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9 announcement is the issue of conflict with regard to this 

15 )rug Evaluation and Research present no potential for a 

16 :onflict of interest at this meeting, with the following 

17 exceptions. In accordance with 18 USC 208(b), full waivers 

18 ave been granted to Dr. Michael Wolfe and Dr. George Ferry. 

19 

20 

21 

22 

lopies of these waiver statements may be obtained by 

ubmitting a written request to FDA's Freedom of Information 

lffice, located in room 12-A30 of the Parklawn Building. 

In the event that the discussions involve any 

23 ther products or firms not already on the agenda for which 

24 n FDA participant has a financial interest, the 

25 -- 

MR. PEREZ: Good morning. The following 

neeting, and is made a part of the record to preclude even 

:he appearance of such at this meeting. 

Based on the submitted agenda and information 

)rovided by the participants, the agency has determined that 

111 reported interests in firms regulated by the Center for 

articipants are aware of the need to exclude themselves 
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Boehringer Ingleheim. 

With respect to all other participants, we ask in 

the interest of fairness that they address any current or 

previous financial involvement with any firm whose product 

they may wish to comment upon. 

We have an additional statement to make. 

Representatives of Glaxo Wellcome have asked us to bring to 

four attention that their briefing document was 

inadvertently printed and stamped "confidential." They wish 

:o make it clear that it is a public document and completely 

releasable but, to fulfill the letter of the law, they have 

wrought with them an additional set, which is the green set 

-hat is at the table. So that replaces the blue briefing 

locument. The green replaces the blue, of similar width, 

just because it has "confidential" which is a very important 

Legal consideration. Okay? Thank you. 

DR. HANAUER: I was a bit remiss yesterday in not 
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10 DR. LAINE: Loren Laine, Gastroenterology, USC Los 

11 

12 

13 

14 

15 

16 

17 

Washington. 

MR. HAMMES: Richard Hammes, pharmacist, 

University of Wisconsin, consumers' representative. 

18 I am Dick Blum -- and hold on, I am an 

19 

20 

DR. BLUM: 

internist; I am Med 

also am Chairman of 

.ical Director of United Cerebral Palsy; I 

Pharmacy and Therapeutics at San Francis 

21 Hospital in Rosslyn, New York. I am a practicing internist 

22 

23 

and clinical pharmacologist. As the Vice Chairman of the 

New York State Drug Utilization Review Board, I teach 

clinical pharmacy at two schools of nursing and a school of 24 

25 . .._.r 

Team Leader of the HFD-118 Division. 

Angeles. 

DR. FERRY: I am George Ferry, pediatric 

gastroenterologist at Baylor College of Medicine in Houston. 

DR. SURAWICZ: Christina Surawicz, University of 

pharmacy. 
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.I_*' 25 DR. POWE: I am Neil Powe. I am Professor of 

ITniversity, 

DR. KRAMER: I am Barry Kramer, from the Office of 

dedical Applications of Research at the National Institutes 

>f Health. 

DR. HAVLIK: My name is Dick Havlik, and I am a 

>hysician epidemiologist with the National Institute on 

iging. 

DR. AVORN: I am Jerry Avorn, and I am Chief of 

:he Division of Pharmacoepidemiology and Pharmacoeconomics 

rt Brigham and Women's Hospital in Boston and Harvard Med. 

;chool. 

MR. LEVIN: Arthur Levin, Director of the Center 

ior Medical Consumers and Co-Chair of the FDA Consumer 

lonsortium. 

DR. WELTON: I am Mark Welton. I am a colorectal 

surgeon at University of California San Francisco. 
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Medicine and Epidemiology at Johns Hopkins University. 

DR. SIEGEL: Joanne Siegel. I am a consultant. 

Medical School. 

DR. HANAUER: Thank you, and welcome, everybody. 

Dr. Houn, you have some opening statements, I believe. 

Opening Comments 

DR. HOTJN: Good morning. I am very appreciative 

of our committee members and the members of the public for 

3eing here to help the Food and Drug Administration and 

Glaxo Wellcome in an important public health matter. I am 

also appreciative of Glaxo Wellcome for stepping forward and 

vorking with all of us to improve the risk management of 

lotronex, a drug used for symptomatic relief of irritable 

2owel syndrome in women whose IBS is diarrhea predominant. 

We have assembled quite a gathering here of 

intellect, wisdom and dedication to patient care and public 

wealth to help FDA embark on a new course in ensuring that 

:he drugs that are marketed are safe and effective. Drugs 

jlay such a crucial role in health and FDA's statutory 

mission is to approve medical products for marketing that 
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We have measured this effect and determined if adverse 

events or safety issues are present. We weigh the benefits 

as described by the drug's effect with the risks as 

described in the adverse event profile. Those drugs in 

which benefits appear to outweigh risk are approved, and 

known risks are labeled. 

The labeling was seen as an end and not as a 

beginning of risk management. However, recently we have 

gotten many indications that labeling is not enough as an 

end-all tool and that we need more risk management planning. 

Physicians complain the labeling is too long. It is too 

complicated. It is not helpful. It is not being read. It 

is not being followed. We are realizing that labeling is 

important and it is the basis for all claims for advertising 

and truthful statements about the product, but maybe it is 

not enough for some drugs. 

Thus, FDA has come to realize that safe and 

MILLER REPORTING COMPANY, INC. 
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effective use of drugs does not mean safe and effective 
.~. ._. .- . ,. I, .., 

,. .I... I... ^._ _, ,.. 5 ,. 
This problem-is a 'complex problem..that is not 

solved by government, not solved by FDA alone, and not 

solved for just one drug. Recent reports on medication 

zrors, as documented in the Institute of Medicine's report, 

'To Err is Human," points to a public health crisis of 

nortality, morbidity and confidence. To solve some of the 

)roblems, we need to create a new culture about safe drug 

me. We need your help and your best advice. 

We have a responsibility, along with you experts, 

advocates and manufacturers, to cultivate this new culture 

Jhere risk management, risk intervention and evaluation is 

in iterative, evolving, dynamic process to promote public 

wealth. We are here today to initiate a public discussion 

In some very difficult issues. Some of these issues will 

lot have one answer. For example, when we talk about 

adverse events, what is an acceptable society cost, business 

zest or individual health risk cost of a drug? 

In some answers to questions about safe and 
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appropriate use of drugs you may not want the government 

involved in such activities as evaluating compliance of 
_ _",, ,-).,, -3,- ,_ y. .',1 ;~ ,,._ ,. '.Z~.,.i.., -."-,s.'.,.“--- ... " i. pIhysicigns ,?' patients' t& ybgyigg;'. +j& :‘& -f~+&:--- _ 

,_ _ i.: .- .., 
Fb.L'.is 

-, . : / , .,." 

lrug , Lotronex, and its treatment effect in the disease it 

is for, meaning its benefit; and this drug's specific risk 

Irofile, its known side effects, potentially attributed 

>nes, and yet to be seen adverse events but predictable as 

:he drug is used in a wider population in the U.S. 

Some of you are thinking why are we talking abut 

:his drug now? There are no deaths; there is only a handful 

)f unfortunate events. Isn't the government jumping the 

pm? Why is FDA doing this so soon after approval, back in 

'ebruary of this year, when there is just a small number of 

vents? 

Well, we think it is in everyone's interest to try 

o assess the risk, to develop a risk management program, 

nd to evaluate risk interventions to work for success now. 

hile we are going to be talking about the specific drug and 

ts benefits, we welcome you to propagate the ideas and 

oncepts we learn today from your areas of work, advocacy, 
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expertise in politics, drug development, patient care. All 

drugs have risk and benefits. We need to work together to 

We are going to begin the presentations today with 

the sponsor's, Glaxo Wellcome, presentation, followed by 

committee discussion and then the FDA presentation before 

lunch. After lunch, assuming we are keeping on schedule, we 

vould like to hear briefly from the public and then 

deliberate. We anticipate that we will be finished by 3:30 

today. So, we would like to keep things moving and keep 

redundancy to a minimum. That is my charge to the committee 

nembers and the audience. 

So with that, I would like to invite Richard Kent, 

from Glaxo Wellcome, to initiate their discussions. 

Glaxo Wellcome Presentation 

Introduction 

DR. KENT: Dr. Hanauer, Committee members, good 

lorning. 

[Slide] 

My name is Dr. Richard Kent. I am the Chief 

Iedical Officer for Glaxo Welcome. 
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[Slide] 

As you are .aware, Lotronax is a new treatment 
," -.. .-. __ ,_I .: .~'. '_ -' '~ (_ ,- 

;_. ,. 
therapies. / The agency approved our marketing application on 

February 9, 2000, following a unanimous recommendation for 

approval at the November 16, 1999 meeting of this committee. 

The availability of Lotronex marked the first approval in 

decades of a new treatment for IBS. 

[Slide] 

We are here today at the request of FDA, who have 

2s'ked us to present to you an overview of our risk 

nanagement plan for Lotronex. We have also been asked to 

lrovide an update of the information regarding the benefits 

lnd risks of Lotronex as background for today's discussion. 

[Slide] 

What we intend for you to understand from our 

lresentation is that Glaxo Wellcome is addressing issues 

related to risk management for Lotronex in a contemporary 

Lnd comprehensive manner, focusing our effort on three 

)rimary components. The first is essential information for 

:afe and effective use of the product. This is, of course, 
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labeling to health&are $ractitioner&"and to patients. 
,' 

The third component is a reflection of responsible 

stewardship on the part of a drug sponsor, that is, to take 

neasures to determine if the message has been effectively 

and accurately received. 

[Slide] 

Our presentation today will address two 

Fundamental issues: Has the benefit-risk profile for 

iotronex changed and, if so, what are the specific data to 

indicate how this change is manifested? If there has been a 

:hange in benefit-risk, what action is appropriate? 

In your briefing document from FDA, the agency 

)oints out that IBS is not a life-threatening condition. 

'DA states that Lotronex offers palliative, not curative, 

treatment. Further, FDA states that the benefits 

attributable to Lotronex occur in only a relatively small 

Tercentage of patients treated. 

We believe women suffer with IBS and that this 
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for the Study of Digestive Health Care Quality and Outcomes, 

will provide an overview of the burden of disease. One of 

the primary frustrations of patients who suffer from 

irritable bowel syndrome is that, because of a lack of 

objective evidence of an organic source of their pain and 

discomfort, healthcare practitioners are often skeptical and 

at times trivialize the impact IBS has on their lives. Dr. 

Gralnek's overview is intended to appropriately frame the 

need for effective treatment options for IBS. 

18 [Slide] 

19 

20 

21 

22 

With regard to the safety profile, there are three 

najor areas of focus that are identified by FDA in their 

xiefing materials to you. Drs. Hanauer, Ferry and Laine 

Jill recall from the November 16th advisory committee 

leeting that these are the same areas of attention discussed 

turing the deliberations regarding approval of the product. 

The first issue is that of hepatic abnormalities. 

. 23' 

24 

25 -,\ ..-"' 

15 

suffering is impactful in a woman's life and is, therefore, 

deserving of treatment. We have fundamental disagreements 

with FDA on their Dercent 

represents to patients' lives, as well as t , .,.., .' ,'. ..,'ii 

patients' lives, Dr. Ian Gralnek, Director of UCLA Center 
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16 

Wse will present to you the data from which we conclude that 

- 

since approval. The FDA and Glaxo Wellcome have carefully 

evaluated the reports from clinical trials and from our 

spontaneous reporting system and both conclude that the 

relative frequency and severity of these events are 

comparable to the time of approval. 

The third area of interest is related to rare 

reports of serious sequelae of constipation that have not 

leen observed previously. During his presentation, Dr. 

4angel will describe these cases to you in some detail. We 

relieve that this issue should be the most critical focus to 

32sure safe use of Lotronex. 

[Slide] 

In response to FDA's new initiative, Glaxo 

qellcome is interested in participating in substantive 

dialogue regarding risk management. Today, as part of what 

'DA has described as a broad risk management concept 

liscussion, we will share our plans for Lotronex. Many of 

MILLER REPORTING COMPANY, INC. 
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overview of the risk management plan. Mr. 

1 description of the communications plan. 



19 

1 illness, as we have heard this, and focus on the benefits of 

: 2" Lotronex on that burden, rather than give us a general 
II ‘. _I ., _I’ . ,..... ‘.” ~_ 

3 II review of IBS which we have lheard before 'yesterday'and by 
..- 1 -. 

4 lithe public yesterday -- or be brief. 

II 
9 Dr. Hanauer, Committee members, ladies and 

10 gentlemen, good morning. My name is Ian Gralnek, and I am 

11 an academic gastroenterologist at UCLA. 

12 [Slide] 

13 1 I am going to give you a brief overview of IBS. 

14 It will be brief. IBS is a symptom-based diagnosis with 

15 multi-symptom complaints consisting primarily of lower 

16 abdominal pain and discomfort, as well as altered bowel 

17 function which consists of sense of urgency, altered stool 

18 consistency ranging from diarrhea to very hard-formed 

19 stools, altered stool frequency, as well as a sense of 

20 incomplete evacuation. Patients will often complain also of 

21 abdominal bloating. These complaints are not explained by 

22 any identifiable type of radiographic or endoscopic findings 

23 or biochemical abnormalities. 

[Slide] 

Population-based studies have shown that the point 
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success of treatment options in addressing, however, the 

multiple symptoms in IBS has been limited until recently. 

[Slide] 

Let's talk about the prevalence of IBS diagnosis 

in practice. This is a disease which is not just seen by 

myself as a gastroenterologist, these patients are seen in a 

primary care setting. Upwards of 12 percent of individuals 

seen in primary care have a discharge diagnosis, either 

primary or secondary, consistent with IBS. In GI practice, 

approximately a third of the patients that I see or a 

gastroenterologist sees have a diagnosis of IBS or symptoms 

consistent with IBS. 

[Slide] 

When you are going to define the burden of a 

disease or burden of illness, it can often be divided into 
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18 

;u.f ferers, and this was adjusted for age, gender and race 

letween these two groups. When they extrapolated these 

findings to the overall U.S. population based on an 18 

)ercent prevalence rate of IBS within Olmstead County, this 

resulted in upwards of eight million dollars in direct 

medical costs to take care of IBS patients. 

19 In a different study, by Drossman, the U.S. 

20 

21 

22 

23 

[ouseholders Survey, they found that IBS patients had more 

lhysician visits and used more resources, healthcare 

'esources. This was not just for their GI complaints but 

'as actually also to see non-G1 physicians for non-G1 

omplaints. 24 

'.__ ., .' 25 

21 

three main areas, looking at the direct medical costs .._ ,.,,. ,._ j__. .._;..-- .,. ,j... . . 

associated with the disease, or indirect costs which can 

evaluated as _, ._ ~, ,. product: - : 2,' 

the Mayo Clinic published a paper that evaluated the'direct 

nedical costs associated with IBS. This was done in 

llmstead County. What they found is that in their group of 

[ES sufferers they incurred 74 percent in more direct 

lealthcare costs than a comparable group of non-IBS 

[Slide] 
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12 role limitations, bodily pain, general health perceptions, 

13 

14 

15 When they compared their IBS cohort to U.S. 

16 normative population data on the SF-36, they found that 

17 across all eight scales the IBS patients reported 

18 significantly worse health-related quality of life. 

19 [Slide] 

20 These investigators went on and compared their IBS 

21 cohort to historical data on type II diabetics as well as 

22 patients with clinical depression. These data on these two 

23 cohorts came from the medical outcome study. The medical 

24 outcome study was a four-year observational study of the 

25 ,-.__ j .- processes and the outcomes of care in different practice 

23 

quality of life. The SF-36 captures 8 different domains. 

It evaluates an individual's physical functioning, physical 

vitality, individual social functioning, emotional role 

limitations and mental health. 
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settings in this country, looking at different chronic 
I 

conditions which included diabetes as well as depression. 

What they found is that when you compare the IBS patients to 

. 9 of diabetics in the medical outcome study had some type of a 

10 complication from their diabetes, whether it be retinopathy, 

11 ne,uropathy or nephropathy. 

12 [Slide] 

. 

13 When you compare this IBS cohort to the clinically 

14 depressed patients, they were similar across 6/8 scales. 

15 However, the IBS patients has significantly better mental 

16 health functioning according to the SF-36 self-reported 

17 scores. 

18 [Slide] 

19 Whitehead also compared to medical study outcome 

20 data. They had a separate IBS cohort which they compared. 

21 
II 

One of the tracer conditions in the medical outcome study 

22 was congestive heart failure. The IBS patients on physical 

23 functioning had significantly better health-related quality 

24 of life. However, on the remaining scales these two disease 

25 states were comparable. 
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[slide] 

Wow, we just finished a study which will be .I .". ,; .; 1;. / , - _ '.', ..:-.:.."::;.thi; 'falll ..:I . -. y,_ ,, i, . . j, 
,ublished i;;l;~-~~~~~enterolo & “F& “.6.f th"&-. 

I j_ . ._ .j_ 
,, 

.._. 1_ L.. ;wc :,,., *. v$.Lw. d, I", ._ .h.. I. , ., ,_ _) ;_ .,,.; ".,). ,,.. \. .i , 1 _ 
. ',"... i.. ,- .,.._ . . _, ,."~ ., ; .,.I. ,,_: : ,. ,. ,.. --: : ) ..;, .' 

study was to compare the impact of IBS on patients' healEh- 

_. " .I,,j .( ._L ., 
CBS patients who were seen at UCLA. These patients met Rome 

zriteria or Manning criteria for IBS. 

[Slide] 

We compared their SF-36 data to the general 

population and with a group of moderate to severe patients 

sith gastroesophageal reflux disease, patients with 

dialysis-dependent end-stage renal disease, and again that 

same group of historical patients from the medical outcome 

study. We adjusted for age and gender, and we adjusted for 

multiple comparisons between groups. 

[Slide] 

The data looks very similar. When we compared 

qain to this cohort of the U.S. population, the normative 

data of the SF-36, our IBS patients, our cohort, scored 

significantly worse on all eight scales of the SF-36. 

[Slide] 

As compared to the moderately to the severely 

affected GERD population, scores were almost identical on 
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hysical functioning between these two, groups, however, on 

-imitations, bodily pain, their vitality, their social 

knctioning, their emotional role limitations and their 

self-reported mental health, and they actually reported 

comparable general health perceptions to those of the 

diabetes group. 

When comparing the IBS group to the end-stage 

renal disease patients, the IBS group had worse mental 

health and had comparable self-reported bodily pain, 

vitality, social functioning and emotional role limitations 

3s those of the dialysis-dependent end-stage renal disease 

patients. 

Lastly, when we compared to the depression group, 

the IBS patients had worse bodily pain, yet reported 

significantly better vitality, emotional role limitations 

and mental health. 

[Slide] 

These are physical component summary scores from 

our study. This is a way of boiling down the eight scale 
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scores of the SF-36 into a physical component summary score 

i:nd a mental component 'summary score. Again, what we show 
_. :' .,. : /,<._ .- -. .",~,.;.~,~~~~,,;.:- "c:, ,:*, 'c-:.r,-" >.~" 

lere is that the IBS cohort.,scored significantly worse on 
; 

_. . I. I . . . . .../.. ,~ -...-. ,,.,.. ~, 

::heir physical component summary score as compared to the .‘_ i ., ., .1 xI i .L' :i c&;-a,. ; ./_, :..'~b.*. -: cil( :. ,. 

. . ._..,..-- .) . .,i., ,., :" (.,, , tj 

study, and were significantly better than the renal Idisease. 

[Slide] 

On the mental component scores the IBS patients 

scored significantly worse as compared to these comparison 

diseases in the U.S. normative population data. It was 

significantly better in terms of mental component summary 

scores as to the clinically depressed group. 

[Slide] 

Let me summarize. There is significant disease 

burden in IBS. I can tell you from the patients that I see 

that this is not a trivial disease to them when they are 

being affected and they are coming to see you. It can lead 

to increased direct medical costs. It can lead to increased 

absenteeism from work or school, which are indirect costs 

that are difficult to measure. Lastly, there are several 

studies now in the literature, and ours will be coming out 

this fall, which show that there is a significant impact on 

an individual's health-related quality of life due to their 
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8 Safety and Efficacy 

9 DR. MANGEL: I see, Dr. Hanauer, that we will have 

. 10 

11 

12 

13 Ladies and gentlemen, good morning. I will discuss the 

14 . 

15 

safety and efficacy of alosetron, both around the time of 

approval and give you an update. 

16 [Slide] 

17 Alosetron is a potent and selective 5HT3 receptor 

18 antagonist. 5HT3 receptors have been shown to participate 

19 in both motor and sensory processes within the gut, thus 

20 

21 

22 
. 

23 

24 

25 

28 

Lnderlying irritable bowel syndrome. 

Thank you all very much. I will now turn the 

Iodium over to Dr, AlIen Mangel. - , '. , 5-3 ,_ ,, '_ :‘ ., _- x ,--~~..:'L‘.,-~iiP. ..:.A .,,,. '",' ~. : I _ ,. '- : 1. 
DR. HANAUER: Thank you, and Allen, we look 

.L . 

. . 

211 interesting question session afterwards. 

[Slide] 

Dr. Hanauer, members of the advisory committee, 

constituting a rational basis for the proven efficacy of 

alosetron. 

[Slide] 

At the time of approval we had conducted two 

pivotal phase III studies. Each of these enrolled over 600 

patients and they were conducted exclusively within the 
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Jnited States. Only female patients were enrolled into the 

study based upon the results of our phase II program, and 
-.I->, ,$ ,. : fi',,*,, 1 rrysy ,, I. , ". "-" - I " '. I r~~!~.'..r~-'.-,;I;I:i:::jl ;:-p, .,‘ : 1 n.z.3 

)oth.'diarrhea-predominant~ I%S"' patie-nts. as 'tie11 .as- those .wi.th- :. ,-.. ~ :... .,, ,.l . . .'. .\, ".,S .‘_ . . . . r. .'L,,. .",.I .--< _.;., 
111 alIt.ern,at,ing 'bowel pa'ttern 'were en'rolled. 'Patients were . * i, . . . *, ,".. ,,,_.. .L,* _ ,. .i_ ,. ).. .^ ,. . . ;/ ,-I .,-: x ‘. ,.~_ 1_ _, .**., ._...:. \.~ 

treatment phase, there was a 4-week follow-up period with no 

treatment. 

[Slide] 

The primary endpoint in our phase III program was 

adequate relief of IBS pain and discomfort. The primary 

instrument or measure for the adequate relief endpoint was 

:he following question: "In the past seven days have you 

Tad adequate relief of your irritable bowel syndrome pain 

and discomfort?" To this question, patients would answer 

either a rtyeslV or a IIno." 

[Slide] 

Shown on this slide are the results from the two 

pivotal phase III studies. The 3001 study is shown on your 

left, the 3002 study on your right. On the Y axes you see 

the percent of individuals answering the adequate relief 

question as a "yes" and on the X axes are the individual 

weeks of the study. 

As you can see, in the 3001 study significant 
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improvement occurred with alosetron, as represented by the 

yellow line, by the end of the fourth week of treatment. 

Significant improvement persisted throughout the remainder 

of the treatment phase. When you stopped treatment with 

, 

this study. Significant improvement was noted by the end of 

the first week of treatment. Significant improvement 

persisted throughout the remained of the treatment phase. 

When you stopped treatment symptoms returned. 

We view these data as showing strong independent 

replication, as well as a high degree of efficacy within 

this patient population. 

[Slide] 

As was mentioned by Dr. Gralnek, IBS is a 

multidimensional disorder and alosetron produces 

multidimensional improvement. Shown on this slide are the 

effects of alosetron on urgency. As we know, urgency is the 

unpleasant sensation that individuals need to rush to the 

bathroom. Thus, a reduction in days with urgency is of 

therapeutic benefit. In each of the studies significant 

improvement in urgency occurred by the end of the first week 

of treatment. Benefit was noted throughout the treatment 

phase. When alosetron was stopped symptoms resumed. 
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[Slide] 

When we evaluated effects of alosetron on stool 

irequency, a very similar pattern was also noted with.,, 

significant improvement after.the, first week of treatment; "/ ._ ".. L , .L? A,.,-r.i :.%* ;L.- .' . :. 

~,as a virtually identical pattern. These results, of 

z3urse, are presented for the diarrhea-predominant 

population, which is the labeled population for Lotronex. 

[Slide] 

I would now like to update you on the efficacy of 

alosetron post-approval. 

[Slide] 

We have conducted two large international 

comparative studies. Each of these studies had over 600 

Eemale patients enrolled. The study design was virtually 

identical to that of the placebo-controlled study. 

Uosetron was compared to mebeverine and trimebutine, the 

c.wo most commonly used agents, for the treatment of 

irritable bowel syndrome, in Europe. 

[Slide] 

Weekly adequate relief or the adequate relief 

endpoint once again was the key endpoint in this study. As 
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8 either alosetron or placebo. In this study a global 

9 improvement endpoint was evaluated. 

10 . 

11 The specific global improvement instrument or 

12 question was the following: "Compared to the way you 

13 

14 

15 

16 

17 

substantially improved. A global improvement responder was 

prospectively defined as individuals who had either reported 

18 moderate improvement or substantial improvement. 

19 [Slide] 

20 Evaluation of the results of this study show both 

21 significant and substantial efficacy with alosetron as 

22 
. 

23 

24 benefit is on the order of 30-35 percent. 

25 -,._.,_ .~ [Slide] 

32 

pu can see, looking at the weekly adequate relief graphs -- 

;his is mebeverine and this is trimebutine -- alosetron is 

superior to eitherof the comparator agents. -1 ., _ " - 
r--,*_I 7 

[Slide] 

usually felt during the 3 months before you entered the 

study, are your IBS symptoms over the past 4 weeks" -- and 

patients could answer between substantially worse or 

compared to placebo. At each monthly interval, significant 

benefit is noted over placebo. The magnitude of this 

MILLER REPORTING COMPANY, INC. 
735 8th Street, S.E. 

Washington, D.C. 20003 
(202) 546-6666 



sgg 

4 

9 

10 

11 

12 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

33 

Our overall efficacy conclusions are that, as 

noted bv Dr. Gralnek, IBS is a multidimensional'disease. 'In 

approval and where we are now. As out1ine.d by Dr. P Lent, 

there will be three areas of discussion in particular today, 

constipation, ischemic colitis and hepatic function. 

[Slide] 

In anticipation of today's meeting, Glaxo Wellcome 

a:nd the FDA has had numerous teleconferences as well as 

face-to-face meetings as the intent was to have the primary 

focus of the meeting be on the risk management plan. We 

agree that there has been no change in the frequency and/or 

severity of ischemic colitis since the time of approval of 

alosetron. Glaxo Wellcome and the FDA reconciled the number 

of cases of ischemic colitis as well as serious cases of 

constipation. 

At the November 16th, 1999 advisory committee 

meeting, Glaxo Wellcome presented alternative etiologies for 

some of the cases of ischemic colitis. Once again, because 

the FDA requested that the focus of today's meeting be on 

risk management rather than a review of pathology, at the 
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course of the phase III program 9 percent of patients 

r'eported 4 consecutive days without a bowel movement. Very 

importantly, during this 4-day interruption 88 percent of 

zhe patients undergoing the interruption resumed bowel 

novements in the window, and remained in the study and, of 

course, resumed on treatment. 

[Slide] 

At the time of approval, there were no serious 
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adverse events related to constipation reported. As of the 

June 1 cut-off date, there were 2 events reported in the 

clinical development program and 4 events in the spontaneous 

cases, and a more detailed narrative is presented in your 

briefing document. Starting with the two cases which have 

developed in the clinical development program subsequent to 

the time of approval, the first individual is a 54-year old 

female who, following 7 days of treatment with alosetron, 

developed constipation and pain. She was hospitalized for 

disimpaction. This patient reports that she previously had 

a history of constipation, as well as having previously been 

hospitalized for disimpaction prior to initiation of 

alosetron therapy. 

The second case is a much more complicated case. 

It is a 56-year old female. Prior to enrolment into the 

clinical trial a colonoscopy was required. Colonoscopy was 

attempted and terminated at 40 cm due to large volume solid 

stool. Clearly, the patient was constipated. The patient 

was re-prepped and then a colonoscopy was eventually 

successfully performed. Following 27 days of treatment with 

alosetron, she developed pain, emesis and constipation. She 
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.diopathic constipation. 

^, ̂ , ,_ 
!I days of 'treatment' &.th'alosetron, -she reported to her 

The next case is a 68-year old female who 

developed constipation after 2 days treatment with 

%:Losetron. Alosetron was stopped. Two days later the 

latient went to her physician with complaints of abdominal 

tenderness, distention and constipation. A CT scan was 

performed which suggested diverticulitis, and she was 

lospitalized with the diagnosis of rule-out diverticulitis. 

L'wo days later she was discharged to home in good condition 

l:n clear liquids. Two weeks later she returns to her 

physician with similar complaints and is once again 

readmitted with a diagnosis of rule-out diverticulitis. 

Please keep in mind that this individual received 

alosetron for 2 days worth of therapy. She is now being 

readmitted 18 days after completion of her a-day course. 

iJith that admission, an x-ray revealed old contrast in her 

colon from the previous CT scan. A temporary loop colostomy 

iF;ras performed. She was decompressed and discharged to home 

in good condition. A follow-up colonoscopy, performed 
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loted to have a sigmoid perforation with an abscess. She 

das treated with antibiotics and after two weeks was 

discharged to home. In this person's history there is no 

nention of constipation either prior or during treatment 

Mith alosetron. 

[Slide] 

Our overall conclusions with respect to 

constipation are that constipation is the most frequent 

adverse event noted with alosetron. There have been rare 

reports of complications of constipation since the time of 

approval of alosetron. In 3/6 individuals in whom there 

have been complications, this individuals had preexisting 

history of constipation and, clearly, the drug was given 

inappropriately to them. There have been no deaths, once 

again, associated with alosetron and constipation. 

[Slide] 
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1 The next area which I would like to review is that 

2 II of ischemic colitis. 

II 

8 case out of 750 exposures. As of the June 1 cut-off date, 

9 there were 3 new reports in the clinical development 

10 program, yielding a total of 7 reports out of 6852 subjects 

11 exposed, a rate of approximately l/980. Each of these cases 

12 
II 

represented acute transient ischemic colitis without 

13 sequelae and without a grade change in severity since time 

14 of approval. Once again, there were no deaths. 

15 [Slide] 

16 In our spontaneous database as of June 1, 2000, in 

17 which there have been 130,000 prescriptions dispensed, there 

18 were 5 spontaneous reports of ischemic colitis. All 

19 represented acute, transient and self-limiting disease. 

20 There were, once again, no sequelae and no deaths. 

21 The FDA contacted us yesterday and asked if we 

22 would also review a case which came in after the cut-off. 

23 So, of course, that information is not included in your 

24 briefing document and so I will walk through the narrative. 

25 It is somewhat of a complicated case in terms of following 
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also noted a maculopapular rash on her abdomen and ulcers on 

ter right hip. The physician began prednisone therapy with 

. presumptive diagnosis of inflammatory bowel disease. One 

reek later she returns to the physician, doing well with 

.espect to her diarrhea on prednisone. A new ulceration was 

.oted on her lip. Approximately 10 weeks after stopping her 

-day course of alosetron, in other words on Jun 4, the 
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local physician is made aware that she is hospitalized for a CII. I 

bowel obstruction. bowel obstruction. The CT scan reveals a dilated ascending The CT scan reveals a dilated ascending 

and transverse colon, and transverse colon, with a stenosis in her mid-transverse with a stenosis in her mid-transverse 

colon. colon. 

her colon wall. A circumferential area of ulceration in the 

colon is noted in the transverse colon. There were sutures 

&thin the wall of the ulcer and a 1.5 cm sutured surgical 

defect. The area of stenosis was the area of the previous 

;u:rgical repair. Thus, in essence, this patient has a 

listory of a colonic process prior to initiation of 

ilosetron therapy; has a history of a colonic process once 

again requiring surgery 10 weeks following discontinuation 

2f alosetron. 

[Slide] 

In an effort to try and determine the frequency of 

ischemic colitis in populations similar to those in the 

clinical trials, we have begun contacting large practices 

ind simply inquiring about the rates or number of cases of 

-schemic colitis. Three large GI practices were contacted 

Lnd data was obtained from the practices between May of '95 

ind May of 2000. These practices saw 110,000 patients and 

.88 cases of ischemic colitis were noted or, in other words, 
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appears more frequently than at least was recognized by us. 

Dr. Lawrence Brandt, a world-recognized expert on ischemic 

colitis, is with us here today and I am sure during the 

answer and question session, if the advisory committee is 

interested, he would be glad to share his experience on the 

Erequency. 

Our overall conclusions with respect to ischemic 

:olitis are that there has been no change in frequency 

xnd/or severity of ischemic colitis since the time of 

approval. All cases of ischemic colitis represent acute 

:ransient ischemic colitis without sequelae. Clearly, at 

-east in our estimation, this last case that was presented 

represents a patient with a colonic process prior to 

nitiation of alosetron therapy in which she needed surgical 

ntervention of her transverse colon. The patient had an 

event while on alosetron therapy, and 10 weeks after 

:ompleting her 5-day course of alosetron once again required 

surgical intervention in the same region that required 
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previous surgical intervention, as well as the suspect 

region of her event while on alosetron. 

__ [Slid~l 

I would now like to very briefly review our 
i ,?I_. > j;_( 

hepatic database.,. 
,;; ,_ .C1&. 

,’ 
;, 

: 

course of our clinical trial. In particular, we evaluated 

elevations in ALT greater than 3-fold normal at the time 

around approval. We had 0.4 percent of the patients treated 

Mith placebo, showing ALT elevations greater than 3 times 

normal and 0.5 percent on alosetron-treated patients. For 

zhe studies which have completed subsequent to approval, 0.9 

percent of placebo-treated patients show elevations of ALT 

greater than 3 times normal, and 0.4 percent of alosetron- 

zreated subjects. In aggregate, our database shows 

identical elevations of ALT greater than 3-fold normal in 

30th placebo- and alosetron-treated subjects. 

[Slide] 

We also evaluated our patients' alkaline 

lhosphatase and bilirubin greater than a-fold normal and, as 

Lou can see on this slide, elevations in those two 

larameters are noted. Very importantly, no alosetron- 

:reated subject was noted to have ALT elevations greater 

:han 3-fold normal and bilirubin elevations greater than 2- 
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11 1r. James McGill, a hepatologist from Indiana University, is 

12 lere with us today in case the advisory committee also would 

13 i 

14 

15 Our overall conclusions on hepatic functions are 

16 :hat we believe there is no signal for hepatic toxicity with 

17 ilosetron. The rates of ALTs are similar on alosetron as 

18 ;een on placebo. 

19 [Slide] 

20 In this postmarketing spontaneous database there 

21 Lave been a total of 201 serious reports. You have seen 11 

22 >f these today or within your briefing document. There were 

23 :he 5 cases of ischemic colitis, 4 cases of constipation and 
. 

24 :he 2 cases of elevated liver function tests. The 

25 -. _: 

fold normal. 

,__ _, .._ ; ‘.” .,., L.., ,, ,_. ,..,_, .-- “. .., -lb .; ‘ .:: _’ * ” 4: _.,.’ :;- 

In the current alosetron label one patien<.‘tiit 

:zpatiti,s without. jaundice is noted. Included in vour 

including heart failure beginning 3 weeks prior to alosetron 

initiation, as well as a history of multiple drug allergies. 

Like expert hepatology opinion. 

[Slide] 

additional 10 reports are illustrated here. Two people were 
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illness for the individual patient. Alosetron produces' 

robust, multidimensional improvement in the treatment of 

Eemale diarrhea-predominant IBS patients. 

[Slide] 

No change in the frequency and/or severity of 

ischemic colitis is noted since the time of approval. There 

lave been rare complications of constipation. Overall, we 

relieve the risk-benefit ratio shows a clear benefit of 

ilosetron. 

We will be glad to discuss quality of life data 

iuring the question and answer session, and I now would like 

:o turn the podium over to Dr. Elizabeth Andrews, who will 

)egin our presentation on risk management. 

Risk Management 

DR. ATXDREWS: Good morning, Dr. Hanauer, members 

)f the committee, ladies and gentlemen. 

[Slide] 

I am Elizabeth Andrews, and I direct the worldwide 

MILLER REPORTING COMPANY, INC. 
735 8th Street, S.E. 

Washington, D.C. 20003 
(202) 546-6666 



SW 

1 

4 

5 

Lx. 7 

*,:,,. 

-6 j , 

. . ,.r 

i__“. 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 
. 

20 

21 

22 

23 

24 

25 
,e,.,.-’ 

p:rogram of epidemiologic research at Glaxo Wellcome. I am 

pleased to describe for you today an overview of our risk 

management program and some of its key elements. 

[Slide] 

foundation for defining risks and predictors of serious 

events; effective communication to educate healthcare 

practitioners, pharmacists and patients; and program 

evaluation to help determine if and when our efforts need 

revision. The overall program is aimed at optimizing the 

oenefit-risk profile of Lotronex. 

Our company is committed to working with the Food 

and Drug Administration to develop a program tailored to the 

unique characteristics of Lotronex and the needs of women 

lrho suffer with IBS. This program builds on our experience 

lrith other drugs in which we have utilized epidemiologic and 

clinical research methods to evaluate drug safety both in 

&Vance of and in response to safety signals. 

[Slide] 

Our risk management program represents a 

Cltidimensional, integrated approach. The first dimension 

-s risk definition, an extensive program of epidemiologic, 

:linical and mechanistic studies to evaluate and quantify 
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risks and explore risk factors for adverse events. 

[Slide] 

strong communications program targeted to physicians, strong communications program targeted to physicians, 

?lnarmacists and patients. ?lnarmacists and patients. Our program will deliver three Our program will deliver three 
- z, ., : ..~ . . - z, ., : ..~ I. : : ,.r.'i..'.;r.e .., ,.r.'i..'.;r.~ .., ,.;L ;_.; ,'.W I,. ",i_ (I I,. ‘.,,. ,.;L ;_.; ,'.W I,. ",i_ (I I,. ‘.,,. ., ., I_ _, ,, “7, ,,.a _-> '$,,< -?,- I , ;. * ..+.p .rt : - 3.. .‘&L, i, :s: _ .". I_ _, ,, “7, ,,.a _-> '$,,< -?,- I , ;. * ..+.p .rt : 1 3.. .‘C L i, :s: _ 'i > . ;* > ., r > . ;* > ., r ._ *_ ._ *_ .^ .,v *.i.. ..r ~a.‘ .^ .,v *.i.. ..r ~a.‘ 

cey safety messages around appropriate use: patient cey safety messages around appropriate use: patient 
I .,a : .2:. i.,: <, : - * I .,a : .2:. i.,: <, : - * I I 

-" '_ -" '_ .- .- .~ - .~ - ^. ,"_ I. ‘:a‘ : (_ ^. ,"_ I. ‘:a‘ : (_ ~, :. ,_ -'_ ~, :. ,_ -'_ L,' L,' '_, '_, " '. " '. t -,. ._.. _" t -,. ._.. _" I I : : "_., : "_., : 
selection, selection, management of constipation, and early detection management of constipation, and early detection 

>f the symptoms of possible ischemic colitis. Of special 

late is a unique and dedicated program, an appropriate use 

lrogram, that Mr. Hull will describe in a few minutes. 

[Slide] 

The third dimension of risk management is program 

valuation. This dimension includes testing of the 

lommunication material for understanding, in the target 

8opulation, an awareness tracking program to assure our 

.essages are being heard, and monitoring of actual 

rescribing through a health maintenance organization 

atabase. 

[Slide] 

Of course, the key to monitoring risk management 

s the continued vigilance of safety through epidemiology 

tudies and enhanced spontaneous reporting. 

[Slide] 

This represents a multidimensional, integrated 

rogram in risk management across all components of the 
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program. We will have our first systematic evaluation this 

December. Quarterly reviews of available information are 

only recently been launched, and interest in IBS and in IBS 

treatments is high. We have an integrated plan consistent 

with the safety profile of Lotronex. In developing our 

plan, we have consulted with numerous experts in the fields 

of gastroenterology, epidemiology, risk management and 

patient adherence. We have engaged in discussions with 

nembers of the network of CERTS, the Centers for Excellence 

in Research and Therapeutics. 

We have conducted an extensive review or our 

scientific data, the current benefit-risk profile of 

Atronex and the options available for inclusion in a risk 

nanagement program, We have proposed those activities that 

iddress the specific issues of Lotronex safety. The main 

zlinical issue is constipation. The best way to avoid 

zomplications of constipation is by appropriate patient 

selection. Patients who are constipated should not start 

Jotronex. 

The two important adverse events we are discussing 
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program of research. Epidemiology studies can provide 

information that simply cannot be obtained from clinical 

trials. A key benefit is the large numbers of patients that 

can be studied. The setting represents the real world in 

which patients are more heterogeneous than in clinical 

trials, and compliance and patient management are clinically 

dictated, not protocol driven. These studies can evaluate 

infrequent and rare events and evaluate risk factors that 

night not have been included in clinical trials. Here we 

trade the depth of data collected in clinical trials for 

3readth of study possible at the population level. 

[Slide] 

A series of studies has been designed to address 

three basic questions: What is the frequency of 

zomplications of constipation in Lotronex users in actual 

zlinical practice? What is the frequency of ischemic 

:olitis in Lotronex users compared with other populations, 

lersons with IBS, persons who consult GI specialists, and 
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a:Llow use of a smaller number of patients about whom in- 

depth data can be obtained. 

In some of our studies we will make use of large 

existing databases, such as health maintenance organization 

databases, which can be supplemented through abstraction of 

nedical records. 

[Slide] 

Evaluation of ischemic colitis presents some 

nethodologic challenges. These challenges include possible 

nisdiagnosis as other conditions, such as inflammatory bowel 

iisease, and the spectrum of disease that ranges from acute 

transient disease, similar to the cases we have observed, to 

nclre serious disease with sequelae. 

Another challenge is the non-specificity of the 

ICD-9 coding system. These challenges will be addressed by 

lasting a wide net of diagnostic codes to identify possible 

:ases and then obtaining supplemental information to confirm 
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The objectives of this study are to define the 

.ncidence of and risk factors for complications of 

onstipation in patients rece iving Lotronex; to define the 

ncidence of and risk factors for ischemic colitis in 

atients taking Lotronex; and to describe the incidence of 

hese two events in the general population and in IBS 

opulations not receiving Lotronex. The comparisons will 

Include the time period prior to Lotronex introduction as 

ell as the period contemporary with Lotronex use. 

[Slide] 

tiith the Food and Drug Administration and reached agreement 

In the general design at the time of Lotronex approval. The 

original focus was on ischemic colitis. We are now 

nodifying the design to include complications of 

zonstipation. 

[Slide] 

This study will be conducted within the research 

atabase of United Health Care in collaboration with the 
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including the development of algorithms for using ICD-9 

zodes to identify individuals with IBS and those with 

ischemic colitis. In phase two we will evaluate the 

incidence of our clinical outcomes among Lotronex users. in 

>:hase three we will compare the rates of our clinical 

)u'ccomes between Lotronex users and the two comparisons 

jroups -- persons with IBS and the general population. 

[Slide] 

Also within this United Health Care study will be 

t utilization study, a study of Lotronex prescribing 

atterns. We will periodically monitor utilization to 

haracterize the patient population by age, gender and 

medical and claims history suggestive of constipation. We 

r;i11, further, characterize these patients based on IBS 

jhysician visits and medications. 

[Slide] 

Utilization patterns may provide information to 

uggest opportunities for enhancing our communications 
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effort. It is, therefore, also a part of the program 

evaluation component of our risk management plan. We 

considered long and hard how best to define a target goal of 

appropriate prescribing. We sought consultation with a 

variety of experts and we considered different approaches. 
., .. ;c , ;_.i.I ,,,_ *: ..G i ..6;-b~~&~,t&.,~~ .; ;..3 :;9 "* .&,b '"z,:.,:.,. > ̂ .': 1 , 

-'. 
>r',..\~~~~~~.~~*~5 ". *'.: / ,( ,;:. \_ ~_ I . . ", : _,~. ., .: ,-,\#"...;,,.&'~+e C,.~ ,;. Z."' ;,; ,,::' &‘I.,. ^.'I - ..;; I. ,h" 6; :_ .'I,I,. .1.,,, 2,' ~ _( :__ .:' '- 

In the' end, 
_I. ,. , we came to understland: that th.ere is .Tno c*i ,..- : ..i -, 

,.-. .: .I;~-* ,... ..%:: , ̂ , ~ ,.azi- .,1 ,j >; _,.;_ * ,,,;~i*;.I,.,:;(,.~ ,,_ ,".;"; -:__ ‘ j, .) -: . ,", '--::;-', .I'. .- / '2" --, --:; .-: I_ ', d. ,.i-I ^.. ,. ,. . . . . . . 
established benchmark for this measure in general,.-an'd no 

target level of change in prescribing that could reasonably 

be established a priori. Moreover, it is too early in the 

marketing experience to describe the current prescribing 

patterns due to time lags in obtaining both clinical and 

prescription data. 

Our considered view is that we must evaluate 

prescribing critically and over time to evaluate patterns 

and look for signals that would suggest directions for 

further follow up in our communications program. Our first 

systematic review will be conducted in December of this 

year, and will be repeated quarterly thereafter. 

The next two slides summarize all five of our 

epidemiology studies. I have already described the safety 

study on 10,000 Lotronex users. Initial data will be 

available in December from this study, and we estimate it 

nay require up to two years to accrue the full cohort. 

Our other studies attempt to better understand 

2ackground rates of complications of constipation and 
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ischemic colitis. We are already conducting extensive 

analyses using the general practice research database, the 
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3 

4 

5 
,, " ' -r;: 
".. '. '-5: 

.' 7 

8 

9 

10 . 

11 history. These studies should be completed by the end of 

12 

16 risk factors to help fill in the gap in our general 

17 

18 
. 

19 

20 

21 

22 
a 

23 

24 

._.I...' 25 

GPRD, to estimate the incidence- of both'outcomes.' 

over six million individuals in the U.K., dating back to 

1989. This database represents one of the richest sources 

of information in existence on medication use and clinical 

t:his year. 

[Slide] 

We are also initiating two similar studies that 

dill describe the incidence of ischemic colitis and explore 

scientific knowledge about this outcome. One study will use 

records from Tennessee Medicaid through collaboration with 

Janderbilt University. The Medicaid population includes 1.4 

million individuals, a large majority of whom are women. 

The second study will be conducted by 

investigators at the Mayo Clinical based on the Rochester 

Zpidemiology Project. This project has for decades followed 

;he clinical history of all residents of Olmstead County, 

4innesota. Both of these studies will be completed within 
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two years. 

We are currently refining a protocol for a case 

control study that will be based on our existing and ongoing 

to miss the opportunity to evaluate this experience 

systematically and in depth. This study is planned to begin 

t:his summer. 

To summarize the epidemiology program of research, 

we have a safety study in 10,000 patients receiving 

Lotronex; 4 additional studies to evaluate background 

frequency of events of interest; and an ongoing study of 

u,tilization patterns. 

[Slide] 

Our risk definition program also includes a 

program of clinical studies. As Dr. Kent mentioned, we are 

committed to conducting a clinical trial that will provide 

additional evidence to better guide health practitioners and 

patients in managing constipation when it occurs on 

Lotronex. This study will be a randomized, double-blind, 

placebo-controlled study to evaluate three methods of 

constipation management -- laxative use, therapy 

interruption and dose reduction. The protocol for this 
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study is currently under discussion between Glaxo Wellcome 

and the Food and Drug Administration. 
,. 

One of the most powerful ways to evaluate'safety 

is through experience in diverse populations and different .." ., . ._. , , 2 '::"..~~,‘.".'_,~_ ._, - .-. _ ,_..: ', I,!j.. , ~,~~~i:.~~~.~.~~.;i,L,~,Blhli .z ,<.' .,<..,;:,*...+,: ,< .. < .,,. ‘ I ,*+$: "*' d:.'"i& 'i:" 

for safety monitoring with in-depth analysis of adverse 

avents. 

[Slide] 

Another important component of our risk definition 

?:Lan is a program of mechanistic studies. These studies 

attempt to understand mechanisms, if any, that may relate to 

a link between Lotronex and ischemic colitis. The first 

study is an in vitro test that will assess the effect of 

Lotronex on cultural endothelial cell integrity. This study 

&ill be initiated very shortly. 

The second study will assess mesenteric blood flow 

-n humans before and during Lotronex administration by using 

lositron emission tomographic scanning techniques. This 

study will be conducted by Dr. Allan Fishman, at the 

lassachusetts General Hospital, and the protocol for this 

study is currently under development. 

The third study is an open-label study that will 

ivaluate the effect of Lotronex on coagulation parameters. 

MILLER REPORTING COMPANY, INC. 
735 gth Street, S.E. 

Washington, D.C. 20003 
(202) 546-6666 



wg 58 
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9 

10 

11 

12 

13 scientific evidence on an ongoing basis. In advance of 

14 

15 

16 women who suffer from IBS and who might consider treatment 

17 with Lotronex. This communications program will now be 

18 discussed by Mr. Hull. Thank you. 

* 19 

20 

21 

22 

1 23 

24 

committee, invited guests and representatives of the Food 

and Drug Administration, my name is Stan Hull and I am the 

Vice President and General Manager of the CNS and 

25 Gastrointestinal Division at Glaxo Wellcome. I am 

. 

In addition, the effects on coagulation factors of co- 

administration of Lotronex and an oral contraceptive will be 

determined. This study should also begin very soon. 

[Slide] .' '_, _ 

experience, represented by the studies I have described and 

the clinical trial experience, will include approximately 

2i0,OOO to 25,000 patients exposed to Lotronex and monitored 

carefully for safety. 

We have a plan in place for the evaluation of the 

these data, however, we also have communications planned to 

assure appropriate use of Lotronex to minimize risks to 

Risk Management Program Communications Plan 

[Slide] 

MR. HULL: Dr. Hanauer, members of the advisory 
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responsible for the commercial functions of marketing and 

sales, and Lotronex is one of the products in my areas of 

responsibility. 

[Slide] 

evaluation components of the program, and to demonstrate the 

corporate commitment of Glaxo Wellcome to this program. 

[Slide] 

We have very specific objectives for our program, 

and those are the identification of patients who are 

appropriate candidates for therapy with Lotronex, and those 

patients are women with IBS whose predominant bowel symptom 

is diarrhea. We will also communicate which patients are 

not appropriate candidates for therapy with Lotronex. We 

ail1 communicate important information on the potential for 

constipation and information as to the proper management of 

constipation if it occurs. Lastly, we will communicate 

information that helps healthcare practitioners and patients 

recognize the early signs and symptoms of ischemic colitis 

and the recommended actions to take. 

[Slide] 

These are the audiences to whom we will direct the 

Ctements of our communications program. We will direct 
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specific communication elements to healthcare practitioners 

and their office staff. In addition to physicians, we will 

aILso include, family nurse practitioners as well as 

physicians' assistants in:these efforts. .We al,sq.have, 

specific communication,,,vehi,cles dir,~ct_ed~.~.q,,~h?,spital and 
,,) -. , . . : .' ._ (^ ),' q.". L & ':i /,,.:,.--.- .-., * ,.(_,. r. ;/ .;,,. '-~; ,."'_ y;.; p"'r ;.y, .: ", 3,'-:. . : i: I_ ._ ,I : : 

retail pharmacists, 
-" ;-. ' : . . .e. :a :,g ,;> ': i *&*.,,',- ,-;::2.;'~..,~, 

and equally important, we have proposed 
..". ';: ; .+,,.A< ~,?1 -,:",.. +.,ld".i..-- *_. .yu . ..hrri :.-l,- ^ '. ..i ;*..-;, .,,- G..~, :y- '5: .,: i>‘ ,"'.<~"I.<:, ~ -.,;: -2 ~. : .. 

-:, :'.“.'..__ '. ,' : ,... .L,;;: L.. ".': j:' ,.'J ." ;,,,';;;;$;, Q,..~,~~;,., il :;, '.Y". ',",?~ ,, , ;' .;,I ,.;eg:. .('..?,~ e,-..;'. 
specific information to patients who receive prescriptions 

for Lotronex. 

[Slide] 

This slide highlights the key elements of our 

communications programs: a "dear healthcare practitioner" 

letter that I will discuss in greater detail; the 

appropriate use program to which Dr. Andrews referred 

previously; revised print and website materials; 

additionally updated speaker educational programs; and 

supplemental training of the Glaxo Wellcome sales 

representatives. 

[Slide] 

Dr. Kent discussed earlier that Glaxo Wellcome has 

p:roposed revisions to the current prescribing information 

for Lotronex. We are confident that these revisions are an 

important first step in accomplishing our communications 

oybjectives. To that end, we will send a "dear healthcare 

professional" letter to the healthcare professionals 

described on the slide, advising them of the changes that 
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>:bjectives are reenforced. 

[Slide] 

The appropriate use program is a multi-faceted 

program designed to convey and reenforce the communication 

program objectives, that being appropriate patient 

selection; management of constipation should it occur; and 

early recognitions of signs and symptoms of ischemic colitis 

and what recommended action should be taken. This program 

Mill utilize distinctive graphics that separate this program 

from other communications vehicles utilized by Glaxo 

Wellcome. 

[Slide] 

This slide lists the audiences for the program, as 

well as the elements of the program, and I will now describe 

the elements of the program in greater detail. 

[Slide] 

For healthcare practitioners and their office 

staff we will introduce the appropriate use program with an 
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ntroductory letter announcing the intent of the program and 

describing the individual elements of the program. Those 

information on IBS, will also be included. A card that 

LiLsts frequently asked questions, along with the answers to 

;hose questions, and, lastly, reminder items with a toll- 

Eree number to the Glaxo Wellcome medical department should 

;Ine healthcare practitioner or office staff have specific 

questions about Lotronex that are not answered in the 

materials described previously. 

[Slide] 

This slide is an illustration of the components of 

the appropriate use program for healthcare practitioners and 

t:heir office staff. 

[Slide] 

The next elements of the appropriate use program 

are intended for hospital and retail pharmacists. We view 

pharmacists as very important in communicating information 

about Lotronex not only to healthcare practitioners, but to 

patients as well. We will direct the following information 
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1 to them: An introductory letter, introducing the 

2 appropriate use program; brochures intended to be 

3 

4 

5 

8 

9 We will provide additional quantities of the 

10 patient package insert for Lotronex for distribution to 

11 patients receiving prescriptions. Pharmacists will be 

12 provided stickers to place on the prescription bottles for 

13 Lotronex which will contain important information for 

14 patients about the potential for constipation. We will also 

15 work with the major pharmacy benefits managers and pharmacy 

16 chains to install flags in computer systems that remind 

17 pharmacists to provide the patient brochure, the patient 

18 package insert and to utilize the stickers when dispensing 

19 prescriptions for Lotronex. 

20 [Slide] 

21 For patients, we will revise the current product 

22 sample kit distributed by physicians to patients being 

23 prescribed Lotronex. These revisions will reenforce our 

24 communications objectives for Lotronex. 

25 [Slide] 
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This slide highlights the revisions to the current 
. ,, _ .:‘. I,L1, : 

sample package.. Firstly, we intend to place stickers on the 

existing sample package which direct.the patient to 

important information contained inside the package. 

inside each sample package, and we will provide quantities 

of the patient brochure described previously, along with the 

sample packages, to the healthcare professionals. 

[Slide] 

This slide indicates the type of information which 

will be included on the important information card for 

patients. These messages, once finalized and agreed upon 

with the FDA, will reenforce the main communication 

objectives of appropriate patient selection for Lotronex. 

[Slide] 

The sample kits will also contain a toll-free 

number and website address where patients can call or e-mail 

their acceptance to receive future mailings intended to 

reenforce the communication objectives described, and to 

receive a newsletter with information on irritable bowel 

syndrome. 

[Slide] 

This slide highlights the elements of the 
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1 appropriate use program for patients described as phase one. 
r ;. 

2 The reason the patient information is in two phases is that 

3 phase one provides us with' the fastest method of 

4 implementing this program while we are finalizing the 
_^ ; ,__ .'_ ',. '... I. 

,S", components &I$, I will d&dribe as phase two.' .We plan to ,., r,: : ,+1. .,.;: _* ..,,). , ._ ::'--., ::,s & ):.<;:. /. .( .“'* .,,.,;;y 1 ,_ ;.,;,. ; ,,,: ;r:;;,I;;lw$& B 'X" +'i . . . . -.,:*;:~..;gs~~~~.~~~~~:-": ~%'.y‘y~ r c: .; .A4 %!>::i :~~~,~~:~~~~~~~.,.r.,~~~~ ~~j~~~~r.~~~.: ,",:, :( :&>qy ..:&j;. ,&&.:L;r I$? ,,.C' '..,,; :,.‘; / +-. _. a. $ .a* : p J! , .,, ,/ ., 7'" p.U% .; ',, &-, \,, :.,: I", :. -c:i,&,.rilr, .+:i&: "":"..,: es,. : i . _,)__,_ ",,>.. ;;,_. "d.. i I'.L1. ^ <b...?, .,... c ",-~l-, . . . . 5 ;,., _' <.' i,$-;; $2, : ..":': .<.y “;.; ..*; ..I >,,d I' ,c; .,++q :i c-: 4 :,. :1. & > . ; ,I ' 
" : ;: Q;;"@>,,;,s ::.i 

.'.\ ,,,: r..6."". impie';&;;- Lkiase two as SOOn as p;;;;gle. 
~ * :- x,.~yz~ " +~+x*~~.&$ i_ *,,, . . . . '2,-.p+,.:~,.,p: v .., .&+, &.,T;:. :& ,,&; ( - ',?:,.e ? i-i":.* -+ ?a_*^ ":;.~~~~..~~~~.~,.~i:,.~ .:;a +,b<,; ,; ,,& ( :;"p:F Ff, @. ::Fr;"+a:.' 'y,.-y:$ ;" '$3 "" : ;, ::.yy _. .~,<$ '~"‘",..~, ; ;> ,",Y.. 1 : ;, _ .._. ..,.- II ..'.:‘, _.,..i_. ."_ _. .:I _ C_,^'> 2.A -. ,'.J ,;- -) ; .,, ..I. 'O..< i "r"?. f?;: .;;.:, c;;<; ,,:, -><*,&.$ ,,;:.\.,, .&.'..f, >::. '* _,) < . ,i- ,x,,,vy#:: %?? .._ .: ',_ :,'a -"'- .[si‘jkde] . . . v:.. 7 .:;.., .I. :.. (,? -":. .-' ._ , 

8 For phase two we will redesign the existing 

9 patient sample package, statistical the stickers and inserts 

10 described in phase one, and also include additional 

11 information such as a symptom diary. The symptom diary is 
. 

12 designed to help patients in monitoring their symptoms as 

13 well as to monitor constipation if it occurs. We will also 

Qi 14 include a business reply card, offering the patients an 

15 opportunity to register for a three-wave mailing and 

16 newsletter. The patients will also be provided with a 

17 reminder item, highlighting the toll-free number and website 

18 address where they can obtain additional information about 

19 Lotronex and irritable bowel syndrome. 

* 
20 [Slide] 

21 This illustration lists the enhanced phase two 

22 version of the appropriate use program for patients. 

23 [Slide] 

24 Next, I will describe the enhanced print and 

25 website materials. We intend to prominently display the ".I 
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appropriate use information in our print as well as our 

website materials. These new materials will be utilized by 

the Glaxo Wellcome sales representatives, the customer 

response center which is a call center that handles all 
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incoming calls from patients, . .j (., . : : .,;. .".< .;: ,_, '_ and,healt.hcare,practitioners. _: .; * :, :,' '. ,.; . i I: .I. ,, _ ..* .L,. I i .'- .:., I ..: "-<-:,; /. .- " :,. . . I -, . . ;I~; 
This call center is located in Research Triangle P&,~-'fi&th 

__ ; ,.. "‘I. ~, . p j 4 _ ,. , , ^ _. . . \ %._^ _ :. .. ",.i. I __, I .; / n,, : _ ., : 
. . \, .":*.. : _^ , ,: .- .%'.' " :. ., : : ;. 'i : . ..! :: : i I . ,:. 

Zarolina. 
..‘.,.y- .;..- ". 

[Slide] 

We intend that these materials will also be 

utilized by clinical investigators, the Glaxo Wellcome 

nedical information department and the Glaxo Wellcome 

speakers bureau. 

[Slide] 

This is a list of the materials that will be 

revised to prominently display the important information of 

appropriate patient selection, management of constipation 

ind identification, recognition of early signs and symptoms 

)f ischemic colitis, as well as the recommended actions. 

[Slide] 

The next communication vehicle will be updated 

nformation provided to healthcare practitioners who speak 

In behalf of Glaxo Wellcome. 

[Slide] 

We intend to conduct an educational program for 

peakers designed to highlight the important information on 
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appropriate patient selection. We intend to use pre- and 

post-meeting surveys to ensure that the healthcare 

practitioners who attend these programs are aware of this 

information and knowledge of this information will be a 
__ ., : !, ,;_:::c '-_ / :., .'. ; ,:. : 

condition for speaking on behalf of Glaxo Wellcome in the 
. _,-,. >'i ,'. v...I_,, : _-" ,((, ::z.,- ,,; : 

..;"-1 j :,.> .I, . . .' .:.-: ._ , ,,... :-. ..' ;-7. -.:a, \ t .."-;"-.. i 3, '. :; : 
future. Lastly; 

~. ; ,_.. :: .) ;,<:; , "‘ -*‘%.::?G f,** GY:. .~: ?i"“ ,": -i '. ." :. x (, I-~,.~.- ,,:. :".- ,; ," j. 
we will- provide these',speakers withslide .__ .I -*' ."."- "-, I, " ,, _ ., / ._ ,.... ., -: ">. I- 1x.. -y-.~-:.':: _. i .:,; ,,,“ ,,I 'I 

kits that contain the updated-information to reenforce our 

communications objectives. 

[Slide] 

The next elements of our communications vehicles 

will be supplemental training of the Glaxo Wellcome sales 

representatives. 

[Slide] 

For the Sales representatives we will conduct 

face-to-face training on the communication objectives and 

utilize training materials that emphasize the appropriate 

Jse messages that I have referred to previously. We also 

intend to implement competency testing to ensure that the 

sales representatives understand, and are able to 

effectively communicate the changes to the prescribing 

information for Lotronex to healthcare professionals. 

[Slide] 

We believe the communications program is extensive 

ind is designed to communicate and reenforce our 

:ommunication objectives for Lotronex. Next, I will 
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10 implementation and evaluations planned for our risk 

11 nanagement program. We are testing comprehension of the 

12 important messages at the beginning of the program, and will 

f--Y 13 establish a baseline of awareness at program implementation. 

14 

15 

16 [Slide] 

17 We will test message comprehension with 

18 lhysicians, patients who have IBS, as well as pharmacists. 

19 'he research will be conducted by third-party professionals 

20 utilizing standard research methodology. 

21 [Slide] 

22 We will also track awareness and source of 

23 :nowledge by using quantitative market research. This 

24 -esearch will be conducted by third-party professionals and 

--_ .b' 25 ri.11 be done in four phases. The research will allow us to 

68 

describe the evaluation approach we will utilize to monitor 
., 1 

the communications program,-- 

[Slide] 

We intend to test our messages with the intended 

audiences for comprehension, " as ,well as to tr.ack awareness 
I . . .). --. ,:‘ :;i,- : >. :.. .^_ ,;/ ._, ,.ZL : A:. ., I, 'I .'i'., ,.*.+ : ,~*"i$ ,::.; ;Tr ;,, .( * .>, ':* i -:,:, ,:.:*;.. ..,~..~,. .I -".:. :e ".' _ __ j ..i ,. ,,.$;:.-,‘:~.'-. >'d .i:-". :;.::-*; ,..:;L,..k,:. . . 

and the source of' knowle'dge'to ensure that we are able to . . ;>.> :: I_" : :,: :T..,, -:.;L.:;,- .&".," ,; ,,. ,. ,, __ .-y ) ,;_ - _ _'; ," _; :. ._.,_,. ";~ _- :;:, 5;;. ::,. .,.,':;- ;, -.,& ;,\, 
1 :,: e,-, : ,,.. ~ ii,,;/. .. , :+ ,." ~.' 

make changes as warranted in the program. 
__ ,,.,: (* .: ..:,'"i~-..~:',.. .y ;a ,- ai-- ^ 

[Slide] 

This slide highlights the time lines of the 

Ve will then evaluate the program on an ongoing basis at 

six-month intervals. 
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test awareness in geographical segments of the United 
,., ,, . . . 

States, and will utilize consistent methodology from phase .- '; ,., _1 "I I. ._ . to.' phase, .; 
The repetitive conduct of the research will allow 

data to be trended and significant changes to be monitored. 
: j 

., 

3f the risk management strategy described by Dr. Andrews, 

nrill accomplish our intended objectives of the risk 

nanagement program. We will be able to reach the intended 

audiences with the appropriate information and with the 

right frequency. This information will support the 

selection of appropriate patients for Lotronex, as well as 

Identify patients who are inappropriate candidates. Lastly, 

:he program will help to educate healthcare professionals on 

:he safe and effective use of Lotronex. 

Thank you, and I would like to bring Dr. Kent back 

.o the podium. 

Conclusion 

DR. KENT: I would like to give you a brief 

ummary of the information we have presented to you today. 

[Slide] 

Dr. Gralnek presented data indicating how the 

urden of irritable bowel syndrome compares with other 

erious chronic diseases. The data shows that IBS patients 
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have a decreased quality of life that is similar to patients 
._. I,, 

with diabetes and end-stage renal disease. Patients with 
-- - IBS endure significant suffering that has a large negative 

impact on their lives. 

a conclusion, The efficacy data are robust. Lotronex has 

been shown to be effective with remarkable consistency 

against the most important symptoms that afflict female 

diarrhea-predominant IBS patients. 

Many other drugs with well-accepted efficacy 

profiles, treating disorders with subjective endpoints and 

ligh placebo response rates, show magnitudes of benefit 

comparable to the magnitude of efficacy seen with Lotronex. 

[Slide] 

This slide shows that in a 12-week study assessing 

relief of pain associated with osteoarthritis, 200 mg of 

zelecoxib achieved an incremental benefit over placebo of 

approximately 15 percent. Naproxen 500 mg achieved an 

ncremental benefit over placebo of approximately 10 

jercent. As you are well aware, COX II inhibitors and 

:lassic NSAIDs are well accepted as efficacious therapy for 

chronic pain states. 

[Slide] 
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9 
. 

10 

11 In ,terms of safety, Dr. Mange1 presented to you 

12 :he following conclusions: There is no signal for hepatic 

13 :oxicity. Cases of ischemic colitis are comparable in 

. 
14 

15 

16 colitis. There have been no reports of sequelae. 

17 'urthermore, recently obtained data from large GI practices 

. 18 $eveal that transient, acute ischemic colitis may be more 

19 :ommon than previously understood. 

20 

21 

22 

23 

24 As presented to you today, Glaxo Wellcome has an 

25 _. . . . 

As presented to you by Dr. Mangel, data from a 

recently completed study using a composite endpoint of 

global improvement showed a 35 percent difference between 

placebo and Lotronex-treated patients, favoring Lotronex. 

This is a robust efficacy finding. 
,.. . I :: I ^ . \ i.: . ', ,,'i ,.'..-. ~, ,. .,,,,. i. 

From the tot,a,lity of the' available .data,--.we. 
_' _',, '~ ,; 

conclude that Lotronex is highly efficacious and'provides 

clinically meaningful and tangible benefits to women who 

suffer with the diarrhea predominant form of IBS. 

[Slide] 

frequency and severity to those reported prior to approval. 

Yhese cases have involved a transient, acute form of 

There is a safety signal based on rare reports of 

zomplications due to constipation. These complications were 

tot seen in the clinical trials prior to approval. 

[Slide] 

!xtensive risk management program that is appropriate for 
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the particular risks associated with this particular 

medication. In addition to continued research, our risk 

management plan includes three elements: appropriate 

labeling, an effective plan to communicate new messages, and 

an evaluation of message comprehension and awareness.. 
._, .I 1~ 

^ The r$sk'management program does not include every ,_. ((_l (. ,, .'Q:, . ,.. (_ ..,. 
conceivable option. However, we believe it more than 

adequately addresses the risks associated with Lotronex, and 

is commensurate with the benefit-risk profile for Lotronex. 

Let me give you an example of a risk management 

1001 that we do not believe is appropriate based on the 

Iata, specifically, the use of a black box warning. Over 

:he last month, we have had frequent interaction with FDA 

Fegarding modifications to the product labeling for 

,otronex. While we have reached general agreement on a 

lumber of issues, FDA has suggested a black box warning for 

zonstipation and the associated rare reports of serious 

zomplications. We do not agree. We do not believe that the 

risks associated with this drug rise to the level normally 

tssociated with a black box warning, or that the use of 

Ilack box warning would be consistent with established FDA 

recedent. 

When we compare the benefits and risks of Lotronex 

.gainst other drugs used for chronic, non-life-threatening 

.isease states, it is clear that a black box for Lotronex 
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would set an unreasonable standard which may ultimately 

trivialize the utility of this feature of labeling. In 

3 order for prescribers to understand the information 

8 

9 NSAID drugs, some of which are now available OTC 

* 10 

11 significant number of deaths and injuries each year. As 

12 

2 13 

14 

15 [Slide] 

16 The information presented on this slide has been 

17 txtracted from a class labeling for NSAIDs. As you can see, 

18 .hese agents, which are used for the treatment of chronic 

19 kain and some of which are available over-the-counter, are 

20 .ssociated with the potential for serious, life-threatening 

21 'vents. Some of these events are especially troubling since 

22 leralding symptoms either do not occur or are not recognized 

23 

24 

)y patients -- but these drugs are available OTC. 

[Slide] 

25 .-_.- The next example provides information about other 

73 

[Slide] 

and without a physician's guidance, are associated with a 

illustrated by this recent evaluation from Schoenfeld, 

JSAIDs are associated with significant morbidity and between 

-0,000 and 20,000 deaths per year. 
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drugs that cause constipation. We have reviewed the PDR for 

drugs with a recognized.incidence of constipation of greater 

than 3 percent.' We found a substantial number of agents 

that can cause significant serious adverse events associated 
I. . 

been req 

: i ^_‘:” : 
i - ,.“.. “,y’.. . :‘.y..-.; A :T”t; . ,.,“.-i*,. $..j.,- ,: ~,pi‘t& 

;. ._ ,i. 
. . : 

tired to include a black box or even a bolded I 

warning for these events. 

[Slide] 

The final example raises issues about the 

appropriate prominence of warnings regarding fatal events 

described in product labeling. It also highlights FDA's 

views on when a boxed warning is not necessary. Sildenafil 

is a drug recently approved for men for a non-life- 

threatening condition, erectile dysfunction. A very 

significant drug interaction with nitrates has resulted in 

numerous deaths. In addition, there have also been numerous 

1eaths associated with exertion related to coronary events 

in men attempting sexual intercourse. The incidence of 

these fatal events associated with Sildenafil is well 

recognized by FDA. 

The labeling for this product describes the drug 

nteraction with nitrates in the contraindication section, 

tnd the dangers related to physical exertion associated with 

Jexual activity as a standard non-bolded warning. The FDA 
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has not requested a black box warning related to either of 

these fatal events. 

[Slide] 

Indeed, as reflected in this slide, quoting Dr. 

Janet Woodcock, the FDA specifically states that a black box 
: j _ ,...' : ', :, ;:.a,< j c ,, k.2c.r" ; ,':*:. ;,:;*, ..I;., ::- "",. :i:j : ".:$'<. ,..c q; A.: yy;.ye &;'. --'r.+ ,.,,‘<,>?, i , ,..,,./ ". ).i.'-.,.:- I ,*i, : _;. ,,- ",j ", . . .,/ j Zr .c .,4\ i'ii &-.-::".a. I : 

warning advising against theause of Viagra and nit&kes 
"I ,.,,.. . . ; _' _. ,_.~ '"( -I. )..I.. /s..-, ,.‘ .I, fs 

- j" -I.'.. is.:., "( .;s.r.~~~"~,~-.~;. _ 
_. .-. "' 

2ot necessary to warn against these fatal events. 
~;;~;:::.> c. ',,,0+ ? li 

Our goal in presenting these examples is not to 

question other drugs but to understand the framework in 

which Lotronex should be labeled. We are also trying to 

znderstand from precedent how FDA applies the requirement 

ior prominent safety warning in labeling. 

As stated in my introduction, Glaxo Wellcome has 

reposed substantial labeling modifications which are 

ncluded in your briefing materials. Glaxo Wellcome is 

roposing to substantially strengthen the warnings for 

:onstipation and ischemic colitis and to increase their 

lrominence by use of bolded text. In addition, we are 

lroposing to expand the contraindication section to identify 

hose patients who should not use Lotronex. We believe that 

he labeling we have proposed is an accurate representation 

f the benefit-risk profile and provides essential 

nformation, with appropriate prominence, for the safe and 

ffective use of Lotronex. 

[Slide] 
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In summary, IBS causes real suffering in those 

patients afflicted. The suffering caused by IBS has a 

significant adverse impact on patients' lives. The data 

demonstrate a favorable benefit-risk profile for Lotronex. 

The integrated and targeted risk management plan developed 

for Lotronex is specific and appropriate to the product 

risk. 

Mr. Chairman, that concludes our presentation. I 

would like to recognize a number of expert consultants who 

are here with us~today and are prepared to respond to 

questions. In addition to representatives from Glaxo 

Wellcome, also here today are the following expert 

consultants who are prepared to respond to questions 

regarding their field of expertise: Ms. Martha Bayliss, Dr. 

Lawrence Brandt, Dr. William Chey, Dr. Rosemarie Fisher, Dr. 

Ian Gralnek, Dr. John Lennard-Jones, Dr. Rona Levy, 'Dr. 

James McGill, Dr. Louis Morris and Dr. Kay Washington. 

Thank you very much. 

Committee Discussion 

DR. HANAUER: Thank you, Dr. Kent and your group 

Eor that summary. I will now open it up to our committee 

Eor questions or discussions. Dr. Blum? 

DR. BLUM: I have one question. On the 130,000 

prescriptions that you mentioned as a denominator, how many 
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DR. MANGEL:. Out of the 130,000 prescriptions 

dispensed, that was dispensed in 115,027 new prescriptions. 

so, on the order of approximately 15,000 of the 130,000. 

so, 115,027 individual patients -- 15,000 refills. 

DR. HANAUER: Dr. Surawicz? 

DR. SURAWICZ: One of the cases of bloody diarrhea 

-- you mentioned there was one case, do you have any more 

information about that? That was in. the additional 

complications that were mentioned? 

DR. MANGEL: Yes, the patient had bloody diarrhea; 

they were scoped. They were suspicious of ischemic colitis 

but not calling it. The biopsy came back as normal. So, 

the physician thought it was some non-specific event. 

DR. HANAUER: Dr. Wolfe? 

DR. WOLFE: I have a question regarding the 

development of constipation. How many of the patients who 

developed constipation developed it within one to two weeks 

of beginning therapy? 

DR. MANGEL: The median time to onset in the 

clinical program is on the order of ten days, and that is 

the median. The very vast majority of patients who do 

develop constipation, it is clearly within the first month. 

A mean is going to center around 20 days. So, within the 

first three weeks you clearly have many of the cases. 
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DR. WOLFE: There is a reason for the question. 

There is a lot of precedence for a phase-in, not to begin 

with a full dose immediately. Has.any thought been given to 

the possibility of beginning with a lower dose and then 

escalating to the full dose? 

DR. MANGEL: The answer is yes. As Dr. Andrews 

mentioned, as part of the constipation management study 

which we are going to do, there will be three arms. One is 

a laxative, one is a dose reduction and one is interruption. 

In addition to that, we are also thinking of a dose 

titration study for the reason that you said. Actually, you 

get reports, in the spontaneous database, in some cases very 

large information and in some cases very limited information 

and what you do see is that in several of the individuals 

tiho developed constipation the strategy that either the 

physician or patient takes is dose reduction. 

DR. HANAUER: Dr. Ferry? 

DR. FERRY: I just have a question about what is 

tnown regarding the barriers to getting both physicians' and 

patients' attention about these issues. I mean, we have had 

a major drug removed from the market recently, cisapride. 

4n incredible attempt was made to get everybody's attention 

:o avoid inappropriate combination of medicines, and in our 

3wn practice, we, ourselves, gave out information to 

patients trying to get their attention, and I just wonder 
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what really is known about what works best and, you know, 

what are the barriers to some of this. 

DR. KENT: Well, just a general comment, I think 

if you look at the FDA's questions, I believe that is why we 

are here. We have proposed what we believe is a very 

aggressive program to try and get the information to 

physicians and patients, but the general question you are 

asking, I believe, is the reason why we are here. 

DR. HANAUER: Florence, do you want to comment on 

that? 

DR. HOUN: Well, for the cisapride lesson, I think 

FDA learned that multiple listings of drug 

contraindications, risk'factors, interactions with other 

drugs or medical conditions contributed to the inability of 

people to prescribe it safely because of all these 

interactions and conditions you had to be aware or. So, the 

labeling probably was not effective and the point where we 

ended up with, with over 12, or 13, or 20 contraindications, 

at that point risk management should have changed instead of 

just adding more to the label. 

DR. KENT: One issue on cisapride, it was on the 

market for a long time and many physicians probably felt 

incredible comfort with using it, probably making them 

somewhat more resistant to the type of changes FDA wanted to 

intervene with. We have a better opportunity with Lotronex 
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since it has just been on the market shortly. 

DR. FERRY: I have the impression simple is 

better. I mean, when you give a patient a whole page of 

information, you know, sometimes the pertinent things really 

get lost. And, I am sure when we get letters as physicians 

with a whole page, I think it really does get lost. I think 

probably simpler and shorter is better. 

DR. KENT: I should point out that things like 

"dear doctor11 letter that we sent out are not simply our 

writing. They are reviewed and approved and sometimes 

edited in a heavy.way by the FDA. 

DR. LAINE: Do you have information, Dr. Mangel, 

specifically helping us decide which patients are more at 

risk? First of all, there are people who are just really 

qure diarrhea IBS patients, which are obviously a relative 

ninority. How many of those, if any, do get severe 

zonstipation and/or ischemic colitis versus those who have, 

let's say, alternators? Really what I am trying to get at 

Ls a method to determine who really should get the drug and 

lho should not get the drug. 

DR. HANAUER: Before you answer that, can I pose 

:hat in a larger context that I was going to address? To 

irame that, when I look at the six cases of the constipation 

.hat were presented here, five out of the six patients 

.ncluding two that were in clinical trials had a history of 
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constipation as a precedent of their complication. 

Yesterday and today as well, we discussed that 

patients were enrolled based upon Rome criteria for 

definition of irritable bowel, yet, we are now beginning to 

subgroup patients with irritable bowel into diarrhea 

predominant, constipation predominant and the alternators. 

Yet, as was presented yesterday and to this point, we 

haven't had a clear definition from the Rome group that it 

is possible to truly categorize that group of patients, that 

those subgroups are valid subgroups that have their own 

prognosis and response. So, part of the question is can we 

define that subgroup definitively of who would be 

appropriate for Lotronex? 

DR. MANGEL: Any definition of either diarrhea or 

constipation is, of course, a population definition. What 

are our present definitions? They reflect a certain stool 

Erequency over a period of time, and reflect straining 

Jersus urgency, and stool consistency. We believe the 

individual patient knows if they are constipated or not. 

Che individual patient knows on the treatment if they have 

lecome constipated or not. 

I think, as Dr. Laine and Dr. Hanauer pointed out, 

:he patients who ran into trouble, or at least a goodly 

lumber of them, with respect to complications of 

:onstipation should never have been on the drug. 
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7 identifying a risk group. 

8 DR. MANGEL: Ye's, the intent of our proposed 

9 labeling .is that individuals with a history of severe 

10 constipation, individuals with a history of any type of 

12 

13 
I 

14 

. 15 

16 

17 

18 

I mean, this does become an important issue in 

terms of what does severe constipation mean. As you may 

. 19 recall, in our phase III program as well as phase II, 

20 

21 

22 

23 says they are constipated can we put objective criteria 

24 

25 
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DR. HANAUER: But in the context of that, the 

revised labeling says .that it would be contraindicated in 

patients with severe or chronic constipation. I am not 

certain any of the patients that had the severe 

complications from the drug had a previous history of severe 

of chronic constipation. So, I am not certain that that is 

complication of constipation, individuals who are 

constipated at that time should not initiate treatment. 

Individuals who become constipated, depending upon how they 

judge the severity, should either withdraw from treatment or 

discontinue treatment permanently and take laxatives or 

other measures. 

individuals did call in daily on the phone system, so we had 

daily bowel function over the 12-week period and we actually 

did go back and try and reconcile, first, when a patient 

around that. In terms of stool frequency and stool 

consistency you really can't. You get a little better data 
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Very interesting -- we are not indicated for 

alternators but just relating the information, when you look 

at the alternators, and as a population when the alternators 

say they are constipated there is no change either in 

frequency or consistency, and I think that would correlate 

to some studies, for instance, by Dr. Gurwitz and Avorn in 

the elderly that when individuals say they are constipated 

you are not really necessarily seeing a change in stool 

frequency. 

What we do see, once again as a population, is 

when individuals say they have severe constipation they are 

much, much more likely to drop out of the study. Those 

individuals also had a much earlier onset of their 

constipation. To put some numbers around that for you, 

those with mild constipation developed constipation after 22 

days; those with severe, after 8 days. And, it is no 

different than mild versus severe headache. You know, what 

does that mean? You don't know, I don't know, but the 

patient knows and we believe it is the same for 

constipation. 

DR. LAINE: What I am getting at is, in other 

words, is there a problem with giving it to alternators, and 

what timing should one use? In other words, if they have 
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had constipation last week, last month, last three months, 

do you have any information to tell us, first of all, about 

that or should this drug be restricted only to people who 

have had diarrhea and no "constipation" in the last three 

months, two months --? 

DR. MANGEL: And, the drug, of course, is only 

approved for diarrhea-predominant females, one. Two, we do 

have an alternator study which is ongoing. 

DR. LAINE: The problem though is, as we heard 

yesterday, diarrhea predominant, constipation predominant, 

still a lot of those people will actually have constipation 

or, you know, will have the alternate during that month, or 

two or three and the question is not the diarrhea 

predominant, the question is getting rid of the other 

people, in other words, the constipation people. 

DR. MANGEL: Yes, in our phase three program the 

alternators had about an 8 percent greater rate of 

constipation than did diarrhea predominant. There were, 

once again, no increased sequelae, no increased problems in 

the alternators. 

We do have a large alternator study, which is 

recruiting at present, to try and sort out the issues 

:ither, one, is there a defined alternator population that 

zould received benefit and, two, to explore the safety 

profile more clearly in alternators. 
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DR. LAINE: But I would imagine that many of your 

patients who are being treated with this drug are 

alternators right now, and the question is how are you going 

to go further -- 

DR. MANGEL: Perhaps I can just confer our 

marketing colleagues. I don't know if we actually have that 

information in our demographics for prescriptions. Yes, we 

don't have a precise.numerical breakdown -- 

DR. LAINE: But does your wording go far enough in 

terms of getting rid of the alternators or preventing the 

alternators in terms of severe or chronic constipation? I. 

guess that is the question -- versus'other wording to make 

it more clear or to make people with constipation even less 

likely to take the drug -- 1 guess a broader group of people 

who shouldn't take it related to their constipation, is what 

I am asking. 

DR. MANGEL: Yes, and we certainly agree. 

Alternator who is in their constipation phase -- well, the 

lrug should not be initiated in anybody who has 

zonstipation. The drug should not be initiated in anybody 

rho considers their constipation severe. All of our efforts 

ind all of our promotional efforts are strictly targeted 

Lowards our labeled indication of diarrhea-predominant 

)atients. 

DR. LAINE: I guess what I am asking is if they 
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have diarrhea now and they had constipation three weeks ago, 

II is it okay for that patient to take the drug then? 

DR. MANGEL: Well, what we do know -- 

DR. LAINE: I just think that is more real-world 

than, you know, they have diarrhea all the time -- 

DR. MANGEL: Yes. Yes, if we divide it two ways, 

efficacy and safety, what we do know from the phase three 

program is that .when individuals become constipated and 

continue to take the medicine, i.e:, do not drop out, the 

efficacy of those individuals is comparable to the efficacy 

of individuals who do not-report constipation. So, from 

that data which we have, we would‘not necessarily be 

concerned that there is an efficacy concern. 

In terms of a safety concern, all I can do is 

speak to the data which we have, and there were no serious 

reports in the clinical trials program at the time of 

approval. There are these six reports subsequent to 

approval. In three of them, clearly the individuals had 

what appeared to us to be a current history of constipation. 

DR. LAINE: And the ischemic colitis related to 

DR. MANGEL: Yes, I would say no. In ischemic 

colitis of the seven cases in the clinical development 

program, three individuals had a report of constipation at 

some point in their history. So, that is three out of seven 
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or.42 percent, but you have to balance that against 27 

percent in the overall clinical trials population and, you 

know, when you are dealing with three out of seven -- you 

know, I think you would not say those numbers are different 

for such small Ns. 

In the spontaneous database, out of the five 

spontaneous reports, three of them actually did report 

constipation and, once again, is 60 percent different than 

27 when you are only dealing with thousands versus five? I 

don't think we can comment. 

Of course, the major purpose of the large 10,000 

patient epidemiology study is to ferret out exactly what you 

are asking, Dr. Laine, to identify risk factors for ischemic 

colitis -- events as well as who is more likely to get 

constipation. 

DR. KENT: Dr. Laine, let me just take a quick 

run-through with you of our proposed labeling with regard to 

constipation and see if that helps at all. 

First of all, in the indications section we do say 

:hat it is indicated only for women with diarrhea 

predominant form of IBS. ,We have the Rome criteria in the 

appendix and we give a brief definition: diarrhea- 

Iredominant IBS is characterized by at least three months of 

recurrent or continuous symptoms of abdominal pain or 

tiscomfort and diarrhea, etc. 
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Then, in the contraindications we contraindicate 

in patients with a history of chronic or severe constipation 

or the history of sequelae from constipation. So, if anyone 

has chronic constipation, they are out. In addition, we 

contraindicate if they are currently constipated. So, if 

they are currently constipated they should not start the 

drug. In addition, if they become constipated on the drug, 

abd we divide it into mild, moderate and severe, and if they 

are severely constipated on the drug they should stop and 

never restart. If they have mild or moderate constipation 

drug holiday or treatment can be tried. If the drug holiday 

or treatment doesn't work, they are off and never restart. 

SO, we think we have covered the spectrum. 

In the alternator population, we are not indicated 

for alternators. We wouldn't promote for alternators. But 

if a physician had a severely affected patient and in his or 

ler judgment wanted to use the drug in alternatoss, there 

tre clear definitions of when not to start the drug and when 

:o stop it in case it doesn't work. 

DR. LAINE: I have read this already. All I am 

raying is that none of those address directly the 

lternator, which is probably the majority of people in the 

'eal-world and that is all I am asking. I mean, chronic 

onstipation may mean to some people all the time. It is 

omething that we can discuss later but that was really my 
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whole point. 

DR. HANAUER: Dr. Wolfe and then Dr. Kramer. 

DR. WOLFE: I actually want to take slight issue 

with one of the points you raised. You said that patients 

know whether they are having constipation or diarrhea. 

Don't take that for granted. We get referrals to us 

constantly from physicians. The patients are coming in and 

saying their complaint is diarrhea. When you ask them 

carefully, they really don't have it. So, just by putting 

simply diarrhea may not be sufficient to really include the 

proper patients to take this drug. 

DR. MANGEL: My point with respect to that was 

actually more that we don't have any good definitions of 

either. Once again, you know, when we go back to our 

database and we look at the daily bowel function scores of 

individuals who, on X day, report that they have 

constipation, you know, you just cannot put your arms around 

single parameters and say this is constipation; this is 

diarrhea. As you see, when you look at the Rome II 

criteria, there are just not hard and fast definitions which 

apply to every individual and probably the best we can do is 

when a patient says they are constipated, by all means, be 

conservative -- if they are constipated on Lotronex they are 

constipated. 

DR. WOLFE: Four of the patients were taking 
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either birth control pills or estrogens. How many of the 

patients were smokers? 

DR. MANGEL: I believe two or three were smokers 

in addition. 

DR. WOLFE: That may be a key too for interactions 

that really need to be checked. First of all, it is very 

easy to tell patients to stop smoking. They don"t listen 

but it is very easy to tell them that. But if there is a 

predilection for thrombosis of any type, even though this 

not thrombotic, but if there could be an interaction in this 

setting they should be warned very carefully about this. 

DR. MANGEL: No, we agree &nd, actually, we think, 

once again, with the large epidemiology study we will gain a 

lot of insight into this. For our population overall in the 

clinical trials program about 41 percent of the individuals 

tiere either on oral contraceptives or hormone replacements. 

For these cases, it is on the order of 40 or 50 percent of 

the individuals. YOU know, are those numbers different? 

Perhaps they will be, but we just don't have the sample size 

yet to say that they are, but this will be a key focus in 

zhe epidemiology study. 

DR. WOLFE: There is one last issue, I also 

lotice, looking at metabolism, your are metabolized to a 

Eairly large extent by both 2C19 and 3A4, and I also saw two 

If your patients with hemorrhagic colitis actually were 
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taking lenzoprizole which is metabolized by 3A4. Have you 

done interactions looking at ACs with people taking drugs 

metabolized by the same route? 

DR. MANGEL: Can I defer that question to our of 

clinical pharmacologists? 

DR. WOLFE: Sure. 

DR. PETER ANDREWS: We have,seen some mild 

inhibition of the 3A4 ~450, but it has been, in a clinical 

sense, quite a modest inhibition and we really wouldn't 

expect to see any sort of interaction as a consequence. 

The other thing-that you did say is that we see 

2CI9 as a principal ~450 that metabolized alosetron. In 

actual fact it is 2C9. 

DR. HANAUER: Dr. Kramer? 

DR. KRAMER: Thank you. I take it as a predicate 

zhat the company does see a need for changing the insert in 

some way and starting the communication program and risk 

nanagement program. So, with that as a predicate, and I 

understand from the presentation that there is an aversion 

:o the black box solution to such a risk management program, 

lut what I didn't hear and what would help me is an 

zticulation of how a black box would impede the risk 

nanagement program or how it would impede an educational 

lrogram. 

DR. KENT: Well, I think it is a matter of FDA 

MILLER REPORTING COMPANY, INC. 
735 8'" Street, S.E. 

Washington, D.C. 20003 
(202) 546-6666 



sgg 
. 3 

n ; 

: 

4 

c 

E 

‘j 

e 

. 9 

10 

11 

12 

13 

14 

15 

16 

17 . 

18 

19 

20 

21 . 

22 

23 

24 

25 
. 

92 

precedent and a level playing field for pharmaceutical 

companies which market drugs. On the one hand, the FDA has 

said in their discussions with us that they view a black box 

as a communication mechanism. On the other hand, we have 

heard that the physicians don't look at black boxes. 

We don't feel, based on the examples that I gave 

and lots of precedent, that this drug is a dangerous drug 

and merits a black box and there are many other ways to 

communicate the appropriate data around risk-benefit. We 

don't believe the risk-benefit of this drug warrants a black' 

box. 

DR. KRAMER: Maybe a follow up, you presented very 

well the aversion to having a black box, but would it impede 

an educational program and a risk management program? 

DR. KENT: I am not sure it would impede a risk 

nanagement program, I think what it would do would be to 

send a message to physicians that this is a dangerous drug. 

I think that patients and physicians may‘end up making 

inappropriate decisions around whether to use the drug. I 

zhink there is a duty to warn that we all have; I think 

:here is a great duty not to over-warn. We have to put the 

risks and benefits of all these products in proper 

perspective, and having a black box for this drug is not a 

?roper perspective in our view. 

DR. HANAUER: Dr. Avorn? 
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individuals had incompleteness in a month, then it was 

carried forward from the previous months. For mebeverine we 

had significant benefit at month two and three; for 

trimebutine at month three. 

23 DR. AVORN: 'And not for the others? 
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DR. AVORN: Thanks. I guess this is for Dr. 

Mangel. Although in determining efficacy FDA tends to use 

the minimalist and often inadequate.standard of placebo 

comparators, you have presented data from a European study 

in which active comparators were used. My question is about 

your slide A44, comparing your product with the commonly 

used treatments in Europe. I noted there was no evidence or 

no documentation of significance in the difference. Was 

that an omission or was that because the difference between 

the product and the comparators was not statistically 

significant? 

DR. MANGEL: Yes, for each of them we actually 

were significant at various of the individual weeks. 

Actually, our primary analysis around the adequate relief 

was a monthly responder. A.monthly responder was 

weeks, out of a four-week period, with adequate relief. For 

that analysis, missing weeks were imputed to no relief. If 

DR. MANGEL: Yes. 

DR. HANAUER: Dr. Welton, then Dr. Surawicz, then 
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DR. WELTON: I guess I have a comment and then a 

couple of questions. The comment I think would be, to 

summarize Dr. Laine's concerns, and you actually,said it 

best, you said it is different to put your arms around what 

is diarrhea and constipation in the patient. So, as the 

prescribing physician it is going to be very different to 

put our arms around what is diarrhea and constipationand 

how recently did that patient have that episode of not so 

severe constipation, just sort of mild or moderate 

constipation, because I am sure that nobody set out in these 

other patients who had constipation to give them this 

medication with a known'history of severe complications.‘ 

so, I share the concern of getting my arms around what is 

constipation and diarrhea in a given patient and, therefore, 

who would I give it to, other than somebody with a 

gastronoma or something like that. 

I have some problems with some of the studies that 

are suggested. There is going to be some research done on 

the effect of the drug on blood vessels, cultured 

endothelial cells and also, as I saw in one of these stacks 

of papers, looking at vascular rings. Yet, in something 

else that I read from the November meeting, I believe, it 

qas reported that this receptors are only in the submucosa 

Lining in the GI tract; they are not on the blood vessels; 
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2 expect to see any vascular complication of these drugs in 

3 culture endothelial cells or vascular rings. I guess I 

4 would like to understand that would be a valid tool. 

5 DR. MANGLE: Dr. Welton, if it is okay, I could 

6 answer that question and then -- 

7. DR. WELTON: Great! 

a 

9 

10 

11 

12 

13 

14 

15 Gershon has looked at 5HT3 receptors -- obviously, a word 

16 expert on this who has looked at this for years, and 5HT3 

17 

. 
ia smooth muscle themselves, just as you are saying, sir. What 

19 

20 

21 could be occurring. You know, is this a direct mucosal 

22 toxin? As we pointed out in our briefing document, we go 

23 back and re-review our high dose animal studies in which 

24 animals receive many, many-fold the dose for up to periods 

25 of two years and there are no lesions noted. We then looked 

95 

not on the microvasculature. So, I am not sure why we would 

DR. MANGEL: To make it short, the endothelial 

cell experiment is a phase IV commitment proposed from the 

FDA. So, in terms of the motivation for that study, I will 

need to defer to the FDA as that was a phase IV commitment 

to us from the FDA. 

In terms of the blood vessel experiment, in 

November we had Dr. Michael Gershon here and, you know, Dr. 

receptors -- he does not identify them directly in the 

we still want to do, you know, if this ischemic colitis is 

being caused by Lotronex, we need to dissect out where this 
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at blood flow in vivo in rat and there was no effect in rat 

on the mesenteric blood flow. We also wanted to see if this 

could be a direct vasospasm and is it a species difference, 

and that is why the studies on the mesenteric arteries and 

its major branches were done, and we see no effect on 

contractile activity. Of course, those arteries don't show 

r,hythmic contraction but there is no effect on spontaneous 

tone and there is no effect on the amplitude of neuronally 

induced contractions. Then, this was the motivation and, 

once again, is this a species difference, and this is the 

motivation for doing the PET scan study in humans to see if 

there is a change in mesenteric blood flow in humans with 

alosetron. Once again, we are just trying to understand the 

mechanism of how this could be occurring. 

DR. WELTON: I understand the motivation behind 

it. I am just not sure that the studies will show us 

anything because of receptor specificity, different 'tissue 

qpes and the preliminary data, that was at least presented 

in November, that shows there are no receptors there. So, 

you will look for a response there and you won't get a 

response there which will be predictable. So, we are 

Looking at the wrong level. Maybe it is a dilatation of a 

lowe -- 

DR. HANAUER: So, your recommendations are? Tell 

:hem what to do. 
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DR. WELTON: I just want to understand in your two 

patients with constipation, just so I understand, one 

patient had a colectomy, an ileostomy, then a subsequent 

operation to close that ileostomy or has that been done? 

Then, finally, in the patient who had the sigmoid 

perforation, it was mentioned in the papers I read 

beforehand that that perforation was repaired, and it was 

mentioned this morning that that perforation was drained. I 

just want to understand was there a colectomy and colostomy 

or was there just a drainage? 

DR. MANGE: No, in the 70-year old female that had 

the perforation, it was repaired. As of the latest 

information we have on that one case, we don't know if there 

is re-anastomosis. 

DR. WELTON: So, the colonic perforation with 

inter-bowel contamination and pericolonic abscess was 

repaired and drained. 

DR. MANGEL: That is my understanding, yes. 

DR. HANAUER: Thank you. Yes, we share your 

concern that we don't really have diagnoses on many of these 

patients, ultimate diagnoses. 

DR. SURAWICZ: I have a couple of comments. While 

there have not been any deaths with the complications, 

certainly my feeling is that the complications are serious, 

and the 72-year old woman with the bowel perforation in her 
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rectum -- I think it is terrific that she didn't die but I 

2 :hink it probably luck and good medical care. So, while-we 

3 don't understand what is happening with the complications, 

4 certainly it seems that the drug does cause ischemic colitis 

5 and does cause constipation severe enough to cause 

6 complications that most of us don't see in our constipated 

7 patients very frequently. 

a Thus, your communication program and your r.isk 

9 nanagement program is really important 'and, while I am 

impressed with the breadth of types of things that you are 

doing, it strikes me that it is really based on a part of 

12 

13 

14 

zhe population -- I think of my own population of patients 

in a county hospital where patients are from Asia and North 

4frica and the Ukraine, and I think you are really going to 

15 leed to develop ways to communicate with those types of 

16 patients -- not only language barriers but also simplicity. 

17 

la 

19 

Reb-based materials wouldn't help my patient population at 

311. 

so, I think you really have a chance to be leaders 

20 and to develop innovative ways to communicate not only with 

21 patients but also with physicians, and to perhaps become 

22 
. 

23 

leaders and do something really terrific and look at ways so 

that all other drug companies could follow your lead if you 

24 could develop even better ways to communicate. 

25 DR. KENT: I will make a comment and then ask Mr. 
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Hull to make a comment on the communication. We agree that 

the individual. cases represent serious complications. When 

we look at the signal in its entirety, we are not sure where 

to place it. We don't believe, again in the spectrum of 

examples,that I gave you, this signal does not seem to stand 

out. 

If you review the PDR for drugs currently used, as 

far as we understand, ineffective drugs for the treatment of 

IBS that can cause constipation, and listed in the PDR are 

the same complications of constipation that we have seen. 

We have a drug that has proven efficacy and has actual data 

and, again, compared to the examples that I gave, if 

Lotronex is as dangerous as you are presenting it to be,' 

then non-steroidals have to be pulled off the U.S. OTC 

market -- 10,000 to 20,000 deaths per year, well documented 

by the CDC.‘ 

DR. HANAUER: We understand your balance but we 

are asked here how to manage- -- 

DR. KENT: I understand that. I am trying to 

bring it back constantly to the context -- 

DR. HANAUER: We understand that -- 

DR. KENT: Because I think it is very easy to say, 

nJel1, this case was very serious; this patient could have 

3ied -- 

DR. HANAUER: Yes. 
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DR. KENT: And, you know, when we get up to a 

million prescriptions I am sure we will have a death. I am 

sure that will happen. We have to place it in context. Do 

you want Mr. Hull to respond to the communication issue that 

you raised? 

DR. WOLFE: Before he does, let me say one thing. 

I actually wanted to make the same comment, just to go a 

little bit further. .Even for those that are in English, 

what level of education are you going to be aiming at? 

MR. HULL: I appreciate the suggestions by the 

committee and I wanted to reenforce that not only is 

simplicity one of the main messages that we would like to 

get across in our communication vehicles, but we will 

consider utilizing multiple different language formats to 

address the different ethnic populations that we are seeing 

in gastrointestinal and family practitioner practices. 

DR. HANAUER: Dr. Blum and then Dr. Kramer. 

DR. BLUM: Yes, one of the comment I have is that 

diarrhea is,and what constipation consists of, but what we 

are really talking about here is a patient-defined disease. 

Am I constipated or do I have diarrhea? And with that in 

mind, shouldn't the education really be going to the 

patient, in the patient package insert or medication guide, 

where the patient would sign off on the bottom I understand 
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