a new drug
with little side effects, very promsing results.

A new study was underway. | was asked if |

would i ke to participate in the study. They didn't have
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to pull ny armon this one. | would rather drink Drano
than have to go back to that ABV stuff. It was horrible.

And so we started. We took a few |l esion
measurenents to get a baseline to go from and over a
period of time -- it was a very quick period of tinme -- |
could see how the | esions shrank, faded, and sone
ultimately di sappeared. It was amazing. | hadn't
experienced that with the ABV. ABV basically just
controlled the lesions fromspreading, but it really did
little to nmake them di sappear.

| think that a big part of the success of Taxol
is that it did not make nme sick like the ABV. MW health
began to inprove i mediately, thus making the fight against
t he | esions easier.

| still can't get over the fact that Taxol
caused no significant side effects on ne, no nausea, no
vom ting, no fatigue, no appetite |loss, no weight |oss, no
hair loss for at |least six nonths, and especially no
anxiety. | actually |ooked forward to the treatnents. As
M ki said, she | ooked forward to giving the treatnents.
| ooked forward to getting the treatnents.

Taxol gave ne |lots of energy and definitely
uplifted ny spirits. | was no longer tired, run down, and

listless. That sounds sort of |ike a comercial, but ny
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friends were anazed at how | had i nproved. Sone had
actually commented they would try the new drug just to get
the energy it created.

(Laughter.)

MR. JEFFREY MARTINEZ: None of them even had
KS.

| did forget to nention one major side effect,
t hough, weight gain. The Taxol nust be fattening. |'mup
to 182 pounds. That's 50 pounds difference in |ess than
two years. | never thought | would have to diet again, but
hell o, Jenny Craig.

(Laughter.)

MR JEFFREY MARTI NEZ: There's anot her benefit

of Taxol | think is worth considering, and that is an
econom c one. Wien | was on ABV, | was |left disabled nuch
of the tinme. For ne that was difficult. |1'mself-enployed

and | do not get any sick pay. Wth the ABV, | was just
out, and with the Taxol, there were no side effects,
nothing. | could work all the time. It was wonderful.

It has now been six nonths since ny |ast Taxol
treatnent. | check nyself every day and the | esions just
aren't com ng back. M health is better now than it has
been in years. | know that Taxol is a major factor in ny

coneback, and that's not to say that it's the only factor
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| did have the |ove and support fromny partner, famly,
and friends, expert care fromny physicians, Mki and Dr.
Gll. Wth the new treatnents using protease inhibitors to
further boost our imune systens, who can say for sure how
much of a factor Taxol played in nmy recovery. Al | can
say for sure is that Taxol was with nme on the road to
recovery a full nine nonths prior to the use of protease
i nhi bi tors.

Two years ago | thought | had reached that
i nfamous point of no return and | had wal ked up to that
line but never crossed it. Taxol hel ped pull ne back.

It's a godsend. | really, really believe that.

Taxol needs to be available to nore people. To
me there's no doubt about it. It wll save lives and lots
of lives, I'mcertain. Thank you, Bristol-Mers, very
much. Thank you for bringing this drug to us.

Thank you very nuch for taking the tine to
l[isten to ny testinony of what | experienced. It was
inportant for ne to give it. Thank you. It has been a
pl easure to be here and | really nmean that, "to be here.”
Thank you.

DR. DUTCHER: Thank you very nuch.

Are there any ot her people in the audi ence who

woul d i ke to make any comments?
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(No response.)

DR. DUTCHER: | think then we'll nove on to the
rest of the norning's session. W're going to begin with
the sponsor's presentation. W're going to begin with the
di scussi on of mtoguazone for AIDS-rel ated | ynphoma and
we'll begin with Dr. Santabarbara from | LEX Corporation.

DR. SANTABARBARA: Dr. Dutcher, nenbers of the
Oncol ogi ¢ Drugs Advisory Commttee, Dr. DelLap, nenbers of
t he Food and Drug Adm nistration, |adies and gentl enen,
good nor ni ng.

My nane is Pedro Santabarbara and on behal f of
| LEX Oncology, it is ny pleasure to introduce this
nmorni ng' s session on mtoguazone, NDA 20-709, sponsored by
| LEX Oncol ogy and co-sponsored by SANOFI Pharmaceuti cal s.

Accel erat ed approval is requested for
m t oguazone as treatnent of AIDS-rel ated non-Hodgkin's
| ymphoma in patients who have received at | east one
potentially curative reginen.

The clinical package that will be discussed
consists of two nulti-center phase Il studies in 90
patients with previously treated Al DS-rel at ed non- Hodgki n' s
| ymphoma. These are referred to as study 004 with 35
patients and study 007 with 55 patients.

The dose and schedul e was common in both
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clinical trials. Mtoguazone was adm ni stered at 600
mlligrams per nmeter squared over a 1-hour intravenous
i nfusion on days 1, 8, and every 2 weeks thereafter.

The agenda today is listed. The background on
m t oguazone will be presented by Dr. Daniel Von Hoff. The
background on Al DS-rel ated non-Hodgkin's | ynphoma and the
results of efficacy and safety of mtoguazone in our
pivotal trials will be presented by Dr. Al exandra Levi ne.
Then I'Il come back to noderate the question and answer
sessi on.

In addition, other experts, Dr. Law ence
Kapl an, Dr. John Kuhn, are here with us this norning and
wi |l be happy to answer questions that you may have.

Now it is nmy pleasure to introduce Dr. Dan Von
Hof f. Thank you.

DR. VON HOFF: Thank you, Dr. Santabarbara, and
good norning, |adies and gentl enen.

M t oguazone, al so known as MEBG or Zyrkam ne,
was synthesized in 1898 as part of a program | ooking for
new anthel mnthics. It has the structural formula shown
her e.

The conpound has a uni que nechani sm of acti on.
It's an inhibitor of polyam ne biosynthesis through the

inhibition of the enzynme S-adenosyl -nethionine
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decar boxyl ase, or SAM DC

Pol yam nes are inportant for stabilization of
DNA and are increased in rapidly dividing cells,
particularly tunor cells. Polyam ne biosynthesis is an
interesting target, particularly in patients with |ynphoma
because pol yam nes are elevated in the serumand urine of
patients with | ynphonma.

In work by Russell and coll eagues, there was a
4.9 to 5.3-fold increase in urinary spermdine in patients
wi t h non-Hodgki n's and Hodgkin's | ynphona conpared to
urinary spermdine in normal vol unteers.

Hospatt ankar and col | eagues showed that the
total serum polyam ne | evels were considerably higher in
patients w th non-Hodgkin's | ynphonma and Hodgki n's di sease
than in normal volunteers. These findings make inhibition
of pol yam ne biosynthesis an attractive target for patients
wi th | ynphoma.

The clinical history of mtoguazone is of note.
It was first given to patients at the National Cancer
Institute by Drs. Regel son, Holland, Freireich, Frei, and
Karon in the early 1960s. Doses ranged from 21 to 286
mlligramper neter squared daily for 2 to 208 days. Dose
[imting toxicities with a daily adm nistration included

severe nucositis, diarrhea, |eukopenia, thronbocytopeni a,



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

53
and hypoglycem a. Activity was noted in patients with
| eukem a i n non-Hodgkin's | ynphoma. However, phase |
testing was not pursued because of the toxicity profile of
t he agent.

Interest in mtoguazone was renewed in the
1980s when the first pharmacol ogy done with m toguazone
showed that the termnal half-life was greater than 100
hours. Based on that data, it was determned that to avoid
drug accunul ation, mtoguazone should be adm nistered at a
dose of 600 mlligranms per neter squared on a weekly or
bi weekly schedul e rather than the daily schedule used in
t he 1960s.

Using this | ess frequent schedul e of
adm ni stration, hundreds of patients with solid tunors were
treated without severe toxicity problens in phase |
trials. The nost inpressive activity was noted in patients
with refractory |ynphoma. At Menorial Sloan Kettering and
in the Sout hwest Oncol ogy G oup, there were response rates
of 30 to 46 percent for patients with Hodgkin's disease and
24 to 38 percent for patients with non-Hodgkin's |ynphona.

Toxicities noted in these trials were not
graded but were said to be mld and included transient
facial flushing during infusion in all patients, vomting,

mucosi tis, muscul ar weakness, and nyal gia, which were
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elimnated in patients going on the every other week
schedul e, and skin rash in 10 percent of patients.

Now, the rationale for conducting a trial of
m t oguazone for patients with Al DS-associ ated non- Hodgkin's
| ymphoma i ncluded the follow ng paraneters: the activity
of mtoguazone in patients with refractory non-Hodgkin's
| ymphoma not associated with AIDS, the fact the drug caused
m ni mal nyel osuppressi on and m nor other systemc
toxicities in prior NC studies, the high polyam ne |evels
noted i n i munoconpetent patients w th non-Hodgkin's
| ymphoma, and the evidence for good penetration into brain
tunor tissue, 5 to 19-fold higher than plasma, which is a
frequent sanctuary for |ynphona in patients with AlDS.

During the clinical trials, which you will hear
about shortly, ny colleagues, Dr. Kuhn and Ri zzo, have
per formed pharmacoki netic studies with m toguazone in
patients with AIDS-rel ated | ynphoma. As noted here, they
have confirmed the long termnal half-life of 175 hours in
t hese patients. There was no accunul ati on of drug on the
every other week schedul e used in these pivotal trials.

In addition, we have conducted in vitro studies
of the effects of m toguazone on P450 isoenzynes and have
found no inhibition of the 6 isoenzynmes studied. Based on

this finding, netabolismbased drug-drug interactions are
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not expected with mtoguazone, which is particularly
inportant for patients included in the indication we wll
di scuss today.

Dr. Alexandra Levine will now present
background i nformati on on Al DS-associ ated | ynphoma and t he
results of the pivotal trials of mtoguazone.

Thank you.

DR. LEVINE: Thank you very much, Dr. Von Hoff.

| wanted to start with background related to
Al DS | ynphona.

Lynphoma i s the cause of death in approximately
12 to 16 percent of patients with AIDS. The incidence of
Al DS | ynphoma is increasing as people are living | onger and
| onger due to effective antiretroviral intervention. AIDS
| ynphoma is associated with a nmedian survival of only 7
months fromthe tinme of initial diagnosis.

The di sease is usually associated with either
hi gh or internedi ate grade pathologic types and the
pat hol ogy nost frequently seen includes |arge cell,

i mmunobl astic, or small non-cleaved | ynphomas. There is a
very high proclivity to w despread extranodal disease and
to central nervous systeminvol venent at the tinme of
initial diagnosis. The disease is associated with

substantial norbidity and nortality and is al so associ at ed
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w th significant immunoconprom se.

Over the years, several factors have shown
inportance in nultivariate anal yses related to poorer
survival. Those factors which are associated with poorer
survival include sone factors related to H'V, CM cells
| ess than 100, or history of AIDS before the |ynphoma
di agnosis. Sone factors relate to the | ynphoma: bone
marrow i nvol venent or stage II11/1V di sease, el evated LDH
And | astly, sone factors relate to the host: poor
Kar nof sky performance status, |less than 70 percent, or
ol der age, over 35 or 40, or history of injection drug use,
each of these associated with poorer prognosis.

Recently a trial was published in the New
Engl and Journal this nonth. It was ACTGtrial 142. This
is in patients wwth newly diagnosed AIDS | ynphoma who were
random zed to receive either | ow dose nBACOD or standard
dose nBACOCD with GWCSF. In that trial of 192 patients,
there were several factors that were found to be
i ndependent |y associ ated with poor prognosis and decreased
survival. They were age greater than 35, history of
injection drug use, stage IIl or 1V disease, and C4 cells
| ess than 100.

Now, if individuals had two of these factors or

| ess, the nedian survival was 45 weeks and 22 percent are
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alive at 3 years. On the other hand, if individuals had
three factors or nore, the nedian survival was only 18
weeks and no patient was alive at 3 years.

The patients that we will tal k about today have
rel apsed or failed initial therapy and therefore in trying
to look into the literature to see the expected survival of
patients in that group, first I wll start with the ACTG
142 trial. |If one |looks at the survival fromthe tinme of
docunent ed progression on nBACOD, nedi an survival, 58 days
or 52 days on the two arnms of the study.

There's another study in the literature from
Tirelli. This uses VP16, predninustine, and mtoxantrone
in patients who have failed initial therapy for AIDS
| ymphoma. | f one | ooks at their median survival fromthe
time they began VPM it was 60 days. So, these are the
nunbers we have to conpare in the literature.

| will now go through data related to two phase
Il eval uations of mtoguazone, studies 004 and 007, in
patients with AIDS-rel ated | ynphoma who have recei ved at
| east one prior potentially curative reginen.

The first study 004 was done in 10 different
institutions around the United States. The second study
was performed in 18 institutions, including 6 of the

initial sites.
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The study endpoints are listed here. W | ooked
at response rate, duration of response. W |ooked at
gualitative and quantitative toxicities, and |lastly
clinical benefit. This was studied retrospectively in 004
and prospectively in study 007.

The response criteria were those published from
SWOG.  Conpl ete resolution of disease or partial resolution
of disease required a duration of at |east 4 weeks.
Progressive disease, indicated by an increase in 50 percent
or 10 square centineters, whichever is snmaller, in the sum
of the products. These patients were seen every 4 weeks.
They had physical exanms and x-rays, and every 8 weeks they

underwent scans or invasive procedures as clinically

i ndi cat ed.

The main inclusion criteria are provided in
your books. | wanted just to nention a few

Nunmber one, the patient had to be at |east 14
days fromthe |ast prior chenotherapy. |If the patient was

| ess than 14 days, this was all owable with obvious |ynphoma
progr essi on.

Use of biologic agents was allowed within 7
days of institution of m toguazone.

The Karnof sky performance status was required

to be 50 percent or nore. |In study 007, that was anended
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to 60 percent or nore.

The patient had to have bidi nensionally
nmeasur abl e di sease.

And patients with | eptoneni ngeal disease could
be included but they were required to be treated with
i ntrathecal chenotherapy and radiation to brain as well.

The exclusion criteria are listed. They are
standard but | did want to nention that limted Kaposi's
sarcoma that did not require treatnent was all owabl e on
this trial.

7 of the 90 patients had major eligibility
deviations, and | wanted to go through these right now. 4
of these individuals, at the time that was determ ned after
study entry, had no neasurable disease. |In addition, 2 of
t hese 4 had had m toguazone as sole prior treatnment or
radi ation as sole prior treatnent prior to the m toguazone.
2 individuals, upon pathologic review, were found not to
have AIDS | ynphoma. 1 had nultiple extranmedullary
pl asmacytoma. 1 had Hodgkin's di sease at review. Lastly,
1 patient had primary CNS | ynphoma. Despite the fact that
these major eligibility deviations were there, all patients
are included in the intent-to-treat analyses which will be
provi ded.

The patient characteristics are |isted here,
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and I'll go to the last columm, |ooking at all 90 patients.
The nmedi an age was "old," 39 years. 94 percent are nale.
69 percent Caucasi an; 23 percent H spanic; 7 percent
African American.

In looking at the prior chenotherapy reginens,
67 percent had had one regi nen of chenotherapy prior to
m t oguazone. The others had had between two and six prior
regi nens before entering these studies.

It was required that these patients have
curative intent chenotherapy as their initial therapy, and
these in fact are the regi nens that were used.
Approximately a third of these patients initially received
nMBACOD. Another third received either CHOP or CNOP. 12
percent received BACOD, 7 percent VAC, 3 percent MACOP or
B/ MACOD, 7 percent other intensive reginens. As | already
have al l uded, 3 individuals had no prior curative therapy,
havi ng received either radiation or had primary CNS
| ynphoma or had the mtoguazone as the first treatnent.

Looki ng at the response to first-1line therapy,
28 percent of these had attained conplete response with the
initial treatnent, 27 percent had received partial response
after initial treatnent, 33 percent had docunented
progressive di sease after their first treatnent.

The pathology reviewis presented here, and |
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will get intothis alittle bit later toward the end.
Approximately a third of these patients, 29 percent, had
i nternedi ate grade |ynphoma. All the rest had high grade
| ynphomas, and the nobst comon types were inmunobl astic B
cell or plasmacytoid in 26 percent; snmall non-cl eaved, non-
Burkitt in 37 percent. So, again, two-thirds high grade,
one-third internedi ate grade | ynphona.

The vast majority of these patients, as | would
expect in this disease, did have extranodal involvenent.
88 percent had di sease outside of |ynph nodes. The common
sites of extranodal involvenent included lung, |iver,
gastrointestinal tract, bone marrow in 18 percent, skin or
subcut aneous tissue, central nervous system and ot her
multiple sites. Although we are | ooking at |ynph node
paraneters in tine on these patients, | think it is
inportant to note that 88 percent had extranodal disease
that we were follow ng on this protocol

| wanted to give sone flavor as to who these
patients were as far as their prognostic factors, and the
next few slides will deal wwth this. This was a frai
group of individuals.

36 percent had had history of AIDS prior to the
time of |ynphoma. The nedian CD4 count in this group was

52. Performance status, less than 70 in 37 percent. Age
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greater than 35 years in 67 percent. Elevated LDH in 63
percent. Stage |V disease in 74 percent.

Usi ng the prognostic factor nodel, as in study
ACTG 142, we | ooked at the nunber of poor prognostic
factors in these patients. As you see, 72 percent had
three or nore poor prognostic factors at the time that they
cane onto study. They were ill individuals who were frail.

Anot her indication of this is the concurrent
medi cations that these patients were taking at the tine
that they started m toguazone. First of all, as you see in
the footnote, only 1 patient was not receiving other
concurrent nedications. All of the others were on
concurrent neds, a nedian of 7 concurrent medications, up
to 14. 84 percent on system c antibiotics, 57 percent on
system c antifungals, 49 percent on antivirals. In
addi tion, 62 percent of these were on anal gesic narcotics
at the tine that they canme onto mtoguazone. They were
il

M t oguazone was given at a dose of 600
mlligrams per nmeter squared on day 1, day 8, and then
every 2 weeks until 4 cycles or 8 treatnents beyond
conplete rem ssion or disease progression or undue toxicity
or refusal of further therapy.

The nedi an nunber of doses given in each of the
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studies was 3, ranging up to 31 doses in study 4 and up to
58 plus doses in study 7, 1 patient still receiving drug.
A total of 26 percent of the individuals in study 004
underwent dose reduction in the course of treatnent, and
this includes 2 people who actually started at a hi gher
level, at 900 mlligram per neter squared and then were
reduced down to 600 per neter squared. 9 percent of
individuals in study 7 eventual |y underwent dose reduction.

|"mgoing to tal k now about the responses to
m t oguazone, but before | do so, I1'd like to say that the
basis of this response data was not in our own study group
but rather an independent panel who were asked to cone in
and review each of these cases very carefully. The panel
spent two entire days together and then for a period of
mont hs went back over and over to get every single CT scan,
every single pathologic material, and so forth.

The conpl ete rem ssion on mtoguazone, 6.7
percent; partial rem ssion rate, 7.8 percent. So, the
total objective response rate, 14.4 percent. 95 percent
confidence intervals, 7.2 to 21.7. An additional 14.4
percent sustained stable disease while on study, again
lasting 1 nmonth or nore. The other individuals had
progressi ve di sease.

The duration of response is listed here.
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Medi an duration of conplete response, 76 days, going out
beyond 675 days. The nedi an duration of partial response,
142 days, going out to 672 days.

Looki ng at secondary efficacy endpoints, in
responders the tinme to progression was 163 days. The
survival fromstudy entry, 269 days, going out to over
1, 181 days.

In the 13 patients who attained stabl e disease
paraneters, tinme to tunor progression was 75 days and
medi an survival fromentry, 203 days.

Looking at all patients together, the tine to
progressi on was 40 days and the nedi an survival from study
entry, 84 days.

| wanted to clarify the responders and show you
who they were. First of all, there were a total of 6
i ndi vidual s who had a conpl ete response to the mtoguazone.
O those 6 individuals, 3 had 3 or nore poor prognostic
factors com ng onto study, in other words, would be
associated wth very short survival.

Looki ng at the response to first therapy in
these individuals, 5 of the 6 had responded with a conpl ete
response the first time out and 1 patient who had rel apsed,
CRin the immedi ate treatnent before m toguazone. So, nost

of these patients had had a CR before going on to devel op
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CR again with m toguazone.

On the other hand, this patient, which | wll
tal k about again, is an inmportant one. This individual had
docunent ed progressive disease with his first-line
treatnent. He then went on to devel op conpl ete response to
m t oguazone.

The baseline features in the patients who
eventual | y devel oped partial response are denonstrated
here. There are 7 individuals who had a partial response.
5 out of the 7 had three or nore poor prognostic factors.
In addition, if we |ook at their response to first-1line
therapy, 3 had CR 1 of those relapsed on nultiple
occasions, and on the chenot herapy reginmen i medi ately
bef ore m toguazone, had progressive di sease, then got
m t oguazone and underwent response, had a partial response.
1 individual had a PRwith first-line treatnent and
subsequently a PR with m toguazone. 3 individuals had
progressive disease on their primary therapy and then went
on to devel op partial response on mtoguazone. W believe
that we certainly hel ped these individuals.

| wanted to go through sone of these patients
with you. Patient 02 on study 4 is a partial responder.
This is a 25-year-old male who was originally diagnosed

with |ynphoma in February of 1992. The pathol ogy at that
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time was said to be diffuse mxed |ynphoma. At the tinme he
was treated with CHOP. He had a conpl ete response to CHOP
but 5 nonths later he relapsed in nultiple nodal regions.
He had three poor prognostic factors at the tinme he cane on
m t oguazone, and he had synptons, neck pain and all three
system c B synptons, fever, night sweats, and wei ght | oss.

Now, at the time that this patient came onto
study, his biopsy at the tinme of relapse was originally
considered to be a B cell marginal zone |ynphoma. This
becane an issue at the FDA review and | wanted to read to
you the formal report by the pathol ogist, Dr. Peter Banks,
a hemat opat hol ogi st.

"Al t hough the process was a B margi nal zone
| ynphoma, it displayed features nore aggressive
m croscopically than those of |ow grade B cell | ynphona.

I nstead, the features are those of internediate grade

| ymphoma with the so-called |arge cell variant, B nmargina
zone | ynphoma featuring | arge vesicul ar nuclei and abundant
mtotic figures. 1In short, | believe it would be in error
to stratify this patient's |ynphoma as | ow grade."

The patient was originally treated with
m toguazone. He had a very nice response. He felt nuch
better, and at that point he was nonconpliant. He left for

a period of 2 and a half nonths. He went to visit his
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parents. He began college, was |lost to our follow up.
Wt hin about 2 nonths, the disease had cone back again, and
at that point he showed up for continued care.

This is the CT scan at the tinme he cane back
The data on this is 3/29/93. Big |ynph nodes in the
anterior cervical region and the posterior cervical regions
as well. This is the CT scan fromthe nonent that he cane
back after his visit to the parents.

This is the CT scan from 2/21/95, essentially 2
years later. He continues to be in partial response with
m t oguazone.

The duration of this patient's response, 672
days, survival 1,045 days. This patient experienced no
drug-rel ated grade 3 or 4 adverse events. W believe that
he had significant clinical benefit on retrospective
review. Nunber one, decreased pain and inproved neck
mobi lity; nunber two, increased weight. He maintained his
performance status. All three system c B synptons
resolved. He clained that he had increased appetite and
i bido and he was able to return to full-tinme work. |
truly believe that we helped this individual for a
significant period of tine.

The second case is patient nunber 9 on study 7.

This is a 50-year-old mal e who was originally diagnosed
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with |Iynphoma in January of 1995. He had snmall non-cl eaved
| ymphoma at that tinme. He was treated with a conti nuous
i nfusi on of cytoxan, adrianycin, and etoposide, but despite
this continuous infusion therapy, he had objective
progressive di sease on that treatnent. Hs site of
i nvol venent when he began m toguazone was head and neck,
bul ky di sease there, as well as invol venent of subcutaneous
ti ssues and | ynph nodes. He had four poor prognostic
factors. He had significant baseline synptons, |aryngeal
edema and tracheal obstruction.

This is the CT scan on this individual on
3/8/96, a |arge nmass here, another mass on the other side
of the neck, and you can see the displacenent of trachea
and so forth.

This is a repeat scan on 4/27/96, about 6 weeks
| ater, marked regression of the adenopathy, returned to
normal anatony and resolution of his synptons of | aryngeal
obstruction.

The duration of response in this individual was
142 days, survival 663 plus days. This individual did have
one possibly drug-rel ated grade 3 episode of anorexia. It
| asted 2 weeks.

The clinical benefit to this patient was

prospectively collected. Resolution of the tracheal
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obstruction. Despite the 2-week epi sode of anorexia, he
gained a total of 4.7 kilos and he was able to maintain his
performance status. Again, | believe we helped this
i ndi vidual significantly.

| also wanted to show you sonebody who att ai ned
stabl e di sease paraneters. This was a 43-year-old mal e who
was originally diagnosed with small non-cl eaved | ynphoma in
Cct ober of 1992. He first received |ocal radiation therapy
and then at rel apse received CHOP. His best response to
CHOP was progressive di sease, and when he canme to us, he
had nmultipl e evidence of |ynphadenopathy as well as bone
marrow i nvol venent. He had five poor prognostic factors,
and his baseline synptons are listed here. He was
literally incapacitated by pain. He was on an |V norphine
drip. He was hot. He had all three system c B synptons,
fever, sweats, weight |loss. He had nausea and vom ting.

He was extrenely ill. | wish | had a picture at that
moment. He was terribly ill.

This is a snmear fromthe bone marrow show ng
the malignant cells. The bone marrow was 100 percent
cellular, 100 percent replaced by these cells.

This is a bone marrow snear that was taken
about 1 nonth later, return to normal cellularity, no

evi dence of | ynphomat ous di sease.
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This is a photograph of the patient 4 nonths
|ater. He traveled back to his honme in Maine. He told ne
that | was allowed to use this photograph whenever | wanted
to. H's pain was conpletely resolved. He returned to a
normal state of well-being. It was an unbelievable case in
a clinical sense to ne.

To summari ze, the duration of his stable
di sease was 104 days. The problemwith the trip to M ne
was that he was in Maine as opposed to in Los Angel es
getting a repeat CT scan to confirm conpl ete response.
Therefore, he is considered stable disease. H s survival
was 338 days. He had a possibly rel ated epi sode of
adversity, a grade 3 episode of fever, |eukopenia, and
dehydration. This was at the tine of his relapse when he
canme back from Maine at the end of the m toguazone study.

The clinical benefit was significant in him
| nproved bone pain. He discontinued the norphine and al
pai n nedi cations. |nproved nausea and vomting, inproved
appetite. He gained weight. Al three of those B synptons
went away, and he obviously had a markedly inproved
per f or mance st at us.

Now, that patient certainly had evidence of
clinical benefit. Wat I'd like to do nowis go through

ot her evidence of clinical benefit in the individuals who
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responded or had stable disease. In other words, did that
translate to actual clinical benefit to these patients?

In going through this, on study 007 and 004, we
| ooked at | ynphonma-rel ated synptons and signs. On 007 we
had a clinical benefit case report form which included B
synptons and pain. W also used a visual anal og pain scale
and we had an ongoi ng anal gesi ¢ consunption report.

On study 004, this was retrospectively
acquired, but we did use a specific formthat was used for
the extraction of this data and an i ndependent reviewer did
extract the data.

In both studies we | ooked at perfornance
status. In both studies we | ooked at weight.

Looki ng at the |ynphoma-rel ated synptons in
patients who responded, there were a total of 8 patients
who had B synptons. 5 of those 8, 63 percent, had
i nprovenent in B synptons along with objective response.

O the stable disease patients, 3 of 3 had resolution of B
synpt ons.

In those patients with pain, 8 patients had
pain on study of the responders. 7 of the 8 had
i nprovenent in that pain, and those who attained stable
di sease paraneters, 7 of 7 had inprovenent in pain.

If we look specifically at the visual anal og
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scale, the pain rating on study 007 where this was done
prospectively, in the responders a total of 4 had pain at
baseline. 3 of those had objective decrease in pain. 1 of
them had insufficient followup. In those who had stable
di sease, 4 had pain at baseline. In 1 patient there was
stability of that pain. In 3 patient, 75 percent, the pain
decr eased.

Looking at all patients, a total of 41,

i ncludi ng those with progressive di sease obviously, had
pain at baseline. 22 percent increased, 17 percent stable,
32 percent had decreased pain along with the m toguazone,
and in 29 percent we had insufficient followup. The
patients were too ill and did not fill out those forns
appropriately or at all.

Looki ng at the performance status, what we are
| ooking at here is baseline versus the nedi an performance
status over the course of treatnment. In those who had
obj ective response, there was an i nprovenent in perfornmance
status in 31 percent. The other patients naintained
performance status. In those wth stable disease, there
was a mai ntenance of performance status in 62 percent,

i nprovenent in 15 percent, a decrease in 23 percent.
Looking at all 90 patients, 54 percent maintained their

performance status, 9 percent inproved, 18 percent
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declined, and insufficient followup in 19 percent.

The wei ght changes are |isted here. Again,
we' re | ooking at baseline versus the nedian over study. |In
t he objective responders, a total of 23 percent increased
wei ght by 3 percent or nore, 31 percent were stable, and 6
i ndi vidual s had a decrease in weight. 1'mgoing to cone
back to this in just one nonent. |In those with stable
di sease, 77 percent had stable wei ght over the course of
study, 23 percent had decrease, and |ooking at all patients
together, stability of weight in 54 percent, increase in
wei ght in 7 percent.

Looki ng at the respondi ng patients who had
greater than 3 percent nedian wei ght | o0ss over the course
of m toguazone, ny point will be that there were
extenuating circunstances in all 6 of these patients. 3 of
t hem had opportunistic infections involving the @ tract at
study entry that may have contributed to conti nui ng wei ght
loss. 1 had chronic pancreatitis and H pylori. The other
3 had edema whi ch resol ved during the course of therapy.

The adverse drug reactions are listed on the
next few slides. If we |ook at baseline paraneters first,
82 percent of these patients cane into the study with
anem a, 92 percent had anem a while on mtoguazone. This

i ncluded 4 percent grade 4 anem a, 23 percent grade 3
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anem a.

Neut ropeni a was very inportant to us. 20
percent canme on study with neutropenia, 56 percent
neutropenic during the course of treatnent. G ade 4
neutropenia in 2 percent at baseline, 7 percent during the
course. Gade 3 neutropenia, 2 percent baseline, 11
percent during treatnent.

Thr onbocyt openi a was present in 24 percent at
study baseline, in 42 percent during treatnment. G ade 3
went from 2 percent to 8 percent. Gade 4 went from3
percent to 16 percent.

The clinical inpact of these hematol ogic
adverse events are described here. | just wanted to make
two points. Nunber one, only 1 patient devel oped febrile
neutropenia. This was grade 3 ANC. Furthernore, 18
percent of these individuals received Neupogen, 7 as
prophyl axis, 9 as therapy. So, despite the fact that there
was only 7 percent grade 4 neutropenia, in fact only 18
percent of these patients were on Neupogen.

Looki ng at the grade 3 and 4 non- hemat ol ogi c
adverse events, all grade 3, 12 percent; drug-related, 5.
All grade 4 nonhematol ogic, 4 percent; drug-related, 2
percent. So, those adverse events that were possibly or

probably related to drug, nonhematol ogic, 7 percent grade 3
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or 4.

Just wal ki ng through those toxicities now, the
nost common toxicity of this drug is vasodilatation. It
occurred in 57 percent of patients. What you see is facial
flushing. Either the patient feels hot or flushed or you
can actually see that. This occurs during the infusion.

It goes away when the infusion is over. Gade 3 in 3
percent. No grade 4.

The second nost common side effect of the drug
is paresthesia, often perioral or in other places. This
occurred in 61 percent. Only 1 had grade 3. Again, this
occurs during the infusion. As soon as the infusion is
over, that toxicity goes away.

About a third had nausea and vom ting on the
drug. Only about half were actually treated
prophylactically with antienetics. No grade 4. 1 percent
grade 3.

And then nucositis. This was obviously a
concern of ours because this was a side effect when the
drug was originally used at higher doses. |Incidence of
mucositis, 22 percent; grade 3 in 4 percent, grade 4 in 3
per cent .

QG her than this, the only real grade 4

toxicity, nonhematol ogi c, was abdom nal pain and el evated
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SGOT in 1 patient, the sane patient. This patient
devel oped hepatitis and pancreatitis. Both of them
resolved while still on study.

The reasons for discontinuing treatnment with
m t oguazone are |listed here. 58 percent because of tunor
progressi on, 14 percent because they refused further
treatnent. This was not necessarily because they felt so
terrible. 2 patients refused treatnent because they felt
well. They went traveling to Hawaii and so forth.

Death not drug-rel ated was a cause of
di scontinuation in 16 percent, and other toxicities as
listed here or reasons.

As far as deaths on study, the investigators
reported no death as possibly or probably related to
m t oguazone. The FDA revi ew concludes that patient on
study 4, nunber 10, was highly suspicious of drug-rel ated
death. The patients 008 and 026 "m ght be drug-rel ated.”
And there were al so questions raised for another 4
patients. |'mnot going to go through themall at this
point. 1'd be very happy to discuss themin the question
and answer peri od.

| would conclude. Nunber one, mtoguazone at
600 mlligram per neter squared days 1, 8, and every 2

weeks has denonstrated objective antitunor response,
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| asting from29 to over 675 days, in previously treated
patients with AIDS-rel ated | ynphona.

Nunber two, there was definite evidence of
clinical benefit, particularly in responding and stable
patients.

Nunber three, mtoguazone was well tol erated.
There was only 7 percent drug-related grade 3 and 4
nonhemat ol ogic toxicity. Myel osuppression was of mnim
consequence to the patients.

Nunmber four, mtoguazone has a favorable safety
to benefit ratio for previously treated patients wth Al DS-
related | ynphona.

| think you probably realize from your
docunents that there were sone discrepancies in the
response assessnent between the independent review panel
and the FDA review panel. In discussing these with the FDA
by tel ephone | ast week, they suggested to us that we
incorporate this information into our presentation. W
thank themfor that, and that's what I'd |ike to do over
t he next few nonents.

A major issue | think again was this
i ndependent review group went back for nonths to get every
single piece of data. The FDA has very nicely sunmari zed

this information for you in tabular form It's on page 51
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and 73 in your FDA docunent, and you al so have these slides
that 1'mgoing to show right now.

Now, one of the issues was the issue of
pat hol ogy, pathologic review FDA reviewer comment states
that 6 -- and | see now 7 -- did not have histol ogi c biopsy
confirmation of recurrent |ynphoma prior to the initiation
of mtoguazone. |'mgoing to go through these cases with
you, but to summarize it quickly at this point, these
patients were progressing in the specific sites of
previ ously biopsied and pat hol ogi cally docunented | ynphona.
They had known pat hol ogi ¢ i nvol venrent of | ynphoma. They
relapsed in the exact sites of prior disease. W feel that
it was not necessary to obtain another biopsy at that site
t hat had al ready been bi opsied and pat hol ogically revi ened.

The second issue, according to the FDA revi ewer
who was absolutely correct, was that 4 of these biopsies of
recurrent tunors were not reviewed by the reference
pat hol ogi st by the tinme that the FDA review occurred. As
soon as we realized that, we imedi ately got those slides,
sent themto the independent review panel. Al 4 have now
been reviewed. 3 of them have definite high grade
| ymphoma. 1 has internedi ate grade | ynphona.

So, this is an issue we can discuss, but | feel

strongly that repeat biopsies over and over in the exact
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sane sites are not really necessary in this setting, and
"1l give you the exanpl es.

Now, wal ki ng through the other discrepancies
here, on study 4, patient 005. The independent review
commttee called this a partial response. The FDA review
call ed this noneval uable. The reason was that
chenot herapy, suramn, was given 8 days prior to
m t oguazone. Therefore, the patient was noneval uable. |
shoul d nention, by the way, that suramn was the fifth
regi men of chenotherapy that this patient had had prior to
m t oguazone.

Now, the suram n was given between 2/1 and
2/8/93. W have definite, clear evidence of progression
while he was on suramn, and that's froma CT scan done
1/ 29, just before, and another CT scan done 2/ 10/ 93,
imedi ately after suramin. There was definite increase in
nunber and size of pul nonary nodules. There was definite
i ncrease in nunber and size of nmultiple | ynph nodes both
above and bel ow t he di aphragm

We al so believe this patient is eligible
because he was past the hematol ogic nadir of suramn
toxicity that is supposed to resolve within 8 days. This
patient was treated at that point, not before.

This is another individual who did not have
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hi stologic confirmation prior. He had an initial biopsy.
He had a biopsy at rel apse. The next relapse prior to
m t oguazone was in the exact sane sites.

The second i ssue was patient nunber 20. Qur
i ndependent review commttee said that was a CR  FDA said
noneval uabl e because, nunber one, prior treatnment was 10
days before initiation of mtoguazone.

Now, the issue is as follows. The patient had
a reginmen of both chenotherapy and interferon. The cheno
was given 25 days before the mtoguazone. It was the
interferon that was given 10 days before. W believe this
patient is still eligible because, nunber one, he has
definite evidence of progression while on the chenot herapy
and interferon, and nunber two, the protocol allowed
bi ol ogic therapy wwthin 7 days. This patient had
interferon 10 days before.

The second issue was that the patient had
cutaneous T cell |ynphoma. He had 50 plus cutaneous
| esions that were not all assessed according to FDA. The
fact is that the patient did have 50 | esions. Every one of
t hose | esions was counted at each visit and was |isted on
the sheet. In addition, five were considered signal
| esions and they were also serially neasured. Al of the

50 | esions di sappeared over the course of therapy, and
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t hat's docunent ed.

The ot her issue on our phone call wth the FDA
| ast week, the patient, quote, had other disease on the CT
scan. That's true, and again it brings up how conplicated
t hese patients can be. This patient originally had a
conpl ete response to nBACOD. At the tinme that he was
consi dered a conpl ete responder, he had stable, snal
adenopathy on the CT scan. At that point, that adenopathy
was unchanged over a 2-year period. He had three different
CT scans before m toguazone, each one of them show ng the
sanme small, stable adenopathy. He had no other progression
in any of these sites, even though he had ful m nant biopsy-
proven progression on the skin.

Agai n, a problem of histologic confirmation of
relapse prior to the mtoguazone. He had had bi opsy of the
di sease. He had re-biopsy of the disease at rel apse on
skin. He did not have re-biopsy of the same skin |esion
just before mtoguazone. | can get into nore details
|ater. He had anot her biopsy on study. It did show
| ynphoma and t hen anot her bi opsy on study showed resol ution
of lynphoma. So, we don't believe that's an issue here.

In patient 027, the review commttee says
partial response. FDA says noneval uable. The reason was

that the patient had concom tant cutaneous KS on both | egs
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wi th inguinal adenopathy that was foll owed as putative
| ymphoma. He did have KS, but this was inactive during the
entire course of therapy. This was eligible on the
pr ot ocol .

The reviewer also states that the response was
not confirnmed 1 year later, and this was conplicated in
this case. Mtoguazone was begun on 8/ 2. He had axillary
node. Actually that was renoved by biopsy. He also had
cervical and fenoral nodes. He had right chest and |eft
fl ank skin nodules. Al of the skin nodules, al
adenopat hy resol ved by 8/23, although he had shoddy
cervical nodes that remained. This was confirned, the
resolution, by 9/6, other than the cervical nodes.

Then all skin nodules, all adenopathy still
resol ved on 9/20, but the exam ner noted small bilateral
axillary I'ynph nodes at that time. W did not know |
t hought that that m ght be reactive. They were very small,
or it could be the tunor flare and we were allowed to go
further to see. W did and when he cane back again on
10/5, the axillary nodes were gone with no new di sease.

The axillary nodes were still gone on 10/19/94, even
t hought at that point he progressed el sewhere. So, |
beli eve we have confirnmed this response for the required 1-

nmont h peri od.
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On patient 029, the review conmttee said
conpl ete response. The FDA review says partial response
based upon the fact that the patient had persistent
periaortic and inguinal nodes. Just wal king through this
one, the patient had CT scans on 7/18 and 7/27 prior to
m t oguazone. They showed smal |l periaortic nodes and
i ngui nal nodes. He then got mtoguazone on 8/ 19. CT scans
on 10/14 and 11/16 showed, to quote the report, tiny
periaortic nodes which had decreased in size and resol ution
of the inguinal nodes.

Now, in this case we had galliumscans, and it
turns out the gallium before mtoguazone was positive in
the periaortic area at the tinme that he had these smal
nodes, but after m toguazone, when he had the tiny
periaortic nodes, on 11/25 and again on 12/13, those
gal | ium scans were negative. Again, | feel strongly that
this is consistent wth conpl ete response.

On patient 28, the review conmttee said that
was CR.  FDA bel i eves noneval uabl e because the patient had
prior chenotherapy, CHOP, 2 days before the initiation of
m t oguazone. The patient was treated with MACOP on 7/27/95
and 8/ 10, two doses. His |ast dose of the chenb was on
8/10. He started m toguazone on 8/24, 14 days later. What

he did have was the residual of the tapering doses of
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predni sone, and that was tapered down through 8/ 22. So,
think that's what the confusion was all about.

Wil e he was on MACOP, he had definite disease
progression. He had two perirectal nasses at the onset.
By the tine that the second dose of MACOP was conpl eted, he
had three perirectal masses. The tunor nass went from 8
square centineters to 11.25 centinmeters squared. He had
di sease progression.

Now, the perirectal induration and three nmasses
were nmeasured on every visit. Al of the nasses resol ved
by 10/19. The induration was resolved by 10/30. He then
went ahead and had bi opsies on 9/23 and 10/ 26. Both of
t hem showed no evi dence of | ynphona.

We are very conservative in our statenment of
the duration of response. Qur last skin biopsy on 10/ 26
gave us an objective 34 days duration of response. In
fact, this patient was foll owed by the physician. He
becane ill later with Salnonella and so forth. He was
foll owed at home, and up to 101 days after the institution
of response, the patient still had a conpletely negative
examas it relates to the | ynphomat ous di sease.

Again, the issue of histologic confirmation.
He had had a biopsy of the rectal mass. He did not have a

bi opsy of the exact sane rectal mass 2 nonths |ater.
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Lastly, you don't have these two slides in your
packets there. These were considered uncertain response
status. We weren't that off, | didn't think, fromthe FDA
review, but | quickly just want to say them now.

Qur independent review conmttee says CR  FDA
says CR of uncertain response status because in this case
it was a gastric |lynphoma with "inappropriate” follow up
met hod on the CT scan. Can you really get good neasurabl e
disease? And | totally agree. This is a difficult issue.
| don't deny it.

But the data is this. Baseline CT scan 9/28/93
was read by the independent radiologist as a 3 by 3
centinmeter soft tissue mass on cut 27 on the greater
curvature in the exact sane |ocation as an abnormality on
an upper Gd. Mtoguazone was started on 10/8. There was
di sappearance of that mass on 12/ 15 and again on 2/17. The
pati ent underwent endoscopies and biopsies. On 9/15/93
t hat showed hi gh grade | ynphoma. There was a small focus
of low grade within the material. There is absolutely no
gquestion. The formal sign-out is high grade, and prognosis
for the patient and treatnment decisions are based on the
hi ghest grade of |ynphoma within the specinen. This was
signed out as high grade. 1In any event, he had the first

bi opsy, high grade.
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He then had serial endoscopi es and bi opsi es,

12/ 16/ 93, 2/18/94, 12/29/95. Al of those showed no
evidence of |lynphoma. This is the mass that | believe is
measur abl e on upper G series. This is the CT scan, the 3
centinmeter nmass that was called by the independent review
pat hol ogist. This is the resolution of the mass on the CT
scan. This is the original biopsy. It's totally
infiltrated by high grade | ynphoma. This is the biopsy
after course 2, just residual reactive plasma cells. This
is a biopsy after course 4. The patient renmains alive. He
remai ns W thout evidence of disease.

One last and then I'Il | eave you al one, and
this is the last uncertain response status. Qur
i ndependent review commttee says CR FDA says CR but
esophageal |ynphoma with inprecise foll ow up nethod.

Again, | agree. This is a difficult issue.

The patient was begun on m toguazone 10/4. CT
scan at baseline 9/22 showed neasurabl e di sease. There was
a mass thickening nmeasuring 4 by 4 centinmeters in the AP
and transverse dianmeter wth thickened esophageal wall.

Bi opsy of the area was done. It was positive for |ynphona.

He then had a repeat CT scan 11/1/95. That
showed a PR The mass is docunented. |It's neasured at 2

by 2 centineters. |In addition, the cardi ophrenic node that
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was present is now resol ved.

He then has another CT scan on 12/4/95. It
showed only m nimal thickening of the distal esophagus,
| ess than the 11/1/95, with di sappearance of the mass. A
scan 1/4/96 showed m | d unchanged wall thickening, with
repeat biopsy again showi ng no evidence of disease.

So, it's there on the CT scan, although it's
difficult, and it's also there on the biopsies. It was
i nteresting because the bi opsies showed sone inflammatory
reaction and that was | believe the residual m ninmal
t hi ckening of that distal esophagus. Again, this was
judged as CR by the review committee.

| would like to conclude sinply by giving ny
perspective as a physician who treats patients with Al DS-
related | ynphona.

Nunmber one, as |'m sure you know, there are no
approved or acceptable alternatives for these patients
after they have received first-line therapy. This is an
extrenely difficult situation to be in both as a physician
and as a patient.

Nunmber two, although the response rate to
m t oguazone i s nodest and while there may be a few
differences in interpretation of the nunber of responders,

m t oguazone clearly has denonstrated efficacy by both
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reviews. These are individuals who would not have lived if
it were not for this drug.

Nunber three, the incidence of severe toxicity
W th mtoguazone is very low, albeit it obviously not
negligi ble. However, the agent does not cause significant
probl ens for those patients who do not respond. In other
wor ds, you have not |ost anything by giving it a try, and
if it works, beautiful. |If it doesn't, you can go on to
try sonething el se.

Lastly, | feel strongly the drug should be made
avai l abl e as part of our very limted armanmentari um

Thank you very nuch.

DR. DUTCHER: Thank you, Dr. Levine.

Do you have a statenent you wanted to make?

DR. SANTABARBARA: Thank you, Dr. Levine.

As we have heard, the proposed indication is
m t oguazone is indicated for the treatnent of AIDS-rel ated
non- Hodgki n's | ynphoma in patients who have received at
| east one prior potentially curative reginen.

As a part of the accel erated approval
gui del i nes, the sponsor is conmtted to do a post-approval
phase 111 trial. ILEXwII have a neeting with FDA this
Thur sday, June 26th, to finalize the details of this

trial's design
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Now, if there is a statenent or another --
otherwse, I'lIl be happy to --

DR. DUTCHER: W have sone questions, yes.

Dr. Abranms, do you want to start?

DR ABRAMS: Sure.

The first question for Dan. Interesting the
drug, devel oped or synthesized 99 years ago, has actually
-- fromthe informati on we have through the NC annual
report and PDQ there have been phase Il studies in 33
previ ous malignancies and 7 phase I1l. Both of these did
include patients with NHL and Hodgkin's di sease. The data
that you presented fromthe studies that were reported in
the early 1980s with 24 to 46 percent response rates from
Menorial and SWOG. | wonder what ever happened with that
information. Wy wasn't anything acted upon at that tinme?

DR. VON HOFF: Well, | think the good news was
it was published, so we can reference it, that's for sure.

But | think because the drug was synt hesi zed
such a long tine ago and of course was off patent, no one
was interested in pursuing it. | think, as you know,
peopl e have put it in many conbi nati ons, M NE conbi nati ons
and others, and they've seen activity, but there was not a
ot of interest in pursuing it | think because it was

synt hesi zed so long ago. | believe that that's the nunber
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one reason. Sorry | can't be nore specific than that.

| know the NCI was giving it out for quite a
long tinme, and thanks to their sponsorship, they kept it
alive in sone people's clinical investigation.

DR. ABRAMS: Dr. Levine, | have a question.
Can you give ne the distribution by sites of the CRs and
PRs, the 6?7 Wre they all localized in a few of the sites
or were they disbursed evenly anong the sites?

DR. LEVINE: If you can wait one nonent, we
will get the slide for you.

DR. SANTABARBARA: Do you nean by di sease site
or by investigational site?

DR. ABRAMS:. Investigational. There you go.

DR. LEVINE: This is the data. Most of the
responders were in those sites that enrolled nost of the
patients. So, | definitely can say that about it. O her
than that, no real conment.

DR. ABRAMS: The CRs | guess because it's 6.
That's study 4. How about --

DR. LEVINE: No, no. This is study 4 and the
next slide please. That's study 7. So, again, the sites
that tended to enroll the nost tended to see nore
responders, but again you'll see responders in other sites

as well, the small sites.
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DR. ABRAMS: Wth regard to the 4 versus 7,
what actually do you consider to be the difference between
the two studies?

DR. LEVINE: The difference was really twofold.
Nunber one, on nunmber 7, there was a prospective attenpt to
get data as far as clinical benefit. So, as far as the
design, that was the big difference.

The other difference was that the patients on
the first study, on 004, were sicker. They had had nore
regi mens of chenotherapy prior. The overall nunber of
patients with one prior reginmen of therapy was nuch greater
on study 7 than on study 4. So, it was getting people who
were a little bit less heavily pretreated, the second
st udy.

DR. ABRAMS:. But that was mandated by the
protocol or was that --

DR. LEVINE: No. | think the word was out in
the community the drug was there.

DR. ABRAMS: But | nean, in truth, the two
protocols were really the sane.

DR. LEVINE: Yes, they're the sanme protocol.
One is nmy clinical sense of the patients and the other is
the prospective clinical benefit data on 7.

DR. ABRAMS: This question about giving
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patients drug within a 14-day period of receiving prior
t herapy, you nentioned in that |ast case that the patient
m ght have still been on steroids and that m ght have been
the effect. But certainly the response to treatnent given
wi thin 14 days m ght be com ng | ater obviously and that
woul d obfuscate --

DR. LEVINE: Yes, it's true, no question. But
that's why the cases that were coded as response had
absol ute objective data show ng real progression during
that period. It wasn't a subtlety of one-half centineter
in a lynph node. These were mmjor progressions.

DR. ABRAMS: | thought it was very striking
that of the conplete responders, 5 out of 6 were CRs to
their prior reginmens, including their nost recent one. So,
doesn't this sort of predict that the biology of the tunor
is very sensitive to whatever intervention?

DR. LEVINE: | would answer yes and no. Nunber
one, of the 6 conplete responders, 5 of themdid have
conpl ete response to the prior, but the other had primary
refractory di sease, got that infusional CDE reginen, which
is a good one, but had progressive di sease, would have been
lost if it were not for this drug. So, that was
interesting to ne.

On the partial responders, the same concept was
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not true. So, of the 7 partial responders, 4 of them had
progressive di sease on the i medi ate regi nen before
m t oguazone.

So, | don't really agree with what you said.
Kind of but not really.

DR. ABRAMS: Ckay.

(Laughter.)

DR. ABRAMS: | notice also that 2 patients were
reported to have devel oped squanous cell carcinoma during
therapy. Were there any nore cases of squanous cel
carcinoma? |Is there any idea of where this canme fron?

DR. LEVINE: No. |[|I'mnot aware of any other
case. One was about the sane rectal area in a patient who
al so had rectal |ynphoma. As |I'msure you know, there

appears to be an increasing incidence of squanous cel

carcinomas in patients with HV. So, | assune it's rel ated
to the HV status and what we'll all learn in the nonths
ahead.

DR. DUTCHER: | have a couple of questions.

Can you talk a little bit nore about the pain
syndronme? Because in non-AIDS | ynphoma, that's not usually
considered a clinical feature. Could you just talk about
what you think the pain was fron? Because you present very

heavily that clinical benefit nmeans pain relief.
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DR. LEVINE: | wasn't saying that that was |ike
a systemc B synptomof the |ynphoma. The pain in each
case was related to where that |ynphoma was. So, for
exanpl e, the patient who has the rectal masses woul d have
conpl ai ned of pain there. | showed patient nunber 6 on
study 4 who was on |V norphine. He had extraordi nary bone
pain, and it was due to the bone marrow i nvol venent j ust
pressing on the periosteum So, it wasn't in ny view
"l ynphoma pain" in a nonspecific way. It was the site of
| ynphomat ous di sease causi ng the pain.

DR. DUTCHER: Can you also comment? There are
several -- and | don't renenber the exact nunber of
patients -- that were responders but did not have
i nprovenent of B synptons.

DR. LEVINE: Yes, they were partial responders.
We t hought the sane. | was curious about it, but sone of
that was the weight and that was confusing. | expected
that we woul d see maybe weight gain in all responders, but
if you al so have CW esophagitis and Sal nonella and so
forth, there are other factors. So, it was really the
wei ght that you did not see conme back in some of those
partial responders.

DR. DUTCHER: And could you also comment? When

did the nonresponders cone off study? How fast did they
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grow t hrough this?

DR. LEVINE: W have specific data. |If you can
tell me the exact tine. | believe it was 40 days. It's
about a nonth. | believe the specific was 40 days tinme to
progr essi on.

DR. SANTABARBARA: Per cycle.

DR LEVINE: Per cycle, okay.

DR. DUTCHER: Does anybody el se on the
commttee have questions? R chard?

DR. SCHI LSKY: | have one question for you
while you're there. | think one of the difficulties that
|"mhaving in interpreting the data and | suspect others
may have is the fact that there are many causes for
adenopathy in these patients. So, it's alittle bit hard
to know when the | ynph node shrinks whether it's shrinking
because of regression of |ynphoma or sone other reason.

Now, you stressed the fact that many patients
were progressing in sites of disease that had previously
been bi opsied and were known to have | ynphoma at the tine
that they went on the therapy. | guess what 1'd like to
know i s whether you can tell us if patients were regressing
in sites that were previously known to have | ynphoma
because it seens to ne that that's really the critica

i ssue.
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DR. LEVINE: | have to think about the 90
patients to be able to answer that, but let nme start in
anot her way.

88 percent of these patients had extranodal
i nvol venent. Fromthe very beginning of the epidemc -- |
agree with you -- | published early the inportance of |ynph
node biopsy in gay nen with | ynphadenopathy. | conpletely
agree with you.

But what we're tal king about here is extranodal
| ymphomat ous di sease, and in that setting | can't prove
that every single |ynph node that was al so there was
| ymphoma. \What we do know is that in general, for exanple,
in one of the cases that was questioned -- it was patient
005 -- he had on his previous treatnent pul nonary
i nvol venent, multiple lung nodules, as well as nodes
everywhere above and bel ow t he di aphragm During the | ast
treatnent, he had progression, objective progression,
everywhere in size and nunber of |ung nodules and in size
and nunber of |ynph nodes.

So, on the one hand, | don't think it wll ever
be possible to prove in any kind of study of this sort that
every single lynph node that's big is really |ynphoma. |
guess what |I'mgoing to hang ny hat on is that these

pati ents had extranodal disease and nost in fact, as you
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know, do. So, | think that's the fairest way to answer.

MR, JCEL MARTI NEZ: | have questions about the
desi gn.

The first one is how did you cone up at this
dose? It seens to ne that it was done just with the PK
studies and the half-life rather than any kind of efficacy.

DR. LEVINE: I1'mgoing to answer a little bit
and then Dr. Von Hoff perhaps.

We tried higher, 900 mlligranms per neter
squared. The bottomline is you can't get it in.

Miucosi tis.

MR. JOEL MARTI NEZ: How about | ower?

DR. LEVINE: Lower we didn't really try because
600 seened to be the way to go, but Dan can answer that
with history that | don't have

DR. VON HOFF: | guess | could answer that's
how | got some of my gray hair because, as Dr. Abrans
poi nted out, we tested m toguazone over the years -- since
the early 1970s, we've had clinical experience with it --
and found that in Dr. Warrell's study in the Sout hwest
Oncol ogy Goup with escal ati ons of dose to 600, 600 was
extrenely well tolerated. But if you go to 900, as we
denonstrated in this study, then you get the nucositis

back. So, we wanted to use the nost of the agent possible



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

98
with the | east grade 3 and 4 side effects. So, that's what
we were after.

There was one other target we were using. W
knew that Raji cells, Burkitt's |ynphoma growing in
culture, that you need to have about 10 mcrogramper m to
have the cytotoxic and cytostatic effect against those
Burkitt's |lynphoma cells. The plasma concentrations that
one can reach in the 600 mlligrans per neter squared range
anywhere from7 to 40 mcrograns per m. And we were
afraid to go below that so we could get below that 7
because we felt it would not be cytostatic or cytotoxic to
the | ynphoma cells. That's how we sel ected the dose.

MR. JOEL MARTINEZ: But never in patients,
right? You' ve never given the |ower dose in patients.

DR. VON HOFF: Onh, yes. In the initial
Sout hwest Oncol ogy Group phase | study, which we did in
1979, we started at 100 mlligranms per neter squared and
wor ked up.

MR, JCEL MARTI NEZ: And the second question is
why is this going for a second-line therapy instead of a
first-line therapy? How was that decision nade to pursue
that rather than as a first-1line?

DR. VON HOFF: Well, it was felt at the tine of

the design of the studies that, nunber one, the initial
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patients that were treated under a National Cancer
Institute study had progressed on first-line therapy. |
woul d say all clinicians felt that we had sone effective
therapy for first-line treatnent and it would be very tough
to bring a single agent into a first-line situation where
you knew that you had sone patients who could achi eve a
conpl ete response rate. The New Engl and Journal article
that just came out shows that with the nBACOD regi nen, one
can get conplete rem ssions and we shoul d keep that as at
| east the beginning in a disease.

DR. DUTCHER: Dr. Margolin?

DR. MARGOLIN. | assune, since you didn't say
specifically, that there is no standard or approved drug or
drug conbi nation as first/second line therapy for AlDS-
rel ated non-Hodgkin's | ynphoma. So, instead of pushing on
that and the perhaps lack of trials that are this rigorous
for other drugs or conbinations, if you could just tell us
what you think of as the standard first/second-Iline therapy
for patients with a reasonabl e perfornmance status who don't
have ot her active malignancies or Os in this disease.

DR. LEVINE: Your point is extrenmely well
taken. There is very little data in the literature as far
as any reginen for patients who have failed initial front-

line therapy. You've said it but | just want to say this
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out loud. There are two reginens in the literature.

One | nentioned by Tirelli in Italy, VP16,

m t oxantrone, and predninmustine. That was tested in 19
eval uabl e patients. By definition they had had only one
prior reginmen of chenotherapy. The conplete remssion rate
there was 26 percent. On the other hand, 42 percent had
grade 4 neutropenia. The nedian survival was only 2
months. So, that's one study that we could use as an
exanpl e.

Anot her is a study of high dose nethotrexate
and AZT. That was given in both patients with previously
-- nost of the patients had untreated disease. Only 8
patients had had previously treated di sease. 2 of them had
had very, what | would consider, noncurative therapy. One
got vincristine/ predni sone before and the other got al pha
interferon as the only treatnment before. So, that's 6
patients in the literature.

Dr. Kaplan, can you speak to that as wel|?

DR. KAPLAN: 1'd just like to add that in our
experience with second-line therapy in studies that we've
done at San Francisco General using conbi nations of
i nfusional ifosfam de and et oposi de, the objective response
rates are higher but the response durations in all cases

and in all of the second-line therapeutic trials that Sandy
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is tal king about are really very short, on the order of
about 3 nonths. So, we are dealing with a popul ati on where
we really have pretty limted resources in terns of
t herapeutic options, and this is one that doesn't tend to
make our patients sick and one that you can adm nister to
patients who have poor hematol ogic reserve, as many of
t hese patients do, particularly after they've gone through
a variety of other conbination reginens.

DR. LEVINE: So, to answer, you said what woul d
my first choice be for second-line treatnent. Forgive ne,
but it would be mtoxantrone -- mtoguazone. |'msorry.

(Laughter.)

DR. LEVINE: | knew | was going to do that
once. | picked the wong tine to do it.

(Laughter.)

DR. LEVINE: The bottom|line, though, is that
basically you don't burn a bridge there. You see right
away the patient responds. |It's fairly easy to tolerate
and then you go on to sonething else if you have to.

DR. FORASTIERE: | was wondering if there's any
data on change in urine spermne levels with the drug at
this particular dose | evel and whet her there was any
t hought to doing that as a correl ative study.

DR LEVI NE: It's an excellent idea. W have
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not done it and we were tal king about it several weeks ago.
We do have plasnma stored on these patients and don't have
urine stored, but we can go back and | ook at sonme of the
pl asma data and try to correlate with response. W did not
do that originally.

DR. ABRAMS:. Has anybody | ooked at Taxol ?

DR. LEVINE: No. Judging fromthe people
speaking earlier this norning, we should use it for
ever yt hi ng.

(Laughter.)

DR. ABRAMS: | noticed that nost of the
patients in the two studies conpleted the trial prior to
t he advent of protease inhibitors being wdely avail abl e.
So, that's good.

DR. LEVINE: There were 3 patients on the trial
who were on saquinovir. No other protease inhibitor was
used, and in fact 39 of the 90 were on no anti-HV drugs
comng on to mtoguazone. There was no relationship
bet ween the use of antiretroviral drugs and the ability to
respond or not. So, for exanple, of the 6 conplete
responders, 3 were not on antiretrovirals. O the 7
partial responders, 3 were not on any antiretrovirals.

DR. ABRAMS: | also noticed that the patients

were evaluated prior to the wide availability of H 'V RNA
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testing as well, but has there been any attenpt to |look to
see if the drug itself had any inpact on HV RNA levels in
patients?

DR. LEVINE: Yes, it did and we do have a slide
on that. W've |ooked at 10 patients with serial H 'V RNA
| evel s, and we did not | ook over the long term but we
| ooked over the first week of therapy. As you may or may
not be able to see when we find this slide, there was no
substantive change in the H'V RNA | evel s.

| got them not because | was expecting that
t hey woul d get higher, but the patients were |living | onger
than | expected, |like the stable disease. | wondered if it
was doi ng sonething in a positive sense. | don't really
think so, but median HV RNA | evel at baseline, 21,000; 24
hours later, 21,978; 48 hours later, 16,000; 72 hours
| ater, 10,000 as a nedian. And these are the ranges.

One of the interesting things to ne is the
range. Here's sonebody comng on study with a viral |oad
of 1,000, sonebody else comng on study with a viral | oad
of 1 mllion. So, there's a trenendous range in viral |oad
in these individuals.

It certainly didn't make it worse. | don't
think it made it better either.

DR. ABRAMS: Well, it's too bad you didn't
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followit for 3 weeks or sonething.

DR. LEVINE: Right, right.

DR. GELBER Can | ask for a clarification on
t hat ?

DR LEVI NE: Yes.

DR. GELBER  Are those the sane subjects in
each one of those lines that are being foll owed?

DR LEVI NE: Yes.

DR. GELBER  Sane patients.

DR. LEVINE: W had done pharmacoki netic work
using plasma and we had all of that stored plasma and that,

so we had specinens over those tine lots on the sanme

peopl e.

DR. GELBER  Retrospectively eval uat ed.

DR. LEVINE: Yes, yes.

DR. GELBER | have one question. W' re being
asked to | ook at phase Il trial data as adequate and well -
controll ed evidence for effectiveness and safety. 1'd like

you to comment a little further about any other changes
that m ght have taken place in the care or managenent of
the subjects in these trials over tine.

DR. LEVINE: The point is a very good one. |If
the two trials had gone into the tinme of w despread use of

protease inhibitors, that woul d have been a very big deal
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| think that would have been a hit to the study. W
couldn't have proved that they did better because of the
drug. But in fact only 3 patients were on protease
inhibitors. Oher than that, other antiretrovirals and
ot her reverse transcriptase inhibitors were |licensed over
the course of time, but again no rel ationship between use
of those drugs and response.

DR. GELBER | see, so that the patients, when
they canme into the trial, did not have any change in either
their therapy for Os, their antiretroviral therapies of
any type, adding a second agent, changi ng ot her
antiretroviral therapies. |1'mnot just tal king about
pr ot ease here.

DR. LEVINE: Right.

DR, GELBER |I'mtal ki ng about ot her
i nterventions.

DR. LEVINE: Right. WlIl, just to start as one
exanpl e, 26 percent of the patients cane onto study with
opportuni stic infections. They were on all kinds of drugs
as | kind of alluded, but ganciclovir and phoscarnate were
comonly used and so forth. Those patients woul d have been
on those drugs throughout. Basically we would not have
stopped the treatnment for atypical TB or for CW.

6 percent devel oped opportunistic infections
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while on treatnment. To put that in context, in the ACTG
142 trial that was just in the New England Journal, 22
percent of those patients devel oped Os on treatnent.

So, here 6 percent did develop Os, which
wasn't all that bad to be honest. Those patients would
have had additional therapy for those Os, but other than
that, there were no major changes there in the treatnents
they were getting. Pain nedicines went away.

DR. GELBER | guess ny main concern is at the
initiation of the trial time, rather than changes that
m ght have happened over tine in the trial.

DR. LEVINE: No. W did not change, and that's
why, as an exanple, one of the eligibility criteria said
that the patient could be on concomtant investigational
antiretroviral drug or conpassionate use antiretroviral
drug. W didn't change. The only thing that we changed --

DR. GELBER  Not hing el se changed at the
initiation of the trial except for the study drug.

DR. LEVINE: No. Mtoguazone. No.

DR. ZzOLS: Could you conment nore about the
correl ation between the response to treatnent and change in
performance status? It |ooks like very few patients really
had an i nprovenent in performance status and sonme who

actually progressed on treatnent had inprovenent in
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per f ormance st at us.

DR LEVI NE: Yes.

DR. OzOLS: So, what's the net benefit?

DR. LEVINE: | think the net benefit -- it's
difficult to get. |[|'mspending sone tinme now on Karnof sky
performance status. W used the Karnofsky scal e as opposed
to the SWOG scale sinply because it has a wi der splay and
we t hought we could get nore subtleties there than just a
4- poi nt base on the SWG

It's a difficult call because it's subjective.
W're dealing with 18 different institutions. Sonebody may
call sonebody an 80 percent, sonebody el se would call that
a 90 percent. It's difficult to say.

We got the data and | think the nost | can say
about that performance data was that nost of these patients
did not fall to the ground. The issue is, in ny view that
basically they did not becone terribly ill because of the
drug.

DR. OQzOLS: But | nean, even the ones that
responded, only 30 percent of the responders had an
i nprovenent in performance status.

DR. LEVINE: Right. As an exanple, there were
several individuals who were coded on study as being 100

percent performance status. Now, in ny own view that's not
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conpatible wwth a diagnosis of recurrent |ynphoma, but that
was seen. W got data back in that regard. So, it was
confusing to ne. It was difficult for me to eval uate that
performance data. | guess that's the best | can say.

DR. SCHI LSKY: This may seemlike a mnor point
but it seens to ne that when you have so few responses,
it's inportant to | ook at every one of themcarefully.

l'"d like to go back to the patient who had
previously received suramn prior to going on the study.

DR. LEVINE: Right.

DR. SCHI LSKY: So, as | understand what you
showed on the slide, the patient was denonstrated to have
di sease progression 2 days after conpleting the several -day
course of suram n.

DR LEVI NE: Yes.

DR. SCHI LSKY: That's being clainmed as evidence
of tunor progression while on suramn. O course, suramn,
as | recall, is a drug that previously has been reported to
show sonme responses in patients with |ynphoma and, of
course, is a drug that has a half-life in the circulation
of about 50 to 60 days.

DR. LEVINE: Right.

DR. SCHI LSKY: So, one could anticipate that

the suram n woul d be around for probably nuch of the
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remaining lifetime of this particular patient.

DR LEVI NE: Yes.

DR. SCHI LSKY: So, how can you concl ude from
that that the patient had objective progression while on
suramn and that the suramn played no role in the response
that the patient manifested?

DR. LEVINE: | understand your questions very
well, and |I'd nake several points.

Nunmber one, the patient canme off suram n not
because of di sease progression. He canme off suramn
because he devel oped deep vein thronbosis. That was one of
the conplications of the drug and he was off. Now, while
that occurred, we still had evidence of disease in |ung,
multiple |'ynph nodes, and so forth.

Next, the question was, now what are we goi ng
to do to treat the | ynphoma? At that point we got repeat
di sease paraneter assessnents again and that's where we saw
this definite progression.

Now, | realize that suram n has been associ ated
wi th response in | ynphoma, and the fact of the matter is
that basically that was ny patient that was reported. This
is avery clearly different case. He has small cleaved
follicular |lynphoma. He was originally treated with

suramn in May of 1985. He had a conplete rem ssion by
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Decenber of 1985 and has remained in conplete rem ssion
since that tinme. He remains well. So, that is an anmazi ng
case.

We then opened a study in subsequent years
| ooking at suramn. This was one patient. W' ve never
again seen a response, unfortunately, to suramn. 1|'l]|
make a joke. The patient is a mnister. He was patient
nunber 1 on our first trial in 1985. He was treated on
Good Friday, and he believes that this was God. So, maybe
it was God, maybe it was suramn, but |I'mnot used to
t hi nking of suramn as a really effective agent, although
your point is extrenely well-taken. | understand.

DR. DUTCHER: | think we are going to have to
end the discussion. W've gone a little bit over tine, but
that's okay. |It's a good discussion. W're going to take
a 15-mnute break. W're going to neet back here at 10
m nutes after 11:00 for the FDA presentation which will be
allotted its full tine. W're going to have to cut |unch
short a little bit.

(Recess.)

DR. DUTCHER: Can we get started please? W'd
like to proceed with the discussion and we'd |like to have
Dr. Albert Lin fromthe FDA present the FDA eval uation of

t he m toguazone dat a.
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DR. LIN. Good norning. Ladies and gentlenen,
on behalf of the FDA review team | will be presenting to
you our review on this new drug application, NDA nunber
20-709, the application for Zyrkam ne, which is mtoguazone
and is al so known as M3BG

First, | would |ike to acknow edge ny team
menbers. The FDA review teamincludes the chem sts,
phar macol ogi sts, statisticians, and nedi cal oncol ogi sts,
al so other specialists in different disciplines. | would
like to thank them for their support during the review
process and in preparation for this presentation.

The proposed indication, as you heard earlier,
is for treatnment of AIDS-rel ated non-Hodgkin's |ynphoma in
patients who have been previously treated with at | east one
potentially curative reginen.

My hal f-hour presentation will include
introductory remarks foll owed by di scussion of clinical
trials, patient population, and results fromclinical
trials. | wll spend nost of ny tinme focusing on the
results fromthe clinical trials.

Publ i shed data on the treatnent of relapsed and
refractory Al DS-rel ated non-Hodgkin's | ynphoma are sparse.
Two abstracts and one article deal with this subject using

agents other than MGaBG Review of the literature reveals
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two points. First, the response rate ranges from O percent
to 33 percent. Second, the survival for the conplete
responders can be as long as 13 nont hs.

A brief regulatory history of M3BG is shown on
this slide. 1In late 1992, the National Cancer Institute
began the first clinical trial, 1DD004, on AlIDS-rel ated
non- Hodgki n's | ynphoma. Eventually the sponsorship woul d
transfer to ILEX, the applicant for this NDA

The second clinical study, |DD007, was
initiated in 1994.

Toward the end of the first study, before the
initiation of the second study, we net with the sponsor.
The agency strongly recomended that a random zed
control |l ed study or a dose-response study should be the
next step for drug devel opnent. However, the sponsor
decl i ned our suggesti on.

The NDA was subm tted in October 1996. The
CDAC neeting was planned for March 1997. However, the
nmeeti ng was postponed at the applicant's request.

" mgoing to skip the next few slides.

Two very simlar phase Il studies, |DD004 and
007, provided the basis of efficacy and safety data in this
subm ssion. Wen the primary endpoint in a study design,

i ncluding the evaluation of efficacy and safety, are
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conpared, the simlarity of these two clinical trials is
appar ent.

The only difference | would say is the way in
whi ch sone of the efficacy paraneters were collected. In
the 1 DD004 study, the | ynphoma-rel ated synptons/signs were
collected retrospectively. In the |IDDO07 study, the
informati on was col |l ected prospectively. The pain VAS
rating was not collected in the | DD004 study. However,
these data were collected prospectively in the | DDO07
st udy.

Twenty-two investigators from21 study sites
were involved in one or both studies. Six of them
participated in both studies and enrolled 80 percent and 51
percent of patients in the | DD0O04 and 007 st udi es,
respectively.

This slide shows the study site nunber in the
first columm, the nunber of patients enrolled at each site
in the second colum and the nunber of applicant's
responders in the third col um.

About one-third of patients were enrolled at
study site nunber 1 and nunber 15. Both sites accounted
for the majority of objective responders clainmed by the
applicant. No other sites had nore than one responder.

The primary objective of this study was to
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exam ne the efficacy and safety issues of MaBG in treating
patients with Al DS-rel ated non-Hodgkin's | ynphoma. The
second objective was to evaluate the quality of |ife anong
patients treated wth M3BG

The slide shows the eligibility criteria. The
protocol calls for patients to have at | east one prior
potentially curative reginen at |east 14 days prior to M3BG
t herapy and havi ng bi di nensi onal | y neasur abl e di sease.

In addition, confirmation of pathol ogy was
required. Specifically the protocol calls for internediate
or high grade | ynphona.

This slide lists the exclusion criteria.

Pl ease note that primary CNS | ynphoma is in the exclusion
criteria.

This slide shows the dose and schedule for this
protocol. | just wanted to nention that cycle 1 consisted
of three treatnents

The definition for conplete response i s shown
on this slide, and | just want to enphasize that the
protocol calls for all neasurable disease sites to be
foll oned and neasur ed.

This slide shows the definition for parti al
response. Again, | just want to enphasize that the

protocol calls for all neasurable disease-site lesions to
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be nmeasured, and the response should be durable for at
| east 1 nonth.

Let's ook at the patient population for a
second.

81 out of 90 patients had intermedi ate or high
grade non-Hodgkin's |ynphoma. O her histologic findings
i ncl uded m xed | ow and hi gh grade non-Hodgkin's | ynphoma,
| ow grade and T cell non-Hodgkin's |ynphoma. 1 patient had
pl asmacyt onma. Anot her one had Hodgkin's disease. And the
2 other patients. One had unclassified | ynphoma, 1
patient's diagnosis was uncertain.

It should be noted that of the 13 M3BG
responders described in this subm ssion, 7 did not have
hi stol ogi c confirmation of recurrence and 4 others had
bi opsi es of recurrence but the biopsies were not revi ened
by the reference pathol ogists, as you heard earlier.

In terns of the pathology review, 49 out of 90
patients had rel apsed pathol ogy materials. 25 of them were
reviewed by the reference pathologist. 39 patients only
had the original pathology reviewed. Neither the original
or the rel apsed pathology material was available in 2
patients.

A confirmed diagnosis of relapse in 8 patients

is inportant. Because of altered i mmune systens, patients
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with HV infection have an increased risk for AlDS-defining
mal i gnanci es shown on the | eft-hand side of the slide and
non- Al DS- def i ni ng mal i gnanci es shown on the right-hand side
of the slide.

At baseline 9 of 90 patients had KS. Again, 1
addi tional patient had Hodgkin's di sease. Another one had
pl asmacyt ona.

During study, at |east one of the applicant's
responders devel oped KS. Another one was di agnosed with
squanous cell carcinoma. The inportance of histologic
confirmation of recurrence cannot be enphasi zed enough in
this patient population at risk for opportunistic infection
in a wde variety of malignancies.

This slide lists the prior therapy anmong the 90
patients. 88 patients received chenot herapy as prior
therapy. 1 of themreceived M3BG on a conpassi onate
protocol and this was the only chenotherapy the patient
recei ved. Anong the other 2 patients who did not receive
chenot herapy, 1 had primary CNS | ynphoma. Anot her patient
received radiation only for a localized cutaneous T cel
| ynphoma on the foot, and the pathol ogy was not confirmnmed
by the reference pathol ogi st.

Response to prior chenotherapy is shown on this

slide. 11 percent of them had conpl ete response to prior
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chenot herapy and rel apsed afterwards.

Let's ook at the results for a second. Before
we | ook at specific response paraneters, let ne take a
couple nmoments to go through sonme of the applicant's
responders. In the interest of tinme, and as you heard
earlier about the comments, | will briefly just coment on
sone of these patients.

Anmong 13 responders cl ained by the applicant,
t he FDA assessnment differs for 8 of them The first
patient was 4-002. W feel the response status on this
pati ent was equivocal. The patient had two epi sodes of
nonconpl i ance | asting several weeks. As a result, the
i nvestigator changed the date of baseline assessnent, which
makes the patient's assessnent equi vocal .

You heard about the margi nal zone B cel
| ymphoma on this patient.

|'"'mgoing to nove on to the next patient. The
second patient 4-005 was deened noneval uabl e because this
patient received suramn 8 days prior to MaBG The half-
life, as you heard earlier, of suramin is up to 50-60 days.
Now, for this patient, we did not receive any information
prior to suramn therapy, and we were under the inpression
that the patient was off suram n because of DVT.

The next patient, the third patient, 4-009.
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The response on this patient was equi vocal because the
pat hol ogy fromthis patient contained | ow grade non-
Hodgki n's | ynphoma. Second, the investigator used fluid
collection as the site of the involvenent to neasure the
gastric |lynphoma. Concern was raised by our reviewers and
by the applicant's independent reviewer that this patient
was probably not eligible since there was no neasurabl e
di sease at the study entry.

The next patient, 4-020, was deened
noneval uabl e per our review, and this patient had 50
cut aneous | esions at baseline. This is taken fromthe
patient's records at entry. Notice the patient had 50
cut aneous | esions. Five of them where chosen as index
| esions. A 2-centineter inguinal node was noted in the
medi cal record. However, this one was not included as a
measur abl e site.

More inportantly, on this date, August 31,
1994, the patient was scored as CR In fact, his record
indicates the patient is stable PR and clinical CR

The next patient, 4-027, was deened

noneval uabl e because the patient had a KS | esi on on both

| egs. An inguinal node was assessed as being involved with

| ymphoma. This was a case we felt the inportance of having

a biopsy to confirmthe pathology. In addition, the
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medi cal record indicates the patient's response did not
| ast for 1 nonth.

The next patient, 4-029, had persistent
periaortic and inguinal nodes. |If one |ooks at just the
i ngui nal nodes -- and fromthe nedical record, the
information indicates the patient did not have CR  So,
this renders a PR instead of a CR

The next patient, 7-028, had prior chenotherapy
2 days before MaBG There was no cl ear docunentation of
di sease progression after prior chenotherapy.

This slide shows the first record we have on
this patient. At the date of entry, according to the
record, there were three rectal masses on this patient.
None of the tunor neasurenents matches with the information
in the NDA subm ssion

The final patient, 7-032. The response was
equi vocal after review. The patient had esophageal
| ymphoma as shown on this CT scan indicating thickening of
t he esophagus. |If one reviews this patient's chest CT
films, one would conclude that there's an el ongated | esion
about 7 to 8 centinmeters long. Wat the investigator did
was arbitrarily choose two cuts as the neasurenents for the
tunor sites and the esophagus continued to be thickened by

CT scan, though clinically the patient was scored as a CR
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Let's l ook at the specific response paraneters.
Since both studies were simlar, | wll present the
conbi ned resul t.

The response rate. As | nentioned earlier, 4
patients were deened nonevaluable in review. This renders
the intent-to-treat response rate of 10 percent. The 95
percent confidence interval ranges from 3.8 percent to 16.2
percent. As you recall, response status from 3 patients
was equivocal. |If one renoves the 3 patients, the intent-
to-treat response rate would drop to 6.7 percent. The 95
percent confidence interval ranges from1l.5 to 11.9
per cent .

One additional patient in whomwe have a
di sagreenent in assessnment would change fromCR to PR on
revi ew whi ch does not affect the response rate.

Time to response. This slide shows a box pl ot
of tinme to response with both the FDA and the applicant's
assessnments. The vertical axis is tinme by day. The nedi an
time to response was 49 days fromour analysis, and the
applicant's anal ysis was 53 days.

Two additional points need to be nade here.
First, notice that the patient 4-002 is an outlier. This
i s probably because of the fact that the patient had | ow

grade non- Hodgkin's | ynphona.
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Second, the applicant's assessnent differs from
FDA' s assessnent. This is because of the patient's
nonconpl i ance and the investigator's noving the date of
basel i ne assessnents.

Duration of response is shown on this slide,
and this slide illustrates the Kapl an-Mei er anal ysis of
duration of response. The horizontal axis represents tine
by day. The vertical axis represents the probability. The
red line represents FDA' s assessnent. The yellow line
represents the applicant's analysis. The nedian duration
of response was 113 days.

1 patient was censored. It was 4-009. Notice
that there are two outliers, patient 4-002 and 4-009. As
you recall, both have sone | ow grade non-Hodgkin's
| ynphonea.

Tinme to tunor progression is shown on this
slide. The green line represents the applicant's analysis
and the red line represents FDA's analysis. The nedi an
time to tunor progression was 56 days fromthe intent-to-
treat anal ysis.

2 patients were censored, 4-009 and 7-001. The
second patient had plasnmacyt ona.

This slide illustrates the Kapl an- Mei er

anal ysis of survival with the intent-to-treat approach.
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Again, the green |ine represents the applicant's anal ysis.
The red line represents FDA's analysis. The nedi an
duration of survival was 83 days.

9 patients were censored in this anal ysis.

When prognostic factors, which are listed in
the first columm, were exam ned for responders versus
nonr esponders, one finds the response can be expl ai ned by
the performance status in the applicant's analysis or the
CD4 counts in FDA's analysis. 12 out of 13 of the
applicant's responders had a performance status greater
than 70 percent. |In our analysis the nedian CD4 count was
169 for 9 responders and 44 for nonresponders.

Let's ook at the clinical benefit next. W
are uncertain of the significance of such evaluation in the
NDA. The nunber of the cases was small. There was no
conparator. The anal yses were not prospectively defined
and we have concerns about the statistical nethodol ogy.

In terns of response to the prior chenotherapy,
| mentioned to you earlier that 11 percent, or 10 of 90
patients, had a CR in response to the prior chenotherapy.
The applicant's assessnents of MEBG efficacy is shown on
the first colum here. The FDA's analysis on the far
right.

Al 3 conplete responders fromthe FDA's
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anal ysis had prior CR, and 5 out of 6 applicant's conplete
responders had prior CR as you heard earlier.

We now | ook at the safety issues. The npst
common hi gh grade hematol ogic toxicity was anem a which
occurred in 28 percent of patients during study. It was
foll owed by thronbocytopenia and neutropenia. Note that 39
percent of patients received 48 red cell transfusions. 20
percent of the patients used growmh factor during study. 7
percent of patients required 19 platelet transfusions
during study, as you heard earlier.

Comon nonhematol ogic toxicities are shown on
this slide. Vasodilatation and paresthesia were the two
nost conmmon nonhematol ogic toxicities. Two points to be
made on this slide.

One is nost of the nonhematol ogic toxicities
were | ow grade and all of the events were reversible.

In terns of the opportunistic infections, 50
out of 90 intent-to-treat patients had opportunistic
infection at baseline. 21 patients experienced 36 events
of opportunistic infection during study. On the other
hand, anong those 40 patients who did not have
opportuni stic infection at baseline, 10 of them experienced
13 events during study.

Hospitalization. | apologize for the typo
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here. This should be 29. 29 of 90 intent-to-treat
patients required hospitalization. The adverse events for
12 out of those 29 patients were considered possibly or
probably related to MaBG 24 events were observed anong
those 12 patients.

Mucositis and neutropenia were the two nost
common events associated with hospitalization.

37 patients died within 30 days of the | ast
MEBG treatnment. Death of 7 patients were probably or
possibly related to MaBG W recogni ze that nmany causes,
sonme of which are intertwned, played a role in the death
of this patient population. The point here is the
contribution of MBG to these patients' deaths is unclear,
and the possible link of drug to patients' dem se is shown
on this slide.

In sunmary, two studies were included in this
NDA subm ssion. 90 patients were enrolled in these two
phase |1 studi es.

The primary objective again was to exanm ne the
efficacy and safety of MaBG in treating patients with
rel apsed or refractory AlIDS-rel ated non-Hodgkin's | ynphona.

| reiterate that 4 out of the 13 applicant's
responders were deened noneval uable on review, and this

renders a response rate of 10 percent and the 95 percent
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confidence interval ranges from3.8 to 16.2. Response
status on 3 patients was equivocal. |If one renpves the 3
patients as responders, then the response rate drops to 6.7
percent, again the 95 percent confidence interval ranges
from1l.5 percent to 11.9 percent.

The duration of response in the correspondi ng
group is shown in the bottomrow here.

| should also add that 6 of those 8 patients
where FDA disagreed in terns of the assessnent were in the
first study, 1DD004, which was initiated as a pilot study
and was not intended to be an NDA study.

The nost comon hi gh grade hematol ogic toxicity
was anem a, followed by thronbocytopenia and neutropeni a.

Par est hesi a and vasodil atation were the two
nmost frequently observed nonhenmatol ogic toxicities.

This slide shows side by side the results from
one published study using MVP reginen and the results from
the MEBG treatnent. Two points need to be made on this
sl i de.

First, although there is no standard therapy
for refractory AIDS-rel ated | ynphoma, it doesn't nean that
there's no alternative therapy for such condition.

Second, the response rate is higher for the MWP

regi men, which is about 33 percent, and the duration of
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response for conplete responders was conparable, up to 390
days.

The best way to determine if one therapy is
better than the other one, is to do a random zed contr ol
study, and we believe the applicant agrees to this
approach. They have submtted to the agency the drug
prot ocol s which support the concept for a random zed
control study.

We conclude, first, the efficacy of MaBG in
treating patients wth relapsed AIDS-rel ated | ynphoma is
uncertain. In terns of response, whether 6.7 percent, 10
percent, or 14 percent, the response rates are | ow

Second, at the dose used, M3BG was not
associated wth severe adverse events in nost patients.

However, the risk associated with MEBG treatnent i s not

negl i gi bl e.

Thank you for your attention.

DR. DUTCHER: Thank you.

Are there questions for Dr. Lin?

DR. ABRAMS:. Just on the basis of your second-
to-the-last slide about the proposed phase Il study, the

agency feels confortable with a trial of M3BG al one versus
CHOP in previously untreated patients? You' re recommendi ng

two different trials, one of M3BG al one versus --
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LIN. No. That's the applicant's proposal.
ABRAMS:  Ch, okay.

LIN That's not our recomrendati on.

5 3 33

ABRAMS: | thought it was yours. Sorry.

3

FORASTI ERE: You went over exactly what you
had in the materials before this session, and we heard from
the sponsor a detailed response to sone of the things that
you raised as issues in the specific patients where you
felt that their response shoul d have been noneval uabl e or
sonething like that. |I'mwondering if, after hearing their
response, you had any thoughts about changi ng sone of those
poi nts that you nade.

For instance, let ne give you an exanple. One
is the one that just stuck in nmy mnd, the patient that had
the lesion in the esophagus that they said they had
bi opsi ed actually. They had | ooked at the serial CTs and,
true, you can't really tell much froma serial CI. But
they had biopsied and | think a path-negative biopsy.

You didn't nmention that in your presentation.
| " m wondering how you would interpret that now. Wuld that
change your feeling about that particular patient and the
response that was provided by the sponsor?

DR. LIN. On that particular patient who was

di agnosed with esophageal |ynphoma, as | nentioned, the way
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the case was foll owed was using CT scan to | ook at the
esophagus, and that neasurenent to ne was inprecise. |
mentioned earlier even when the patient was scored a CR
t he esophagus continued to be thickened.

The question is whether or not the patient had
bi di mensi onal | y neasur abl e di sease.

DR. FORASTI ERE: Okay. So, your objection is
the measurability and reproducibility of tunor
nmeasur enent s.

DR LIN. Right.

DR. SCHI LSKY: | had a couple of questions.

One point 1'd like sone clarification on.

You showed a slide with respect to tine to
progression in which you showed the FDA's anal ysis and the
sponsor's analysis. In that slide the nedian tine to
progression, according to the FDA, was 56 days and
according to the sponsor was 57 days. The sponsor showed a
slide in which the nedian tinme to progression was 40 days.
So, what's the right nunber?

DR. LIN. 56 days.

(Laughter.)

DR. SCHI LSKY: | don't believe you comented at
all on the agency's thoughts with respect to issues of

clinical benefit. Could you conment on the agency's



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

129
assessnment of issues about performance status, weight gain,
pain, et cetera that | think are inportant for us to
consi der ?

DR. LIN | believe | nentioned that in a
slide. Well, in one of the slides | nmentioned | think the
bottomline is the analysis was not preplanned and the
nunber of cases was small and there's no conparator arm
It's very hard to interpret.

DR. SCHI LSKY: So, you don't feel that it's
possi bl e to draw any concl usi ons about clinical benefit.

DR. LIN It's inpossible to draw any
concl usion specifically 3 percent weight gain was not
defined and we don't know how they canme up with this idea.
Wy 3 percent? Wiy not 5 percent or 10 percent or 20
percent? Those were not defined in the protocol initially.

DR. MARGOLI N: | guess | do need to ask a
guestion to clarify whether the current application is
bei ng considered as a fast track, or whatever the correct
termis, using surrogate markers of benefit such as
obj ective response and that these phase Il studies that
are being proposed by the sponsor and will be presumably
di scussed further with the FDA will then be required to
contain all the elenents of a full approval such as

wel | -defined and statistically prospectively defined
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quality of life nmeasurenents and clinical benefit outcones.
DR DeLAP: Do you want a response on how we're

| ooking at the application as far as regul ar approval
versus accel erated approval standards and how t hose apply?

DR. MARGOLIN:  Ri ght.

DR. DeLAP: Well, the standards of course are
that to get regul ar approval, we expect to see adequate
evi dence from adequate and well-controlled trials that
denonstrate a neaningful clinical benefit for patients.

The meani ngful clinical benefit is generally regarded to be
ei ther a survival prolongation, which of course is very
difficult if not inpossible to assess in studies that |ack
a concurrent control group, or inprovenent in tunor-related
synptons. So, a significant palliative benefit.

So, in order to go with a regular approval, the
recomendati on of the commttee would hopefully be based on
sone evidence that you' ve seen that you feel is reasonably
-- well, is persuasive, that there is a clinical benefit of
either the palliation of tunor-related synptons or surviva
benefit.

The accel erated approval option could be based
on response rate with the notion that subsequent definitive
studi es woul d be done to clarify and denonstrate the

rel ati onshi p between that response rate and neani ngf ul
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clinical benefits.

| just marked the page in the book on the
accel erated approval regulation, and if | can just read
fromthat what the standard is there. "This subpart
applies to certain new drug and anti biotic products that
have been studied for their safety and effectiveness in
treating serious or life-threatening illnesses,” which
certainly this is, "and that provide neani ngful therapeutic
benefit to patients over existing treatnents, e.g., ability
to treat patients unresponsive to or intolerant of
avai |l abl e therapy or inproved patient response over
avai l abl e therapy." So, the operative phrase here woul d be
"inmproved patient response over avail able therapy" and the
surrogat e endpoi nt would be the response rate.

So, if we had a recommendation fromthe
commttee for an accel erated approval action, it would be
based on your assessnent that this product provides an
i nproved patient response over avail able therapy and that
is likely, in your judgnent, to correlate with clinical
benefits when further studies are done.

So, you do have to take into account other
therapies that are available for treating these patients,
and your judgnent then needs to be that in your opinion the

response rate that you observed fromthese studies is
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sonet hing that represents an inprovenent.

DR. DUTCHER: | don't want to open anot her
general discussion, but | just would |ike to hear from
soneone, maybe Dr. Abrans, the inpact of sone of the
antivirals on the ability to treat patients in subsequent
rel apses of |ynphoma because certainly we've found they
make it considerably easier to treat in first line, for
exanpl e, the CDE study where we have a nmuch hi gher response
rate but we were also able to keep people relatively stable
with antiviral agents. |[|s there a subsequent inproved
fallout of this when they relapse fromtheir |ynphoma and

they are then retreated? Do you want to speak to that?

DR. ABRAMS: | don't personally have any
experience in that situation. Dr. Kaplan. It would all be
anecdot e.

DR. DUTCHER: Dr. Kapl an?

DR. KAPLAN: | think there's very little
experience so far. | think that so far, because we're

really relatively early in the use of conbination antiviral
therapy, that there really isn't a whole | ot of experience
of conbination antiviral therapy with second-1line

chenot herapy. Mbost of those patients, after they' ve gone
through first-line therapy and sone of them second and

third-line therapy, are still going to be pretty severely
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myel osuppr essed.

DR. DUTCHER: Do you want to nmake a comment ?

DR. LEVINE: | just wanted to bring up one
other small point which is that this is being conpared to
VPM and |1'd just like to nmake the point that predninustine
is not licensed in this country. W can't get that drug in
this country. | just wanted to say that.

DR. DUTCHER: Any ot her questions fromthe
commttee, comments? Dr. Von Hoff?

DR. VON HOFF: Thank you. | just want to
clarify one point. W had gone through nany ot her types of
clinical trial designs, single agent mtoguazone versus
anot her single agent chloranbucil or sonething else. But
in these particular patients at this point in their
di sease, we could not get our investigators and our
col | eagues to random ze patients to another single agent
because of the side effect profile of those agents.

W also tried a single agent versus an nBACOD
or a CHOP and brought that up at |l east as a possibility, or
second line, a conbination versus single agent. Again, the
investigators felt at that point in tine that the current
regi nens were too myel osuppressi ve as opposed to
m t oguazone.

The other one that we did try to do in this
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particular trial is a dose-response effect because we felt
that m ght be a good way to see if there's a difference
even in tinme to tunor progression. So, we went from 600 to
900 but treated those first patients at 900 and they got
severe nucositis. So, we felt that was not possible to do
it. So, we were left with the phase Il trial design.

DR. DUTCHER: Dr. Cel ber.

DR. GELBER  One other followup on that. Have
t hose conditions changed then to enable an alternative to
the two trials, the phase IIl trials, that have been
proposed for the future? O do those conditions stil
apply so it would be very difficult or inpossible to do any
kind of phase Il trial?

DR. LEVINE: The design that has been di scussed
and that will be discussed further with the FDA on Thursday
is a design where patients would be treated first. It's a
conplicated thing but they would conme on study as first-
line treatment. They would be treated wth attenuated dose
CHOP for two cycles. They would then be reassessed.
Patients who had a conpl ete response would continue on with
CHOP. Patients who had progressive di sease would go to
m t oxantrone. Shoot.

(Laughter.)

DR. LEVI NE: MEBG Pati ents who had PR or
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stabl e di sease woul d then be random zed to conti nue CHOP
versus the Ma8BG So, that is the design that we were going
into to discuss with the FDA

Ch, I'msorry. Right. So, it was continued
CHOP versus CHOP plus M3BG |I'msorry -- in that PR and
stabl e di sease group.

DR. DeLAP: | just wanted to add one conment
which is certainly not directed specifically at the current
sponsor but is just a general, | guess, dissatisfaction on
my part that we continue to have to struggle with deciding
the nerits of the drug based on very snmall nunbers of
observations. It's very troublesone to ne that there are
nmore people sitting around this table than there are
responders, whoever's nunbers you wish to use. It's a rea
problem | think and it would be so much easier if we could
just get good, strong scientifically outstanding data so
that we wouldn't have to grapple with these issues the way
that we do each tine.

Again, | don't direct that specifically at the
sponsor here because | think we're speaking of a nore
general problem Just in general it's very difficult to
get patients in clinical trials in this country. |'m not
quite sure what all the answers are, but | don't think we

al ways do as nmuch service as we would |ike for patients by
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maki ng deci si ons based on these very small nunbers.
There's a trenmendous opportunity to make sone major errors
now and again, and it would be so nuch easier and nore

scientifically strong if we had the data.

So, | would appeal to the people in the
efficacy comunities -- that's a big part of the issue, at
| east for nme, right now -- how do we do a better job of

getting the science we need to make the decisions we're
trying to make?

DR. DUTCHER: Let ne just also, while you're
getting up, please remnd ILEX to provide us with the two
over heads that weren't in the packet.

DR. LEVINE: | totally agree with what was j ust
said and I would just nmake one point which is the | argest
trial that has ever been published in newy diagnosed AlDS
| ymphoma was the ACTG  That was 192. This trial was 90
patients in relapsed. So, it's a very small nunber and we
feel the sane way as you. On the other hand, if you | ook
at what's out there, it's not all that crazy versus what
has been publi shed.

DR. DAVID JOHNSON: Let's nmke one correction.
It's not a single trial that was done. It wasn't a trial
of 90 patients.

DR LEVI NE: True.
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DR. FORASTIERE: | guess |I'd just like to make
a further coment since |'ve been on this board for five
years now and really our charge has been changi ng over that
period of time. Now we're being asked to provide
accel erated approval on the basis of phase Il data. In
this situation it's phase Il data, two small studies with
very marginal results and with clinical benefit data that's
not very interpretable in nmy view

So, | think that it is inportant that when we
get these small studies to |look at, that the studies are
very clean, in other words, that whatever has been set up
in the protocol requiring good tunor neasurenents,
requiring tunmor biopsies for histology and adhering to
prior treatnment requirenents is done. Oherwise, it's
very, very difficult.

DR. DUTCHER: | think we all concur with that.

Yes, M. Martinez?

MR JOEL MARTINEZ: | just wanted to say froma
patient's standpoint -- and |'ve been through ny first-Iline
and | hope that | don't have to go through a second-line
therapy -- that this is very, very difficult to eval uate.
| was reading the material wth the hopes that I would find
a good degree of certainty, not necessarily that the

response rate was going to be trenmendous but that the
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response rate was going to be sure-footed sonmehow. |'m not
sure that it was there, and that, nore than anything, is
di sappoi nti ng.

| think that maybe this is directed a little
bit at the applicants. | was a little bit disappointed too
in the lack of rigor because, as a person who's | ooking
forward to possibly having sonething that m ght save ny
life with a second-line therapy, | find nyself uncertain.

DR. DUTCHER: Any other comments, questions?

(No response.)

DR. DUTCHER: Shall we address the questions
fromthe FDA? They're in your blue folder. They're also
in the agenda.

The first question. Patients with Al DS-rel ated
non- Hodgki n's | ynphoma may devel op enl arged | ynph nodes or
ot her abnormalities for reasons other than relapse of their
NHL, e.g., infections or other cancers such as Kaposi's
sarcoma. |Is the commttee satisfied that the |esions that
responded to Zyrkam ne treatnent were NHL | esions? And
shoul d hi stologic reconfirmation of the diagnosis of NHL be
an eligibility requirement for a study of a second-Iline
drug such as Zyrkam ne?

Wul d you like to discuss one or the other?

DR. ABRAMS: As Dr. Levine nentioned, | also
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was sonebody at the begi nning of the epidem c who was very
much invol ved in describing the syndrone of persistent
generalized | ynphadenopathy in patients with HV, and we're
now awar e that |ynphadenopathy per se is a response to
infection with HV. W used to biopsy many people's |ynph
nodes in 1981-82, and then | think as AIDS care providers,
especi ally oncol ogi sts, we becane rather famliar with the
syndrone and are able, if you wll, in a way to be able to
di stingui sh between adenopathy that may be nalignant and
adenopat hy that certainly m ght be benign.

In the clinical setting of a patient who has
had a di agnosis of an AlIDS-rel ated non- Hodgkin's | ynphoma,
| think it mght be very difficult for a patient to
acqui esce and to consent to a second | ynph node biopsy to
be enrolled in a clinical trial. | think that if that were
mandatory in these studies, that 90 patients perhaps would
not have been able to be accrued.

Also in view of the fact that there's so nuch
extranodal disease in patients and other things to foll ow
besi des the | ynphadenopathy, | feel nyself satisfied that
the |l esions that responded -- and again, |'mnot convinced
that there were that many responses, so it's a little easy
-- may in fact have been NHL | esions and do not necessarily

believe -- in the best of all possible worlds histologic
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reconfirmation would be nice, but | don't think clinically
that it's possible in the current environnent. So, | think
that this is okay.

DR DUTCHER: |I'd just like to conmment that
again in |lynphoma, when it is recurrence in a site of
previ ously biopsied and docunented disease, | think we're
all reasonably confortable that that is the issue. | was a

little concerned about the patient with |iver |esions that

were never biopsied that cane and went. So, | don't know
what that was. | agree that in the best of all possible
worlds we would like a histologic confirmation. | think

sonetinmes the bulk of the disease and the rate of growth
gives us a clue if we're seeing progressive di sease, not
j ust stabl e adenopat hy.

Dr. Cel ber.

DR. GELBER Don, is this true also of a
situation where there are nultiple centers where sone of
the centers mght, in fact, enroll only one subject in a
trial, therefore indicating a | ower experience with the
di sease? O are you speaking about from your experience,
which is quite extensive?

DR. ABRAMS: Well, | think that nost of those
centers that were involved in the study are centers that |

recogni ze as havi ng experience, the people in ADS
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oncology. So, | would think that they would al so have that
ability.

DR. MARGOLIN: | guess | just have a question
related to that answer which is that if you had a patient
-- well, what would be the |ikelihood of this happening and
t hen how woul d you address it? You have a patient who has
recogni zed extranodal | esions and had previously been
bi opsied and is therefore eligible -- they're growing --
who al so has nodest adenopathy that seens to be stable.

The patient responds to MaBG for this and then one or nore
of those nodes begins to grow. How would you address that?

DR. ABRAMS: It's sort of conplicated. | think
FNAs are useful and people don't |like to make confirmatory
di agnoses, but certainly with an FNA you can find KS. You
can |l ook for AFB. You can see Reed-Sternberg cells
sonetinmes. So, you can get a clue.

Al so, as was used, galliumscanning. Although
many of ny col |l eagues are not particularly fond of the
nucl ear mnedicine studies, | think that gallium scanning can
be useful in such a situation as well.

DR. DUTCHER: Dr. Schil sky, do you want to
comment ?

DR SCHI LSKY: Well, | don't disagree with what

has been said. I'mtrying to | ook at the exact way the
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question is worded, and it's sort of a matter of the
precision of the |language | think nore than anything el se.
|"mcertainly satisfied that many of the |esions that
responded probably were non-Hodgkin's |ynphoma. | don't
know that | would be satisfied that every | esion that
regressed was non-Hodgkin's | ynphoma because | just think
it's inmpossible to know that.

The issue about whether reconfirmation of the
di agnosi s shoul d be necessary for study eligibility |I also
think is a difficult question because the likelihood is
that nost of the tinme | believe that if you have a patient
i n whom you know that they had a non-Hodgkin's |ynphoma and
who had clinical signs of progression, you would be able to
bi opsy a |l esion and be able to confirmthe diagnosis. So,
"' mnot so concerned about confirm ng the diagnosis for
pur poses of getting on the study.

Where | continue to have a problemis
interpreting lesions that regress or even interpreting sort
of any change in clinical status in what is an extrenely
conplicated patient population. | think that nost people
know this, but it should be clear that | don't personally
care for many of these patients. So, I'mnot really
speaki ng from personal experience, but it just seens to ne

that as an investigator, it's an extraordinarily conpl ex
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group of patients.

So, it's alittle bit Iong-w nded, but | don't
know that | would necessarily feel that a confirmatory
biopsy is required to get on study, but that still in ny
m nd doesn't solve the problem of how you interpret what
happens to the patient subsequently.

DR DUTCHER: Dr. DelLap?

DR. DeLAP: | think at |east the other thought
in ny mnd behind this question is where do you deci de t hat
you know enough about an individual patient, particularly
as you're getting to smaller nunbers of patients and trying
to make decisions. Should we really go to the |evel of
docunenting everything in each patient? |f you get to very
smal | nunbers of patients, perhaps that's necessary.

On the other hand, | thought we heard sone
interesting discussion fromDr. Levine about how if you had
previ ously biopsy-proven disease in a site and it cones
back, do you really need to biopsy it again? That seens to
be a very plausible argunent.

DR. DUTCHER: Ckay. So, let's start with 1b.
Shoul d hi stol ogic reconfirmation of the diagnosis of NHL be
an eligibility requirenment for a study of a second-Iline
drug such as Zyrkamne? O | suppose it could be nodified

tosay if it isinthe site of a previously biopsied
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| esion. You could split the criteria certainly.

DR. DeLAP: We'd just |ike to have sone
gui dance as we have ot her discussions with other sponsors
down the road on this one.

DR. DUTCHER: So, do you want a formal vote or
just a guideline? A vote?

DR. DAVI D JOHNSON. Excuse ne just a second,
Dr. DeLap. Let nme just nake one clarification for ne.

If the question is directed, as | think it is,

for the situation in which we're being asked to assess this

drug, i.e., a rapid or accelerated approval of a drug in a
phase Il setting, that's one issue -- | think that's what
Rich is struggling wwth -- versus a situation where one is

random zing patients where the differences in "non-
| ymphomat ous” | esi ons m ght even out and therefore would be

| ess of an issue m ght be how one mght interpret this

guesti on.

The second comment that | would just make
actually Don has already nade, and that is -- it goes
further than this too -- what is histologic reconfirmation.

So, for exanple, if one were to needle biopsy a site of
prior known di sease, that's an accepted and recogni zed way
of confirmng that in fact one is dealing wth the di sease.

Now, we coul d argue whether that's necessary or not, but
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the fact is that that's less than a | ynph node bi opsy and
sonething to which patients may be nore willing to consider
subj ecting thensel ves to as opposed to a full biopsy.

As is true of nost questions in life, it
beconmes a matter of interpretation in how we |ook at this
particul ar questi on.

DR. DUTCHER: So, how many feel that histologic
reconfirmation of the diagnosis of NHL be an eligibility
requi renment for a study of second-line drugs such as
Zyr kam ne?

(A show of hands.)

DR. DUTCHER: How many do not feel it's
necessary?

(A show of hands.)

DR. DUTCHER: So, six feel that it does and six
feel that it doesn't. | guess that |eads us up to Dr.
Johnson's statenent that it's a matter of interpretation

(Laughter.)

DR. DUTCHER: Back to then la. 1Is the
commttee satisfied that the lesions that responded to
Zyrkam ne treatnment were NHL I esions in the patients that
were presented? Any discussion? Dr. Johnson?

DR. DAVI D JOHNSON: Again, to pursue the

interpretation thene, if we're being asked do we believe
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that every case that responded was clearly and
unequi vocally an NHL, if that's the intent of the question,
then |I personally can answer that question. |f the intent
was do we think there was a sense that or a feeling that
nost were, I'Il answer it but in a different way. So, 1'd
i ke sone clarification fromthe FDA what specifically
they're asking us. Are they asking in fact do we believe
that all of the responses were NHL? That's the question
| " m aski ng back to the FDA

DR. DeLAP: | think it would be unfair for us
to ask you to certify that every single one of these
| esions was what it was said to be. That's a problemin
every tunor study of any sort.

But | think we're asking a general reliability
gquestion here. Are you sufficiently satisfied that what
we're | ooking at here in these patients is nost of the tine
recurrent NHL and sufficiently so that you can rely on
response rates?

DR. QZOLS: Qur answer to 1b has got to answer
la. | think it's the sane thing. |It's literally we don't
know that they all are and nobody can tell, and we'd |ike
that but inreality inthis type of trial where you're
dealing with so small nunbers of patients who respond.

Upon accel erated approval, yes, you'd like to see those.
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But again, | think in a larger study where there's a higher
response rate, we wouldn't be arguing about 4 or 5 patients
whi ch nmakes a big difference in this particular study. So,
| don't think there is an absolute answer to that question.

DR. DUTCHER: So, | think that that's subject
to interpretation.

(Laughter.)

DR. DeLAP: Well, the later questions are nore
critical | guess.

DR. DUTCHER: We'll table that one.

Nunber 2, studies that |lack a concurrent
control group may serve to characterize a product's acute
toxicities and activity, response rate, in A DS-rel ated
NHL, but may not identify other inportant drug effects,
i.e., an increased rate of infectious conplications or
shortened survival due to immunosuppressive effects of drug
treat nent.

I f only phase Il data are generated, how many
patients should be studied, and what tunor response rate
and response duration should be required to support
approval of Zyrkam ne for treatnent of AIDS-related NHL in
patients who have failed first-line, potentially curative
chenot her apy?

So, what is the n and what is the response
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rate? | think the nis determ ned by the response rate.
What response rate and response duration would you require
for approval for patients who have failed first-1line
| ynphoma t herapy? Dr. Cel ber, do you have any conment?

(Laughter.)

DR. GELBER  Unfortunately, | don't treat these
patients. In fact, I'mnot very famliar with the existing
response rates. Odinarily in phase Il we tal k about 20
percent, but that's just kind of rule of thunmb. So, if
asked for a nunber, excess of 20 percent.

DR. DUTCHER: | guess I'd just like to comment
that the old M3EBG data, in conbination or even single
agent, was around 37, 35 percent in phase Il |ynphoma
patients that were probably -- | haven't |ooked at the raw
data -- in much better condition than the patients that we
saw presented here. |'mjust concerned that the patients,
al t hough they needed to be treated, were in a perfornmance
status situation where they really conprom sed bei ng abl e
to look at a phase Il drug. |If you are |ooking for active
agents, we've learned certainly the hard way in solid
tunors that you need performance status and you need an
ability to be able to treat the patient and see the
out cone.

DR. MARGOLI N: | don't have the answer to 2a,
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but I think that if we could analogize with, if there is
such an answer, what response rate, duration of response in
first-line therapy for AIDS | ynphoma correlates or is felt
to correlate with clinical benefit and is statistically
associated wth survival benefit to the group, if we knew
the answers to those questions, we mght be able to
approach an answer to this question.

DR. ABRAMS: | would also say that | think we
shoul d use the sanme criteria that we use in the situation
in patients without AIDS. Advances in treatnent of HV
i nfection have offered new opportunities for people with
HV and | don't think that we should settle for anything
| ess than the conmttee would use in patients without HV
infection at this point in tine.

| was happy to hear 20 percent because that was
sort of the figure that | wote down as well, and | was
going to ask the commttee, who deals with this in other
mal i gnancies in patients without H V infection, what your
st andards are because | would apply the sane ones.

DR. DUTCHER: Dr. Ozol s?

DR QzOLS: Well, again, | think that response
rate is hard, but I think if we |look at the confidence
limts, that may give us sone clue perhaps. | have a hard

time when we have response rates that have a confidence
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limt, the lowest |evel of confidence limt being perhaps
as low as 1.5 percent. Maybe if the | owest |evel was 10
percent, then |I'd feel confortable that we're actually
dealing with an active agent because once you get down to
response rates of less than 10 percent or 5 percent, you're
al nost tal king background. | really have a hard tine
thinking that's an active agent.

DR. DUTCHER: Dr. Schil sky?

DR, SCHI LSKY: | think that there are many ways
to look at this, and | would agree with Kims coments
about | ooking carefully at the patient popul ation al so.

It seens to nme actually one of the things that
| think we have learned fromthe data that we've seen this
nmorning so far is what types of patients m ght be nost
likely to respond to a therapy. In nmy mnd those are
pati ents who have a Karnof sky performance status of at
| east 70 percent, a CD4 count that is higher rather than
| ower, and patients who have previously responded to a
t her apy.

So, | think one of the things that needs to be
considered in general in the design of trials in this type
of patient population is whether the patient eligibility
shoul d be structured in such a way as to in a sense

optim ze the opportunity for response.
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Now, obviously if you do that, you're al so
going to limt the nunber of patients who can be enrolled
inthe trial, which is going to potentially cause
difficulties, but I think that has to be considered in the
design of future trials.

Wth respect to what should be the | evel of
response we should | ook at, we have sone evidence of what
this drug could potentially do fromthe ol der studies that
have been done in patients with non-Hodgkin's | ynphonas not
in the AIDS setting. As you've pointed out, the drug seens
to potentially be able to produce a higher |evel of
response than certainly what we've seen this norning,
albeit in a very different patient population.

Now, we do traditionally pick response rates
i ke 20 percent, although there have been other drugs that
have been approved in the |last year or two by the
accel erated nechanismw th response rates | ower than 20
percent in other diseases. So, | think that you do have to
al so consider what the alternatives are and the issues of
clinical benefit and so on.

| al so agree with Bob's point about trying to
| ook at a | ower |evel of the confidence interval that you
feel confortable with that you' re actually seeing

bi ol ogi cal effect and not just random background noi se.
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DR. DUTCHER: Dr. Johnson?

DR. DAVID JOHANSON: | think 1'I'l echo the
things that have been said. Wth respect to | ower response
rates, Rich hit onit, and that is that in those
ci rcunst ances, though, we had nore convincing evidence of
clinical benefit. | frankly don't care if the response
rate is zero if we have sonme convincing evidence that the
patient feels better in some way or is doing better. So, |
don't know that we had that with the data we see here.

The ot her comment | would nake, the area that |
deal with nore than this is lung cancer. It has been
debated for a long tine, for exanple, how best to study new
drugs or to obtain evidence of activity in small cell, as
an exanple. In sone institutions, sone cooperative groups
use only cheno-naive patients, the idea being that they're
a group of patients in whomfront-line therapy is not
terribly effective.

O hers, however, have nade a very persuasive
argunment to use refractory patients and in that setting
have |l owered the bar in terns of response rate from 20
percent to 10 percent and w dened the confidence intervals
from95 to 90 percent and then went back and
retrospectively analyzed all the so-called active drugs,

whi ch i s perhaps an oxynoron or a non sequitur, but | ooked
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at the active drugs and found that indeed if one had used
those criteria, that one would have identified all of the
so-called active drugs in that setting after the individual
had received or recognized front-line therapy.

So, | think to answer the question would
perhaps require sone definition of the patient popul ation,
t he expectations that one was | ooking for whether
specifically solely drug activity or clinical benefit. |
personal |y woul d accept a |ower response rate in the face
of what | would perceive as fairly clear-cut clinical
benefit.

DR. DUTCHER: | just have to say in response to
that, which | actually agree with, but in |ynphoma in
general, the response rates for second-line or third-1line
therapy are still reasonably good.

DR. DAVID JOHANSON: No, no. That's ny point.
It has to be disease-specific too. It clearly is not what
one would get in lung cancer. See, we're happy wth 15
percent as front-line therapy for lung cancer. So, who am
| to talk about response rates. But the point is that it
is, to sone extent, disease-specific as well.

DR. DeLAP: Well, again, | think it would be
unfair perhaps to ask you to vote on this, but we did want

the di scussion and we certainly will be able to use that as
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we conti nue.

DR. DUTCHER: | think actually one of the
crucial coments that was made by Dr. Abrans was that with
the new nodifications in treatnent, the standard shoul d be
simlar to non-AlDS | ynphona.

Do you want us to go on?

DR DeLAP: Sure.

DR. DUTCHER: So, just to summarize question 2,
the comments were that it's disease-specific but that there
shoul d be a response rate and a duration that is rel evant
to both AIDS | ynphoma and non- Al DS | ynphoma. We may | ower
t he bar sonewhat conpared to first-line therapy, and if
phase Il study data is generated, it should be sufficient
to answer the question either in terns of response rate or

in terns of clinical benefit.

Dr. Krook.
DR KROOK: | think what 1'd like to say -- and
"Il see if the commttee agrees -- is that the response

rate in second-line | ynphoma, 35-40 percent. Now you | ower
the bar and then conpare it here. Now, sonebody may
differ, but I think it's in that range. How nuch do you
| ower the bar?

DR. CELBER:  Just one ot her comment on the

nunber of patients. Again, this will be a matter of
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opinion, but it should be sufficient so that we get sone
i nformati on about the clinical benefit out of the spectrum
of patients that are treated. So, | think that that gets
into the 100 range or thereabouts in order to be able to do
t hat .

DR. DUTCHER: Moving on to question nunber 3,
is this NDA approvable? |Is there sufficient information
presented today to approve this drug in an accel erated
fashion for rel apsed Al DS-rel ated | ynphoma?

DR. ABRAMS: | guess since |'mhere as the
expert, | would say not in ny opinion.

DR. DUTCHER: O her comments? Dr. Schil sky?

DR, SCHI LSKY: Well, I think we're all going to
have to reveal our positions at sone point.

(Laughter.)

DR. SCHI LSKY: No reason to delay |unch

Certainly not in nmy opinion either. 1'm not
persuaded that there's either a sufficient frequency of
response or that the responses are of sufficient duration
to be clinically neaningful, nor am| persuaded that
there's really a very good rel ationshi p between whet her
patients respond and whether they feel better or not.

Al t hough the toxicities of the drug are not great, they are

not negligible. So, | would agree that | don't believe
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this is approvabl e.

DR. DUTCHER: Shall we vote? Ckay.

All those who feel that this is approvabl e,
pl ease raise their hands.

(No response.)

DR. DUTCHER  There are no votes for
appr ovabl e.

Al'l those who would vote that it is not
approvable at this tinme?

(A show of hands.)

DR. DUTCHER It's unani mous. There are 12
voti ng no.

If it is felt not approvable, is there
sufficient information presented that additional clinical
studi es woul d be hel pful in further evaluating this drug
for the indication of AIDS-rel ated non-Hodgkin's | ynphoma?

DR KROOK: Jan?

DR. DUTCHER  Dr. Krook

DR. KROOK: | think many of the things that
have been said would be of great benefit. | was here for
t he pancreas cancer and the clinical benefit swayed us
i mensely, and | think that nore attention has to be paid
towards those performance statuses, weight |oss, and to be

done prospectively, as it was done otherw se. Cbviously
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it's great to have a larger study but dealing in clinica
trials, that's sonetinmes hard. So, the larger the study
woul d al so be hel pful

DR GELBER If at all possible, | would urge
sonme kind of a random zed trial of second-line therapy. |
don't know the details of the proposals that are on the
table, but I'munclear as to how these studies, if they are
done, will tell us any nore about the role of this agent as
second-line therapy. Follow ng attenuated CHOP and so on
seens very conplex to conduct in this way, and | would
rat her see sonme kind of a random zed phase Il with carefu
attention to clinical benefit or sone kind of conparator
study in this setting.

DR. ABRAMS: | personally woul d not feel
confortable evaluating this drug as a single agent, not in
conbination with other therapies at this point in tine.
That's why | asked if that second-to-the-last slide was an
FDA recommendati on that conpared M3BG to CHOP. | think it
needs to be | ooked at in connection with other agents which
makes it even nore conplex to really tease out whether it's
really having any effect, but | think fromthe data that
|"ve seen here, | would not feel confortable |ooking at it
as a single agent.

DR SCHI LSKY: Just one ot her conment. | don't
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think any of us are probably prepared to propose a study
design, but it does seemto ne that if there's going to be
a random zed study in particular, that very careful thought
has to be given to what the appropriate endpoint should be
because while we custonmarily like to think about survival
as an appropriate endpoint, it strikes nme that this m ght
be a very difficult patient population in which to eval uate
survival as an endpoi nt because of all of the conpeting
medi cal issues that m ght inpact their survival. So, |'m
not suggesting whether or not survival should be an
endpoi nt but only pointing out that it seens to ne that
when the studies are constructed, that the appropriate
endpoi nt needs to be very carefully thought about.

DR. DUTCHER: You nade your conmment. Do ot her
peopl e have simlar feelings in ternms of using this as a
further evaluation as a single agent in this popul ation?
Dr. Margolin?

DR. MARGOLIN: | would hesitate to argue with
the statistician about study design, but | would be very
concerned about a random zed phase |l because first of all,
you just have two phase Ils, so you have to have a | arge
study if you want to | ook for specific endpoints, and
secondly, people will tend to conpare even though they're

not allowed to. So, I'mnot clear on what one could get
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out of a random zed phase Il that one couldn't get out of a
| arge wel | -desi gned phase Il if that was how you chose to
go.

DR. GELBER  The mmin advantage | would see in
that is to provide sone kind of conparator, if not direct,
then at least in terns of the assessnent of the endpoints
under study, especially if you talk about clinical benefit
endpoints. You al ways wonder in the phase Il about other
things that are going on in the care of these subjects.

So, if you have sone conparator so that you can get sone
sense that simlar underlying approaches are being taken,
t hat gi ves you nore confidence that you' re neasuring the
effectiveness or |lack thereof of the test agent rather than
a single sequence. That's the nmain reason for that design

DR. DUTCHER: Any other comments? Suggestions?

(No response.)

DR. DUTCHER: Well, thank you very nuch. W
will resune the afternoon session at 1:30.

(Wher eupon, at 12:32 p.m, the commttee was

recessed, to reconvene at 1:30 p.m, this sanme day.)

AFTERNOON SESSI ON
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(1:32 p.m)

DR DUTCHER: 1'd like to just nention two
things. One is that Mchael Marco is joining us at the
tabl e as the patient representative.

And the other thing | would like to nention is
that we're going to ask M. Peter Doherty to make his
comments. He was del ayed for the open public hearing
because his wel come to Washington was that his briefcase
was stolen at the airport. So, he has nade the trip here
and has a statenent that he would like to read. So, we're
going to do that quickly.

MR. DOHERTY: Good afternoon. M nane is Peter
Doherty. 1'm 70 years old and | have prostate cancer

| was di agnosed five and a half years ago, and
as nost nen do, | opted for a prostatectony. | was told |
would live to be 100 after ny prostatectony after all the
tests were in.

Two and a half years later, my PSA started to
rise and then | took 38 radiation treatnments. Late |ast
year, ny PSA started to rise again. |I'mlike the stock
mar ket, up and down, up and down.

But at any rate, now |I'mon hornonal therapy,
and the news for nme is that again ny PSAis starting to

rise.
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So, | ama prine person that is |ooking for
what do | do after you' ve refracted. Where do you go next?
As we all know, there isn't an awful |ot of places to go
after your principal therapies are done.

To deviate for just a mnute, | helped to | ead
a group of over 400 nen, all with prostate cancer, at the
Morristown Menorial Hospital. This group is just slightly
over three years old, and we've already buried seven nen
fromour group. Wen | thought about com ng and wanting to
say to you, | go to these wakes and | see these nen who
nost of them have died after being hornonal refracted, and
| didn't recognize them The doctors all tell us what a
terrible death any cancer is, but the prostate, when it
gets in your bones and the other place that it goes, it
just nust be terrible.

Wth that thought in mnd, | want to ask you to
very seriously consider this drug that Janssen is
presenting because we really don't have anything. Those of
us that are on the verge of having tried all the principal
t herapi es, we need sonething else, and it's inportant to us
that we can have this opportunity to have sonething else to
| ook forward to.

W as a group now have in our prostate group at

Morristown Menorial Hospital about 50 nmen that are working



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

162
on horrnonal therapy, and sone of themare going to fai
probably. On behalf of them | also want to urge you to
make this decision.

|'"d like to | eave you with one | ast thought.
In this 24-hour period that we're here today, 115 nen w |
die of prostate cancer. That's a terrible statistic to
thi nk about, and it will be all very unpl easant deaths for
all of them

| want to thank each and every one of you for
giving of your tinme to do what you're doing today. |It's
absolutely vital to us, anyone that's sick, to know the
work that you all do, and |I take back a nessage to
Morristown. |'mvery inpressed wth everything that you've
done, |'ve heard this norning. |In fact, |'m probably kind
of lucky that | came |ate because | can sit and listen to
sone of the opportunity of what you went over

Does anybody want to ask nme a question or
anything that | m ght have gl ossed over?

(No response.)

MR DOHERTY: | guess not.

DR. DUTCHER: Thank you very nuch.

MR. DOHERTY: Thank you very nuch.

DR. DUTCHER: | appreciate your tine.

Al right, we'll nove on then to the rest of
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the afternoon. We'll begin with the sponsor's presentation
on Taxol indicated for second-line treatnment of AlDS-
rel ated KS.

DR. CANETTA: Good afternoon. |'m Renzo
Canetta. |I'mwth the Pharnmaceutical Research Institute of
Bristol -Mers Squi bb.

We present to you today the results of Taxol in
the treatnment of AIDS-rel ated advanced Kaposi's sarcona

Dr. Susan Krown, who is a nenber of the ACTG
and played an inportant role both in the definition of the
stagi ng and response criteria in this disease, wll review
t he di sease characteristics.

Then the principal investigators of the two
pivotal trials, Dr. Robert Yarchoan fromthe Nationa
Cancer Institute and Dr. Parkash GIl fromthe University
of Southern California will present the results of their
own individual trials.

Finally, Dr. Benjam n Wnograd, who's also with
t he Pharmaceutical Research Institute of Bristol-Mers
Squi bb, will present the integrated summary, the anal ysis
of patient benefits, and the concl usion.

Taxol has been avail able since 1993 worl dw de
for the treatnment of patients with advanced second-1i ne

ovari an and breast cancer. Lack of cross resistance with
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active agents such as the platinunms for ovarian cancer and
the ant hracyclines for breast cancer has been clinically
proven. Today Taxol is widely used. The safety profile
has been well characterized with a nunber of different
dosages and schedul es of adm nistration.

The di scovery of the high level of activity of
Taxol in AIDS-rel ated Kaposi's sarcoma occurred under a
col | aborati ve research and devel opnent agreenent between
the National Cancer Institute and Bristol-Mers Squi bb.
The di scovery and the results have been rapidly reported in
the literature

The first trial, conducted by Dr. Yarchoan here
i n Bethesda, accrued patients between Septenber of 1993 and
January of 1995. An abstract was presented at ASCO as
early as the spring of 1994. A paper was published in
Lancet in early 1995.

A second study, which was sponsored by Bristol -
Myers Squi bb outside of the CRADA, independently confirned
these results and was conducted by the University of
Sout hern California and the Harvard Medical School. |
woul d acknowl edge here the presence of Dr. Scadden who is
the co-investigator for this trial

This trial accrued between February of 1995 and

Decenber of 1995, and an abstract was presented at ASCO
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| ast year in Phil adel phia.

G ven the inportance of the results that we
have observed with this conmpound in this di sease, we have
| aunched a conprehensive clinical plan. W are aware of
the Taxol profile. W are aware of the change in paradi gm
of the treatnent of H V disease. W are aware of the fact
that Kaposi's sarcoma is only part of this picture.
Therefore, we |aunched a study to systemcally investigate
the potential for interaction between Taxol and the new
cl ass of protease inhibitors. That study is run by the
East ern Cooperative Oncol ogy Group and was recently
activated for accrual.

However, we are also aware of the fact that
Taxol results historically got better as we treated
patients with better characteristics, and also we were
aware of the difficulties of designing a second-line
random zed trial. So, we designed this first-line
random zed trial which will conpare Taxol w th single-agent
| i posomal doxorubicin. This trial has been revi ewed and
approved in concept formboth by the NCI and by Bristol -
Myers Squi bb, and the final protocol is in preparation.

I'"d like to acknowl edge the presence of Dr.
Jam e von Roenn from ECOG who is the principal investigator

of both trials and is al so here today.
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Today only two |iposomal anthracyclines are
approved for the advanced stage Kaposi's sarcona.
Unfortunately many patients still fail to respond to this
treatnent, and the duration of response, when a response
occurred, is short.

We believe that effective novel therapies for
Al DS-rel ated Kaposi's sarcona are needed and shoul d be made
rapidly available. This is why we recommend t he approval
of Taxol for the secondary treatnent of patients with Al DS
rel ated Kaposi's sarcona.

We now give the podiumto Dr. Krown who wil |
revi ew t he di sease.

DR. KROMN: Thank you and thank you, |adies and
gent | enen.

This afternoon I'lIl be giving a very brief, |
hope, overview of Al DS-associated KS and its treatnent and
evaluation that will serve as a background to the
presentations on Taxol .

As you're all aware, Kaposi's sarcoma is the
nost common Al DS- associ ated nal i gnancy. |t nost often
presents with lesions on the skin that may be w dely
di ssem nated fromthe outset. Although the course of KSis
quite variable, in many patients KS di ssem nates not only

in the skin, but also to involve the oral cavity and
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vi sceral organs, especially the Iungs and gastrointestinal
tract, and is often conplicated by | ynphedema of the
extremties, the face, and the genitalia.

Dependi ng upon its location and severity, KS
can cause serious functional disability. KS |esions of the
feet may be painful and limt nobility. Oral KS nmay cause
difficulty eating and speaking. Edema may be associ ated
with ulceration, infection, pain, and reduced nmobility. G
KS nmay be associated with bl eeding, pain, and obstruction,
and pul nonary KS can cause respiratory insufficiency and
death. Even in the absence of synptonatic visceral disease
or edema, KS often inpairs quality of life when it causes
di sfigurement, |leads to social isolation, or serves as a
vi sual rem nder of an AIDS di agnosi s.

KS usually presents multifocally without a
defined primary lesion. So, staging according to a
standard TNM cl assification is not appropriate.

In addition to tunor extent, inmune status and
the presence of system c manifestations of HV infection
are relevant to prognosis in H V-infected patients with KS.
The nost conmmonly applied staging classification for KSis
the TI'S system proposed in 1989 by the ACTG Oncol ogy
Commttee. This staging system which divides patients

into good or poor risk groups for each of the variables,
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was prospectively validated for survival in 294 consecutive
patients entered onto eight ACTG KS treatnent trials, and
this analysis will be published in the Septenber JCO

In the subset of 111 KS patients included in
this anal ysis who had a CD4 count bel ow 50, which closely
approxi mates the CD4 counts of patients in the Taxol trials
that will be presented today, we saw a nedi an survival of
only 11 nonths. Furthernore, patients with untreated
pul monary KS have been reported to show a nmedi an survi val
only 2.1 nmonths, making lung invol venent an exceptionally
poor risk feature for survival

The potential inpact of KS on patient function
and quality of life is probably best illustrated by visual
exanples. This slide shows extensive | esions on the back
and feet of a patient wwth KS and the foot lesions in this
case were painful and i mmobili zing.

This slide shows extensive oral KS which caused
difficulty eating and speaki ng.

Thi s shows noderate but asymretrical | ower
extremty edenma that affected anmbul ati on and al so
illustrates the difficulties encountered in reproducibly
guantitating the nunber of KS |esions.

This shows ul cerated, infected KS in an

edemat ous, previously radiated | eg.
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Thi s shows extensive pulnmonary infiltrates from
KS.

Finally, this shows the extent of disfigurenent
that can be caused by facial KS and also illustrates the
probl em of quantitatively assessing facial edenma

Several treatnent options are available for KS
and their choice is dictated by the extent of disease, the
rate of disease progression, and the presence and severity
of synptons affecting function and quality of |ife.

For limted, relatively slowy progressive
di sease without |ife-threatening organ invol venent, | ocal
measures may be suitable in sone cases. However, for nore
w despread synptomatic or rapidly progressive disease,
system c interferon or chenotherapy are nore appropriate.
Responses to interferon tend to occur slowy and are nost
reliably seen in the small proportion of patients with
relatively high CD4 counts.

For the majority of patients with advanced or
rapi dly progressive KS, which causes nedical or functional
i npai rment, chenotherapy is indicated. The goals of such
therapy are to induce durable regression of w despread
disfiguring or disabling | esions, to control or reverse
life-threatening visceral disease, to reduce functiona

i npai rment caused by edema or nucocutaneous di sease, and to
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achi eve these benefits with agents that have an acceptabl e
toxicity profile.

In addition, because the patients all have an
underlying HV infection that is generally quite advanced,
chenot herapy should not interfere with delivery of
treatment with antiretroviral drugs or treatnent in
prophyl axis for other opportunistic conplications of AlDS.

In the past, studies of standard
chenot herapeutic agents, including vincristine,

vi nbl asti ne, doxorubicin, bleonycin, and etoposide, have
denonstrated KS regression in a variable proportion of
patients. However, disease control has been limted in
part by cunul ative toxicities fromthese agents. In
general, conbination therapy has induced higher response
rates but at the expense of sonewhat increased toxicity
which often limted | ong-term use.

Nonet hel ess, by the early 1990s conbi nati on
t herapy was consi dered the standard of care, with the ABV
regi men, which consists of doxorubicin, bleonycin, and
vincristine, considered the nost effective at least in this
country.

The reported response rates and response
durations for these single agents and conbi nations are

difficult to interpret, however, since patient
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characteristics and response definitions varied from study
to study and the nethods of di sease docunentation and
response definitions were often ambi guous and
i nconsi stently appli ed.

In the past two years, two |iposonmally
encapsul at ed ant hracycli nes have been approved by the FDA
for treatnment of advanced AIDS-rel ated KS. DaunoXone, a
| i posomal |y encapsul at ed daunor ubi cin, was approved as
first-line treatnment based on a prospective random zed
conparison wth a standard ABV regi nen. Equival ent
response rates of 23 and 30 percent of al nost identical
duration were observed in the two arns. Medi an survival
was also simlar but was less than 1 year in both arns.
Significantly | ess neuropathy and al opeci a were observed
wi th single agent DaunoXonme conpared with ABV.

Doxil, a |iposonally encapsul ated doxorubicin
preparation, was approved for treatnment of AIDS-rel ated KS
after failure or intolerance of conbinati on chenot herapy.
Tunor response rates of 27 and 48 percent were reported,
dependi ng on whet her a gl obal investigator assessnent was
used as the response criterion or the response was based on
changes in selected indicator |esions. The nmedian response
durations were 2.4 and 2.3 nonths fromthe tine a parti al

response was recorded by these nethods.
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The previously cited inconsistencies in KS
eval uation and response criteria were addressed by the ACTG
Oncol ogy Commttee in recomendati ons published in 1989,
and as experience with these recommendati ons grew, various
m nor nodifications were nade, but they were all consistent
in requiring detailed quantitative docunentation of the
nunber, size, and character of skin lesions, qualitative
descriptions of tunor-associ ated edema and oral and
visceral KS, and a recommendati on for phot ographic
docunent ati on when possible. This docunentati on was then
used to evaluate the response to treatnent.

Briefly a partial response was defined as a 50
percent or greater decrease in either the total nunber of
| esions, the total nunber of raised |esions, or the
i ndi cator |esion surface area wthout new or increased
vi sceral disease or tunor-associated edena.

Progressi on was defined as a 25 percent or
greater increase in total |esion nunber, the nunber of
rai sed |l esions, or the indicator |esion surface area, the
appear ance of new or worsening visceral disease, or the
devel opnent of synptomatic tunor-associ ated edena

These criteria have been used in many of the
recently published trials and have provi ded greater

consistency in the evaluation of KS treatnents.
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The ACTG criteria do not specifically eval uate
clinical benefits associated with tunor regression,
however, and this deficiency is currently being addressed
in ajoint NC, FDA, and Al DS Mlignancy Consortium
initiative.

So, in summary, extensive tunor burden
vi sceral and especially pulnonary KS, and a | ow CD4 count
are all associated with a short survival in patients with
Al DS- associ ated KS. Systemi c chenot herapy is indicated for
patients with rapidly progressive or synptomatic KS, and
detail ed docunentation is required to fully assess the
effects and benefits of such treatnent.

Now, in the studies of Taxol that wll be
presented today, the follow ng information was gat hered
prospectively to docunent tunor extent. |In patients with
| ess than 50 cutaneous lesions, all |esions were counted at
each eval uation, whereas in those patients with over 50
| esions, the | esions on representative body areas were
counted and each of the counted | esions was described as
rai sed or flat.

In addition, 5 to 11 indicator |esions were
selected in each patient and were serially neasured in two
di mensi ons and characterized as raised or flat.

Phot ogr aphs were taken at baseline and
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periodically thereafter to docunent response.

In addition, qualitative assessnents were nmade
of oral KS and edema, and visceral synptons were
investigated with appropriate di agnostic tests.

Each of the investigators assessed patient
response as defined in the study protocols. Subsequently
Dr. Jam e von Roenn of Northwestern University perfornmed an
i ndependent assessnent of response on the NC study
patients using the nost recent ACTG criteria, and |
performed the sane assessnent of the patients treated on
the joint USC/Harvard trial. W reviewed all disease
docunentation and used this to assess overall response,
efficacy by disease site, and the date and site of disease
progr essi on.

In addition, to provide a nore gl obal
assessnment of patient benefit, changes were docunented in
six areas that relate to functional status and quality of
life in patients wwth KS. These included inprovenents in
performance status in patients with a performance status at
basel i ne, inprovenent of pain, and inprovenent or
resol ution of tunor-associ ated edema, and KS | esi ons
| ocated on the feet, face, and in the |ungs.

Wth this as a background, Dr. Robert Yarchoan

of the National Cancer Institute will now present the
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results of the first study of Taxol in advanced KS.

DR. YARCHOAN: Thank you, Susan.

Chai rman, nenbers, and guests, over the next 10
mnutes or so, I'll describe the initial phase Il trial of
Taxol for the treatnent of Kaposi's sarconma conducted in
the intranural program of the National Cancer Institute.
This study, which was initiated in Septenber of 1993, was
conducted primarily to address the question of whether
Taxol had activity in H V-associ ated KS.

| should note that |I'm speaking here as part of
my official duties as an enpl oyee of the National Cancer
Institute and that the study was supported in part by a
CRADA between Bristol-Mers Squi bb and t he NCI

At the tine we initiated the study, several
pi eces of evidence |led us to hypothesize that Taxol woul d
have activity in Kaposi's sarcoma. Vinca al kal oids were
known to be active in KS, and Taxol affects the sane
cellular targets as the vinca al kal oi ds, although it causes
irreversi ble polynerization rather than depol yneri zati on.

Dr. Wayne Saville in nmy group had shown that
Taxol had potent activity against a KS-derived spindle cel
line in vitro, and further in vitro studies by KimDuncan
and Ed Sausville provided sone evidence that it had

anti angi ogenesi s activity.
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Since the initiation of this study, evidence
has energed that Taxol can cause inactivation of bcl-2 by
phosphoryl ation. This may provide another possible
mechani sm especially as KSHV, a newy discovered herpes
virus that's believed to be a pathogenic agent for KS, has
recently been found to encode for a viral honol og of bcl-2.

The study was designed as a single center,
nonr andom zed phase Il trial to evaluate the efficacy and
safety of Taxol in AIDS-related KS. It utilized a two-
stage design to reject a response rate of less than or
equal to 30 percent.

The initial dose was chosen to be 135
mlligrams per neter squared given over 3 hours every 3
weeks, giving an initial dose intensity of 45 mlligrans
per meter squared per week. This was then increased or
decreased in each patient based on their tol erance.

Initially no hematopoietic growh factors were
utilized unless these were nedically indicated for another
condition such as ganciclovir therapy for cytonegal ovirus.

Taxol was to be given until progressive di sease
or unacceptable toxicity occurred. Retreatnent was
permtted for responders.

An amendnent to the protocol permtted the use

of G CSF support for those patients whose di sease had not
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responded or had progressed in association with a | ower
dose of Taxol. A new baseline KS eval uati on was
established at the tinme the G CSF regi nen was added.

Patients who had advanced H V-associ ated KS
warranting system c chenotherapy were eligible. However,
patients who had substantially synptomatic or other acutely
life-threatening KS were not eligible because when we
started, we did not know whether Taxol had activity in KS.
Patients could have had no nore than one prior reginmen of
system c cytotoxic chenotherapy and had to have a Kar nof sky
performance status of at |east 70 percent. Concomtant
antiretroviral therapy was allowed. This therapy was not
changed unl ess a nedi cal indication arose during Taxol
t her apy.

The study was conducted under an NCI IND, and |
thank CTEP for their support in this. The protocol called
for clinical evaluation of KS every course and phot ographic
and radi ol ogi c evaluation every two courses. 1In all, 29
patients were accrued between Septenber 1993 and January
1995. Presented here will be the followup on those
patients through July 1996.

The patients who entered all had Karnof sky
scores of 80 or 90. Overall the patients were quite

i mmunosuppressed. The nmedian CD4 count at entry was 15
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cells per cubic mllineter, and 22 of the patients had a
basel ine CD4 count of |ess than 50 cells per cubic
millinmeter.

Al the patients entered onto the study had at
| east two poor risk criteria. 97 percent had extensive KS
with either edema, oral involvenent, or viscera
i nvol venent. 90 percent had a CD4 count of |ess than 200,
and all the patients had one of the manifestations of
systemc ill ness.

Shown here is the KS invol venent of various
di sease sites at entry. 28 of the 29 patients had sone
i nvol venent of the skin. The remaining patient had
pul monary di sease only. As seen here, the patients
general ly had extensive involvenent with KS. In
particular, 6 patients had visceral disease, 5 of the |ung
and 1 of the @ tract.

19 of the patients had had sone prior systemc
t herapy, including 8 who had had system c cytotoxic
chenot herapy. O those, 5 had received systemc
ant hracycl i nes, either DaunoXone or doxorubicin, as part of
an ABV regi nen.

Shown here is an analysis of the therapy
actually received. The patients received from2 to 39

courses of Taxol with a nedian of 10. The nmedi an dose
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intensity received was 38 mlligrans per neter squared per
week. As of July 1996, 3 patients were still continuing on
therapy after receiving Taxol for 20 to 30 nonths.

26 of the patients received antiretroviral
therapy with nucl eosi de anal ogs. 2 al so received protease
inhibitors. In both of those cases, the protease
inhibitors were started after the patient had achi eved a
partial response.

9 of the patients received G CSF after having
progressed on the initial phase of the study, while 9
received it for sone other indication, nost commonly
concom tant ganciclovir therapy.

Shown here are the responses as assessed by Dr.
Jam e von Roenn, the outside reviewer, on the initial
3-hour Taxol reginmen wthout protocol-related GCSF. 2
patients achieved a conplete response, 1 of which was a
clinical CR and 18 patients achieved a partial response.
Each of these responses agreed with the assessnment of our
protocol team 8 patients were assessed as having stable
di sease and 1 had progressive disease. Overall 20 of the
29 patients responded, yielding a nmajor response rate of 69
percent, with a 95 percent confidence interval from49 to
85 percent.

The nedi an duration of response fromentry to
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progression was 7 nonths, with a range from3.5 to 29.2
nont hs.

Shown here is an analysis of the inprovenent
broken down by di sease site. Overall 23 of the 28 patients
had i nprovenent in their cutaneous disease. It is worth
noting that each of the 5 patients with pul nonary di sease
responded and that 16 of the 18 patients wth edema had
| essening of this disease nmanifestation.

To give a sense of the patient benefit
achi eved, shown here is a photograph of patient nunber 19
who had facial KS at entry, and shown here is the sanme
patient after 10 nonths of treatnent wth Taxol.

Shown here is a CT scan of patient nunber 14
who had extensive pul monary KS at entry. Shown here is a
scan of the sane patient taken approximately 8 weeks | ater,
and as can be seen, there is dramatic inprovenent.

Shown here is the tine fromentry to di sease
progression in the group of patients. The nedian tine to
progression on this study was 5.5 nonths.

Shown here is the survival curve. The nedian
survival of the patients was 14.1 nonths. As noted before,
these patients were generally severely i mmunosuppressed at
entry with 22 of the 29 having |l ess than 50 CD4 cells.

This survival is within the range expected at that tinme in
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such patients even w thout Kaposi's sarcona

The nost frequent dose-limting toxicity seen
was bone marrow suppression. All the patients had sone
neutropenia, and 76 percent had grade 4 neutropenia. 10
percent of the courses were associated with febrile
neut r openi a.

In all, 22 of the patients devel oped
opportunistic infections during a total of 50 courses of
therapy. This is within the expected range, given the
degree of i mmunosuppression at entry. The nost frequent O
seen was cytonegalovirus retinitis.

As seen here, the non-hematologic toxicity was
generally simlar to that found in other studies of Taxol.
Hypersensitivity reactions, peripheral neuropathy,
arthral gias, and al opecia were the nost commobn seen. It
shoul d be pointed out that nost of the patients had other
causes for their neuropathy, especially their underlying
H V infection and nucl eoside anti-HV drugs, and it was
hard to separate out the contribution of Taxol.

In addition to what is shown here, 2 black
patients on the study devel oped el evated creatinines. This
is often a conplication of HV infection, however, in this
popul ation. 1 of these patients al so devel oped severe and

eventual |y | ethal cardionyopathy which was found on autopsy
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to be related to thronbotic thronbocytopenic purpura.

In summary, this study first established the
activity of Taxol in patients with AIDS-rel ated Kaposi's
sarcoma. All patients had poor risk, extensive KS,
warranting system c chenot herapy. Taxol induced an over al
response rate of 69 percent with a nmedian duration of 7
months. All 5 patients with pul nonary KS responded.
Therapy was relatively well tolerated with a nedian of 10
Taxol courses adm ni st er ed.

Finally I want to acknow edge sone of the
col | aborators who contributed to this project. | should
especially nmention Dr. Wayne Saville who first spearheaded
the project with ne, Dr. Lauri Wells, and Jill Lietzau, the
princi pal research nurse.

| would now like to turn the podium over to Dr.
Parkash G Il who will describe the joint study done at USC
and Harvard Medi cal School .

DR. G LL: Thank you very nuch, Bob. 1'd like
to thank the Chairman, | adies and gentl enen.

This study 281 was desi gned based on
preclinical evaluation of Taxol in Kaposi's sarcoma cell
I ines show ng that 1C50 was just over 1 nanonol and far
bel ow t he pl asma concentrati ons achieved wth standard dose

Taxol . W hypot hesi zed that | ower peak |evels of Taxol
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shoul d be acti ve.

This trial therefore adopted a dosage of 100
mlligrams per nmeter squared as a 3-hour infusion and was
the first effort to explore that possibility. This phase
Il nonrandom zed trial was designed to evaluate the
efficacy and safety of Taxol in patients with advanced KS.

Patients were accrued in two strata based on
their prior history of system c chenotherapy. The study
was designed with the intent to treat 25 patients per
stratum w th an expected response rate of 40 percent or
better in each stratum

Patients were eligible for this study if they
had advanced KS, defined by synptomatic visceral disease,
edema, or extensive mucocutaneous di sease. The Karnof sky
performance status of 60 or above was required, and the use
of concomtant antiretroviral therapy and henmat opoietic
grow h factors were al so al | owed.

An investigator-initiated | ND was submtted in
Novenmber of 1994 and exenpted by the FDA since Taxol was
commercially available and no new toxicities were expected
at this dosage. KS evaluations were planned every two
cycles. Evaluation of patients with visceral KS was
pl anned wi th endoscopy and radi ographi c eval uati on at

baseline and at the tinme of maximal response.
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Det ai | ed di sease eval uati ons were perforned
prior to every other cycle and recorded on standardi zed
forms. In addition, photographic docunmentation of the
i ndi cator | esions and sel ected areas of disease, such as
facial KS, tunor-associated edema, and tunor ul ceration,
were perfornmed as indicated.

Overall 56 patients were accrued, 2 were wonen.
13 patients were accrued in Boston and 43 in Los Angel es.
16 of the patients were Hi spanic and 6 were bl ack.

Kar nof sky performance status was available in
43 patients. Several patients had m ssing data. However,
46 percent of all patients had a KPS of 70 or |ess.

Patients had far advanced AIDS, wth a nmedi an
CD4 count of 20 cells per cubic mllinmeter. 39 of the 56
patients had a CD4 count bel ow 50.

Simlarly patients accrued in this study had
wi despread di sease. 39 patients had tunor-associ ated
edema, and 32 had oral KS. 24 of all patients had visceral
di sease. 1 of the patients had both pul nonary and d
di sease. In general, overall KS was seen in 29 percent of
patients in the lungs and 16 percent in the @ tract. Only
9 patients of this study had KS |limted to the skin.

Application of TIS staging criteria were

applied to all patients, and all patients had one or nore
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i ndi cators of poor risk disease. |In fact, 68 percent of
all patients had three poor risk categories. 91 percent of
patients had advanced tunor defined by either tunor-
associ ated edema or extensive oral or visceral disease. 88
percent of the patients had a CD4 count |ess than 200, and
86 percent of all patients had B synptons, KPS | ess than
70, a history of opportunistic infections.

The majority of the patients were heavily
pretreated. 40 patients had received system c therapy
prior to study entry. 36 had received chenot herapy, of
whi ch 33 had received anthracycline. Notably 18 patients
had received |iposomal anthracyclines as well. O the 40
patients with prior systemc therapy, 16 had received 1
prior reginmen, whereas 24 patients had received between 2
and 6 prior reginens.

Looki ng at Taxol therapy in all study patients,
t he medi an nunber of courses given was 10, wth a range of
1 to 35. The nedian dose intensity in this study was 39
mlligrams per nmeter squared per week. This analysis took
into account all treatnent delays and dose nodifications.
At the tinme of this analysis, 19 patients were still on
therapy 7 to 17 nonths after study entry.

The majority of the patients al so received

specific antiretroviral therapy. 37 patients received one
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or nore nucl eosi de anal ogs, and 20 patients received a
protease inhibitor. Only 3 patients received protease
inhibitors prior to the docunentation of response. The
majority of the patients were not started on protease
inhibitors until after 11 courses of therapy.

G CSF was given to 77 percent of the patients.
28 patients received GCSF fromthe start of study due to
neutropenia at baseline. 15 patients were started on G CSF
sonetinme during the study. 13 patients never received
G CSF during this trial

The overall response rate in this study
popul ati on of advanced KS applying the ACTG criteria was 59
percent, with conplete remssion in 1 patient and parti al
in 32. Notably 9 of 18 patients -- that's 50 percent --
who had previously been treated with |iposoma
ant hracycl i nes, al so showed response. These response rates
represent the independent assessnent by Dr. Susan Krown.

Responses in this patient popul ation were
durable, with a nedian of 10.4 nonths, ranging from2.8 to
18 nont hs.

Ef fi cacy was al so assessed by di sease site.
Decrease or resolution of KS at various sites was based on
case records and serial photographs when necessary. Taxol

had a significant inpact on reduction or resolution of KS
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| esions in nost |locations. Even for patients with
pul monary KS, 7 of 16 patients showed i nprovenent either by
radi ographic findings or by pulnonary synptons. |'d |like
to show sone exanpl es of responses in this trial

The first exanple is of a patient with facial
KS who showed marked and durabl e response. The second
picture is cycle 11 several nonths |later.

A female patient with extensive oral KS at
baseline and difficulty eating. The oral KS resol ved
conpletely and the response persisted over a year. There
is sone residual pignentation at the di sease site.

This patient had confluent and ul cerated KS on
the lower extremty associated with pain. This disease
devel oped after previous failure to ABV and DaunoXone.
After 1 nonth of therapy, the ulcer had healed with
i nprovenent of the area of KS confl uency.

This patient had previously been treated with
| i posomal daunorubicin, ABV, and etoposide. He had
extensive |lower extremty edema and KS of the feet. He
responded to Taxol with near conplete resolution of KS and
i nprovenent of edena.

This patient with a history of prior cytotoxic
chenot her apy devel oped progressive, synptomatic pul nonary

KS. The baseline CT scan in Novenber 1995, conpared to
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repeat study 3 nonths |ater, showed narked response. A
bronchoscopy and biopsy in May 1996 showed no evi dence of
pul nonary di sease. The patient remains alive and on study.

Looking at tinme to progression, tinme to first
treatnent failure was al so assessed applying the ACTG
criteria for disease progression. The nedian tinme to
progression for the whole patient population was 6.9
months. In this analysis, 17 patients were censored for
the followi ng reasons. 9 had not yet progressed. 4
recei ved secondary therapy w thout prior assessnment of
progression, and 4 patients were lost to foll ow up.

At the tinme of this analysis, 33 patients were
still alive and the nedian survival in this poorest
popul ati on was estimated at 13.7 nonths.

Patients in this study were al so asked to
conplete the Heidel berg quality of |life questionnaire. |
should note that only a few of the questions directly
address the synptons related to KS. This graph represents
t he nedi an change from baseline in the global score. For
the patients who conpleted the questionnaire, these changes
suggest an inprovenent in quality of life.

Overall Taxol therapy was well tolerated in
t hese severely imune suppressed patients. Neutropenia of

grade 4 severity was observed in only 35 percent of the
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patients. Furthernore, only 9 percent of the patients, or
1 percent of the courses, were associated with neutropenic
fever. Opportunistic infections were observed in 31
patients and the rate was 12. 8 per 100 patient-nonths.

None of the patients experienced severe
hypersensitivity reaction. Gade 1 and 2 neuropathy was
reported in 46 percent of the cases and grade 3 in 1 case.
Neur opathy may in part be secondary to underlying HV
infection, prior use of vinca al kal oi ds, and concom t ant
use of neurotoxic agents such as ddl, ddC, or d4d. 16
percent of the patients experienced severe arthral gia or
nmyal gia at some tine during the trial. Alopecia was
conmmon.

11 patients showed di sease progression.

Anot her 11 patients died during the trial, 2 of themas a
result of Taxol-induced neutropenic sepsis. 5 patients
di sconti nued Taxol therapy due to adverse events, 2 for
prol onged nyel osuppression, 2 for alopecia, and 1 for
mal ai se.

In sunmary, patients in this study had
extensive synptomatic and progressive KS. Al patients had
poor risk disease, and the majority had previously received
system c therapy. Taxol achieved an overall response rate

of 59 percent with a nmedian duration of 10.4 nonths.
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Therapy was well tolerated with a nedian of 10 Taxol
courses given.

On a personal note, Dr. Scadden and |, after
having treated several hundred patients, find that Taxol is
one of the safest drugs in treatnent of Kaposi's sarcoma at
this dosage and schedule. Furthernore, it's one of the
nost active agents in patients who have failed prior
therapy that is used commonly in patients wth advanced
di sease.

Dr. Benjamn Wnograd will now present the
integrated summary of both trials. Thank you.

DR. W NOGRAD: Chairman, |adies and gentl enen,
| would Iike to summari ze the efficacy and safety of Taxol
in AIDS-rel at ed Kaposi's sarcoma and conpare the safety
data in KS patients with what is known in patients with
ovarian and breast cancer. | wll summarize all data from
t hese phase Il studies for the three patient popul ations,
considering all 85 patients. 59 of these had previously
recei ved system c therapy, and 38 anong those had
previously received an ant hracycli ne.

The great mpjority of patients had becone
resistant or were intolerant to their prior therapy,
specifically 50 out of the 59 who had received systemc

t herapy, and 34 out of the 38 who had received
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ant hracycline containing therapy. Note that the mpjority
had becone resistant, 43 and 29 patients, respectively.

The overall response rate, as assessed by
i ndependent reviewers and using the ACTG criteria in these
three cohorts, was 62 percent considering all patients, 63
percent considering the patients with prior systemc
t herapy, and 53 percent for those who had previously
recei ved anthracycl i nes.

The nedi an duration of response, using the WHO
criteria, was quite simlar, between 8.2 and 10.4 nonths.

Simlar efficacy results were seen in the
subset of patients resistant to prior therapy or resistant
to prior anthracyclines with response rates in excess of 50
percent and prol onged response duration.

Tinme to progression, as analyzed for al
patients, was quite simlar in the respective patient
popul ations of all of previously treated patients, with 5.6
to 6.5 nonths.

Al so survival was anal yzed for the three
popul ations. It should be noted here that this data is
quite mature with a median follow up for survivors of 11.8
mont hs. Medi an survival was simlar and exceeded 1 year in
all three popul ati ons.

Qur retrospective anal ysis of patient benefit
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was possi bl e because of detailed, well-docunented, and
prospective data collection in both studies. This included
nore than 12,000 pictures for docunentation. W eval uated
the i nprovenent and duration of inprovenent of synptons and
paraneters which are typical for Kaposi's sarcoma and
affect quality of life.

A total of 57 patients presented with KS-
related edema of the legs, face, or scrotum The status of
edema was recorded prospectively in the patient charts.
Based on these records in total, 83 percent of patients had
an i nprovenent of their edema, including conplete
resolution in 44 percent of the patients. This benefit was
seen in all patient popul ations and was durabl e.

In this picture -- and the patient agreed to
show t hese photos -- you see a patient whose KS faci al
edema interfered with his vision. Two weeks |ater you see
partial resolution occurred, and this benefit is maintai ned
as of today.

KS lesions on the feet were docunented on
basel i ne by photographs in a total of 19 patients. Seri al
phot ogr aphs were revi ewed and conpared to any additi onal
case notes. A decrease in disease on study was assessed
for 84 percent of all patients.

This patient had previously received three
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regi nens of chenotherapy. The baseline photo shows
w despread |l esions on his right foot. A marked i nprovenent
occurred within 5 weeks.

Faci al KS | esions were docunented at baseline
in a total of 34 patients. Sequential evaluations of
mar ker | esions as raised or flat and phot ographers were
avai |l abl e. Based on these eval uations, 65 percent of al
patients inproved. This inprovenent was nai ntained for a
medi an of 13.1 to 14.1 nonths.

This femal e patient -- and again the patient
agreed to show these photos -- had nultiple | esions which
continued to be cleared about 1 year |ater.

There were overall 26 patients who started
Taxol protocol with a Karnofsky performance status of 70 or
| ess. 17 patients, or 65 percent, had an inprovenent of at
| east 10 points on study, and this inprovenent |asted for a
medi an of 4.6 nonths.

A total of 31 patients had pain related to KS
at baseline. For 7 patients, an inprovenent of at least 1
CTC grade was docunented in the case notes. For nmany ot her
patients, the docunentation was not conprehensive.

A total of 21 patients had biopsy-proven
pul nonary KS at baseline which often was synptomatic. O

t hese, 57 percent had an inprovenent on study. For 1
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patient, disease resolved conpletely, and for the other 11
or 52 percent, a decrease in disease volune was docunent ed
radiologically. The duration of inprovenent |asted for a
medi an of 7.4 nonths for all three popul ations.

This is a response in the anthracycline
pretreated patients after 2 nonths of Taxol therapy.

My last few slides will deal with safety. W
are going to conpare safety in this population to our vast
dat abase, and particularly to data that the agency has
previously reviewed at the tinme of our subm ssion for
second-line ovarian and breast cancer.

W w il use safety for Taxol at the presently
recomended dose of 175 mlligranms per square neter as one
conparison. 181 patients had received a nedian of 6
treat ment courses.

The ot her conparison stens froma patient
popul ati on who recei ved Taxol at |ower than the recomended
dosage and a dose intensity simlar to what the KS
popul ati on had received. This population received a nedi an
of 5 treatnent courses.

Due to the simlarity in planned and act ual
delivered dose intensity for Taxol in the two KS studies,
we have pooled the safety data for this conparison

Myel osuppression in this severely
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i mmunosuppr essed popul ati on was nore severe than in
patients with solid tunors. The incidence of grade 4
neut ropeni a was higher and febrile neutropenia occurred in
25 percent of patients and 5 percent of courses. This
i ncrease of myel osuppression has to be judged in view of
the underlying HV di sease, the high nunber of cumul ative
treatnent courses, and in view of prior and concom t ant
myel osuppr essi ve nedi cati ons.

Despite the increased nunber of courses for
patients with KS, the incidence and severity of typica
nonhemat ol ogi ¢ Taxol toxicities was simlar.

In sunmary, Taxol achi eved hi gher response
rates of 59 percent and 69 percent verified by independent
reviewers in tw trials in patients with advanced Kaposi's
sar conma.

Taxol induced |asting inprovenent of paraneters
associated wth patients' function and quality of life:
edema, foot or facial KS, |ow Karnofsky performance status,
pai n and pul nonary KS.

The high efficacy of Taxol was observed in
patients who received prior system c therapy prior
ant hracyclines or who were resistant or intolerant to prior
t her apy.

Prol onged therapy with Taxol was tolerated in
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t hese i munosuppressed, heavily pretreated patients with
advanced stage Kaposi's sarcona.

The safety profile was conparable to that of
patients with previously treated carci nomas of the ovary
and of the breast.

In view of the |arge existing safety database,
a dosage of 135 mlligrans per square neter every 3 weeks
can be reconmended.

In conclusion, the efficacy and safety of Taxol
previ ously docunented in cancer patients who had received
or failed on prior therapy, including anthracyclines, are
confirmed in patients with AIDS-rel ated Kaposi's sarcom
Therefore, we propose Taxol is reconmended for the
secondary treatnent of patients with Al DS-rel ated Kaposi's
sar conma.

Thank you and |I'm happy to address any
gquesti ons.

DR. DUTCHER: Are there questions from nenbers
of the commttee for the conpany?

DR. ABRAMS: W' re focusing on secondary
treatnent, and | noted that in Dr. GIl's study it was
pl anned to have 25 patients without prior therapy and 25
with. It appears that 40 patients had prior therapy I

guess and 16 didn't. Is there any information on response
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rates in the 16 patients who were receiving Taxol as their
first-line therapy?

DR. W NOGRAD: Basically what you have seen is
that the response rate stays in the order between 50 and 60
percent no matter whether you analyze all patients, you go
down to those who have received system c therapy, those who
have received anthracycline or were resistant. So, | don't
have the exact nunber right now. Sonebody is going to | ook
it up. However, it is going to be between the 50 and 60
per cent .

DR. ABRAMS:. |s there a reason why 25 patients
were not accrued who are naive to therapy?

DR GQLL: It was sinply because the patients
comng in had previously failed other therapies and tended
to accrue nore patients into previously treated categories.
So, we had planned that way but the outconme is different
t han what we had pl anned.

DR. KROOK: One of the things that this norning
we commented on, since we're dealing with AIDS, was that
t he peopl e who had conplete responses to second-1line
therapy had had a prior response to a prior therapy. The
poi nt was nmade, and | was just curious what the response to
the prior therapy was. Was it simlar?

DR. W NOGRAD: Yes. Wien we collected the
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data, we | ooked at what was avail abl e as far as best
response to previous therapy as well as why did the patient
cone off therapy. Information on best response to prior
therapy was submtted in the original study reports and we
could cite you those nunbers fromthere. 1Is it that nunber
that you want to see?

Marion, could you please cite the best response
to prior therapy for the 281 study?

Again, we are looking at all the treatnent
regi nens that those patients have received. So, | think in
study 281 there were a total of 92 treatnent regi nens
recei ved, so the nunbers you hear refer to 92 regi nens
because we | ooked for each regi nen separately.

Best response to prior systemc therapy. 55
percent of the 92 regi nens had a response.

However, if you look in our analysis of
resistant or intolerant, a patient that had as best
response a progression or progressed after at |east 3
courses was considered resistant. So, this is an analysis
where each patient was only considered once.

DR. KROOK: As | recall in the docunent that |
reviewed, there was a difference between intol erant, which
means | don't want anynore -- there was toxicity -- and

then resistant. There were probably sonme people who were
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intolerant who said | no longer want to take this. |
rarely in non-Al DS have peopl e refuse therapy for al opeci a,
and here it's a different popul ation.

DR. W NOGRAD: Yes, but you have to | ook at the
intolerant in the patient population | guess. The mgjority
of patients in fact, as | showed, were resistant to prior
therapy and a small nunber also were only intol erant.

DR. KROOK: M second question you m ght have
answered is that as the two studies went on, there were
patients who received GCSF. Ws there a different
response rate as the doses were escalated? |In sone people
G CSF was added and the dose was escal ated, if | renmenber
right.

DR. WNOGRAD: Yes. The design of the two
studies was a little bit different in that in the NC study
every patient started wthout G CSF and the aimwas to give
t he hi ghest possible dose. So, if patients tolerated,
patients were escal ated w t hout G CSF

In the study at USC in Boston, the dose was
al ways kept at 100 mlligranms per square neter. The
patient could or could not have G CSF up front.

The response that is analyzed in both studies
is for that first segnent. Then there was a second segnent

only in the NCI study where a patient after initial dose
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reduction and progression could go on to receive Taxol plus
G CSF and cone back with the originally planned dose. But
the efficacy analysis, as we showed today and as it's
reported in the reports, refers to the first segnment of the
st udy.

DR. KROOK: Did you see responses when the
G CSF was added back?

DR. WNOGRAD: It's best for Dr. Yarchoan to
addr ess.

DR. YARCHOAN. W had | think about 8 patients
where they in general had responses but then, because of
neutropenia, we had to |lower the dose of Taxol, and we then
introduced GCSF. As | recall, 2 of themthen went and had
a subsequent response. W reset the baseline when they
restarted on GCSF. So, we did have those people who were
respondi ng a second tinme, but no new responses were
introduced as a result of the GCSF addition, as | recall

DR. DUTCHER: Dr. Schil sky?

DR. SCHI LSKY: | have a coupl e of questions.

Can soneone just sunmarize for us what the
Taxol prenmeds that were used for these studies were?

DR. W NOGRAD: The Taxol prenmed was pretty nuch
the three-drug conbination as is used in solid tunors.

However, there was the intent to use | ess dexamet hasone.
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Specifically |I believe in the NCl study, the dose was 10
mlligrams of oral dexanethasone. |In the USC and Boston
study, they tended to reduce the dose of dexanethasone as
they went fromcourse to course and saw that the patient
didn't have a significant hypersensitivity reaction with
t he reduced dose of dexanet hasone.

DR. SCHILSKY: |Is there any data on
dexanet hasone activity in KS?

DR. G LL: There's actually published data that
the use of steroids, glucocorticoids, enhance tunor growh
and withdrawal |eads to tunor progression, and the
mechani snms of that have been al so studi ed.

DR. SCHI LSKY: Anot her question relates to what
happened to the CD4 counts in the patients during the tine
that they were receiving Taxol ?

DR. WNOGRAD: Could we go to section L and you
could flip just through patient by patient and give a few
exanpl es of CD4 counts over tine?

DR. CANETTA: As we found the results, we can
give you the answer to the question of efficacy in
previously untreated patients. The response was 11 out of
16, or 69 percent.

DR. WNOGRAD: This first slide shows you a

patient that started roughly with a CD4 count of 4,
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achi eved a partial response, and continued with a | ow CD4
count .

Next, this is a patient that starts wwth a CM4
count of 45 to 60 and goes down, achieves a parti al
response here.

Next, a patient that starts with a CD4 count of
14, and |I'mjust going patient by patient for the NC
st udy.

Go to the next patient please. A CD4 count of
15, partial response, and this is the continuous CD4
counts.

CD4 count of 0 and stayed O.

CD4 count of 100, 75. The patient achieves a
partial response, has a reduction in CD4 count.

CD4 count of 10, partial response.

Basel i ne CD4 count of 50.

DR. SCHI LSKY: | think |I've seen enough. Thank
you.

(Laughter.)

DR. SCHI LSKY: | have one other question if |
m ght, and that is do you have any data on the percent of
patients who actually received the intended dose intensity
in the studies? Because in both studies, the delivered

dose intensity was just under 40 mlligranms per neter
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squared per week. Although when you | ook at the range of
the delivered dose intensity in both studies, the range
ext ended above 45 to 50 mlligram per neter squared. So,
"' mcurious to know about what percent of patients actually
got the intended dose intensity.

DR. W NOGRAD: Ckay. The fact why patients
coul d have a higher than intended dose intensity comes from
the NCI study where a patient, as | said, could be
escal at ed.

Could | please have slide E29? That will give
you the dose intensity and the proportion of patients
versus the intended dose intensity. This shows you
relative dose intensity, nore than 80 percent of planned
dose or less than 80 percent of planned dose. |[If you | ook
in the total population, roughly half of the patients
recei ved nore than 80 percent of planned dose intensity and
the other half of patients received | ess than 80 percent of
the pl anned dose intensity. |Is that what you were asking
for?

DR. SCHI LSKY: That wll be fine. Thanks.

DR. WNOGRAD: Ckay. And if you go over to the
subpopul ation of the prior systemc or prior anthracycline,
it's roughly the sane.

DR. DUTCHER: Dr. Swain?
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DR. SWAIN:  Could you conmment on your choice of
a recommended dose of 135 every 3 weeks since you seemto
have |l ess toxicity on the 100 every 2 weeks?

DR. W NOGRAD: Wiy the choice?

DR SWAI N Yes.

DR WNOGRAD: It's basically what | had in the
summary slide. W feel that our vast safety experience for
the drug cones froma dose given every 3 weeks. The
experience wth the | ower dose every 2 weeks is fromthis
one study and the database is growi ng. As you have seen,
the two studies that ECOG is planning or the one that has
just started both use the | ower dose every 2 weeks.

We feel that at the present time with the |arge
saf ety dat abase that we have overall for the drug, we fee
nmore confortable recommendi ng that dose. That doesn't
exclude that at the point that, for instance, the data on
the random zed study is available. That could be sw tched.

DR. SWAIN. Because the febrile neutropenia
| evel was very high for the KS patients in the first study.

DR. W NOGRAD: Yes, but again renmenber that the
design of the study is not entirely simlar. A in the USC
study the patient who seened to need G CSF up front got
G CSF up front. The patient in the NCI study, on the other

hand, was sort of dosed to reach toxicity, then got the



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

205

dose reduced, and only at the point of progression or if
t here was anot her reason, G CSF was only added at that
point. So, this design asked for a higher incidence of
neut ropeni a and neutropenic fever. Again, the reason is
the experience with the drug at the present dose schedul e.

DR. SWAIN: | had one other question. Do you
have any idea what the effect of protease inhibitors would
be on the duration of response?

DR. WNOGRAD: On the duration of response,
that is obviously difficult to address. Wat we have is we
have anal yzed at what point the patients start on protease
inhibitors. Again, both of the studies started at an area
that the protease inhibitors were not avail abl e.

Could I have, please, slide section D and slide
1772

Thi s anal yzes the use and the start of protease
inhibitors for study 281. 1In fact, in that study 20
patients received protease inhibitors during any tine of
study. The other two patients in the whol e popul ation Dr.
Yar choan descri bed when he descri bed his study
presentation. 20 patients received protease inhibitors at
any tinme. The onset of protease inhibitors was a nedi an at
course 11, and the start ranged between course 1 or course

22 that the protease inhibitor was started.
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18 of the 20 patients were responders according
to the ACTG criteria. 3 of the 18 got the protease
inhibitor prior to the assessnent of a response. 15
received the protease inhibitor after the assessnent of a
response. In fact, 5 of those 15 received a protease
inhibitor only at the point they had al ready progressed,
using the ACTG criteria. So, | think the time period that
t hese studies were done, if the patient received a protease
inhibitor, they received themrelatively |ate.

The question as to what is the inpact on
duration | can't really exactly answer.

DR. ABRAMS: Also relevant, | note that the
P450 i soenzyne CYP2C8 and CYP3A4 are involved in the
met abolism Have there been any studi es done or have you
checked on any of the levels of the protease inhibitors?

DR. WNOGRAD: Yes. Wat we have analyzed in
the present population for the 22 patients who got protease
inhibitors to see whether it interferes with netabolism of
Taxol, the first thing that you would see nost likely is an
increase in the dose-limting hematologic toxicity. In our
analysis, there were simlar rates of nyel osuppression
whet her a patient received or a patient didn't receive
protease inhibitors.

As was nmentioned in the introduction by Dr.



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

207
Canetta, ECOG is presently conducting a prospective study
where patients receive constant protease inhibitors and
Taxol. There are four different strata for 6 patients each
to assess plasma | evel s of Taxol and of the protease
i nhibitors and prospectively study that. So, this is
ongoi ng.

DR. ABRAMS:. | guess the surrogate endpoint of
t hat woul d have been if you saw any changes in HV viral
load in patients in this study that woul d have suggested
t hat naybe you were | osing the inpact of the protease
i nhibitor activity.

DR. WNOGRAD: |Is there anything you could say
to that point, Dr. GII1?

DR G LL: No.

MR. MARCO Also, don't you think that nost of
these patients started with saquinovir? And they were
probably doi ng saqui novir nonotherapy. This was a few
years ago when we didn't know how to use these drugs. So,

t hey were having inadequate antiretroviral therapy.

DR. DUTCHER:. Do you have a question?

MR MARCO | do. | have two questions.

My first was about the pulnonary KS. The
response rates seened i npressive, especially for the 5 of 5

patients fromthe NCI study. Do you know, in the
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literature, other response rates for pulnonary KS or at
| east for, say, Doxil or DaunoXome?

DR. WNOGRAD: Dr. GIl, do you want to commrent
on that?

DR. GQLL: Yes. The literature goes back 10,
15 years. So, you have to consider all the changes in
therapy. But the response rate with conbination
chenot herapy in pulnonary KSis quite high, in the range of
50- 60 percent.

There is a recent study of DaunoXone in
pul monary KS al one at a hi gher dose of 60 m | ligram per
meter squared. That is first line in patients who have not
previously been treated with cheno. The response rate is
around 50 percent.

MR. MARCO What about the survival? | think
it's 7.4 nmonths in this, in the conbined studies. Do you
know what the survival was?

DR G LL: Yes. Survival in patients with
pul monary KS who have no treatnent is about 2 nonths.

Those who have treatnent, first line is around 7 to 8
mont hs. Patients who have pleural effusion along with
pul nonary KS and have chenot herapy have a di smal outcone of
about 2 and a half nonths. So, in general, the outcone is

very poor, far below 7 nonths, and that is first-1line
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treat nent.

DR. W NOGRAD: You nentioned the survival
didn't show the survival for patients with viscera
di sease, but as you nentioned it, the survival in the
pool ed analysis in the patients in this study is 13.7
months for the 31 patients with visceral disease. So, it's
pretty nuch the sane as the overall popul ation.

MR. MARCO Also ny |ast question was about
access to therapies because basically I think 50 of the
prior system c therapy patients were resistant or
intolerant. D d they have any other treatnent options? Do
you know i f the anthracyclines were available to them at
that tinme?

DR. WNOGRAD: Well, 19 of the patients who
went into these two studies had al ready received one of the
two |iposomal anthracyclines and were resistant to the
respective |iposomal anthracycline. So, 19 patients --

MR MARCO R ght. Wren't those fromD. GII
and Dr. Scadden nostly because they were already on the
studi es, but were the drugs approved? Wre there any other
treatnent options for these patients? That was ny
guesti on.

DR. WNOGRAD: At the tinme that these studies

wer e conduct ed?
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MR. MARCO  Exactly.

DR WNOGRAD: | think that's better for the
i nvestigators to address.

DR. G LL: No. DaunoXone wasn't approved and I
t hi nk Doxil was approved very late, actually not during the
NCl trial but during the second trial, the later part of
the second trial. So, those drugs actually were not
avai l able. So, the reason we had several patients on who
had previously been treated with |i posone therapy were
because they were on those trials at the tine.

DR. DUTCHER: Dr. Schil sky?

DR, SCHILSKY: 1'd like to cone back to the
question of the dosing for a nonent because | guess |I'ma
little concerned about the proposed dose. You have two
studi es and the proposed dose is fromthe study that has
hal f the nunber of patients that the other study has. So,
you' re proposing the dose fromthe study with the nore
limted clinical experience.

Al though | recognize that you' ve got this |arge
dat abase at that dose |evel, when you | ook at, for exanple,
the febrile neutropenia that occurs, when you lunp it al
together, you're integrated anal ysis showed that you had
febrile neutropenia in 25 percent of the KS patients

conpared with only 3 percent of the patients at that dose
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| evel of 135 with solid tunors.

However, when you | ook at the USC results,
there's febrile neutropenia in only 9 percent of patients
which in ny mnd conpares nore favorably with the solid
tunmor results than when you | unp everything together.

So, |I'm wondering again about the selection of
the dose and why you woul d choose the dose that cones from
the nore limted clinical experience in this patient
popul ati on and appears to be associated with a higher
degree of febrile neutropenia.

DR. W NOGRAD: Again, you have said what is the
reason that we are proposing at present that dosage and
reginmen, and that is based on the | arge experience in solid
tumor and the simlarity of the nonhematol ogic toxicities
in those. Again, the experience in the every 2 weeks 100
mlligrams per square neter is 56 patients at that point,
and that's why we feel maybe | ess confortable.

Again, | would really like that you renmenber
the differences in design in that those patients who seened
to have nyel osuppression up front got GCSF i mediately in
the USC study, and in the NC study, they were treated and
dosed according to nyel osuppression and tolerability. And
in the major part, only at the point they progressed and

had gone down with a dose well below the 135, then they got
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G CSF and started at 135 per neter squared again.

| see your point and obviously we had this
di scussion internally. |If you want, we could run through
sone of the safety conparisons nore than what you had seen
maybe. |If you want, we can do that. W have exanpl es.

DR. SCHI LSKY: Let nme just ask you what is your
proposal with respect to how G CSF should be used if this
application would be approved?

DR. WNOGRAD: That's a very good question and
obviously this would build in on the experience between the
two studies and the experience of a relatively high
i nci dence of neutropenic fever if you give GCSF |ate. |
t hink our policy would be to suggest supportive therapy
shoul d be given as needed and that woul d include G CSF
So, the recommendati on woul d be probably -- the proposition
woul d be to use G CSF nore |liberal than what you maybe
originally did in your study.

DR. YARCHOAN: Just maybe one clarification
that may be useful. W initially elected not to use G CSF
| argel y because we didn't know whet her Taxol was going to
work and we didn't want to push a drug that we didn't know
was wor king with bone marrow support.

The ot her thing, just as background, is that

what is called febrile neutropenia here really neans a
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pati ent who's neutropenic and had a fever. A lot of these
patients have alnost no CD4 cells, and a lot of tinme the
fever is due to cytonegal ovirus di sease or sonething el se.
So, it's alittle bit confusing in terns of sorting those
t hi ngs out.

DR. W NOGRAD: But obviously we are not hooked
to that dosage and reginen. This is our proposal.

DR DUTCHER: Dr. WIIlians?

DR WLLIAMS: 1'd like to ask why you think
you can give this to | ow performance status patients, on
the basis of what data, or why you think it's okay to give
it to low performance status patients because all the
patients that received the higher dose were high
per formance status patients.

DR. WNOGRAD: |I'mnot sure | followed exactly.

DR. WLLIAMS: Well, the NC trial was in
patients with good performance status. The other trial was
| ow performance status, but despite that fact, there's nore
toxicity in the good performance status patients with the
135 dose. So, what's going to be the toxicity in |ow
performance status patients? Do you have any data or is it
just going to be --

DR. WNOGRAD: Again, | think this is sonething

for the -- we don't have nore data, if you just |ook at the
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performance status, in the reginen that we are proposing.
However, part of the Karnofsky performance status is al so
driven by the underlying disease rather than what you are
used to fromsolid tunor patients where Karnofsky -- |ike
if a patient has swollen feet and can't walk, this
i mredi ately inpacts on your | ow Karnof sky performance
status. Is that a fair interpretation of the |ow Karnofsky
per f ormance status?

DR. CANETTA: (!lnaudible.)

DR. WLLIAMS: So, you' re saying you don't
t hi nk performance status in AIDS Kaposi's -- that it's not
related to your tendency to nyel osuppression. |s that what
the literature --

DR. WNOGRAD: | don't think that we can say it
as hard as that, but as Dr. Canetta said, there's no
di fference in nonhematol ogic toxicity between the patients
with | ow performance status and hi gh performance st at us,
i.e., between the two different studies.

DR. DUTCHER: Dr. Krook

DR. KROOK: | was going to coment on Gant's
guestion. A 10 percent difference on a Karnofsky scal e,
one study took down to 60 and the other to 70. That's not
quite the sane as a level on the other scales. If | read

my notes right, there were 46 percent of that second study
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that were between 60 and 70. So, | don't think there's a
big difference between the two. That really becones
subj ective whether they're 60 or 70 in ny m nd.

DR. DUTCHER: W need to take a 10-m nute break
-- thank you very much. | think we're going to finish this
di scussion at the end of the neeting -- to allowthe FDA to
set up and we've got a couple of people who need to try to
catch airplanes. So, we're going to try to nove al ong
qui ckly. So, we'll take a break now, but please be back
here in 10 m nutes.

(Recess.)

DR. DUTCHER: Ckay. W're going to nove on now
with the FDA presentation. Dr. Chico is the reviewer and
Dr. Wllianms is the teamleader. Dr. Chico.

DR CHICO Good afternoon. Dr. Dutcher, Dr.
Abranms, nenbers of the advisory commttee, Drs. Justice and
DeLap, ny col |l eagues at the FDA, | adies and gentl enen,
today |'m presenting the FDA review of clinical studies on
the two pivotal trials for the efficacy supplenent 20-262
on Taxol .

Before | proceed, I'd |ike to acknow edge the
menbers of the FDA review team Dr. Grant WIIlians, our
medi cal team | eader; Drs. Clare Ghecco and CGeorge Chi from

bi ostatistics; Drs. M shina and Rahman from
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Bi ophar macol ogy; Drs. Brower and Paul Andrews from
Phar macol ogy; Drs. Jee and Whod from Chem stry; Dr. Turner
fromDSI; and our project nmanager, Dianne Spillmn and
Dotti Pease, team | eader

This application seeks approval to market Taxol
inthe United States for the second-line systemc
chenot herapy of patients with AIDS-rel ated Kaposi's
sar cona.

The proposed dosing schedule is 135 mlligrans
per meter squared given as a 3-hour infusion every 3 weeks.

The primary endpoint of the studies in this
application is objective tunor response. Additional
clinical benefit is being sought fromthe retrospectively
coll ected data on six domains of clinical benefit. This in
addition to cutaneous tunor response is being presented to
obtain full approval of Taxol for this indication.

Bet ween Sept enber 1993 and January 1995, the
first study was undertaken in order to assess the efficacy
of Taxol in AIDS-related KS. This study was perforned at
the NCI, National Institutes of Health, in Bethesda,

Maryl and, and desi gnated as BMS139-174.

Bet ween February 1995 and Decenber 1995, the

second study was initiated in order to confirmthe findings

of the first study. This trial was conducted at two study
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sites, the Kenneth Norris Cancer Hospital and County
Hospital in Los Angeles, California, and at the New Engl and
Deaconess Hospital and Massachusetts General Hospital in
Bost on, Massachusetts. This study was desi gnated as
BVS139- 281.

Both are open | abel phase Il studies with tunor
response as the primary efficacy endpoint. The secondary
efficacy endpoints for study 174 were not defined in the
protocol, while for study 281 they were defined as tinme to
tunor response, duration of response, and survival.

Two different dosing reginmens were utilized.

For study 174, patients received 135 mlligranms per neter
squared as a 3-hour infusion every 3 weeks, while patients
fromstudy 281 received 100 mlligranms per nmeter squared as
a 3-hour infusion every 2 weeks.

A total of 85 patients were enrolled in both
studies. However, there were only 59 patients who were
previously treated, 40 fromstudy 281 and 19 from study
174. The enphasis of the efficacy revieww ||l be on these
59 previously treated patients.

The applicant met wth the agency on Cctober 9,
1996 to discuss a proposal to submt an efficacy suppl enent
under the accel erated approval nechanismin the treatnment

of patients with AIDS-related KS. The data wll|l be based
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on the two phase |l studies.

Ful | approval was thought possible if, in
addition to tunor response, evidence of clinical benefit
such as anelioration of tunor-associated synptons or
prol ongati on of response or survival was shown.

During the neeting, the follow ng additional
concerns were expressed: first, that the difference in
dosi ng regi nens between the two studies nay pose
difficulties ininterpreting data, as well as providing
dosi ng gui delines for |abeling.

Secondly, with 85 patients enrolled in the
phase Il studies, the FDA review may show that the clained
responders may be | ess.

Thirdly, the sponsor was al so advi sed by
Bi opharmaceutics to capture pharmacokinetic data in
patients with KS, especially data related to concomtant
medi cati ons which may interact with Taxol .

Thi s suppl enmental NDA was submtted on February
4 of 1997.

Except for a difference in performance status,
t he patient denographics were simlar in both studies,
showi ng that patients enrolled were those with KS at poor
risk for survival as defined by ACTG or features of

advanced AIDS. Anmong the 85 patients enrolled, 59, or 69
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percent, received prior system c chenotherapy. 38, or 64
percent, of the patients who had previously received
chenot herapy had received at | east one anthracycline
cont ai ni ng regi nen.

The cutaneous response anal ysis focused on al
the patients who responded to Taxol regardless of prior
treatnment history, and this was acconplished by review ng
and maki ng queries fromthe electronic data |istings,
| ooki ng at case report fornms, review ng patient case
summari es and photographs. For ny presentation, | wll
just be using photographs of patients who were previously
treat ed.

A conparison of the sponsor's and the FDA
response anal yses was done. The list of patients with
differences in the determ nation of cutaneous tunor
response was transmtted to the sponsor who agreed that 1
of the 3 patients with differences in their response
anal yses may not be considered as a true response accordi ng
to ACTG criteria. However, the final FDA positionis to
exclude 2 patients fromthe list of responders.

Patient 1 from study 281 had | ess than 50
| esions at baseline, and the response assessnment was based
on lesions fromcertain target areas and not on all the

|l esions. There was concurrence between the FDA and the
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applicant that this patient does not qualify as a response.

Patient 12 from study 281 was noted to have new
edema and a new |l esion on the foot 1 week after being
declared a partial response. The sponsors reviewed the
source docunents and determ ned that the edema was
tenporary and nay have been due to other therapies. The
single new |l esion on the foot was outside the target area
for response assessnent. There was concurrence between the
FDA and the applicant that this patient should be retained
as a response.

Patient 24 fromstudy 174 was noted to have
| esions on the scalp and right toe on the day of being
declared a partial response. 2 weeks |ater he had new
| esions on his chest. Since the patient had nore than 50
| esions, only the right and |l eft arnms were being nonitored
as target sites. The appearance of several lesions in
several areas of the body wthin a short period of tine
speaks agai nst chance occurrence and cannot be overl ooked
despite being outside the target areas. W believe that
this patient should not be considered as a response.

The follow ng table summari zes the fina
position of the FDA regarding response rates in the two
studies on both patient groups. Two patients were

elimnated fromthe original 37 patients who responded to
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treatnent. As a result, the new response rate is 35 out of
59, or 59 percent. The 2 patients who were elimnated both
had prior system c chenot herapy, therefore affecting only
the responders in this group.

Anmong the group of 35, there were 2 patients
fromstudy 174 who had a conplete response to treatnent. A
majority of the partial responses, however, were due to
flattening of nore than 50 percent of previously raised
| esi ons.

The Kaposi's sarcoma synptom conpl ex anal ysi s
was performed by the applicant in response to the advice by
t he agency during the pre-NDA neeting that there should be
evi dence of efficacy or clinical benefit other than that
from cut aneous tunor response. Except for Karnofsky
performance status assessnents in edena, data from each of
the foll ow ng dinensions were collected by the sponsor
retrospectively: KS of the foot, face, lung, and KS-
rel ated pain.

Kaposi's sarcoma of the foot was docunmented by
phot ographs at baseline for 19 patients, 8 patients in
study 174 and 11 in study 281. The BMS nedi cal team
eval uat ed t hese phot ographs and described the | esions on
the feet as either absent, stable, increased or decreased

during the intervals that the photos were taken. Only 12
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of the 19 patients received prior system c chenot herapy.
Phot ographs of all 19 patients with foot |esions were
eval uated by the FDA done with the reviewer blinded to the
sponsor's foot and cutaneous di sease response assessnents.

Anmong patients with prior chenotherapy,
i nprovenent in foot |esions were seen by the FDA revi ewer
in 7 patients and there was a difference in opinion between
t he sponsor and the FDA in 4 patients. 6 patients had both
foot and cutaneous di sease responses, and 3 patients had
si mul t aneous remarkabl e i nprovenent in the foot |esions
and foot KS-rel ated synptons.

Patient 8 fromstudy 174 is a 33-year-old white
mal e who was previously treated with chenot herapy and had a
bi opsy-confirnmed conplete response to Taxol. He stopped
t aki ng norphine for foot pain. Notice that there was al so
a decrease in edema during treatnent.

Patient 26 fromstudy 281 with | esions on the
pl antar surface of the foot was able to stand up again.

This is the sane patient show ng a decrease in
| eg edena.

Patient 34 fromstudy 281 stopped taking
nmor phine for foot pain and there was resol ution of infected
KS | esi ons.

Simlarly data on facial Kaposi's sarcoma were
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coll ected retrospectively by exam ning photos of |esions on
the face in 34 patients. Only 19 of these 34 patients, or
56 percent, had received prior system c chenotherapy. The
BMS revi ewers described the | esions on the face as either
absent, stable, increased, or decreased. The FDA revi ewer
eval uat ed t he phot ographs independently and descri bed the
| esions as inproved or not inproved. Facial KS responses
were correlated with overall cutaneous responses.

Phot ographs of the 19 previously treated
patients with facial |esions were evaluated by the FDA with
the reviewer blinded to the sponsor's facial and cutaneous
di sease response estimtes. Anong patients with prior
chenot herapy, inprovenent in facial |esions was seen by the
FDA reviewer in 10 patients, and there was a difference in
opi ni on between the sponsor and the FDA in 7 patients. 10
patients had both facial and cutaneous di sease responses.

Again, this is a 26-year-old gentl eman who had
received two prior system c chenotherapies. He achieved
partial response of cutaneous |lesions at course 5 with
i nprovenent in pul nonary and facial disease according to
the applicant. The facial |esions were noted to have
decreased significantly from baseline. This patient's
overal |l duration of response was 4.5 nonths.

This is a 36-year-old previously treated nal e
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who received a total of 10 cycles of Taxol. This patient
achieved a partial response of cutaneous di sease but
continued until he achieved a bi opsy-negative conpl ete
response. The lesion on the tip of his nose was noted to
have decreased significantly.

During the course of reviewing the patient's
phot ogr aphs, other facial changes were noticeabl e.

Al t hough these patients were assessed by the sponsor as
havi ng an inprovenent in the status of facial lesions, it
is apparent that alopecia fromtreatnment resulted in other
changes. Al though sone | esions may have turned lighter in
col or, sonme have becone nore apparent from al opecia caused
by the treatnent itself.

The design of studies | ooking at Kaposi's
sarcoma |l esions of the face in the future should take into
consideration the patient's evaluation of changes in facial
| esions which reflect overall satisfaction, feelings
regardi ng sel f-imge, and functional changes.

Extremty and facial edema were noted at
baseline and at regular intervals and described by the
applicant as either absent, stable, increased, decreased,
not assessed, or new in the case report fornms. The
i nvestigators, however, did not provide additional

i nformati on on objective findings such as change in |linb
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girth, skin integrity, or range of notion.

Only the available entries in the case report
forms and phot ographs were used by the FDA reviewer to
confirmthe status of edema. Queries fromthe electronic
data were generated to conpare observations of the status
of edema and cutaneous di sease.

For patients with prior chenotherapy, there was
a decrease in edema while on treatnent with Taxol in 36 of
the 59, or 61 percent, of patients. However, there is no
strong correl ati on between cutaneous tunor response and
obj ective inprovenents in edena

Phot ogr aphs were hel pful to the reviewer in
confirmng change in the status of edema. However, subtle
changes in edema were not apparent in the exam nation of
t he photos. 16 patients who had received prior
chenot her apy showed changes in edena that were obvious from
the photos, while in the other 20 patients, who were
eval uated by the sponsor as having a decrease in edenma, had
changes that were not apparent to the reviewer or the
phot ographs were not adequate to make an assessnent.

This is a 42-year-old white gentl enmen who had
received 5 regi nens of chenotherapy prior to treatnment with
Taxol. This patient did not neet the criteria for partial

response due to the absence of a confirmatory eval uation
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after 4 weeks. Lesions in the face and | arge confl uent
areas of the inner thighs were noted by the sponsor to have
flattened. Edema of the scrotum and extremties decreased,
and the patient was able to wal k from bei ng wheel chair
bound.

As previously stated, patient photographs were
hel pful in confirmng the applicant's assessnent of edema
However, in sone cases, changes may not be apparent from
the photos. These are photographs taken 2 and a hal f
mont hs apart during treatnent with Taxol in a patient who
was assessed by the applicant to have a decrease in edema
during treatnent.

The extent of pul nonary di sease was assessed by
radi ol ogi c exans at baseline in at | east once every 2
cycles in study 174. For study 281, chest x-ray was done
at baseline and only those with abnormal results were
repeated every 4 weeks. An external reviewer assessed
Taxol efficacy separately for the pul nonary di sease using
the overall criteria of resolved, stable, increased, or
decreased as conpared to baseline. For the FDA review,
queries were nade on the electronic data to show all
procedures done to docunent pul nonary di sease and the
sponsor's assessnents. For patients with adequate

docunent ati on of pul nonary di sease, individual patient
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narratives and common sections of case report forns were
reviewed. Confirmation of pul nonary KS response was done
by review ng radi ol ogy reports and bronchoscopy reports and
by exam ni ng the radiographs.

O the 29 patients in study 174, 5 patients
were found by the applicant to have radi ographi c evi dence
of pul nonary KS at baseline. However, anong these 5
patients, only 2 were previously treated with systemc
chenot herapy, and according to the sponsor, both showed
evi dence of a decrease in |lung KS.

On the other hand, there were 8 of 16 patients
who received prior chenotherapy in study 281 who had a
decrease in pulnonary tunor volune. The FDA review,
however, only confirnmed a decrease in pulnmonary KSin 1
patient fromstudy 174 and 2 patients from study 281.

Patient 2 fromstudy 174 had a confirned
decrease in pulnonary disease for at |east 2 courses. This
patient had a partial response of cutaneous di sease and the
pul nonary | esion response |asted for 79 days.

Patient 20 from study 281 was still on active
treatnent as of final report. He had docunentation of
resol ution of disease by bronchoscopy.

Patient 33 had evidence of decrease in

pul monary KS by chest x-ray and CT scan. However, the
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radi ol ogy reports were not submtted.

FDA review of the foll owup chest x-rays showed
that there was a decrease in bibasilar nodular infiltrates.
The rest of the patients reviewed did not have adequate
docunentation to confirm baseline lung KS status or disease
responses.

Performance status was col |l ected prospectively
at regular tinme intervals in both studies and the patients
fromeach study presented with different patterns of
performance status at baseline. Al patients in study 174
presented with a Karnof sky performance status of 80 or
better, and only patients with a performance status of 70
or | ess at baseline were considered by the sponsor in their
analysis. Note that this patient group represents only 40
percent of the patients in study 281, with 30 percent of
patients having no baseline assessnent. During the whole
duration of treatnent, there were m ssing values in 50, or
89 percent, of the patients.

| will just briefly highlight sone of the
rel evant safety issues for this particular group of
patients, and that includes deaths within 30 days of
treatnment, hospitalizations, occurrence of infections, and
t he nore comon henat ol ogi ¢ and nonhematol ogic toxicities.

I ndi vi dual patient narratives and case report
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forms were reviewed for patients who died within 30 days of
treatment. 10 of 59 patients, or 17 percent, who
previously received system c chenot herapy died within 30
days. GCenerally these patients had nmultiple problens that
i ncl ude i nherent inmunosuppression, rapidly progressing
Kaposi's sarcoma, possible adverse effects from
pol yphar macy, side effects from chenot herapy, undi scl osed
enotional and social issues, et cetera. During our
analysis, it was difficult to determ ne whether death was a
result of one particular cause or a conbination of several
di fferent causes.

Data on the frequency of hospitalizations
during treatnent was collected fromcase report fornms and
the electronic data. |In study 174, 21, or 72 percent, of
the 29 patients enrolled were hospitalized at |east once
during the treatnent with Taxol, while in study 281, 35 of
the 56 patients, or 61 percent, were hospitalized at |east
once.

O the 374 courses of treatnment given in study
174, 76, or 20 percent, were associated with hospital
adm ssions, while this was seen in 63 of the 605 courses,
or 10 percent, for treatnent in study 281.

The reasons for hospitalizations were nostly

infections and febrile neutropenia. The nost common
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docunented infections are PCP, pneunonia, sinusitis, CW
retinitis, and catheter rel ated sepsis.

The study report by the applicant, however,
mentions nore epi sodes of opportunistic infections than
that that was counted by the FDA. According to the
applicant, there were 65 epi sodes of opportunistic
infections in study 174 and 48 episodes in study 281. This
probably includes infections that did not require
hospi talization.

15 of the 139 or 11 percent of adm ssions to
the hospital were due to febrile neutropenia. Note that
despite a relatively higher performance status at baseline,
there are nore patient hospitalizations for febrile
neutropenia and infections in patients in study 174.
Hospitalizations for other reasons may be for diagnostic
wor kup or managenent of certain synptons that may or may
not have been related to Taxol treatnent.

The followi ng table shows only grades 3 and 4
hematol ogic toxicities fromtreatnment with Taxol. In
general , despite higher baseline performance status, there
are nore grade 3 and 4 henmatologic toxicities in the group
of patients treated at the NCI in study 174. The whol e
popul ation seens to reflect the grades 3 and 4 henmat ol ogi c

toxicities that were seen in the group of patients with
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prior system c chenotherapy. Severe neutropenia was
experienced by 43, or 74 percent, of the patients, of which
30 patients had grade 4. Gades 3 and 4 thronbocytopeni a
and anem a was experienced by 10 and 33 percent of
patients, respectively.

Most of the blood transfusions on study were
red cell transfusions. |In study 174, 17 patients, or 68
percent, were given 92 transfusions, while in study 281, 26
patients, or 46 percent, received 54 transfusions. Mre
patients received bl ood transfusions in study 174 conpared
to patients in study 281. However, there seemto be nore
patients needi ng bl ood transfusions than those who actually
experienced severe anema. This may nean that not all data
on severe anem a was captured or sinply the fact that this
group of patients have several reasons, other than
myel osuppr essi on from chenot herapy, to be transfused.

Overall incidence of conmon nonhenat ol ogi c
toxicities were conparable in the pretreated in the total
patient groups. All grades of al opecia were experienced by
91 percent of patients. The other nore common severe
toxicity is asthenia, which is experienced by 26 percent of
patients, followed by diarrhea, arthralgia and nyalgia in
15 percent, and nausea and vomting in 11 percent. Note

that grades 3 and 4 renal toxicity was experienced by 5



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

232
patients, all of whomwere previously treated.

In conclusion, the submtted phase Il studies
of Taxol in patients with previously treated Kaposi's
sarcoma shoul d be consi dered adequate and wel |l -control |l ed
studi es of objective tunor response. The objective
response of Taxol in this patient popul ation may be a cl ear
denonstration that antitunor activity with the conparator
in this case being the known natural history that the
tunmors do not shrink w thout treatnent.

The objective tunor response was wel | -
docunented in 59 percent of the patients, wth a nedi an
duration of response of 9.1 nonths using the WHO definition
whi ch starts at the beginning of treatnment rather than the
first date of response.

Considering the limted treatnent options
avai l abl e for patients who have received prior systemc
chenot herapy for AIDS-rel ated Kaposi's sarconma, the 59
percent objective response rate in cutaneous tunors
represents a notable level of antitunor activity. However,
t he popul ation sanple for this conclusion is small.

Patient benefit was eval uated retrospectively
by assessing the six dinmensions of clinical benefit. The
criteria used by the sponsor to describe changes in foot,

facial KS, and edema were not identified and there was a
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| arge anount of m ssing data in the anal yses of |ung KS,
KS-rel ated pain, and Karnofsky perfornmnce status.

Since information was coll ected retrospectively
in these studies, it is of concern that the assessnents
were not blinded and that the sanple sizes for such
paraneters were snmall. The nethodol ogy |ikely
underestimated the true incidence of synptons at baseline
in these patients. However, despite these flaws in design,
there were notably simlar trends in the cutaneous tunor
responses versus inprovenents in facial and foot KS
| esi ons.

There were al so individual patients who may or
may not have had cutaneous tunor response who had
remar kabl e i nprovenents in foot, facial KS, edema, and |ung
KS | esi ons.

In regard to the secondary endpoi nts,
particularly time to progression and survival, the studies
were not adequately controlled. The secondary efficacy
endpoi nts were only defined prospectively for study 281.
Random zed controlled trials would be necessary to
adequately assess the effects of Taxol on these secondary
endpoi nt s.

The phase Il studies provided sufficient

information to assess the potential toxicities of Taxol in
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patients with AIDS-rel ated Kaposi's sarcoma. The sponsor
presented a review of toxicities from Taxol in patients
with AIDS KS conpared to patients wth other tunors treated
wi th Taxol that showed a higher risk for nore frequent and
severe hematol ogic toxicities.

However, there seens to be a difference in the
patterns and incidence of toxicity between the two studies
where different regi nens of Taxol were used. |In study 174
where Taxol was given at the higher dose | ess frequently,
there seened to be nore severe hematol ogic toxicities.
Clinically there are nore dose reductions, nore use of
cyt oki nes, and nore requirenents for blood transfusions,
and hospitalizations for infections and febrile neutropenia
on study 174.

On the other hand, there are nore treatnent
del ays associated with study 281 where a | ower dose of
Taxol was given nore frequently. Tunor response wth Taxol
in previously treated patients was 14 out of 19, or 73
percent, in study 174 and 21 out of 40, or 52 percent, in
study 281.

The applicant proposes that the approved dose
and schedul e be that which was used in study 174, that is,
135 mlligrans per neter squared every 3 weeks. Cearly a

di scussion of the optinal dose for this indication is
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war r ant ed.

Whet her one recomends approval of this NDA
suppl enment shoul d depend primarily upon whet her one
considers the sanple size represented by these trials as
| ar ge enough to support approval for this indication and
whet her the evidence of patient benefit docunmented in
phot ogr aphs and recorded synptons, inperfect as they may
be, adequately support the objective data on response
rates. One nust then consider, in view of the docunented
toxicity of Taxol in this setting, whether the overal
therapeutic ratio of Taxol therapy was acceptable in these
trials and popul ation of patients with previously treated
Kaposi's sarconma.

Thank you very nuch.

DR. DUTCHER: Thank you.

Are there questions for Dr. Chico? Dr. Celber.

DR GELBER: Yes. The response rates are
rather inpressive either fromthe sponsor or from your
revi ew

DR. CHICO The sponsor's review showed a
response rate in previously treated patients of 63 percent.
My review showed 59 percent.

DR. GELBER  So, both rather close.

DR. CHICO Very close.
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DR. GELBER  The question | have is, did you do
an investigation of any changes at the beginning of the
phase |l studies in therapeutic approaches that m ght have
expl ai ned sone of the responders? Wre other things being
changed in the course of the treatnent for these patients
that m ght have contributed to sone of the responses?
Qoviously not all of them but some of them

DR. CH CO Could you please be nore specific?

DR. GELBER  Yes. For exanple, were the sane
antiretroviral therapies, sane therapies for Os being used
prior to enrollment in the phase Il trials?

DR. CHHCO No. Study 174 was initiated
earlier, and the patients enrolled in the study nostly were
on AZT and ddl, while approximately 45 percent of the
patients in study 281 were on the newer antiretrovirals.

DR. GELBER And at the tinme the KS was
eval uated at baseline and the patients were enrolled in
this study, those therapies were maintained for all of the
responder s?

DR CHCO | didn't have data regardi ng when
the antiretrovirals were started in these patients, so |
wasn't able to determ ne that.

DR. GELBER  So, that kind of assessnment wasn't

done.
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DR CH CO By ne, no.

DR. ABRAMS: W heard that nost of the patients
who started protease inhibitors had al ready achi eved a
response prior to that.

DR. GELBER Yes. I'mreally not specifically
concerned about the protease. |'mreally concerned about
the issue of the findings saying Taxol achieved X response.
So, ny question was Taxol was initiated. |'m convinced
that there were responses related to the initiation of
Taxol. The question was a response rate of 60 percent
roughly. Is that response rate related to the initiation
of Taxol, or in this very limted nunber of patients that
we're | ooking at, were there sone other changes in their
therapy, at or around the tinme of initiating the phase |
Taxol, that m ght have contributed to sone kind of
favorabl e response in sonme of the patients recorded as
responders? 1Is it fair to attribute all of the response
rate to Taxol? That's the question.

DR CHCO | think we have to | ook at
especially patients who were treated on the newer
antiretrovirals in study 281 nore especially and | ook at
when they responded and nake a correlation. But | don't
believe that | was able to | ook at that data.

MR. MARCO But there's also really no data
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that is conclusive that would say that a change in
antiretroviral therapy that is really inpressive is going
to markedly change a response rate. So, even if you did
show that, it's not Iike we have historical data.

DR. GELBER Yes. If we're asked to | ook at 35
patients who responded, it would be nice to have a review
t hat addresses the question in how nany of those 35
patients was the treatnent, prior to starting Taxol and
imedi ately after starting Taxol, the sane, and in how many
of those 35 were there other changes in managenent. Then
we could at | east debate the issue.

MR. MARCO No. | understand. | would |ove
that too, but it's a problemwhen you have underlying
di sease.

DR. WLLIAMS: But the point is | don't think
that any of the treatnents that we know of we woul d expect
to cause a response in Kaposi's other than perhaps the
newer antiretrovirals. 1Isn't that correct?

DR. ABRAMS: Right, and there were no rea
ot her treatnment advances during the tinme that these studies
wer e conducted except for the introduction of protease
i nhi bitors which cane in Decenber of 1995 and then again in
May of 1996

DR. MARGOLIN: This may be rhetorical. Mybe
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Dr. Abrams knows the answer to that, but it seens to ne
that the denonstration of the |ack of a favorable CM4
response in those sanples that were shown woul d al so argue
agai nst a general immuno-inprovenent in these patients
contributing in large part to the regression of their KS
| esi ons.

DR. SCHI LSKY: A question again with respect to
dosing. Your analysis shows that there are sone
di fferences between the two reginens that were used with
respect to toxicity and also with respect to response rate,
that is, that 135 every 3 weeks produces a somewhat hi gher
response rate conpared to 100 every 2 weeks. |'m curious
to know if you did any further analysis trying to dissect
out the inpact of dose any further.

For exanple, |I'd be curious to know whet her
there was a difference in the nedian dose intensity
recei ved by respondi ng patients versus that received by
patients who didn't respond to the treatnent.

DR CHCO No. | didn't do such anal yses.
Maybe t he sponsor has.

DR. ABRAMS: Do the confidence intervals for
t hose response rates overlap, the 70 and the 59 or
whatever? Wth the small nunbers, they're likely to be the

sane response rate.
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DR CHICO Actually the response rates in
study 174 were higher, but again these are a nuch smaller
group of patients.

DR. WLLIAMS: And also the fact that these are
different performance status patients. So, it's a very
di fferent conpari son.

DR. CHICO Actually in addition to that, as
far as inclusion criteria, study 174 only all owed treatnment
Wi th one previous system c chenot herapy, while in study 281
t hey all owed nore chenot her api es.

DR. KROOK: | guess what |1'd like to go back to
is the review of the lung Kaposi's. 1In the one study there
were six differences between the sponsor's and the FDA
VWhat were the differences? Was it on filnms? Was it on CT?

DR CH CO Yes.

DR. KROOK: That's 75 percent --

DR, CHCO Correct. For study 174, there were
only 2 patients who were previously treated, and | was able
to confirmonly 1 patient with a decrease in lung KS. In
the other patient, they docunented inprovenent of a
patient's clinical synptons, but there was actually no
i nprovenent by radiology of disease. All the radiol ogy
reports showed a stabilization of pul nonary KS.

For study 281, there were 16 patients at
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baseline with pul nonary KS, 2 of which | confirned as 2
responders. There were 4 patients where there was no
docunent ati on of pul nonary KS either by radiology reports
or films, while in the other 9 patients there were no
foll ow-up radi ographs or radiology reports that | received
fromthe sponsor, so | wasn't able to confirmthose.

DR. KROOK: So, the difference is probably
related to what was presuned by the investigator to be
clinically inproved but not docunented.

DR CHCO |I'mnot really sure because there
wer e radi ographs that the applicants showed that | didn't
see. So, it's probably that not all the filnms were
submtted. [I'mnot sure. Maybe the applicant could answer
nor e.

DR. YARCHOAN. Maybe | coul d nmake one comrent
about the NCI study. The clinical center radiologist,
I rwi n Fuersten, devel oped a nethodol ogy of |oading the
el ectronic data fromthe CT scans into a three-di nensional
i mgi ng. And each of our responses was able in this way to
find a greater than 50 percent decrease that was call ed
for. In fact, nost of themwere greater than 75 percent.
| don't know which one there's sonme di scussion.

We did have 1 patient where nost of the |esions

decreased but one lesion increased. That second | esion was
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bi opsi ed and was found to be a concom tant pul nonary
| ynphonea.

DR. CHCO Was this patient previously
treated, Bob?

DR. YARCHOAN: I'msorry. | just don't know.

DR. CHICO The thing is | only focused ny
anal ysis on the 2 patients who were previously treated.

DR. YARCHOAN: But anyway, that was the
procedure that we used in the clinical center. | don't
know i f anyone can comrent on the other stuff.

DR. DUTCHER. W have to change the order just
alittle bit because Dr. Abrans has to | eave. So, what
we're going to do is just ask himto nake a few comments.
Is that all right with you, Dr. DelLap, about the questions?

DR. CANETTA: On the piece of information that
was asked for the dose intensity for responders was 37.55
mlligrams per square neter per week. The dose intensity
for nonresponders was 38.95 mlligranms per square neter per
week.

DR. SCHI LSKY: So, it's the sane. Thank you.

DR. (ZOLS: Can you el aborate on your concern
about the possible not supporting the clinical benefit?
From what we heard this norning and from what you showed

and what the sponsor showed, | think the edema benefit was
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qui te substantial and sonme of the others as well, but you
seemto have sonme concerns about that.

DR. CHICO The main concern with the anal ysis
of clinical benefit really is the way that it was coll ected
retrospectively, especially for foot KS, facial KS, and KS-
related pain. But actually for edema and performance
status, these were collected prospectively.

Now, first, the other concern is the fact that
the sanple sizes were very small and that the studies were
j ust open-1|abel, one-arm studies, so there are no
conparator arns. Actually beyond progression of cutaneous
di sease, both protocols did not have any specification on
how to follow up the other clinical benefit paraneters.

So, they're really largely uncontrolled. So, those are
just mainly ny concerns regardi ng the anal ysis.

But again | have to enphasize there were a few
pati ents who had marked, inpressive inprovenents in each of
the clinical benefit paraneters.

DR. DUTCHER: Dr. Abrans?

Thank you.

DR. ABRAMS: Yes. Sorry that | do need to
catch this flight.

This was a uni que experience for nme. In ny

previ ous experience on the Antiviral Advisory Commttee, we
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never had the opportunity to | ook at a drug that has
al ready been nmarketed, |icensed, and avail able for a
di fferent indication.

| utilized the docunent that | received with ny
packet on FDA approval of new cancer treatnent uses for
mar ket ed drug and bi ol ogi cal products where it stated --
and these are draft guidelines that are not yet
i npl emrented, but it recommends that if a product already
has been shown to be acceptably safe and effective in
treatnent of patients with a given type of solid tunor
mal i gnancy in advanced, refractory stages, then a single
adequate and well-controlled multi-center study in patients
wi th another type of advanced, refractory solid tunor with
a response rate endpoint and enroll ment of sufficient
patients to estimate response rate with adequate precision
may be sufficient to support approval for treatnment of this
addi tional type of tunor.

So, in contrast to our experience this norning,
| feel that the data presented here in ny opinion does
denonstrate reliable evidence supporting the efficacy of
the drug in this group of patients.

| nust say that that was augnented
significantly by the coments that we heard fromthe

i ndi vidual s during the open m ke session this norning where
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a picture is wrth a thousand words. |'ve been treating
patients with AIDS-rel ated KS since 1981 and really | have
never seen such dramatic inprovenents as we've heard about
and also |'ve heard fromny other coll eagues who' ve used
the drug in these patients.

Wth regards to whether or not we have adequate
and well-controlled studies, | think that's sonething that
people will have nore to say about. A sanple size of 59
patients, is that adequate? |In the M3&BG docunents that |
reviewed, it had been suggested to the sponsor that 50 to
100 patients should be at |east evaluated in the two phase
Il studies that they were presenting. So, here we do have
59, so it puts it into that nunber that would be considered
to be adequate.

Wth regards to the dose, | think that there is
going to need to be continued debate. On the Antiviral
Advi sory Committee, we used to | eave that to the FDA, but |
understand this comnmttee likes to have nore direct
recommendations. Obviously, it's a tradeoff. | think the
response rates probably are the sane, although it | ooked
better in the NCI study. Certainly with regards to quality
of life, patients receiving infusions every 3 weeks would
be superior to patients receiving every 2 weeks, but that

needs to be bal anced by increased hospitalization for
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neutropenia, fever, and the other toxicities. So, | think
that that is sonething that needs to be further eval uated
wth regards to what the appropriate dose is.

| guess | was asked not to say what | thought
about approval, but | think it should be clear fromny
comments that I'minpressed with this agent. | would
personal |y not see any benefit of accel erated approval as
the drug is licensed and avail able and is being utilized.
In treatnment of patients with AIDS-rel ated di seases, once
sonething is available, as we see with all of our protease
inhibitors, I'lIl tell you the opportunity to study it in
the controlled clinical fashion disappears. So, | think
t he wi ndow of opportunity to expect that there's going to
be really neani ngful subsequent studies of this agent that
may all ow accelerated to nove to full has probably closed,
and | think again ny opinion, on the basis of the strength
of the data that we see here, would suggest that -- |'m not
supposed to coment on what --

(Laughter.)

MR MARCO We'Ill finish it for you.

DR. ABRAMS: Yes. You all vote and sonebody
will et nme know, but I need to go hone.

DR. DUTCHER: Thank you very much for your

participation and your comments. | appreciate it.
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Now, back to the discussion of dose. You
wanted to see additional toxicity data regarding the two
dose levels in patients with KS. Is it possible to nake a
switch of sonme of the audiovisual equipnent so that they
can present that?

DR. WNOGRAD: Again, | will show data to
conpare the two studies and conpare it to solid tunors.
Again, | wanted to rem nd of the difference in study
design, but | also want to nention that we are open to have
all the data disclosed in a possible package insert,
meani ng the one and the ot her dose schedule. At the tine
that we wote the proposed indication, this is what we felt
nost confortable with, but again we are open to any
suggesti ons.

VWhat we are showing here -- and this is how the
slides are built up -- you have the NCI study, the USC
study, the total patient population, and the total patient
popul ation that had received prior system c therapy. The
i nci dence of fever and febrile neutropenia is broken down,
percent of patients and percent of courses.

I f you | ook, indeed febrile neutropenia was
seen in 55 percent of the patients and 9 percent of the
patients in the two studies respectively, 10 percent and 1

percent of the courses.
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Coul d you go to the next slide please?

| f you conpare that to what is the experience
in solid tunors, again that is the buildup of the slide.
You have here the 135 mlligranms per square neter dose in
solid tunors, the 175 mlligranms per square neter dose, the
total KS patient population, and all KS patients with prior
system c therapy. The overall incidence of patients with
febrile neutropenia is 25 percent or 24 percent as conpared
to 3 and 4. |If you go down to the incidence by courses,
it's 5 percent of the courses or 4 percent of the courses
in the KS popul ation as conpared to 1 percent in the solid
tunor patients.

DR. SCHI LSKY: It would have been hel pful to
put on that slide the 55 percent incidence of febrile
neutropenia in the KS patients who got 135, just to put it
i n perspective.

DR. WNOGRAD: Oh, you wanted to nerge the two
sl i des.

DR SCHI LSKY: Well, no, the problemis that
the total data for the KS population is heavily skewed by
the fact that there are twice as many patients who got the
100 per neter squared every 2 weeks.

DR. WNOGRAD: No. | agree. You would want to

have the six colums on one slide, but it's sort of
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difficult to present. You had seen the one study and then
the other study and then the summary. Yes.

s there any other area of safety that you want
to look at? Al the safety is broken down in that type of
anal ysi s.

DR. DUTCHER: Dr. Swain, did you have another?

DR SWAIN. No. That's all right.

Was there any difference in the neurologic
toxicity at all between the two?

DR. WNOGRAD: Could we go to slide nunber 147

The incidence of any grade of neuropathy, 79
percent of patients in the NCI study, 46 percent of
patients in the USC study, with an incidence of 10 percent
grade 3 and 2 percent grade 3, with an overall 5 percent
and 58 percent.

Can you go to the next slide please?

When you conpare that to the experience in
solid tunors, it's 58 percent in the KS popul ation as
conpared to 48 for the | ow dose Taxol and 64 percent
i ncidence in the high dose Taxol. Again, renmenber, these
patients have received 10 courses versus a nedian of 5 or 6
courses. Plus, those patients have a high nunber of prior
vinca al kal oi ds.

DR. DUTCHER: Could you go back to the previous
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one?

DR. WNOGRAD: Yes. Can you go back one
pl ease?

DR. DUTCHER: O her issues with respect to
toxicity?

DR. WNOGRAD: Wth this respect, we could al so
show you the data of neurotoxicity prior to study start for
the two studies, if you want, and concom tant neur ot oxic
nucl eosi de anal ogs.

If you go to file nunber C, slide 20. This is
peri pheral neuropathy in the NC study. 15 patients had
grade 1 at worst, 4 patients grade 2, 3 patients grade 3.
For 1 patient the grade is unknown. 13 patients reported
PNS prior to start of Taxol therapy, and 15 of those 23
patients with PNS received concom tantly didanosi ne,
zal ci t abi ne, and/or stavudi ne.

And equivalent, the slide for study 281, file
D, slide 31. 12 patients had at worst grade 1 neuropat hy,
6 grade 2, 1 grade 3. For 7 patients the grade is unknown.
7 patients reported PNS prior to Taxol including 5 who
previously received vinca al kaloids. 19 of these 26
patients with peripheral neuropathy received concomtantly
ddl, zal citabine, or stavudine.

DR. DUTCHER: Thank you very nmuch. |



10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

251
appreciate it.

Anyt hing el se? Any other questions?

(No response.)

DR. DUTCHER: Thank you.

D scussion on either issues raised by the FDA
or the conpany?

MR MARCO | would like to tal k about the
clinical benefit and sort of | ooking at a history of how
the division has tried to judge clinical benefit in
previ ous KS studies. WMaybe, Dr. DelLap, you can tal k about
projects that you're involved with with the NCI right now
in actually trying to validate a clinical benefit in KS
studi es and case report fornms, and then al so how t hat
reflects to this study.

DR. DeLAP: Well, of course, we've had a great
deal of difficulty over the years with eval uations of
clinical benefit by tools such as performance status
measures and various questionnaires |ooking at quality of
life. Those have been very difficult for us. There are a
nunber of quality of life scales that are available in
different types of malignancies, many of which are said to
be validated. O course, what that generally nmeans is that
if the sane patient takes the sanme test twi ce, then you'l

get the sane kind of result. It's a little harder to say
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what it means in terns of is it really neasuring sonething
that's nmeaningful to the patient.

We've historically put nore stock in things
that | ooked to be clearly related to the tunor, synptons
the tunor is causing, synptons that get better when the
tunor is controlled. So, if it's bone pain related to bone
nmet astases froma tunor or if it's ability to breathe if
you' ve got pul nonary Kaposi's, if suddenly you' re able to
wal k around the bl ock agai n whereas before you were
confined to your apartnent, those kinds of things are very
meani ngf ul .

O course, those are difficult really. It's
hard to find 100 patients wth any given thing that you can
measure that then you can treat themw th the drug and then
see what happened.

So, the direction that this seens to need to
move in as far as relief of tunor-related synptons is to
devel op sone kind of a package of synptons that are
associated wth a particular kind of tunor and say you're
| ooking for a patient with one or nore of these synptons,
problens that are fairly clearly related to the tunor, and
then seeing if that gets better with the treatnent. There
is sonme effort going on along those lines that involves us

and NCI and sone of your coll eagues.
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So, | think that's very inportant and |I hope
that in the next few years that we won't be stuck with kind
of | ooking at what happened in patients and trying to see
if we've got a reasonably inpressive series of anecdotes,
that we can go to a nore systematic and scientifically
persuasi ve way of | ooking at these things. W're stil
very much in what 1'Il call the Gestalt node of how many do
you have and how many does it take to really be inpressed.
|'d hope that we can nove away fromthat and get to
sonething that's a little nmore clinical science.

But certainly you can see things that are
i npressive in individual patients and for right now | think
it's real inportant to | ook at those and to take those for
what they're worth certainly.

DR. DUTCHER: Shall we nove on to the
guestions? Ckay.

The questions are a little bit lengthy. So, I
t hi nk you shoul d read them yoursel ves.

(Laughter.)

DR DUTCHER: We'll skip to the italics. So,
hopefully you've had a chance to | ook at sone of this, but
on question nunber 1, just read the preanble. The question
that's being asked is, do the above anal yses by the

appl i cant and FDA reviewer provide reliable evidence
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supporting the efficacy of paclitaxel in this group of
patients?

Dr. Krook.

DR. KROOK: | would answer the question yes.
believe that it does after review ng the docunents and the
presentations that |1've heard. So, ny reply to that is
yes.

DR. DUTCHER Ot her comments?

(No response.)

DR. DUTCHER: All those who woul d support yes
as an answer to question nunber 1, please raise your hand.

(A show of hands.)

DR. DUTCHER: El even, and Dr. Abrans voted yes.

Dr. Gelber, are you voting no or abstaining?

DR. GELBER I'mgoing to abstain on that
because | still have a | ot of questions about the clinical
benefit. |'mprepared to accept the response, although I'm

not sure that the 60 percent really can be associated with
Taxol. It mght be sonething | ess dependi ng on what
changed. So, I'mgoing to abstain on that.

DR. DUTCHER:  Ckay.

Question nunber 2, is the sanple size of 59
patients fromthe two phase Il studies adequate for an

ef ficacy supplenent in this indication?
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Who would like to start with that?

DR WLLIAVMS: |1'd like to encourage that the
advi sory comm ttee nmaybe al so discuss the facts of what the
response rate is in this case and whet her adequacy woul d
depend upon response rate.

DR. DUTCHER: In terns of nunbers.

DR. WLLIAVS: Right.

DR. DeLAP: | would just add to that that when
we were discussing this, to expand a little bit on what Dr.
Chico said | believe, when we were di scussing the
possibility of this supplenment with the sponsor, we did
have a concern that the response rates would decline nore
substantially as nore experience was gai ned and as we
reviewed the cases and disall owed sone of themin our
anal yses. So, we had encouraged the sponsor to cone in
with a significantly larger application | would say than
what we saw.

But again, you have to look at the results you
got. So, | think that's what Dr. WIlIlianms just said.

We'll ook at the results we got in the 59 patients that we
recei ved.

DR. DUTCHER: Dr. GCel ber, do you want to
comment on the nunber?

DR. GELBER Here I'm not prepared to abstain.
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Here | would say no. |I'mlooking at sonme of the
information on the |ongitudinal nmeasures of benefit and |I'm
very happy you raised the issue before about benefit.
There was one assessnent of a global score of quality of
[ife which showed inprovenents on the screen. 30 patients
started out. By 2 nonths, there were 12 patients assessed
that showed a spike in quality of Iife and by 6 nonths, the
positive effects of treatnent were based on 3 patients out
of the 30. So, on the basis of that, in order to track and
get a good handle as to what the true clinical benefit is
for a population, | think you do need nore than the 59
we' ve seen

MR MARCO But | think as far as response
rate, you do have at least all the patients evaluable. In
ot her NDAs that |'ve seen here, especially the first one,
for a |liposomal anthracycline, half the patients were
throwmnm out. So, at |east since all these patients were at
| east eval uable and only sone of the responses were
guestionable, I think it at |east gets us enough to go on,
as far as at |east tunor response. | think the clinical
benefit, what we got fromthe sponsor, is a given since
it's the first time it's been done.

DR. GELBER | don't renenber what the nunber

iS. Do we know what the | ower confidence band was on the
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study that involved two centers for the previously treated

patients?

DR. SCHILSKY: In the sponsor's application
anyway, it was 45 percent. | was going to bring that up
also. It seens to ne with respect to this particular

application and response rate as an endpoint, at least |I'm
satisfied that even if the true response rate was actually
the | owest end of the confidence interval, it's still an

i npressi ve response rate.

| think one of the points that you're making,

t hough, that | think is inmportant to consider in future
trials is that generally speaking the sanple size in these
types of clinical trials is driven by what the anticipated
response rate is and trying to have appropriate confidence
intervals around that. There's usually not rnuch
consideration given to other clinical paranmeters and how
havi ng an adequate estimation of those paraneters m ght
drive the sanpl e size.

So, for exanple, it mght also be appropriate
in designing a trial to say that we're | ooking for sone
percentage of inprovenent in sone paraneter of clinica
benefit and to have adequate nunbers of patients in the
trial to reliably estimte whether or not that inprovenent

occurs. That type of thing is not usually taken into
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consideration in devel oping the sanple size. That's why we
often end up in this quandary of wondering whether we have
enough patients to adequately determ ne clinical benefit
even though we may have enough patients to be confortable
W th response rate.

DR, GELBER  Exactly. Right.

DR. MARGOLIN: | think as an addendumto that,
the fact that we try and identify after the study
predictive factors for this, that, or the other and end up
sayi ng such and such a factor was not correlated with
response, it's nore likely because there weren't enough
responses, there wasn't a high enough power to detect that,
but people go away interpreting it as neaning there's no
connection between the two and that's the end of the story,
whi ch may well not be the case.

DR. DUTCHER: Dr. Qzols.

DR QzOLS: Well, | guess if we're | ooking at
response, |'mnot sure another 20 patients or 30 would
really help me in this. So, if the question is asked was
it an adequate phase Il study for response, | would
disagree with Rich and I'd say it was adequate. Wth the
nunber that we saw, | would vote opposite.

DR. CGELBER Yes, | did nake a prelimnary

statenent that | wasn't speaking about the response rate in
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my answer to no. The way | read the question, adequate
nunber of patients to address all of the issues for a non-
accel erated approval. | think that it's too slight in
that. |If you ask nme about a response rate specifically in
this case, to rule out a response rate, say, |lower than 35
percent, 40 percent, then the data because of the high
observed response rate woul d suggest that that's been done.

DR. WLLIAMS: Dr. Gelber, | think we would
totally agree in ternms of performance status, those sort of
| ongi tudi nal anal yses that this is inadequate, and | don't
think that really is the question. | believe our feeling
is that those endpoints -- in Dr. Chico's review, he
certainly felt that the whol e design wasn't even adequate
to | ook at those.

But the question would be in totality all the
anecdotes, all of the evaluations of photographs, is in
totality this enough efficacy data. |Is this sanple size
| arge enough to nmake a consideration for full approval here
| guess. It's not just response rates, though.

DR. GELBER  Response rates, yes. O her
evidence, | still have questions.

DR. DUTCHER: You may want to refer to the
begi nni ng paragraph of the questions which defines the

criteria for full approval and accel erated approval just to
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refresh the commttee in terns of the things that you're
| ooki ng at.

DR. KROOK: Jan, | don't think this question
asked which approval, does it? |Is that the question we're
aski ng?

DR. WLLIAMS: | think you should answer it as
for full approval.

DR. DUTCHER: All right. Shall we vote? O her
coment s?

DR. KROOK: | guess ny only conment as the
other reviewer, since Don left, is that | agree with Dr.

Gel ber. 59 patients is a small nunber, and | would vote no
on this one if yes neans indication for full approval.

DR. DUTCHER: O her comments?

DR. SCHI LSKY: One of the things that | guess
|"minpressed with, even though the nunbers are low, is
that there's a fair anmount of consistency across the two
studi es. Two different patient popul ations, two different
ways of giving the drug, studies done at two different
points in tinme in different institutions, and yet there's a
remar kabl e consi stency in both the response rates and the
evi dences of clinical benefit across the two studies. |'m
not sure that if we had another 100 patients we would

really conme to any different concl usions.
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DR. DUTCHER: Dr. WMargolin?

DR. MARGOLIN: | guess the other question is |
think I took pretty seriously what Don Abrans sai d about
the concern that since this is already a nmarketed drug,
that providing accel erated approval may lead to the
inability to get the post-marketing studies conpleted the
way the FDA m ght want that to happen since the drug is out
there and available to all treating physicians. | don't
know what the FDA's stance on that woul d be.

DR. DUTCHER: Do we think that's true?

DR. KROOK: Except didn't | hear that there
were at |east two ongoing ECOG trials using Taxol as one of
the -- so, there are trials that are going on

DR, SCHI LSKY: One just activated and one bei ng
pl anned.

MR. MARCO The one being planned is first-
line. This is second-line, but second-line studies are
very hard to accrue too, especially with the new | i posomal
ant hracyclines. Accrual is very poor.

DR DeLAP: Well, | think we're very sensitive
to these issues of what's doabl e versus what's not doabl e
for a followup study for an accel erated approval .
Certainly we've struggled with sonme of our prior actions as

to how one does a neaningful followup study. Certainly a
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followup study that's front |ine can be done even though
the accel erated approval is for second-line use. You can
certainly use a front-line study in the same indication as
satisfying that requirenent.

That's an inportant consideration but |
woul dn't regard that as the determ ning consideration. |
think the data either speak to approval or to accel erated
approval or to whatever they speak to, and we can grapple
with what's doable and what's not doable as a follow up
study but that shouldn't dictate your vote on an
accel erated approval versus regul ar approval question.

DR. DUTCHER: Arlene?

DR. FORASTI ERE: Just maybe anot her point of
clarification. |If we talk for approval, if that's what
you' re asking us for, not the accelerated, then this
criteriais for a controlled clinical trial. By definition
| don't know how we can vote for that.

DR. WLLIAMS: W would consider this to be a
historically controlled trial

DR. FORASTIERE: Historically controlled trial,
okay.

DR. WLLIAMS: Well, a patient is his own
control | guess is the way we would put it.

DR. DeLAP: That has been the philosophy in the
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past when products have occasionally been approved based on
phase |1 data.

DR. FORASTIERE: | just want it clarified.

DR. DUTCHER: Al right. Well, then we really
actually have two. We have question nunber 2 and then we
have question nunber 4 and 5. |Is the sanple size of 59
patients for the two phase Il studies adequate for an
efficacy supplenment in this indication for full approval?
Al those who would vote yes?

(A show of hands.)

DR. DUTCHER: Ei ght vyes.

Al'l those who vote no?

(A show of hands.)

DR. DUTCHER: Three. It actually should be
ni ne yes because Dr. Abrans voted yes.

Now, we'll take up the issue of dose. Do you
agree with the proposed dose of 135 mlligranms per neter
squared every 3 weeks? Coments on dose. Dr. Swain.

DR SVAIN.  Well, | would say no based on what
we' ve seen just because the toxicity seenmed much less with
the 100 and al so because | guess the two new studies that
we heard about are using 100. So, it's alittle
i ncongruous to approve it for one dose and have two | arge

studi es using 100.
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DR. DUTCHER: Dr. Johnson
DR. DAVID JOHANSON: Is it necessary to settle
on one of those two doses? Wy not have, as was suggested,
if we approve the agent, the results of both studies in the

package insert, and it may come down to a clinical judgnent

i ssue.

As | understood the first study, the N H study,
there was sone dose alteration. | don't know what other
termto use. |Is that right? That point kept being nade.

DR. SWAIN.  Well, that nmakes even | ess data
avai |l abl e then.

DR. DAVID JOHNSON: That's right.

DR. YARCHOAN: There seens to be sone
m sunder st andi ng. The patients were started at 135 and
then were pushed up to a maxi nrum of 175 --

DR. DAVID JOHNSON: That's ny point.

DR. YARCHOAN. -- unless they got grade 3
toxicity, were de-escalated for grade 4. Actually the
study was designed to push people until they got toxicity.

DR. DAVID JOHNSON: But, see, | think that's
all the nore reason to go with Sandy's recommendati on
because in essence we really don't know what happens at
135. There were a lot of nodifications. It seens to ne a

nmore prudent course would be to put both sets of data in
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t he package insert and have the clinician make that
deci si on.

DR. DUTCHER: Okay, we'll nodify question
nunber 3. Wuld you recommend this be approved putting
both doses and the data for each study in the package
insert versus deciding on a specific dose?

DR. KROOK: That's two questions.

DR. DUTCHER: That's two questions. Well, it's
a versus.

DR. FORASTIERE: Can we clarify also the G CSF
because that will go hand in hand?

DR. DUTCHER: Well, that's right. The origina
proposal was they woul d propose the 135 dose with a
requirenent for GCSF -- or recomrendation for G CSF

DR SWAIN.  And also if they want to include
the 135 data, they need to -- we really haven't seen which
patients actually got 135 and what the toxicities were for
those patients. It mght have only been 5 patients.

DR. WLLIAMS: | think we get the sense of your
vote that we do sonething other than what's here. Then
think we can grapple with it.

DR. GELBER  But everyone did start at 135. |Is
that right? So, everyone got one dose at |east at that

| evel, and then sone of them m ght have had that toxicity
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you reported at even the higher dose.

DR. DUTCHER: Right. So, it may have been at
t he hi gher dose rather the 135.

DR. GELBER  So, you really don't know what the
dose relationship to toxicity is fromthe data that have
been presented. It needs further discussion outside of
this commttee.

DR. DAVI D JOHNSON. Except for the second study
| think where the dose was kept constant. Right? That was
not changed. There the toxicity data are fairly nodest. |
think that's why the recommendati on canme to | ook
specifically at that. But | still think one could be a
little bit flexible on this.

DR. DUTCHER: Ckay. The FDA gets the sense of
the commttee's discussion. Thank you.

Al'l right, question nunber 4. Should Taxol be
approved for second-line system c chenot herapy of Kaposi's
sarcoma? Full approval. Conmments?

(No response.)

DR. DUTCHER  Shall we vote? All those in
favor of full approval, please raise your hand.

(A show of hands.)

DR, DUTCHER:  Seven.

Al those not in favor?
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(A show of hands.)

DR. DUTCHER: Four.

Anybody on either vote want to make a comrent ?
The coments were that they didn't think the post-approval
studies woul d be feasible. Coments for those that voted
no? Sandy?

DR. SVWAIN. Well, | guess one reason | voted no
is because | think the nechani sm of accel erated approval is
to get the drugs out nore quickly, but unfortunately with
that, you don't have a lot of the toxicity data and it's a
smal | nunber of patients and we're al so arguing about the
dose here too. So, I'ma little concerned about that and |
woul d prefer to see another study done or the data at | east
fromthe studies that have been started.

MR. MARCO For the approval vote, | conpletely
agree with Donald Abranms, but it's also inportant to know
that the response rates for this drug are doubl e that of
nost other either single agent or conbi nati on chenot herapy.
The clinical benefit, while at tinmes it's marginal or it's
not on all patients, is obvious. So, here we have
excel l ent tunor response and we do see sone signs of
clinical benefit. So, |I think that can equal efficacy.

DR. DUTCHER: | think ny concerns are rel ated

to the fact that there was significant toxicity at the



268
hi gher dose, and as we've just discussed, we don't know
what dose actually that was. As was pointed out, they were
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variety of patients and we may well see considerably nore
toxicity. So, | think the toxicity part of this is still
to be determned and really needs further careful analysis.

" m not saying that the response rate isn't
there. | think we all agree, but | think that the outcone
data still needs to be eval uat ed.

DR. KROOK: Jan, ny vote was not for
di sapproval. It was sinply the sane as you said.
Addi ti onal studies and sone studies are going to go on.
The ECOG study -- you're going to see what toxicity is
probably in there and el sewhere. So, just to be sure that
the FDA | ooks at other studies. So, it was not a vote of
di sapproval for ne.

DR. GELBER  Yes, and | woul d support
accel erated approval. [I'moptimstic essentially based on
what you said. | would |like to see nore information about
the clinical benefit to get a handle on what that really
iS.

Also, it's interesting. | note the studies
that were presented. One of them conpl eted accrual al nost

two and a half years ago, and another one about 18 nonths
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ago. | also heard that hundreds of patients have been
treated with Taxol. Sonmehow this commttee has had the
benefit of seeing a selected group of 59 in this category.
If the data are out there, then it should be put together
and presented to us so that we could nove nore rapidly
toward a full approval. I'ma little concerned, although
ent husi astic, about the anecdotal nature as opposed to
seeing the hard data that mght in fact be there already,
but unless it's presented to us, it's very difficult for nme
to vote a full approval at this tinme, as nuch as | would
like to do so.

MR. MARCO Because you don't see the clinical
benefit clean and everything.

DR. GELBER  Well, that's exaggerating, but |
woul d |'i ke to have seen nore information relating to the
clinical benefit to the response rates that we saw. It's
probably there.

MR MARCO Well, in tw or three years from
now, that will be a valid statenent, but it's not what
t hese drugs, two years ago when these studies were done,
when clinical benefit wasn't being recorded, when it was
never really an issue.

DR. DUTCHER: So, the four people who voted no

on question 4 were voting for accelerated approval. So, we
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have eight in favor of full approval and four in favor of
accel erated approval .

DR CGELBER  Yes.

DR. DeLAP: Did Dr. Abrans |eave his vote on
that then before he left? You said eight to four.

DR. DUTCHER: He said for.

Any ot her questions, discussion?

(No response.)

DR. DUTCHER: Thank you very nuch. W wl|
adj ourn and reconvene tonorrow norning at 8: 30.

(Whereupon, at 4:32 p.m, the commttee was
recessed, to reconvene at 8:30 a.m, Tuesday, June 24,

1997.)
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