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PROCEEDI NGS

Call to Order, Introductions
DR WOLFE: | am M chael Wlfe. | am
Prof essor of Medicine and Chief of the Section of
Gastroenterol ogy at Boston University. | would

like to start with introductions around the table.

W will start at this end.

DR SULLIVAN: John Sullivan, clinical
phar macol ogy, Angen, industry rep for the Safety
Commi tt ee. DR GOLDSTEIN: | am

George CGoldstein, industry rep for the

Gastrointestinal Advisory Conmittee.

DR KRIST: | am Al ex Krist, Assistant
Prof essor, Virginia Cormonwealth University, Famly
Medi ci ne.

MR LEVIN. Arthur Levin, Center for

Medi cal Consuners in New York, and a consultant.
DR. COHEN: M ke Cohen. | amfromthe

Institute for Safe Medication Practices. | amon

the Drug Safety and R sk Managenent Subcomittee.

DR. CRAWORD: Good norning. Stephanie

Crawford, University of Illinois at Chicago. | am
a nmenber of the Drug Safety and Ri sk Managenent
Subconmi tt ee.

DR CAMPBELL: Good norning. Bill
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Canmpbell. | amfromthe University of North

Carolina at Chapel Hill, and Director of the Center
for Education and Research in Therapeutics there,
fromthe Drug Safety and Ri sk Managenent
Subcommi tt ee.

DR. GARDNER: | am Jacquel i ne Gardner,

Uni versity of Washington in Seattle, School of
Phar macy, Drug Safety Committee.

DR. DAY: | am Ruth Day from Duke
University. | ama nenber of the Drug Safety and

Ri sk Managenent Committ ee.

DR STROM Brian Strom Professor of
Bi ostatistics and Epi dem ol ogy, and fromthe Center
for Education and Research in Therapeutics at the
Uni versity of Pennsylvania, and the Drug Safety and

Ri sk Managenent Committ ee.

DR GROSS: | amPeter Goss. | amcChair
of the Departnent of Internal Medicine, Hackensack
Uni versity Medical Center, Professor of Medicine,
New Jersey Medical School, and | am Chair of the

Drug Safety and Ri sk Management Subcommittee.

MR PEREZ: Tom Perez, Executive Secretary
to this neeting.
DR. METZ: David Metz, University of

Pennsyl vani a, Division of Gastroenterol ogy, and on
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the @ Conmttee.

DR. FLEM NG Thomas Flem ng, Chair of the
Departnment of Biostatistics, University of
Washi ngt on.

DR LEVINE: Robert Levine, Division of

Gastroenterol ogy, State University of New York at

Syracuse, Upstate Medical Center, and | am nenber
of the G Committee.

DR. LaMONT: | am Tom LaMont from Harvard
Medi cal School, Chief of Gastroenterol ogy, Beth

| srael Deaconess Medical Center, and | am a nenber

of the G Committee.

DR HOLMBOE: | am Eric Hol nboe from Yal e
University. | ama general internist. | ama
menber of the Drug Safety Subcommittee.

DR. VENITZ: | am Jurgen Venitz,

Department of Pharmaceutics, Virginia Commonweal th
University, and | amon the Drug Safety and Ri sk
Management Conmitt ee.

DR. ANDERSON: d oria Anderson, Callaway

Prof essor of Chemi stry, Mrris Brown College in

Atlanta, and | amon the Drug Safety and R sk
Managenment Subcommittee.
DR. CRYER Byron Cryer. | amfromthe

Uni versity of Texas Sout hwestern Medi cal School in
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Dal | as, Associ ate Professor of Mdicine, menber of

the Gastrointestinal Advisory Conmittee.

DR RICHTER:. | am Joel Richter, Chairman
and Professor of Medicine, Department of
Gastroenterology at the Cleveland Clinic. | amon

the G Advisory Comittee.

DR RACZKOWBKI: | am Victor Raczkowski,
Director of the Gastrointestinal and Coagul ation
Di vi sion at FDA.

DR HOUN: Florence Houn. | am Director

of the Ofice of Drug Evaluation 111, FDA.

DR SELI GVAN: Paul Seligman, Director of
the O fice of Pharmacoepi deni ol ogy and Statistical
Sci ence, FDA.

DR BEITZ: | amJulie Beitz with the

Ofice of Drug Safety, FDA

DR. WOLFE: Thank you. | failed to
mention | am Chair of the G Advisory Board for G
Dr ugs.

This neeting will be hopefully calm but

it is a meeting which has a ot of material to

cover, so | amgoing to ask that persons who speak,
try to be succinct and make their point as
economi cal ly as possi bl e.

We are going to start with the opening
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statenment by M. Perez.

Meeting Statenent
MR. PEREZ: | wish | could be succinct,
but pl ease bear with ne.
Good norning. The foll ow ng announcenent

addresses the issue of conflict of interest with

regard to this neeting and is nmade a part of the
record to preclude even the appearance of such at
this meeting.

Based on the subnmitted agenda for the

meeting and all financial interests reported by the

conmittee participants, it has been determ ned that
all interests in firms regulated by the Center for
Drug Eval uation and Research present no potentia
for an appearance of a conflict of interest at this

meeting with the foll owi ng exceptions.

Dr. Thomas Fl enmi ng has been granted a
wai ver under 18 U.S.C. 208(b)(3) for his unrel ated
consulting for the sponsor, for which he receives
from $10, 001 to $50, 000 per year; and for his

unrel ated consulting for four competitors, for

whi ch he receives | ess than $10, 001 per year per
firm
Dr. Brian Strom has been granted a wai ver

under 18 U.S.C. 208(b)(3) for unrelated consulting
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for two of the conpetitors. He receives |less than

$10, 001 per year per firm

Dr. M Mchael WIlfe has been granted a
wai ver under 18 U.S.C. 208(b)(3) for his menmbership
on an Advisory Board, regarding unrelated matters,

for one of the conpetitors. He receives |less than

$10, 001 a year.

Dr. Jacqueline Gardner has been granted
wai vers under 18 U.S.C. 208(b)(3) and under 21
U.S.C. 355(n)(4), an anendnent of Section 505 of

the Food and Drug Administration Mddernization Act

for her Individual Retirenment Account with a
conmpetitor valued between $5,001 and $25, 000.

Dr. David Metz has been granted waivers
under 18 U. S.C. 208(b)(3) and under 21 U. S.C

355(n)(4), an amendnent of Section 505 of the Food

and Drug Admi ni stration Mdernization Act for
ownership of stock in a conpetition valued at |ess
than $5,001 and for his spouse's stock in a
conpetitor val ued between $50,001 and $100, 000.

Dr. Byron Cryer Gardner has been granted

wai vers under 18 U. S.C. 208(b)(3) and under 21
U S.C. 355(n)(4), an amendment of Section 505 of
the Food and Drug Administration Mddernization Act

for ownership of stock in a conpetitor val ued at
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|l ess than $5,001. Included in the waiver under 18

U S.C 208(b)(3) in his witing for a conpetitor
He will receive less than $5,001 a year

A copy of the waiver statenents may be
obtai ned by submtting a witten request to the

Agency's Freedom of Information O ficer, Room

12A- 30 of the Parkl awn Buil di ng.

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

interest, the participants are aware of the need to

excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to FDA's invited guests,
there are reported interests which we believe

shoul d be nmade public to allow the participants to

obj ectively evaluate their coments.

Carl ar Bl ackman, a patient representative,
woul d like to disclose that her supervisor at the
University of North Carolina is a consultant of

d axoSm thKl i ne and Novartis. |In addition, a

division of the University of North Carolina's
Functional G and Mtility D sorders Center has
done drug studies on alosetron and tegaserod. Ms.

Bl ackman is not a study coordinator or investigator
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and the noney received does not directly affect her

sal ary.

In addition, Ms. Blackman is the Executive
Director, on an independent contractor basis, of
the Functional Brain-Gut Research G oup, an

i nternational society which receives 90 percent of

its financial support fromunrestricted educationa
grants from pharmaceuti cal conpani es, including
Novartis and d axoSnit hKli ne.

Further, she is an Adm nistrative

Coor di nat or worki ng on an i ndependent contractor

basis for the Miultinational Wrking Teans to
Devel op Diagnostic Criteria for Functiona
Gastrointestinal Disorders, which is al so supported
by pharnaceuti cal conpani es.

Lastly, Ms. Blackman received a job offer

fromthe International Foundation for Functional G
Di sorders to beconme their Executive Director. The
Foundati on works with all of the pharmaceutica
conpani es.

We would like to note for the record that

Drs. John Sullivan and George ol dstein have been
invited to participate as non-voting industry
representatives, acting on behalf of regul ated

i ndustry. As such, they have not been screened for

file:///C|/WP51/WPFILES/0423GAST.TXT (12 of 408) [5/2/02 11:13:55 AM]

12



file:///ICl/WP5L/WPFILES/0423GAST. TXT

1 any conflicts of interest.

2 Wth respect to all other participants, we
3 ask in the interest of fairness that they address
4 any current or previous financial involvement wth

5 any firm whose products they may wi sh to conment

6 upon.

7 Thank you.

8 DR WOLFE: Thank you, M. Perez.

9 We have now opening comrents from Drs.

10 Fl orence Houn and Paul Seligman for the FDA

11 Openi ng Conment s
12 Fl orence Houn, MD., MP.H
13 DR HOUN: Thank you. First, | would like

14 to welcone Dr. Mchael Wlfe, who is chairing
15 today's neeting. | would like to welconme Dr. Peter

16 Gross, nenbers of the A Advisory Conmittee, and

17 menbers of the Drug Safety and Ri sk Managenent

18 Subcommittee, and ot her guests and consultants for
19 this joint neeting on the risk managenent of

20 Lot r onex.

21 | want to thank the staff of GSK,

22 A axoSmithKline, and the staff of FDA for preparing
23 for this nmeeting. | thank nmenmbers of the public,
24 the patients, the public health advocates and

25 others for their interest in this neeting and their
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desire to contribute their views to hel p FDA make

the best possible public health decisions.

This nmeeting is to obtain advice on the
drug
Lotronex. Lotronex was approved in February of

2000 for wonen with diarrhea-predonminant irritable

bowel syndrone, |BS

The drug was found effective in providing
adequate relief of IBS synptonms. It was associ ated
with constipation and ischemc colitis. During

postmarketing in the year 2000, there were cases of

severe constipation | eading to serious adverse
events, such as colonic obstruction and surgery, as
wel | as serious adverse events fromischenc
colitis.

A Ri sk Managenent Advisory Conmittee

meeting was held in June of 2000 when the initia
adverse event reports started coning in. The
committee reconmrended educati on and conmuni cati on
about safe and appropriate use of Lotronex.

In the fall of 2000, death reports were

recei ved. The FDA asked d axoSmithKline to either,
one, suspend marketing pendi ng anot her Advi sory
Conmittee neeting, or, two, withdraw the drug and

for patients with severe disabling IBS, to provide
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1 I ND access, and that is a type of access through

2 research noncommercial neans, or, three, to

3 severely restrict the distribution of the drug.

4 G axoSmit hKli ne chose to withdraw the drug
5 in Novenber of 2000. GSK did not allow I ND access

6 to this drug. FDA and GSK subsequently received

7 hundreds of letters and commruni cati ons requesting
8 access to this drug by former users who had

9 benefited fromthe drug's effects.

10 During the year 2001, FDA and GSK net to

11 see if there was a way to provide access for

12 Lotronex to severely disabled patients. GSK was
13 interested in the restricted marketing of Lotronex.
14 To this end, FDA and GSK worked on | abeling,

15 pati ent and physician agreenents, and the

16 medi cati on gui de, but we never cane to any

17 agreenent on the overall Ri sk Managenent Program
18 and therefore, the pieces we did work on were

19 wi t hout context.

20 I think the main hurdl e has been the

21 nature of the marketing restrictions and how t hey

22 are inplenented and checked. In the middle of |ast
23 year, FDA asked GSK to submit all the clinica
24 trials experience with Lotronex, so we could have a

25 full understanding of the risks to better guide
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what restrictions in the formof risk nmanagenent

are needed.

Thi s submi ssion was nade in Decenber of
2001, and we are here today to review the findings.
This Advisory Committee neeting reflects FDA' s

responsibility in two fields that can be

conflicting at tines - our responsibility to ensure
drugs are safe for marketing and our responsibility
that the public has access to drugs that have
clinical benefit.

Saf e does not nmean no risks. Al drugs

have risks. Some risks are minor and a nui sance,
others are life threatening or life ending. Some
ri sks can be managed easily, others are nore
difficult to nmanage

FDA' s maj or neans to manage risk is to not

approve marketing for a drug, or rarely, we
restrict marketing. Restricted nmarketing under
regul atory authority has occurred with four drugs -
thal i dom de, mfepristone, fentanyl transmucosa

delivery system and bosentan

Each of these drugs have a risk, such as
teratogenicity or predictable need for surgica
intervention, or the need for proper disposal to

prevent accidental use by children, such that a
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programis established to ensure safe drug use

through restrictions on patients, restrictions on
physi ci ans, and sonetines pharnaci sts.

Restricted marketing usually nmeans only
certain patients get the drug, and only certain

physi ci ans can prescribe. The drug is not carried

in all pharmacies. |If restrictions are not carried
out, FDA can withdraw the drug nmore rapidly than in
situations of normal marketing.

In contrast, the major way FDA provides

access to drugs with clinical benefits is by

approving themfor marketing. W also permt

i nvestigational access to research drugs in a
noncomrer ci al setting called I ND access. Contrary
to public belief, FDA cannot provide access to

drugs by any other neans. W don't stockpile

drugs, we don't manufacture drugs, we don't conduct
drug research trials, we don't run drug access
programs. W just don't have the drugs.

We can't force a pharmaceutical conpany to

manuf acture or market or conduct research or

provi de drug access prograns. Thus, access to
drugs that have clinical benefits, but al so possess
risk for serious adverse events generates conpl ex

tensi ons between wanting to ease a di sease bhurden
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and wanting to protect the public fromdrug risks.

This Advisory Committee neeting is to help
FDA respond to that tension. FDA has been
criticized that we don't take IBS seriously. Well,
we take all disease and suffering seriously, IBSis

no exception.

FDA has been criticized that we have
secretly cone to an agreenent with GSK on the
return of Lotronex. This is false. There is no
done deal. The Conpany has made a deci si on about

what they wish to propose for restricted marketing.

We have worked with the Conpany and di scussed many
of the controversial issues about Lotronex, such as
| abeling, but is the labeling final? No. New
| abel i ng has not been approved and we need your

i nput on several aspects of this and other issues.

FDA has been criticized for treating
Lotronex differently fromother drugs. Well, let
me say again all drugs have risks. These risks are
different in frequency and type. The drug's

benefits differ, too. Sone very frequent risks are

acceptable to the public. Sone infrequent rare
risks are not acceptable. Risk acceptance and
perceptions of risks and benefits are val ue

judgrments. Values differ
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There is no uniform absolute way to nmanage

drug risks for different diseases, different drugs,
di fferent adverse events, and with different risk
tol erances by different people.

The i nput we seek today is over Lotronex.

What is unusual is that Lotronex ceased marketing

under safety concerns. GSK has proposed restricted
marketing as a neans to allow access to this drug.
This nmeeting is to discuss should Lotronex return
to marketing, if so, under what conditions, in what

patients are the risks of the drug dim nished

conpared to the benefits, who should prescribe the
drug, with what expertise, what responsibilities
shoul d patients and prescribers assume, what limts
and controls are feasible, acceptable, and

verifiable, who is responsible for ensuring

controls and that the linmts are foll owed, what
happens if these controls are not followed, how
wi Il success of the program be defined. These are
many conpl ex i ssues.

W hope to hear your best advice. Not

only nust it be your best advice, but it nust be
pragmatic if you want if you want it inplemented in
real tine, real life.

Utimately, FDA will have to nmake a
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regul atory decision and try to negotiate a position

with GSK. GSK will have to nake decisions, as
wel | . Today, your responsibility is to provide
advice to FDA on these inportant points for
negoti ati on nenti oned above - should the drug be

mar keted, and if so, under what conditions.

Today' s di scussions do not bind the
Agency. It is not a decisionnmaking nmeeting for
FDA, it's an advisory nmeeting. You will be voting
on what is your best advice to FDA. The goal for

today is to obtain your best thinking on these

tough topics to hel p guide sound deci si onnmaki ng.
Thank you for taking your responsibilities
and duties to help us seriously.
Now, Dr. Paul Seligman has a few words.

Paul Seligman, MD., MP.H

DR SELI GVWAN: Thank you, Flo, and good
nmor ni ng everyone. | am Paul Seligman, the Director
of the Ofice of FDA's Ofice of
Phar macoepi deni ol ogy and Statistical Science, and |

want to welcone all of you to the first public

nmeeting that includes the recently chartered Drug
Saf ety and Ri sk Managenment Subcommittee, a
subcommittee to the Advisory Committee on

Phar maceuti cal Sci ences.
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The purpose of the Subconmittee is to

provi de expert input in a forumfor open public
di scussion on a wide range of drug safety and ri sk
managemnment i ssues.

Today, we have convened a special joint

conmittee conprised of nmenbers of the

Gastrointestinal Drugs Advisory Committee and the
Subconmittee nenbers to obtain advice on viable

ri sk managenment options for the drug al osetron
previously marketed under the trade nane Lotronex.

The issues we are asking you to tackle are

anong the nost challenging in the world of

ef fective pharmaceutical risk nmanagement, and to

this end, | look forward to a lively discussion
On a sonber note, | also wish to

acknow edge the recent sudden death of Dr. Kenneth

Mel mon, a nenber of the Advisory Subcommittee, and
agiant in the field of drug safety. His
contributions, experience, and wi sdomw || be

m ssed by all of us and inpossible to repl ace.

Finally, I want to thank you the FDA staff

who worked so hard to nmake today's neeting happen,
and want to thank everyone in advance for your
input into today's discussion, nenbers of the

Advi sory Conmittees, those who have been treated
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with Lotronex, and nenbers of the public here to

express their concerns and considered views. Thank
you all for coming and for being so willing to
bring your respective resources and expertise to
bear on this inmportant public health issue.

Thank you.

DR. WOLFE: Thank you, Dr. Seligman, Dr.
Houn.

I would like to introduce Dr. Janes Pal mer
now from @ axoSmi thKl i ne, who will introduce the

Conpany's presentation and also will be introducing

all the various speakers for the firm
A axoSmit hKli ne Presentation
I ntroduction
Janes B.D. Pal ner, MD.

DR. PALMER. Good norning, |adies and

gentlenen, Dr. Wl fe, and nenbers of the Advisory
Conmittee, Dr. Houn, Dr. G oss. M nane is Janes
Pal mer, Senior Vice President of New Product

Devel opnent at d axoSm t hKl i ne.

[Slide.]

I have worl dwi de responsibility for
medi cal , regul atory, and product strategy for the
Conpany. We are here today to discuss the possible

rei ntroduction of Lotronex to the U S. narket.
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Bef ore we begin our formal presentations,

I would Iike to give a brief overview of the
hi story of Lotronex.
[Slide.]
The original NDA was submitted in June

'99, and was granted a priority review. The drug

canme before the @ Advisory Conmmttee in Novenber
'99, and received a unani nous approva
recomendation. At that time, the issues of
ischemc colitis and consti pation were di scussed

very thoroughly at the neeting, and, in fact, the

review cl ock was extended in Decenber to further
di scuss four cases of ischemic colitis.
[Slide.]
The original NDA was approved on February

9, 2000, with an indication that read, "For the

treatment or irritable bowel syndrome in wonen

whose predoni nant bowel synptomis diarrhea.
There were two prom nent product | abe

warnings relating to constipation and ischemc

colitis. Specifically, for constipation, this was

noted to be frequent dose-rel ated side effect, and
resulted in study withdrawal in approxi mtely 10
percent of patients. You will hear a lot nore

about constipation and ischemc colitis in the
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1 subsequent presentations.

2 For ischemic colitis, it was noted that it
3 occurred infrequently with a rate of 1 in 100 to 1

4 in 1,000, and at the tine of the drug approval, the
5 rate was, in fact, about 1 in 700, a rate which has

6 remai ned constant throughout the tinme the drug was

7 on the market fromthe clinical trial cases.

8 It was noted also that a causa

9 rel ati onship between treatment with Lotronex and
10 ischemic colitis had not been established, and

11 specific risk factors for the devel opment of this

12 condition also had not been identified.

13 [Slide.]

14 The drug was | aunched on March the 13th in
15 2000 in the U S., and had a very rapid product

16 upt ake wi th about 130,000 prescriptions witten by

17  June of 2000.

18 It was in May that we had the first

19 request for a Ri sk Managenent Plan fromthe FDA

20 followi ng reports of new cases of ischemic colitis.

21 In fact, at that in June, when we net with the

22 Agency, we had 8 cases of ischemic colitis, 3 from
23 clinical trials and 5 spontaneous reports.
24 We al so had cases of conplications of

25 constipation, 2 fromclinical trials and 4

file:///C|/WP51/WPFILES/0423GAST.TXT (24 of 408) [5/2/02 11:13:56 AM]

24



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

spont aneous.

[Slide.]

These concerns led to a G Drugs Advisory
Conmittee in June of 2000, and the primary issues
di scussed at that tine were ischemc colitis and

the conplications of constipation.

A Ri sk Managenent Plan was proposed at
that tinme, and was broadly accepted by the
Conmittee with also the inclusion of a Medication
Gui de.

Now, fromthe period fromJuly to Cctober

2000, quite a lot of things happened. First of
all, we sent out Dear Physician and Dear Pharmaci st
letters follow ng the Advisory Conmittee and the

| abel i ng changes relation to ischemc colitis and

consti pation.

The | abel i ng changes and Medi cation Guide
were introduced, and the elenents of the Ri sk
Management Pl an were being rolled out into the
physi ci an and pharnmaci st comunity.

Al so, during that time, additional serious

adverse events occurred including those with fatal
outcome, and we wi |l discuss those at some |ength
in the |ater presentations.

[Slide.]
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1 This | ed to Novenber 2000, which was at

2 the time that the drug was withdrawn. W had had
3 mul tiple discussions with the Agency to explore

4 potential risk nmanagement options. These ranged
5 fromrestriction of the drug, as you have heard

6 fromDr. Houn, all the way to product w thdrawal

7 I think it is fair to say at that tine
8 there was al so uncertainty regarding the etiol ogy
9 of the serious adverse events, and there was a
10 great deal of debate at that tinme about whether

11 there were primarily two entities, constipation and

12 its conplications, and ischenmic colitis, or whether
13 t he paradi gm of adverse events that we were seeing
14 was being driven by a single entity, ischenic

15 colitis.

16 This point is very inportant in the review

17 of the cases that you see and the overall data

18 during the day.

19 It is also fair to say that the concerns
20 really at that tine had raised about the

21 benefit-risk rati o and how we coul d have a suitable

22 ri sk managenent strategy to nanage what were the
23 percei ved problens at that tine.
24 We were unable to reach agreenent on a

25 vi abl e ri sk managenent plan and the product was
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wi t hdrawn by d axoSnithKline on Novenber the 28th,

2000.

[Slide.]

Fol | owi ng the product w thdrawal during
Decenber and January 2001, there were thousands of

patient testinmonies to the drug, both to our own

conpany and to the FDA. Al so, many physicians
| obbi ed the FDA and | obbi ed us about the fact that
this drug was very effective, there was a cl ear
unnet nedi cal need for IBS, and | think again many

peopl e rai sed the question that the appreciation

and significance of IBS as a disease as it affected
sufferers had been underesti mat ed.

That led in January 2001 to the reopening
of discussions between d axoSnithKline and the FDA

about possi bl e market reintroduction.

There were many, nany di scussions during
2001 about how that m ght happen, and you have
heard sone of the details of those from Dr. Houn,
but all those discussions culnminated at the end of

2001, in Decenber, with a supplenmental sNDA

submi ssi on seeki ng market reintroduction of
Lotronex under restricted access.
[Slide.]

So, we are here today, in April 2002,
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| ooki ng at the potential product reintroduction for

Lotronex, and the question that a | ot of people may
have i s what has changed.

Well, two things have changed, and | woul d
like to go through themvery briefly. One is that

there is a substantial body of new data avail abl e,

a lot of data that was not available at the tine
the drug was approved, and a | ot of data that
wasn't available at the tine we were having all the
di scussi ons about the viability of continued

mar keti ng of the drug.

On the benefit side, we have a clear
under standi ng and a better understanding of |IBS
severity and inpact, and | amsure that you wll
hear that very eloquently fromthe patient

testi noni es today.

We have cl ear evidence of sustainability
of beneficial effects over nearly a year of dosing,
48-week data which you will see in the
present ati ons.

We have shown beneficial effect across a

spectrum of severity of IBS synptons, and we have
al so shown positive effects on quality of life and
productivity.

On the risk side, we have al so seen that

file:///C|/WP51/WPFILES/0423GAST.TXT (28 of 408) [5/2/02 11:13:56 AM]

28



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

the relative incidence and nature of ischemc

colitis fromclinical trials has remained
consistent since the initial product approval, and
this runs at about the rate of 1 in 700.

I think there is increasing clarity that

ischemc colitis and constipation are two separate

entities in the overall risk profile of Lotronex.
[Slide.]
Secondl y, we have a proposed risk
managenent framewor k whi ch has been devel oped based

on a conprehensive evaluation of all the data, and

the platformof this is really on four points.

Firstly, the restriction of the drug to
worren with di arrhea-predomi nant |1 BS who fail to
respond to conventional therapy.

Secondl y, patient and physician agreenent

processes about both the know edge of the drug and
the agreement to prescribe the drug.

Thirdly, mandatory prescription sticker
and refill provisions, which you will hear details

of .

Lastly, a patient/physician education and
ongoi ng eval uati on program
I think all of these will give us a better

appreci ation of the benefit-to-risk ratio for
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Lotronex if the drug is reintroduced.

That is a brief overview of the history of
Lotronex. | would like now just to outline the
formal presentations for @ axoSmithKline for the
nor ni ng.

[Slide.]

Al'l our speakers are from d axoSnithKline
with the exception of Dr. Robert Sandler, who we
are pleased to welcome fromthe University of North
Carolina.

So, without further ado, | would like to

ask Dr. Traber to cone to the podiumto speak

about the burden of illness and efficacy of
al osetron.
Thank you.
Burden of Illness and Efficacy of Al osetron

Peter G Traber, MD.
DR. TRABER: Thank you, Janes, and good
nmor ni ng.
[Slide.]

My name is Peter Traber. | amthe Senior

Vice President for Cinical Devel opnment and Medi cal
Affairs and the Chief Medical Oficer at
G axoSmithKline. | amalso a gastroenterol ogist.

[Slide.]
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Irritable bowel syndrone is one of over 20

functional bowel disorders. The ROVE ||
classification represents a nultinational consensus
on the definition of these disorders. This

i mportant consensus docunent defines IBS as, "A

functional bowel disorder in which abdoni nal pain

is associated with defecation or a change in bowel
habits, with features of disordered defecation and
di stension.”

[Slide.]

The hall mark symptoms of IBS are chronic

or recurrent | ower abdom nal pain or disconfort
associ ated with features of altered bowel function
and bl oati ng.

Al t hough structural or biochenica

abnormalities are not found, it is likely that

these disorders relate to abnormalities in notility
and/ or afferent neurosensitivity as nodul ated by
the central nervous system

[Slide.]

The di agnosis of IBS is nmade by clinica

criteria that were devel oped by an expert panel and
publ i shed as practice guidelines by the Anerican
Gastroent erol ogi cal Association. Well-defined and

easily applied synptombased criteria in the
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absence of structural or gastrointestinal disease

is required for diagnosis.

Fol | owi ng a careful exam nation, clinica
experience indicates that a diagnosis of IBSis
rarely m ssed and the disorder is usually

persistent in those who carry the diagnosis.

[Slide.]

IBS is a commpn di sorder affecting up to
20 percent of the U S. population in
epi dem ol ogi cal surveys. The diarrhea-predon nant

formaffects 5 to 10 percent of the U S

popul ation, representing 25 to 50 percent of IBS
patients.

Worren are nore commonly affected and 30
percent of individuals report noderate to severe

synptons as self-reported in the surveys. These

data provide an insight into why IBS is the nost
common di agnhosis in U S. gastroenterol ogy practices
and one of the top 10 reasons for primary care
physician visits.

[Slide.]

Despite the benign reputation of IBS, it
is increasingly recognized that patients with this
di sorder have worse health-related quality of life

t han national norns.
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As shown in this one study, health-rel ated

quality of life in patients with IBS was worse for
nmost donmai ns when conpared to nornmal and when
compared to patients with Type |l diabetes.
Moreover, |IBS patients have a health-rel ated

quality of life that is generally conparable to

patients with clinical depression., a

wel | -recogni zed and very serious functiona
disorder. In fact, vitality and social functioning
are equally inmpaired in both.

[Slide.]

Synptons of IBS and the resultant
di m ni shed quality of Iife have an inpact on
productivity. Data fromthe U S. Househol der
Survey, shown here, denpbnstrated that patients with

I BS missed three tinmes as nany days fromwork or

school because of illness conpared to those with no
evi dence of a functional G disorder

In data not shown on this slide, there is
al so an inpact on health care system and

productivity. This same study found that persons

with IBS were nore likely to see physicians for
both G and non-G conplaints than were persons
with no evidence of functional G disorders

[Slide.]
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1 These inpacts of IBS on the quality of

2 life and productivity result annually in 4 mllion
3 physician visits, 2 nmllion prescriptions, and

4 count |l ess over-the-counter drug purchases. The

5 financial burden on the health care systemand U. S.

6 busi ness in 1998 was estimated to total over $22

7 billion.

8 Taken together, this information indicates
9 that IBSis a well-defined condition affecting a

10 | arge nunber of individuals and represents a

11 significant burden for both patients and society.

12 The information | have di scussed thus far
13 is well accepted in the nmedical and scientific
14 community. | will now present sonme recently

15 obt ai ned data that has the potential to expand our

16 vi ew of | BS

17 [Slide.]

18 As part of our post-approval comitnent to
19 FDA, we undertook an epideni ol ogi cal programto

20 obt ai n popul ati on-based data on background rates

21 for serious events in IBS patients. This was done

22 because of observed adverse events incl uding
23 conplications of constipation and ischemc colitis,
24 but al so because there is very little know edge

25 about associ ated risks and outcones in | BS
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patients.

Dr. Alec Wal ker, who is Senior Vice
Presi dent at Engenics, Epidem ol ogy, and Professor
of Epidem ol ogy at Harvard, designed and performed
these studies and is here today to answer any

questions you may have. | will report only a brief

sunmmary of the one conpl eted st udy.

[Slide.]

A retrospective cohort study was perforned
usi ng nmedi cal and pharmacy clains data in the

United Heal thcare Research Database. Cases were

identified through a nultistage process including
val i dation by individual chart review.

Because of the nunmber of patients in the
dat abase, this approach allows the study of rare or

i nfrequent events at a popul ation | evel. Cases

were identified in individuals with |IBS,
conplications of constipation requiring
hospitalization, and those diagnosed with ischenic
colitis.

I ncidence rates and risk estimte

cal cul ations were obtained for patients with IBS
and conpared to patients without IBS. It is
inmportant to note that this study period was before

al osetron was introduced to the narket.
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[Slide.]

This figure shows the relative risk of
devel opi ng conplications of constipation in |IBS
patients as conpared to non-I1BS patients. In this
graph, we show three different tine segnents

following the first in-plan record of IBS in order

to provide a view of how the relative risk changes
over tinmne.

The intervals shows are between 3 and 6
months, 6 nonths to 12 nonths, and greater than 12

mont hs. The confidence intervals for relative risk

are shown above the bars and indicate that the
| ower confidence boundary is greater than 1 in al
situations.

For both nen and wonen, the IBS patients

had a marked increase in the relative rate of

conplications of constipation when conpared to
patients without IBS, and this relative risk
extended out to over 12 nonths after the in-plan
record of I|BS.

[Slide.]

This figure shows that the relative risk
of devel oping colon ischemia in IBS patients is
al so increased as compared to non-1BS patients.

The increased risk was not gender specific and
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1 persists 12 nonths followi ng the in-plan record of

2 | BS.
3 These results suggest that the risks of
4 ischemc colitis anpbng patients carrying a

5 di agnosi s of IBS are substantially higher than the

6 general population. Therefore, ischemc colitis,

7 al t hough unusual in IBS patients, may constitute a
8 distinct part of the natural IBS history or be a

9 result of therapy or a manifestation of other bowel
10 pat hol ogy that was m sdiagnosed as | BS

11 Taken together, these epidem ol ogi cal data

12 suggest that contrary to the general belief, IBS
13 patients may be at substantially higher risk than
14 the general population for serious medica

15 disorders.

16 Let me take one nore nonment to be cl ear

17 about d axoSmthKline's position on the rel evance
18 of these energing epi demni ol ogical data to today's
19 di scussion. Wiile we believe the data shed

20 important new light on the natural history of IBS,

21 we do not nmean to suggest that they reduce the

22 | evel of concern about risks associated with
23 alosetron and the need for an appropriate risk
24 managenment plan. Drs. Carter and Wheadon wil |

25 address those subjects in turn
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[Slide.]

Current conventional therapy for IBS
utilizes a stepped approach starting with education
and reassurance, followed by dietary nodification
that may include fiber supplenentation. The use of

phar macol ogi cal agents, nost of which are not

approved for this indication, is directed at
synptons and has variable results.

Pain and bloating is treated with
anti spasnodi cs, and di arrhea and urgency is treated

with | operanide or other antidiarrheals.

For individuals who failed this

traditional therapy, tricyclic antidepressants or a

nunber of alternative approaches incl uding
psychot herapy may be used.

[Slide.]

We were able to catal og what physicians
used as traditional or conventional therapy in an
open label trial. Two-thirds of patients were
treated with antispasnodics, one-third with

antidiarrheals, and a quarter with bul king agents.

Note that sonme patients were taking nore than one
of these classes of therapy. Only 6 percent of
patients were placed on antidepressants by their

physi ci ans.
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[Slide.]

The success of current treatnent options
in addressing multiple synptons of |IBS has been
quite limted. For this reason, there is a | arge
unmet medi cal need for new and nore effective

t her api es.

Al osetron is a serotonin type 3 or 5-HT3
receptor antagonist. 5-HT3 receptors are on
sensory neurons of the gut and nedi ate
gastrointestinal reflexes that control notility,

secretion, and the perception of pain.

In patients with IBS, 5-HT3 receptor
ant agoni sts i ncrease col onic conpliance, slow
colonic transit and inprove stool consistency. An
extensive preclinical and clinical research program

of alosetron has established its utility in IBS

[Slide.]

In contrast to currently avail abl e agents
for IBS, the efficacy of al osetron has been
confirmed in multiple | arge random zed, controlled

trials. N nety-three clinical trials with

al osetron conprise the data in the sNDA. These
trial enrolled 11,874 patients, which represents
nearly 9,000 additional patients since the origina

file.
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Thus, there is a substantial body of new

evi dence to evaluate the efficacy of al osetron
[Slide.]
We found that when |IBS patients were asked
about their nost bothersone synptom the nost

frequent answer was abdoni nal pain, followed by the

urgency and the nunber of bowel novenents.
Therefore, the prinmary endpoint of the clinica
trials was adequate relief of abdom nal pain and
di sconfort as assessed by the patient.

Urgency to defecate and the nunber and

consi stency of bowel novenents were secondary
endpoints in the trials.

[Slide.]

The efficacy of alosetron, 1 ng tw ce

daily, in wonmen wth diarrhea-predomnm nant |BS was

established in the original NDA through the results
of two, well-controlled Phase Ill trials. 1In these
pivotal trials, patients with noderate to severe
synptons were enrolled after a two-week screening

peri od.

Al osetron was conpared to placebo over 12
weeks, followed by a 4-week period of nonitoring to
assess synptons off therapy. The al osetron-treated

groups, represented by the yellow lines on these
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graphs, has significantly greater inprovenment in

the relief of abdomi nal pain and di sconfort than
controls.

This effect was significant within 1 to 4
weeks of treatment initiation. The beneficial

ef fects persisted through the treatnent period with

no evi dence of tol erance, and synptons returned
rapi dly upon stopping therapy.

Al t hough not shown on this slide, it is
very inportant to note that there were significant

i mprovenents in bowel urgencies, stool frequency,

and stool consistency in these patients, and these

results have been replicated in five

pl acebo-controll ed and two conparator trials.
Finally, alosetron was nore effective than

therapy with two smooth nuscl e rel axants,

nmebeverine, an antinuscarinic, and trinabutene, a
peri pheral opioid agonist. Both of these agents
are widely used in Europe for IBS, but are not
approved in the U S.

[Slide.]

The efficacy of al osetron denpbnstrated in
the original NDA has been significantly bol stered
in the sNDA. An inportant finding is the durability

of the alosetron effect. As shown in your briefing

file:///C|/WP51/WPFILES/0423GAST.TXT (41 of 408) [5/2/02 11:13:56 AM]

41



file:///ICl/WP5L/WPFILES/0423GAST. TXT

1 materials, when al osetron was conti nued for 12

2 mont hs, the effect over placebo was naintai ned and
3 synptons returned to baseline once the drug was

4 stopped. This is inportant information for

5 prescribi ng physicians and patients.

6 On the next slides, | will show additiona

7 evidence that there is efficacy in patients with

8 severe and debilitating synptons and that gl oba

9 I BS symptons, productivity, and quality of life are
10 i mproved by al osetron therapy.

11 [Slide.]

12 I'n our discussions with the FDA, the

13 question arose whether patients across the spectrum
14 of severity had relief with alosetron therapy. In
15 order to investigate this issue, we did

16 retrospective subgroup analyses in the six

17 pl acebo-control | ed studies. The weekly adequate
18 relief data were stratified by increasing

19 severities of baseline pain, urgency, and stoo
20 frequency.

21 As shown in this graph, patients with

22 noderate severe pain scores, showed in the first
23 two sets of bars, had greater adequate relief with
24 al osetron than with placebo. Al osetron was al so

25 nmore effective than placebo in patients with
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nmoderate and severe urgency and noderate and severe

stool frequency.

Al t hough these anal yses are exploratory,
they describe patterns of efficacy in noderate and
severe patients that are both simlar to each other

and simlar to those seen in patients fromthe

studi es individually.

At the same time, patients with harder
stools, less urgency, and infrequent stools did not
receive benefit and therefore should avoid

treatnment with al osetron

[Slide.]

The benefit of alosetron in patients with
severe synptonms was further illustrated in two
studi es conpleted after approval. As a surrogate

for severity, only patients substantially

debilitated by urgency were eligible to enter these
studies. Enrolled patients in both studies
experienced, on average, |ack of satisfactory
control of bowel urgency on approxinately 80

percent of days at baseli ne.

Thi s graph shows that in both studies,
al osetron significantly increased from baseline the
percent age of days with satisfactory control of

urgency conpared to placebo. Control of one's
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bowels is a critical issue for patients with IBS

[Slide.]

To understand the integrated effect of
al osetron, we eval uated gl obal inprovenent of |IBS
synptons in the sane two studies conpleted after

approval. d obal inprovenent was conpared to

baseline using a 7-point Likert scale that has been
shown to reflect both clinical and quality of
|'ife-associated di nensions of |BS

Al osetron showed i nprovenent over placebo

in both studies over the 12-week period. The

magni t ude of difference between placebo and

al osetron in these two studi es denonstrates robust

ef ficacy of alosetron in this patient popul ation
[Slide.]

In this study, we exam ned the inprovenent

of gl obal synmptons on al osetron conpared to
traditional therapy as chosen by the principa
investigator. At week 4, there was a 40 percentage
poi nt increase in the nunber of responders on

al osetron versus traditional therapy, representing

a 3-fold enhancenent.
Importantly, this effect was maintained
through the end of the 24-week study. This is a

critical finding because it indicates the robust
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1 effect of alosetron as conpared to what is

2 currently used in practice.

3 [Slide.]

4 I mportant new data in the sNDA pertains to
5 patient outconmes as a result of the inprovenent in

6 clinical synptomatology. |In two placebo-controlled

7 studi es shown here, alosetron significantly

8 i mproved productivity as neasured by nedi an hours
9 of lost work time as compared to placebo. These
10 data denonstrate that inproved synptomatol ogy

11 translated into an inportant functiona

12 i mprovenent.
13 [Slide.]
14 Further information on outconmes i s shown

15 on this slide. A disease-specific quality of life

16 questionnaire has been devel oped to neasure ni ne

17 dommi ns inportant for patients with IBS. Using
18 this measurenent tool in nunerous studies,

19 al osetron has consistently produced positive

20 i nprovenents over baseli ne.

21 Shown on this graph is data froma

22 12-nmonth study conpl eted since NDA approva
23 denmonstrating that patients treated with al osetron
24  were significantly inproved in the majority of

25 quality of life dommins
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[Slide.]

Thi s graphs shows the quality of life
results of the open | abel conparison study of
al osetron versus traditional |BS therapy.
Al osetron produced significantly nore inprovenent

than traditional therapy in all nine domains.

These data show that inprovenment in |IBS synptons
with alosetron translates into a significant
enhancenment in the quality of life using a
val i dated | BS-specific instrunent.

[Slide.]

We draw two conclusions fromthis part of
the presentation. Alosetron is needed and it
works. It is needed because IBS is a well-defined
functional bowel disorder which has a | arge inpact

on patients, health care, and society.

The fact that al osetron works is supported
by a substantial body of new data presented as part
of this sNDA. Indeed, it is remarkable that all of
the random zed controlled trials net primary

endpoints in denonstrating the efficacy of

al osetron
Thus, in wonen wth diarrhea-predom nant
I BS and noderate or severe synptons, alosetron

produces robust and consistent inprovenent on
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mul ti pl e synpt om based endpoi nts and i nportant

function-based endpoints.

I would l'i ke nowto ask ny col | eague, Dr.
Eric Carter, to cone and discuss the safety
assessnent.

Saf ety Assessnment and Benefit-Ri sk Overview

Eric Carter, Ph.D., MD.
DR. CARTER. Good norning, |adies and
gent | enen.
[Slide.]

| amEric Carter. | am Vice President for

Clinical Devel opnent and Medical Affairs with
responsibility for gastroenterol ogy.

I will present a summary of the safety
data, as well as an overview of the benefit-risk

bal ance for alosetron. The briefing docunent, the

GSK briefing docunent provides these data in
greater detail, and I will endeavor to refer you to
specific sections for guidance.

[Slide.]

The safety focus is on events of specia

interest, nanely, constipation and conplications of
constipation, as well as ischemic colitis. Specia
attention will also be given to related outcones of

hospitalization, surgery, and death.
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[Slide.]

I will follow the general approach
proposed by the CIOVS |V working group for
eval uating safety signals and benefit-risk bal ance
for marketed drugs. | will therefore reviewthe

wei ght of evidence for the domi nant risks -

conplications of constipation and ischemc colitis,
and rel ated outcones, hospitalization, surgery, and
deat h.

Qur safety database is extensive. It is

conprised of data fromclinical trials, which is

recogni zed as the nost conplete and reliable, and
therefore used for calculating risk estinates.

We al so have a spontaneous safety dat abase
obtai ned fromthe postnarketing period. Exposure

of a large nunber of patients nay enable the

identification of infrequent safety events,
however, the interpretation of individual cases is
often limted by |ack of detail

Early results on the background frequency

of conplications of constipation and ischenic

colitis in IBS fromthe epidem ol ogy studies were
presented by Dr. Traber. Conclusions drawn from
these studies will be used for context.

[Slide.]
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1 The approach then has been to review,

2 anal yze, and interpret the databases, so as to draw
3 conclusions on risk factors, and fromthis, on

4 steps that can be taken to mtigate risks, as well

5 as severe outcones.

6 Taken together with information on the

7 burden of illness, on therapeutic alternatives and
8 on benefits afforded by al osetron, conclusions on
9 the overall benefit-risk balance of alosetron wll
10 be presented as we understand it today.

11 [Slide.]

12 This table represents a summary of the
13 events of ischenic colitis and serious

14 constipation, as well as outcones of

15 hospitalization, surgery, and death related to

16 t hese events, data fromthe clinical trials and

17 approval in February 2000, and fromthe clinica
18 trials and the spontaneous databases for today's
19 Advi sory Conmittee neeting.

20 You will note that as the clinical tria

21 popul ations increased significantly fromthe tine

22 of approval until alosetron was wi thdrawn, the
23  frequency of ischemc colitis has renained
24 essentially unchanged. | wll describe these

25 cases, as well as the cases of serious
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conplications of constipation, in nore detail in a

nonent .

At the tine, alosetron was withdrawn in
Noverber of 2000, approximtely 534, 000
prescriptions had been witten for approximately

275,000 patients. This is the population for the

spont aneous adverse event report.

It is relevant to recognize that the
spont aneous safety database has continued to change
over time. Indeed, extensive publicity and clains

presented by plaintiff attorneys continue to

generate new reports or additional information in
an ongoi ng manner. The exact nunerator, therefore,
wi Il depend on cutoff dates. For our briefing
docunent, we agreed with FDA to a February the

18t h, 2002, cutoff date.

You nay have noted that the FDA uses a
cutof f date of March the 8th, 2002. This was to
allowtime to process information. The nunerator
will also depend on how individual cases are

classified. Many of the individual cases of

special interest, especially in the spontaneous
dat abase, are nedically conplex or contain very
little information.

We have di scussed these with FDA in order
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to decide how best to classify them W agreed

with the Agency in a great mpjority of these cases.
In some cases, after medical consultation with our
experts, we reached different nedical opinions as

to the exact nature of the disease process |eading

to the outconmes of hospitalization, surgery, or

death, and the role played by al osetron

This may explain some of the differences
in our totals, for instance, nost notably in the
nunber of deaths that we associate with the use of

t he drug.

Regardl ess of the exact nunbers, we agree
that there are serious risks, and this is what we
are here to discuss today.

[Slide.]

Starting then with the constipation data.

[Slide.]

An adverse event of constipation in a
clinical trial was recorded when a patient reported
havi ng constipation or if four consecutive days

passed wi thout a bowel novenent.

Seri ous adverse events of constipation
were defined according to the regulatory criteria,
which is described in a footnote to page 60 of the

briefing docunent.
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Conpl i cations of constipation included

cases of bowel obstruction, ileus, toxic megacol on,
and perforation regardl ess as to whether these net
the serious definition of constipation
Conpl i cations of constipation also included cases

of inpaction when this was a serious adverse event.

[Slide.]

This is a summary of Table 3, which can be
found on page 59 of the briefing docunent, show ng
the reports of constipation in clinical trial

subj ects. Constipation was the nost frequently

reported adverse event. It was reported in a

dose- dependent way, 29 percent of subjects on the 1
mg BI D dose conpared to 11 percent of subjects on
the 0.5 ny BID dose

Wthdrawal due to constipation also

increased with increasing dose. Note, however,
that only about 2 percent of all patients treated
with al osetron received the 0.5 ng BID dose. Note
also that in nost trials, |axative use was not

al | owed.

[Slide.]
This is a graph of all reports of
constipation fromMnth 1 through to Month 3. As

you can see, nost of the reports of constipation
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1 occurred in the first nonth, and indeed, patients

2 that remained in the trials on the whole did not

3 report further constipation

4 Seventy-five percent of patients reporting
5 constipation did so in the first nonth regardl ess

6 as to whether or not they withdrew. Again, nost

7 patients reported constipation only once.

8 [Slide.]

9 Turning now to reports of serious

10 conplications of constipation. Eleven reports cane

11 frompatients receiving al osetron in the repeat

12 dose clinical trials. The tine to onset varied
13 greatly and nost subjects were withdrawn fromthe
14 trials. Ten out of 11 were hospitalized.

15 For 9 out of 11 subjects, constipation

16 resolved with conservative therapy. One patient

17 devel oped a toxic negacol on and underwent a

18 col ectomy. One patient devel oped a small bowel

19 ileus and Crohn's di sease was di agnosed at surgery
20 to correct an ileal stenosis.

21 There were three reports in the placebo

22 group involving obstruction. Al resolved, but one
23 underwent |ysis of adhesions. One subject in the
24 mebeverine arm of the conparative trial devel oped

25 severe abdom nal pain and constipation and was
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wi t hdr awn.

In contrast to the previous slide, this
slide denonstrates that the differential rate in
all events of constipation between al osetron and
pl acebo is not translated into a simlar

differential rate of serious conplications. |ndeed,

only approximately 1 percent of patients
wi t hdrawi ng due to constipation did so because of a
compl i cati on.

Additional details are provided on Tables

4 to 7 in Attachnment 2 of your briefing docunent.

[Slide.]

The cunul ative risk cal cul ati ons, shown on
this table, as well as the incidence rates at Mnth
1 and Month 12. As we saw, nost of the adverse

events of constipation occurred in the first nonth

of therapy. Cases of serious conplications tended
to occur nore sporadically.

Based on the way serious conplications of
constipation were defined for the clinical trials,

the risk estimtes were not treatnent rel ated.

Al so, the incidence rate did not appear to increase
over tinmne.
[Slide.]

So, interrogation of the clinical trial
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saf ety dat abase reveal s that constipation was the

nost frequent adverse event reported. It occurred
in a dose-dependent nanner, nostly in the first
mont h, and nostly once. It was typically managed
by withdrawi ng therapy and instituting routine care

i ncludi ng | axati ves.

There were reports of serious
conplications of constipation prinmarily
obstructions and inpactions, but also one col ectomny
and one | aparotony in a patient diagnosed with

Crohn' s di sease.

The events of serious conplications of
consti pation appeared to occur sonewhat
intermttently.

[Slide.]

Turning now to the marketing experience.

Serious constipation and conplications of
constipation were defined slightly differently for
the spontaneous safety database. Firstly,
constipation was defined by the reporter

Cases assessed as having a serious event

according to the regulation were then identified.
Cases with an event of constipation or related term
were then individually evaluated to identify those

in which constipation was the event leading to the
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assessnent of "serious."

Serious constipation associated with
conplications of constipation were then identified,
i.e., perforation, toxic negacol on, obstruction,
ileus, and inpaction.

[Slide.]

From about 275,000 patients treated with
al osetron, we have 100 spontaneous reports of a
serious adverse event of constipation with the
characteristics that are shown on the table. As

was seen in the clinical trials, the tine to onset

varied, but occurred in the first month in 67
percent of cases.

In 58 of these 100 cases, the serious
adverse event of constipation was associated with

conplications ranging fromfecal inpaction to

perforation. These cases are described in Tables 8
and 9 on pages 69 and 70 of the briefing docunent.
[Slide.]
Qut comes of special interest associated

with the serious constipation are shown in this

table. These are listed in order of severity and
not dupli cat ed.
There were two deaths. One was an

82-year-ol d patient prescribed al osetron for
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di arrhea- predom nant |BS, who was hospitalized for

constipation, and died follow ng surgery for a
ruptured diverticulum The patient was
concurrently receiving hydrocordone and bel | adonna,
and reported a five-day history of constipation.

The second patient was a 62-year-old worman

in a nursing hone with Al zheiner's disease and
receiving alosetron for the treatnent of chronic

di arrhea. She underwent surgery to correct Qgilvie
syndrone, and was not resuscitated when she

devel oped ARDS.

I ntestinal surgeries included partial and
total colectony. Anorectal surgeries involved
henorr hoi dect omi es and rectal fissure repairs.

O her patients were treated conservatively with

wi t hdrawal of therapy and the institution of

routine care.

Dr. Mark Koruda, Professor of
Gastrointestinal Surgery, is with us. He has
reviewed these cases and is ready to answer any

questions you nmay have.

[Slide.]
In summary, the clinical presentation of
spont aneous constipation reports is sinmlar to that

seen for clinical trials. The great majority of
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reports were not serious, and managed

conservatively. However, there were cases of
conplications of constipation with serious sequel ae
and two deat hs.

[Slide.]

Ri sk factors for constipation have been

derived frominterrogati on of the databases and, in
particul ar, by careful analysis of the integrated
safety data fromthe clinical trials.

The United Heal thcare Epi dem ol ogy Study

proposes that patients nay be at risk of devel oping

conplications of constipation and bowel surgery in
association with I BS. Wether or not this applies
equally to all subtypes of IBS is not known.

Consti pation resulting from al osetron

exposure is not unexpected. 5HT3 receptor

antagoni sts slow @ transit and increase saltwater
reabsorption fromthe gut as a class effect.

Consti pati on appears to occur in a
dose-dependent manner with nbst cases occurring in

the first month following initiation of therapy and

occurring only once. It also increases with age.
Serious conplications of constipation may
occur nore intermttently. Review of the serious

consti pation spontaneous cases suggests that
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patients with preexisting constipation or

co-norbidities that may aggravate the effects of
consti pation have worse outcones.

These include patients who have had prior
conplications of constipation or intestina

obstruction, perforation, diverticulitis, and so

on. Likewi se, many patients devel opi ng

conmplications of constipation were using

constipating drugs in addition to al osetron
[Slide.]

Movi ng now to ischenmic colitis, the second

dom nant ri sk.

[Slide.]

Intestinal ischem a represents a broad
spect rum of di seases. |Ischemc colitis, nore

properly terned colonic ischem a, acute nesenteric

i schem a, and chronic nmesenteric ischem a,
represent the main types. These are frequently
conf used.

Actual ly, each differs in terns of

pat hophysi ol ogy, clinical presentation, natura

hi story, and prognosis, as outlined on the slide.
Much nmore is known about acute and chronic
mesenteric i schema than i s known about col onic

i schem a at present.
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Having said this, we believe that the

spont aneous cases described as ischemc colitis in
the safety databases represent ischemc colitis,
and not acute or chronic nesenteric ischema. The
spont aneous dat abase does contain a nunber of

reports of acute and chronic nesenteric ischema,

whi ch are distinct fromischemc colitis. These
cases will also be discussed |ater.

Dr. Larry Brandt, who is with us, is an
expert on intestinal ischema. He authored the AGA

Techni cal Review and Cuidelines on this topic. He

is famliar with the data and is available to
answer questions as needed.

Dr. Kay Washington is also with us. She
is an Associ ate Professor of G Pathology, and she

is also famliar with the cases and prepared to

answer any questions you nmay have.

[Slide.]

The size of the clinical trial safety
dat abase has increased 4-fold since the tinme of

approval in February 2000 until the tine of the

sNDA, so approximately 12,000 patients. The numnber
of reports of ischenic colitis has also increased
from4 to 17. Thus, the frequency of reports has

remai ned essentially unchanged during this period
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at approximately 1 in 700, as reflected in the

approved | abel .

[Slide.]

We have 17 reports of ischenmic colitis
fromthe clinical trials, and 12 met the definition

of a serious adverse event. Most occurred in

subj ects less than 50 years of age. There was no
apparent dose effect although nunbers in doses
other than the 1 ng BID are smal | .

The tine to onset was varied, but nostly

occurred in the first nonth. Sixteen out of 17

patients withdrew fromthe trials. Details of each
of these cases can be found in Table 10 in
Attachnment 3 of the briefing docunent.

[Slide.]

The clinical presentation was simlar in

all cases with acute onset abdomi nal pain and

hemat ochezia. Fifty-three percent of patients were
hospitalized for a median duration of three days.
Treatnment consisted in all but one instance of

wi t hdrawal of drug and providing supportive care.

Consti pation was reported in 18 percent of
cases and estrogen use in 50 percent of cases.
These are proportions corresponding to those of the

overall clinical trial population
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1 [Slide.]
2 In this slide are cunulative risk and
3 i ncidence rate estimates for the totality of

4 treatnent exposures in all trials pooled together.
5 You will note that FDA, in their briefing docunent,

6 provi ded several conplenentary estimtes al so

7 derived from studies.

8 FDA al so presents a study-specific

9 approach directed at identifying a representative
10 estimate in female IBS patients and in female |IBS

11 patients in the US

12 Qur results show that there is a 5-fold
13 increase in the risk of developing ischemc colitis
14 in alosetron-treated subjects conpared to

15 pl acebo-treated control in terns of events per

16 10,000 patients. This is also reflected in the

17 incidence rates at 12 nonths expressed in terns of
18 events per 1,000 patient years.

19 [Slide.]

20 From the marketing experience, 80

21  spontaneous reports of ischenmic colitis have been

22 received. For a clear interpretation, these were
23 further classified as probable, possible, or
24 insufficient evidence based on the extent of

25 supporting clinical, endoscopic, and pathol ogi ca
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1 i nformati on.
2 [Slide.]
3 Only 58 cases net the probable, possible

4 criteria, but summary characteristics are presented
5 on this slide based on available data fromall 80

6 cases. The clinical presentation was simlar to

7 that seen in clinical trials with early onset.

8 Most patients were | ess than 65 years old and 60

9 percent were hospitalized.

10 Si x spont aneous cases included a report of

11 intestinal surgery. These included two right

12 hem col ectom es and a partial colectony site

13 unspecified. Brief case summaries are described on
14 page 85 and 86 of the briefing docunent for these
15 three surgeries. The other three reports did not

16 contain sufficient information.

17 [Slide.]

18 In addition to the cases of ischenic
19 colitis, 12 spontaneous serious adverse event
20 reports of nmesenteric ischem a, occlusion, or

21 infarction were received. The clinica

22 presentation varied greatly, and interpretation in
23 all cases is confounded by predi sposing conditions
24 including intestinal vascul ar insufficiency,

25 hyper coagul abl e states, and thronbotic di sease.
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G ven these circunstances, no meani ngful

signal can be derived regarding a role played by
al osetron. Case sunmmaries are shown on page 87 to
90 of the briefing docunent.

[Slide.]

In summary, then, ischemic colitis

generally occurred early in therapy, presenting

acutely. It occurred in subjects with a spectrum
of baseline synptons. It was typically transient
and resol ved wi thout sequel ae, and was managed by

wi t hdrawi ng therapy and supportive care. Six

spont aneous cases did report surgery. There were
no deat hs.

[Slide.]

Ischemc colitis appears to be

i diosyncratic and so unpredictable. The

epi dem ol ogi cal data proposes that having a

di agnosis of IBS carries a baseline risk. The risk
observed in clinical trials has remai ned unchanged
over the period of the clinical trial program

during which the nunber of exposed subjects has

i ncreased approxi mately 4-fold.
Most of the cases occurred in the first
mont h, although it is recognized that a snal

nunber of patients were exposed for nore than six
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nmont hs, however. Despite a concerted analytica

effort, no specific risk factors including
constipation or other nedications have been
identified. |In other words, there is no evidence
that constipation predi sposes |IBS patients to

ischemc colitis.

[Slide.]

What do we conclude then with respect to
the benefit-risk balance? Patients with their
physi ci an nust bal ance the benefits agai nst the

ri sks when nmaking an informed decision to initiate

any new therapy. This will depend on the burden of
illness for the patient and what alternative

t herapi es have to offer also in terns of bal ance
bet ween benefits and ri sks.

As presented by Dr. Traber, IBS is

associated with a significant burden of illness
that requires treatnent for many patients. He also
i ndi cated that today, therapeutic options remain
limted. [IBS, therefore, continues to represent a

significant unnet nedical need.

[Slide.]
As was al so sunmarized by Dr. Traber
al osetron provi des substantial benefits for wonen

with diarrhea-predom nant IBS with a spectrum of
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chronic and debilitating synptons.

[Slide.]

The nost favorable benefit-risk bal ance
woul d be achi eved by restricting al osetron to wonen
who have failed conventional therapy, and so have

no therapeutic alternatives. Conversely, wonen

wi th episodic or non-debilitating synptons nmay not
benefit from al osetron and may have an unfavorabl e
benefit-risk bal ance. These patients would
typically be managed with conventional therapy.

[Slide.]

In conclusion, then, the benefit-risk
bal ance for alosetron is positive for
di arr hea- predom nant wormen with | BS who have fail ed
conventional therapy. |Inplenmentation of the Risk

Managenent Pl an including changes to the |abel will

focus on the popul ati on nost in need, and will
mtigate risks. This will provide the nost
favorabl e risk-bal ance for al osetron.

Dr. Wieadon will now take us through the

Ri sk Managenment Pl an. Thank you.

Ri sk Managenment Pl an
Davi d Wheadon, M D.
DR. VWHEADON: Thank you, Eric.

[Slide.]
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| am Davi d Wheadon, Senior Vice President

of U S. Regulatory Affairs at d axoSm thKline.
woul d like to thank the committee for the
opportunity to present the risk managenent

framework for the proposed reintroduction of

Lot r onex.

[Slide.]

Bef ore going specifically into the R sk
Management Plan, | would to very briefly revisit

the issues of benefit-risk cal culati ons and

particularly the benefits and associated risk of

Lot ronex use.

As you see here, at the beginning of the
determ nati on of benefit-risk by the sponsor and
the FDA, the sponsor and the FDA, as a joint team

eval uate the assess the benefits and the potentia

risk for the pharmaceutical treatnent under

di scussi on, and conmuni cate such via | abeling and

ot her nechanisns to the prescribing conmmunity.
The prescribers then are key in

determining the benefits and managing the risk for

the individual patient for whomthe drug is
i ntended. Last, but not |east, the patient once
informed is the ultinmate decisi onnmaker concer ni ng

t he bal ance.
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[Slide.]

As we have heard this norning, IBS carries
a significant burden of illness, has a significant
quality of life inpact. 1t has reduced
productivity particularly in the domains of work

and school, and perhaps underlying the reason why

we are here today, there continues to be limted
treatment options.

[Slide.]

As Dr. Traber has outlined this norning,

Lotronex has been shown to evidence inprovenent in

noderate and severe |IBS synptons, particularly
concerni ng urgency, frequency, and pain. It has
al so been shown to have gl obal inprovenent in |IBS
synptons, to have an effect on quality of life

particularly around such things as sleep and

physi cal and social functioning, and al so has been
shown to have a beneficial effect on productivity.
[Slide.]
As Dr. Carter has outlined, there are

dom nant risks associated with the use of Lotronex

particularly constipation, which is an expected
out cone given the nmechani smof action of Lotronex.
The conplications of constipation is an

event that is potentially avoidable. Severe
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out cones can be mitigated by early recognition of

signs and synptons and tinmely intervention

In terms of ischenmic colitis, as best as
we know today, this event is idiosyncratic,
however, we believe careful nonitoring of signs and

synptons is warranted with the overarching goal of

mtigating severe outcones.

[Slide.]

In terms of the Ri sk Management Pl an that
we have put before the committee, the overarching

goals are as follow

To restrict use to patients with the nost
favorabl e benefit-risk balance. As Dr. Carter has
outlined, that continues to be women with
di arr hea- predom nant | BS who have failed to respond

to conventional therapy. Beyond that, as is always

true with the use of drugs in treating serious

illness, informed patient use is key.
Additionally, with the appropriate

adherence to the tenets of the R sk Managenent

Pl an, we hope to mitigate serious outcones of

constipation and to mtigate the serious outcones
of ischemic colitis.
[Slide.]

In general, there are certain commpn core
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activities associated with risk managenent pl ans.

The eval uation of the benefits and assessment of
ri sk, which we have all heard this norning, but
additionally, balancing the benefits versus the
risks particularly in identifying the appropriate

target popul ati on.

Beyond that, the risk nust be communi cated
both in ternms of |abeling, as well as other
mechani sms of comunication. The risks should be
managed with informed patient use and appropriate

prescri bi ng.

Ongoi ng safety evaluation is key, as is
true for the safe use of all pharnaceutica
products, and ongoi ng program eval uati on to assess
the effectiveness of the plan that has been put in

pl ace.

[Slide.]

This schematic is intended to give you in
one sort of fell swoop, the overarching goals and
tenets of the Ri sk Managenent Pl an of Lotronex.

The physician will serve as the key in deternm ne,

first, the appropriate patient for use, that being
worren with di arrhea-predoni nant |IBS that have
failed to respond to conventional therapy, but

beyond that, the physician will then sign a form
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i ndi cating, one, his or her know edge and

experience in treating IBS and in managi ng the
potential conplications of treating IBS, but also
sign the formindicating that the patient has been
appropriately counsel ed concerning risk and

benefits.

Additionally, an initial titration period
i s being proposed based on prudent clinical care,
that is, a half dose, 1 ng a day, initiation
treatnment for 30 days. A prescription will be

witten by their physician with a sticker affixed

to the prescription indicating that the appropriate
di scussi ons and counsel i ng has occurred.

The patient, once informed, will sign the
agreenent, as well, indicating that they have been

counsel ed around the benefits and the risks, and

the signs the synptons to be perfect cogni zant of.
The patient will then take a copy of the

si gned agreenent formalong with the prescription

with the affixed sticker to the pharmacy. The

pharmaci st will serve as a real-tinme check

checking for the sticker, dispensing the
prescription with a Medication Guide.
Following the initial 30-day treatnent

period, the patient will return to report any
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adverse effects and to receive a new prescription,

and this is a correction | want you to pay
particular attention to - each new prescription
will require a new sticker affixed to the
prescription. There will be no refills.

Under | yi ng this ongoing process wll be

the FDA and the conpany eval uating both the
efficiency and effectiveness of the program but
al so nodi fying the program as indi cated dependi ng
on the outcone of the eval uations.

[Slide.]

Now, to go nore specifically into the
various responsibilities of the core conponents of
this Ri sk Managenent Plan. There is a joint
responsibility between ourselves and the FDA

particularly around revised | abeling.

The | abeling has been revised, at |east
proposed to be revised, with a conci se box warning
that carries the key safety information
particularly that serious gastrointestinal events,

sonme fatal, have been reported in association with

Lotronex use, these events including ischemc
colitis and serious conplications of constipation
have resulted in hospitalization, blood

transfusi on, and/or surgery.
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1 Physi ci ans who are know edgeabl e and

2 experienced in treating IBS and i n managi ng the

3 conplications should only prescribe the drug.

4 The indication is linmted to women with
5 di arr hea- predom nant | BS who have not responded to

6 conventional therapy. Patients will be instructed

7 to discontinue use immediately if synptons of

8 constipation or ischemc colitis should occur and
9 these occurrences should be reported to the

10 treating physician.

11 As | nmentioned, there is also a

12 nodi fication in ternms of the initial titration

13 period starting off at a half dose, 1 ng a day for
14 30 days to assess patient tolerance to the

15 treatnent.

16 A Medication Guide will be given to the

17 patient both by the treating physician and the

18 pharmaci st that will include this key safety
19 i nformation.
20 Beyond this, we propose to neet jointly

21 with the FDA on a regul ar basis, for exanple,

22 quarterly to review the evolving safety

23 i nformati on.
24 [Slide.]
25 In terns of specific GSK responsibilities,
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we are proposing to establish an external expert

medi cal review board to review events of special
interest. W will also voluntarily expedite
reports of events of special interest regardl ess of
the seriousness or the expectedness.

W will, as well, provide a Dear Physician

and Dear Pharmaci st |etter conveying the key
el ements of the Ri sk Managenent Plan and the
| abel i ng changes.
The physician-patient agreenent kit wll

al so be provided either via a 1-800 nunber,

described in the Dear Physician letter, or provided
via our sales representatives during the
i ntroductory peri od.

[Slide.]

Additional responsibilities that the

Conpany will carry include providing Lotronex and

I BS di sease information to physicians via sales
representatives, and an Internet web site will also
be nmi ntai ned where all the inportant information

will be collated, as well as the ability for

physi cians to downl oad the patient agreenent forns.
[Slide.]
In terms of program eval uation, three

studies will be proposed or have been proposed to
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1 | ook at the safe use of Lotronex. One will target

2 the utilization of Lotronex in a |arge managed
3 heal th care research database, the United

4 Heal t hcar e Research dat abase.

5 Thi s dat abase enconpasses 5 nmillion

6 covered lives, and we will | ook at the

7 appropri ateness for therapy for patients that are
8 prescribed Lotronex within this database,

9 specifically focusing on denographic

10 characteristics, IBS history and other @ history,

11  and drugs dispensed in six nonths prior to Lotronex

12 use or during Lotronex use, specifically to assess
13 whether or not the intended indication and the

14 contraindi cati ons have been adhered to.

15 [Slide.]

16 A second study will |ook at the conpliance

17 with the Ri sk Managenent Plan. This will be a

18 phar macy- based postrmarketing study in association
19 with the Sl one Epidemiology Unit of the Boston

20 Uni versity School of Medicine.

21 This study will be conducted in

22 association with a large national retail pharnmacy
23 chain. Roughly 2,600 retail pharnacies wll
24 participate. Patients that are dispensed Lotronex

25 will be contacted within one week of dispensation
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of the drug, and questionnaire will be carried out,

again focusing on IBS history, receipt of
appropri ate counseling regardi ng benefit and risk
of Lotronex use, as well as the receipt of a copy
of the agreenment form and the Medication Guide.

A followup contact will occur 30 to 45

days after the prescription has been filled to
assess further patient experience on the drug.
[Slide.]
A third study will focus specifically on

Lotronex safety. The occurrence of events of

special interest in relation to Lotronex use will
be assessed, again using the United Heal thcare
Research Dat abase.

The incidence of these events in patients

receiving Lotronex will be ascertained, as well as

the incidence of these events in IBS patients who
do not receive Lotronex, in an attenpt to further
elucidate the possibility of risk factors for these
events will be carried out. The target nunber of

Lotronex users will be 10,000 patients.

[Slide.]
Focusi ng now on prescri ber
responsibilities. First and forenost, the

prescriber will be responsible for appropriate
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patient selection based on the nodified revised

| abel .

Specifically, in addition to the
i ndi cating treatment popul ation, that bei ng wonen
with IBS of diarrhea predom nance that have fail ed

to respond to conventional therapy,

contraindications will be key, as well

So, patients with a history of chronic or
severe constipation, that with a history of
intestinal obstruction, stricture, toxic negacol on,

G perforation, and/or adhesions, a history of

ischemc colitis current or a history of Crohn's
di sease or ulcerative colitis, active
diverticulitis or a history of diverticulitis,
those patients that are unable or unwilling to

conply or understand the patient-physician

agreenent, and, as always, those patients with a
know hypersensitivity to a conponent of the drug
are clearly contraindi cated.

[Slide.]

The prescriber will sign the agreenent

formconfirm ng several things: one, that he or
she is appropriate in terns of experience in
treating IBS and in managi ng the potenti al

conmplications of IBS. The physician will also

file:///C|/WP51/WPFILES/0423GAST.TXT (77 of 408) [5/2/02 11:13:57 AM]

77



file:///ICl/WP5L/WPFILES/0423GAST. TXT

1 counsel the patient on the benefit-risk associated

2 with the use of Lotronex.

3 [Slide.]

4 The prescriber will also educate the

5 patients on signs and synptons that require pronpt

6 action, obtain patient's signature on the agreenent

7 form and provide a copy of the agreenent formto

8 the patient and place a copy in the patient's

9 medi cal record

10 [Slide.]

11 Again, these requirenments of the

12 prescriber are clearly outlined in the proposed

13 modi fi ed | abel .

14 [Slide.]

15 Once this is carried out, the special

16 sticker will be affixed to the prescription. No

17 verbal orders or prescription orders by facsimle

18 will be allowed. No refills will be all owed.

19 Every prescription, both the initiating

20 prescription, as well as follow on prescriptions,

21 will require the special sticker. As always, the

22 prescriber will be responsible for active patient

23 followup to assess patient response to the drug.

24 [Slide.]

25 In terns of the pharnacist,
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will only accept witten prescriptions with an

af fi xed sticker. The pharnmacist will, as well,

di spense the Medication Guide, which is reflective
of the key information associated with safe
Lotronex use, and the pharnacist will, as well,

serve as an additional resource for product

i nformation.

[Slide.]

Movi ng now to patient responsibilities,
perhaps the nost inportant. It is incunbent upon

the patient to understand the benefits and the

ri sks associated with Lotronex use. Once inforned,

the patient will make an informed decision

regardi ng treatnent and sign the agreenent form
The patient will be responsible for

foll owi ng the physician and Medi cation Guide

i nstructions, and perhaps nost inportantly, the
patient will need to be very able to recognize
i mportant signs and synptomns requiring pronpt
action including discontinuing treatnment and

seeki ng nmedi cal attention.

[Slide.]
Again, the nodified | abel and the
Medi cation Guide will clearly elucidate the

responsibilities of the patient in terns of reading
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the Medication CGuide, not starting Lotronex if they

are constipated, discontinuing the drug and
contacting physician if certain key synptons occur
during the course of treatnment, particularly
consti pation, worsening abdom nal pain, bloody

diarrhea, or blood in the stool, and perhaps al so,

inmportantly, to stop taking Lotronex and contact
their physician if the drug does not adequately
control IBS synptons after four weeks of taking one
tablet twice a day, which is the indicated dosage

for treatnent.

[Slide.]

So, as | have described for you this
mor ni ng, the Lotronex Ri sk Managenent Plan is a
thorough plan calling for the active engagenent of

key participants, namely, the physician, who nust

attest to their experience in treating |IBS and
managi ng its conplications, the patient, who nust
be counsel ed and clearly sign that they understand
the i ncunbent benefits and risks of Lotronex use,

the pharnmacist, who will serve as a real-tinme check

in terms of the prescriptions and appropriate
stickers applied to it, and counseling the patient
and providing Medication Guides, and the Agency and

the Conpany, who will be responsible for eval uating
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the effectiveness of the program and nodi fying the

program as mght be indicated with experience.
[Slide.]
So, we believe the R sk Managenent Program
put before you is designed to address the benefit

and nitigate the risk associated with Lotronex use.

The nodified conditions of use favorably enhance
the benefit-risk by restricting access to wonen
wi t h di arrhea-predoni nant | BS that have not
responded to ot her conventional therapies.

The communi cation plan includes nessages

to prescribers, pharnmacists, and patients, the
nmodi fi ed package insert and Medication Guide wll
carry key safety information that is inportant for
the prescriber and the patient to be fully aware

of .

The pati ent-physici an agreenent process
ensures that the appropriate discussion and
counsel ing occurs prior to dispensation of the
prescription.

The real -tine double check at the pharnacy

| evel provides an additional safety neasure to
ensure that only the appropriate patients are
receiving the drug, and the ongoi hg program

eval uation all ows for assessnment of effectiveness
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82

of the program

[Slide.]

This plan, we believe allows for inforned
pati ent use, should reduce the occurrence of
conplications of constipation, should mtigate the

serious outcones associated with conplications of

constipation and ischemc colitis, and perhaps nost
inmportantly, should strike a bal ance between
mtigating risk without creating extraordinary
barriers to patient access.

It is pleasure to introduce Dr. Robert

Sandl er, who will give us a clinician's perspective
on Lotronex use.

Clinician's Perspective

Robert S. Sandler, MD.

DR SANDLER: Good nor ni ng.

[Slide.]

I am Robert Sandler. | am Professor of
Medi ci ne and Epi dem ol ogy at the University of
North Carolina at Chapel Hll.

I am a gastroenterol ogi sts and al t hough |

don't specialize in IBS, |ike nost
gastroenterol ogi sts, patients with IBS conprise the
| argest group of people that | see in ny practice.

I am al so an epi dem ol ogi st and | have
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done some research on the epidemn ology of IBS. |

have aut hored the Burden of Disease Report fromthe
Ameri can Gastroenterol ogi cal Association, and

have had a chance to read some of the epi demn ol ogy
background papers that are pertinent for the

di scussi on t oday.

So, | amhere today as a clinician, as a
clinical investigator, as an epidem ol ogi st, and
what | would like to do in the next 14 mnutes or
so is to share with you ny inpressions after

readi ng the briefing docunents fromthe Conpany and

fromthe FDA

[Slide.]

So, the topics | amgoing to cover are
listed here. | amgoing to talk about the economc

and social burden of IBS, our treatment options,

the benefits and potential risks of alosetron, and
I will give you ny inpressions of the risk
managemnent program that has been proposed.

[Slide.]

IBS is a common di gestive conplaint. The

information that we obtained in the Burden of QG
D sease Report suggests that there are 15.4 nillion
preval ent cases, 3.6 mllion office visits, 150,000

hospital outpatient visits, and 87,000 energency
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room vi sits.

[Slide.]

As you might anticipate with that nany
heal th care encounters, the econonic costs of IBS
are considerable. On this slide, | have graphed

the total direct costs from1998 in mllions of

dol lars. Sonmewhat unexpectedly, the |argest
conmponent of those costs are hospital costs.
Patients with IBS aren't usually adnmitted to the
hospital, and this reflects secondary di agnosi s

codes for patients with IBS who were adnitted to

the hospital for sone other reason

Now, the other costs on here, | think ware
nmore accurate - outpatient hospital costs,
enmergency roomvisits, and office visits, and it is

somewhat surprising to note that $80 million was

spent on drugs. This is surprising because the
drugs that we have currently for IBS are not very
effective.

So, if we total those direct costs, we

come up with about $1.7 billion. W also tried to

estimate the indirect costs. These are the costs
from peopl e nmissing work as a consequence of their
IBS. That is alnost $20 million

In addition, there are these unneasured
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collateral costs. W know that patients with IBS

are nore likely to go to physicians for both A and
non-G conditions

Al t hough you may qui bble with the specific
dollar figures, | think that the unm stakabl e

conclusion is that IBS is a very expensive

condi ti on.

[Slide.]

The econom ¢ anal yses ignore social and
enotional costs of IBS that are unneasured and

i mmeasur abl e. Physicians, policynakers and critics

typically pay insufficient attention to conditions
that cause synptonms, but aren't fatal

Let's face it, IBS doesn't commonly Kil
peopl e, but this |ack of appreciation for

synptomatic conditions in insensitive and insulting

to patients who are suffering

Peopl e who say that IBS is not a bad
di sease have never taken care of patients with IBS
So, given the high preval ence and hi gh inpact, we

need therapeutic agents that are effective.

[Slide.]
Unfortunately, there are currently no
FDA- approved drugs for IBS that have been proven to

be effective in random zed, controlled trials. The
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drugs that we comonly use are fiber, snooth nuscle

rel axants, antidepressants, and anxiolytics. These
medi cations are inconpletely effective in the
patients who are nost severely affected, and they
don't work for diarrhea

[Slide.]

The pharmacol ogi ¢ treatnent of |IBS was the
subj ect of a systematic review of randonized,
controlled trials that was published in the Annal s
of Internal Medicine in the year 2000. The

randoni zed, controlled trials that were part of

that review denonstrated that the only drugs that
were effective for | BS were snooth nuscl e

rel axants. They are not available in the United
St at es.

In addition, these randon zed, controlled

trials did not ook at the inpact on disability or
patients' satisfaction with care.

[Slide.]

In contrast, | think you have seen today

there i s abundant evi dence that al osetron works.

This is a graphic that | ran across in the
Conpany's briefing docunent, and | scanned it in,
whi ch accounts for the somewhat uneven quality, but

what it does is it |ook at weekly adequate relief

file:///C|/WP51/WPFILES/0423GAST.TXT (86 of 408) [5/2/02 11:13:57 AM]

86



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

for wonen with diarrhea-predon nant |BS

The reason | selected this particul ar
graph is it shows that the duration of effect was
48 weeks, and as a clinician, I aminpressed with
the durability of the effectiveness of the drug.

[Slide.]

I amalso inpressed with the wi de range of
synptons for which this drug is effective. You
have heard this norning about a | arge number of
studi es that have | ooked at a w de range of

different synptonms that our patients with IBS bring

to the clinic. Again, as a clinician, | am

i npressed with the wi de range of synptons for which
the drug is effective. So, | think there is no
doubt that the drug is effective.

[Slide.]

Vel |, what about risks? Qur information
about risks cones fromseveral different sources
First of all, it comes fromcontrolled clinica
trials, and this is really the best evidence on

risk. It is the best evidence because there is a

conpari son group.
It is also the best evidence because in
random zed, controlled trials, patients are

moni tored very carefully by their physicians, and |
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think that, if anything, the adverse events in

random zed trials are likely to be overesti mated
rat her than underesti nmated.

Now, we can also find out about risks from
spont aneous reports. The limtation of spontaneous

reports is that they may be factually uncertain,

inconplete, or inprecise. Inportantly, the

spont aneous reports are unable to account for cases
that are not related to the drug. These are cases
that occur as part of the background.

Now, that is not to say that spontaneous

reports aren't inportant. Spontaneous reports can
provide a signal for rare events that we could not
determ ne fromrandom zed, controlled trials, even
| arge random zed, controlled trials. So, | don't

want to give you the inpression that | don't think

spont aneous reports are inportant, but we need to
recogni ze their limtations.

Finally, we can find out about risk from
the epidem ol ogy studies. The problemwth

epi demi ol ogy studies is that they can be

susceptible to problenms of m sclassification of
di sease or exposure, however, they have inportant
strengths.

The | arge epi dem ol ogy studies can riva
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the spontaneous reports in their ability to detect

rare events. In addition, and very inportantly, the
popul ati on-based epi dem ol ogy studi es can provide
insight into the background rate of disease in the
general popul ation that we can use to place the

spont aneous reports in context.

[Slide.]

Let's turn to the conplications of
al osetron. The first is constipation, and based on
readi ng the evidence, there is little doubt in ny

m nd that the drug cause constipation. This is a

predi ctabl e side effect based on the pharnmacol ogic
action of the drug. |It's a 5HT3 antagoni st that
may result in constipation

However, it appears that the constipation

is dose related, it is nore comon at hi gher dose,

and inportantly, in random zed trials with nearly
12,000 patients, so-called conplications of
constipation were not nore frequent in al osetron
than in placebo-treated groups.

In the epidem ol ogy study, none of these

peopl e got alosetron. 1In the epidem ol ogy study,
| BS patients were nore than twice as likely to be
hospitalized with these constipation conplications

than non-1BS patients, suggesting that these
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conplications may be a part of the disease, and not

a consequence of the therapy.

[Slide.]

Now, ischemc colitis is potentially nore
serious. The collection of random zed, controlled

trials suggests that people that take al osetron are

about 5 to 6 tinmes nore likely to develop ischenic
colitis.

Al of the cases in clinical trials were
self-limted and they did not result in sequel ae,

and in the epidem ol ogy study, there was about a

4-fold increase in colonic ischemia in IBS patients
conpared to the non-1BS patients, and | would |ike
to illustrate that with a graphic because | think
it is inportant.

[Slide.]

So, this is the adjusted relative risk, 95
percent confidence interval, of colonic ischenmia in
5 mllion menbers of the United Healthcare
Dat abase. None of these people took al osetron

The way the slide works, this is relative

risk in alog scale. Conpared to the non-1BS
patients, individuals who had an | BS di agnosi s,
within three weeks, were alnbst 50 tinmes nore

likely to have a diagnosis of ischemc colitis.

file:///C|/WP51/WPFILES/0423GAST.TXT (90 of 408) [5/2/02 11:13:57 AM]

90



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Now, how do we interpret that? M

interpretation is that these people within three
weeks probably didn't have IBS in the first place.
They probably had ischemc colitis and within three
weeks, the diagnosis was apparent.

However, it is also interesting to note

that as long as one year after diagnosis, the
patients with IBS were still about 3 to 4 tines
more likely to have a diagnosis of ischemc colitis
conpared to the non-1BS patients.

Wl l, how do we interpret that? | think

there is two possible interpretations. The first
interpretation would be that patients with IBS are
more likely to develop ischemic colitis. A second
interpretation is that there is a group of people

who have a poorly defined entity that resenbles

irritable bowel syndrone, but is, in fact, ischemc

colitis, and that diagnhosis becones apparent over

tinme.

I think the take-home nessage fromthis
study is, first of all, we don't understand the
entity of ischemc colitis very well, and,

secondly, | think that this kind of epideni ol ogy
study can provide a context for hel ping us

under stand the spontaneous reports, particularly
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when we see such a high relative risk within three

weeks of diagnosis, suggesting that some of those
spont aneous reports may, in fact, not have been due
to the drug

[Slide.]

So, what are my concl usions about risk?

Wth respect to constipation, | think that
constipation should be straightforward to nmanage
Primary care physicians, internists, and
gastroenterol ogi sts can manage consti pati on.

The conplications of constipation are not

nmore comon than placebo in random zed, controlled
trials, and constipation may be | ess frequent with
a |l ower starting dose.

Wth respect to ischemic colitis, | think

that hei ght ened awar eness shoul d provide for early

detection, and colonic ischema is al nost al ways
self-limted

I would Iike to nmake a coupl e of coments
about risk estimates, because there is lots of risk

estimates in those FDA briefing docunents, and

woul d nake the foll ow ng points.
Wth respect to the risk of ischenic
colitis in people who take al osetron, the estimate

fromthe coll ection of random zed, controlled
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trials is 5.4. That neans that people that take

al osetron are 5.4 times nore likely to get ischemc
colitis.

But | call your attention to the
confidence interval, which is incredibly wide. As

a consequence of small nunbers, it reflects the

i mpreci sion of that estinate.

Now, in the FDA briefing docunment, you
al so saw nention of sonething that nany peopl e cal
the etiologic fraction. This is the proportion of

cases that are caused by the drug.

I would sinply point out that because of
the wi de confidence interval around this risk
estimate, and because of the questionable
assunptions that go into calculating etiologic

fraction, | think that that nunmber may be

potentially m sl eadi ng.

Now, perhaps the most useful measure would
be attributable risk. This is the excess cases as
a consequence of the drug, and our calcul ations are

that there are 3.9 cases per 1,000 per year. The

reason this is a useful measure is that we can tel
our patients that of every thousand patients who
take the drug for a year, 3.9 of themw Il devel op

this outcone.
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1 [Slide.]

2 I would like to end with ny inpressions of
3 the risk managenent program Now, the risk

4 managenment programis designed to provide the

5 medi cation to appropriate patients, specifically,

6 worren with di arrhea-predoni nant |1 BS who have fail ed

7 traditional therapy.

8 It is also designed to target appropriate
9 providers, that is, physicians who are experienced

10 and know edgeabl e i n the nmanagenent of both |IBS and

11 ischemc colitis, who have signhed an agreenent

12 form who have counsel ed patients about risks,

13 safety nmonitoring, and benefits, who have signed an
14 agreenment and placed it in the nmedical record, and,
15 finally, who have placed a sticker on the

16 prescription and sent it to the pharmacy. This is

17 a lot to ask for busy physicians.

18 Finally, I don't think we should

19 underesti mate the value of the Phase |V studies,

20 the studi es that have been proposed by the Conpany,

21 wi Il nonitor whether appropriate patients are

22 receiving the nedication, and sone of the studies
23 can provide new insights about the risks of the
24 drug and about ischenmic colitis.

25 [Slide.]
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1 So, what are ny inpressions of the

2 potential inpact of the risk nmanagenent progranf
3 It is very clear to ne that this risk managenent
4 program w | | di scourage casual use of this drug.
5 This risk managenent programis not anemic, it is

6 very onerous, and | think that, if anything, the

7 ri sk managenent program m ght prevent sone

8 deserving patients fromgetting the drug

9 The managenment programw || alert

10 physi cians and patients to potential side effects

11 and will lead to early termnation and eval uati on

12 for adverse events.

13 Now, physicians deal with risk-benefit

14 i ssues every day. They do that when they prescribe
15 steroids or NSAIDs or imrunosuppressors or

16 biologics, and | think in this case of prescribing

17 alosetron is no different.

18 [Slide.]

19 So, in conclusion, | would make the
20 fol |l owi ng observati ons.

21 IBS is a significant econonm ¢ and socia

22 problem Qur therapeutic options are currently
23 limted. Alosetron has denonstrated consistent
24 benefits in rigorous studies and offers advant ages

25 to selected patients, specifically, women with
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di arr hea- predom nant | BS

The ri sk nmanagenment programwould limt
use to know edgeabl e physici ans and appropriate
patients, and, finally, physicians and patients
want the option to use an effective drug. As a

clinician, | would use this drug in ny patients

with | BS.
Thank you.
Sunmary and Concl usi ons
James B.D. Pal ner, MD.

DR. PALMER: Let ne just nmake some bri ef

cl osi ng renmarks.

[Slide.]

I think we have heard in the presentations
to date that the reintroduction of Lotronex to

patients without suitable therapeutic alternatives

is supported by a substantial body of new data, a
| ot more spontaneous data, and we have nearly
12,000 patients in our clinical trial database.

The proposed R sk Managenent Plan strikes

an appropriate bal ance between the need to nmitigate

risk without creating extraordinary barriers to
product access.
The last thing | would like to mention,

which I think is inportant, is daxoSnmthKline's
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expectations. |If reintroduction is approved, it is

our intention to be extrenely cautious with this

medicine. | think that is a very inportant point.
We hope we can work with the Advisory

Conmittee and the Agency to achieve a positive

out come and, nost of all, help patients with IBS

for whomthis drug may be effective.

Thank you.

DR. WOLFE: Thank you, Dr. Palmer. |
thank you and your coll eagues for your

present ati ons.

We are schedul ed for a break now, but what
I would Iike to do right before we break is offer
the panelists the opportunity to ask for
clarification only of any of the presentations by

d axoSmithKline, not to go deep into depth

regardi ng questions, regarding the drug, rather,
clarifications of the presentations.

Are there any questions fromthe
panel i sts?

[ No response. ]

DR WOLFE: If not, we will take a break
We will reconvene at 10:05.
[ Break. ]

DR WOLFE: | would like to call on Dr.
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Victor Raczkowski fromthe FDA to start the

present ati on.
FDA Presentation
Vi ctor Raczkowski, M D.
DR RACZKOMBKI: Dr. Wl fe, Dr. G oss,

menbers of the Joint Advisory Committee, invited

guests, | adies and gentl enen.

[Slide.]

My nane is Dr. Victor Raczkowski. | am
the Acting Director of the Division of

Gastroi ntestinal and Coagul ati on Drug Products in

the Center for Drug Eval uati on and Research at the
Food and Drug Adninistration.

We have consolidated sonme of our
presentations today, so the order will not be

exactly as described in the paper copy that was

handed to you.
Qur presentations will focus primarily on
those areas not covered by G axoSmithKline or where

there are differences in interpretation of the

dat a.

[Slide.]

We will have four FDA presentations. The
first presentation will be the clinical trial

experience that will be given by Dr. Thonas
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Pernutt.

The second presentation will be the
post marketi ng experience with Lotronex that will be
given by Ms. Ann Corken Mackey.

Then, Dr. Tony Piazza-Hepp will discuss

the Ri sk Managenment Program for Lotronex.

I will conclude with a discussion of
ri sk-benefits, as well as sone concl usions.

I will now introduce Dr. Thomas Permutt,
who will talk about clinical trial issues.

Lotronex, dinical Trial Experience

Thomas Permutt, Ph. D.
[Slide.]
DR. PERMUTT: | will be tal ki ng about some
of the safety data fromclinical trials of

al osetron. Later, you will hear sone di scussion on

the sane issues with reference to the postnmarketing
data. | also have a few words to say about

ef fecti veness, collaborative work with David
Hoberman and Zili Li.

[Slide.]

The nost basic question is how we quantify
the risk of adverse events, so they can properly be
wei ghed agai nst the benefit. | wll have part of

the answer to that, and an inportant question in
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itself is howthe risk varies with the tine of

exposur e.
Once we have sone estinmate of the risk in

the overall popul ation, we have to ask how the risk

varies within the popul ati on, can we di stingui sh

subpopul ati ons at greater or |lesser risk, in other

words, can we identify risk factors.

The question of subpopulations is also
i mportant on the benefit side. |If there are
serious risks to be borne, they may, neverthel ess,

be tolerable in patients for whomthe benefit is

big. Simlarly, if we find subgroups less likely
to benefit, we would want to avoid exposing themto
the risk.

[Slide.]

The risks that we are npbst concer ned about

are serious conplications of constipation and
ischemic colitis. Let's take conplications of
constipation first.

As you have heard, there are 11 cases

anong roughly 11,000 patients treated with

al osetron in controlled trials, accrued rate of 1
per thousand. Mst required hospitalization, one
required surgery. There are also 3 cases in 3,000

pl acebo patients, as you heard, a nearly identica
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rate, and the tinmes of exposure are al so

conparable, 3 nonths in nost cases

So, a statistician mght stop there except
for a feature of the design of the controlled
trials. Patients were, of course, nonitored

closely in the trials, and there were rules

requiring discontinuation of certain patients with
consti pation.

For exanple, in a single trial which
accounted for nore than half the cases of serious

conmplications of constipation, 37 percent of

al osetron patients experienced constipation, and 12
percent of alosetron patients withdrew for that
reason conpared to 4 percent incidence and | ess
than 1 percent w thdrawal s on pl acebo.

So, the risk of devel oping conplications

inatrial was limted by discontinuation in a way
that does not necessarily reflect the risk in
clinical practice. For this reason, we think the
post marketing experience is particularly rel evant

for the conplications of constipation, as you wll

hear | ater.
The other potentially life-threatening
risk is ischemc colitis.

[Slide.]
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Excl udi ng sonme studies with fewer than a

hundred patients on al osetron, there are 20
controlled trials in our database for al osetron
Among them as you have heard, they account for
11,000 patients treated with alosetron nostly for

three nonths. |Ischemc colitis occurred on

al osetron in 8 of these studies. There was also a

singl e case of ischenmic colitis in a placebo

patient.

What | have plotted here is Kapl an- Mei er

estimates of cunul ative incidents at three nonths

with 95 percent confidence intervals fromthe 8

studi es that had cases on al osetron

Considering all 20 studies, including the

12 with no cases, the pooled cunul ative incidence

is 2 per thousand at three nonths, and | have

marked that with this horizontal |ine.

Now, there is sone indication of
het erogeneity anong the studies. | have to cal
your attention especially to Study 20, this one

here. Mre than half the cases occurred in this

study. It was of six nonths duration, but again
for conparison, what | have plotted here is the
three-nonth cumul ati ve inci dence.

The confidence interval here barely
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touches the pooled rate. So, there is sone reason

tothink this study is really different. O

course, it comes to our attention after the fact
preci sely because the rate is different, so the
difference may not be as renarkable as it would

seem but if it really is different, one reason to

consider is the possibility of better ascertai nnent
of ischemic colitis in this |large study that took

pl ace relatively late in the course of devel opnent,
after the investigators were already sensitive and

especially looking for ischemic colitis.

Anyway, if you look at this study al one,
you get an estimated three-nonth incidence of 5 per
thousand conpared to the pooled rate of 2 per
t housand.

[Slide.]

What do we know about the risk over time?
I have borrowed a figure fromthe applicant's
background package to illustrate this. They have
used a slightly larger pool of studies wth about

12,000 patients, but it nakes very little

di fference here.
The first thing | want to say is there is
a lot of useful information in this picture, but

hardly any of it is in the right half, that is, the
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time after six nonths. Only 700 patients were

exposed to alosetron for nore than six nonths in

these trials conpared to 12,000 in the first nonth.
This here is one case of ischenmic colitis

after six nonths, which happened to be in a placebo

patient. So no, there is no real reason to think

what seens to show in the picture. There is no
real reason to think the risk with alosetron levels
off here, nor is there a real reason | think to
think that the placebo rate catches up to it.

[Slide.]

That is better. This is the left half of
the sane graph. Over the first six nonths, and
especially the first three nonths, we do have
information. Now, what is plotted here is the

cumul ative risk, that is, if a patient takes the

drug for three nonths, say, what is her risk of
getting ischemic colitis at sone tine during those
t hree nont hs.

Well, it is about two-tenths of 1 percent

of 2 in a thousand, as | said before. Now, this

risk continues to rise of over six nonths, well, it
can't get down. The longer | observe you, the nore
likely you are to have had the event, but the point

is it doesn't really flatten out either
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The sl ope of this curve, what is called

the hazard, does seemto be higger in the first
month than in the second through six nonths, maybe
as much as double, but not statistically
significantly bigger because we are still | ooking

at small nunbers of events with a | ot of

uncertainty.

In any case, although the cunulative risk
may rise less steeply later on than in the first
month, there is every reason to think that it

continues to rise. How high it mght rise after

nore than six nmonths, | amnot in a position to
say, and | don't think anyone else is either
Unfortunately, this is what you really want to know
if you are a patient contenplating al osetron over a

| ong peri od.

| heard Dr. Carter say that npbst cases of
i schenmic colitis were in the first nonth, and this
is true. It is not as inpressive as it mght sound
because nobst of the studies were three nonths | ong,

so you woul d expect to see a third of the cases in

the first month. 1In fact, we saw somewhat nore,
but not dramatically nore than that.
So, it is not as if you are out of the

woods after a nonth or three nonths. Rather, it is

file:///C|/WP51/WPFILES/0423GAST.TXT (105 of 408) [5/2/02 11:13:58 AM]

105



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

partly that nost of the cases were where npbst of

the treated patients were. |f we watched people
for a year or nore, many people, or even for six
mont hs rather than only for three nmonths, we m ght
not expect nost of the cases to be in the first

mont h.

[Slide.]

What about risk factors? Well, a nunber
of risk factors for ischenmic colitis are known in
general popul ations, but here, in the trial data

with al osetron, we have been unable to identify

subgroups nore or less likely to develop ischenmc
colitis. That doesn't nmean there aren't any. What
it means is with 18 cases of ischemic colitis, we
haven't been able to figure out what distinguishes

the cases fromthe non-cases.

What that means is so far as we can tell
everybody who takes al osetron shares the risk of
devel opi ng i schemic colitis.

[Slide.]

If the risk is unavoi dable, are there

patients in whomit is tolerable in relation to a
| arge benefit? 1In this connection, | would like to
di scuss some of the data on urgency and al so

comment briefly on sonme of the productivity data
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that Dr. Traber showed you

[Slide.]

Four studies focused on an urgent need to
go to the bathroom | have pool ed together two
relatively early studies and al so separately two

| ater studies in which the patients were worse off

at baseline. Looked at a subset of patients who

began the study, reporting urgency nore than five
days a week, and counted how many of them finished
the three-nmonth study reporting urgency | ess than

two days a week. There are other ways to cut it

with simlar results.

In the first two studies, it was 32
percent conpared to 19 percent with placebo, and in
the two later studies, it was 50 percent conpared

to 29 percent for placebo. So, in this group of

patients with a lot of roomto inprove, substantia
nunbers of themdid inprove a | ot.

[Slide.]

Now, we have heard about the burden of

irritable bowel syndronme in terns of tinme |ost from

wor k anong other things. This would also be a
natural place to | ook for big benefits. The
sponsored show these data in a slightly different

form and again | have cribbed a graph fromtheir
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background package.

There are unquestionably statistically
significant differences between al osetron and
pl acebo in the hours of work lost, but I want to
call your attention to the scale here, if you can

see it.

The differences between treatnments are on
the order of an hour a week or a day every couple
of months, and they are |l ess than this spontaneous
i mprovenent that you see with placebo.

[Slide.]

So, we have sone evidence of a big benefit
in urgency, not so nuch in productivity. W should
al so 1 ook for groups less likely to benefit, so as
to avoid needless risk for those patients. The

sponsor has been able to identify a few such risk

factors for lack of efficacy, as you heard, in
particular patients with hard or very hard stools,
or fewer than two stools per day were less likely
to be successfully treated than others.

You night al so suspect that such patients

could be at higher risk for conplications of
constipation although we don't know that.
[Slide.]

| posed a number of questions at the
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begi nning, and here is what | think we know about

the answer. What is the risk? Wll, for
conplications of constipation, we don't see any
excess risk conpared to placebo in the controlled
trials, but this may be partly because many

patients with constipation were discontinued from

the controlled trials before they m ght have
devel oped conpli cati ons.

For ischemic colitis, there is an excess
ri sk, as you have heard, of 2, maybe as nmuch as 5

per thousand over three months. How does it change

over time? Well, the cunulative risk continues to
rise over six nonths although perhaps | ess steeply
after the first nonth.

After six nmonths, we have too little

information to know, and it is sonething a patient

shoul d want to know.

Ri sk factors for ischenmic colitis in
patients treated with al osetron have not been
identified. As far as we know, everyone who takes

al osetron shares the risk.

Sone patients with a lot of roomfor
i nprovenent did inprove a lot. |In contrast,
patients with harder, |ess frequent stools at

basel i ne did not benefit nuch.
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Thank you for your attention. You are

going to hear next from Ann Mackey of the O fice of
Drug Safety about the postnarketing experience.
Post mar keti ng Experience with Lotronex
Ann Cor ken Mackey, R Ph, MP.H

M5. MACKEY: Hello. | amgoing to talk

about the postnmarketing experience with Lotronex.
[Slide.]
This presentation is a collaboration
between Dr. Allen Brinker, Dr. Zili Li, and nyself.
[Slide.]

This is an outline of ny presentation.

[Slide.]

First, | want to talk a little bit about
the Adverse Event Reporting System conmonly known

as AERS. It is a spontaneous, voluntary

surveillance system It is voluntary reporting by
heal th care professionals and consuners, and
mandat ory reporting by manufacturers. To date, we
have over 2 million reports in the database.

[Slide.]

Sone of the strengths of AERS. |t
provides for early detection of signals, it
identifies rarely occurring adverse events, and it

captures information that clinical trials are not
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abl e to capture, such as off-label use, use in

pati ent popul ati ons other than those studied, drug
conbi nations, and use in contraindicated
condi tions.

[Slide.]

Sonme of the limtations of AERS. |t

cannot reliably estimate true incidence rates of
events because the nunber is underestimted, and
the denom nator can only be projected. It is

subj ect to under-reporting. W have evidence that

only 1 to 10 percent of adverse events get reported

to FDA.

There is no certainty that the drug caused
the event. It may have been due to underlying
di sease, concom tant nedi cations, or any other

nunber of factors.

[Slide.]

In our case series, we |ooked at ischenic
colitis, small bowel ischem a, and serious
conplications of constipation. The ischemc

colitis and serious conplications of constipation

cases are nutually exclusive. If the co-exist,
then, the case was linked to ischenic colitis. Al
smal | bowel cases were di scussed separately.

We captured reports received through March
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8th, 2002. You heard the sponsor say their cutoff

date was February 18th, 2002. This would allow for
reports to be received and processed by the FDA
[Slide.]
Reports received after the market

suspensi on of Lotronex have cone primarily from

consuners and available clinical data are not
conprehensive. More recently, reports have cone
fromclass action lawsuits, and agai n avail abl e
clinical data are not conprehensive.

Reporter followup was intensive prior to

the mar ket suspension

[Slide.]

First, we will talk about ischemc
colitis. Qur case definition was based on any or a

conbi nation of the following: the term"ischenic

colitis" is explicitly used in the AERS report as a
possi bl e di agnosi s; any endoscopic or histologic
evi dence of ischenic change or necrosis; or any
radi ol ogi ¢ evidence of ischenmic colitis.

[Slide.]

We identified 84 cases of ischemc colitis
associated with Lotronex; 33 cases were confirnmed
by biopsy, 17 cases were confirmed by col onoscopy

wi t hout bi opsy, and 33 cases were diagnosis only.

file:///C|/IWP51/WPFILES/0423GAST.TXT (112 of 408) [5/2/02 11:13:58 AM]

112



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

These were nmutual |y excl usive.

[Slide.]

Ei ghty-one of these patients were fenale,
one was male, and two the gender was unknown. The
medi an and nean age of these patients was 55 years.

The range was 25 to 80 years. The time to onset,

medi an was 14 days, the nean was 39 days, and the
range was 101 to 200 days.
We had time-to-onset information in 66
[Slide.]

Presenting synptons, these are not

mutual |y exclusive. Fifty-four patients reported
bl oody stool diarrhea, 16 patients reported
constipation, and 63 patients reported abdoni na
pai n, 22 patients were using estrogen

concomitantly.

[Slide.]

The outcones of these cases, and these are

not nutually exclusive, 54 patients required
hospitalization, 11 patients required surgery.

That is 10 resections and one unknown surgery. Two

patients required transfusions, and there were 2

deat hs.

Now, the sponsor stated that there were no

deaths due to ischemc colitis. This is a
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difference in assigning the cause of death. Per

previ ous comuni cations with the sponsor, we have
agreed to di sagree on assigning the cause of death
in these two cases.

I am presenting the next two slides on

behal f of Dr. Allen Brinker.

[Slide.]

This is information described in his
review, which can be found in Appendix 4 of the FDA
backgr ound package.

Epi dem ol ogi ¢ studies submitted by d axo

suggest potential for m sdiagnosis of selected
conditions as | BS. Exanples are inflanmatory bowel
di sease, such as ulcerative colitis and Crohn's

di sease, and ischemc colitis.

By "m sdiagnosis," we nmean that patients

originally given a diagnosis of IBS were |ater
found to have ot her diagnoses, such as |IBD or
ischemc colitis.

[Slide.]

G ven the risk of ischemc colitis due

Lotronex and the potential for a background rate of
ischemic colitis in the IBS popul ati on, we can
calculate attributable risk

Attributable risk permts attribution of
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the percentage of spontaneous reports of ischenic

colitis in association with Lotronex expected to be
due to Lotronex.

Based on relative risk of 5.9 for ischemc
colitis with Lotronex versus placebo--this is from

the initial NDA--the attributable risk is 83

percent. Thus, we expect 83 percent of reports of
ischemc colitis reported in association with
Lotronex to be attributable to Lotronex, the
remai nder as background cases of ischemic colitis

m sdi agnosed as | BS

[Slide.]

Now, we will talk a little bit about snall
bowel ischemia. Qur case definition was any
i schem ¢ change of the small bowel docunented by

endoscopi c, surgical, or pathol ogi c evidence.

[Slide.]

W identified 6 cases associated with
Lotronex. These cases reported i schem a,
infarction, or necrosis of the small bowel. They

were all fenmale and ranged in age from33 to 81

years.
Time to onset was a nean of 10 days for 4
of the patients, 120 days for 1 patient, and

unknown for 1 patient. There were 5 surgeries and 3
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deaths. The sponsor's case definition was nuch

broader, and this is why they have identified 12
cases.

Wi |l e each of these 6 cases may have an
alternative explanation for the small bowel

i schem a, because of an associ ati on between

Lotronex and ischenmic colitis, we believe that an
associ ation between the drug and snal|l bowel
i schem a could not be excl uded.

[Slide.]

Now, we will tal k about serious

conplications of constipation. Qur case definition
was consti pation or suspected constipation that was
associated with an ER visit, hospitalization, or
conplications, including but not Ilimted to, feca

i npacti on, bowel obstruction, necrosis, or rupture.

[Slide.]

W identified 113 cases associated with
Lotronex, 103 were female, and 10 were nale. The
medi an age was 57 years, the nean age was 54 years,

and the range was 24 to 82 years.

The tine to onset, a nmedian of 14 days, a
mean of 35 days, and a range of 1 to 180 days. W
had time-to-onset information in 79 of the cases.

The presenting synptons, these are not
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mut ual |y exclusive, 84 patients reported

constipation, 28 patients reported bl oody stool,
and 74 patients reported abdom nal pain. N neteen
patients were using estrogen concomtantly.

Sone of the reports nmay not have nentioned

constipation, but their adverse events led us to

believe that they had constipation, and that is why
these patients were placed in this category.
[Slide.]
The outcones, these are not nutually

excl usive, 83 patients required hospitalization, 34

patients required surgery, that is 25 intestina

surgeries and 9 anorectal surgeries, 2 patients

required transfusions, and there were 2 deaths.
[Slide.]

There are a total of 14 deaths in patients

receiving Lotronex. Association with Lotronex
cannot be reasonably excluded in 7 cases - 2 cases
of ischemc colitis, 3 cases of snmall bowel

i schem a, 2 cases of serious conplications of

consti pation.

[Slide.]
Once a drug is introduced into the
mar ket pl ace, unstudi ed popul ati ons are exposed.

This | eads to detection of additional and nore
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serious adverse events. Wen |ooking at these

data, keep in mind that the clinical trials have a

denoni nat or of approxinmately 12,000 patients, and

the denom nator is unknown for postmarketing data.
W | ook at the first event, ischenic

colitis. Inclinical trials, there were 18 cases

with 1 surgery and no deaths. Postmarketing, there
were 84 cases, 10 surgeries and 2 deaths.

If we ook at snmall bowel ischemia, there
were no cases in clinical trials. Postmarketing,

we had 6 cases with 5 surgeries and 3 deat hs.

If we | ook at serious conplications of
constipation, in clinical trials, there were 11
cases, 1 surgery, and no deaths. Postmarketing, we
had 113 cases, 34 surgeries, and 2 deaths. |

shoul d say, though, in the clinical trials, if a

patient was constipated for 3 to 4 days, they were
taken off the drug and restarted and when
constipation abated. |If they were constipated for
7 days, then, the patient was out of the trial

Clinical trials have strict entry

criteria. Use in the real world is | ess stringent.
In this subset of Lotronex adverse effects, we see
the following: There were no men in pivota

clinical trials. Anobng the reporters who reported
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this information in our case series of 203

patients, there were 11 nen who received Lotronex.
There was no off-label use in clinica

trials. O the reporters who provided indication

for use information in our case series, there were

22 patients who received Lotronex off-label. Some

of the uses, as reported, included diarrhea,
consti pation-predoninant IBS, alternating IBS, and
abdoni nal pai n.

The potential for use in contraindicated

conditions is mnimzed in clinical trials. O

reporters who provided this information, there were
18 patients with apparent clinica
contraindications, primarily history of
constipation. Ohers included history of ischenmc

colitis, history of bowel obstruction, history of

i nflammat ory bowel disease.

[Slide.]

Conclusions. In review of the IBS
literature and studies submtted by d axo, we

believe there is a real potential for m sdiagnosis

of selected conditions, such as inflamuatory bowel
di sease and ischemic colitis diagnosed as |BS
We expect that nost, 80 plus percent of

ischemc colitis cases reported in association with

file:///C|/WP51/WPFILES/0423GAST.TXT (119 of 408) [5/2/02 11:13:58 AM]

119



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Lotronex can be attributed to Lotronex.

[Slide.]

Presenting synptons did not necessarily
predict the severity of the outcone. These data do
not reveal any potential risk factors for these

events. W recognized a potential for unknown

risk factors as yet identified.
Managi ng risk in the general popul ation
differs formmanaging risk in clinical trials.
Now, Toni Piazza-Hepp will present the

Ri sk Managenment Program

Lot ronex Ri sk Managenent Program
Toni Pi azza-Hepp, Pharm D.
DR. Pl AZZA- HEPP: Before | begin, | would
like to thank ny colleagues in the Ofice of Drug

Saf ety who provided ne with valuable input for this

present ati on.

[Slide.]
I will be presenting the goals of a
Lotronex Ri sk Managenent Program | will also be

i ncluding a discussion of options that can be

consi dered when designing a plan to neet these
goal s.
[Slide.]

In 1999, the FDA Task Force on Risk
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Managenment issued a Report to the Commi ssioner

One of the key recomendati ons was that the FDA
needed to apply a systens framework to medica
product risk managenent.

This slide displays a proposed risk

managenent nodel which is designed to encourage the

integration of risk nanagenent efforts

First, issues need to be identified and
put into context. Earlier this norning we |earned
about the history and the risks related to

Lotronex. W have al so heard di scussi ons

surroundi ng the assessnent of risks and benefits of
Lot r onex.

In nmy presentation, | will be identifying
goal s and ri sk managenent options for Lotronex.

Fol | owi ng today's neeting, the FDA and

A axoSmithKline will discuss a selection of a
strategy for potential managenent of Lotronex.

If a strategy is selected, it will then be
i npl emented. There will be phase in evaluation of

results and a cycle to start all over again. W

are invol ving stakeholders in this process, and
today's neeting is one such exanple of that.
[Slide.]

We are considering the full range of
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options for drug access. These include, first, no

patient access, for exanple, the drug is not
approved by the FDA or marketing is suspended.

I nvestigati onal New Drug or |IND access
all ows availability only under a study protocol

For exanple, cisapride is a drug previously

mar ket ed that was withdrawn for safety reasons. It
is currently available through a linmted access
program under an | ND.

The topic of nmy presentation will be

mar keting under restricted distribution, which is

the pl an proposed by GSK

Finally, there are normal narketing
conditions where there are no special restrictions
to drug access.

[Slide.]

There are risk managenent plans currently
in effect that involve restricted distribution
This slide list some of the conponents conmon to
nmost plans, and | will be addressing each in nore

detail. These are education, registrations,

prescribing and di spensing restrictions, patient
moni toring, and assessnent of conpliance with
program el ements and/or ability of programto

manage drug ri sks.
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[Slide.]

The purpose of education is to provide a
description of the program conmunicate risks and
benefits of treatnent, and can be used for other
pur poses, such as encouragi ng participation in plan

assessnent activities such as surveys, and

encouragi ng reporting of adverse events.

Education is really a critical feature of
all risk management prograns. Considerations are
potential burdens, such as expense and tine and

i nvestnents associated with creating and receiving

this educati on.

[Slide.]

Sone plans include registration of
prescribers, patients and/or pharmacists. The

purpose is to create a target popul ation for

education, nonitoring, and conduction of follow up
surveys.

Regi stration al so provides mechani snms to
measur e plan success, such as provision of a

pati ent denom nator. You would know t he actua

nunber of patients receiving the drug, you woul dn't
have to guess or estinmate, and |inking nandatory
surveys to these registrations al so can occur.

Again, there are considerations along with
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the additional consideration of patient privacy.

[Slide.]

The purpose of prescribing and di spensing
restrictions are: to linmt drug access to targeted
patients; to allow pharmacists to verify that

prescriptions are witten only by authorized

prescribers; no refills ensures patients return for
foll owup; drug distribution in special packaging
can limt drug supply. You can use it for others
things like inclusion of a Med Guide, inclusion of

surveys, you can have reinforcing nessages on

packagi ng, and so on

Again, there are considerations, and one
may be patient access issues for patients who nmay
not be able to afford drug, patients who are

renotely located, and also it is a concern that

these prograns may encourage alternate sourcing,
such as inporting drugs fromother countries, going
t hrough under ground drug networks, and trying to
get drugs through the Internet.

[Slide.]

The purpose of patient nonitoring at
regular intervals is to assure patient follow up
for both benefit and safety. It provides an

opportunity for reinforcing safety nessages and an
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opportunity for obtaining and eval uati ng adverse

event infornation.

Again, you are going to hear there are
burdens including the possibility of additiona
office visits, addition lab tests, and so on

[Slide.]

The purpose of assessnment of conpliance
with programelenments is to provide data to be able
to neasure the success of the plan. This can
i nclude surveys or patients, prescribers, and/or

phar maci st s.

If the plan includes voluntary surveys,
the I evel of participation may not be adequate and
there is a question whether respondents will be
representative really of all patients receiving the

drug.

[Slide.]

Some, but not all, of the risk nanagenent
pl ans currently in effect are approved under the
Subpart H Regul ation, which provides a requirenent

for postmarketing restrictions.

[Slide.]
| have reproduced sone of the regul ation,
and | will just be hitting on a few of the salient

points that is relevant to our discussion today.
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1 21CFR314 Subpart His the regul ation

2 covering accel erated approval for serious and

3 life-threatening illnesses. Many of you may be

4 more famliar with it inregard to its use for

5 ef ficacy based on surrogate endpoints, but there is

6 another piece of this regulation which relates to

7 approval with restrictions to assure safe use.
8 I f FDA concludes that a drug product can
9 be safely used only if distribution or use is
10 restricted, the FDA will require such postmarketing

11 restrictions, such as distribution restrictions to

12 certain facilities or physicians with specia

13 training or experience, or conditioned on the

14 performance of specified nedical procedures, and
15 the limtations are consistent with specific

16 concerns presented by the drug product.

17 [Slide.]

18 The FDA may wit hdraw approval, follow ng a
19 hearing, if the use after narketing denonstrates

20 that these restrictions are inadequate to assure

21 safe use or if there is failure of the applicant to

22 adhere to the postnmarketing restrictions, and there
23 is a few other conditions in that regul ation
24 Al so, promotional materials nust be

25 submitted to the Agency prior to the tine of
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di sseni nati on.

[Slide.]

There are advantages to approving
restriction progranms under Subpart H  Subpart H
gives the FDA tighter regulatory control and rapid

withdrawal is possible if restrictions are not net

or the plan fails to acconplish safe use. Auditing
is needed to assess this.

Al so, the review and pre-approval of all
pronotional material or advertising material is

mandat ory.

[Slide.]

Dr. Houn already nentioned that we do have
four drugs currently approved under the Subpart H
regulation, and | don't plan on going into the

details of these plans any further during ny talk,

but there were plan details included in the
background package.

[Slide.]

What are the potential options for the

design of a Lotronex risk nanagenent plan?

[Slide.]
The d axoSnithKline proposal is to
reintroduce Lotronex to the market and restrict

access under the provisions of Subpart H
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[Slide.]

The program does have strengths. It has
an educational conponent, enhanced | abeling, a
Medi cati on Gui de, special packagi ng which provides
for alimted supply and includes a Med Guide, a

dose titration phase that was di scussed by the

firm

[Slide.]

Expedited reporting of the targeted
adverse events of ischemc colitis and serious

conplications of constipation, pre-approval of

pronotional materials, a program eval uation
conmponent whi ch was described by GSK, further
continued study, and Dr. \Weadon had menti oned,
al though not part of this admtted plan, GSK has

updated us that they intend to allow no refills

wi thout a new prescription
[Slide.]
There are sone weaknesses in the
GSK- proposed plan. For patient selection, "failed

conventional therapy" nay not be adequate to

descri be severe forns of IBS, and this is a topic
that we have asked the Advisory Conmittee to
consi der today.

In regard to qualified prescribers,
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attestation of qualifications only is proposed. In

the current plan, prescribers do not receive
education, certification, or registration with GSK
prior to receiving a kit with stickers.

The program does not limt prescribing to

gastroenterol ogists. This is another area where we

are seeking the opinion of the Committee.

Moni toring of patients by prescribers on a

regul ar basis is not included in the description of
the current plan. |Instead, it is the patient that

agrees to identify problens relating to benefits

and risks, and then initiate contact with their

doct or.

[Slide.]

Dr. Wieadon again already nentioned that
the subnitted program has been now changed. It

originally did not include the concept of stickers
on every prescription, but they are planning on
addi ng this concept to their plan.

The utility of stickers as an authorized

prescriber mechanismis really an untested nethod.

We are not sure how well that is going to work
Al so, the program assessnent is not designed to
measure conpliance with the use of stickers.

[Slide.]
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The program assessnent includes a

vol untary survey--and by "voluntary survey," | nean
patients are invited to participate in the survey,
but they are not required to do so--using a chain
pharmacy, Eckerd Pharnmacy patients.

There is no assurance that the survey wll

be representative of all Lotronex patients, and the
program does not include other neans to nore w dely
distribute the survey, such as via the prescriber

or in the special packaging, or require a mandatory

survey, and by "mandatory survey," | nean that

participation in the survey nay very well be a

condition of receiving the drug. This nmay be

acconpl i shed via registration of all patients.
[Slide.]

There are various consi derations that were

taken into account when creating proposed goals for
a Lotronex risk managenent plan. A letter
regardi ng Lotronex from CDER to | BS patients was
posed on the FDA web site in the weeks foll ow ng

mar keti ng suspensi on.

Goals stated in this letter included safer
use of Lotronex in appropriately inforned patients,
continued access to Lotronex by severely affected

I BS patients under closely nonitored conditions,
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and continued clinical studies of the benefits and

ri sks and safe use of Lotronex.

[Slide.]

Now, over a year l|later, we needed to take
addi tional considerations into account. First,

even with continued study, the risk factors for

ischemic colitis are still not known, and we shoul d

expect that these events will still occur

regardl ess of any risk managenment program
Conpl i cations of constipation may be prevented

by recogni zi ng constipation, but sone patients did

not report constipation before conplications
occurr ed.

In regard to Subpart H, in addition to the
requirenent for restricted distribution, there is

the issue of IBSis a serious disease, and there

should be the ability to deternine the success of
t he pl an.
[Slide.]
The proposed FDA goals for a Lotronex risk

managenent plan are:

1. To provide access to severely affected
I BS patients, in other words, to better reflect
serious forns of IBS and to maxi m ze the benefit

portion of the benefit-risk ratio.
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1 2. To limt prescribers to qualified

2 physi ci ans.

3 3. To identify ischemic colitis and
4 serious conplications of constipation synptons
5 early through cl ose nmedical nonitoring, in other

6 words foll owup. Regular followup would al so be

7 needed to assess and initial and continued

8 benefits.

9 4. Measure success of the plan, in other
10 words auditing, where the collection of data woul d

11 be needed.

12 [Slide.]

13 This slide displays sone of the conponents
14 that | presented earlier, along with the goals that

15 I have just described. A red check mark represents

16 a newy added feature, and the firm has decided to

17 add the "no refill" concept, as | nentioned

18 earlier.

19 So, in this plan, we have education, an
20 aut hori zed prescriber check mechanism no refills,

21  special packaging, and an auditing nechani sm

22 The subm tted plan, however, does not
23 achi eve our current goals. 1In regard to Goal 1, it
24 is uncertain if failed conventional therapy will be

25 adequate to describe severe |IBS
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For Goal 2, the current plan allows wi de,

uncontrolled availability of kits with stickers,
and does not precertify prescribers or limt
prescribing to gastroenterol ogists prior to
allowing themto receive these kits.

For Goal 3, followup by physicians is not

specifically addressed in the current plan

For Goal 4, there is an auditing plan, but
it does involve a voluntary survey, so there is a
question about the ability to neasure plan success.

[Slide.]

Well, if the GSK plan does not appear to
meet the FDA goals, then, alternate plan design
shoul d be considered to better neet these goals.
We consi dered how conponents from other risk

managenment prograns m ght be incorporated into a

Lotronex plan in order to better neet these FDA
goal s, and we have al so posed questions to the

Advi sory Conmittee seeking input on a nunber of
t hese conponents.

[Slide.]

This slide again displays the conponents
described earlier and lists the FDA goals. The
purpose here is not to vote on one plan or another,

but rather to illustrate a process that can be used
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when consi dering the value of adding each of these

conponent s.

As we nove fromright to left, a red check
mark will indicate a newly added feature. Plan D
is a GSK plan which I have already reviewed. Plan

C adds physician registration prior to receiving

kits with stickers, also adds limtation to severe
I BS and regul ar patient follow up

In doing this, we now achi eve Goal 1, that
means the severe IBS, and Goal 3 for followup

Goal 2 may be met, but there is still a question as

to what constitutes a qualified physician.

In Plan B, patient registration and
limtation to gastroenterol ogists is added. In
doing this, we now achieve all four goals.

In Plan A, we al so considered the inpact

of limting distribution to registered pharnacies
only, and although this step would add additi ona
checks and bal ances, it did not appear essential in
the case of Lotronex to neet the four FDA goal s.

However, education of pharnacists should be

stressed as essential to the plan's success.
[Slide.]
I'n conclusion, the full range of drug

access options needs to be considered in regard to
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Lotronex. |If the approach is to market under

Subpart H, begin with a nore restrictive plan than
that proposed by GSK in order to neet the proposed
FDA goals, and to re-evaluate the programat a
specified tinme, for exanple, at one year or sone

ot her specified interval for conpliance with

program el enents and the ability of the programto
manage risks, and the nodify the program at that
time if appropriate.

I would now like to introduce Victor

Raczkowski who will speak on risks and benefit

i ssues and provide a sunmary and conclusion for the

FDA t al ks.

Thank you.

Sunmary and Concl usi ons
Victor F.C. Raczkowski, MD.

DR. RACZKOABKI :  Good nor ni ng.

[Slide.]

This nmorning | will address risk-benefit
issues related to the use of Lotronex. | wll also

allude to questions that FDA will be posing to the

Advi sory Conmittees, so you may wi sh to keep your
har dcopi es at hand.
At the end of ny talk, | will provide a

brief summary of sonme of the main concl usions
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reached by the FDA speakers.

One goal for a risk managenent plan for
Lotronex is to enhance and ideally to optinize the
benefit-risk balance for its use.

[Slide.]

In nmy presentation this norning, | wll

describe, in turn, each of three approaches for
nmodi fying the benefit-risk balance for Lotronex.
will focus particularly on appropriate patient
sel ection, trying to answer the question who are

the right patients to take Lotronex.

The first approach is to limt the use of
Lotronex to patients with the nost disabling
symptons. The second approach is to establish
condi ti ons under which the benefits of Lotronex

are increased. The third approach is to establish

condi tions under which the risks of Lotronex are
decr eased.

Note that the use of one approach does not
necessarily exclude the use of another approach.

In fact, all three approaches overlap to a great

extent, and the approaches can be used together in
enhancing the risk-benefit bal ance of Lotronex.
[Slide.]

Let's consider the first approach,
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limting the use of Lotronex to patients with the

nost di sabling synptons of IBS. The burden of the
illness of IBS varies frompatient to patient.
Sone patients have mld synptons, whereas, others

have nobderate or severe synptons.

As has been described earlier today by Dr.

Traber of d axoSmithKline, approximtely 70 percent
of patients with IBS have nmild synptonms, 25 percent
have noderate synptoms, and 5 percent have severe
synpt ons.

Stated differently, synptons of |BS can

vary frombeing relatively mld to disabling. It
stands to reason, then, that patients with IBS with
the most disabling synptonms stand to benefit the
nmost fromdrug therapy and may accept greater risks

of drug therapy.

We comonly see this principle applied in
other therapeutic areas. For exanple, patients
with cancer often accept treatment with highly
toxic drugs. Wy do patients do this? Because the

burden of illness of cancer can be quite high and

patients are willing to significant drug toxicities
in the hope of a rem ssion or a cure.
Thi s approach is also consistent with

statenents in the 1999 Report to the FDA
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1 Commi ssioner fromthe Task Force on Ri sk

2 Managenent, and | quote, "Medical products are

3 required to be safe, but safety does not nean zero
4 risk. A safe product is one that has reasonabl e

5 ri sks given the nmagnitude of the benefit expected

6 and the alternatives avail able."

7 I ndeed, the first question that we will be
8 posing today to the nenbers of the Advisory

9 Conmi ttee asks whether a patient popul ation can be
10 described for which the benefits of Lotronex exceed

11 the ri sks.

12 This first question indirectly asks

13  whether the use of Lotronex should be linmted to
14 patients with the nost disabling or nobst severe
15 synpt ons.

16 [Slide.]

17 The second approach to nodifying the
18 benefit-risk balance of Lotronex is to question
19 whether it m ght be possible to enhance the

20 benefits of the drug. W know, for exanple, that

21 Lotronex has beneficial effects on several synptons

22 in patient with diarrhea-predom nant IBS. These
23 i nclude i nproving the synptons of diarrhea,
24 urgency, and abdom nal pain and disconfort, and has

25 been described earlier by Dr. Pernutt of FDA, FDA

file:///C|/WP51/WPFILES/0423GAST.TXT (138 of 408) [5/2/02 11:13:59 AM]



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

has perfornmed anal yses that denonstrate that sone

patients with diarrhea-predoni nant |IBS, who have
severe urgency, can have large benefits and
substantial relief of their urgency.

On the other hand, FDA has al so perforned

anal yses that denonstrate that patients with harder

stools and stool frequency of less than two tines
per day appear to have | ess benefit than those with
softer stools or nore frequent bowel novements.

So, another point for the Advisory

Conmittee to consider today in its answer to

Question No. 1 is whether Lotronex should be used
exclusively or primarily by patients with severe
synmpt ons, such as urgency, and whether its use

shoul d be prohibited or avoided by patients with

relatively hard stools and a stool frequency of

| ess two per day.

[Slide.]

G axoSmithKli ne has presented quality of
|ife data today that suggest that Lotronex inproves

functional performance, however, as has been

summari zed by Dr. Pernutt, the average gain in
productivity, as assessed by hours not lost in the
wor kpl ace in patients taking Lotronex, was about an

hour nore per week conpared to patients taking
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pl acebo.

However, another way to assess whet her
patients taking Lotronex have marked inprovenent in
functional performance coul d be by prospectively
conducting a random zed wi thdrawal study of

irritable bowel synptom patients who have disabling

synptons, and the Advisory Committee will have an
opportunity to conment on this possible approach
when it answers Question No. 8  That question asks
the conmittee for additional conmmrents about a

Lotronex risk managenent plan including suggestions

for additional studies.

[Slide.]

The third approach to nodifying the
benefit-risk balance of Lotronex is to question

whet her it nmight be possible to decrease the risks

of the drug. In this approach, the goal is to
avoi d adverse events, if possible. | say "if
possi bl e," because some serious adverse events

associated with Lotronex may | argely be avoi dabl e,

such as conplications of constipation

On the other hand, other adverse events
associated with Lotronex nay not be avoi dable, or
they may be avoi dable, but we don't yet know how to

avoid them Exanples of these adverse events
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141
1 include ischemc colitis and nesenteric ischenia.
2 I will be going through these sub-bullets
3 in the followi ng slides, but way of overview, there

4 are several ways to avoid adverse events, and these

5 include the followi ng four strategies.
6 [Slide.]
7 One way to avoid adverse events if through

8 appropriate patient selection and education, for
9 exanpl e, advising patients t discontinue Lotronex
10 when they get consti pated.

11 A second way to avoid adverse events is

12 t hrough appropriate physician selection and

13 education, for exanple, advising physicians not to
14 prescribe Lotronex to patients with constipation
15 A third way to avoid adverse events is

16 t hrough nodi fyi ng drug exposure, for exanple,

17 Lot ronex shoul d be discontinued in patients who
18 don't appear to be benefiting fromthe drug after
19 four weeks of therapy at a dose of 1 ng twice a
20 day.

21 A fourth way to avoid adverse events is to

22 consider relevant a IBS factors, for exanple,
23 Lotronex nmay be used as a continuous therapy even
24  though the synmptonms of |IBS have a waxi ng and wani ng

25 course. There may be room here to study whether
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ot her dosage regi nens, such as internmittent dosing

during flares, mght be a better way to adm nister
Lot r onex.

O course, adverse events can't always be
avoi ded, so the goal then is to nmanage these

adverse events, and the goal here is early

detection of warning synptons and rapid

i nterventi on when warni ng synptonms occur. The idea
is to mtigate the seriousness of adverse events by
catching themearly.

An exampl e here with Lotronex would be for

patients to detect and react to warning synptons,
such as blood in the stool, which nmight be a
har bi nger of ischemic colitis. |In these
circunstances, the patient should stop taking

Lotronex imredi ately and shoul d contact her doctor

ri ght away.

This is the overview slide. Let's walk
through each of the points and some of their other
i nplications.

[Slide.]

Let's start with patient sel ection because
appropriate patient selection is one of the
principal issues to be discussed today, and it is

related to the first question that FDA is asking of
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the Advisory Conmittee. | will spend a fair amount

of time on this point given its inportance.

Lot ronex shoul d be prescribed only to
patients in whomthe benefits exceed the risks, and
this can be acconplished by appropriate inclusion

criteria. By that | mean, giving Lotronex only to

patients who stand to benefit.

This can al so acconplished by appropriate
exclusion criteria, and that is, not giving
Lotronex to patients who are likely to be harned by

it.

So, giving thought as to whether, in
speci al popul ati ons, such as nen, the evidence
supports its w despread use.

Anot her goal of patient selectionis to

prescribe Lotronex to patients who have been

adequately informed of its risks and benefits.
[Slide.]
How do we best describe the patients in
whom t he benefits of Lotronex exceed the risks? |If

one | ook at how the indication for Lotronex has

changed over tinme, one gets an idea of FDA' s and
d axoSmithKline's thinking on the subject. | wll
summari ze three indications.

The indication for Lotronex when it was
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approved in February 2000, the indication as it was

revised in August 2000 after some of its serious
post marketi ng adverse effects had been reported to
FDA, and, third, the revised indication proposed
here today by G axoSm thKli ne.

d axoSmit hKli ne had FDA's input in

crafting this current indication, but it is not yet
appr oved.

[Slide.]

When Lotronex was first approved in

February 2000, it had the indication for the

treatment of irritable bowel syndrome in wonen
whose predoni nant bowel synptomis diarrhea. It
al so had a statenment that the safety and

ef fectiveness of Lotronex in men have not been

est abl i shed.

These statenents cane largely from an
anal ysis of two random zed, doubl e-blind,
pl acebo-control |l ed Phase 111l efficacy studies, as
wel | as sonme Phase Il dose rangi ng studies

submitted with the original New Drug Application

It is worth noting that d axo Wl | cone
only studied wonmen in those two, Phase Il efficacy
studies, and to be enrolled, wonen had to neet the

ROVE criteria for IBS and were excluded fromthe
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study if they had hard stools.

Worren al so underwent | ower endoscopic
procedures within five years in order to be
enrolled in the study. For exanple, wonen |ess
than 50 years of age underwent flexible

si gnmoi doscopy, and patients nore than 50 years

underwent a full col onoscopy.

As it turned out, although efficacy was
seen overall in the Lotronex group conpared to the
pl acebo group, it was limted to the subgroup of

worren with di arrhea-predoni nant IBS, not in wonen

with alternating I BS or constipation-predon nant
| BS.

Therefore, the original indication
refl ected those findings, and the ROVE criteria

were sumari zed in the appendi x of the origina

| abel i ng. Endoscopy, however, was not described in
t he | abel i ng.

Mor eover, because nen were not studied in
the Phase |11 efficacy studies, the statenent that

safety and effectiveness in nmen have not been

est abl i shed was included in the indication.
[Slide.]
After the indication in June 2000, at

whi ch concerns over Lotronex's energing
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1 risk-benefit profile were discussed because of

2 post marketing reports of serious conplications of

3 constipation, and additional postmarketing report

4 of ischemic colitis, FDA worked with d axo Wl Il come
5 to tighten the indication

6 The indication at that tine was that

7 Lotronex is indicated for the treatnent of wonen
8 wth diarrhea-predoninant irritable bowel syndrone.
9 Di arrhea-predom nant irritable bowel syndrome is
10 characterized by at |east three nonths of recurrent

11 or continuous synptons of abdoni nal pain or

12 di sconfort with either urgency, an increase in

13 frequency of stool or diarrhea not attributable to
14 organi ¢ disease, and there was a reference to see
15 the appendi x. The use in nen had simlar |anguage

16 to the original |abeling.

17 This tightening of the indication

18 reflected a sense that a worman shoul d be given a
19 firmdiagnosis of diarrhea-predoninant IBS in order
20 to be prescribed Lotronex. In other words, the

21 indication was intended to limt or decrease

22 prescribing the Lotronex to wonen who had a casua
23 or an interimdiagnosis of diarrhea-predon nant
24 I BS.

25 Moreover, in contrast to the previously
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approved | abeling, the indications suggested that

organi ¢ etiologies of synptons, such as diarrhea,
shoul d be excl uded before prescribing Lotronex,
such as through endoscopy.

[Slide.]

In the appendi x, the ROVE criteria were

adapted to diarrhea-predoninant IBS and to nake
them nore user friendly for clinicians.

[Slide.]

Now, here, in April 2002, we are | ooking

at another possibility of an indication. As

menti oned previously, this version of the

i ndi cation proposed by d axoSmithKline had FDA
input. Lotronex is indicated only for wonen wth
di arrhea-predom nant irritable bowel syndronme who

have failed to respond to conventional therapy and

who have signed the patient-physician agreenent.
The goal here in part is to delegate

Lotronex to second-line status as a treatnent for

di arr hea- predom nant | BS because of sone of the

ri sks associated with the use of the drug. The

goal in part, as before, is tolimt the casua
prescribing of Lotronex to patients with synptons
suggestive of diarrhea-predom nant |BS

It is worth noting that the ROVE criteria
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are not in the label in any form One of the down

sides of this proposed indication is that Lotronex
hasn't really been prospectively studied to see if
it is effective in patients who have failed
conventional therapies. For exanple, these

patients may be resistant, not just to conventiona

t herapi es, but also to Lotronex.

[Slide.]

Anot her question is whether this
adequat el y describes the popul ation in whomthe

benefits of Lotronex exceed the risk. Therefore,

nore recently, questions have arisen about whether
other terns besides "failing conventional therapy"
woul d be appropriate to include in the indication
either in place of or in addition to this phrase.

For exanple, patients could be described

in terms of the degree of their disability or the
degree of the severity of their condition. Again,
the first question we pose to the Advisory
Conmittee gets to this point indirectly.

[Slide.]

Does the proposed plan and the | abeling
adequat el y descri be appropriate patients? Does it
describe appropriate inclusion criteria in terns of

the severity of irritable bowel syndrone synptons,
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degree of disability fromIBS, the chronicity of

IBS, the failure of conventional |BS therapies and
what those therapies mght be, or other inportant
characteristics?

[Slide.]

An additional point for the Advisory

Conmittee to consider is whether the patient should
self-attest to whatever criteria are established to
define the population. In other words, the plan
proposed by d axoSm thKline has a physician

self-attest to his or her know edge of |BS,

know edge of Lotronex, and know edge of
conplications associated with Lotronex. Should
patients be asked to self-attest to the severity of
their I1BS synptons, their degree of disability, the

I ength of time they have had irritable bowel

syndrone, et cetera?
[Slide.]
In terms of informng patients,
A axoSmithKline's proposed risk managenent plan has

several elenents in it, and these have al ready been

di scussed and | won't discuss them further here.
will sinply note that Question 4 to the Advisory
Comm ttee nenbers asks about how to assess whet her

appropriate patients are receiving Lotronex, and
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the sane question asks whether patient's know edge

i s being adequately assessed in the sponsor's risk
managenment pl an.

[Slide.]

I have spent a lot of time focusing on

patient selection because appropriate patient

selection is likely to be at the heart of any
successful risk managenent plan for Lotronex, but
let's nmove on.

Physi ci an sel ection and education is al so

an inportant component of a risk nanagement plan

because the presence of these elenents could

i mprove the benefit-risk profile of Lotronex by
hel ping to ensure conpetent and know edgeabl e
prescri bi ng.

Qur goal would be to have physicians who

are know edgeabl e and experienced in the diagnosis
and treatnent of IBS, who are able to diagnose and
manage i schem c colitis and conplications of
consti pation and who are know edgeabl e about

Lot r onex.

[Slide.]
So, if Lotronex is marketed, should the
prescribing of Lotronex be limted only to certain

types of physicians, such as physicians with
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certain know edge, certain experience, of certain

specialties or with inmportant characteristics?
This is Question 3 that we will be asking to the
Advi sory Conmittee nenbers.

[Slide.]

Toni Piazza-Hepp has al ready covered the

itenms in this slide, so next slide, please.

[Slide.]

So, we have tal ked about the inportance of
appropriate sel ection and education of patients and

appropri ate sel ection and educati on of physicians

to inprove the benefit-risk of Lotronex. Let's now
tal k about Lotronex-associated adverse events and
how t hey mi ght be decreased by decreasi hg exposure
to Lotronex.

These adverse events include constipation,

whi ch is dose related we know, ischemc colitis,

and snmal |l bowel ischema, which appear to be

i di osyncratic, however, it is not known.
[Slide.]

The risk of these adverse events wl |

|ikely be decreased by nodifying drug exposure, in
other words, not treating patients with Lotronex at
doses hi gher than needed, for |onger than needed,

or if they don't appear to be responding to the
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drug.

For exanple, one possibility would be to
limt dosage to decrease dosage-rel ated side
effects. |In the sponsor's proposal, therapy is
initiated with an upper titration, and when

patients achieve the desired therapeutic effect,

they remain at that dose and they do not go to a
dose of 1 ng twice a day unless they do not achieve
a desired effect at 1 ng once daily.

However, unanswered questions are whether

it is appropriate to adjust the dose during

mai nt enance therapy or whether drug holidays m ght
be appropriate. Another conponent of

G axoSmithKline's plan is to discontinue therapy in
non-r esponders.

I deally, we would be able to continue

therapy only in true responders not only to
continue therapy in apparent responders, in other
words, patients who may be spontaneously inproving,
and not inproving because of a consequence of

t aki ng Lot ronex.

[Slide.]
So, we have tal ked about how patient and
physi ci an sel ection and educati on and drug usage

could inprove the benefit-risk of profiled
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1 Lotronex. Next, the risk nanagenent plan could

2 al so consider relevant IBS factors to inprove the
3 ri sk-benefit profile of Lotronex.
4 A few facts have already been di scussed.

5 Lotronex is indicated only for diarrhea-predon nant

6 IBS, and not for alternating IBS, however, other
7 I BS factors could be considered or eval uated.
8 Synptons of IBS typically wax and wane,

9 and yet Lotronex is given continuously. Studies
10 could be perfornmed to assess whether intermttent

11 dosing, such as during flares of synptons, is

12 effective, and if so, how best to dose Lotronex
13 under such conditions. Al so, there nmay be greater
14 ri sks of serious adverse events during particul ar
15 phases of the condition. It is also clear that

16 Lotronex should not be used in patients with

17 consti pati on-predon nant |BS

18 [Slide.]

19 Lastly, if adverse events are not

20 prevented, then, perhaps they can be managed to

21 limt the seriousness of their outcones. Again,

22 these itens have all been di scussed.

23 [Slide.]
24 So, in conclusion, the burden of illness
25 is variable in patients with IBS, and Lotronex has
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beneficial effects on several symptoms of |BS

Patients with the nost disabling synptons stand to
benefit the most from Lotronex, and the

ri sk-benefit balance is likely nost favorable in
patients with the nost disabling synptons.

[Slide.]

Lotronex is associated with serious, or
potentially serious, adverse events, such as
complications of constipation, ischemc colitis,
mesenteric ischem a, and deat h.

Qut conmes of ischemc colitis and

consti pation, however, vary in seriousness. They
range frommld and self-linmting and reversible
upon di scontinuation of therapy to those that
require hospitalization, surgery, or sonetines are

associ ated with death. Presenting synptons do not

necessarily predict the severity of sone of these
clinical outcones.

[Slide.]

Ri sk factors for ischemc colitis or

nmesenteric i schem a have not been identified, so as

has been stated, potentially everyone who takes
Lotronex is at risk. The cunulative risk of
ischemc colitis increases over tine, and is about

2 to 5 per 1,000 patients at 3 nonths. The risk
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may decrease after 1 nonth, but there is little

information after 6 nonths. It possibly continues
to rise.

[Slide.]

Constipation is a frequent dose-rel ated

side effect associated with Lotronex, and the

nunbers that | will quote here are already
corrected for placebo.

Approximately 25 to 30 percent of patients
experience constipation with Lotronex at 1 ng twice

per day. Ten percent approximately w thdrew from

clinical trials because of constipation at 1 ngy
twi ce a day.

This can be viewed as a safety surrogate
mar ker for potentially nore serious outcones, and,

as we have heard, sone serious outconmes of

constipation are serious, requiring surgery, and
have been associ ated w th deat h.

[Slide.]

The full range of drug access options

shoul d be considered at today's Advisory Conmittee.

One possibility is to begin with a nore restrictive
pl an that could be | oosened | ater and program
moni toring should occur at the I evel of the

patient, the | evel of the physician, and the |eve
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of the pharnmaci st.

[Slide.]

The success of the plan should be
eval uat ed through process controls and eval uati on
of outconmes.

Thank you.

DR. WOLFE: Thank you, Dr. Raczkowski, and
thank you to the FDA for your presentation

I amtrying to keep on schedul e here
because we have a very busy schedule and we are

behind quite a bit. Wat | would like to do now is

to open up the floor to the panelists for questions
for both FDA and for d axoSmithKline. Keep in mind
these are questions regardi ng the presentations,

not questions which will be subsequently discussed

in the afternoon after the questions are posed to

us that we need to discuss.
Questions on Presentations
DR. WOLFE: | know this definition is a
little bit vague, but | amgoing to start off with

one question and naybe you will get the gist of

what | amgetting at. The question | have is
actually for both Drs. Piazza-Hepp and for Dr.
Carter. This is a question actually | posed back

in June 2000 about the risk of, and again, | think
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1 the correct termis colonic ischem a, not ischemc

2 colitis. | think it is a better term because, by

3 definition, it is ischemna.

4 But the question comes up about estrogens,
5 and there is a discrepancy in the risk factor--it

6 is arisk factor of estrogens--with the FDA saying

7 about 1 in 4 wonmen were taking estrogens, and

8 G axoSmi t hKl i ne sayi ng about one-half are taking

9 estrogens.

10 Qovi ously, we all know estrogens can be a

11 ri sk, and along those same |ines, how nmany of those

12 patients were snokers with or wi thout estrogens?
13 DR. CARTER. Perhaps | can start and

14 answer the GSK part of that question. As far as
15 our fairly intensive, extensive investigation into

16 risk factors of ischemic colitis, we obviously

17 considered the possibility of estrogen because of
18 the anecdotal primarily reports in the literature,
19 and so forth.

20 Again, we could not find estrogen to be a

21 specific risk factor. Wth respect to the apparent

22 di screpancy in terns of our reporting estrogen use

23 with that of the Agency, | don't have an answer for
24 t hat.
25 Wth respect to snmoking as an additiona
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risk here, | do remenber, Dr. Wl fe, you raising

this as a potential conbined issue, and again at
that time, | think the discussions were that there
probably was not as we know a specific risk factor
for colon ischema, but let nme defer that perhaps

to Dr. Brandt with respect to snoking as a risk

factor for colon ischem a

Do you want to conme and answer that,
Larry?

DR. BRANDT: | would say a very brief

answer. There are no randoni zed, placebo-controlled

trials to evaluate estrogens, nor are there any
type 1 data to show that snoking is a specific risk
factor for colon ischema although it is accepted
as a general risk factor for atherosclerotic

di sease

MS. MACKEY: | amjust going to say
that--1 amtal ki ng about postnarketing data--for
ischemc colitis cases, we had 22 patients using
conconmitant estrogen, that is 26 percent, and for

the serious conplications of constipation, we had

19 patients using estrogen conconmtantly. That was
17 percent.
We don't have any snoking data. That is

not typically information that we get on
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spont aneous reports.

DR WOLFE: It is an unresol ved
di screpancy still because for ischem a, you have
still a difference in the numbers, but that is
okay. Both of you are saying the sanme thing. You

haven't identified it as a significant risk factor

M5. MACKEY: Correct.

DR WOLFE: Dr. G oss.

DR. GRCSS: | have a few questions, one
al so on estrogens. 1Is it known in the UHC

popul ati on, what percent of wonen not on this drug

were taking estrogens is one question. The other
question is there seems to be conflicting data on
whet her the conplication is dose-dependent or not.
Can soneone resolve that for us?

Thirdly, is there any information at all

on what the incidence of inflanmatory bowel disease
is in patients who initially present with a

di agnosi s of irritable bowel syndrone?

DR. WOLFE: For that last question for the

afternoon regardi ng | BD versus | BS

DR WALKER: | am Al ec Wl ker from
Engenics. For the first question on repl acenent
estrogens, we did do a case-controlled comparison

of colonic ischemia in randomy selected contro
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worren, and found actually no elevation in risk at

all associated with replacenent estrogen use. |
don't have at hand the percentages that were the
same in the two groups, but | can easily get them
for you.

DR. CARTER. Wth respect to the question

regarding I1BD, we don't have that information. |
amnot familiar with that information.

The ni ddl e question?

DR CRCSS: Dose dependence.

DR. CARTER. Dose dependence. It seens to

be a feature at least fromthe clinical trial

popul ati on where the great majority of patients
were exposed to the 1 nmg BID dose, that, first of
all, we can't really make a conmment with respect to

dose dependence in terns of conplications of

consti pation.

We can nmeke a conment perhaps with respect
to patients withdrawing fromtrials as a result of
constipation, but one of the features | think that

we have seen is that the adverse event of

consti pation does not necessarily translate into a
conplication of constipation.
Again, we clearly saw a | ack of

rel ati onshi p between the proportion of patients who
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devel oped adverse events of constipation with

respect to placebo and the proportion of patients
that devel oped conplications of constipation with
respect to placebo.

DR RICHTER. | have got a couple of

questions. First, for Larry Brandt, | am struck by

the fact that the age on onset for these patients
with whatever you want to call it, ischemic colitis
or colonic ischema, it seened somewhat young at 55
to 52. At least in ny clinical experience, these

tend to be ol der patients.

Also, | aminterested in the normal person
presenting with colonic ischema that we see with
abdoni nal pain and bl oody di arrhea, the preval ence
of men versus woren. Maybe Dr. Brandt can answer

that question, and then |I have got a second

question | would like to follow up wth.

Is the age, Larry, younger than you would
normal |y see, or does this fit into the nornal
pi cture of colonic ischem a?

DR. BRANDT: Let's stop there. We will do

one at atinme. | can't keep track of all these
questi ons.
The first question in terns of the age, it

is true that in large series of colon ischema
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patients, the disease seens to be nore conmon after

the age of 50 or 55, however, in recent series that
are being reported, there is an increasing
percentage of patients that varies anywhere from 10
to approximately 20 percent of patients that are

under the age of 50 at the tinme of diagnosis, and

nost of these are under the age of 35.

There is a higher percentage of patients
in the younger age group in which an etiology is
found, and the majority of these patients, not in

this experience but in the literature, are found to

either be on nedications that nay cause that
probl em or to have underlying coagul ati on defects.
That seens to favor a younger age popul ation

In the literature, there tends not to be

in the ol der age popul ati on a gender difference.

In the younger age popul ation, there tends to be a
fermal e predoni nance

DR. WOLFE: W are locked into a certain
time slot for lunch. That is our limting factor

in the way we are |locked into reserving spots. As

a result, we are not |ocked into asking questions,
and there are a |l ot of questions here. | am
| ooki ng around here, there is at |east eight people

nmore who have questions, and we are not going to be
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able to get to the public forum which is very

i mportant.

What | am going to do now, as chair at

this nmeeting, | amgoing to defer the questions to
the Conpany, | amsure you will be here in the
afternoon, | know the FDA will be here in the

afternoon, so we will defer questions until the

afternoon, and we will nove on to the public forum
A nmeeting like this, it is tough to say no

break, but there is going to be no break right now,

we just don't have the tinme to take a break.

There will be a short stretch break to get
everything all ready for the public forum so you
have about three or four minutes to run out or
stretch.

[ Break. ]

Qpen Public Hearing
DR WOLFE: In nost instances, one hour
only is allowed for the public forum but because
of the nature of this discussion, we are allow ng a

greater period of time, however, all the speakers

who have registered prior to the neeting know t hat
they have a tinme limtation.
I am asking that they please keep to the

time limt and actually, there will be a tinekeeper
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with a very loud alarm going off at the end of the

tinme that is allotted.

I am goi ng to announce the speaker and
then who is on deck. W are starting with Dr.
Sidney Wl fe, who will be followed by Ms. Nancy

Nor t on.

Dr. Wfe. No relative of m ne.

DR S. WOLFE: W are not sure about that.

In a review of 27 random zed,
pl acebo-control | ed studies, which a chart is on the

first page, one dot represents one study, testing

various treatnents for irritable bowel syndrone,

t he nmedi an pl acebo response rate was 47 percent,
measured as a percent, inproved with rates as high
as 84 percent, and in 11 studies, the placebo

response rate was 60 percent or greater

The study concl uded that the placebo
response rate was approximately three tinmes |arger
than the difference between placebo and drug, the
medi an of which was 16 percent. This is part of

the difficulty of finding sonething that is really

effective or irritable bowel.
This also applies to alosetron as seen in
the second figure there, which is a re-analysis we

did of 3@ axo data, which we published in the
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Lancet. What you can see is that over a

three-nonth period, the nean pain and disconfort
scores were quite simlar. The analysis done by
the Conpany showed a statistically significant

difference, but really, the lines are very, very

cl ose.

The dose that was used in this study, 2 ngy
a day, 1 ng BID, is twice as much as what the
Conpany is proposing as the starting dose in their
attenpt to get the drug back on the market, which

is atotal of 1 ng a day.

An FDA review of the use of this |ower
dose, which was done in dose rangi ng studies, found
that there is no adequate evidence that the 1 ng
per day dose, 0.5 twice a day, was significantly

better than a pl acebo.

However, there was evidence in the same
study of an increased risk at the 1 ng dose, a
4-fold increase in constipation severe enough to
cause patients to withdraw fromthe study, conpared

with placebo.

Thus, d axo's proposal for remarketing
Lotronex has a starting dose of 1 ng a day, which
| acks proper evidence of efficacy required by the

1962 drug efficacy |laws, but causes a significantly

file:///C|/WP51/WPFILES/0423GAST.TXT (165 of 408) [5/2/02 11:13:59 AM]

165



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

greater incidence of severe constipation

From our anal ysis of adverse event data
and FDA briefing docunents which were nade
avai |l abl e yesterday, as of the end of 2001--we
don't have nore recent data--there were 352

hospi tal i zati ons associated with the use of

al osetron, the mpjority of which were associ ated
with gastrointestinal adverse reactions including
ischemc colitis and severe conplications of
consti pation.

Ei ghty-five cases in the whol e database

were ischemc colitis, and there were 13 deaths, 7
of which according to the FDA show a "strong
association with alosetron.” Twenty-three patients
required surgery because of conplications from

al osetron. That nunber is |arger than what was

presented this norning, it was over 30.

That these reported cases are about the
tip of the iceberg can be seen from an inportant
clinical trial included in an FDA neno by

epi demi ol ogist, Dr. Zili Li, who found that in one

|large trial, 10 out of 1,819 wonen being treated
with al osetron for diarrhea-predonminant irritable
bowel syndrone devel oped ischemic colitis over a

24-week duration of the trial. |In contrast, there
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were no cases in the 899 patients in that trial

treated with traditional therapy.

Again, for those who say that there is
some underlying incidence of ischemic colitis in
irritable bowel syndrone patients who don't have a

drug, | think that nmay be true, but it is a very

smal | incidence, if any.

Since there are 275,000 peopl e who have
used the drug, the 85 reported cases of ischemic
colitis after approval certainly represent the

wel | - known under-reporting of hundreds of cases of

ischemc colitis which may actually have occurred
d axo has stated that ischemic colitis

mai nl y occurs because the drug was not used

properly, but according to FDA, the first 70 cases

that were reported, 80 percent of them the drug

was prescribed as labeled. It is interesting that

12 percent of those first 70 cases, the patient was
using the 1 ng per day dose being proposed for the

new marketing pl an.

On the next page, there is a table just

| ooki ng at the changing estimates, the incidence
estimates for ischemic colitis, and it goes back to
the FDA nedical officer, Dr. Senior, back before

the drug is approved, finding a risk estimate of 1
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in 300 over 12 weeks, which would translate into a

risk of 14.7 cases per 1,000 years, and finally,
the study that was felt by Dr. Zili Li of the FDA
to be npbst representative because the patients were
really | ooked at carefully in terns of the

occurrence of ischemic colitis, the trial | just

mentioned. It was one case of ischenmic colitis per
182 patients or a risk of 16.9 per 1,000 patient
years.

The regul atory options, which you have

heard about this norning, include, and the

di scussi on hopefully will include, an IND, because
I think it is the only reasonable option conpared
with some of these Subpart H options that have been
descri bed.

As mentioned earlier, there has been, with

ci sapride, another @ drug, according to Johnson &

Johnson, the spokesperson told ne about 1,000

patients had that drug avail able under their | NDs.
The necessary conbi nati on of safeguards

that | think we need to protect people adequately

just can't be done in any nmarketed version. 1In an
FDA slide presentation in an internal nmeeting a
coupl e weeks ago, the very criteria which | have

listed there, life-threatening disease, disease not
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preval ent, which woul d nake an ideal Subpart H

drug, are just not net in this case.

The FDA has pointed out in the
presentation that you just heard this norning by
Dr. Piazza-Hepp, that a nunber of elenments for even

a stricter marketing version of the drug are

m ssing in what the Conpany has proposed, and these
woul d include restriction, as you heard, to
gastroenterol ogi sts, and nost inportantly, regular
nmoni tori ng by physi ci ans.

We just don't believe that all these

restrictions are realistic for a marketed drug, and
if the drug is to be nade available, it needs to be
under an | ND.

The conclusion is that with the exception

of sonme drugs used to treat cancer, the frequency

and severity of a life-threatening adverse reaction
in this case, ischemic colitis, in patients using
al osetron is anong the highest | have seen for any
ot her drug.

This risk, coupled with the margina

benefit, beyond that seen with a placebo al one,
results in a risk benefit ratio clearly unfavorable
to patients. The reintroduction of Lotronex into

the market, even with the restrictions proposed by
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1 d axo, would be a serious public health m stake

2 likely, if not certain, to result in the need to be
3 on the drug again.

4 I would just like to point that at the end
5 of the public section, Dr. Paul Stolley, who was an

6 epi demi ol ogi st at FDA, who worked on this drug,

7 wll make a statenent.

8 Thank you with 12 seconds to spare.

9 DR. WOLFE: Thank you, Dr. Wlfe, for the
10 succinct presentation. Dr. Wlfe, by the way, is

11 Director of the Public Citizen's Health Research

12 Group, and | ask all speakers, in fairness to

13 everyone, that they state their current --

14 DR S. WOLFE: No conflict of interest.
15 Sorry.
16 DR. WOLFE: Again, that they state their

17 current or previous financial involvenent with any
18 firmwhose products they may wi sh to comment upon.
19 Qur next speaker is Ms. Norton, and M.
20 Roberts shoul d be on deck.

21 M5. NORTON: | would like to indicate that

22 my expenses have been paid by the International
23 Foundation for Functional Gastrointestinal
24 Di sorders.

25 M. Chairman, | would like to thank the
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Advi sory Conmittee for the opportunity to appear

before you today. | ask you to consider two issues
that are key conponents of deternining benefit and
risk in IBS, what are the consequences of
alternative therapies or no treatnment for chronic

mul tiple synptons of IBS, and what is the | evel of

disability, norbidity, and nortality associated
with | BS.

Data reveal s that for many people, there
are severe consequences and a distressing |evel of

disability, norbidity, and nortality that results

fromthe search for effective treatnent for
unrelieved chronic synptons of |BS

The newl y signed Veteran Education and
Benefits Expansion Act of 2001, H R 1291,

recogni zes IBS as a chronic disability with an

associ ated burden of illness that warrants
conpensation and disability under covered veterans,
for Gulf War veterans.

The Expansi on Act pronpted us to | ook into

the possible IBS nortality in the U S Vita

Statistics data fromthe CDC. Renarkably, we found
that between 1979 and 1999, 1,031 deaths were
attributed to IBS. Were did the presunptions come

fromIBS does not lead to surgery, does not shorten
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the life span, and does not cause death? The data

says ot herw se.

We asked several epidemn ol ogi sts what they
t hought about the nortality coding associated with
IBS. Anmpbng the responses were it nay or may not

represent niscoding, there may be under-reporting

of deaths related to nedical interventions that
were never correctly attributed to the diagnosis of
IBS, and finally, we don't know what it means.
think it is time we find out.

Let nme el aborate on sone of the things we

do know. People die from procedure-rel ated
conplications including fromdiagnostic tests and
surgical interventions that are unnecessary, and
people with unrelieved chronic synptons of IBS are

at risk for these procedures.

In January 2002, | was a panel nenber at
the NITH State of the Science Conference on
endoscopi c retrograde chol angi opancr eat ography for
di agnosi s and therapy. The differential diagnosis

of abdom nal pain or possible pancreatic or biliary

origin includes, in part, clinical apparent
entities such as |IBS
Di agnostic ERCP has no role in the

assessnent of these patients. Yet, anong those at
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hi ghest risk for diagnostic ERCP and ERCP-i nduced

pancreatitis and even death are young, otherw se

heal thy fenal es reporting recurrent abdoninal pain.
There is a risk of chol ecystectony

associated with unrelieved synptons of IBS. A

recent article in the British Journal of Surgery

reported that chol ecystectony was conmon in
patients with IBS, nost often women. Symptons of
I BS may cause di agnostic confusion and lead to

i nappropriate surgery.

Longstress [ph] cites that the incorrect

attribution of IBS synptons to gynecol ogi ca

pat hol ogy can |l ead to unnecessary surgery. As nany
as 47 percent of wonen with |IBS have under gone

hyst erect ony and 55 percent ovarian surgery.

Bot h radi cal and sinple hysterectony have

shown to give rise to changes in urinary function
i ncludi ng incontinence and to disturbances of bowel
function associated with surgical trauma

There is nortality data in relationship to

i ncontinence. Nokenesian [ph] College reported

that incontinence in elderly people living at hone
has appreciable effects on nortality.
Consi der that IBS patients run the risk of

i ncontinence not only due to surgical intervention,
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but also as a result of the inability of the ana

sphincter nuscle to conpensate for repeated bouts
of |l oose stool or diarrhea, and nany consti pated
patients experience fecal incontinence due to
seepage around i npacted stool

In an | FFGD survey, 25 percent of

individuals with IBS reported | oss of bowel
control, a disability that has enornous inpact on a
person's life and well - being.

I will conclude with the results fromthe

| FFGD survey, IBS in the Real Wrld, a quantitative

research study conducted from February to March of
2002 anong adults drawn from our database. Wile
this informati on may not generalize all IBS, it
clearly represents those at | FFGD that we tal ked

to.

In the tel ephone survey, 350 respondents
were interviewed who reported having a diagnosis of
IBS. Alnost half were diagnosed 10 or nore years
ago. Synptons were reported as severe by 43

percent, noderate by 40 percent, and mild by 17

percent. Nearly half reported daily episodes of
I BS synptons and 70 percent nore than weekly
epi sodes.

Duration of the IBS episodes was reported
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on an ongoi ng or continuous occurring every day of

the year by nearly one-quarter of these

respondents. Thirty-nine percent rated the pain of

their I1BS synptons as extreme or very severe
Synptons in terns of interfering with

daily life were described as extrenely or very

bot hersone by two-thirds of sufferers. Five

percent of respondents reported being on disability
due to IBS. More than two-thirds reported visiting
a physician or health care provider during the past

six nonths for their IBS, with 15 percent of the

total sanple reporting six or nore visits.

These I BS sufferers, seeking to contro
their synptoms, reported using 143 prescription
drugs, 71 over-the-counter nedications plus 67

herbal renedies, a total of 281 different

preparations. Yet, overall, fewer than one-third
of these IBS sufferers reported satisfaction from
the drugs and renedies they used to treat their IBS
synpt ons.

Prescription drugs were nore often

considered to be effective by those with m | der
cases of IBS, |ess frequent episodes, or synptons
that do not interfere with daily activity.

Over -t he-counter nedications were rated as
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either not effective or only sonmewhat effective by

nearly three-quarters of those currently using
t hem

Significantly, 62 percent report side
effects fromthe prescription drugs being taken

Al most half reported the side effects as severe or

noderate. Twelve percent visited the ER 7 percent
were hospitalized, 24 percent had to visit their
health care provider, 22 percent had to stop
driving, and 18 percent reported m ssing work or

school .

In sunmary, these IBS sufferers face the
chal l enge of living with their disease day-in and
day-out for years. Mst suffer severe and painfu
synptons that seriously inpact their daily life.

They frequently utilize health care

providers due to I BS synptons, they take a plethora
of drugs finding little or no relief. They are

di ssatisfied with existing nedications prescribed
for 1BS synptons from which they suffer frequent

and sonetines severe side effects.

M. Chairman and menbers of the Comittee,
IBS is a serious disease. For the significant
nunber of people whose synptons are frequent and

often debilitating, treatnments are needed to
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provide synptomrelief. Unrelieved synptons of |BS

can lead to disability, norbidity, and even
nmortality.

In this context, a safe and effective drug
to relieve the multiple synptons of IBS would be a

significant step forward.

Thank you.

DR WOLFE: Thank you, Ms. Norton. You
took Dr. Wlfe's extra 15 seconds.

Next, we have M. Jeffrey Roberts of the

IBS Self-Help Group, and M. Corey MIler will be

on deck.

MR ROBERTS: | am here today representing
patients and sufferers, and | have paid all of mny
own expenses to be here.

Menbers of the Committee, thank you for

the opportunity to appear before you. | amthe
Presi dent and Founder of the Irritable Bowel
Syndrome Sel f-Hel p G oup.

The 11, 000-nenber Irritabl e Bowel Syndrone

Sel f-Hel p Group has endeavored since 1987 to

educate and provi de support for people who have |IBS
and to encourage both nedical and pharnaceuti cal
research to make our lives easier vis successful

Internet web site for sufferers.
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| have been a sufferer of

di arrhea-predom nant irritable bowel syndrone for
over 25 years. There are challenges that |I face
each and every day in order to cope with the
synptons of irritable bowel syndrone.

It affects nmy fanmily's lives, ny career

and | amconstantly renm nded of ny own physica
linmtations because of this very burdensone
illness.

Today, | have the support of the nmenbers

of the Lotronex Action Goup, Irritable Bowel

Syndronme Self-Help Group, and Irritable Bowel
Syndrome Association. | would like to nowinvite
the menbers of these groups to stand and be
acknow edge for their efforts to date and to

represent those nenbers who were too ill to trave

her e today.
Thank you.
[Slide.]
Wil e taking Lotronex, |IBS sufferers

reported a conplete cessation of their synptons.

It dramatically changed their lives for the better

Fol |l owi ng the withdrawal of Lotronex fromthe
mar ket in Novermber 2000, the IBS Sel f-Help G oup

was fl ooded by nessages from forner Lotronex users
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who were desperate for access to the nedication

Wthin a nonth, the Lotronex Action G oup
was established to bring about access to the
medi cation. In the spring of 2001, the Lotronex
Action Group submitted a 1,000-nane petition to the

FDA asking it to inmmediately work with the

manuf acturer @ axoSmthKline to permanently provide
the drug to those diagnosed with
di arrhea-predom nant irritable bowel syndrone.

The petition used data froman electronic

survey conducted by the Irritabl e Bowel Syndrone

that identified the side effects fromtaking

Lotronex. Fifty-nine percent of those surveyed

i ndi cated they had no side effects at all
[Slide.]

Through the nonths of March through Apri

2002, the IBS Self-Help Group surveyed irritable
bowel syndrone sufferers about what type of
restrictions, if any, they would be willing to
accept for access to | BS nedications.

Fi fty-ni ne percent of those surveyed

responded t hat nedicine specific to IBS should be
accessible to a sufferer diagnosed by a famly
physi ci an or gastroenterol ogist, and not only a

gastroenterol ogi st.
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1 It is inportant that fam |y physicians,

2 and not just gastroenterologists, be able to

3 prescri be Lotronex because many sufferers do not

4 have access to a specialist either because they do
5 not live in a community supported by one or because

6 their nedi cal coverage does not provide access to

7 one.

8 If a decision was nmade to allow only

9 gastroenterol ogi sts to prescribe Lotronex, then
10 many | BS sufferers would have difficulty getting

11 access to it.

12 Furt hernore, respondents want

13 prescriptions to cover a 90-day supply. The survey
14 al so said that 63 percent are willing to agree to
15 participate in a survey about use and side effects

16 whi | e taki ng Lotronex sponsored by the

17 pharmaceuti cal and/ or FDA agency.

18 Finally, 96 percent or respondents say
19 that they would sign an inforned consent formin
20 order to gain access to a nedication.

21 [Slide.]

22 Qur survey showed that IBS sufferers are
23 prepared to accept risks related to the use of
24 Lotronex and other effective treatnents for |BS

25 They are al so prepared to participate in prograns
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to better characterize risks related to the use of

Lotronex and other treatnents and to work with the
FDA to reduce those risks as much as possible.

The I1BS Self-Help Group and | BS
Associ ation are prepared to place specific risk

managenment information about Lotronex on their web

sites in order to reach out to the IBS community.
Wth close to 4 million nonthly visitor hits, the
hi ghly active web sites can be vehicles to educate
and provide signs and synptons about Lotronex.

[Slide.]

In conclusion, IBS sufferers' quality of
life was dramatically inproved with access to
Lotronex. |IBS sufferers are prepared to accept the
risks associated with its use and to work with the

FDA to reduce those ri sks.

Adverse events should not deter either the

pharmaceutical or FDA from maintaining the drug's
availability. Lotronex has a place as an effective
treatnent for both female and nal e

di arrhea-predom nant |IBS sufferers. Those who

would Iimt access have obviously never wal ked a
day in our shoes.
Thank you.

DR. WOLFE: Thank you, M. Roberts.
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Next, we have Corey MIler; on deck, Dr.

St ei n.
M. Mller is with the Lotronex Action
G oup.
MR MLLER  Menbers of the Commttee, ny

nane is Corey MIller and I am here today to speak

on behal f of the Lotronex Action G oup, for which
am co- f ounder.

[Slide.]

The Lotronex Action G oup was founded in

January 2001 with the help of the IBS Self-Help

Group shortly after the renpoval of Lotronex from
t he market.

The LAG represents approximately 350
peopl e that used Lotronex while available. | would

like to enphasize that we are a patient group, and

we receive no funding fromany pharnmaceutica
conpany whatsoever. Qur goal is to regain access
to the nmedici ne Lotronex for both wonmen and nen,
which we feel is a miracle nedicine that

substantially inproved the quality of our I|ives.

Mor eover, the LAG believes strongly that
the nmedicine is safe when prescribed and taken
appropriately, and that the benefits far outwei gh

the potential risks for adverse side effects.
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[Slide.]

The LAG as nentioned by M. Roberts,
submitted a petition to the former interim
Conmi ssi oner, Bernard Schwetz, containing over
1,100 signatures of those wanting access to the

medi ci ne.

| am speaking here today as a patient in
great need of a nedicine that has, in ny opinion,
been pulled fromthe market due to | ack of
under st andi ng of the debilitating nature that

di arrhea-predom nant irritable bowel syndrone or

| BSD can have

[Slide.]

For almost all the menbers of our group,
this nmedicine was the only effective treatnent for

our illness. As stated in an open letter fromthe

LAGto the FDA in the sumrer of 2001, the typica
sufferer of IBSD is a 40-year-old female with
primary synptons including multiple and daily
expl osi ve diarrhea attacks and severe daily

abdom nal disconfort.

The nbst comobn secondary side effects
i nclude pani c attacks, depression, wthdrawal from
social and famly activities, severe disruption of

daily activities, and nalnutrition. The typica
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I BSD patient has suffered fromthe illness since

their early teenage years.

The adverse inpact of |1BSD on patient
quality of life is dramatic, causing the typica
sufferer to forego many aspects of life that others

take for granted. For exanple, sone of our nenbers

have been forced to relinquish their social lives,
ot hers have given up their careers and live as
captives in their own hones.

Peopl e fortunate enough to have net an

under st andi ng partner and to have children often

are not able to attend functions with their kids or
participate in comon daily activities. In many
cases, the inability to lead a "normal" |ife causes
severe depression and suicidal thoughts.

When IBSD patients try to take part in

daily activities, they are often subject to panic
attacks when confronted by situations in which a
restroomis not nearby or suffer enbarrassing
acci dents of defecation.

The Lotronex Action Goup is conprised of

worren and nen suffering fromthe nost severe and
debilitating symptons of IBS. Many of us have
found Lotronex to be the only effective treatnent

for 1BSD, enabling nany patients to assunme nor nal

file:///C|/WP51/WPFILES/0423GAST.TXT (184 of 408) [5/2/02 11:14:00 AM]

184



file:///ICl/WP5L/WPFILES/0423GAST. TXT

185

1 adult lives for the first tine.

2 Pl ease believe nme when |I tell you that all
3 the existing treatnents for IBS, ranging fromfiber

4 therapy to antispasnpodals to antidepressants, do

5 little, if nothing, to provide relief fromthe pain
6 and disconfort of this illness for the nost severe
7 cases.

8 | amtelling you this fromnmy persona

9 experience and al so have a stack of over 50 letters

10 fromsone of our nmenbers that will attest to the

11  sane.

12 [Slide.]

13 It is apparent that |IBS has been

14 categori zed by the FDA as an ill ness that does not

15 cause death, therefore, a zero tolerance criteria

16 for adverse side effects has been placed on

17 medi ci nes devel oped to treat I1BS. Wy el se would
18 we be there today? The percentages shown earlier,
19 in my opinion, clearly show that Lotronex is not
20 t hat dangerous of a nedicine, not nuch nore than

21  any other prescription nmedicine on the market.

22 What that tells ne as a patient is that
23 any nedi ci ne ever developed to treat ny
24 debilitating illness has to be perfect, and you

25 know as well as | do, and it was nmentioned earlier,

file:///C|/WP51/WPFILES/0423GAST.TXT (185 of 408) [5/2/02 11:14:00 AM]



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

that all nedicines have sone associ ated ri sks.

Current unavailability of Lotronex |eaves
many patients with no satisfactory treatnent
option. Sonme turn to other prescription nmedicines
not suited for their illness, while others abuse

over-the-counter nedicines |ike Pepto Bisnol and

I nrodium with serious potential adverse
consequences.

The nenber of the Lotronex Action G oup
are prepared to accept risks related to the use of

Lot ronex and ot her effective treatnents for | BSD.

We are also prepared to participate in prograns to
better characterize risks related to the use of
Lotronex and other treatnments, and to work with the
FDA and t he pharmaceutical conpanies to reduce

those risks to the extent possible.

We have requested that the FDA reexam ne
and redefine the severity of IBSD and the |evel of
risk as tolerable for an effective treatment for
this debilitating condition. [|BSD, while not

directly deadly, can be life threatening and causes

severe danage to the quality of the lives of the
sick and their families.
After taking Lotronex for alnmost two ful

years, with no side effects whatsoever, | amonly
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able to be here today because | am now taking

prescription nmedicine Zofran. It's another 5HT3
receptor antagoni st.

I amfortunate that mnmy physicians
understand ny situation and | can afford the 30

dollar-plus price tag per pill. Many others are

not so fortunate.

To ny know edge, no | ong-term studi es have
been done to determne if this nmedicine is safe for
long-termtreatnent, so you see the FDA has nerely

shifted the problem Wth Lotronex, there is a set

of parameters established and the risk is known.
It was a nuch nore controllable situations.

Now, those 300, 000 peopl e that were taking
Lotronex, or 275,000, which | saw this norning, are

taking, like nyself, whatever they can to stop or

relieve their suffering.

If two people comrit suicide due to severe
I BS-rel ated depression, which was a nmajor factor in
GSK's presentation earlier, that would match the

nunber of probable deaths |inked to Lotronex.

Again, | quote "probable" because it hasn't been
identified that those deaths were |inked
specifically to Lotronex.

Also, | want to add one other item After
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hearing of the proposed nmanagenent proposal this

nmorning by G axo, | wanted to address one item on
that regarding prescription refills. This is just
my personal feeling in general

I amon a couple of nedicines to treat IBS

since Lotronex was pulled off the narket. Being in

a working profession, it is a burden, it is very
much a burden to go see a doctor. |If you are
traveling during the week and whatnot, it is very
difficult every nonth, if | amgoing to be on the

medi cine for the rest of ny life, to go in every

month and see a physician and have to get a
prescription.

I would recommend to the Board to consider
that maybe initially, for the first three nonths or

six nonths that could happen, and then gradually,

as a person's need for the nedicine has been
identified, that mybe that gets reduced and

rel axed over tine, as long as they are responding
favorably to the nedicine.

Thank you for your tine.

DR. WOLFE: Thank you, M. Ml ler.
Dr. Gary Steinis next. Heis
representing the American Society of Health System

Phar maci sts, followed by M. Brown.
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DR. STEIN. Thank you. M/ name is Gry

Stein. | amthe Director of Federal Regulatory
Affairs for the American Society of Health-System
Phar maci st s.

ASHP i s a 31, 000- menber nationa

pr of essi onal associ ati on representing pharmacists

who practice in hospitals and ot her conponents of
organi zed health care systens.

ASHP has a | ong-standing comrmitnent to
hel pi ng pharmaci sts manage the risks inherent in

prescription and non-prescription nmedication use,

and we recogni ze that the FDA has the sane
conmmitnent, particularly in regard to new or higher
ri sk drugs.

Unfortunately, many of the risk managenent

pl ans that have been inplenmented in recent years

involve restricted drug distribution systens.

There has been a substantial increase in the nunber
of new pharmaceuticals that are avail able only
through limted distribution systens.

I ncreased reliance on restricted drug

distribution systens is a growi ng concern anong
ASHP' s nenbers. These systens often excl ude
i ndi vi dual hospitals, as well as comunity

pharmaci es, fromdistributing nedications and use
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ot her neans of distribution to deliver nedications

directly to patients.

Wi |l e a nunber of drugs have been
rel egated to restricted drug distribution systens,
we |ack information on how well these systens

wor K.

Phar maci sts are responsi ble for ensuring
that nedications are readily available for patients
who need them Disruptions in non-standardized
distribution processes are not trivial matters.

They create procedural confusion for pharmacy and

ot her hospital staff, and increase the potential
for m stakes.

Any restrictive distribution or specia
handl i ng procedure that disrupts that centra

oversight role of pharnacists represents in

interruption in standard nedication use policies
and procedures in the health care system

I n Novenmber of 2000 and again in January
of this year, ASHP drew FDA's attention to this

i ssue. W have suggested that when a nmanufacturer

inplements a restricted distribution of a drug
product, the FDA should obligate the conpany to
ensure that a patient's usual pharmaci st

relationship is not disrupted.

file:///C|/WP51/WPFILES/0423GAST.TXT (190 of 408) [5/2/02 11:14:00 AM]

190



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

ASHP al so recommended that if a restricted

distribution systemis being considered by the
Agency as a condition for marketing approval,
practici ng pharmaci sts, professional pharnaci st
societies, and patients shoul d be consulted before

any restricted distribution requirenents are

i mposed on the product.

Wiile restricted distribution systens for
i ndi vi dual drugs may have a safety intent, they
paradoxi cally al so represent correspondi ng safety

threats in conplex health system settings. Any

distribution process that bypasses pharmaci sts
control or requires exceptional procedures in such
setting would be contrary to the best interests of
patients.

ASHP nenbers recogni ze that sone

exceptions will inevitably have to be made in a
patient's best interests. An inportant point,
however, is that these should truly be
extraordi nary excepti ons.

The prospect of nultiple unique

restrictive drug distribution systens is a
frightening picture for health system pharmaci sts.
Devi ati ons that are unique and that greatly differ

fromstandard practice create obstacles in
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1 delivering and adnini stering nedications safely.

2 The patient-pharmaci st rel ati onship should
3 not be msinterpreted as nerely a product

4 distribution function. The pharmaci st's m ni mum

5 responsibility is to assess the overal

6 appropri ateness of all nedications with regard to

7 dose, drug interactions, conpliance, and patient
8 counsel i ng.

9 Pati ent and pharmaci st rel ationships in
10 which this level of care is achieved depend on

11 mut ual trust, the pharmacist's thorough awareness

12 of the patient's overall nedication use, and the

13 pharmaci st's actions to ensure the timely supply of
14 drug products.

15 Restricted distribution systens that Iimt

16 the pharmacist's ability to devel op these

17 relati onship are disruptive. Restricted drug

18 distribution systens that involve

19 physi ci an-to-patient delivery prevent pharmacists
20 from providing nmedi cati on appropri at eness, dosage,

21 and interaction checks, patient education and

22 counseling, nmonitoring and fol |l owup eval uation
23 Thought ful consi deration needs to be given
24 to the fact that some of these nedications may be

25 initiated or continued for hospitalized patients.
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Hospital pharnaci es may not be able to acquire

these nedications in a tinely manner. This has an
adverse effect on patient care and cost. The
hospital setting is also where a sticker system
fails mserably.

ASHP bel i eves that rather than uni que drug

product distribution schenes, the FDA, in

consul tation with stakehol ders including

phar maci sts, physicians, nurses, other health care
prof essionals and patients, should devel op nodel s

or managi ng patients for whom any high-risk drug

product mi ght be indicated and prescribed.
Manuf act urers should be required to design

di stribution procedures and supporting patient care

materials in conformance with these nodels.

Drug-specific requirenents for a nodel

shoul d be devel oped during pre-approva
denmonstrati ons and adj usted over tine based on
post mar keti ng surveillance. Pre-approva
denonstrations, perhaps through the Centers for

Educati on and Research on Therapeutics, the CERTs,

shoul d focus on requirenents for ensuring
appropriate use and nonitoring, such as patient
wor k-up and sel ection, provider and patient

education, and patient nonitoring.
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Such denonstration projects could answer a

nunber of our concerns about inportant issues, such
as uniformty of procedures for patient selection,
what kind of distribution systens are nost
supportive of continuity of care, and what kind of

approach is served best for provider and patient

educat i on.
Thank you very much.
DR. WOLFE: Thank you, Dr. Stein.
M. Brown, followed by M. Lisa Kenney.

MR. BROMN: Good afternoon, Dr. Wl fe, and

menbers of the Commttees. M nane is Bill Brown.

| ama practicing attorney in Col unbus, Chio. |
don't sue doctors, | represent many of you. | have
practiced for 42 years and had I BSD for over 40.

In 1999, after visiting a nunber of G

doctors in Colunbus with no success, | wound up at

the Mayo Cinic, and wound up on an open-| abel

study for alosetron. It was truly ny miracle pill.
| used it for 16 nmonths until it ran out.

I have never had any side effects to it. Nobody

has paid ne to be here, it's a six and a half hour
drive from Col unbus to speak for four m nutes.
Previously, | have filed with you a nore

detail ed statenent including ny personal experience
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with I BSD, which | hope you will have tine to read.

It won't take you nore than about five or six
nm nut es.

But there are three basic issues that I
really want to address, that | think are very

important. | ama little appalled al nost at

d axo's comments this norning regarding the
availability of this for men. As you can see,
there are many of us that suffer with IBSD. It is
not just wonen.

That issue needs to be addressed by the

Committees, and | believe at |east indicate that
d axo have sone sort of a continuing open-|abe
study for us to participate in. 1 was al nost
totally cured with this.

The second thing, of course, other than

gender discrimnation, is age. There have been
some comrents that have said that it gets better
with age, and | amhere to tell you that IBS is 10
times worse than it was at 59, 10 years ago

I have read the entire transcript, your

247-page transcript fromlast year's neeting, so
amfamliar with what you have covered. Dr.
Canmilleri, which is a brother to npost of you in

this thing, addressed the issue of what he calls
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this "exquisite dilemm" in |last year's

Gastroenterol ogy Journal, and | quote him
"Unfortunately, wthdrawing a drug while saving
some individuals froma serious adverse effect, may
deprive others of the only agent able to relieve

their suffering.”

There currently has been nuch thinking
about conpassi onate use, about restricting
di spensati on, about waivers, warning | abels, none
of which seemto address the issue that you need to

real |l y address.

The biggest item | have seen that needs to
be addressed is physician education. [If you limt
this to @ docs, there may not be one in Apple
Val | ey, Montana, within 400 nmiles of sonebody who

needs a drug.

My fam |y physician, ny prinmary caregiver
i n Col unbus, knows nore about Lotronex and |BS than
at least half a dozen G doctors that | personally
know i n Colunbus. Don't restrict it to just G

docs.

I have an ol der son who is a drug rep for
Lilly. He doesn't work with Lotronex, of course, he
works with di abetes. Hi s biggest problemis

getting in to educate the doctors, to detail them
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1 on these drugs. Fortunately, it is no |onger an

2 entertai nnent thing for the doctors anynore. El
3 Lilly and ot her conpani es have restricted the

4 entertai nnent of the physicians, but that is the
5 bi ggest probl em

6 You need to establish, |ike we have in the

7 | egal community, continuing | egal education,

8 serious nedi cal education of the doctors who are
9 going to prescribe, maybe set up a class having
10 passed an educational requirenent, but please do

11 not elimnate Lotronex. People like Solvay, as you

12 are well aware, interrupted their C | ansetron

13 studies for a year because of what has happened to
14 Lot r onex.

15 We need the Lotronex. It is the only

16 thing that is available, and if you stop it, there

17 is going to be very little, if any, additiona

18 research on I BS, which we need to have. Consider

19 t hat .
20 Thank you
21 DR WOLFE: Thank you. | am i npressed.

22 Four mnutes for a |lawer is very, very good.
23 Ms. Kenney, followed by Mria Zargo.
24 M5. KENNEY: M nane is Lisa Kenney. | am

25 a nmenber of the IBS Support Group, the Lotronex
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Action Group, and | amalso a |long-term sufferer of

I BS for over 10 years.

I made it here today, and the only reason
why is because of ny emergency ration of Lotronex
given to ne by ny conpassionate and supportive

gastroent erol ogi st .

| appreciate this opportunity to be heard
on behal f of hundreds of thousands of |BS
sufferers, many of whom are unable to attend today
given the debilitating synptons of severe

i ntestinal pain and diarrhea.

W thout Lotronex, our |lives are once again

severely conprom sed in ways no other person could
possi bly understand but the |IBS patient, our
famly, our friends, and our doctors.

W are inploring the FDA and

A axoSmithKline to please return our only hope in
controlling IBS by restoring the single nost

effective and safe IBS drug Lotronex. Prior to

Lotronex, living with IBS was a nightmare. By the
time | was a senior in college, | knewthat life
woul d never be normal. Every nornmal event was net

with trepidation and uncertainty, and every sinple
task was a mmj or chall enge

Getting up in the norning, making it to
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school, going to work, or even eating a sinple neal

was a victory in itself wthout being stuck in the
bat hroom fati gued and withing in pain.

I BS i npacts every aspect of nmy life -
career, education, relationships, marriage,

parenting, all had to be rearranged. | had given

up a great dreamto becone a doctor due to this
illness. Wiile | have accepted ny linitations and
acquired a conmputer career for the nmany years that
foll owed, the excruciating inmpact of |IBS renmins.

Then, in May of 2000, sonething magica

happened, and | started Lotronex, and a small hope
becane a dream cone true. | renmenber that joyfu
brief period very well. | remenber all the

yout hful years | had m ssed, all the things

couldn't do, and even sinpler still, all the things

| couldn't eat or drink, all cane back with safe
i nvitation.

Even ny skin and bones frane, | amfat
again, and there was tine for famly and friends,

and energy for work or play. After 10 |long years

of suffering, endless days and nights twisted in
agoni zing pain, | felt free for the first tine,
freedom from I BS

Lotronex renpves much of that anxiety and

file:///C|/WP51/WPFILES/0423GAST.TXT (199 of 408) [5/2/02 11:14:00 AM]

199



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

the fear and the shane that we all carry, so there

is no nore hiding in the bathroom and there wll
be no nore hiding fromthe world. | thought life
was j ust begi nni ng.

Then, on Novenber 28th, 2000, the

unt hi nkabl e happened, and in one brief noment,

Lotronex was gone. It was as if tinme had reversed
and everything positive, painless and powerful, was
taken away, and every day since Lotronex has been
renoved has been a huge step backwards.

They say that IBS is not |ife threatening,

that it does not kill. WelIl, | disagree. |BS
threatens mnmy confidence and ny will to survive
every single day of my life. 1t had been

increasingly difficult for me as it was before

Lotronex, until Lotronex literally saved nmy life

and ny livelihood, but w thout Lotronex, | can no
| onger sustain a demandi ng work schedul e, and
couldn't face life without it. Life without

Lotronex was, for ne, alife without quality of

life.

I have cone a long way since ny crisis and
I have dreanms yet to fulfill, but | amunable to
meet them wi thout Lotronex. So, | am anxious to

return to productive life, and I will continue to
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be proactive in w nning Lotronex back for nyself

and for countless other people, an undeniabl e need
of this small mracle pill.

In closing, we have been informed of the
serious side effects of Lotronex, and we

acknow edge the potential risk in devel oping

ischemc colitis and severe constipation. W

understand that the benefits of Lotronex do not

come risk-free, no nedication on the market does.
We are not so overcone with desperation

fromour suffering that we would fail to consider

these risks seriously, and we would certainly yield
to close G supervision under this medication just
to ensure its safety.

No ot her drug has been able to treat |IBS

synptons with unparalleled efficacy. Lotronex can

save, and has saved, so many lives fromfurther
pain and suffering. |t has helped to reunite
patients with their famlies, friends, and forge an
even cl oser doctor-patient relationship.

As educated consunmers and | BS patients, we

are nore than prepared to accept the risks with the
tremendous benefits of Lotronex. So, please don't
take away the only hope we have for a much better

life, alife with the quality of life.
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Thank you.

DR. WOLFE: Thank you, Ms. Kenney. Maria
Zargo is next, followed by Julia Al berino.

M5. ZARGO M nane is Maria Zargo. | am
a LAG coordinator, but | amhere representing

mysel f and some who were unable to attend this

meeting. No one has paid for ne to speak

| ama wife, nmother, forner career woman,
and | suffer fromsevere IBS. Mdst recently | was
forced to resign nmy position with a prestigious

Fortune 500 conpany. | was no |onger able to nmake

the 45-minute commute to work every day wi thout
stopping at a supernmarket to use the restroom M
work life, ny famly life, and ny independence had
been pernmanently conprom sed until Lotronex cane

al ong.

I had been on a reduced dosage of Lotronex
for nearly two years without side effects. | am
living proof that this drug is extrenely effective
and very safe when used correctly and at the proper

dosage.

As with any other nedication on the
mar ket, dosage admi nistration shoul d not be
considered a "one-size-fits-all" scenario. Your

ri sk managenent debacle could be solved if you
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woul d only adhere to this advice, advice given by

those who are the true experts - the users of
Lot r onex.

Al'l drugs have side effects, and know ng
what we know about the risk-benefit ratio of

Lotronex, we are willing to accept those risks.

The majority of us have expressed a willingness to
sign a waiver if need be, as is currently being
done with other drugs, but that was never even
presented to us an option. Nor have we been given

the option of a truly viable conpassionate use type

programthat doctors would be willing to endorse
Wth Zelnormis rejection and Ci|lansetron's

approval being questioned, one can only presune

that this continues to be politics as usual, and

not at all about science and patient needs.

It would be easier to have ailnments I|ike
m grai ne headaches or |BD because there are
effective treatments on the market, and public
perception is one of understandi ng and synpat hy.

Today, |IBS sufferers have no viable alternative

medi cation that works. Lotronex continues to be
the only drug ever prescribed that has
significantly inmproved or completely elimnated the

horrible, debilitating synptons of

file:///C|/WP51/WPFILES/0423GAST.TXT (203 of 408) [5/2/02 11:14:00 AM]

203



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

di arr hea- predom nant | BS

For those who continue to view IBS as
not hing nore than a "vexing inconveni ence," we hope
that the informati on we provide you with today will
change that view. Being hospitalized for

dehydration caused by IBS is nore than an

i nconveni ence. Stories of suicide attenpts
attributed to I BS suffering cannot be ignored.

M ssing out on life's sinple pleasures
like attending your child' s sporting events is

downright depressing, and it affects everyone in

the famly. It goes beyond a quality of life
issue. Being afraid to | eave your hone for

ext ended periods of tine for fear of enbarrassing
incontinence is humliating and not a nere

i nconveni ence.

The cranpi ng and pain, the exhausting,
nunerous trips to the bathroom the inability to
eat healthy, nutritious foods can be intolerabl e,
and not just an inconvenience. Job loss and famly

stress are undeni abl e and commonpl ace. So, | am

hopi ng that you can understand why | take offense
when soneone refers to ny condition as a nere
i nconveni ence.

I BS continues to be poorly understood.
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Even today, there are still some doctors who are

truly misinformed, referring to it as "bathroom
anxi ety." Because of these misconceptions and | ack
of information, many patients are m sdiagnosed with
"mental health" problens and are given unfair

| abel i ng and treatnent.

For this reason, the treatnments and
medi cati ons that have been prescribed over the
years have fallen far short of success. | have
attached a list of prescription drugs and herba

renedi es that patients have tried over the years

with little benefit, if at all. This Iist should
have been distributed to you.

The bottomline is, sure, there are
alternate IBS treatnents on the market today. What

sonme refuse to understand is they don't work. W

are being subjected to experinmenting with dangerous
addi ctive drugs |ike codeine, Vicodin, and
Oxycontin that have a much higher risk factor than
Lotronex and do not contain the benefits that

Lot ronex provi des.

The FDA worries about the risks associated
with Lotronex? Wat about the side effects and
toxicity we are exposed to by taking these other

drugs? There is one other drug that | have
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purposely not listed. That is ondansetron, which

is Zofran. It has nmade it possible for nme to
travel to Bethesda and speak before you today.

It has proven significantly superior over
the other renedies | have attached, and only

because it is chemcally related to Lotronex.

In this great country of ours, we often
hear the words "freedom of choice." On Novenber
28, 2000, that freedom of choice was taken away
fromus. For many on Lotronex, it was the first

time in years in living a nornmal |ife was possible,

alife that so many take for granted.

Finally, please return Lotronex to those
of us who so desperately need it. W depend on it,
our famlies depend on it. Please keep the

patients' needs at the forefront and put noney and

politics aside. By continually denying us this
right to Lotronex, the long-termrepercussions wll
be catastrophic and future |IBS drug research wl|l
be kept on the back burner. Qur fate is in your

hands.

Thank you.
DR WOLFE: Thank you, Ms. Zargo.
Next, we have Julia Al berino, followed by

Terry Aifiers.
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MS. ALBERI NO Hi . | am Julia Al berino.

I am a nenber of both the IBS Self-Help Goup and
the Lotronex Action Group, but | amnot here today
to represent either of them | amhere to represent
mysel f and other patients who cannot travel here.

No one has paid ny expenses to be here, and | have

no affiliations with @ axoSnm thKline, the FDA, or
any other party to what is being decided here.

I have had IBS for nmore than 30 years, and
I have tried in those 30 years not to let IBS

control ny life, but the fact is that it has and it

does. Every time | have had to cancel a business

meeting or a trip, every tinme | have been too sick
to attend a social event, every tine | have had to
give up a job because the commute was too | ong and

| couldn't commute to the job and be away from a

bat hroom for that |ong, IBS was controlling ny
life.

I aman intensely private person, so
enbarrassing accidents in public could send ne into

hiding for weeks. |In the material that | subnitted

to you, | described some of those incidents that
happened. As | have gotten older and ny |IBS has
gotten worse, | have learned a few tricks.

| keep a change of clothes near at hand
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1 wherever | am | scope out the bathroons every
2 time | amin an unfanmliar place. | watch very
3 carefully what | eat. | have learned to wear

4 protection if | amgoing to be away from a bat hroom
5 for any length of tinme. | only travel by train

6 because they have bat hroons.

7 That has had an i npact on ny professiona
8 life. | amrequired to travel as a part of ny job.
9 I have often had to rearrange schedul es or ask

10 soneone else to do it for ne.

11 But in all these years of suffering, | did

12 have 22 nonths that were renmarkable. These were
13 the nmonths that | was on Lotronex, and | won't go
14 into how !l got it past the time it was w t hdrawn

15 fromthe market, but | did use it for nearly two

16 years.
17 During that tinme, | could neet all of ny
18 work responsibilities, | took on new ones. |

19 started graduate school, which | had to drop out of

20 when Lotronex was withdrawn, and | ran out. | was
21 able to stay in school until | ran out of Lotronex.
22 I knew there could be problens. MW

23 physi cian was candid with ne before | started
24 Lotronex. She explained the risks of colonic

25 i schem a and severe constipation. She explained
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the signs and synptoms to ook for. She told ne we

had to stay in close touch during the time that |
was on Lotronex, and | will adnmit on the third day
of taking Lotronex, | had have an epi sode of

consti pati on.

I called nmy doctor, she said skip today's

dose. | did. The constipation resolved. So, |

thi nk risk managenent that involves
physi ci an-pati ent conmunication is crucial. | wll
grant that. | amnot out for give it to us with no

restrictions.

The night that | cane hone and found out

that Lotronex had been w thdrawn, | was devast at ed.
However, | quickly got as nuch as | could lay ny
hands on, | cut ny dosage down. One pill a day

worked for nme alnost as well as true. Half a pil

a day did not work as well, but | did stay on that

dose for a while to stretch the supply.

I guess the point is no one size fits all

I would also like to stress that patients have

responsibility. They have got to know their own

bodi es, they have got to be in contact with their
doctors, and be in touch the mnute sonething goes
wr ong.

My experience, ny personal experience is
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that if Lotronex is prescribed and used correctly

and conscientiously, it is safe and effective. |
believe this conmittee can conme up with a risk
managenment programthat will work, and | would urge
that that programinvolve stringent reporting

requi renents and patient experience, so that

additional information on the safety and efficacy
and long-termeffects of Lotronex can be conpil ed

and used to nmake it available to nore people in the

future.
Thank you for allowi ng me to speak.
DR. WOLFE: Thank you, Ms. Al beri no.
Next, we have Terry difiers, followed by
D ana Hoyt .

M5. CLIFIERS: M nane is Terry Qifiers.

I am a LAG nmenber here at ny own expense.

I have suffered with IBS since | was in ny
early 20s. | amnow 55, and that is an awfully
long tine to have to go through painful intestinal
attacks that are unbearabl e and urgency at

i nconveni ent tines.

I have tried a nunber of nmedications to no
avail. At the sane tinme, nmy |IBS has becone worse,
often causing incontinence. | reviewed this with

my doctor, and he prescribed Lotronex.

file:///C|/WP51/WPFILES/0423GAST.TXT (210 of 408) [5/2/02 11:14:00 AM]

210



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

| was started on two pills a day. At

first, | experienced constipation, so | stopped
taking it and called ny doctor. He recommended
taking Metanucil and when | was ready, to cut the
dose in half. | started taking one pill daily and

Metarmucil twice a day, and that did the trick

I was skeptical that this nedication would
wor k because none had ever before, but | was
willing to try anything. Well to nmy surprise, |
suddenly was living a normal life. | could now

| eave ny house without fear. | no |onger had the

enbarrassnent of having to change ny cl othes at
work or running into restroons and trying to figure
out how !l would leave. It was a mracle.

In late Novenber, a friend of mine who was

al so having great success from Lotronex told me it

was being renoved fromthe market. | was
devastated. | called the FDA, daxo Wllcome, and
went to ny congressman's office, which on ny behal f
wote a letter to the FDA

I was hysterical. | received the

i nformati on that pharmaci es coul d di spense the

Lotronex they had. | ama nedical assistant in a
pediatric office. | was so desperate that on ny
day off, | sat with the Yell ow Pages and started
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calling every pharmacy. | had to fax the FDA

report to a nunber of pharnmacies to prove they
could fill the prescriptions.

I called the doctors that | worked for to
fill them | spent over $500 and woul d gl adly have

spent nore. IBSis extrenely life altering, and

nobody would go to the lengths that | did for an
i neffective nmedication

Every day | see advertisenents for
medi cations with risks that are far greater than

Lotronex, and yet they are still on the market.

Qovi ously, the dosage was an issue. Sonme need the

two pills a day, while others need less. WlI, |

did fine with one pill today. To conserve, | broke
pills in half. | found that a half a pill a day
still worked for ne.

The wi thdrawal of Lotronex was premature.
There are thousands of people who have been put in
a position since the withdrawal to try other, nore
dangerous drugs that are not as effective including

anti depressants, and that is absurd.

Not hi ng works |i ke Lotronex, and the FDA

has adnitted that. | have hoarded enough Lot ronex
that | still continue to take a half a pill a day.
To stretch out my time with Lotronex, | skip pills
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if | can stay honme, not a great way to live, | am

sure you woul d agree.

I would like to enphasize that after two
years on Lotronex, | am healthy and living proof
that Lotronex can be used safely and effectively.

I am hoping that it will be back on the narket

before | run out and put into a position where |
have to try other drugs that mght be harnful to
ne.

Pl ease | et us not close our eyes to the

need for I BSD patients to be able to have access to

Lotronex, so they can live nornmal, productive
lives, enjoy their fanilies and friends, and go on
vacations, as | amsure all of you do.

This is not too nuch to ask for, and

Lotronex is the answer. To anyone who believes

this medi cation should not be reintroduced, |et
them contend with 1BSD for one week, and they
surely woul d change their m nds.

Thank you.

DR WOLFE: Thank you.

Next, we have Di ana Hoyt, followed by
Kat hl een Ghawi .
M5. HOYT: H . M nane is D ana Hoyt. |

want to thank you for giving ne the opportunity to
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1 speak to you today.

2 Let me begin by reassuring all of you that
3 I have no connection to any drug conpany, | am not
4 being paid to say this, and | have conme here at ny
5 own tinme and expense in hopes that you will hear ny

6 plea--1 will try not to be enotional--and bring

7 Lotronex back

8 | took Lotronex for 16 nonths, and they

9 were the best 16 months of ny life. | ama

10  successful business wonman, | ama wife, and I ama
11 not her .

12 I have been a recruiter for 15 years, and
13 I manage an award-wi nning sales office. | say this

14 hopefully to give nyself some credibility because

15 think I amgoing to be pretty enotional here.

16 Standi ng here right nowis so far outside
17 of nmy confort zone. Just to be here, | have to
18 take four Inbdiumin the norning, | have to not eat

19 for 24 hours, and | amwearing a diaper, and that
20 is pretty pathetic.

21 | take about 8 to 10 inodiuma day just to

22 get through the day, and | amsure that is weaking
23 havoc on ny system
24 Bef ore Lotronex, | thought | had the worse

25 I BS i magi nabl e, and since taking Lotronex, and
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since its renoval, | have nmet nany people that are

sicker than | am which | found hard to believe.
They have had to quit their jobs, they can't work,
they can't |eave their homes, so maybe | should
consi der nysel f | ucky.

| have been trying for nonths to think

about what | would say to all of you, what can I
possi bly say that woul d nmeke a difference. | have
suffered fromthe debilitating effects of IBSD for
al nrost 30 years. | am 43 now. | have spent nost

of nmy life rushing to a bathroom sweating, in

pai n, heart pounding, praying that | would make it
intime, and nost of the tines | don't.

I have had accidents by the side of the
road, on a deserted street, in ny car, at ny desk

at the office. | have thrown ny soiled clothes in

a dunpster and cried all the way hone.

If I amasked to do anything, ny first
question is always is there a bathroomthere and
can | handle it. Anywhere | go, anything | do, the

bat hroomis the nunber one concern

I am not even going to talk about ny
fam |y because then | amreally going to cry, but

they have made such sacrifices for me. | have a

3-year-old son and | will never be able to give him
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1 anormal |ife without Lotronex. | can't take him

2 to the park, | can't drive a carpool, | can't do

3 anything that a nornmal person takes for granted.

4 It is funny that | have kept this bottle
5 for seven nmonths, and it's enpty, and it sits in ny

6 bathroom and | think |I keep it because it

7 represents hope for ne that soneday | will be able
8 to fill it back up and | can lead a normal Iife.

9 I guess | could be selfish and ask that
10 you only allow Lotronex to be given to those of us

11 that it has helped in the past. That would be the

12 easy thing for me to do, but | ask that you find a
13 way to get this life-altering nmedicine to everyone
14 out there that can benefit fromit, whether it be
15 mal e or female.

16 Let's find reasonabl e ways to nonitor the

17 synptons, put the responsibility where it bel ongs,
18 with the doctor and the patient. | hate to think
19 what woul d have happened to nme if | had never had
20 the opportunity to try Lotronex and know that it

21 was out there. It is a nmiracle drug.

22 I know that it cured me, and it should
23 gi ve hope to everybody out there with IBS that
24 there is something that will make a difference and

25 help you to lead a normal Iife.

file:///C|/WP51/WPFILES/0423GAST.TXT (216 of 408) [5/2/02 11:14:01 AM]



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Al t hough 1 BSD nmay not be |ife threatening,

you can see fromny story, and those from everybody
out here, that a life without Lotronex is a
m serabl e exi stence.

So, | think quality of life is the issue

here. | beg you to bring Lotronex back to those of

us who so desperately need it.
Thank you very much for |istening.
DR. WOLFE: Thank you, Ms. Hoyt.
Ms. Ghawi is next. Could | ask is Terry

Roneo here? |If not, the next speaker will be M ke

Schmi dt .

Ms. Ghawi .

M5. GHAW: | amKathy Ghawi. | amfrom
St. Charles, Illinois. | amalso out of ny confort
zone. | am a suburban homemaker. | was a soccer

mom | ong before it became very popul ar.

I want to say that | think they should
make speaking in front of this conmttee an ol ynpic
event, because condensing your entire adult life

with IBSD in four minutes has to go for the gold

medal. | will do so.
As a college history nmajor, | was saddened
to see how they would tal k about the ravages of war

for World War | and Wrld War Il and the Vi etnam
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War, and talk about man's inhumanity to man. Let

me assure you the renoval of Lotronex, the only
effective treatnment for IBSD, has to rank right up
there with man's i nhumanity to man

It is enough ny nother suffered, ny sister

suf fered, and now ny children. Enough is enough

We have to find sone respect for this disorder

It is interesting. W have several cases
of IBSD, irritable bowel disease, in our famly,
and it is interesting how they say that a third of

| BD sufferers also have IBS. Well, isn't that

sonet hing that we have all these drugs to contro
the irritable bowel disease, and yet you could have
the I1BS going with no remission. It is very, very
sad.

There are so few I BD sufferers, but they

seemto get all the respect and all the attention
Now, | amnot in a conpetition for pain and
suffering. | think pain and suffering is terrible
wherever it comes from and it shoul d be addressed

equal | y.

I also wonder, since it is reported that
nmostly wonen suffer fromIBS, is it possible that
this is another gender inequity in terms of

research and funding and taking it seriously
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because it's wonren? | ask that. | don't have the

answers, but | throw that out to the powers that
be.

I have to tell you that | was insulted
because early on in ny 36 years of dealing with

this condition, | was told it was all in nmy head

anongst other things. Yet, when | was on Lotronex,
I lived a normal life. | could eat anything,

could go anywhere. Stress, who doesn't have it
every day of their life? Fiber, who needs it?

When you had Lotronex, it was not an issue. Diet

and exercise. | was even told to | ose weight.
Wl |, thank you.

Lotronex made me live a normal life.
woul d ask all of you who are nenbers of the nedica

community, who told us year ago that it was all in

our head, to acknow edge you made a ni stake, but
now we can correct it, because we have the research
avail abl e to do sonething about it.

I don't want to see another generation of

people to have to go through what | have to go

through. | also want to say that | amonly here
today, not because of the nedical comunity, but
because of the support of nmy family and ny friends

and the Lotronex Action G oup.
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1 I want to single out ny daughter for
2 traveling all the way. | live in Illinois, she
3 lives in North Carolina. W had a parade up here.
4 It is inportant that you know that when

5 one person in the famly has a chronic disorder,

6 the entire famly suffers. It is because of them

7 that | amhere today, and | will continue to go on,
8 and the nmenbers of my group
9 I have to tell you, you have got to find a

10 way to resolve whatever goes on behind cl osed

11 doors. It is not a matter of politics when you are
12 in our shoes. You have got to find the answer.
13 You can't |l ook at the bottomline. It is the

14 patient nane at the top line that you have got to
15 look at.

16 | amwearing today a floral lapel. It's

17 the forget-ne-not flower. Wen you are deciding
18 what to do with our lives, take a look at the white
19 forget-me-not. It represents the purity of the
20 pati ent who wants the cure, and the blue stands for

21 the blue pill Lotronex. Please returnit and

22 renenber the patient.

23 Thank you
24 DR. WOLFE: Thank you
25 M. Schmidt, followed by Brenda and
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Frankl i n Conpt on.

MR MORRIS: Good norning. M nane is Bob
Morris. | will be speaking for M. Schm dt who
could not be here today.

I aman attorney with the firmof Smth,

Phillips, Mtchell & Scott in Batesville,

M ssissippi. W currently represent 20 individuals
who coul d not be here, each of whomtook the drug
Lotronex and were injured as a result.

We have filed a class action in the

Sout hern District, Federal Court, in Southern

M ssi ssi ppi seeking class certification of a

nati onwi de cl ass based on the type of injuries that

we are seeing fromthe use of the drug Lotronex.
Qur firmis also working in association

with the Schmdt firmout of Dallas, Texas, who

represents nunerous individuals from Texas who al so
took the drug Lotronex and were injured.

I am here representing our clients today
and the clients fromthe Schmdt firmto stand in

opposition to the reintroduction of the drug

Lotronex under the current proposed scenari o.
It is our position that the risks outweigh
the questionabl e benefits of Lotronex and that

during the tinme Lotronex was on the market, it was
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bei ng overprescribed to individuals with IBS, which

is, initself, a poorly defined condition

By the end of 2000, Lotronex was
associated with at least five fatalities, 63 cases
of ischemic colitis, 75 cases of severe

constipation, and 3 cases of mesenteric occl usion.

Because of the rate of under-reporting adverse
advents to the FDA, it is likely that there were
many nore adverse events than this, sone say
perhaps 10 times as nmany cases.

It is our position that this is not an

ef ficacious drug and that there was only a 10 to 15
percent difference in the response between patients
that received Lotronex and the patients that
received placebo. |In addition, on a disconfort

scale of zero to 4, Lotronex only relieved patient

synptons 0.12 to 0.14 points nore than pl acebo.

Furt hernore, the endpoints in the studies
that d axo Wellcome submitted to support this drug
were based on sel f-reported subjective criteria.

We al so have serious reservations about

the proposal of daxo Wellconme as to the class of
potential users of this drug if it is reintroduced.
This is based in part on 3 axo's past marketing

record, and also on the fact that a person who
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fails to respond to conventional treatment may then

have access to the drug.

We heard today from nunmerous persons that
this is a problematic situation because there does
not appear to be an effective treatnment that is

consi dered conventional to date. This neans that

the lack of effective treatnment could all ow every
person with IBS to potentially receive this drug
upon reapproval

The prior Medication Quide subnmitted for

Lotronex and required by the FDA shifted the

responsibility of preventing adverse events from

A axo Wl lcone to the pharmaci sts and patients. |t
is obvious that this did not prevent serious
gastrointestinal events.

Further, the proposal now set forth by

A axo Vel lcone where it is requiring individuals to
di agnose thensel ves with having ischemic colitis is
deened to be inappropriate at this tine.

Because there is no pattern with respect

to predictive factors for what patients may devel op

ischemc colitis or severe constipation, even the
use of Lotronex in a subpopul ation of individuals
may result in severe adverse events or fatalities.

It is very difficult to require physicians
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to only prescribe a drug to a restricted patient

popul ati on when dealing with an ill-defined
condition such as IBS. There will be an extrenely
wel | -defined criteria necessary to eval uate and
deci de on which patients should receive Lotronex.

G adual ly, over time, it is likely that

the drug will be prescribed to all IBS patients,
and there will be even nore fatalities and serious
adverse events.

An active nmonitoring programis proposed

herein today for Lotronex. |If it is reapproved, it

is of questionable value since only about 10
percent of adverse events are ever reported to the
FDA.

I would go on record on behal f of ny

clients fromthe State of M ssissippi and the

Schmidt firms clients whomthey represent fromthe
State of Texas, and ask that this drug not be
reapproved at this tinme.

Thank you.

DR WOLFE: Thank you

Next, we have Brenda Conpton, followed by
Dennis Larry.
M5. COMPTON: First of all, I just want to

say | didn't catch your nane, but have you ever
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soil ed your pants in public?

My nane is Brenda Conpton and | have
di arrhea-predom nant IBS. | don't represent
anybody except myself. | paid for ny own way up
here, and the first thing | did as | cane in for

the neeting this norning was nake sure | knew

exactly where the bathroomwas as | have al ways had
to do for the last 30 years every tinme |I |eave ny
house.

Now, | want you to spend the day in life

with ne. | amnot a statistic, | ama person. |

went on a field trip with ny son, his sixth grade
class, to the Georgia State capital. W boarded a
bus in Flowery Branch, and began the one-hour ride.
Fifteen minutes into the trip, the cranp hits ny

gut, and the fanmiliar panic begins. | amsoiling

my pants.

Because this is a conmon occurrence, |
have on lined panties. | pray no one notices the
odor. Qur school bus arrived and pulls up to the

capital steps. | have already nmade ny way to the

front, so that | can get to the restroomas quickly
as possi bl e.
I change panties, throw the rui ned ones

away, and cry. | try to regain ny conposure for ny

file:///C|/WP51/WPFILES/0423GAST.TXT (225 of 408) [5/2/02 11:14:01 AM]

225



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

son's sake. | go back out to join himand his

group, and guess what. It all begins again.

This is a scene | have lived out virtually
all ny adult life, and just when | am convinced it
can't get any worse, it does. On June 25th, 1998,

| had enmergency surgery, and in a matter of two

hours, | went from no nenopausal synptons to

post nenopausal , depression. The bouts of diarrhea

came nore often, they cane every day now. | began
to | ose weight at an alarm ng pace. | dropped to
88 pounds.

My doctor performed every conceivabl e and
i nvasive test, if you have never had them to try
to find a cause, but everything was fine, no
physi cal reason. Her only conclusion is | have an

i ncurabl e di sease -- incurable disease called

irritable bowel syndrone.

Meanwhi | e, over the coni ng weeks and
months, | continued to | ose weight. The doctor
orders a bone density scan because | have now

reached 77 pounds. M life is in jeopardy. She

tells me this. | have lost 11 percent of ny left
hi p because ny body has | ost every bit of its fat
and it is now pulling bone density just for nme to

live. So, it was life threatening to ne. | al nost
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1 died fromit.

2 Then, on May 9th, 2000, | got to ny doctor
3 for another visit, but this tine there is hope.

4 She tells nme a new drug called Lotronex has just

5 been rel eased, and she wants ne to try it. | begin

6 that afternoon, and in three days, the diarrhea is

7 gone, a true mracle.

8 Over the coming days, | deal with the fear
9 that it will return, but it doesn't. M weight

10 gradually increases, and ny life is a new

11 experience, nornal.

12 Then, | renenber seeing the norning news

13 on Novenber 28th, 2000, but nothing el se registered
14 the rest of the day. | cried uncontrollably. The

15 availability of the only nedication that had

16 allowed ne to live a normal |ife for seven

17 wonder ful nmonths was gone. Today, | take another
18 drug that sonetinmes works, sonetines doesn't. Most
19 of the tine it doesn't.

20 Once again, the humliation and fear is

21 back. She sent nme into psychotherapy because | was

22 sui ci dal and severely depressed. | am begging you
23 to bring this drug back. 1 amnot asking you, | am
24 begging you. | keep this as a renenbrance of the

25 mracle of nmy life, and only you can bring it back
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to ne. | have copies of ny doctor's letters that

my life was threatened, alnpbst went to the
hospi tal .

Thank you.

DR. WOLFE: Thank you, Ms. Conpton.

M. Larry, to be followed by Dr. Stolley.

MR LARRY: | bring to you an interview of
my client, Goria, fromNorth Florida who suffered
bowel perforation follow ng severe constipation.

She now is quadriplegic, lives on a PEG tube, |ives

on oxygen. Here is her story. She asked ne to

bring this to you because she is addressing her
comments to you, the FDA Conmittee

[ Vi deot ape shown. Experience of doria
Lockett.]

DR. WOLFE: Dr. Stolley.

DR STOLLEY: M/ name is Paul Stolley, and
I was formerly the Chairman of the Departnent of
Epi dem ol ogy and Preventive Medicine at the
Uni versity of Maryland School of Medicine at

Bal ti nor e.

| am co-aut hor of a Foundations of
Epi deni ol ogy Textbook and currently work hal f-tine
at the Public Ctizen Health Research G oup.

During the academ ¢ year of 2000-2001, |
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wor ked 80 percent tinme at the FDA as a consultant

in epidemology for the group that collects and
eval uat es adverse drug reactions.

| co-authored and signed the FDA Meno of
Novenber 16, 2000, that preceded the Novenber 28th

deci sion by daxo to withdraw Lotronex fromthe

market. | amalso a practicing physician.

In that nmenp, we argued that there were
compel l i ng reasons for wthdrawal of Lotronex from
the market. The main points we nade in that neno

were that the drug is minimally effective and for

only the diarrhea-predom nant formand only in
worren, and that the price paid for this

gender -speci fic diarrhea-predoni nant efficacy is
much too high - ischemc colitis that can result in

surgery, col ectony, and death, severe constipation

that can require hospitalization and surgery,
mesenteric artery thronboses requiring surgery, and
rarely causi ng death.

The rate of ischemic colitis associated

with the drug is renmarkably el evated and beyond

di spute as there were 16 cases in the
al osetron-treated arns of the clinical trials and
only one case in the placebo arm

While the drug is only approved for 12
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weeks of use, in actual practice, this chronic

condition may be treated indefinitely with the
drug.

The rate of ischenmic colitis associated
with Lotronex may be as high as 1 per 300 users in

just the 12-week period. Wile many of these

colitis episodes have not |led to serious danmage,

there have been perhaps 7 or nore reported

fatalities and numerous surgical interventions.
The questionabl e argunment has been nade

that ischemc colitis is a feature of irritable

bowel syndrone, however, when the FDA searched its
own adverse drug reaction files for reports of
ischemc colitis, no reports of ischemc colitis
were found associated with | operam de or

di phenoxyl at e.

| believe this drug shoul d never have been

approved and | urge you not to reintroduce it, as
you will just create another m ni-epidemc of
ischemc colitis and ot her probl ens.

Thank you.

DR. WOLFE: Thank you, Dr. Stolley.
Thi s concludes the public forum | want
to thank all those who spoke for a couple of

reasons. First of all, | commend you all for
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is, keeping on tine. You did a wonderful job.

Many of us run neetings with continuing education,
by the way, which includes IBS oftentines, and our
speakers tend to run over. You were wonderful in

keeping right to the point and keeping on tine.

I want to editorialize here to sone
extent. | want to thank those of you who are the
patients, who travel ed here great distances, on
your own noney, and on your own tine, to make

public what should be a private nmatter between you,

your famly, and your physicians, and | thank you
all for com ng here.

We will reconvene at exactly 1:45

[ Wher eupon, at 12:55 p.m, the proceedi ngs

were recessed, to be resuned at 1:45 p. m]
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1 AFTERNOON PROCEEDI NGS
2 [1:45 p.m]
3 DR. WOLFE: Before we start the questions,
4 I would Iike to offer the opportunity for menbers

5 of the panels to ask FDA and d axoSmithKline the

6 questions frombefore. What | am going to do,

7 instead of just going to individuals, | amgoing to
8 go right in order around, and if you don't have a

9 question, say pass. | wll start again with Dr.

10 Richter, if you want to continue your line of

11 questioning to either FDA of G axoSmithKline.

12 Let's try to keep the questions succinct
13 and the answers succinct, as well.

14 More Questions on Presentations

15 DR. RICHTER: The question | have is

16 really for Victor and maybe ot her people at the

17 FDA. Surely, there nmust be, | amsure there has
18 been ot her drugs that have cone through the FDA for
19 an IBS indication with diarrhea being a najor

20 synptom and have they had the opportunity to go

21 back and | ook through those studies to see if there

22 is this unusual instance of ischemc colitis,
23 particularly in the background, because | have to
24 say | find that background data in the norma

25 popul ation of IBD a little surprising fromny own
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clinical experience.

DR. RACZKOABKI: | amgoing to ask Dr.
Hugo Gallotorres to answer the question, but just
in general terms, many of the drugs that were
devel oped for IBS or that have any sort of

i ndication for IBS are old drugs, and we certainly

are | ooking at sone of the newconers in this field

as to whether this mght be a class effect or not.
DR. GALLOTORRES: Yes, indeed, we have

several applications for diarrhea-prone IBS, but

these are | NDs and we cannot coment on this, but

there are several. | hope that answers your
quest i on.

DR. RACZKOASKI :  Just one nore comment.
Sone of the other drugs that had been devel oped in

this area, sone of the older drugs were the

anticholinergics, and they basically failed in
terms of being able to denonstrate efficacy for
| BS.

DR WOLFE: Dr. Cryer.

DR. CRYER This is a question for the

sponsor. So, given that IBS is not infrequently an
epi sodi ¢ di sease, what can the sponsor tell us
about the tinmng or the incidence of ischenic

colitis as it relates to the phase of IBS, which
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the patients in the clinical trials were in?

DR CARTER. Most |ikely because of the
smal | nunber of cases that we saw in the clinica
trials, we really don't have that data. Mbost of
the patients | believe, at |east based on the

basel i ne characteristics, which on the whole were

two weeks in duration, were in the same chronic
phase. W don't have any evidence of any change in
their baseline presentation. So, | can't answer
that question.

DR. WOLFE: Dr. Anderson, any questions?

DR. ANDERSON:  No.

DR WOLFE: Dr. Venitz?

DR. VENITZ: Yes, | have a question for
d axo, as well. | amlooking at your background

mat eri al where you justify your dose, which is

right now1l ng BID. | amon page 22, |ooking at
the results of your Phase Il A studies, and | am
wonder i ng whet her you have really found the optima
dose, because obviously, one of the things that you

are proposing as part of a risk managenent plan is

a dose titration strategy, inplying that the dose
right now may not be the optinmal dose for every
patient.

So, what is the evidence for you to have
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started in the first place with a 1 ng Bl D dose?

DR, TRABER. Well, you are quite right
that a decision to choose a dose is a very
important one in the clinical trial setting. There
was a | ot of discussion around what dose to choose

at the end of the Phase || A studies.

The dose of 1 ng BID was chosen, though,
and therefore, all of the Phase IIl clinical trials
were done with that dose. So, therefore, the vast
majority of evidence we have is with 1 ng BID

The dose titration issue gets at the fact

that the physiological effect or the

phar macol ogi cal effect of the drug is to cause
constipation in a reasonabl e percentage of
patients, and often in drugs that have a

predi ctable type of side effect, clinical practice

often dictates sone titration up of the dose.

Furt hernore, when used in the market,
there is lots of testimony frompatient's
physicians that a | ower dose works, so we feel the

titration that we propose is prudent nedical care

al though the vast majority of our data is based on
1 ng BID.
DR. VENITZ: | amvery nuch in favor of

dose titration, don't m sunderstand me. It is just
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1 I am | ooking at your dose titration studies, and it

2 appears that the doses higher than 1 ng, you

3 actually have | ess of a benefit or |ess of at |east
4 short-term benefit.

5 So, | amnot sure whether the 1 ng dose is

6 al ready at the plateau of your dose response curve

7 or you could even go |lower than 0.5, which is what

8 you are proposing right now as your starting dose.

9 [Slide.]
10 DR CARTER This was the first of the
11 two, Phase Il dose ranging prograns in ferale

12 patients where the 2 ng dose was seen to be nore
13 ef ficacious, at least for the fenal e popul ation

14 there than the | ower doses.

15 If we go to the next one, E12
16 [Slide.]
17 This is the second dose-rangi ng study

18 where if | can just look at the nales first, we see
19 the dose is seemingly no benefit with respect to
20 the placebo for the nale, whereas, in the fermale

21 study, the adequate relief endpoint was clearly

22 beneficial, nore beneficial at the 1 ng dose.
23 DR. VENI TZ: But as you go higher, at
24 | east pharnmacol ogy woul d dictate that you would see

25 nmore of an effect, and you actually have a
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reduction as you go to higher and hi gher doses. |

guess that is what | am pointing out to you

DR CARTER Right. | nmean that is a
feature of what we saw in this particular trial

DR VENI TZ: Let nme rephrase ny question

then. Do you see any benefit in going actually

| ower than the 0.5 as a starting dose and starting
maybe at 0.25, or do you think that that is going
to be conpletely futile?

DR CARTER. It may be that this is

sonet hing that we have to consider, but | suspect

that we probably are going to reach a point where
the efficacy would just not be shown at that point.

DR. VENI TZ: The second question that I
had, did you actually break this down by the

severity of the synptons and baseline conditions?

DR CARTER | don't believe we did.
Dave, do you know whet her we broke this

down by severity of synptons at all?

DR VENITZ: It may be worthwhile doing to

see whether a different starting dose, depending on

the baseline severity, would benefit.
DR MSORLEY: In the Phase Il studies
that we did, the first study that was done in

Europe had all |IBS subtypes and both genders, and
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what we saw was a beneficial effect primarily in

fenal es who had the nore diarrhea-like bowel
habits, | ooser stools, nore frequent stools.

In the 8-2001 study that is shown here,
al so enrolled both genders, that was done in the

U.S., and because of the results we saw by the

severity of bowel functions in the previous study,
this study was limted to | ook at just the higher
st ool consi st enci es.

So, we had evidence fromearlier on that

it was nore beneficial in those with nore

diarrhea-like synptons and | ess beneficial for
those with firmer and | ess frequent stools.

DR. VENITZ: |Is there any way that you can
tease out if there is a different starting dose

possibly required for the different subpopul ati ons?

DR McSORLEY: Wwell, at this point, you
can see the nunbers are getting pretty snall, and
that n equal 197 is across all five of the dose
groups, so it is probably a little bit difficult to

tease that out additionally with so few patients.

DR VENI TZ: kay.
DR. WOLFE: There is another. Efficacy is
one thing. The other reason is to start at a | ower

dose. For those of us, let's jog our nenories a
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little bit. Wen we used sulfasalizine, we started

with a 5 ng dose knowing full well it didn't really
work, but we did it for safety purposes, and you
have shown that constipation is dose-dependent.

I can tell you know-this is

anecdot al --but sone of my patients did well on 1 ng

every other day, as did other patients in the

audi ence, and sonme of the records that | did read.
So, nostly for safety purposes, sometines it is
prudent to start at a |lower dose to see its

tol erance, especially in dose-dependent

consti pation.

So, | would actually ask that you would
consider if we go forward with this, starting at a
| ower dose for that reason

DR. LaMONT: For Dr. Raczkowski, your

final slide said that the success of the plan could
be eval uated through process controls or evaluation
of outcomes, and | just wonder what you had in mnd
for that and what criteria mght be used to finally

wi t hdraw t he drug.

Wuld it be the sanme toxicity, worse
toxicity--1 assune worse toxicity would be one
reason, but would simlar or identical toxicity be

reason to finally w thdraw?
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DR RACZKOMBKI: These are actually

questions that we are posing to the Advisory
Comm ttee, Questions 4, 5, and 6 are largely
focused on process controls, and Question No. 7 is
focused on outcone and whether or not the Advisory

Conmittee feels that those are appropriate.

DR LEVINE: A question for daxo and a
question afterwards for Dr. Krist. | wondered, it
is apparent that during the clinical trials, there
was nmuch nore attention paid to constipation, both

the observation of it and the withdrawal, the

statistics are higher for those people who, during
the clinical trials, were stopped because of
consti pati on.

As it opened into the market, there was

| ess avail abl e about the conplications. Toward the

ends of your studies, when you were still having
clinical trials, can you pick out any particul ar
trials in which the incidence of constipation was
hi gher as the public and as the physicians were

more aware of it toward the end of your trials or

trials that are still under progress, and not
anal yzed well yet from a chronol ogi cal point of
Vi ew?

DR CARTER. No, | can answer that in two
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1 ways. First of all, the trials where attention was

2 pl aced on constipation, and there were two, one
3 trial was the open-label trial that we have

4 referred to before where patients knew that they
5 were on a drug that was potentially constipating,

6 we tended to see nore constipation there.

7 In two other trials, the urgency trials
8 that Dr. Traber showed this norning, one of the

9 secondary objectives was to | ook at the inpact of
10 an intervention, wthdrawi ng drug or drug holiday,

11 or instituting l|axative use, and we instructed the

12 investigators to nake sure that the subjects in

13 these trials proactively reported any event of

14 consti pati on.

15 What we saw there is that we saw a rise in

16 the reports of adverse events of constipation, a

17 rise in the alosetron-treated group, and a rise in
18 the adverse event reports of constipation in the
19 pl acebo group, so that the delta was about the

20 same.

21 DR LEVINE: | will pass on the next one

22 to Dr. Krist because we will probably discuss it,
23 unl ess you want nme to go ahead. Actually, what |
24 was going to ask Dr. Krist is, as a famly

25 practitioner, it is apparent on one of the possible
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routes of approval of this product, is to consider

the burden that the physician has to do to take
care of it, the interaction, the time involved,
gastroenterol ogi sts versus famly practitioners.

I wondered, in your experience using sone

ot her drugs where you are, in fact, conmitted to

do- -

DR WOLFE: Tinme out. This is questions
to the Company.

DR LEVINE: Just to the conpany?

DR WOLFE: Yes, Conpany and FDA

DR LEVINE: That is what | thought, |
don't think this is the tine.

DR. WOLFE: This is clarification now for
presentations. W will get that |ater on

Actually, we will have sone tinme for that.

Dr. Flem ng.

DR. FLEM NG  Several questions. Let ne
try to highlight two rel ated key questions and j ust
see how tinme all ows.

Dr. Raczkowski made a very key point in

his presentation, noting that patient selection is
at the heart of a risk managenent plan as we go
fromhere and think how can we either treat or

eval uate a patient population in the optinmal way,
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identifying as best we can who those people are

that seemto have the greatest chance of a
favorabl e benefit to risk.

There are two key aspects of that. One is
i dentifying the population at |owest risk and the

popul ati on at highest benefit. So, taking things

one at a tinme, where ischemc colitis is a key
focus here with incidence rates projected at 2 to 5
per 1,000 at three nonths.

We heard several discussions today, and

they seemto repeatedly nake the same point. Dr.

Carter, Dr. Pernutt, Dr. Mackey all said data do
not reveal any potential risk factors for ischenic
colitis, and Dr. Mackey went beyond that to say
presenting synptons do not necessarily predict

severity of outcone.

So, ny first questionis, is it proper, am
I mssing anything, is it proper to conclude at
this point, as it relates to ischemc colitis, that
we really don't have insights as to who we woul d

identify as that cohort that woul d be at a | ower

risk?
The second aspect of benefit to risk is
benefit, is efficacy, and a simlar question arises

there, what insights do we have? | know Dr.
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Raczkowski specul ated that patients that have the

nost di sabling synptons stand to benefit the nost.
Are there direct data that the FDA or the

sponsor can put before us that provides insights

about potential effect nodifiers? The only thing

could find fromthis norning' s presentation was

slide A32 by Dr. Traber that basically |ooks at
potential effect nodifiers for efficacy based on
baseline |l evel of severity for baseline pain,
urgency, and frequency, and it doesn't show any

effect nodification. 1t shows the sane nagnitude

of effect that either is not greater effect in any
speci fic subcohort.

So, two related questions. Are we m ssing
anything that you fol ks know that we haven't seen,

that would assist us in identifying the subgroup

that has the greatest |ikelihood of achieving
favorabl e benefit to risk?

DR. TRABER: Let nme speak to the efficacy
question first. | also nentioned around that

trial, looking at the data, separating it out, that

i ndeed individuals with harder stools, fewer bowel
movenents, fewer than two bowel novenents per day
did not have an efficaci ous response to al osetron

So, there is a subpopul ation of individuals that
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identified thensel ves as di arrhea-predoni nant, but

did not have an effect.

However, the data that | did show, by
separating out the information, shows that those
with noderate or severe synptons, as defined by

bot h urgency, nunbers of stools, and pain, had

simlar benefit.

In looking at the information with nore
severe patients, and that would be those patients
that had urgency nore than 80 percent of the tine,

nmore than 80 percent of the days, there was a

mar ked efficacy inprovenent there, so we did | ook
at nore severe groups.

But in the post-hoc analysis of the
studi es, both npderate and severe patients had the

sane, had effect.

DR. FLEM NG Could you show us those data

that basically separate out the npbst severe
patients fromlesser severe patients to give us a
direct data presentation of what that effect

modi fication is?

Wil e you are getting that, a second
question, you have specifically stated that your
proposed target popul ati on woul d be

di arr hea- predomi nant IBS who failed to respond to
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conventional treatnent. Do you have any specific

evi dence, when we target that group who had failed
to respond, to show us that we, in fact, have
direct evidence of efficacy in that subcohort? Two
addi ti onal questions, | guess.

DR. TRABER: The direct answer to that is

no, we don't have a clinical trial taking patients
who have failed a defined conventional therapy and
pl aced them al osetron. What we were |l ooking for in
the |l abeling was a straightforward way to identify

i ndi vi dual s that woul d have npre severe

debilitating disease, those individuals who have
been eval uated to have di arrhea-predom nant |BS,
who had been treated by a physician and fail ed
conventional therapy, which would be education,

reassurance, diet, anticholinergics, and

antidiarrheals, and that that subpopul ati on woul d
be an effective way for physicians to identify a
subgr oup.

The other thing is we did evaluate in

conparison alosetron to traditional therapy, so a

sel ected group of individual who were sel ected for
all the sane characteristics, and although, on an
open-1label trial, random zed to either traditiona

therapy or to alosetron, and saw narked
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di ff erences.

DR FLEM NG But that would be, of
course, a different--1 mean those who woul d be
peopl e who hadn't fail ed obviously.

DR TRABER It answers a different

quest i on.

DR. FLEM NG So, essentially, what is
really critical if we are | ooking at a proposed
indication, is to, at a mninum have direct
evi dence that in that proposed indication, i.e.,

those that have failed conventional therapy, that

we have confidence of efficacy, but | ameve

| ooking for more than that, the evidence that you
woul d have to confirm what we woul d hope to be the
case, but nevertheless, isn't always true, and that

is those with nore severe baseline disease, in

fact, are those who benefit the nost.

I think you were going to present
somet hing on that?

DR CARTER. If you can put up L-35

[Slide.]

Thi s was agai n post-hoc anal ysis here,
| ooking at the pooled data fromfive
pl acebo-controlled trials, |ooking at synptons on a

daily basis with adequate relief of pain and
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di sconfort as stratified for the nost severe

synptons at baseline, and then followed over the
duration of the trial here. Wekly adequate relief
with the pain severity of greater than 2.5, which
was in the nbderate to severe category.

DR. TRABER. You want a conparison of the

| ess severe patients to the nore severe patients.
DR. FLEM NG | ndeed, as you presented in

slide A32. This just seens to be nore confirmng

that you have roughly the sanme magni tude of effect

across all subcohorts.

DR, TRABER. Could you put up A32 then

[Slide.]

Here, the point is you are correct. W
did stratify to what we call noderate and severe

pai n, urgency, frequency, and so forth. Wat we

don't have on this slide, and | wonder if sonebody
could find this slide, is those individuals that
had harder stools or less than two stool s per day,
and their effect by alosetron, which is the

question you are asking.

This is 3 to 4, and this is 4, but there
is also a subgroup |l ess than that.
Maybe what we can do is find the specific

slide for you and conme back to that. | think the
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FDA al so concluded fromtheir analysis of the data

that the individuals with |l ess than two stools per
day al so had less efficacy than the noderate to
severe

Your other question, which | think was

your first one, was about ischemic colitis, and,

i ndeed, you are correct. W found no evidence of a
predi ctor for individuals who night devel op
ischemc colitis.

DR RACZKOWBKI : Some of the anal yses that

wer e done independently by the FDA statistician

showed that patients with | ess severe urgency at

basel i ne tended to respond roughly with the sane

order of magnitude of a treatnent effect as those
with nore severe urgency.

I don't know the details of exactly how

the data were cut, but that observation was
confirnmed. 1In addition, patients who did have the
harder stools or stools less than tw ce per day

al so tended to have | ess benefit.

DR. FLEM NG So, in summary, for this

critical point that you put before us, at |least the
data that we have right here either doesn't allow
us to identify the risk groups that have the

greatest risk or lesser risk, or efficacy, those
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1 that have the greatest benefit or |esser benefit at

2 | east relative to the anal yses that have been done

3 to date?

4 DR. RACZKOABKI:  Well, | think we would be
5 interested in any qualitative advice you m ght have

6 in that regard.

7 DR WOLFE: | hate to be a drill sergeant,
8 but we allotted 20 minutes initially for this, so

9 let's again keep these questions succinct, try not
10 to repeat the sane question, and answers al so

11 succi nct .

12 DR METZ: | have a couple of quick

13 questions.

14 First of all, regarding the colonic

15 i schem a question, | found it interesting it was

16 mentioned earlier that sone of the effect of this

17 agent may be to reduce pain sensation, and sone

18 patients become so constipated and had a | ot of

19 pai n, got sick because they didn't know that things
20 wer e happeni ng.

21 On the other hand, | find that all the

22 patients who presented with col onic ischem a,
23 presented with pain, and that was 75 percent of the
24 tine. Colonic ischem a, to ny understanding,

25 general ly does not present with pain.
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The next point that cones up is that there

were these five cases that were di scovered by the
FDA, perhaps in dispute by daxo, of mesenteric

i schem a, which does present with pain and which in
itself for ne is areal life-threatening condition,

and | am wondering if we can clear up the dichotomny

bet ween those two. That would be Question No. 1.
DR BRANDT: | think that | can answer

that for you. You are correct when you say that

patients with colonic ischema have a pain that is

different frompain in patients with acute

mesenteric ischema. | amnot going to answer a
question that hasn't been asked yet, which speaks
to the difference between acute nesenteric ischenia
and colon ischema, but | think it is crucial that

at sonme point in this discussion we do that.

To answer your question, patients with
colon ischem a frequently have abdoni nal pain in
their presentation, but it is usually a mld pain,
an i nconsequential pain, and one that the patient

m ght even forget that he or she had it unless

pronpted and renm nded of it.
The predoni nant synptomis al nost al ways
rectal bleeding and bl oody diarrhea. So, if you

have a patient who has what you believe to be colon
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1 i schem a, and has severe abdom nal pain, then, they

2 ei ther have severe colon ischema with transnural
3 disease and are close to perforating, who have

4 transnural gangrene, or they have colon ischenia
5 and acute nesenteric ischema, or they have acute

6 mesenteric ischemia with G bleeding, and rmaybe

7 they have el enents of both, and perhaps you were a
8 little bit confused, or it is their underlying

9 background di sease of abdomi nal pain.

10 But you are right, the presence of

11 significant pain should make one think

12 significantly about the accuracy of the diagnosis.
13 DR METZ: Thanks. The other point was in

14 terns of this titration issue and the efficacy at

15 the | ower doses. | understand very few patients
16 have been treated 0.5 BID. Qur of interest, | would
17 like to know if d axo has data on the 0.5 BID

18 nunber of patients, and how well they responded,

19 fermal e predom nant group. It is probably a snal
20 number .
21 In practice, | think what will happen is

22 this drug is really going to be used on an
23 as-needed basis. It will be used briefly and then
24 st opped, and dependi ng on how t he di sease i s goi ng.

25 So, do you have any data on using this agent as it
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may well be used clinically, which is nore of a prn

use?

DR. CARTER. W don't have any data on the
prn use at all. As far as the data on the 0.5 ng
BID, |I think we have shown you, and what you see in

your briefing docunent is the data that we have

there. W don't have any additional data in
di arr hea- predoni nant wonen.

DR. TRABER: | just thought | would
qui ckly follow up on the question that | said

woul d get back to sonme data on. W have found sone

of that.

If you could just show the first slide
t here.

[Slide.]

We have these cuts for a variety of data.

Thi s happens to be the baseline consistency of the
stool. This is the nost mild group in terns of
consi stency, and there was no statistica

di fference between the two groups in terns of

consistency in this nmild group

[Slide.]
However, if you get to the baseline
consi stency where it was rated 4 to 5, there was a

hi ghly significant response fromweek 2, all the
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way through the 12 weeks.

So, we have these cuts of data show ng
that the | owest |evel of synptons didn't have
statistically significant responses.

DR WOLFE: Dr. G oss.

DR CRCSS: | amgetting the sense that

there wasn't a significant effort to try to rule
out inflammatory bowel disease in these patients
with irritable bowel syndrone.

Were the patients that had perforation and

death, or other conplications, screened at all for

Crohn's di sease or ulcerative colitis?

DR. CARTER: Al though we did see sone very
rare nunber of cases where the patient was
subsequent |y di agnosed with inflammtory bowel

di sease that originally been on irritable bowel,

nost of the patients, at least in the clinica
trials, on average, carried a diagnosis, a single
di agnosis of IBS for at |least 10 years, so these
were chronic IBS patients, these were not typically

new | BS patients.

Wth respect to the postnmarketing
surveillance data, we see somewhere in the region
of 5 to 20 percent of off-label use, if you will,

and sone of those will possibly be patients with
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i nflammat ory bowel disease.

Do we have enough cases to be able to make
a statement with respect to a differential inpact
on conplications of constipation or ischenic
colitis in inflamatory bowel disease, the answer

i s no.

DR. STROM Three questions. The first is
we are seeing a pretty consistent pattern of on the
order of a 30 percent placebo response, perhaps a
50 percent response on the drug, very consistently

statistically significant, but very npbdest in

magni tude, and yet we are hearing very dramatic
response fromindividual patients that is clearly
very convi nci ng.

Coul d we be having here a problemof |aw

of averages, that your 30 to 50 percent is nixing

t oget her sone people who are having very |arge

ef fects and ot her people who are having no
response, and so the net effect is a nodest
response only, but if you, instead of dichoton zing

of just response, non-response, you | ooked at

degree of response, you m ght have a bi nodal
response, and might be able to pull out a snall
subgroup of people who should use the drug, and, in

fact, will benefit dramatically fromit?

file:///C|/WP51/WPFILES/0423GAST.TXT (255 of 408) [5/2/02 11:14:02 AM]

255



file:///ICl/WP5L/WPFILES/0423GAST. TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR. TRABER: | think this is a very good

point. | think the one consistent thing that we
have seen in all the trials is the fact that
multiple synptons of IBS are affected by that 20
percent differential between the placebo response,

and therefore, the global effect in sone of the

other quality of life effects are pretty
pronounced.

However, | amgoing to ask if we have
i nformati on about the spread of the data for the

responders. Dave, do you have any coments on

t hat ?

DR MSORLEY: | think that we have shown
you, we have tried to retrospectively go back and
| ook at response in different severities of

subj ect s.

DR. STROM Let me try to be clear. | am

not asking now severity of how the patient started.
I am asking, rather than the response or not
response, which is what you average together, |ook

at the degree of response.

Was this small, average response that we
are seeing, in fact, everybody responded a little
bit, or a few people responded a |ot, and nost

people didn't respond at all?
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1 DR. McSORLEY: Sone of the anal yses we

2 have done, in the urgency study we have tried to

3 look at that. | mean | think you still are asking
4 a question of separating out who is responding the
5 most. | think you have to be a severe patient, you

6 woul d have a greater response than those who woul d

7 not. |If we could show slide N165
8 [Slide.]
9 This was an anal ysis that we worked on

10 with the Agency at identifying patients who had

11 urgency control on less than 30 percent of days at

12 basel i ne, and then identifying responders who had
13 been satisfactorily controlled on at |east 75

14 percent of days at nonths 1, 2, 3, and then overal
15 nont hs.

16 So, what this does is it attenpts to

17 identify those who woul d be naking the |arger

18 changes froman inprovenent rather than little

19 changes for people who are not that severe. This
20 was replicated pretty much in both of those urgency

21 st udi es.

22 If we could go to N166
23 [Slide.]
24 Further restriction. Again, having | ess

25 than or equal to 30 percent of days with control at
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baseline, to then having greater than 85 percent,

you see again there is a suggestion of a pretty
good difference in the proportion of patients who
actually noved quite far.

In addition, we did sone of these anal yses

at the request of the Agency to | ook at sonme of the

quality of life endpoints, again trying to identify
t hose who woul d show dramatic changes. |If | could
show slide L14

[Slide.]

We have a quality of life instrunent, the

IBS Quality of Life questionnaire was done in five
pl acebo-control | ed studies, and here, we |ooked at
some of the individual questions. This happens to
be four questions with respect to the soci al

activities score.

What we are showing here is the proportion
of patients who changed fromrating thensel ves as
"severe" at baseline to having none or mld
synptons at the end of 12 weeks. What this shows

is a pretty nice inprovement froma nore severe

state to a very nmuch inproved state.
If we can | ook at L15.
[Slide.]

These are activity function questions, and
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we see a sinilar thing.

L16.
[Slide.]
These are two energy questions. | don't

know i f that actually addresses your question

fully, but that is the extent at which we have

attenpted to identify those patients who would be
maki ng | arge i nprovenents.

DR. STROM This certainly begins to get
at it. | guess what | amtrying to get a sense,

and | think I am hearing the answer to be yes,

although if | amhearing you right, | am not

totally sure, that there is a subgroup of people
who are responding a lot. W have heard that in
the testinony. W have seen that in these data.

Can you differentiate for us those who

were responding a lot fromthe rest of the people
who don't respond as nuch, if that is true?

DR. McSORLEY: We haven't actually done
that other side of the equation. Wat we focused

on, again in anticipation of some of these

questions, was to try to identify those subsets of
pati ents who were severe, who may derive the nost
benefit.

The clinical trials programwas halted
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when the drug was withdrawn, so we coul dn't

prospectively identify these kinds of subgroups.
We had to retrospectively go back, and all of our
focus has been on the nmore severe patients, and we
haven't actually done the conplenmentary side

| ooking at the | ess severe other than to | ook at

the adequate relief endpoint with respect to those
pati ents who again have | ower stool consistency,
meaning firmer stools, less stools, |ess urgency.
Those patients we know do not derive as nuch

benefit, in fact, there are at higher odds for a

| ack of efficacious response.

DR STROM | will try one nore tine just
to be clear. It is anong people who start out
severe. | amnot asking about the people who start

out nmild. Anmong people who start out severe, there

is a subset of people who have a major response is
what you are saying.

| assume there is a conpl enentary subset
of people therefore who don't respond nuch.

Have you | ooked at retrospectively, not as

a prospective study, within your clinical trial
data, can you differentiate for us, of those people
who start out with severe di sease, those people who

are going to have a |l arge inprovenent versus those
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peopl e who are not going to respond at all, because

they are being m xed together in the efficacy data
we are seeing?

DR. WOLFE: Dr. Hoberman fromthe FDA
wants to say sonething about this, too.

DR HOBERMAN: When | originally reviewd

the Lotronex NDA, | noticed an interesting pattern
I think this will get to Dr. Strom s question

If you l ook at the distribution of
response, it turns out that it is highly binodal.

You respond to this drug or you don't respond to

this drug. |If you break it out by the nunber of
mont hs, consecutive nonths in which you respond,
there is a big spike in the begi nning where you
don't respond at all, and there is a big spike for

peopl e who respond for all three nonths.

In the mddle, there is random garbage.
So, that is one reason why it was clear to ne that
if you don't respond to this drug in the first
mont h, you are probably not going to respond. The

chances of responding for all three nonths, if you

do respond in the first nonth, it is about 85
percent .
Al so, getting to this question of yes, we

have heard these dramatic responses fromthe people
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who have cone to testify. That doesn't surprise

me. | think it is a small percentage. One of the
things | think you have in your packet that | did
do was | | ooked at a very tough threshold for
response, that a person had to start with at |east

70 percent of baseline urgency and had to fall to

sonme threshold for every single week of the 12
weeks.

So, those are the people | think we have
heard from That happens in the order of 10 to 20

percent of the tine, around 10 percent, so there

really is--it is an absolute 10 percent. | am not
tal king about a treatnent difference, but | think
that it may be fair to say that since this drug

works, that there is a small nunber of people who

are going to get dramatic effects fromit.

DR. STROM That is exactly the group | am

| ooking for. Can you conpare, did you do anal yses
that woul d conpare that 10 percent who woul d have
dramatic responses to the other 90 percent, so that

we can try to differentiate them because if this

drug can be steered to the people who are going to
dramatically benefit fromit, then, obviously, the
ri sk-benefit of the drug dramatically inproves?

DR HOBERVMAN: | amsorry to di sappoint
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you. | didn't get nmuch further than the Conpany

did. M sense is that is going to be hard to tease
out. | took this data fromthe two urgency trials

I am not sure the numbers are going to be there to

real |y nmake anything definitive, because | think

agree with the Conpany that there isn't a whole | ot

of data here to say that sonebody is going to
respond, and sonebody not respond, unless they have
fornmed stools or sonething |ike that when they take
the drug.

The last thing | might point out is--I

don't know whet her the Conpany pointed out--but the
basel i ne urgency of the so-called urgency trials,
3011 and 30031, actually was quite a bit higher
than the original trials.

What at least | found, | don't know about

the Conpany, was that the actual responder rate was
hi gher in the so-called urgency trials with the
nmore severe baseline urgency, both in the drug
group and the placebo group, and | wasn't expecting

t hat.

| don't know what to make of it, but there
is certainly an indication that nmore severe
patients in that general sense mght get alittle

nmore effect.
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DR, CARTER. Dr. Wlfe, may | make just

one coment? W have talked a | ot about the

t herapeuti c gai ns seen vis-a-vis individua
synmptons here, and there have been sone coments
about that this gain is possibly nodest in sone

instances. | think we all need to renenber that

IBS is a multi-dinmensional syndrone, and what
really matters to the patients is not necessarily
whet her any one or other synptomis inproving.

So, when we asked the patients, using our

gl obal inprovenent score to integrate the sum of

their synptons, we actually saw t herapeutic gains
in the order of 30-plus percent, and | woul d say
that that is not a nodest effect if we benchmark it
across the therapeutic gains of other drugs.

DR. WOLFE: | want to npbve the di scussion

al ong, however, this is very val uabl e because the
more we clarify here, the less tine it will be
necessary, then, to answer the questions |ater on

I want to nmake one conment about synptons

in general as opposed to structural lesions. This

has nothing to do with IBS, but | think the best
exanpl e here is when we tal k about reflux disease.
It is very easy to show healing of esophagitis, but

it is much nore difficult to show an inprovenent in
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pai n synpt ons.

So, when we tal k about pain, there is a
| ot of subjectivity involved, and an inprovenment is
an inprovement, and | think we have to keep that in
m nd.

DR. STROM One conmment there and then ny

other two questions. Wen you study pain, though,
you usual |y have a binbdal population. You usually
have responders and non-responders. In order to
maxi m ze the risk-benefit of the drug, we need to

i dentify those responders, so instead of being used

in the whol e population who are at risk, identify
the responders.

Let me nmove to the second question. What
is clear is we don't have any information on risk

factors for ischemic colitis. |In the population

that was treated with the drug, there are only 18
cases, you are not going to have enough power, it
is not a surprise.

How about risk factors for ischenic

colitis in general, because you woul d expect that

the people who are at higher risk for ischemc
colitis in the general population would al so be at
even higher risk of ischenic colitis when placed on

this drug. Those woul d be | ogical people to
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contraindi cate use in.

DR. BRANDT: There are many risk factors
that have been identified for colon ischenia
al though in the vast majority of cases, even in the
ol der people, the classic popul ation, you don't

find anything other than general atherosclerosis in

t he popul ati on.

Having said that, the nminority of people
are well accounted for by medi cations, of which
there are nore than 80 that have done this, anobng

whi ch are NSAI Ds and sumatriptan, and estrogens, et

cetera, coagulation disturbances probably the nost
common being factor V Leiden, parasitic disorders,
and a variety of other factors.

DR STROM Last question. W have heard

a lot about the definition, Dr. Traber talked

about, formal definitions of irritable bowel

syndrone as a difficult thing to initially define,
and a | ot has been devel oped out of this research.
Dr. Carter tal ked about formal definitions for the

out cones and the detail ed nedical record revi ew

needed to achieve that.
Dr. Wal ker's data has been referred to a
nunber of tines, suggesting a background rate of

serious conplications in people who had a di agnosis
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of irritable bowel syndrone.

Was that with or without access to nedica
records, were those clains diagnoses only or was
that with nedical records, and what |evel of
medi cal record review conparable to the clinica

trial review were you able to do?

DR WALKER: The conplications of
constipation that we reported was based on cl ai s
data that were structured to be simlar to those
used in the postnmarketing definition, so it was

obstruction ileus w thout surgery, inpaction, and

the like.

When we revi ewed the nedical records, and
we have done that for 80 or so cases, what we are
finding is that there is actually very good

confirmation of that, but the attribution to

constipation is infrequent, maybe 30 percent with
your constipation attributable.

DR. DAY: | have a nunber of questions for
Dr. Wheadon concerning the risk managenent pl an,

however, since so nany of the questions this

afternoon are going to be devoted to that, | wll
wait until the appropriate tine, but | will be
interested in particular in conprehension of the

mat eri al s prepared, the Medication Cuide, the
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1 | abel i ng, the physician-patient agreenent letter,

2 and so forth, and how they are going to assess
3 conprehensi on by all of the parties involved, the

4 patients, the physicians, and the pharmacists. So,

5 I will wait until then.
6 DR WOLFE: Dr. Gardner.
7 DR GARDNER: Dr. Strom has taken care of

8 two of ny three questions, so | will ask the third.
9 For Dr. Wal ker, when you | ooked at the
10 United Heal thcare databases, specifically, the

11 prescription database, out of which you gave us one

12 finding related to the characteristics of the

13 prescribers, did you get a feeling for the

14 continuation rate, the dispensing patterns there.
15 I amspecifically interested because we have heard

16 repeatedly that in the nonths on market,

17 approximately half a mllion prescriptions were

18 witten for approxi mately 275,000 people, and for
19 chroni ¢ medi cati on, we are now somewhere under two
20 scripts a person in a period of tine.

21 I wonder if the pattern or prn use is

22 evident in the prescription data at United
23 Heal thcare. Can we get any enlightennment about
24  this?

25 DR WALKER: There were about 2 1/2
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prescriptions per patient who received Lotronex

during the marketing tinme. The date of first
prescription, of course, extended right up unti
the end, so that there wasn't an opportunity for
everybody to even have a repeat prescription

DR GARDNER: Sorry, | guess | mean for

those that started right out, and | assunme it took
sonme time to get on the fornulary and all those
caveats relating to finding a market, were you able
to identify whether, in fact, there is a subgroup

of people who are actually using this product

chronically and filling every 30 days?

DR. WALKER No, | only have the 2 1/2
over the average.

DR. HOUN: FDA did sone anal ysis on use.

Dr. zili Li?

DR LI: Yes, we did some additiona
anal ysi s based on the HMO data. At this time, we
have not got final approval about source of data,
so | just let you know on the nature of the data.

Basically, we did analysis based on about 1 percent

of all the prescriptions in the United States, on
one HMO net wor K.
Anot her one is from HMO network, which I

wi Il say has 20,000 patients, wonen, used Lotronex
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1 during nine-nonth period. So, it roughly covered

2 10 percent of the patients who have used Lotronex

3 in the United States.

4 So, what we did, what we received from HVD
5 is all the detailed prescriptions, prescription for

6 each nmenbers during the nine-nonth period. Then,

7 we applied the lifetine table analysis to try to

8 estimate, for the patient when they started with

9 the drug, how long they remained in the treatnent.
10 The result, the bottomline we got is for

11 all the patients start fromday one with Lotronex,

12 by the day 30, about 60 percent of patients would
13 drop fromthe prescription, so they would not

14 continue their prescription, they would not

15 continue their treatnment anynore beyond 30 days.

16 Si xty percent dropped just on their own, whether

17 interaction with the physician, we don't know, for
18 what ever reason, but fromthe pharmacy data, they
19 do not renew this prescription beyond 30 days, 60
20 percent.

21 About 20 percent of patients, they used up

22 to three nonths, and roughly, about 10 percent used
23 the drug continuously if we just observe the
24 pattern of prescription, for six nonths, 10 percent

25 for six nonths.
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Since the drug only in the nine nonths on

the market, and the patient beginning very small,
so roughly by the nonth 7 or 8, we got down to 6 or
8 percent of popul ation remai ned on the treatnent
by the seven or eight nonths, so we are thinking

that is the data you wanted

DR METZ: You say 60 percent of the
peopl e stopped. That neant they didn't renew their
prescription.

DR LI: They do not renew it.

DR METZ: But that doesn't necessarily

mean they didn't like the drug, and they stopped it
because it didn't work, because this could just as
wel | mean that the person was using it prn, and

didn't get around to the next prescription because

they didn't need it anynore, they hadn't run out.

DR LI: | think you ask a very good
question. | could not answer to you at this point
why, the reason patient stopped the prescription
Maybe they think they are cured, but at the tine, |

just let you know intention, our analysis of tine

is we heard a |l ot of patients think they have great
benefit. W assune those people who denpbnstrate a
great benefit will be the patients who stay on the

drug for along tinme. So, that is our objective at
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that tinme, to try to identify those people, what

percent of people were likely to stay on the drug
for nmore than six nonths or |onger, who were |ikely
to benefit fromthis drug.

DR WOLFE: | think it is multifactorial.

Sonme didn't continue because it didn't work. W

know it doesn't work in everybody, and al so sone
take it prn, and sone people just stop taking
medi cati on. We know t hat.

DR LI: Thank you

DR. STROM But it is interesting, it is

the sane 10 percent figure we heard before of the
peopl e who get dramatic responses.

DR. CARTER: Can | just add one conment
here, and that is, that surrounding all of the

publicity in June, we started to see a fairly

dramatic drop in the prescription of al osetron, so
fromthe tine of the publicity around the adcomin
June until it was withdrawmn at the end of Novenber,
we basically have a bell-shaped curve with peak at

just before that tine.

So, | think that the actual tinme that we
have, of length of time of treatnent, it becones
very limted as tine goes by.

DR WOLFE: As | said, multifactorial
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DR. CAMPBELL: Perhaps |I could ask for two

clarifications on the risk nmanagenment program |
believe in the background material, in the

eval uati on of program effect, a conparator group
was identified to be used to conpare effect of the

programw th the actual users

In the presentation, | didn't hear, nor
did | see in the naterials, a conparator group
woul d be part of that evaluation. First, is that
group present or are there issues of privacy here

that | would like you to respond to?

DR. WHEADON: There was nention of a
conparator group in ternms of the study focusing on
occurrence of events of special interest where you
| ook at patients that were prescribed Lotronex.

You woul d al so | ook at patients with | BS who had

not been prescribed Lotronex.

Now, there will be some issues in terms of
trying to have exact simlarities in terns of that
cohort, but there will be an attenpt as best one

can to | ook at issues around the occurrence of the

events of special interest.
DR CAMPBELL: And do you believe you wll
be able to get the information fromthe IBS

patients who are not part of the risk managenent
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program they will not have signed--

DR. VWHEADON: Well, again, this is a
standard research paradigmin the United Heal thcare
dat abase with the ability to collect information in
an appropriate manner in respect to patient

privacy, but | will let Dr. Allen Wil ker add nore

speci fics around that.

DR WALKER  The matchi ng woul d be done in
terns of health care utilization patterns. The use
of clains data, which is clearly deeply encrypted

when we use it, would fit under expedited reviewin

the usual epidemologic application, so | don't
antici pate a probl em

DR. CAMPBELL: Second question. The
proposed rel abeling carries a statenment "not proven

effective in men." 1Is it your intent that that

woul d disqualify nmen fromparticipation in the risk
managenent program by the sponsor, or does it nean
that the prescribing physician could include the
physi cian, but do that by taking increased

liability?

DR WHEADON: Recall that the risk
management programis intended to assess the use of
the drug in the real world. So, as such, while the

indication clearly is earmarked for wonen with
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di arrhea-predom nant |BS that haven't responded to

conventional therapy, if an individual physician
chooses to prescribe the drug to a nale patient
with IBS, that would be a conmponent in | ooking at
pati ent denographics of those patients that

received the drug, that woul d be assessed under the

auspi ces of the risk managenent plan.

DR. CRAWORD: M questions also deal with

the proposed ri sk managenent plans if the product
were to be reintroduced. | have one for Dr.

Pi azza-Hepp and three for Dr. \Weadon or any

representative of the sponsor

For the FDA, several tines during the
presentation of the proposed aspects of different
prograns, you were tal king about pharnaci st

registration or pharnacy registration. | would

like to get it clarified which one is the intent
for our consideration for today's advice.

For the sponsor, | would like
clarifications, please, about patient supply. It

was clear that in the proposed risk managenent

pl an, you propose a 30-day supply for the first
month, and also it was clear that there would be a
new prescription required after that, but what is

to keep the prescriber, if anything, fromwiting
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for a 90-day supply or a 6-nonth supply? Are there

any proposed days supplies limtations?

The second question, | would like to hear
alittle bit nore about these stickers. |t appears
that the physician can nmake an attestation

statenent about know edge and experience, and if |

aminterpreting it correctly, at that point, any
wi I ling physician could get the stickers through an
800 nunber of the sales representatives.

Is that correct, and if so, what is the

pur pose of it?

DR WOLFE: We will discuss that question.

DR CRAWORD: We will discuss that
question? Thank you.
Lastly, just a few nore renmarks, please,

about explicitly, does the proposed risk nmanagenent

pl an have anything to do with hospitalized or
institutionalized patients? | did hear the
statenment that gastroenterologist in the hospita
could wite it without a sticker, but will the

proposed plan have explicit |anguage about the role

of the prescriber, the patient, and the pharnaci st
for institutionalized patients?
DR Pl AZZA-HEPP: | believe the first

question was addressed to ne, and that was, yes,
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1 were you sayi ng registered pharmaci sts, individua

2 phar maci sts, or pharnmaci es? Just based on the

3 plans that are in effect and do that, it is usually
4 the pharmacies, either a retail pharnmacy or sone

5 pl ans actually use a central pharnacy that is

6 registered, and it is limted to that centra

7 pharmacy, al so sone institutions, the pharnacies
8 are regi stered, and they get training and

9 education. Individual pharnacists, that has not
10 happened to ny know edge.

11 DR. WHEADON: To answer the two that | am

12 all owed to answer right now, focusing initially on
13 the i ssue of subsequent prescriptions beyond the
14 first 30-day initiation period, the intent is that
15 the desire would be for, as | indicated, active

16 physician foll owup. However, after the first 30

17 days, we are not nmandating, in ternms of the risk
18 managenent plan, specifically, that prescription
19 can be limted only to 30 days after the initial
20 treatnment period.

21 However, the way we are proposing for the

22 drug to be packaged, in terns of unit of dose sort
23 of packagi ng, the easiest way of dispensing the
24 drug and the easiest way for the patient to receive

25 the drug, would be in a 30-day franmework, but there
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is nothing that would prevent a physician from

deciding to prescribe for |onger than 30 days after
that initiation period.

In terms of hospitalized patients, the
ri sk managenent plan does not specifically address

patients that are hospitalized beyond the standard

requirenents of the appropriate patients, the
agreenent form which would be extant, as well, for
hospitalized patients, but we haven't addressed
specifically how a hospital pharmacy beyond a

physi cian indicating appropriately that the right

pati ent was being prescribed the drug, woul d adhere
to the risk managenent plan. W were focusing nore
on out patient use.

DR COHEN: A quick question regarding

al so the risk nmanagenent plan. There is a grow ng

trend to use conputerized prescribing and recently
with that Accutane Smart program we |earned that
the mlitary, the Departnent of Veterans Affairs,
and sone other sites, as well, use a systemfor

conmput eri zed prescribing that actually conmuni cates

directly with the pharnacy systens.
So, is thought being given to use that as
an alternative to the sticker progran? | am not

sure whet her that has been di scussed or not.
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The second thing is with regards to the

phar macy- based postmarketing study that was being
done with Eckerd and the Sl one Epi deniology Unit,
was there a thought given to expanding it beyond
that one pharmacy chain? Was there thought, for

exanpl e, involving independent pharmaci sts and

survey process of some type?
DR. VWHEADON: Starting with the first
question, we had not intended to include the

conput er-generated prescription for the all owance

of dispensing of the drug. The intent was, at |east

inthe initiation of the program was to do the

paper - dependent process with the sticker applied to

the prescription. You mght want to di scuss that
further when we go into dealing with the questions.

The second question concerning the Slone

Epi demi ol ogy Unit and the participation of Eckerd's

retail pharmacies, ny understanding is--and Dr.
Loui k, who is here fromthe Slone Unit, can add
beyond this--but we wanted to start with a

free-standing chain and sort of, if you will, test

the process of the evaluation of the programwth
Eckerd, and this procedure is already set up with

Eckerd, however, | don't know that there is any

reason it can't be expanded beyond the Eckerd chain
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i f nunbers indicate we need to do that.

Dr. Louik, would you like to respond
beyond that?

DR. LOUIK: Yes, | would just like to add
one comrent with regard to the independent

pharmacists. | think it is inportant to enphasize

that this is a pharnacy chain and a centrali zed

dat abase that will be defining the patient

popul ation, and it doesn't depend on any action on
the part of an individual pharmacist. | think that

is an advantage of the program as well as the fact

that we will have information on both respondents
and non-respondents to the program because of the
way of identifying Lotronex prescriptions rather
than using a pharnaci st.

MR LEVIN: In your briefing material, you

i ndi cate that you have "no plans" for drug sanpling
or direct consumer advertising, and | was wondering
whet her you consi der that part of a risk managenent
program that is, you were sort of saying you are

not going to do that, and what are your plans as

regards IBS infonercial kind of adverti sing,
non- brand specific, but trying to sort of raise
awar eness of the di sease?

DR WHEADON: | think as | think Dr. Houn
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and Dr. Piazza-Hepp both referred to, the issues of

restricted access under Subpart H, as defined in
the Code of Federal Regul ations, and as such, such
di rect-to-consumer advertising woul d be not
allowed, if | recall the restrictions of Subpart H,

under those restrictions.

DR HOUN: Subpart H just requires
pre-approval, and it does not disallow DTC. |
thi nk, though, that at this time, nobody is
proposi ng DTC.

DR. VWHEADON:. Absolutely. The Conpany is

not proposing DIC. In terns of infonercials, if
your indication or your question is concerning
provi sions of information around |IBS, as we have
i ndicated, there would be a web site that woul d

provide information on irritable bowel syndrone,

that woul d provide information on the appropriate
use of Lotronex for physicians, but obviously, in
terns of how web sites are maintained, there could
potentially be patient access to that, as well.

The intention really is to provide the information

concerni ng safe use of the product as contained in
the Medication GQuide and in the nodified proposed
| abel i ng.

DR KRIST: | will ask a pretty quick
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guestion here, and | apol ogi ze for stepping back,

but it is dealing with the postmarketing data. One
of the first things we are going to be talking
about is are there certain patients that m ght have
a greater benefit-to-risk ratio.

One of the things we have been talking

about was limting this to nore severely affected
patients, and that in the randoni zed, controlled
trials, there are not necessarily any subgroups
wi t h higher risks.

One of the things that | aminterested in

is that often when nedications are extended to the
real world setting, the nore severely affected
patients mght be at a higher risk because they

m ght be nore likely to have other conorbidities,

and they might be on other additional nedications,

or since IBSis nore of a diagnosis of exclusion,
there might be the risk of a nore severely or a
patient with nmore severe synptons havi ng sone ot her
under | yi ng pat hol ogy.

So, what | aminterested inis in the

postmarketing data, is there anything to suggest
that there were nore conplications in patients who
had nore severe synptons.

DR CARTER. COhviously, again, we have to
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qual i fy the postmarketing data as being inconpl ete

very often and devoid of information at other
times, so it is difficult to draw firm concl usi ons,
but we certainly saw, in |ooking at individua
cases, that patients that, indeed, had

conorbidities or were on ot her nedications that

m ght inpact, for instance, colon notility, were at
hi gher risk of devel oping conplications. | nean
this is a qualitative analysis here, not a
quantitative anal ysis.

DR WOLFE: Ms. Mackey.

MS. MACKEY: Yes, we had no information to

suggest that based on postnarketing reports.
DR, GOLDSTEIN. | would like to cone at
this froma different direction. Earlier today, we

heard the FDA state, soneone, and | quote, "There

is areal possibility of m sdiagnosis of |IBS when
it was really IBD."

We know that there are 15 million
sufferers of IBS, many of themwho reside in rura

areas, and at the conclusion of his sunmary, Dr.

Raczkowski said, "W nust avoid adverse events by
enhanci ng chances of a correct diagnosis,"” all of
which | eads me to ask the sponsor whether, in fact,

they have any plans for naterials to nake the
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di stinction between IBS and | BD, and/or to

recomend any di agnostic procedures that woul d
excl ude one.

In concluding, | would point out M.
Norton's rather eloquent plea for the inportance of

an accurate di agnosi s.

DR WOLFE: W are going to actually
discuss this indirectly, because this deals with
one of the questions regardi ng who shoul d be the
princi pal persons involved with prescribing this

drug, and should it be limted. That is going to

be the question discussed because anong
gastroenterol ogi sts, we don't generally confuse |IBS
wi th | BD.

DR SULLIVAN. | hav