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1. INTRODUCTION

This briefing document is intended to orient the Advisory Committee Members to
information pertinent to discussions on risk management and post-marketing adverse
events associated with LOTRONEX that will be discussed at the meeting of the FDA
Gastrointestinal Drugs Advisory Committee Meeting schednled for June 27, 2000.

A New Drug Application (NDA) was submitted for LOTRONEX® (alosetron
hydrochloride) Tablets ont June 29, 1999, On November 16, 1999, the application was
reviewed by the FDA Gastrointestinal Drugs Advisory Committee. The committee voted
unanimously for approval. On February 9, 2000 the FDA approved Glaxo Wellcome’s
NDA (21-107) for LOTRONEX for the treatment of irritable bowel syndrome (IBS) in
women whose predominant bowel symptom is diarrhea. During the period since
approval through June 1, 2000, it is estimated that a total of 130,000 prescriptions have
been dispensed in the United States.

The NDA relied primarily on two identically-designed Phase III studies (S3BA3001 and
S3BA3002), with support from two Phase II dose-ranging trials (S3BP12 and
S3BA2001), to provide substantial evidence of safety and effectiveness of alosetron for
the proposed indication. Data from the Phase II program revealed that efficacy was
preferentially observed in females, as compared to males, and that 1mg BID is the
optimal clinical dose. Studies to further explore possible physiologic mechanisms
responsible for the observed differential gender effect have been initiated and an
additional, large dose-ranging efficacy study in males is also underway. In addition to
the controlled efficacy/safety studies described above, the Phase Iil program also
included a 12-month, long-term safety trial (S3BA3003). This study was initiated in both
genders in order to establish the safety of long term alosetron therapy in women and men.
With the exception of study S3BP12, data from the controlled trials have been collected
primarily at US sites. The clinical pharmacology studies were conducted primarily
outside of the United States.

Glaxo Wellcome believes that LOTRONEX represents a significant improvement for the
treatment of females with the diarrhea predominant form of IBS. The drug has been
shown to have clinically meaningful efficacy in improving the most bothersome IBS
symptoms by providing relief of IBS pain and discomfort, decreasing days with urgency,
decreasing stool frequency, and producing firmer stools. Data submitted with the NDA
provided evidence of a favorable benefit/risk profile for LOTRONEX in women with
diarrhea-predominant IBS.

The clinical development program for LOTRONEX remains active since approval of the
NDA with ongoing studies targeted to expand the current scientific and medical
knowledge of the product. Studies are planned or ongoing in the following areas:

* Studies intended to better assess safety/efficacy with long-term use.

e Studies intended to assess safety/efficacy in IBS populations other than those
covered by the approved labeling including: other IBS subtypes (alternators), males,
and pediatrics (females and males).

June 14, 2000 1



RM2000/00271/00

¢ Studies intended to assess safety/efficacy in other gastrointestinal disorders e.g. Non-
Ulcer Dyspepsia (NUD).

* Trials intended to gain a better understanding of how the product can be used to
maximize benefits and minimize adverse side effects (e.g., constipation
Inanagemeit) '

As part of an ongoing process, Glaxo Wellcome has conducted a thorough review of the
adverse event reports from clinical trials, as well as voluntary, spontaneous reports
received since the drug has been marketed. Since approval of the NDA, Glaxo Wellcome
has submitted to FDA reports of ischemic colitis and complications of constipation
derived from both ongoing clinical trials and spontaneous reports. These new adverse
event repoits have been the subject of several interactions between representatives of
FDA and Glaxo Wellcome. '

Glaxo Wellcome and the Agency are presently working cooperatively toward labeling
modifications for LOTRONEX. Glaxo Wellcome is committed to product labeling that
indicates which patients are appropriate for treatment, identifies the product’s potential
adverse side effects, and explains how the product should be used to maximize benefits
and minimize adverse side effects. In addition, Glaxo Wellcome and FDA have held
several discussions regarding development of an appropriate risk management plan for
LOTRONEX. On May 26, 2000, FDA requested that Glaxo Wellcome present to the
Advisory Committee an update of new information regarding the benefits/risks of the
product and an overview of its risk management plan. Glaxo Wellcome is committed to a
program of responsible stewardship to enhance the safe use of its products. In that spirit,
it is hoped that the meeting on June 27 will yield meaningful discussion regarding risk
management.

Included with this briefing document is a concise review of the safety and efficacy data at
the time of approval and new information that has become available since the drug was
introduced for marketing.

The risk management program is described in Section 5 of the briefing document. The
risk management plan includes three components: 1) risk definition, an extensive
program of research-based activities to better understand the safe use of LOTRONEX; 2)
risk communication, examples of which are provided in Section 5 and will be presented
in greater detail at the June 27 meeting of the Advisory Committee; and 3) program
monitoring, to assure that as new signals emerge, Glaxo Wellcome can take appropriate
steps to adjust the risk management program.
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2. OVERVIEW OF SAFETY DATABASES

In this briefing document, safety data are reported from both the clinical trials database
and from postmarketing spontaneous reports. At the time of approval, approximately
3000 male and female subjects had received alosetron. In our Phase II and 1T IBS
program, 1,263 patients received BID doses of alosetron for up to twelve weeks in
duration (studies S3B-P12, S3B2001, S3B3001, and S3B3002). In a long-term safety
study, 640 IBS patients received 1 mg alosetron BID for period up to 12 months in
duration. In ongoing studies, approximately 1,250 patients had received treatment with
alosetron. Four reports of transient ischemic colitis had been submitted and were
included in the application review at the time of approval. In all 4 cases, the events all
resolved without sequelae. No serious adverse events or complications related to
constipation were reported at the time of approval.

At the Agency’s request, Glaxo Wellcome has provided a concise overview of the safety
data obtained since the time of approval. For preparation of this briefing document and,
likewise, the Advisory Committee Meeting on June 27, 2000, the FDA and Glaxo
Wellcome agreed to a database cutoff of June 1, 2000. This date applies to information
regarding the number of reports of ischemic colitis and constipation as well as
determination of the denominators for clinical trials patients as well as post-marketing
spontaneous reports to Glaxo Wellcome of other relevant safety information and
estimates of exposure for clinical trials and marketing experience.

On June 6, 2000 representatives of the FDA Division of Gastrointestinal Drugs and
Coagulation Drug Products and the Office of Drug Evaluation III reviewed individual
case reports that include a description of ischemic colitis and cases involving sequelae of
constipation. At the conclusion of that discussion it was understood that:

1. FDA and Glaxo Wellcome agreed to a diagnosis of ischemic colitis in 3 cases
reported post-approval from clinical trials. As of June 1, 2000, a total of 6852 male
and female subjects had received alosetron in repeat dose studies.

2. There have been a total of 5 cases derived from the voluntary, spontaneous reporting
system for which FDA and Glaxo Wellcome agree to a diagnosis of ischemic colitis.
It is estimated that as of June 1, 2000, a total of 130,000 prescriptions had been
dispensed. '

3. Post-approval, there have been two cases derived from the clinical trials database that
mvolved hospitalization associated with complications of constipation. One case
required surgical intervention.

4. As of June 1, 2000, there have been a total of 4 cases derived from the voluntary,
spontaneous reporting system that have involved hospitalization associated with
constipation. Of these, two cases required surgical intervention.

This information is summarized on the following page.
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Table 1
Date Ischemic Colitis Serious Constipation
Clin Trials Spontaneous | Clin Trials | Spontaneous
February 9, 2000 {(Approval) 4 NA 0 NA
(n=3000)
June 1, 2000 (n=6852) 7 (4 original plus 3) 5 2 4

At the time of approval the rate of ischemic colitis in the clinical trials database was
estimated by Glaxo Wellcome as 4/3000 or 1:750. This estimated incidence contrasts to
an estimated incidence of 1/300 described by FDA during the Agency presentation at the
November 16, 1999 GI Drugs Advisory Committee Meeting. This difference resulted
from FDA'’s selection of a denominator; i.e., the estimated rate considered only the
studies in which reports occurred and did not take into account other completed and
ongoing trials in which there had been no reports of ischemic colitis (e.g. other IBS trials,
studies in other GI disorders, and multiple-dose clinical pharmacology studies). As of
June 1, 2000 the estimated rate of ischemic colitis derived from the clinical trials
database by Glaxo Wellcome was estimated as 7/6852 or 1:979. An incidence rate from
marketing experience cannot be reliably determined.

At the conclusion of the June 6, 2000 teleconference between FDA and Glaxo Wellcome,
it was agreed that the relative frequency and severity of cases of ischemic colitis reported
post-approval is comparable to reports prior to approval. It was also agreed that there
have been rare post-approval reports of patients who have experienced complications of
constipation that are severe and had not been observed prior to approval.

3. LOTRONEX CLINICAL DEVELOPMENT

Irritable bowel syndrome (IBS) is one of the most common gastroirtestinal disorders.
The hallmark features of IBS are chronic, recurrent abdominal pain that is associated with
alterations in bowel function. The bowel changes may manifest predominantly as
diarrhea, predominantly as constipation or as an alternation between the two (1). IBS is
considered a functional bowel disorder in which no endoscopic, radiographic or
laboratory findings have been identified (1). Thus, the diagnosis of IBS is based upon a
collection of symptoms following an exclusionary work-up for organic disease. The
Rome Criteria represent a diagnostic criteria for IBS (2); however, the Rome Criteria are
main}y used in clinical trials and have little role in standard medical practice.

Because of the chronic, recurrent nature of the symptoms of IBS, IBS has been shown to
have a large negative impact on patient's quality of life (QOL) (3). As illustrated in
Figure 1 below, when disease burdens are compared, the QOL burden for IBS has a
similar magnitude to that observed in patients with chronic depression.
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Figure 1

Although IBS does not lead to life threatening sequelae, the consequence of IBS is large,
affecting many aspects of patients’ everyday lives.

Alosetron is a potent and selective SHT3 receptor antagonist and SHT; receptors have
been shown to play important roles in the motor and visceral-sensory activity of the
gastrointestinal tract (4). Thus, a rational basis exists for the efficacy of alosetron in the
treatment of IBS.

Based on earlier results in phase II studies (5,6), only women were studied in the phase
I program. In phase I, benefit with alosetron was most obvious in the diarthea-
predominant IBS subtype. Since IBS is a female predominant condition with 70-75% of
sufferers being women (7), diarrhea-predominant women with IBS represent an
important population. A large male dose-ranging study is also ongoing at the present
time to more fully explore the safety profile and the potential for benefit in males.

Alosetron fulfills a large unmet medical need for females with diarrhea-predominant IBS,
representing the first new agent approved for the treatment of IBS in decades. The
feedback that Glaxo Wellcome has received is that many patients’ lives have been
positively changed following treatment with alosetron.
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3.1. Review of Efficacy at Time of Approval

Phase 11T Program: Two identically designed phase I studies which enrolled
nonconstipated (diarrhea-predominant and alternating patients), female IBS patients were
simultaneously conducted (S3BA3001 and S3BA3002). Each study enrolied over 600
female patients, randomly assigned in a ratio of 1:1 to either treatment with alosetron (1
mg BID) or placebo. The study consisted of a 2 week screening period, 12 weeks of
treatment, and a 4 week follow-up phase with no treatment. Data were collected using a
novel electronic, touch-tone telephone based system. Patients called in daily to a central
computer, and answered a series of automated questions by pressing appropriate keys on
the touch-tone pad. Once responses were entered, the data were locked and secured.

Patients were asked daily questions about urgency to defecate, stool frequency and
consistency, severity of abdominal pain or discomfort, sense of incomplete evacuation,
and bloating. Once every 7 days patients were asked, "IN THE PAST 7 DAYS HAVE
YOU HAD ADEQUATE RELIEF OF YOUR IRRITABLE BOWEL SYNDROME
PAIN AND DISCOMFORT?" (adequate relief, hereafter). Responses to this question
represented the primary efficacy measure for analysis. For women with diarrhea-
predominant IBS, a significantly greater proportion of patients treated with alosetron -
reported adequate relief compared to placebo.

ADEQUATE RELIEF: Shown in Figure 2 are the percentages of diarrhea predominant
patients in S3BA3001 and S3BA3002 reporting weekly adequate relief of their IBS pain
and discomfort. In each study, significantly more subjects receiving alosetron had
adequate relief compared to that seen with placebo. In S3BA3001, significantly more
women reported adequate relief by the end of the fourth week of treatment with alosetron
than those receiving placebo. Once achieved, significant benefit persisted throughout the
remainder of the 12-week treatment period. Following discontinuation of treatment,
benefit rapidly dissipated. A similar pattern was noted in S3BA3002, however, an eadlier
onset of activity was observed. These results provide independent replication,
demonstrating consistent and convincing efficacy of alosetron in the treatment of female,
diarrhea-predominant IBS patients (Figure 3).
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“In the Past Seven Days Have You Had Adequate Relief

of Your Irritable Bowel Syndrome Pain and Discomfort?"
(Female Diarrhea-Predominant)
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“In the Past Seven Days Have You Had Adequate Relief
of Your Irritable Bowel Syndrome Pain and Discomfort?"
(Female Diarrhea-Predominant)
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SECONDARY ENDPOINTS: In addition to greater percentages of patients reporting
adequate relief of IBS pain and discomfort, alosetron also provided significant
improvement in urgency (Figure 4), stool consistency (Figure 5) and stool frequency
(Figure 6). For each symptom, significant improvement occurred within the first week of
treatment, persisted throughout all 12 weeks of treatment and rapidly dissipated with
cessation of therapy.

"Have You Felt or Experienced a Sense of
Urgency Today?”

(Female Diarrhea-Predominant)
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Figure 4
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“Please Rate the Consistency Of
Your Stool Today"

(Female Diarrhea-Predominant)
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Figure 5

“Please Enter the Number of Times You Have
Passed Stool Today"
(Female Diarrhea-Predominant)
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3.1.1. Efficacy Conclusion at Time of Approval

IBS is multidimensional in nature, and alosetron provides multidimensional improvement
in female, diarrhea-predominant IBS patients. Alosetron represents the first agent proven
in two large, placebo controlled studies to improve multiple symptoms of IBS (i.e.,
provides adequate relief of IBS pain and discomfort, decreasing days with urgency,
decreasing stool frequency and producing firmer stools).

3.2 Review of Safety at Time of Approval

ADVERSE EVENTS: Shown in Table 2 are the most common adverse events reported in
the Phase I and Phase III safety/efficacy trials (also referred to hereafter as the repeat
dose alosetron studies)

Table 2
MOST COMMON ADVERSE EVENTS
(Phase /I 12 week studies)

{Alosetron BID)
Event Placebo 0.1mg 0.5 mg 1mg 2mg 4 mg 8 mg
{h=834) {n=115) (n=116) | {n=702} {n=187) {n=75) {n=60)

Any Event 63% 50% 54% 73% 60% 72% 74%
Gastrointestinal
¢+  Constipation 5% 3% 13% 27% 20% 20% 29%
¢ Nausea 6% 3% 7% 7% 7% 9% 3%
=  Abdominal 3% 7% 9% 5% 6% 8% 7%

discomfort and

pain
Neurology
o Headache | 12% | 4% | 11% [ 9% | 10% | 7% | 13%

Constipation: Constipation was the only adverse event that occurred commonly (>5% of
patients) and at a substantially greater rate during treatment with alosetron as compared
to placebo. During treatment with alosetron, if constipation occurred it was generally
reported during the first month of treatment, had a median duration of 6 days and most
cases were coded as mild or moderate by the study physicians (Table 3). 75% of patients
who reported an episode of constipation did not report a second event. As bowel
functions are considered relevant endpoints in IBS studies, laxatives were not permitted
during the phase III studies and 10% of alosetron-treated patients in these studies
withdrew secondary to constipation.

In addition to a specific patient complaint of constipation, an adverse event was also
recorded in the Phase I studies if the patient experienced the absence of stool for four
consecutive days. If patients went four consecutive days without a bowel movement,
then study medication was interrupted for up to four days and constipation was recorded
as an adverse event. If bowel movements resumed during study drug interruption, then
patients resumed treatment, otherwise they were withdrawn from the study. In the phase
HI program, 9% of the patients for whom constipation was reported as an adverse event
had four consecutive days without a bowel movement. Following interruption of
treatment, 88% of the affected patients resumed bowel movements within the 4-day

June 14, 2000 10
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period and were able to reinitiate treatment with LOTRONEX. No complications related
to constipation were reported.

Table 3
CONSTIPATION
(First Episode in Phase Iill 12 week studies)
Parameter Placebo BID (n=834) Alosetron 1 mg BID
{n=702)

Time to onset (Days-median) 20.5 10.0
Duration (Days-median) 5.0 6.0
Severity

«  Mild 31% 21%
+  Moderate 49% 44%
*  Severe 21% 35%

S3BP12, S3BA2001, S3BA3001, S3BA3002

DEATHS AND SERIOUS ADVERSE EVENTS: Serious adverse events reported at the
time of alosetron approval in the phase II and III program are given in Table 4. All
events resolved without sequelae with the exception of the patient with breast cancer
whose status remained unchanged.
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Table 4

SAEs in Completed 12 Week Repeat Dose Studies in Patients with IBS
(S3BP12, S3BA2001, S3BA3001, S3BA3002)*

Placebo
(n=834)

Alosetron
{N=1255)

Cardiovascular

Anginal episode (S3BA3001, 04384)
Unstable angina (S3BA3001, 05625)

Worsening coronary arfery disease (S3BA2001,
02480)
Angina (S3BA2001, 00778)

Drug Interaction Overdose & Trauma

Low back strain (S3BA3002, 07932)
Post-polypectomy bleeding (S3BA3002, 06703)

Compilications due to operative hematoma of the
uterus (S3BP12, 0783}
A hip fracture/syncope (S3BA3002, 06333)

Ear Nose

& Throat

Acute tonsillitis (S3BA2001, 00768)
Upper respiratory infection (S3BA3002, 06641)

Endocrine & Metabolic

Dehydration/diarthea/vomiting (S3BA3002, 07100) |

Gastrointestinal

Non-specific esophagitis/ cellulitis R groin, at
femoral catheterization site (S3BA3001, 04989)
Partial bowel obstruction (S3BA3002, 06585)
Bleeding gastric ulcer (S3BA3002, 06462)

**Flare up of IBS ($3BP12, 0910)

**Perianal abscess/ “fever (S3BP12, 0786)
Diverticulitis (S3BA2001, 02443; S3BA2001,
02063)

Ischemic colitis*™* (S3BA2001, 02829; SSBA3002,
07195)

""Severe segmental colitis (S3BA3001, 15687)
Viral gastroenteritis (S3BA3001, 04163;
S3BA3001, 04190)

**Constipation (S3BA3002, 07002)
Chronic/unspecified peptic ulcer with hemorrhage
(S3BA3002, 07104)

Abdominal pain/ gastritis/ duodenitis (S3BA3002,
07228)

Hepatobiltary & Pancreas

| Acute pancreatitis (S3BA3001, 04445)

Respiratory

Asthma attack (S3BA3001, 04960)

Exacerbation of asthma (S3BA3001, 06041)
Pulmonary edema (S3BA3001, 04595)
Acute bronchitis/vertigo (S3BA3002, 06451)
Pneumonia (S3BA3002, 07900)

Musculoskeletal

Ischiatiform pain, herniated disc (S3BP12, 01 17)
Degeneration of R ankle joint (S3BA3002, 07809)

Neurclogy
Probabie R Bell paisy/ tension headache (S3BP12,
0219)
Non-site specific

**Atypical chest pain (S3BA3001, 05759)
Chest pain, mid-sternal (S3BA3002, 07937)

Salmonella - infection (S3BP12, 0817)
Chest pain (S3BA2001, 02396}

Chest pain of unknown etiology (S3BA3001,
05079)

Reproduction

Ovarian cyst (S3BA2001, 02503)
Ruptured R ovarian cyst (S3BA2001, 02670)

Ovarian cyst laparotomy (S3BP12, 0140)
Breast cancer (S3BP12, 01080)

Skin

| **Urticaria (S3BP12, 0777)

Urology

| Kidney stone {S3BP12, 01035)

* Entries are SAE (Study no., Subject no.)

** SAE(s) attributed to study drug by the investigator

*** Severe segmental colitis was also considered to be ischemic colitis. A 4™ case was reported in an
ongoing study.

June 14, 2000
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Two deaths were reported in the one year safety study (Study S3BA3003; described
below under LONG-TERM SAFETY). Both deaths occurred in patients who had pre-
existing cardiac risk factors and were judged by the investigators as not related to
alosetron.

¢ Patient 11950 was a 50 year old obese white female smoker with a history of
hypertension and preceding chest pain who developed a cardiac dysthythmia and
died following 180 days of treatment with alosetron 1 mg BID. Preliminary autopsy
findings revealed severe atherosclerotic disease with biventricular dilatation.

¢ Patient 10209 was a 54 year old white male with a history of hypertension who died
following 252 days of treatment with alosetron I mg BID. The patient presented to
the emergency room with sudden onset of dull mid-clavicuiar pain following an
episode of indigestion, shortness of breath and nausea. ECG was normal and the
patient was discharged. The following day the patient underwent a cardiac arrest.
No autopsy was performed.

LABORATORY VALUES: Laboratory values overall were not affected by treatment
with alosetron. A review of liver function tests at time of approval revealed similar rates
of placebo and alosetron-treated subjects who had elevations in ALT of >3x normal. In
one patient (S3BA3001, 04595), a reversible increase in ALT to greater than three times
normal levels, with increased AST, alkaline phosphatase, and bilirubin was observed.
Following 4 weeks of alosetron treatment, the subject presented with rectal bleeding
(~3/30/98) and Crohn’s disease was diagnosed. The patient stopped alosetron on 4/20/98
and on 4/22/98 AST, alkaline phosphatase and bilirubin had normalized. ALT was
normal on 5/1/98. The respective values are shown below:

Table 5
Parameter Pretreatment | Week 4 | Week8 4/22198* Post-Treatment
2/10/98 3/20/98 | 4/17/98 5/1/98
ALT (6-34) 21 65 131 75 (0-50) 29
AST (9-34) 26 52 111 38 {0-45) 10
ALK Phos (31-110) 103 198 174 156 (25-185) 90
Bili (0.2-1.2) 0.5 0.4 2.1 1.1 (0.1-1.2) 0.7

* Alosetron stopped 4/20/98; laboratory analysis on 4/22/38 performed at outside lab with
different range of normal values.

ISCHEMIC COLITIS: As described in Section 2, prior to approval of the NDA, four
cases of ischemic colitis had been reported in the clinical development program in which
approximately 3000 male and female subjects had been exposed to alosetron in ongoing
and completed studies (rate approximately 1:750). All four patients had brief
hospitalizations and the events resolved without sequelae. All reports of ischemic colitis
occurred in 12 week studies; there were no reports of ischemic colitis in alosetron treated
subjects in long-term studies in which patients received continuous alosetron treatment
for up to one year. Given below are narratives for the four reported cases:

¢  Subject 2829 is a 33 year old female who received alosetron 2 mg BID to treat
diarthea-predominant IBS. Concurrently she received an estradiol patch, famotidine
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and Tums. Patient is currently 2 smoker. Two days after initiating therapy with
alosetron she experienced severe, cramping abdominal pain and heme positive
diarrhca. Alosetron was stopped and 2 days later she was admitted to the hospital
with diffuse abdominal tenderness and diarthea. A colonoscopy revealed erythema,
edema and scattered erosions at 40-80 cm. Biopsies revealed no evidence of
ischemic colitis.

Hospitalized: 4 days; Constipation: no; Diverticuli: no.

Subject 15687 is a 41 year old female who received alosetron 1 mg BID to treat IBS.
Concomitant medication included 3-4 grams of aspirin per day. 54 days after
initiating study treatment she developed rectal bleeding and abdominal pain.
Alosetron was discontinued and she was admitted to the hospital. Colonoscopy
revealed severe segmental colitis with irregular ulcerations with skip areas consistent
with Crohn’s disease, ischemic colitis, or self-limiting colitis from the mid-transverse
to the proximal sigmoid colon. Biopsies were read as consistent with ischemic
colitis.

Hospitalized : 3 days; Constipation: no; Diverticuli: no

Subject 7195 is a 48 year old female with a longstanding history of hypertension,
Cushing’s syndrome, hysterectomy, cholecystectomy, and constipation who recejved
alosetron 1 mg BID. Twenty three days after initiating alosetron she experienced
abdominal cramping, nausea, vomiting, rectal bleeding, fever, leukocytosis and
constipation. The patient was hospitalized and colonoscopy revealed mucosal
sloughing, ulceration and inflarnmation from 30-60 cm. Biopsies were read as
consistent with ischemic colitis.

Hospitalized: 1 day; Constipation: yes; Diverticuli: no.

Subject 34069 s a 61 year old postmenopausal female who received alosetron 1 mg
BID for 7 days for the treatment of IBS. Patient was also receiving amitriptyline and
raloxifene. The patient developed severe abdominal pain on day 8 and alosetron was
discontinued. An abdominal CT revealed mural thickening of the entire transverse
and descending colon, as well as the distal ascending colon at the hepatic flexure.
Findings were compatible with some form of colitis-infectious or inflammatory
colitis considered most likely. Admission labs were notable for leukocytosis. The
patient received 3 days of antibiotics. On day 6 a colonoscopy was performed
revealing patchy areas of erythema/edema adjacent to more pale areas, diverticuli
and large hemorrhoids were noted. Biopsies were interpreted as consistent with
ischemic colitis. She was discharged the next day to home.

Hospitalized: 6 days; Constipation: no; Diverticuli: sigmoid

To better understand the possible development of ischemic colitis during treatment with
alosetron, Glaxo Wellcome had taken these steps as of the time of approval:

Reviewed toxicology studies in which animals had received high dose alosetron for
up to two years duration. In these studies no suggestion of colonic or small intestinal
lesions was found (Attachment 1).
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¢ Evaluated the ability of alosetron to directly constrict blood vessels. No
spasmogenic activity was noted in dog mesenteric arteries as assessed by changes in
spontaneous tone or neurogenically mediated contractions (Attachment 2).

¢ Reviewed cases of rectal bleeding in the clinical development program for the
potential of mis/undiagnosed ischemic colitis. There was no evidence that ischemic
colitis was mis/undiagnosed as rectal bleeding (Attachment 3).

Additionally, the effect of alosetron on colonic mucosal microcirculation in rats had been
evaluated. Alosetron had no effect on mesenteric blood flow (Attachment 4).

Post-approval. additional studies are being planned and conducted (see below).
LONG-TERM SAFETY

In addition to the Phase II and III safety/efficacy trials, the NDA. also contained data from
a long-term safety trial (S3B3003) conducted in to comply with the ICH guideline. By
prior agreement with the Agency, a report containing data for at least 300 patients treated
continuously for 6 months was submitted as part of the NDA on June 29, 1999 (first
interim report). A second report was included in the NDA safety update on September
24, 1999 (second interim report) which was intended to provide data for at least 100
patients treated continuously for 12 months.

The first interim analysis included data from 728 patients (553 received alosetron, 175
placebo). Of these, 330 received 1 mg alosetron and 119 received placebo twice daily for
at least 6 months. The second interim analysis included data from all 850 patients who
received study medication. Of these, 560/850 patients received study drug for at least 6
months (415 alosetron and 145 placebo) of whom, 257 had received study drug
continuously for 1 year (187 alosetron and 70 placebo).

The most common treatment-emergent adverse events reported at the time of the NDA
Safety Update involved the gastrointestinal and neurological body systems. A summary
of the events for these body systems is provided in Table 6 below.

Table 6
Most Common Treatment-Emergent AEs in Alosetron Long-Term Safety Study
(S3BA3003) at time of NDA Safety Update: Gl and Neurology

% of Patients Reporting Adverse
Event
Body System Adverse Event Alosetron
Placebo 1mg bid
(N=210) (N=640)
Any Body System Any Event 75 80
Gastrointestinaf Constipation 5 31
Diarrhea 9 8
Abdominal discomfort and pain 6 g
Nausea 5 8
Gastrointestinal discomfort and 4 7
pain
Neurology Headaches 6 9
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A similar pattern and frequency of adverse events were noted with 12 month dosing of
alosetron as was seen in the 12 week Phase II and III studies. Constipation was the only
adverse event occurring notably more frequently in alosetron-treated subjects. In the
alosetron group, 31% (201/640) of patients reported constipation compared with 5%
(10/210) of patients in the placebo group.

In addition to study S3BA3003, at the time of approval there was a large, placebo-
controlled, Phase III study ongoing that was intended to obtain safety and efficacy data
for continuous treatment through 48 weeks (S3BA30006). Since the data remained
blinded, safety information from this trial did not contribute to the NDA approval.
Results from this trial are presently under analysis with availability targeted for July
2000.

3.2.1. Safety Conclusion at Time of Approval

At the time of approval, more than 3000 volunteers and patients had participated in 52
completed and 15 ongoing studies. The primary safety data were provided from two 12-
week Phase II trials conducted in women and men with IBS; two 12-week Phase I trials
conducted in women with IBS; and a 12-month, long-term safety study conducted in
women and men.

Of the 640 patients randomized to alosetron treatment in the long-term safety study, 415
(65%) received alosetron 1mg bid for at least 6 months (314 females and 101 males)
including 187/640 (29%) who received 1mg bid alosetron for at least 1 year (117 females
and 70 males).

Data from the studies provided in the NDA support the following conclusions.

¢ Constipation was the most frequently observed adverse event in both the 12-week
repeat-dose studies and long-term safety study. Constipation occurred in 27% of
alosetron-treated patients in the 12-week repeat dose studies (5% on placebo) and
31% following up to 12-months of treatment with alosetron (4% on placebo). The
comparable incidence of constipation between patients treated for 12 weeks and
those treated for up to 12 months indicates that constipation does not become more
frequent with an extended duration of alosetron dosing.

» The incidence of serious adverse events was similar in alosetron- and placebo-treated
patients (4% and 5%, respectively).

®  No greater propensity for AEs was observed when examined by age, gender, race or
female hormone use.

In the alosetron clinical development program there were four reports of acute, transient
ischemic colitis without sequelae. Review of all events of unexplained rectal bleeding
revealed no evidence of undiagnosed events of ischemic colitis.
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3.3. Update on Efficacy and Safety

3.3.1. Update on Efficacy

The clinical development program for alosetron remains active since approval of the
NDA on February 9, 2000. Subsequent to approval, Glaxo Wellcome has recently
completed a randomized, double-blind, placebo controlled, trial designed to evaluate
control of bowel urgency (S3B30011). In addition, Glaxo Wellcome has completed two
large active comparator trials to support non-US registrations (S3BB3001 and
S3BB3002). Since these studies have been recently completed, FDA has not yet had the
opportunity to review the data.

IBS is a multidimensional disorder and alosetron produces multidimensional
improvement. The data above shows that alosetron provides adequate relief of pain and
discomfort and improves days with urgency, stool consistency and frequency. To
appreciate the overall benefit of alosetron across the multiple endpoints, we incorporated
a global improvement index in study S3B30011. The study randomized 801 diarrhea-
predominant females to 12 weeks treatment with placebo or alosetron 1mg BID (1:2
randomization scheme).

The IBS Global Improvement Scale consisted of the following question: “Compared to
the way you usually felt during the 3 months before you entered the study, are your IBS
svmptoms over the past 4 weeks: substantially worse, moderately worse, slightly worse,
no change, slightly improved, moderately improved, or substantially improved.” A
global improvement responder was prospectively defined as patients who reported
substantial or moderate improvement on the 7-point IBS Global Improvement Scale.
Alosetron produced robust benefit on the global improvement scale (Figure 7). At each
monthly interval, significant and substantial (25-30%) benefit was seen with alosetron
treatment as compared to that seen with placebo.
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Figure 7

Results are also available from two additional large (>600 patients) IBS studies in women
comparing 12-weeks of alosetron treatment to two of the most commonly used IBS
agents in Europe: mebeverine (an antispasmotic agent) and trimebutine (an opioid-like
agent). In both studies, a greater proportion of women treated with alosetron reported
adequate relief compared to either mebeverine (S3BB3001) or trimebutine (S3BB3002).
Shown in Figure 8 are the weekly adequate relief responses with alosetron, mebeverine
and trimebutine in the diarrhea-predominant female patients.
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Figure 8

3.3.2. Efficacy Conclusion

Additional data since the time of approval of alosetron confirm consistent and
reproducible treatment effects in female, diarrhea-predominant IBS patients.

3.3.3. Update on Safety

Shown in Table 7 are the most frequently reported adverse events for the integrated
alosetron safety database for all completed repeat dose phase II and III studies in the core
alosetron clinical program. Included are results from completed studies in IBS patients
and other functional bowel diseases. Constipation remains as the only adverse event that
was reported as a common adverse event (>5% of patients) and that occurred at a
substantially higher rate on alosetron than on placebo.

Since the November 16,1999 GI Drugs Advisory Committee Meeting, the 12 month
safety study with male and female IBS patients (S3BA3003) has been completed. The
final report for study S3BA3003 was submitted on January 17, 2000. The final report
provided data for 558/850 patients who received study drug for at least 6 months (414
alosetron and 144 placebo) of whom, 439 patients received study drug for [ year (323
alosetron and 116 placebo). Although for some patients the duration of exposure had
increased, there were no patients described in the final report who had not previously
been included in the second interim report.
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The most commonly reported adverse events noted in the completed 12 month study are
given in Table 8. A similar pattern and frequency of adverse events were noted with 12
month dosing of alosetron as was seen in the 12 week studies. Similar to the 12 week
studies, most reports of constipation were of mild or moderate severity, were single
episodes of about 8 days duration, and occurred a median of 13 days after initiating
treatment.

Table 7
ADVERSE EVENTS
(Phase /11l 12-Week Studies)
{Alosetron BID)
Event Placebo 0.1mg 0.5 g img 2mg 4 myg 8 mg
{n=1225} {n=115) (n=193) | (n=2135) {(n=275) {n=88) (n=68)
Any Event 63% 50% 60% 70% 54% 66% 74%
Gastrointestinal
s Constipation 8% 3% 26% 28% 28% 22% 29%
e Nausea 5% 3% 5% 7% 7% 8% 3%
e Abdominal 4% 7% 6% 6% 5% 7% 7%
discomfort and '
pain
Neurology
+ _Headache | 10% | 14% | 10% [ 9% | 9% | 6% | 13%
Table 8
MOST COMMON ADVERSE EVENTS
12 Month Study
Event Placebo (n=210} Alosetron BID
1 myg (n=640)
Any Event 76% 83%
Gastrointestinal
»  Constipation 5% 32%
s  Nausea 7% 8%
»  Abdominal discomfort and pain 7% 10%
Neurology
e Headache 8% 10%

Study S3BA3003

LABORATORY VALUES: In the clinical development program, subsequent to
approval of alosetron, 0.9% of placebo-treated patients and 0.4% of alosetron-treated
patients showed 23x elevation in ALT. In the 12 month safety study, 1% of placebo
treated patients and 0.3% of alosetron treated patients exhibited a 3 fold or greater
elevation in ALT. For placebo-treated patients peak elevations ranged from 3.4-9.6 fold
normal and between 3.5-4.3 fold normal in alosetron treated patients.

In the spontaneous reporting database, two patients were reported to show increased liver
function tests. The MEDWATCH reports of the two patients are provided in Attachment
5 and summarized below.

e AQ0119607A: A 75 year old female with a history of multiple drug allergies,
intractable nausea and vomiting, small bowel obstructions, chronic bronchiectasis,
aortic insufficiency, mitral regurgitation and IBS. The patient had a 3-4 week history
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of fluid retention edema, a recent exacerbation of COPD and had recently begun
alosetron. Following the second dose she reported to her physician’s office with
pitting edema up to her waist, bloody diarrhea, hypotension, cool blue toes and
shortness of breath. Patient was concurrently taking torasemide, ciprofloxacin,
guaiphenesin, famotidine, salcatonin and recently discontinued mirtazapine. She
was hospitalized and treated with IV fluids and dopamine. During hospitalization
she developed acute renal failure and her chest X-ray suggested congestive heart
failure. Hepatic ultrasound showed a hyperechoic liver and some ascites. This was
reported as consistent with fatty changes or cirrhosis. LFTs during hospitalization
were clevated to ALT 891, AST 260, alkaline phosphatase was 59. All medications
were stopped and after a total of 7 days in the hospital she was discharged with a
presumed diagnosis of acute hepatitis with severe hepatotoxic reaction.

o A0120634A: A 80 year old female received alosetron for IBS. 5 weeks after
initiating alosetron she had an elevated SGOT/SGPT and alkaline phosphatase to
299, 210, and 155, respectively. She was hospitalized and alosetron was
discontinued. A CT scan showed mild dilatation of intrahepatic ducts. Three days
later her LFTs had normalized.

ISCHEMIC COLITIS: At the time alosetron was approved, there were 4 reports of
ischemic colitis out of the approximately 3000 male and female subjects who had
received alosetron (RATE 1:750). In the clinical development program to date, there is a
cumulative total of 7 reports of ischemic colitis (4 original plus 3 new reports) out of
approximately 6852 male and female subjects exposed to alosetron in completed and
ongoing studies (rate=1:979; rate for females=1:805). Of the three new events, two of
the patients were not hospitalized, and the other patient had a brief hospitalization. No
patient exhibited sequelae. In the 12 month safety study there has been one report of
ischemic colitis in a placebo treated patient. Narratives for the 3 new cases are given
below and a summary of all cases in the clinical development program is presented in
Table 9.

e  Subject 78134 is a 20 year old female with a history of kidney stones who received
alosetron 1 mg BID to treat her IBS. Concurrently she received levonorgestrel/
ethinyl estradiol as an oral contraceptive and she also is a smoker. Three days (4
doses) after initiating therapy with alosetron she developed nausea, vomiting, and
severe crampy abdominal pain. On examination she was reported to have diffuse
tenderness of her abdomen on palpation. She was admitted to the hospital and on
the next day developed rectal bleeding. Colonoscopy was performed and revealed
erythema with loss of vasculature and a few shallow ulcers at the splenic flexure to
descending colon. Biopsy was read as consistent with ischemic colitis. The events
resolved and the patient was discharged.

Hospitalization: 3 days; Constipation: no; Diverticuli: no

e Subject 72823 is a 64 year old female who was treated with alosetron 1 mg BID for
IBS. Concurrently she received thyroxine, zolpidem, lansoprazole, alprazolam,
estradiol and prasterone. One day after initiating study drug she reported
constipation and subsequently developed abdominal pain and bloody diarrhea. The
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next morning she presented to her physician’s office. A flexible sigmoidoscopy was
attempted but aborted and alosetron was discontinued. Four days later a
colonoscopy was performed and reported to show ulceration and inflammation
proximal to the splenic flexure with areas of a nonspecific colitis in the descending
colon. Biopsies were read as consistent with, but not specific for, ischemic colitis.

Hospitalization: 0 days-managed as an outpatient; Constipation: yes; Diverticuli: no

e  Subject 72824 is a 57 year old female with a history of severe reflux disease who
received alosetron 1 mg BID for the treatment of IBS. Concurrently she received
conjugated estrogens, atenolol, lansoprazole and clonazepam. Four days after
initiating alosetron, the subject developed abdominal cramps, diarrhea, and rectal
bleeding. Alosetron was discontinued and 6 days later a colonoscopy revealed
nonspecific colitis in the descending and sigmoid colon. Biopsies were read as
consistent with ischemic colitis. The patient’s symptoms had resolved at that time.

Hospitalization: 0 days-managed as outpatient; Constipation: no; Diverticuli: no

Table 9
ISCHEMIC COLITIS REPORTS
(Clinical Development)

Subject# | Age | Treatment Days | Hospitalization Constipation/ Hard Hormones
Stools
2829 33 2 4 days - OCP
15687 41 54 3 days - -
7195 48 23 1 day + -
34069 61 7 6 days - -
78134 20 2 3 days - ocPe
72823 64 2 Not hospitalized + HRT
72824 57 4 Not hospitalized - HRT
Bold indicates new cases since approval.
OCP=oral contraceptive pills HRT=hormone replacement therapy

Since approval of alosetron and as of the June 1, 2000 cutoff date, there have been
approximately 130,000 alosetron prescriptions dispensed. In the post-marketing,

spontaneous reporting database there have been 5 reports of ischemic colitis. A summary

of these cases is presented below and in Table 10, with the MEDWATCH reports in
Attachment 5.

*  AO119468A: A 50 year old female with pre-existing constipation and prior history
of hospitalization for abdominal pain and rectal bleeding was prescribed alosetron.
After 2-3 weeks of therapy she developed increasing constipation, abdominal pain
and rectal bleeding. Colonoscopy was performed revealing ulceration suggestive of
ischemic colitis. Biopsy was read as consistent with ischemic colitis.

Hospitalized: 0 days-managed as an outpatient; Constipation: yes; Diverticuli: no
o  AO0117893A: A 55 year old male received 5 day therapy with alosetron for IBS. On

day 5 he developed constipation and stopped alosetron. Later that night he
experienced severe cramping abdominal pain and bloody diarrhea. Two days later,
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during a previously scheduled screening colonoscopy, ulceration, friability, erythema
and granularity were noted in the region of the splenic flexure. Biopsies were read
as consistent with pseudomembranous colitis of possible ischemic or infectious
etiology.

Hospitalized: 0 days-managed as an outpatient; Constipation: yes; Diverticuli: no

» A0120828: A 53 year old female with a history of diverticular disease received
treatment with alosetron 1 mg BID for diarrhea-predominant IBS. Two days after
injtiation she was hospitalized with rectal bleeding. She did not report abdominal
pain. CT scan was suggestive of ischemic colitis in the splenic flexure .
Colonoscopy and biopsy were reported as consistent with ischemic colitis and the
patient was discharged to home.

Hospitalization: 2-3 days; Constipation: no; Diverticuli: ves

e AQ120834: A 46 year old female received alosetron to treat diarrhea-predominant
IBS. After afew weeks of therapy she developed constipation. After approximately
6 V2 weeks of treatment she developed crampy lower abdominal pain and rectal
bleeding. She was hospitalized and colonoscopy revealed ulceration and erythema in
the descending colon. Biopsy was read as consistent with ischemic colitis.

Hospitalization: 1 day; Constipation: yes; Diverticuli: no

e AO0I21411A: A 51 year old female with a history of depression, diverticulosis and
migraine headache. Patient returned from a trip to Mexico with a diarrhea-like
illness characterized by pain and diarrhea. She was admitted to the hospital for
diverticulitis. During hospitalization colonoscopy was performed which was
reported as normal. She continued to experience diarrhea and was diagnosed with
IBS. She was discharged on alosetron. Two weeks later she developed pain and
bloody diarrhea. She was hospitalized and colonoscopy revealed segmental colitis
from 50cm to the splenic flexure. Biopsy read as consistent with ischemic colitis.

Hospitalized: 3 days; Constipation: no; Diverticuli: no

Table 10
ISCHEMIC COLITIS REPORTS
(Post-Marketing Spontaneous Reports)

Subject # Age Treatment (Days) | Hospitalization | Constipation | Hormones
AQ117883A 55 (male) 5 Not hospitalized + NA
AD119468A 50 14 Not hospitalized + -
AD120828A 53 2 2-3 days - -
AD120834A 46 46 1 day + +
AD121411A 51 i 3 3 days - -

It is very important to Glaxo Wellcome to completely understand the possible
mechanisms of development of ischemic colitis during treatment with alosetron. The
following activities are ongoing or will be initiated soon:
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e Using PET scanning, colonic blood flow will be measured in humans before and
during treatment with alosetron.

e The effect of alosetron on clotting factors is being evaluated alone and in
combination with oral contraceptives.

e  The effect of alosetron on cell integrity is being evaluated in a cultured human
endothelial cell line.

CONCLUSION - ISCHEMIC COLITIS: In summary, the camulative safety database
from clinical trials has been derived from approximately 7000 subjects treated with
alosetron. From clinical trials, there have been a total of 7 reports for which FDA and
Glaxo Wellcome agree to a diagnosis of ischemic colitis (4 prior to approval, 3 post-
approval). Of these, 5 had brief hospitalizations with no sequelae, the other 2 patients
were not hospitalized and managed on an outpatient basis. Since approval of the NDA,
Glaxo Wellcome estimates that a total of approximately 130,000 prescriptions have been
dispensed. There have been a total of 5 cases derived from the voluntary, spontaneous
reporting system for which FDA and Glaxo Wellcome agree to a diagnosis of ischemic
colitis. Of these, 3 patients were briefly hospitalized and 2 were managed as outpatients.
No patient exhibited sequelae. It has been agreed by FDA that the relative incidence and
severity of cases reported as ischemic colitis are comparable to reports prior to approval.

Glaxo Welicome believes that the cases of ischemic colitis reported to date in patients
following treatment with alosetron, are more consistent with transient acute ischemic
colitis rather than severe forms of ischemic colitis that may involve complications such as
necrosis, perforation, and death. Generally, in transient acute ischemic colitis, patients
have self-limiting disease and most are conservatively managed. The incidence of acute
transient ischemic colitis in the general population is unknown, primarily because
patients with milder disease may not seek care, symptoms may resolve before studies are
performed and/or the condition may be misdiagnosed, often as inflammatory bowel
disease. In most cases, symptoms rapidly resolve during which healing of the colonic
mucosa can be observed. Whether severe ischemic colitis may, in the future, be
associated with treatment with LOTRONEX is presently unknown, as it has not been
reported to date.

CONSTIPATION: Since the time of approval of alosetron, there have been two cases in
the clinical development program and four cases in the post-marketing spontaneous
database of serious constipation requiring hospitalization. Narratives for the two clinical
cases are given below.,

e  Subject 03773 is a 54 year old female who received alosetron 1 mg BID for
treatment of IBS. One week after initiating treatment the patient developed
worsening constipation and abdominal pain. The patient was hospitalized for
disimpaction. The patient had been previously hospitalized for constipation and
disimpaction prior to initiating alosetron therapy.

e  Subject 67694 is a 56 year old female with a history of hypertension, peptic ulcer
disease, and IBS who developed constipation 27 days after initiation of alosetron 1
mg BID. It is notable that prior to enrollment into the study that a colonoscopy was
terminated at 40 cm due to large volume, solid stool. The patient reported being
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awakened from sleep with crampy abdominal pain. Subsequently, she developed
emesis. The patient felt increasingly constipated, used Fleets enemas and Milk of
Magnesia without relief and went to the emergency room. In the emergency room a
nasogastric tube was inserted with a litre of red, heme positive drainage removed. In
the ER she was noted to be hypotensive, but not orthostatic, with an elevated white
blood count. The patient was admitted and an unenhanced CT scan revealed
nonspecific transmural thickening of a loop of proximal small bowel as well as the
left colon. An upper endoscopy was performed which was normal. Colonoscopy
was performed but aborted at 15 cm due to stool. The mucosa was normal up to 15
cm. During hospitalization the patient’s status deteriorated and she went to the
operating room for exploration. At surgery she was noted to have dense abdominal
adhesions from the omentum to the anterior abdominal wall; the transverse colon
was densely adhesed and massively dilated along with the right and left colon. There
were patchy areas of necrosis without obvious perforation but perforation was
believed to be pending. There was ascites in the abdomen and purulent material in
the pelvis. The patient underwent a total colectomy with Brook ileostomy. The
sequence of events was that the patient developed an obstruction due to stool, toxic
megacolon, and secondary colonic ischemia. The patient had a complicated hospital
course, recovered and was discharged to home.

Four serious events related to constipation have been reported in the post-marketing
spontaneous database through June 1, 2000 (estimated 130,000 dispensings of
LOTRONEX). Descriptions of these cases are given below. MEDWATCH reports are
provided in Attachment 5.

AQ0117392A: A 50 year old female receiving alosetron for treatment of IBS. The
patient experienced no bowel movement for 4 days . She presented to the emergency
room with abdominal pain and alosetron was discontinued. She was admitted for
treatment of stool impaction and a small bowel obstruction. She received supportive
care including enemas, the obstruction resolved and she was discharged to home
after 23 hours.

AOI120067A: A female patient in her 70s received one week treatment with
alosetron for IBS. Concomitant medication included hydrocodone. She developed
sudden pelvic pain and went to the emergency room. CT scan revealed a mass
outside of the bowel. She went to the operating room for repair of a sigmoid colon
perforation with abscess. She was treated with antibiotics and discharged to home
after two weeks.

AO0118883A: An adult female received alosetron for treatment of IBS. She was
noted to be taking darvocet concurrently. After 2 days of therapy she developed
constipation. Alosetron was discontinued. Two days later she presented to her
physician with complaints of constipation and was noted to have abdominal
tenderness and distension. CT scan was read as consistent with diverticulitis. She
was admitted for management of diverticulitis and discharged in good condition 2
days later on clear liquids. Two weeks later (i.e., approximately 18 days after
stopping alosetron) she returned to her physician for a follow-up visit. She was
distended and constipated. She was readmitted to rule-out diverticulitis. X-rays
showed previous contrast in colon and colon fuli of stool. She was treated with
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enemas. The next day she felt sick and went to the operating room for exploratory
laparoscopy. The reporter states no abscess, ischemia, phlegmon or diverticuli were
observed. A temporary loop colostomy was performed. Over the next four days the
patient passed stool, decompressed and was discharged.

o A0117431A: A 48 year old female with a history of idiopathic constipation received
alosetron for treatment of IBS. Following 7-10 days of treatment she developed
constipation which was not responsive to outpatient management. She was admitted
for obstipation resulting in obstruction. Alosetron was discontinued. Colonoscopy
was performed and showed a 1.5 cm stercoral ulcer in the distal transverse colon.

A summary of the serious constipation cases is given-in Table 11.

Table 11
Serious Constipation
Clinical Trials | Spontaneous Reponts
Hospitalized 2 4
Surgery 1 2

Additionally, in the spontaneous reporting database, two patients required disimpaction
as outpatients. These cases did not meet the regulatory definition of a serious adverse
event. Narratives are below.

e AOQ117776A: A 32 year old female patient received alosetron. After 12 days of use
she developed fecal impaction. An enema was given but was not successful and she
was digitally disimpacted. Alosetron was discontinued and restarted at a lower dose
without events.

e AO0117244A: A 77 year old female developed constipation after several days of
alosetron treatment. Alosetron was continued and the symptoms persisted.
Subsequently she developed sour stomach followed by five episodes of diarrhea
which the patient attributed to her diet. The patient noted that the constipation
worsened, as she had 3 days with no stool. She treated herself with a Fleet enema
but believed impaction prevented insertion of the tip. She lubricated the tip and
successfully administered the enema and evacuated. The patient discontinued
alosetron.

CONCLUSION — CONSTIPATION: Since the time of approval, rare cases of severe
complications of constipation have been reported. Based on new information received
regarding constipation, Glaxo Wellcome believes that the product labeling for physicians
and patients should be changed to enhance the information about possible health
consequences associated with constipation that have been observed in rare cases. Glaxo
Wellcome feels that the labeling should be revised to include information regarding
special care to be exercised by the practitioner for safe and effective use as it relates to
occurrence of constipation and to better identify patients who may be at increased risk of
experiencing severe complications of constipation and who should therefore not use the
drug.
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OTHER SERIOUS EVENTS: Given in Attachment 5 are the MEDWATCH reports for
serious cvents in the post-marketing spontaneous database which are not included in the
cases of ischemic colitis, constipation or altered liver function tests. In aggregate, there
have been 21 serious reports including 4 of constipation, 5 of ischemic colitis, and 2 with
elevated liver functions. Of the remaining 10 reports there is no evidence of a consistent
pattern to the type of adverse events, diagnoses or laboratory findings.
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4, UPDATE ON ACTIONS FOR RISK MANAGEMENT

The present section will review activities which are ongoing/completed or soon to be
initiated:

¢ Glaxo Wellcome will promptly provide to FDA all reports that involve a description
of ischemic colitis. Pursuant to FDA’s request, Glaxo Wellcome will provide the
Agency with all spontaneous reports of ischemic colitis as expedited 15-Day Reports
and will include copies of the requested source documents when they are available,
until directed otherwise. These reports will be submitted to FDA in accordance with
21 CFR 314.80(c). In addition to the defined reporting requirements, a desk copy of
the report will also be submitted to the FDA Division or Gastrointestinal and
Coagulation Drug Products (HFD-180). Further, cases of ischemic colitis derived
from clinical trials that meet the criteria described under 21 CFR 312.32 will be
handled in accordance with the procedures defined for IND Safety Reports.
Regardless of whether the criteria for an IND Safety Report have been fulfilled, at
FDA request, all cases of ischemic colitis, along with available source documents,
will be provided promptly to the FDA Division or Gastrointestinal and Coagulation
Drug Products (HFD-180).

s  Label changes are being discussed with the FDA to incorporate new information
since the NDA was approved and to incorporate essential information for the safe
and effective use of the product.

¢ The Glaxe Wellcome salesforce is currently undergoing additional training to
emphasize appropriate patient selection, patient education, and appropriate
recognition of adverse events.

¢  Mechanistic studies are ongoing to help elucidate possible mechanisms of colitis.

e Specifics of a large constipation management study are being discussed with the
FDA.

e Studies evaluating safety and efficacy are ongoing in males and alternators to ensure
no additional risks are present in these populations. A dose-ranging phase II study
has also been completed in patients with NUD.

In Section 5 the risk management plan is outlined in detail.
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5. RISK MANAGEMENT PROGRAM

Glaxo Wellcome is committed to a program of responsible product stewardship for
LOTRONEX to assure that appropriate patients receive the medicine, that adverse events
are avoided, or managed successfully, to the fullest extent possible, and that Glaxo
Wellcome continues to actively monitor and understand the safety of LOTRONEX in
general use.

As any new medicine is introduced into general medical practices, new information is
learned relating to safety and utilization that cannot be obtained during the carefully
controlled pre-clinical and clinical trial experience prior to drug approval. New
information includes identification of new safety events as well as information on how
the product is used and perceived. That new information is used to refine the research
and educational programs that are designed to assure that the benefits of therapy are
maximized and risks are minimized. Early experience with LOTRONEX post-approval
indicates that many patients who have sought medical consultation for their IBS are
achieving significant benefit from therapy. That experience also indicates that
constipation, a common side effect of alosetron can lead to serious sequelae on rare
occasions. Complications can be diminished if patients at risk of serious complications
of constipation are not prescribed alosetron, and if constipation is actively managed when
it occurs during treatment. In addition, infrequent reports of acute ischemic colitis have
occurred during alosetron treatment. Patients should be aware that if they experience a
sudden worsening of abdominal pain and/or rectal bleeding, they should stop the
medication and consult their physician. Taking these steps should help maintain the
overall positive benefit-risk ratio for alosetron in general use.

Glaxo Wellcome has developed a program to actively reduce risks and optimize the
benefits of LOTRONEX therapy. The program includes three key components:

1) Definition of Risk: A clinical and epidemiologic research program is under
development to deepen our knowledge of the safety profile of alosetron through
analyzing the frequency of ischemic colitis and severe constipation and their risk factors
in both patients and in the general population. This program will also include
mechanistic studies to better understand possible links between alosetron and ischemic
colitis, studies on dose optimizatjon, and studies to more fully optimize constipation
management allowing development of additional clinical recommendations to optimize
the safe use of LOTRONEX. The evaluation of spontaneously reported adverse
experiences, enhanced through additional data gathering on all serious cases, remains a
key tool in understanding the safety of LOTRONEX.

2) Communication of Risk: A strong, integrated communication program targeted to
prescribers, pharmacists, and patients is under development. This program will
emphasize three key messages: the importance of patient selection (e.g., only adult
female IBS patients whose predominant bowel symptom is diarrhea, and that patients
with a history of chronic or severe constipation or who are currently constipated should
not be prescribed LOTRONEX), what actions to take when patients become constipated
on LOTRONEZX, and what actions to take if patients experience a worsening of
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abdominal pain and/or rectal bleeding. A variety of communications vehicles will be
used, and will be tested for understanding in the intended target groups.

3) Monitoring Effectiveness: An important component of our risk management involves
monitoring to ensure our messages are accurately and adequately communicated. This
monitoring will help detect signals that may suggest when additional activities should be
undertaken.

The components of each of these programs are described further.

5.1. Definition of Risk

The first step in Glaxo Wellcome’s Risk Management plan is to develop a scientific
foundation to more fully understand the risk of ischemic colitis and complications of
constipation that may occur with administration of LOTRONEX. In addition to the
information detailed above, a number of research endeavors are being undertaken or
planned to further define these conditions. This includes investigations into possible
etiologic factors leading to the potential development of ischemic colitis, patient
characteristics or confounders that might elevate the risk for ischemic colitis or severe
constipation, as well as the epidemiology of severe constipation and its sequelae or
ischemic colitis among patients receiving LOTRONEX. This information will direct
educational efforts to identify the appropriate patients for which LOTRONEX should be
used, as well as appropriate use of the drug in these patients.

5.1.1. Mechanistic Studies

These studies are being conducted in order to further evaluate possible mechanisms by
which ischemic colitis arises in association with the use of LOTRONEX.

o Assessment of Alosetron on Cultured Endothelial Cell Integrity:

This in vitro test will assess the effect of alosetron on cultured human endothelial
cell integrity. Secretion of collagen IV and the glycoproteins fibronectin and laminin
will be assessed by immunohistochemistry as indicators of extracellular matrix
production. Apoptosis will be assessed morphologicaily by light and transmission
electron microscopy.

e Assessment of LOTRONEX on Human Mesenteric Blood Flow by PET
Scanning:
This study will assess mesenteric blood flow in humans before and during alosetron
administration by using a positron emission tomographic (PET) scanning technigue.

) Assessmeilt of Concomitant Administration of LOTRONEX and Oral
Contraceptives on Thrombosis:

This open-label study will evaluate the effect of alosetron on coagulation parameters.
Furthermore, effects of co-administration of LOTRONEX and an oral contraceptive
on coagulation factors will be determined.
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51.2. Epidemiology Studies

An extensive program of epidemiologic research has been initiated to generate
population-based data to quantify the occurrence of ischemic colitis and severe
constipation and its sequelae in alosetron users and to evaluate risk factors for those
events. The studies fall into two categories: 1) studies specifically evaluating ischemic
colitis and severe constipation in populations that include LOTRONEX users, and 2)
studies designed to improve our understanding of the background incidence and risk
factors for these events.

The program of epidemiologic research has been initiated in diverse patient populations,
using multiple data sources, including an UK medical records database and several US
automated medical data sources that include claims and can be supplemented with
medical record abstraction.

The evaluation of ischemic colitis (IC) presents several methodologic challenges. This is
due to the sometimes transient nature of the disease, the relatively short time frame in
which IC can be reliably diagnosed, the overlap in clinical presentation between ischemic
colitis (IC) and other diseases, and, in research that utilizes the ICD (International
Classification of Diseases) coding scheme for case ascertainment, the non-specificity of
codes used for IC. Taken together, these issues have limited the prior study of IC at the
population level. There are no existing population-based estimates of the frequency of
ischemic colitis. Ongoing efforts include:

¢  Phase IV epidemiology study of the incidence of, and risk factors for, ischemic
colitis and severe constipation and its sequelae in 10,000 patients treated with
LOTRONEX (United HealthCare)

The Phase IV epidemiology protocol that has previously been submitted to the
Agency is being expanded and modified to evaluate the incidence of, and risk factors
for, ischemic colitis and the incidence of, and risk factors for, severe constipation
and 1its sequelae in 10,000 patients prescribed LOTRONEX in patients with IBS and
in the general population.

The study will utilize the United Healthcare Research Database (UHC). UHC is the
second largest health care company in the US with more than 300,000 physicians
contracted to provide health services to over 14 million members. The UHC
Research Database, a subset of the UHC database, is comprised of a total of 7
million members since 1990 who have medical and prescription coverage.

The study includes 3 phases: 1) the development of algorithms for the use of claims
data to identify individuals with IBS, colitis, ischemic colitis and severe constipation
in order to ensure accurate and complete case ascertainment 2) an observational
cohort study of the incidence of, and risk factors for, ischemic colitis and severe
constipation and its sequelae in 10,000 patients prescribed LOTRONEX and 3)
further characterization of the occurrence of ischemic colitis and severe constipation
and its sequelae in patients with IBS who do not receive LOTRONEX and in the
general population.
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Glaxo Wellcome intends to submit the final protocol to the Agency within 1 month
of receiving comment on the draft protocol from the Agency. Initiation of the study
will occur within 3 months of approval of the final protocol by the Agency.

Alec Walker, MD, DrPH, Professor and Chairman of Epidemiology, Harvard School
of Public Health, is serving as primary consultant to Glaxo Wellcome on the Phase
IV Study.

Interim reports will be provided to the FDA every six months. It is estimated that it
will take 2-3 years to complete the study.

e  Case-control study of Ischemic Colitis Events in LOTRONEX users, possibly
including pharmacegenetic analysis

A case-control study of ischemic colitis will be performed to identify risk factors for
ischemic colitis in patients exposed to LOTRONEX. The cases will consist of
patients from Glaxo Wellcome-sponsored clinical trials of LOTRONEX. By
comparing to controls who have used LOTRONEX and who have not developed
ischemic colitis, we hope to identify comorbidities, co-medications, symptoms
and/or possible genetic risk factors that can be useful to identify patients who may be
at heightened risk for ischemic colitis among LOTRONEX users. Data coliection on
cases that have already been accumulated will commence in the year 2000, along
with the addition of any new cases needed subsequently to meet the objectives of the
study.

¢ Descriptive and Case-Control Studies in the General Practice Research
Database (GPRD) of Severe Constipation and Ischemic Colitis

Glaxo Wellcome has initiated a descriptive study of the occurrence and natural
history of ischemic colitis in the general GPRD population and of ischemic colitis in
IBS patients in the database. The GPRD is a UK primary healthcare database
containing computerized information entered by General Practitioners. Over 400
General Practitioners have been contributing medical history data since 1987 on over
6 million patients. The database contains extensive longitudinal follow-up on
patients, including information such as patient characteristics, clinical diagnoses,
prescribed drugs, notations of referrals to consultants and hospitalizations.

In this study, patients with a diagnosis of ischemic colitis and patients with a
diagnosis of irritable colon have been identified from the database and their recorded
medical histories are being explored. Of particular interest is the incidence of
ischemic colitis in IBS patients compared to the background incidence of the
condition in the general database population. Further consideration is given to age at
diagnosis. past and current comorbidities and medications, and whether the patient
was hospitalized. An external research organization in the UK is in the process of
abstracting further medical records of selected available cases from the General
Practices to verify diagnoses and obtain additional relevant information. The target
date for completion of the medical records abstraction is Summer 2000.

The Boston Collaborative Drug Surveillance Program (Drs. Hershel and Susan Jick)
will conduct a case-control study of ischemic colitis in the GPRD to assist in the
evaluation of risk factors for ischemic colitis. Cases are all persons in the database
with a confirmed diagnosis of ischemic colitis. There will be 4 controls per case,
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matched by age, gender, general practice and length of recorded foliow-up data. The
date of ischemic colitis diagnosis for the cases will also be the index date for the
matched controls. Risk factors to be analyzed include ischemic heart disease, IBS,
constipation, diabetes, estrogen use and use of NSAIDs. Further available medical
records of selected cases and controls will be abstracted from General Practices for
verification of diagnoses and for obtaining further medical information. The target
date for initiation of this study is Summer 2000.

Glaxo Wellcome has initiated a descriptive study of the occurrence and natural
history of severe constipation and its sequelae in the GPRD population. Patients
with a diagnosis of constipation, impaction, bowel obstruction or perforation or with
a diagnosis of toxic megacolon will be identified from the database and their medical
histories will be explored. The incidence rate of each of these conditions will be
calculated for the general GPRD population. Factors such as age at diagnosis, past
and current comorbidities and medications and whether the patient was hospitalized
for the condition will also be analyzed. Further available medical information on
selected cases will be obtained from the General Practices in order to verify
diagnoses and gain additional insight into these conditions. Pending the initial
results of the descriptive work described above, a more in-depth case-control study
in the GPRD may be undertaken to assist in the evaluation of risk factors for severe
constipation and its sequelae.

o Study of Ischemic Colitis Using Tennessee Medicaid

A study of ischemic colitis is being negotiated with experts at Vanderbilt University

- using Tennessee Medicaid. Tennessee Medicaid is an optimal datasource in the US
because of the size of the database (approximately 1.4 million individuals enrolled in
the Tennessee Medicaid waiver program, TennCare), the ability to access medical
records of hospitalized patients to verify diagnoses, and the large percentage of
female patients in the database.

Potential IC cases will be identified through review of hospitalizations with the code
“acute vascular insufficiency of the intestine” (ICD-9 code 557.0) from the
computerized medical records. Available medical records will be abstracted for
verification of diagnoses using an a priori case definition based on available
evidence associated with an inpatient admission for IC. Availability of computerized
pharmacy records provides an opportunity to study the risk of IC associated with
known and suspected colitis-inducing medications, such as NSAIDs and estrogen-
containing preparations. A case-control study design will be employed to examine
the effects of these medications, as well as other known and putative risk factors
including ischemic heart disease and its risk factors, IBS, constipation, and diabetes
on the incidence of IC. The target date for initiation of this study is Summer 2000.

Collaborating investigators at Vanderbilt University are Walter E. Smalley, Jr., MD,
MPH, Associate Professor of Medicine, Preventive Medicine, and Surgery in the
Division of Gastroenterology, and Wayne Ray, PhD, Professor of Preventive
Medicine.

» Study of ischemic colitis using information from the Mayo Clinic
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A study of IC is being planned in which data would be obtained through the
Rochester Epidemiology Project. This population was selected because of the
extensive longitudinal follow-up data available on the population of Olmstead
County. Computerized records and outpatient and inpatient medical records are
available for review to verify diagnoses and ascertain risk factor information. IC
will be identified through an automated search of the central diagnostic index to
identify all codes related to IC. Diagnoses related to inpatient and outpatient medical
contacts, emergency room visits, as well as death certificates and autopsy results of
all individuals are contained in a central diagnostic index. Available medical records
of all potential IC cases will be abstracted, according to a protocol, by a trained
abstractionist. An a priori case definition based on available (clinical, radiographic,
endoscopic, and histological) evidence will be developed and cases will be classified
based on these criteria. A case-control study to evaluate risk factors for IC will be
undertaken if such a study appears feasible based on the results of the descriptive
study.

The lead investigator in this study is Edward V. Loftus, MD, Assistant Professor of
Medicine in the Division of Gastroenterology and Hepatology. The protocol is under
development, and it is anticipated that this research will be initiated in Fall 2000.

5.1.3. Clinical Studies

An essential part of any Risk/Management program is to provide prescribers with
information on the appropriate safe use of the drug. This includes appropriate patient
selection criteria and dose regimen, as well as safety and efficacy information in disease
states for which the drug may be used. In order to generate information on the safe and
effective use of the drug in disease states for which LOTRONEX might be considered for
use, clinical trials are on-going or planned. These studies will contribute to a better
understanding of constipation and ischemic colitis associated with LOTRONEX in
various populations of patients.

A 12-Week, Randomized, Double-Blind, Placebo-Controlled, Study of Alosetron in
Female Subjects with Alternating Diarrhea/Constipation Irritable Bowel Syndrome.

This on-going clinical trial is being conducted in 600 patients to evaluate the safety
and efficacy of alosetron in the treatment of female IBS patients who exhibit
alternating bowel patterns.

A 12-Week, Randomized, Double-Blind, Placebo-Controlled, Dose-Ranging Study
of Alosetron in Male IBS Subjects.

This on-going Phase I clinical trial is being conducted in 600 male, diarrhea-
predominant IBS patients to determine the lowest alosetron dose that is safe and
effective in treating this population of patients. Doses being studied are 0.5 mg. 1.0
mg, 2.0, and 4 mg BID

A successful dose-ranging phase II study of alosetron in the treatment of Non-Ulcer
Dyspepsia (NUD) is complete. Data and phase III design will be discussed with the
FDA.
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e Additional dose-ranging, safety and efficacy studies are planned for the following
patient populations:

e Chronic pelvic pain

¢ Non-cardiac chest pain

¢ Dumping syndrome

¢ Post-cholecystectomy pain and diarrhea
» Patients with ileostomy

¢ Patients with microscopic colitis

51.4. Information on Optimal Dose

Based on the two dose-ranging studies in IBS patients (S3BP12 and S3BA2001),
alosetron 1 mg BID was determined to be the most effective dose. This dose was chosen
for the pivotal Phase ITI studies and subsequently is the registered dose. Data from the
small number of subjects that received 0.5 mg BID in the IBS dose-ranging study
indicated that the incidence of constipation (13%) was lower than that experienced by
patients receiving 1 mg BID in the Phase II and III studies (27%). Since the risk of
constipation may be lower at a dose less than the currently registered 1.0 mg BID
alosetron dose, we plan on conducting studies to determine if some patients might receive
benefit from a lesser dose.

¢ A Randomized, Placebo-Controlled, Double-Blind, Dose Optimization Study in
Female, Diarrhea-Predominant IBS Subjects

We plan to conduct a randomized, controlled, dose optimization study in female IBS
patients whose predominant bowel pattern is diarthea. In this study, subjects will
initially be started at ¥ the approved 1.0 mg BID alosetron dose or placebo. If the
subject does not receive adequate relief of their abdominal pain and discomfort by
the end of four weeks of therapy, their dose will be doubled to 1.0 mg BID alosetron.
Comparisons of efficacy and safety at each dose level will be conducted.

¢ A 12-Week, Randomized, Double-Blind, Placebo-Controlled, Dose-Ranging
Study of Alosetron in Male IBS Subjects.

This on-going clinical trial is being conducted in 600 male IBS patients to determine
the lowest effective alosetron dose that is safe and effective in treating this
population of patients. Doses being studied are 0.5 mg, 1.0 mg, and 2.0 mg alosetron
BID.

5.1.5. Information on Limiting Risk by Treating Constipation

Data from the IBS development studies indicate that in a significant percentage of
patients developing mild to moderate constipation while receiving LOTRONEX the
constipation is transient and only occurs once during therapy. Additionally, if the patient
continues on therapy they receive the same benefit as those who do not become
constipated. Therefore, if the patient’s constipation is managed appropriately, they may
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receive the benefit of continued LOTRONEX therapy. The following study is designed
to optimize constipation management regimens on the severity and duration of
constipation in patients taking LOTRONEX.

e A 12-Week, Randomized, Double-Blind, Placebo-Controlled Study to Compare
Methods of Constipation Management in Female Diarrhea Predominant IBS Subjects
Treated with Open-Label Alosetron.

This placebo-controlled study will examine the effect of managing constipation
during alosetron treatment. Several strategies will be employed including,
decreasing the dose of alosetron to 1.0 mg QD, concomitant treatment with a
laxative, or interruption of alosetron therapy. Constipation duration and severity for
each management regimen will be determined and compared.

5.2. Communication of Risk

Our risk management program is threefold: definition of risk, communication of risk, and
monitoring effectiveness of our messages. The communication component of the
program is designed to deliver clear and effective messages about appropriate patient
selection, management of constipation, and early recognition and management of serious
adverse events including ischemic colitis. The communication component will be
directed on an ongoing basis to healthcare providers including physicians, nurses,
physician assistants, and pharmacists as well as patients using a variety of vehicles that
are described in the communication plan. As new information is learned about the safety
and efficacy of alosetron as well as the effectiveness of the communication program, the
program will be modified accordingly.

Because labeling revisions have not as yet been agreed, the messages included in the plan
below are representative of the types of information that might be communicated, and are
not indicative of specific messages that have been agreed with the FDA. The ’
components of the plan are discussed below.

" The materials for the communication program are currently being refined and are not
available for inclusion in this document, although we have included several concepts.
The program will be presented at the meeting June 27th.

5.2.1. Communication Program

Based on the current label, we believe there are 3 concept messages that need to be
communicated clearly and consistently. These message will be expanded/modified to
include appropriate context, once final labeling is agreed with the FDA.

5.2.1.1. Strategic Messages

e  Select the appropriate patient
e Manage constipation

e Recognize early signs and symptoms of constipation and possible ischemic colitis
and take appropriate action.
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5.2.1.2. Target Audiences

» Physicians and their office staff (nurse practitioners and physicians assistants)
e Hospital and retail pharmacists

*  Patients prescribed LOTRONEX (including advocacy organizations)

5.2.1.3. Communication Vehicles
“Dear Healthcare Practitioner” Letter

A “Dear Healthcare Practitioner” letter describing changes to the prescribing information
for LOTRONEX will be sent to approximately 300,00 physicians (primary care, internal
medicine, gastroenterologists, and ob/gyn), 60,000 pharmacists, and 120,000 nurse
practitioners and physicians assistants. All healthcare professionals who have received
information on LOTRONEX 'since the launch of the product will be included in this
distribution. The letter will be mailed within three weeks of agreement with FDA on its
contents.

Appropriate Use Program

A specific and unique communication program dedicated to the appropriate use of
LOTRONEX is under development (Appendix A-1, A-2, & A-3 in Attachment 6 for a
depiction). This program will be designed to convey the key information contained in the
revised physician and patient package inserts and will include a comprehensive set of
materials to be distributed to physicians and their office staff, patients, and pharmacists.

This program will help healthcare practitioners understand critical information about
LOTRONEX and provide multiple vehicles for communicating this information to the
patient.

The following elements are being developed:
Information for Patients

¢  Physicians will distribute “patient starter kits” (Appendix A-1 in Attachment 6) to
patients during their office visit. These kits will contain various materials designed
to reinforce appropriate use of LOTRONEX and what to do if a serious side effect
occurs. The following messages are representative of the types of information that
will be communicated to patients. As indicated previously, these messages may
need to be modified for consistency with final product labeling.
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IMPORTANT INFORMATION

LOTRONEX is ...
¢  Only for women.

e  Only for you if your most frequent bowel sy s diarrhea.
LOTRONEX is NOT for you if...

¢  You are constipated most of th
e  You are currently constipa e%
e Youhavehad a serlous ip m 1 problem in the past.

For your safety...
¢  The most corp=yo de effect is constipation. In rare cases,
constip veted in a serious intestinal problem. Call your doctor

Sroblem. Stop taking LOTRONEX and call your doctor right away.

* Fewer than three bowel movements per week

Due to production lead times, the starter kits would be distributed in two phases:

Phase I Patient Starter Kit:

The current sample package (Appendix A-1, Phase 1, Figure 1 in Attachment 6) will be
reconfigured to include:

e A prominently placed sticker drawing attention to important information located
inside the package

e  An “Important Information” card (Appendix A-1, Phase 1, Figure 3 in Attachment 6)
e A separate patient package insert (Appendix A-1, Phase 1, Figure 2 in Attachment 6)
e  Full Prescribing information (Appendix A-1, Phase 1, Figure 2 in Attachment 6)

The reconfigured sample package will be distributed with a patient brochure (Appendix
A-1, Phase 2, Figure 5 in Attachment 6).

The current sample package also provides a 1-800# and a website on the outside of the
carton. Patients accessing these sites would again be exposed to the “important
information” and offered follow-up information. The follow-up information includes a
three wave mailing (Appendix A-1 in Attachment 6), and a newsletter, both of which
reinforce the “Important Information” messages. These subsequent reminders to patients
who register will reinforce the actions patients are asked to follow when they are
prescribed LOTRONEX.
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Phase II Patient Starter Kit:

An expanded “kit” that contains items for use by the patient will be developed,
(Appendix A-1, Phase 2, Figure 4 in Attachment 6). While the carton design is yet to be
determined, “Important Information” will be displayed in a prominent location on the
outside of the carton. The kit will contain the following elements:

Patient brochure (Appendix A-1, Phase 2, Figure 5 in Attachment 6);

Symptom diary to help patients monitor their symptoms (Appendix A-1, Phase 2,
Figure 7 in Attachment 6). The “Important Information” messages will be included
in the diary;

Sample package with the sticker and physician and patient inserts as previously
described (Appendix A-1, Phase 2, Figure 1 in Attachment 6);

A business reply card (Appendix A-1, Phase 2, Figure 8 in Attachment 6) offering
the three wave mailing (Appendix A-1, Figure 8 in Attachment 6) and the newsletter;,

A refrigerator magnet (Appendix A-1, Phase 2, Figure 6 in Attachment 6) containing
the 1-800# and website.

Information for Physicians and Their Office Staff:

A letter introducing the program (Appendix A-2, Figure 9 in Attachment 6).

An “Appropriate Patient Selection” card (Appendix A-2, Figure 10 in Attachment 6),
containing a simple checklist, will serve as an easy guide for office staff to use to
determine which patients, based on history of constipation, are not appropriate
candidates for LOTRONEX. This card is intended to be inserted into a patient’s file
by the nusse as a reminder to the physician during patient’s visit.

A Physician Booklet (Appendix A-2, Figure 11 in Attachment 6) will provide
information on IBS and appropriate use of LOTRONEX for the prescriber.

A “Commonly Asked Questions and Answers” card (Appendix A-2, Figure 12 in
Attachment 6) for patients that will be distributed to physician/clinic office staff to
help them with patient questions and concerns;

A Rolodex card and magnet with an 1-800# for professionals (Appendix A-2, Figure
13 in Attachment 6);

Information for Hospital and Retail Pharmacists:

A letter introducing the program to pharmacists (Appendix A-3, Figure 14 in
Attachment 6);

Patient brochures (Appendix A-1, Phase 2, Figure 5 in Attachment 6), (per the
patient starter kits) and patient package inserts (Appendix A-3, Figure 15 in
Attachment 6) will be distributed to pharmacies by GW sales representatives. These
materials will also be available by calling an 1-800# that is provided to pharmacies;
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e  Prescription bottle stickers (Appendix A-3, Figure 16 in Attachment 6) will be
distributed to pharmacists. These stickers are intended to be affixed to prescription
bottles for LOTRONEX.

» Computer System Flags - we will contact PBMs and major chain stores to include
flags in their computer systems to remind the pharmacist of key safety information
concerning LOTRONEX.

Print and Web-based Materials

All print/web-site materials will be revised to increase the prominence of the appropriate
use messages (Appendix A-4 in Attachment 6). These materials will be used in
presentations by the Glaxo Wellcome salesforce, our Customer Response Center, Clinical
Research, Medical Information Department, Speaker Burean, and advertising and
promotions vendors who fulfill patient and health care practitioner requests for
information. Examples would include:

e  Sales brochures and visual aids

»  Prescribing information (package insert)

e Patient education brochures

e Panels for display at the exhibit stand during conventions

e  Print advertising
Healthcare Practitioner Educational Programs

We are committed to ensuring that all specialists who consult for us as speakers are
knowledgeable regarding the changes to the prescribing information for LOTRONEX.
All previously trained speaker/consultants will be issued new slide sets and trained via
face to face meetings. We will insist on an understanding of the revised labeling as a
condition for continued speaking engagements. This may take the form of pre and post
training knowledge surveys. We will also ensure that all promotional/educational
programs for which Glaxo Wellcome has sponsored the speaker will include the key label
changes.

" Salesforce Training

All Glaxo Wellcome representatives responsible for conveying information on
LOTRONEX will be trained on the key messages in face-to-face meetings. All printed
and web-based training materials will be updated to emphasize the key messages. All
representatives will be competency tested to ensure the messages have been clearly
communicated and their knowledge of the changes to the prescribing information is held
t0 an appropriate standard.

Packaging

The package insert will be redesigned such that each stock and sample package will
contain separate healthcare practitioner and patient package inserts. An ongoing supply
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of patient package inserts will be provided to pharmacists (Appendix A-3, Figure 15 in
Attachment 6) for use when less than a full bottle of LOTRONEX is dispensed.

5.3. Monitoring

An important component of our risk management program involves monitoring to ensure
our messages are accurately and adequately communicated. Details of plans for testing
communication materials and tracking awareness and source of knowledge are presented
below.

5.3.1. Development Testing of Communication Materials

Development of clear, comprehensible messages will be done via qualitative research
with physicians, patients and pharmacists. The one-on-one, in-person interviews will be
conducted at centralized third-party research facilities in three geographically
representative cities. An experienced, professional third-party moderator will conduct the
interviews.

A sample of 50 physicians, 50 IBS patients and 50 pharmacists will be interviewed as
participants for this research. The physicians will be appropriately distributed by
specialty, e.g., approximately 30 primary care physicians and approximately 20
gastroenterologists. The respondents will be screened via telephone to ensure that they
meet selection criteria, such as correct specialty, actively seeing IBS patients in an office
setting, and at least two years experience in practice.

There will be five rounds of this research. Each round will take place in a given city and
include approximately 10 physicians, 10 patients and 10 pharmacists to be interviewed.
Each interview will be approximately 30-45 minutes in length. The research will begin
by testing first drafts of the communication messages, separately for physicians, patients
and pharmacists. Throughout the research process, messages will be modified in an
iterative fashion, in order to maximize clarity of message communication.

The interviews will proceed according to a discussion guide developed jointly by Glaxo
Wellcome market research personnel and the third-party research consultant. Consistent
standard market research practices will be employed.

5.3.2. Tracking Awareness and Source of Knowledge

Awareness of key messages and source of knowledge will be measured through
quantitative research with both physicians and pharmacists. A structured questionnaire
will be administered via telephone with respondents by a third-party market research
company.

The first wave of the study will be conducted prior to the distribution of the
communication materials with the second wave approximately two months following the
implementation of the communication program. A total of four waves will be conducted,
prior to distribution of material and subsequently at three-month intervals following the
initial distribution.

June 14, 2000 M



RM2000/00271/00

For each wave of the tracking study, 375 respondents will be surveyed. The sample will
consist of 150 primary care physicians, 75 gastroenterologists and 150 pharmacists.
Respondents will be chosen randomly and be representative across the geography of the
U.S. The respondents will be screened via telephone to ensure that they meet selection
criteria, such as correct specialty, actively seeing IBS patients and at least two years
experience in practice.

The telephone interviews will follow a structured questionnaire designed jointly by Glaxo
Wellcome market research personnel and the third-party research consultant. Questions
will be primarily closed-ended, with a few open-ended questions for which verbatim
responses will be captured and recorded. Standard market research practices will be
employed. The interviews will be approximately 10-135 minutes in length.

Results of this quantitative study will be projectable to the larger populations of
physicians and pharmacists from which the samples are drawn. The methodology will
remain consistent frorh wave to wave, allowing data to be trended and significant changes
to be identified.

5.3.3. Monitoring Prescribing Patterns and Drug Utilization

The objective of this study is to monitor prescribing patterns by evaluating computerized
pharmacy and medical records in a large managed care organization.

The objectives of this study are to monitor dispensings of LOTRONEX, to characterize
the patient population over time, by patient demographics and history of constipation
severe enough to seek medical attention, and to identify some indicators of severity of
IBS, in patients receiving LOTRONEX. This monitoring program will be conducted in
collaboration with Epidemiology Research Institute and United Healthcare. -

5.4, Conclusions and Next Steps

Glaxo Wellcome is committed to an active program to optimize the safe use of alosetron.
We believe the benefits of therapy in the appropriate female patients with diarrhea-
predominant irritable bowel syndrome greatly outweigh the known risks, and that the
risks with alosetron can be appropriately managed. We are committed to a program of
clear communication with healthcare professionals and patients. We are also committed
to diligent monitoring of the safety of LOTRONEX, through continued surveillance and
epidemiologic studies, and to advancing the scientific knowledge to improve patient
management.
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GlaxoWellcome

Memorandum
From Dr CR Pick Date 16 October 1998
Mr JC Kilapwyk
Reference
To Roger Secker

Review of intestinal changes in the preclinical studies with alosetron

As requested, a review of the preclinical studies performed with alosetron has been
undertaken to ascertain whether there is any evidence for alosetron having an
adverse effect on the intestinal tract of animais.

The review revealed that macroscopic and microscopic changes in the large and
small intestine of animals were rare, and none of the changes reported were
suggestive of any treatment-reiated adverse effect.

During its preclinical development programme, alosetron has been administered
daily to rats dogs and mice by the oral route in repeat dose studies of one month to
two years in duration. In all of these studies the small and large intestines have
been subjected to magroscopic examination, and routine representative samples of
these organs have been examined microscopicaily, together with any area showing
a macroscopic change.

The pathology reports from-the following major studies have been reviewed, and
any findings recorded for the small or large intestine have been scrutinised.

Study Species | Study type Number of treated Duration
animals

R11832 | Rat Repeat dose 60 1 month
R12458 | Rat Oncogenicity 360 2 years
M12401 | Mouse | Oncogenicity 360 2 yoars
D11825 | Dog Repeat dose 18 1 month
D11865 | Dog Repeat dose 25 6 month
D12561 | Dog Repeat dose 28 12 month
Glaxo Wellcome Research and Development
Park Road Telephone ?:;:au m H&:'nreh and Deveicoment
Herfrdshe Dreat Tolaphons e e S
$G1200P mﬂﬁ“ﬁfm..
UK Diract Fax Beeiey Avens
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Macroscopic and microscopic changes in the large and small intestine have been

rare, and none of the changes seen were suggestive of a treatment-related adverse

effect.

in patticular:

+ No changes suggestive of ischaemic damage were seen in any study.

+ The few instances of vascular or necrotic changes were confined to the lifetime
studies in rodents, and were not suggestive of any treatment-related effect.

The results afe summarised in the tables which foliow.

CR Pick JC Klapwyk
Pathologist © Pathologist
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Study R11832 one month oral toxicity study in RH rats

Grosg examination of small (duodenum, jejunum & ileun} and large intestine (colon only)

Sex Maies Females ]
Group__ 1 3 4 1 2 3 4
Dose 0 1 8 64 0 1 8 84 |
(mg/kg/day) '
Animals 10 10 10 10 10 10 10 10
examined
Small intestine ! .
NAD 10 10 1 10 10 10 10 10 10

; Large intestine i

| NAD 10 10 | 10 10 10 10 10 10

Microscopic examination of small {duodenum, jejunum & ileum) and large intestine {colon only)

[Sex Males Females
Group 1 3 4 1 2 3 4
Dose 0 1 8 64 0 1 8 64
{mg/kg/day)
Animals 10 10 10 10 10 10 10 10
examined
Duodenum
no abnormality
detected - 10 10 10 10
Jejunum .
no abnormality :
detected - 10 10 10 10 ¢
fleum
n¢ abnormality
detected - 10 10 g 10
lymphoid
hyperplasia - 1
Colon
no abnormality
detected - 10 9 10 10
oedema - 1
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Study R12458 oral (dietary) oncogenicity study in rats
Gross examination of small and large intestine

Sex Males Females
Group 1 2 3 4 1 2 3 4
Dosa 4] 1 8.5 40 v, 1 6.5 40
{mg/kg/day)
Animals 120 60 60 60 120 60 &0 60
examined
Duodenum !
distended | © 0 0 0 o | o 0 1
abnormal content 3 0 0 1 2 i 0 o 2
thickened wall 0 0 1 0 o ., 0 0 0
mass(es) 0 1 0 0 2 1 ¢] 0
adhesicns 0 0 1 0 0 0] 0 0
Jejunum
adhesions 1 0 1 1] 1 0 0 0
abnomal content 4 0 0 1 2 0 4 2
distended 0 0 0 0 O 0 ] 1
mass{es) 1 0 1 1 1 0 o] 4]
lleum
distended 2 0 0 0 0 0 0 1
abnormai content 2 0 0 1 1 1 3 2
mass{es) 0 0 0 0 0 0 0 1
Caecum
distended t 0 0 1 0 0 0 0
appears large 1 0 0 0 0 o 0 0
abnomal content 8 3 0 1 2 i 4 2
thickened wall 0 4 1 1 0 1 1 2
wall dark 0 1 0 0 0 0 0 o}
areals of change ¢] 1 o] t] o 0 0 G
mass(es) 1 4] 0 0 o 4] 0 0
Colon
distended 2 2 2 h, 0 ¢} 0
abnormal contant 1 1 0 0 0 0 0
Rectum
distended 2 1 3 0 0 0 0 0
abnormal content [¢] 1 0 0 0 0 0 0
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Study R12458 oral (dietary) oncogenicity study in rats

Microscopic examination of small (duodenum, jejunum & ileum) and large intestine(caecum, colon &
rectum)
Sex Males Females
Group 1 2 i 3 4 i 2 3 4
Dose 0 1 6.5 40 0 1 6.5 40
{mg/kg/day)
Animals 120 | 69 60 60 120 680 60 60
examined 5
Duodenum - .| n=119
leiomyoma - 0 i 0 0 0 1 ! 1 T 0 :
sarcoma-| 0 | 1 0 0 0o ¢ 0 ' o 0 i
submucosal |
chronic ;
inflammation-| 0 | 0 0 0 0 0 1 0
Jejunum n=259 n=119
carcinoma 0 0 o 1 0 0 0 0
adenoma 1 0 c 0 0 0 0 0
leiomyosarcoma ¢ 0 0 0 1 Q Q 0
lleumn T
ulcer(s) 0 0 Q 0 0 0 0 1
villous stunting c 0 0 0 0 0 0 1
dilated 0 0 Y 0 0 0 0 1
Caecum
sarcoma - 1 0 0] 0 0 (o} 0 0
submucosal
oedema - 0 0 0 0 1 o] 0 0
mucosal acute .
inflammation - 0 o ' 0 1 0 0 0 0
uicer(s) - 0 1 0 Q 0 0 0 0
submucosal
chronic
inflammation - 0 0 0 0 0 0 1 0
arteritis - 0 0 0 0 1 0 Q0 Q
Colon
dilated - 1 1 0 1 0 0 0 ¢
submucosal
aranulomals) - 1 0 0 0 0 0 0 0
Rectum
submucosat
acute
inflammation - 1 o] 0 Q 0 0 0 0
dilated - 0 t 1 0 0 0 0 o
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Study M12401 oral (drinking water) oncogenicity study in BEC3F1 mice

Grogs examination of small (ducdenum, jejunum & ileumn) and large intestine{caecum, colon &
rectum)

Sex Males Females
Group 1 2 3 1 4 5 1 2 3 4 5
Dose (mg/kg/day) 0 0 [+ /s5[3 [ 0 [0 1 1551 30
Animals examined 60 60 60 60 60 60 60 60 | &0 60
Small intestines
mass(es) or nodule(s) - 1 1 3 2 1 1
_raised area or swalling - 1 1
enlargement - ¢ 1 1 ! 1
gaseous liguefied contents - |1
fiuid-filled - 1 1
Peyer's patches prominent - 1
possible fat adhesion in upper
jejunum - 1
pale swellings - [ 1
Large intestines .
anal area swollen 1] 1
anal prolapse 1
red discharge from anus 1
black spots on the surface 1
fluid or liquefied contents 1 1 1
caecal contents dark 1 :
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Study M12401 oral (drinking water) oncogenicity study in BEC3F1 mice

Microscopic_examination of small (duodenum, jejunum & ileum) and large intestine{caecum, colon
& recturn)

Sex Males Females

Group 1 12 3 4 5 1 2 3 4 5
Dose (mg/kg/day) 0l 0l 1553 ] 01 of 1 155]30

Small intestines
Animals examined | (54) | (58) | (59) | (59) | (59) | (59) | (59) | (56) | (60) | (BD)
no abnormality detected - | 31 33 | 36 | 35 | 39 [ 33 | 20| 34 | 33 | 36

adenocarcinoma - - 1
deposit of lymphoreticular :
tumour-| 1 2 ; 4 2 & 6 5 4 1 5
serosal metastasis from i
primary in liver - P

GALT hypemlasia-1 19 | 23 ' 17 18 18 14 1 286 | 14 | 22 16 |

acute inflammatory cell
infiftrate - 1 1

lamina propria mixed
inflammatory ceif infiitrate - 1 1
ukcaration - 1

mucosal necrosis - 1

lamina propria haemorrhage - 1
glandular distension - | 1 1 1 1

crypt abscess- | 3 2 1

vascular amyloid - 1 1

ectopic pancreas in duodeéenal
submucgsa - 1

pancreatic tissue in lamina
propria - 1

Large intestines
Animals examined | (58) | (60) | (59) | (60) | (60) | (60) | (B0) | (59) | (B0} | (60)

no abnormalitydetected -] 43 | 42 | 48 | 48 | S3 | 41 | 45 | 41 | SO | 50
adenocarcinoma - 1

deposit of lymphoreticular
tumour-| 1 2 1 1 3 2 4

metastasis from primary in
liver - 1

GALT hyperplasia- | 11 15 | 11 10 3 11 10 8 4 4

mucous cell hyperplasia - 1
submucosal cedema - 2 3 3 2
arosion(s) - 1 1 1

vascular amyloid - 1 1

lymphoid infitration or foci - 1 1
inflammatory cell infiltrate - 1 1
prolapse - 1

large dilated squamous lined |
spaces - 1 :

bload in lumen - 1 i
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Study D11825 35 day oral toxicity study in the dog

Gross examination: as standard autopsy procedure, the entire intestine from duodenum to
rectum was opened and the mucosal surface examined

Sex Males Females

Group 1 2 i 3 4 1 2 3 4

Dose 0 1 55 30 0 1 5.5 30
| (mg/kg/day) ' : :

Animals 3 3 3 ¢ 3 3 3 3 3

examined P

Small intestine 3 3 3 3 3 3 3 3

NAD R

Large intestine 3 3 3 3 3 3, 3 | 3

NAD i i

Microscopic examination of smali intestine (ducdenum jejunum ileum) and colon

Sex Males Females

Group 1 2 3 4 1 2 3 4

Dose 0 1 55 30 0 1 5.5 30
{mg/ka/day)

Animals 3 3 3 3 3 3 3 3

gxamined

Small intestine -
NAD 3 3 3 3 3 3 3 3

Colon

NAD .3 3 3 2 3 3 3 3

congestion 1
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Study D11865

six month cral toxicity study in the dog

Gross examination; as standard autopsy procedure, the entire intestine from duodenum to

rectum was opened and the mucosai surface examined

5ex

Males

Females

Group

| 3 4

2

3

Dose

(mg/kg/day)

5.5 25

1

5.5

Animals
i axamined

4 4
(c)

4

4

Small intestine
NAD
Abnormal colour

Neo-caecal junc
NAD
Abnormal colour

Large intestine
NAD
Abnormal colour

4

a) intercurrent death on day 8
b) Intercurrent death on day 58

¢) Intercurrent death on day 69

Microscopic examination of small intestine (ducdenum jejunum ileum) and colon

Sex

Males

Females

GGroup

3 4

2

3

Dose
(mg/kg/day)

O jrk

-

5.5 25

1

55

Animals
examined

4 4
)

4

4

Small intestine
NAD

Autolysis (duod)
Diverticulum (ile)

lieo-caecal junc
congestion
haemorrhage

Colon
NAD
congestion

4 .

1(c)

a) intercurrent death on day 8

b} Intercurrant death on day 58
¢} Interqurrent death on day 69
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Study D12561

12 month oral toxicity study in the dog

Gross examination as standard autopsy procedurs, the entire intestine from duodenum to
ractum was opened and the mucosal surface examined

Sex Males Females
Group 1 2 3 4 1 4
Dose 0 1 5 25 0 25
(mg/kg/day)
Animals 6 4 4 6 6 6
examined
Smalt intestine

. NAD 6 4 4 6 6 4
Few ascarids 2
Large intestine

' NAD 6 4 4 6 6 | 6
Microscopic examination of small intestine (duodenum jejunum ileum) and colon
Sex Males Females
Group 1 2 3 4 1 4
Dose 0 1 5 25 0 25
(mg/kg/day)
Animals 6 4 4 6 ] 6

! examined

! Small intestine

' NAD 8 4 4 6 6 6
Colon
NAD 5 4 4 6 6 6
Submucosal 1

| granuloma
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October 15, 1999 '

Allen Mangel, M.D., Ph.D.
International Director,
Gastroenterology and Rheumatology
Glaxo Wellcome, Inc.
5 Moore Drive
Research Triangle Park
North Carolina 27709
(FAX 919-483-8614)

Dear Dr. Mangel:

Please find our report on the effects of alosetron on mesenteric arterial contraction
enclosed. We performed these studies to ask the following questions: i) does alosetron
affect basal tone of mesenteric arteries? (concentration-response data were performed to
answer this question). ii) Does alosetron affect nerve-mediated contractions? (we tested
nerve-mediated contractions before and after alosetron application). We found that this
compound (up to 10 M) did not have vasoactive effects.

Thank you for supporting this investigation.

Sincerely,

Kenton M. Sanders, Ph.D.
Professor and Chairman

0217846908 FAX (702)784-6903
(7
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Effect of Alosetron on Mesenteric Artery Tone

Purpose: To evaluate whether Alosetron is a vasoconstrictor of mesenteric arterial
smooth muscle.

Methods: Guinea-pigs were killed by inhalation of CO; foliowed by esangulation.
Dogs were killed with an overdose of phenabarbitol following sedation with ketamine.
The inferior mesenteric artery of each species with associated mesentery and fat were
removed.

Ring preparations (3 mm long) of guinea-pig artery were dissected free of fat and
connective tissue and mounted in organ baths by inserting two stainless steel triangle
mounts into the lumen. The bottom triangle was attached to a stable hook while the top
triangle was attached to a strain gauge {Grass FT03C). Dog vessels were prepared in
a similar manner (as ring segments) or in some cases as spiral strips cut with a fine iris
scissors. in the case of spirat strips one end was attached to a stable mount and the
other to a tension transducer wire with suture. Care was taken during dissection to
maintain the endothelial lining of blood vessels. In some vessels the presence of
endothelium was confimed by observing the refaxation produced by 10° M
acetylcholine in the presence of a histamine analogue. Changes in the smooth muscie
tone were recorded on a chart recorder and also acquired and analyzed on line by a
Biopac system (MP100) and Acknowiedge 2.3.4 software. )

Vessels were submerged in isolated tissue baths. The bath contained Krebs
solution of following composition (mM): 118.5 NaCl; 4.2 KCI; 1.2 MgCly; 23.8 NaHCO;
1.2 KHPOy4; 11.0 dextrose; 1.8 CaCl,, aerated with 95% 0x5% CO2and maintained at
37°C. Aresting force of 0.4 g was applied to the guinea-pig arteries and 0.7 g to the
canine arteries. This was found to stretch vessels to near the optimum length for
tension development. In all experiments tissues were initially equiiibrated for 1 hour
followed by at least 3 exposures (3 minute per exposure) every 15 minutes to KCI (70
mM) in order to establish viability and equilibrate the tissue.

Nerves were stimulated for a period of 1 minute with platinum stimulating
electrodes placed on either side of the vessel at a distance of 2-3 mm from the tissue.
Stimulation parameters were initially adjusted for optimum reproducibility of response.
Frequency used were either 15 or 20 Hz, voltage was held constant (12 V) and pulse
duration was adjusted between 0.1 and 0.3 ms. All of these stimulus parameters give
rise to tetrodotoxin sensitive neural responses. Once optimum conditions were
established, these parameters were maintained for the remainder of the experiment.

Effects of cumulative addition of Alosetron. Alosetron was added cumulatively
(10® - 10® M) to vessels 8-10 minutes after a control neural response. Each
concentration of Alosetron was tested for 2 minutes. Ten minutes after washing out the
highest concentration of Alosetron nerve stimutation was again tested.

Effect of Alosetron on the response to nerve stimulation. Additional experiments
were undertaken to determine whether Alosetron had significant effects upon the
response {0 nerve stimulation. For these experiments stable neural responses were
first established. After 2 responses to nerve stimulation (control 1 and control 2)
Alosetron (107M) was added. Following ten minutes exposure to Alosetron nerve
stimutation was again tested in the presence of Alosetron. Following wash out of
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Alosetron another control nerve response was obtained (Control 3). Next 10°M
Alosetron was added for 10 minutes and the response to nerve stimulation again tested
in the presence of Alosetron. Foflowing nerve stimulation Alosetron was washed out for
10 minutes and a final response to nerve stimulation determined.

Results:

Fourteen vessels from 5 guinea-pigs and 13 vessels from 2 dogs were tested.
All vessels contracted in response to addition of 70 mM KCI. In all 27 vessels there
was no contraction observed with Alosetron (22 tested with 10 M Alosetron).

Effect of cumulative addition of Alosetron. In 5 guinea-pig vessels and 5 dog
vessels stable reproducible neurat responses were established and the concentration-
dependent effects of Alosetron tested. There was no change in tone observed for any
concentration of Alosetron tested in all blood vessels. In addition there was no
significant difference (p<0.05) in the response to nerve stimutation after cumuiative
addition of Alosetron was completed. Figure1 shows an example of one experiment
undertaken in dog and one in guinea-pig. Figure 2 shows the cumulative data
comparing nerve stimulation amplitude before and after the concentration-response
relationship for Alosetron was obtained. Table lincludes the normalized data for these
experiments.

Effect of Alosetron on the response {0 nerve stimulation. Neither 10'M
Alosetron nor 10®M Alosetron produced a significant change in the response to nerve
stimulation in either dog or guinea-pig nor did addition of alosetron produce any change
in resting tone. Figure 3 shows the cumulative data compating nerve stimulation
amplitude before and after addition of 10”M Alosetron to dog (n=7) or guinea-pig (n=6).
Figure 4 shows the cumulative data before and after addition of 10*M Alosetron to dog
(n=7) or guinea-pig (n=9). There was a tendency for neural responses of the guinea-
pig to decline approximately 18% during 1 hr experiments (see Figure 3) but there was
no significant difference in the response to nerve stimulation in the presence of 107M
Alosetron when compared to the control responses obtained before or after addition of
Alosetron. Tables Il and lil plot the normalized data for the effects of Alosetron on
responses to nerve stimulation.

Conclusion:
The drug Alosetron is without effect on either resting tone or the response to
nerve stimulation in the guinea-pig and dog inferior mesentetic arteries.
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Canine Mesenetric Artery
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Canine Mesenteric Artery

Date 100% %of control
(Controi NS) |(After cumulative treatment with Alosetron)

10/11/89| - 100 98.8
10/11/88| - 100 91.9
10/11/99 100 124
10/12/99 100 123
10/13/99 100 96

Mean 100.00 106.74

SEM 0.00 6.93

n 5 5

Guinea-Pig Mesenteric Artery

Date 100% Yeof control
(Control NS) |(After cumulative treatment with Alosetron)

10/11/89 100 102
10/12/99 100 a3
10/12/99 100 94
10/12/99 100 92
10/13/99 100 100

Mean 100.00 96.20

SEM 0.00 2.01

n 5 5
Table 1.

Comparison of the contractile responses to electrical field
stimulation before (control NS) and after cumulative application of
Alosetron (107 M-10" M) in canine and guinea-pig mesenteric
artery segments.
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Alosetron 0.1 uM

Canine Mesenteric Artery

Date Control Control 2 Alosetron 0.1 uM  |Control 3 (post Alosetron)
100% " % of controt 1 % of control 1 % of control 1
I
10/12/99] - 100 102.5 104.5° E
10/12/99 100 93.5 93.5 i
10/14/99 100 87.5 81.25 81.25 |
10/14/99 100 100 83.3 I
10/13/99 100 118 147 147
10/13/99 100 105.2 105.2 100 )
10/13/99 100 100 100 98.2
Mean 100.00 101.10 102.11 106.61
SEM 0.00 3.73 8.3 14.11
n 7 7 7 4
Guinea-Pig Mesenteric Artery
Control 1 . Control 2 Alosetron 0.1 uM  |Controt 3 (post Alosetron)
100% % of controi 1 % of controf 1 % of control 1
10/13/99 100 100 95 85
10/13/99 100 109 109 100
10/13/99 100 92.1 57.8 43 4
10/13/89 100 100 100 100
10/14/99 100 £86.9 78.2 73.9
10/14/9¢ 100 100 100 88.5
Mean 100.00 98.00 90.00 83.63
SEM 0.00 3.1 7.66 8.97
n 3] 6 | 6 8
Table 2.

Comparison of the contractile responses to electrical field
stimulation in absence (control 1, control 2) and in presence of
Alosetron (107 M) in canine and guinea-pig mesenteric artery
segments. Control 3 obtained after washout of Alosetron.
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Alosetron 1 uM

Canine Mesenteric Artery

Date | Control NS-1 | Alosetron 1 uM | Control NS -2 (Post Alosetron)
100% {% of control 1) (% of control 1)

10/11/99 100 107.5 95
10/11/98 100 117.8
10/13/99 100 100
10/14/99 100. 160 84.6
10/13/99 100 103.2 101.6
10/13/99 100 100
10/13/99 100 100 94.5

Mean 100.00 104.09 93.93

SEM 0.00 2.54 3.50

n 7 7 4

Guinea-Pig Mesenteric Artery

Date | Control NS-1 | Alesetron 1 uM | Control NS -2 (Post Alosetron
100% (% of control 1) (% of control 1)
10/11/39 100 103.1
10/13/99 100 g2.8 84.7
10/13/99 100 100 109
10/13/99 100 84.8 67
10/13/99 100 100 100
10/14/99 100 91.6
10/14/9%9 100 105.8 84
10/14/99 100 100 94.1
Mean 100.00 97.28 893.13
SEM 0.00 2.45 5.73
n 8 g - 8
Table 3.

Comparison of the contractile responses to electrical field

stimulation in absence (control 1) and in presence of Alosetron
(10° M) in canine and guinea-pig mesenteric artery segments.
Control 2 obtained after washout of Alosetron.
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RMS39/00348/00
Glaxo Wellcome Research and Development Briefing Document

Assessment of Patients with Unexplained Rectal Bleeding

During discussions at the October 6, 1999 90-day conference, FDA requested that
GlaxoWellcome evaluate all adverse events of unexplained rectal bieeding, to ascertain if any of
these could represent cases of unrecognized ischemic colitis. To accomplish this goal, the safety
database of S3BP12,S3BA2001, S3BA3001, S3BA3002, and S3BA3003 was searched for the
following adverse events: GI hemorrhage, rectal hemorrhage, blood in stool, bloody diarrhea,
positive fecal occult blood, excretion of blood per rectum, exacerbation of excretion of blood per
recturn, rectal bleeding with bowel movement, rectal bleeding due to rectal/anal fissure, bloody
mucus in stool, recurrent rectal hemorrhage, rectal bleeding with menses, perianal hemorrhage,
abnormal colonoscopy findings, colitis, collagenous colitis, coloproctitis, ischemic colitis, and
hemorrhoidal bleeding. In the alosetron development program for IBS, treatment randomization
schemes provided an approximate 1.9:1 ratio of alosetron to placebo treatment in $3B-P12,
S3BA2001, S3BA3001, S3BA3002, and S3BA3003. This search yielded 60 subjects with
adverse events, divided as follows: '

Adverse Events of Rectal Bleeding or Colitis in S3BP12, S3BA2001, S3BA3001, S3BA3002,
and S3BA3003

Placebo Alosetron
(n=18/1044) {n=42/1803)
Rectal bleeding 11 29
or rectal bleed/bload {20 occurring w/o
or increased rectal bieeding constipation;
or hematochezia 9 occutring w/
ar scant rectal bleeding constipation}
or blood per rectum
or bloedy diarrhea
or rectal blocd
Blood with stools 5 5
or bloed in stool
or bloody mucus stools
or bloody stoo!
tschemic colitis 3
Subj# 2829~83BA2001
Subj# 15687-S3BA3001
Subj# 7195-S3BA3002
Bleeding hemorrhoids 1 3
Subij#10080-S3BA3003 Subj#796-83BA2001
Subj# 4881-S3BA3001
Subj# 6017-S3BA3001
Rectal tear with bleeding 1
Subj# 11937-S3BA3003
Hemeoccult positive stool 1 1
Subj# 10151-S3BA3003 Subj# 10418-S3BA3003

Only adverse events in the first two categories (rectal bleeding or blood with stools) represented
unexplained events of rectal bleeding. Events of bleeding hemorrhoids or rectal tear with
bleeding are not further discussed, as an explanation has been provided. Events of Hemoccult
positive stool are not included, as ischemic colitis is typically accoropanied with hematochezia.
The events identified as ischemic colitis have been evaluated by an external expert, Lawrence
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RM989/60348/00
Glaxo Wellcome Research and Development Briefing Document

Brandt, M.D. (Appendix 3); the conclusion of this expert was that there is “no pathophysiologic
evidence that suggests that alosetron might precipitate colon ischernia”.

The events of rectal bleeding were evaluated by treatment, revealing 29 subjects in the alosetron-
treatment group and 11 subjects receiving placebo (see attached table). In addition, events of
“blood with stools” occurred in 5 alosetron-treated and 5 placebo-treated subjects

Ischemic colitis is most frequently accompanied by rectal bleeding (>87%}, abdominal pain
(>80%), and diarthea (50%) (Matsumoto et al, Gastroenterology & Hepatology 1994; 9:572-5).
To discern any possible association with ischemic colitis, the occurrence of adverse events of
abdominal pain and/or diarrhea within 7 days of the unexplained rectal bleed or blood with stool
were examined. In addition, as alosetron is associated with constipation, which could porentially
be associated with events of rectat fissures or hemorrhoidal bleeding, adverse events of
constipation occurring within 7 days of the rectal bleed were also captured. The table on the
proceeding page reveals events of unexplained rectal bleeding or blood in stools in both
weatioent groups.

Among alosetron-treated subjects, 24/1903 (1.3%) subjects exhibited rectal bleeding or blood in
$t00ls occurring in the absence of constipation and 10 subjects had events occurring in
conjunction with constipation. Of the 24 subjects without constipation at the time of the rectal
bleeding, the majority of rectal bleeding events were rated as mild (n=15) and the remainder as
moderate (n=9), with the exception of one severe bleed, occurring in a subject diagnosed with
Crohn’s disease during the study. Among all alosetron-treated subjects with these bleeding
events, nine subjects exhibited concomitant abdominal pain and five subjects exhibited diarrhea;
of these, two subjects exhibited concomitant abdominal pain and diarthea. There appeared no
dose response relationship to alosetron treatment, with events occurring in those receiving
alosetron 9.1 1o 4-mg po BID and no events in those treated with alosetron 8-mg po BID. Of the
24 subjects receiving alosetron who did not report constipation, concomitant medications in 10
subjects included: nonsteroidal antiinflammatory agents (n=4), estrogen (n=>5), mesalamine
(n=1), and digoxin {n=1).

Of alosetron-treated subjects who did not report constipation and exhibited rectal bleeding or
blood with stool, in conjunction with either abdominal pain or diarrhea (n=14), additional
information on the event was requested from the investigators, to include: clinic notes,
endoscopy reports and/or biopsies (including anoscopy, flex. sigmoidoscopy, or colonoscopy)
performed within one month of the rectal bleeding event, stool cultures (including Clostridium
difficile & enterotoxigenic E. coli), ova & parasites obtained at the time of the event, any X-rays
or imaging reports obtained at the time of the event, and preceding or subsequent history of
rectal bleeding and source (if known). These queries yielded substantive additional information
for 8 alosewron-treated subjects (subjects with asterisks in attached Table), including both
subjects with abdominal pain and diarrhea occurring with rectal bleeding. For these 8 subjects,
this additional information revealed: internal hemorrhoids (n=5), rectal ulcer in conjunction with
internal hemorrhoids and a colonic polyp (n=1), “blood around a diverticulum” in conjunction
with small internal hemorrhoids and a colonic polyp (n=1), and diverticulosis and hemorrhoids
(n=1)." No evidence of ischemic colitis was noted in any follow up information.

FDA Briefing Document 92
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RMS29/00348/00
Glaxo Wellcome Reseatrch and Development Briefing Document

Of alosetron-treated subjects who developed constipation and exhibited rectal bleeding or blood
with stool, abdominal pain occurred within the preceding week in 4 subjects. Additional
information on the event was requested from the investigators, and yielded substantive
information in 2 subjects, revealing the presence of internal hemorrhoids. No evidence of
ischemic colitis was noted in this group.

-—

Among placebo-treated subjects, 16/1044 (1.5%) exhibited rectal bleeding or blood in stools. In
the placebo group, associated abdominal pain was noted in 2 subjects and diarthea in 3 subjects.
No subjects in the placebo group exhibited concomitant abdominal pain and diarrhea. Of the 16
subjects receiving placebo who exhibited these bleeding events, concomitant medications in 9
subjects included: nonsteroidal antiinflammatory agents (r=7), estrogen (n=>5), and digoxin
(n=1).

In summary, a similar very low incidence of rectal bleeding or blood in stools adverse events
was noted in alosetron and placebo-treated subjects. Hemorrhoids was the most common
etiology of rectal bleeding in both treatment groups. These events were infrequently associated
with abdominal pain and/or diarrhea. The majority of events were mild. Concomitant use of
nonsteroidal antiinflammatory agents, known to enhance GI bleeding, may have contributed to
some of these rectal bleeding events. :
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Glaxo Wellcome Research and Development

..M889/00348/00
Briefing Document

Incidence of Rectal Bleeding Adverse Events: Placebo - Treated

Page 4

# Subj Study # Event Sev, # Days Dur Const. Abd.  Diar Study Demog Cther info (procedures, etc)
# grade  ewvis To (d} pain Drug
Onset
1 00587 s3BP12 Blood with 1 1 40 5 0 0 0 Placebo 28 yo WF
Stools
2 04099 S3BA3001 Bloed in stoots 1 1 21 9 0 4] 0 Placebo 43 yo Meds: ibuprofen, estrogen
Asfan F
3 04761 S3BA3001 Blood In stoot 2 1 56 1 0 0 o] Placebe  21yoWF  Withdrew secondary to AE
4 05122 S3BA3001 Scant rectal 1 1 12 2 0 o) 1 Placebo 40 yo WF
Bleading
5 05516 83BA3001 Rectal bleeding 1 1 69 1 0 o 0 Piacebo  28yoWF
© 8 05204 S3BA3001 Rectal bigeding 1 A 23 22 0 0 0 Placebo 53yoWF Meds: asplrin
7 06353 S3BA3002 Rectal bleeding 1 1 41 1 o] 1 o] Placebo 21 yoWF  Con. Mads Included colon'y prep 5 days after
X rectal blead
8 08048 S$3BA3002 Blood in stool 1-2 4 15,18 2 o} 0 0 Placebe  30yoWF  Mads: Ibuprofen, estrogsn
31,35
9 08767 $3BA3002 Blood in stoo) 1 1 18 ? 0 0 0 Placebo 57 yo WF
1 10229 S3BA3003 Hematochezla 1 1 228 18 o] 0 o Placebo 64 yoWF Meds: digoxin, aspirin
0
1 08450 S53BA3003 Rectal blaeding 1 1 144 ? 0 1 0 Placebo 23yoWF  Mads: naproxen sodlum, estradio)
i With menses
1 10480 $3BA3003 Intermittent 1 1 178 [ o} 0 o] Placebo  82yoWF  Meds: ibuprofen
2 Regctal bleeding
1 0B440 S3BA30C02 Rectal bloeding 1 1 35 8 0 0 o} Placebo 81 yoWF Meds: esirogen
3 PMHx: h/c hemorrhoids
1 08245 53BA3003 Bloody diarrhea 2 1 209 12 o] 0 i Placebo 28 yoWF  Meds: estrogen
4
t 08528 S3BA3003 Rectal bleeding 1 1 161 4 o} 0. o] Placebo 51 yo BF Meds: aspirin
5
i 10486 S$3BA3003 Rectal bleeding 1 1 120 4 0 0 0 Placebo 3% yo WF
8
FDA Brisfing Document 95
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Glaxo Wellcome Research and Development

+M399/00348/00
Briefing Document

Incidence of Rectal Bleeding Adverse Events: Alosetron — Treated Patients (Phase II)

Sub) Study # Event Sev. # Days Dur  Const.  Abd. Diarr Study Demog Other Info (procedures, etc)
# grades  evts To (d) pain Drug
Onset
00378 S3BP12 Rectal 2 1 68 <1 0 0 0 Alos 0.1 61 yoWF Rectal bleeding preceded study drug treatment and
bleeding Mg BID resolved at Week 12 visit; hard stool reported with rectal
bleeding AE
00257 S3BP12 Rectal 2 1 1 2 0 0 1 Alos 41 yo WF Ffuinfo: “the patient had a diagnesis of hemosrhelds and a
bleeding a.1 BID . hio hemorrholds at the study start”; "the rectal blesding
was.. resolved at the time of the study end”
00241 83BP12 Rectal 1 2 5] 1 0 1 0 Alos 25 yo WF
bleeding 12 0.1 BID
02788*  S3BA2001 Rectal 2 1 15 21 Q 1 1 Atos 28 yo WM Ffu Info: 2 wesks prior to study, subject
blood 4 mg BID had a rectal bleed wilh flex. sig. Revealing Int. hemorrholds
for which a trial of Injection sclerotherapy was
recommended
02837 S3BA2001 Rectal 1 1 21 1 1 4] 0 Alos 44 yo WF Withdrew secondary to AE
bleading 4 mg BID
02633"  S3BA2001  Rectal 3 1 80 3 T, 1 0 Alos 37 yo WM No ffu info. avallable - site now disbanded
bleeding 2mg BID
*Additional info. obtained from principal Investigator
1
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Glaxo Wellcome Research and Development

MB29/00348/00
Briefing Document

Incidence of Rectal Bleeding Adverse Events: Alosetron — Treated Patients (Phase III)

# OSubj  Study# Event Sev. # Days Dur Const.  Abd. Diarr Study Demog Other info (procedurss, etc)
# grade evis To {d) paln Drug
Onset
7 04148  83BA3001 Bloody, 1 f 10 4 0 1 [ Afos B yoWF  Meds: estrogen
- mucous 1 mg Bid Fiuinfo: Patient noted “vary small Infreq. Stools, abdi
Stoof pain, mucus and blood x 3 Days; had normal EM on
following day. No Further evaluation performed (fiex.
slg. 1 mo. earller revealed only mild rectal arythema
8 04287 S3BA30O1 Rectal 2 1 54 1 0 1 0 Alos 78yoWF  Hemorrhalds noted 1 day after rectal
. bleeding 1 mg BID bleed as AE. Meds: digoxin Fiuinfo: anoscopy and
slgmoldoscopy performed one day following rectal
blead revealod Grads I+ internal hemerrholds with “ a
nasty purplish ecchymotic area” and occaslonal
uncomplicated diverticulum.
9 04595  SIBA3001T Recstal 3 1 32 3 0 0 0 Alos 33yoWF  Subject underwent colonosceopy and was
bleeding 1 mg BID diagnosed with Crohn's disease as the
atlology of the rectal bleed 6 d after
the bleed
1 085473  S53BA3001 Rectal 1 1 24 12 [} 1 ¢ Alos S0yoWF  Meds: [buprofen
[+ I bleeding 1 mg BID FiuInfo: 1 day after stralning at stoo, subject noted
stoel, “then diarthea, then mucus and blood on toilet
tissue” On the subsequent day, the subject noted
."speck of blood" with a "bit of diarrhea”, so underwent
flex slg. which revealed Inthemorrholds {which was
stated as the dlagnosis of the rectal bleed)
1 04869  S3BA3001 Rectal H 1 42 10 0 1 0 Alos A voWF F/u Info. Flex. sig. performed after
i blesding 1 mg BID bleeding {roport to be sent) PE revealed BRB on rectal
exam. Stool C&S (including E.coli 0157:h7) ney. O&P
neg., Giardla neg. Hgb 11.9 No h/o rectal bleeding
: recurrence subsequently.
1 04809 $3BA300f Rectal 2 1 i 3 ¢} o] 0 Alos 55yoWF  Meds: estrogen
2 bleeding 1 mg 8ID
i 04811  S3BA2001 Rectal 1 1 64 19 o] 4] 0 Alos 38yoWFr  Hard stool reported with rectal
3 bleeding 1 mg BID blaeding AE
FDA 8riefling Document 97
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Glaxo Wellcome Research and Development

RMS99/30348/00
Briefing Document

Incidence of Rectal Bleeding Adverse Events:

Alosetron — Treated Patients (Phase I1I)

Subj Study # Event Sev. # Days Dur  Cons!, Abd. Diarr Sludy Demog Other info {procedures, etc)
# grade evis To {d) pain Orug
Onset .

1 05882 S3BA3001 Rectal i 1 15 a5 0 0 0 Alos 3ByoWF  AE occurred with hard stool & decreased stool

4 bleeding 1 mg BID frequency Meds: asplrin, naproxen soditim

1 07707 S3BA3002 Increased 1 1 24 1 0 0 0 Alos 5TyoWF  AE of increased rectal bleeding reported 2 days pHor to

5 Rectal 1mg 8ID study drug treatment

blesding

1 07209  S3aBA3002 Rectal 1 1 10 ? o] [#] 0 Alos 27 yo WF

8 bleading 1mgBID

i 12016 S3BA30G03  Reotal 1 1 159 12 0 0 1 Alos 3ByoWF  Fiulinfo: colon'y {on day of report of bright red bleod

70" bieeding 1mg BID per reclum, abd'l pain, diarrhea) revealad
diverticulosis, hemerrhoids. PE unremarkable. Steol
O&P neg. )

1 12116  S3BA3003 Biood In 1 1 31 12 0 Q [+] Alos 47 yo WF Internal hemotrholds noted 1 mo. after bloed In stool

8 stool 1mg BID AE. Meds: estrogen

1 08419  S3BA3003 Bloody 1 1 16 4 0 0 0 Alos 40yoWF  Hemorrhoids listed as AE on date of Bloody stool AE

9 stool : 1 mg BID

2 08425 S3BA3003 Blood in 1 1 289 2 0 0 0 Alos 52 yo WM

0 staol . 1 mg BID

2 08664  S3BA3003 Rectal 2 1 15 6 o] 1 0 Alos S9yo WM  Hard stoo! reportad with rectal

1 bleeding 1.mg BID blesding AE

2 08160 S3BA3003 Rectal 2 1 5 ] Q o] 0 Alos 44 yoWM  PMHx: polyps, diverticulosls

2 bleeding 1 mg BID .

2 10160 S3BA3003  Hematoche 2 1 335 2 4] 1 0 Alos 52yoWM  Mads: mesalamine, aspirin Fiu info: 2 episodes of

3 ' zla 1 mg BID red blood with passage of stool; eval. In ER: Flex sig:
revealed normal mucesa, but “a small source of fresh
blood was seen on a friable hemorrhoid" Hab normal.

2 11970  S$3BA3003 Rectal 1 1 55 33 0 0 0 Alos 83 yoWF  Mads: estragen

4 bleoding 1 mg BID

2 10211 S3BA3003 Rectal 1 1 92 4 Q 0 1 Alos 74yoWF  Mods: asphin F/uinfo: 4 days after rectal bleed,

5 * bleading 1 mg BID colon'y revealsd "erytheﬂla and minimal old blocd
around a divertlculum, but no active bleeding”, “small
internal hemorrhalds”, 1.2 cm benlgn polyp in the mid
transverse colon. ASA discontinued.
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Glaxo Wellcome Research and Development

Mo99/00348/00
Briefing Document

Incidence of Rectal Bleeding Adverse Events: Alosetron — Treated Patients (Phase I11)

Subj Study # Event BPur Study Damog Other info (procedures, etc)
# {d) Drug

2 10206 S3BA3003  Biood per 2 Alos 43 yo WF Meds: estrogen F/u Info: colon'y 24 d after rectal bleed

65 recium 1 mg BID ravealed a sclitary 0.5 cm rectal ulcer, Internal
hemaorrhoids, and a colonic polyp at 10-15 cm (not
blopsled secondary to peor prep) Pathol. Of tectal uicer:
acute ulcerative proctitis with epithetlal Inflammatory and

. reparative atypia; negative for malignancy

2 Q4968  S3BAOM Rectal 20 Alos 73 yoWF Meds: estrogen

7 bleeding 1 mg BID

2 04868  S3BA3001 Rectal 1 Alos 43 yoWF Withdrew secondary to AE

B bleading 1 myg BID Meds: nabumetone

2 04857  S3BA300T Rectal bleed 5 Alos S0 yo WF FiuInfe: Ancscopy {6 days after blesed)

g - i mg BID Revealod a hamorrhoid which “recently bled”

____Meds: estrogen

3 10227 S$3BA3003 Rectal 4 Alos 37 yo WM

0 bleeding 1 mg BID

3 08193 S3BA3003  Rectal 5 Alos 59 yo WF

) bleeding 1 mg BID

3 12166  S3IBA3003 Rectal 7 Alos 38 yo WF

P4 bleeding 1 mg BID

3 11874  S3BA3003 Rectal 2 Alos 47 yo BF FiuInfo: 1 day of rectal bleaeding reported in conjunctlon

3 - bteeding 1 mg BID with severe
constipation

3 11851  S53BA3003 Blood in 5 Alos 56 yo WF Meds: estrogen Fu info; Preceding the rectal bleed,

4 stoof 1 mg BID . subJect had a h/o 4 day wf no stools, followed by a 2 day

report of small loose stook with intermittent blood and
mucus; PE revealed protruding hemorrholds; subject
withdraw from study secondary to AE of Constipation
and did not present for Further f/u

*Additional info. obtained from principal investigator
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THE UNIVERSITY OF

College of Medicine AR[ZONA ® 1301 N Campbelt Avenue

Department of Cell Biclogy & Anatomy PO Box 245042
HEALTH SCIENCES CENTER Tuceon, Anzona 85724-5044
—_ — {520} 626-608+

— FAX: {520) 626-2097

Report: Effects of Alosetron on the Rat Colonic Mucosal Microcirculation

Introduction: A few incidences of ischemic colitis have been reported in patients taking Alosctron.  As
a result, the effects of Alosetron on the colonic mucosal microcirculation were examined to determine if
there was any evidence of this drug producing ischemic colitis in rats.

Materials and Methods: The cffects of Alosetron on the colonic mucosal microcirculation of male
Sprague Dawley rats under pentibarbital anesthesia (0.6 mg/gm bw. i.p.) were examined using established
high resolution 1 vive microscopic methods. Briefly. a compound binocular microscope {Leitz) adapted
for m vivo microscopy was equipped to provide either transillumination or epiillumination as well as
video microscopy using a cooled CCD camera (Optronics). The large intestine was exteriorized through a
mid-line abdominal incision and incised along its anti-mesenteric border. Once the colonic contents were
flushed from the lumen, the exposed mucosal surface was positioned face-up over a window of optical
grade mica in a specially designed tray mounted on microscope stage. The tray had provision for the
drainage of irrigating fluids, and the window overlaid a long working distance condenser. Homcostasis
was msured by constant suffusion of the organ with Ringer's solution maintained at body temperature.
The mucosal surface was imaged using 20X water immersion objective (Olympus) which allowed
observation of the mucosal microcirculation surrounding the intestinal crypts. No attempt was made to
limit intestinal peristaltic movements phanmacologically since this might affect the microvascular
response to Alosetron. Microvascular events were observed and recorded at lcast 30 seconds/microscopic
field using a Sony Betacam video tape recorder.

The initial inient was to examine the effects of Alosetron at three different concentrations (0.1, 0.5,
and 1.0 mg/kg bw dissolved m saline). However, after observing that the highest dosage (1 mg/kg bw)
produced no significant effects on the mucosal microcirculation over a two-bhour period, we decided that
there was no point in evaluating the lower doses. The following groups of rats were examined: (a) rats
injected i.v. with Alosetron (1 mg/kg bw) and then cxamined 2 hrs later (n=3); (b) animals injected i.v.
with equivalent volume of saline and then examined .2 hrs later served as controls (n=3); and (c) rats
examined before, during, and up to one hour after the injection of Alosetron (I mg/kg bw) (n=4} or
equivalent volumes of saline (n=2).

Results: In none of the animals were significant changes in the microcirculation noted. Blood flow was
maintained in all capillarics. There was no microscopic or gross evidence of hemorrhaging during the 2-
2.5 hr period of observation. Intestinal peristalsis was maintained, and, at times, made observation
difficult. An unedited copv of the video tape of the in vivo microscopic observations from animals
studied at two hours is enclosed.

Conclusions: No evidence was found in rats that a single, high dose of Alosetron interferes with
intestinal blood flow in rats within the 2-2.5 hr period of observation.

JeA ) [l i

Robert S. McCuskey 6 June 2000
Professor and Head of Cell Biology & Anatomy

Professor of Pediatrics

Professor of Physiology
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. of event. 75Y Kiemale Ly Lotronex Tablet
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Date 028pr1924 | 2
tn confidence of birth ~APT [Clunknown
2. Dose / frequercy /7 route used ra 3
B. Adverse event or product problem by 1omg 7 Sea text 7 :1 T}”S;l;" d;‘;‘ N
; ? dar - o
1. @ Adverse event andior ] Product problem Oral aT
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\ ¢ ] 4. Diagnosis for use (indicaticn) 5. Event abated afier use
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A physician reported that a 75 year old

_ female with a history of three small bowel 10. Concomitant medical products and therapy dales {exelude treatment of evens)

i obstructions and intractable nausea, Mirtazapine Nov39 - 30Maro00

| vomiting, and abdominal pain for several Torasemide UNK - MaxrQ0

| years received two dosecs of alosetron Ciproiloxacin HC1 28MarQ( - UNK
(Lotronex) tablets to treat abdominal pain Guaiphenesin 28Mar00 - UNK

i and presumed irritable bowel disease. The continued on next page

i patient had a three to four week history of G. All manufacturers

I f}uld Tetention edema Eelt to be due to 1. Contact office - name/address 2. Phone number
| mirtazapine which was s;ppped the day 1-888-825-5249
| alesetron was started. She had also started ext. 37070
i rparion of copp. The pacient presested Glaxo Wellcome b o
r 1on < o, Al I ) ; H foreign
to the phvsician’s office with bloody North American Product Surveillance {0 foreg
stools, systolic blood pressure between 70 PO Box 13398 O stugy
and 80, and pitting edema up to her waist Research Triangle Park [ werature
| and@ pre-sacral region. Her toes were cool NC 27700
I ard blue. She was alert, afekrile, andé O consumer
complained cf some shoriness of breath. She health
' was hospitalized with dehydration, reTTST—T. - vl professional
| hvpotension, anasarca with third spacing,and | | D2t recaved by manofacturer) 5.
| evidence of GI bleed, possibly due to a drug 10Apr2000 (apA s 21-107 O userfaciy
continued on next page - compan
- If IND, Lyt A
6. Relevant tesis/laboratory data.including cates - 6. If IND, protocal IND & & representative
Tests/Labs: 15Mar00: creatinine 9.7, PLAZ __ ] dtnbutor
potassiuz 4.8, glucose 82, BUN 21, sodium o Tvoo of reoort
. 146, chloride 93, CO2= 37; AST or GOT 42, - lypeotrepe pre-1938 [ yes O other:
Total protein 6.8, hemoglobmhin 12.8, white
count 4800. Upper endoscopy, colonoscopy, O s-day X 15day Or'lo'gd £7 yes
and zbdominal CT scan with anorectal - procue
anometry Nov98 all negacive. Biopsies of O t0-day [ periodic 8. Adverse cvent term(s)
colon negative Nov98; upper endocospy Aug99 -1 - S 3
; el = . , Hepatotoxic
was unremarkable; CT of chest Aug9%9 revealed B intal T} toliow-up e xLELLY
: — lAcute hepatitis
! continued on next page Acute renal failure
7. Other relevant mstory, incleding preexisting medical conditions (2g. allergies, race, | [9- M. feport number Blood in stool{s)
pregnancy, smoking and alcohol use. hepatcienal dystunstion, ¢ic.) A0L19607A Hvpotension
History: XMultiple drug allergies or drug continued on next page

intolerances including alendronate, E. Initial Reporter
cisapride, benzylsufamide, steroids. I, Name, addross & phone #
aspirin, amitriptyline, aatihistamines, o )
omenrazole. sertraline, citalopram, salfs;
hospitalized 04Jul99 and aug99 for
intractable nausea, vomiting, and abdominal
vain with a negative workup; history of
chronic bronchiectasis with chronie

continued cn next page

Subm.ssion of a repost does not conshitute an 2. Health professional? |3, Qccupation 4. Initial reponcrqniso sent
r 4 ! ademission that medcal personnel, user facilty, Tnternal Med. report io FDA?
distnbutor, manufacturer or proeduct caused or Ryes [no [Jyes [Joao (B unk

Form 3500A Facsimie contnbuted to the even:
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" B5. Describe event or problem (cont’d)

interaction or secendary to mirtazapine or other medications. Hyperkalenmia and
thrombocytopenia were also noted. She improved after treatment with intravenocus fluids,

' dopamine, and kavexalate enema. While hospitalized, she developed acute renal failure with
oliguria, but improved after medications were stopped and she was rehydrated. Chest x-ray
showed questicnable congestive heart failure with small dependent effusion, superimposed
upon a long standing pleural thickening at both bases. The reporter commented that although
—-he crest x-ray showeé CHF, there was no evidence of this upon discharge. Ultrasound of the
iiver showed & hyvperechoic liver and some ascites. This was felt to be either fatty changes
or cirrhosis. She was discharged after seven days. Discharge diagnosis was acute hepatitis
with severe hepatotoxic reaction, possibly medication effect.

B6. Relevant tests/laboratory data (cont’d)

bronchiectasis and scarring.Last echocardiogram Cctl999 showed mild acrtic insufficiency,

. mild mitral regurgitation and left wventricular hypertrophy. On admission 31Mar(0: systolic

blood pressure was 70-80, white count 11,300, hemoglobin 13.4, MCV 100.6, platelets 104,

alxaline phosphatase 183, CPK troponins mildly positive; CPX/MB was 8, troponin 3.3;

. hepatitis profile rnegative; TSH 2.0, IGA 33.2, IGG and IGM normal; rheumatoid factoxr
necative at 28; serum ammonia increased to 47 from 32; serum protein electrophoresis
unremarkable; urine initially positive but showed protein nonselect proteinuria; potassium
7.0; initial prothrcmbin time was 19.56, d-dimer was elevated; FST also elevated;
sadimentation rate was 2: amylase and lipase normal; toxicology screcn negative;

! acetophenide level was 10.9; alcohol level not detectable; urine sodium 13; Discharge labs:

sodium 145, potassium 4.7, chloride 108, CO2= 37, glucose 393; BUN 15, creatinine 0.7,

calcium 8.3, bilirubin normal; alkaline ophosphatase 59, AST 260, ALT 891, albumin 2.4, total

protein 5.4, hemoglebin 11.8, pH 7.45, pC02=49, p02=67, bicarbonate 33, oxygen saturation

92%, prothrombin time 13.19 (down from 16~17), INR 1.2; blood cultures revealed no growth;

. platelets 124,000. Chest x-ray on adnission showed questionable congestive heart failure

with small dependent effusion, superimposed upon a long standing pleural thickening at both

bases. The reporter commented that although the chest x-ray showed CHF, there was no
eviderce of this upon discharge. Ultraseund of the liver showed a hyperechoic liver and
some ascites. This was fel:t to be either fatty changes or cirrhosis.

B6. Relevant tests/laboratory data (cont’d)
Test Date Name Result Low High
15Mar20C0 Creatinine, Serum 0.7
15Mar2080 Potassium £,8
15Mar2000 Glucose, Blood (random) 82
15Mar2300 Urea Nitrogen, 3loocd 21

| 15Mar2d00 Seodium, Serur 145

, 15¥ar2000 Chloride, serum 93
15Max2000 Blood arterial carbon dioxide 37
15¥ar2{00 Aspartate Transaminase, Serum 42
15Mar2000 Protein, Serum, TFotal 6.8
15Mar2000 Haemoglobin 12.8
i5Maxrz000 White Blood Cell Count 4800
3iMar2000 White3loodCellCount 13,300
31Mar2000 Haemoglobin 13.4
31Mar2009 Mean Corpuscular Volume 100.¢
31Mar2000 Platelet Count, Blood 104
3iMar2009 Elkaline 2hosphatase, Scrum 183
31Kar2003 Creatine Phosphokinase, Serum 8
31Mar2008 Troponin 3.3

© 31Mar20060 Thyroid stimulacing hormone 2.0
31Mar2000 immunoglobulin A, Serum 33.2
21Mar200C Rheumatoid factor 28
31Marz000 A-raonia, serum 47
31Mar26060 Potassius 7.G

. 31¥ar2000 Partial Prothrombin Time 19.6

© 06Apr2000  Sodium, Serum 145

concinued on next page

A

Form 35064 Facsimile

Submussien of a report does not constitute an
admission that medical personnet, user faciiity,
distnbutor, manufacturer or product caused or
ceninbuted to the event
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B6. Relevant tests/laboratory data {cont’q)

06Apr2000 Potassium 4.7

26Apr2000 Chloride, serum 108

06Rpr2000 Blood arterial carbon dioxide 37

06apr2000  Glucose, Blood (random) 93

06apr200C Urea Nitrcgen, Blood is

Q6R2pr2000 Creatinine, Serum Q.7

06apxr2000 Calecium, Serum 8.3

052pr2000  Alkaline Phosphatase, Serum 5%

06202008 Aspartats Transaminase, Serum 260

056Apr2000 Alanine Transaminase, Sexum 891

08ARr2000 Albumin, Serum 2.4

06Apr2000 Protein, Serum, Total 5.4

0erpr2000 Hacmoglobin 11.8

05Apr2600 pH, Serum 7.45

06202000 Partial pressure of carbon dio 49

05hpr2C09 Partial Pressure of Oxvgen 67

08xnr2000 Bicarbonate 33

06Apr20035 Oxygen Saturation 22

06ADr2000 International normalised ratio 1.2

06Apr2000 Platelet Count, Blood 124,000

B7. Other relevant history (cont’d)

antibiotic use, COPD, chronic¢ weight loss, anorexia, malnutrition; GERD, transient

hyperglycemia, right partial lobectomy 1975 for benign disease secondary Lo bronchiectasis;
fibrocystic breasts, negative biopsy left breast in the past; herpes zoster right breast
1992; cvarian cyst, history of appendectomy; small bowel obstruction with incarcerated
hernia and strangulated bowel in 1970, hospitalized Q0ctl996 for small bowel obstruction
which resolved spontaneously: hospitalized March 1997 for small bowel. obstruction with lysis
of adhesions surgically reguired; significant degree of depression; mirtazapine caused lower
extremity edexa; history of atypical chest pain with multiple evaluations and
hospitalization in S2pl997 with a negative thallium stress test; recurrent hemoptysis with
negative bronchoscopy in 1991 and negative CT of chest in Augl999; chronic palpitations with
PVC’'s; melanoma of right cheek resected Sepl%95; :to:tal abdominal hysterectomy and
salpingo-oophorectomy Zor benign disease Febl995; osteroarthritis of the cervical and lumbar
spine; smoked for 26 vears prior to admission; occasional alcohol use; denied recent alcohol
use; mother died at age 47 with cancer of the abdomen (unknown type): father died at age 69

of diabetes, hypertension, stroke. The patient had never had previous episodes of acute

hapatotoxicity, renal failure,

B7. Other relevant histoxy {cont’d)

or CGI bleeding.

Condition Started Ended Continuin
Small bowel obstruction 1970 Unknown No
Incarcerated hernia - 1970 Unknown No
Smoker 1974 Unknown Unknown
Partial pulmonary lobectomy 1975 Unknown Neo
Recurrent hemopivsis 1991 Unknown Unknown
Herpes zoster 1992 Unknown Unknown
Maligrant relanoma of face Sepl99s Unknown No
Ekdominal hysterectony Febl1996 Unknown No
Salpingo-oovhorectomy Febl996 Unknown No
Small bowel obstruction octl9%6 Unknown No
Small bowel ochstruction Marl997 Unknown No
Lysis of adhesions Mar1997 Unknown No
atypical chest pain Seplog? Unknown Yeg
8ronchicctasis Unknown Unknown Yes
Chronic nausea Unknown Unknown Yes
Chroniz akdominal pain Unknown Unknown Yes
Chronic weight loss Unknown Unknown Yes
Jomiting Unknown Unknown Unknowr:
continued on next page

- Submussion of & repert does not constitute an
- i ) 4 S adm.ssion that mediczl perseanel, user facilty,

distnzutor, manulacturer or product caused or
M 35007 Facsimile contributed o the eveat

Attachment 5

Page 3



MAPPAVYLU DY WIC L LA UL Vv T s

- et 201196074
M jDvVATCH Glaxo Wellcome S
) I,
THEC FDA MLDICAL PRODUCTS RTPORTING PROGRAM (Page 4 of 4) DA, Usa Onty
. B7. Other relevant higtory {cont’ad)
Decreased low serum albumin Unknown Unknown Unknown
- Depressicn Unknown Unknown Yes
Lower extremity edena Unknown Unknown Yes
CCPD Unknown Unknown Yes
Malanuzrition Unknown Unknown Unknown
GERD Unknown Uniknowmn Unknown
Fibrocystic breast Unknown Unknown Unknown
Aprendectomy Unknown Unknown Unknovm
Qvar.an Cyst Unknown Unknown Unknown
Palpitations Unknown Unknown Unknovm
Precature ventricular contractions Unknown Unknown Unknown
Osteocarthritis of svine Unknown Unknown Yes
Mul:zinle drug allergies Unknown Unknown Unknown
| C10. Concomitant medical products (contrd)
Clarithremycin 23Febl0 - Fabl0
Paracetamol UNX
* Guaivhenesin UNZK
Famotidine UNX
Potassiun salt UNK - Mar00
Salcatonin UNX
G8. Adverse event term(s) (cont’d)
Possible GI nemorrhage
Dehydration
Pitting edema
Gengralized edema
Hypokalemia
Thrombocy-openia
. Oliguria
Shortness of breach
' Congestive heart Zailure
; Ascites
Possible drug interaction
T Submissan of a report does not consttute 2n
I' t S admigsion that meckcal personnel, user facility,
distnbuior, manufacturer or product caused or
Fem 3500A Facsimule contricuted to the event.
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A. Patient information

'1. Patient identifier| 2. Age at time
of event:

3. Sex
Kl female

Clmale

a0y

135.9

Qor

4. Weight (Ib)

C. Suspect medication(s)
1. Name (gwe labeled strength & mirlabeler, if known)

¢ Lotronex Tablet
{Alogctron hvdrochloride)

i Date . 2
X
In confidence | _of brth VX Clunknown ORI y
B. Adverse event or product problem =7 °sm°3,'r?q"rf~'lffcé°”§e"ﬁ“’day ; 3' Tzhgrap)' d;tes o
[1 (@ Aduerse event andor [] Product problem Ora N #l Mar00 - 02May00
‘2. Outcomes attiibuted 10 adverse cvent 2 4
{check Al that aprly) cisabiir; f
- O "Yq 4 Dragnosis for use (indicatior) 5. Event abated after usc
[ dearn — - (] conseratal ancmaly | Izritable bowel syndrome stopped or dose reduced
-thr ] roguired imterventon [ provent i
[ tlethreatenrg O permane:n .mpa.-lmnt.'im;e 3 # RyesOrne O gggﬁjnt
hospralizanon - imbal of projonged [ cther 0 doesni
— o 6. Lot # (i kriown) 7. Exp. daie {if known) | 00 ves 00 o 17 S38%
3. Dateo - ate of Y ' 4 § ared ofte
oven,  GZMay2000 tiseport:  09Jun2000 ] None 41 g, E;jgfgorgiggg;fcd after
2 - =2 #2 -
5 Descnbe event or prodiem doean't
i DESK COPY 9. NDC # - for produst problems anly {if knawn) #1 OyesOrno ) aPF’FY
i o . 2 Oyes[OneQ ggp‘-‘Fy“'t
i A physician reported that an 80 year old

femzle received alosetron (Lotronex) tablets
| and after five weeks ol therapy was
, discovered o have elevated SGOT, SGPT, and
| alkaline phosphetase levels. She was
" hospitalized with a diagnosis of hepatitis.
+ 2losetron was discontinued and her liver
I enzymes normalized within three days. The
reporting physician considered the events to
be related tc the use of alosetron.

10. Concomitant medical products and therapy cates (exclude treatment of event)

Lansoprazole UK
Spironclactone UNK
Nadolol UNK
Frusemide UNK

continued on next page

G. All manufacturers

6. Relevant tests/laborazory data, incluging dates -

Diagnostic tests/Labs: Baseline liver
enzyme levels were as follows: Jun%$5: SGOT
35 U/L; SGPT 18 U/L; 222A»pr95: SGOT 31 U/L;
SGPT 10 U/L; 12Jul99: SGOT 31 U/L. Liver
enzymes on 05May00: SGOT 299 U/L; SGPT 210
U/L; alkaline phosphatase 155 U/L. CT scan
on 04May0Q normal with exception of possible

nild dilatien of intrahepatic ducts. No
liver biopsy was periormed. Seroclogiecs
continued on next page

7. Other relevant hustory, meluding preewusting medical conditions (eg. allesgies, race,

pregnancy, smoking and alcshot use, hepauc/reral dysfunction, ete.)
Race: Wnite

1. Contact office - name/address . 2. Phone number
1-888-325-524%
ext. 37070
Glaxo Wellcome 3. Repont source
North American Product Surveillance 0O toregn
PO Box 13398 [ study
Research Triangle Park O iterature
NC 27709
[] consumer
2d] health
4. Date recetved by manutacturer| 5 professional
01Jun2000 (ANDAz 21-107 [ userfacility
g 1 campan
6. 1f IND, protocol # IND # X reprgscgm.m
PLA # [ distnbutor
7. Type of repert pre-1938 [ yes [ other
[0 5day [X] 15-day oTC 0O ves
eroduct
O today [ pencde 8. Adverse event term(s)
. [Hepatitis
Inftiat llow-up # i .
Llimtat - @ follow-up 'L Incr.aspart.aminotranst.
Incr.alanine aminotransef.
9. Mfr. zeport number Elevated alk.phosphatase
AQ1205344a

E. Initial Reporter

1. Name. zddress & phone #

Submissicn of a report does not constiute an
I' 4 5 admissicn that medicat porsonnel, user facility,
distnbutor, manulacturer or product caused eor

Fomn 3500A Facmimile conliributed 10 the event.

2. Health professional? {3, Occupation 4. Initial reporter also sent
Physician report to FDA?
Bl yes [Jno Clyes TIno X unk

Aftachment 5

Page 5
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B6. Relevant tests/laboratory data (cont’d)
negative for hepatitis B and C.

B7. Other relevant history (cont’/d)

Condition Started Ended
Irritabple bowel syndrcme Unknown Unxrown
Hypertension Unkxown Unknowm

cl0. Concomitant medical products (cont’d)
amlecipine UNK

Hyoscyamine sulvhate UNK

Rofecoxib UNX - 1iApxQ0

Continuing
Yes
Yes

Submigsion ot a report does not constitule an
r i ' 4 S agousson that med:cal personnel, user tacihty,
distributor, manufaciurer cr product cavsed or
Toma 35004, Fazsamls contribyted 1o the event

Attachment 5
Page 6
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C. Suspect medication(s)

THL I'Da MLDICAL PRODUC TS REPORTING PROGRAM

A. Patient information

I. Patent 1dentifier| 2 Age at ime

3. Sex

o of cx-c_nt: S0y Rfernale -
Date 02Jul?949 Clmale W E
| In conf dence of bith dadul_z [Junknown

B. Adverse event or product problem
X Adverse cvent andéer [] Product problem

4, Weight (Ib)

i
'3, Quicores azmbuted 1o adverse event

{chack 2" thet agpivl [ satitey
T eenn e [ conganilal aaomaly
[:| i &= gl D requ red Inton onon to present
Remanent ImpaTigatidamage
v [ hesgmianza: o - m il o sroongace X other Sae rext
13 Daico ., i, Date of . n
' oevem Uit This report. 09Junz000

. 0lg

Describe event or problein

' DESK COPY

k gastroenterclogist reported that a 56 vear
female with pre-existing ceonstipation

was prescribed olosetron (Lotronax) tablels
by n=r orlmar" care vhvsician. After two tc
three wecks of therapy, she developeﬁ
increased constipation, abdominzl pzain, and
edlng The patient discontiruad
tion on aer own. Whan she was
reperting physician, she was
Colonoscopy was perforied and
biopsy confirmed ischemic colitis. fThe
petient was not hospitalized.

he

6. Relevant icss'labomron daia, inciuding cates

Tests: Colonoscopy 06Apr00 showed norma
mucosa to left colon, extensive clcnrctlon
with induration suggestive of ischemic
change:; microscopic exam of biopsy tissue
showed acute inflammatory excdcte. There are
twe small fragmencts of mucosa; in one there
is glanéalar hvperplastic change and the
other is focally ulcerated witch some
homogenizacion of thne lamina propria and a

continuved on next pace

"7 Other relevant history, including preexisung medrcal condrlions {eg. allergics, race,

" at times

preanancy, smox.ng and aleoho! use, hepatierenal dysfurcticn, cte.)
Histo-v of progressive constipation over
several months; experienced a dramatic
increazse in difficulty having a bowel
noverent 1n spite of taking laxatives,
enemas, etc.; experienced sonre nausea, but
no vomiting, no fever or chills: recurrent
lgft lower guadrant abdominal pain which is
intense and incapacitating; some

episcdes oI abdominal! distention: weight

continued on next page

Submission of a repert dogs nol conshitute an
adrmessi00 tha! medical personnel, user facility,
disinbutor, manufacturer or product caused er
contributed to the event

RA

Form 3500A Facwmie

i
[

£0119468A

PR
MT repon

U Dss repoct of

FOA Use Ony|

Name {give labeled strength & mirdabeler, il known)
Lotrsnex Tablet
{&lgsctron hydrochleride:

2. Dose f frequency / roule used 3 Therapy dates
iy

ey SR FOUNE S Rl UNK

2 o |¢z' '

4. Dragnesis for use (ndicztion) 5 Event abatzd after use

L, Irxitable bowel syndrome stopped or dose reduced

Fum— OvesTro 3 gUSP"'t
£2 res [] no [ desgn't

& Lot # (if knewn) 7 Exp date (4 known) O yes O D F

] None #l & Event reeppearcd afler

—_— _— relntroduction

) &2 ,
« es (1 no ocsn 1

9, NBRC % - tor product prebiems only (if know:) | Byes (e GPDF
" doesn't
2 [0 ves [ no [] 29881

10 Concomitant med.cal products and therapy dates (exclude freatmer of cvent)

Lotrel UK,

Verapamil hydarochloride UNK

Omepvazo‘e UMK

Pravastatin sodium

G. All manufacturers

UNK

1. Conact office - name/addrese . Phone number
1 888-825-5249
ext. 37070
Glaxo Wellcome 3. Report saurce
North American Product Surveillance 0 toregn
PO Box 13398 £ studs
Research Triangle Park [7 terae
NC 27709 [J consumer
m kealth
4 Daie received by manufacturer| 5 professional
28kpr2000 (ANDAw 21-107 ] user facility
5 If IND. protecel # IND # | B Serbeenative
PLA % O disirbutor
7. Type of report pre-1928 ] yes O other:
O 5day [F) t5day oTC 0 ves | — —
produci
D) 10day [ pencd 8. Adverse event term(s)
o Ischemic ceclitis
Wi [ tollowwp# | cerb . abdominal pain
- Rectal hemcrrhage
9. Mir. report tumber Exacerb:constipation
A(0119468A

E. initial Reporier

Name. address & phone #

2.

4. Imual reporter also sent
report o FDA?

Oyes Jre [ unk

3. Qecupation
Gastroenterol.

Heatth professional?

Eyee {Ono

Attachment 5
Page 7
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B&6. Relevant tests/laboratory data (cont’d)

very Zeow small cepillary thrombi; pathologist interpreted changes as consistent with
ischeric colitis. {Cclonoscopy and bkiopsy reports attached.}

B7. Other relevant history (cont- d)

loss of ten pouncs ({o0od intake agravates symptoms); hospitalized two vears earlier with

ebdominal pain and rectal bleeding and diagnosed with small bowel obstruction; heart
problems {(unspeciiied);: numerous surgeries. {GY consultation noce attachad. )

B7. Other relevant history (cont’d)

Condition Started Endead Conziruing
Irritable bowel syndrome Unknown Unknown Yes
Conatipazicn Unknown Unknowri Yasg
asbdominal pain Unknown Unknown Yes
small bowel obstruction Unknown Unknowrnl No
L1g pain mlknown Unknown Yes
Recial bleeding Unknown Unknown Unknown
Zrbdominz) discenzicn Unknowrn Unknown Unknown
Waight loss Unxnowm Unknow: Unknown
| &Y rcplems Unknown Unknovmn Unxnown
: 3 inxnowm Unknown Unknown
Unkniown Fakniown Ko
1
1
|
i
|
1
1
|
1
Submssion of z repert does not conskiute an
T {5 admission that medica! persennel, user lacilty,
r distributos, manufacturer or product causcd or
Form 3500A Fazsmile contriputed o the event
Attachment 5

Page 8
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A. Patient information C. Suspect medication{s) -
il. Patient idcn:n:crl 2 Ape attims _ 3. Sex 4. Weight (Ib)| | 1. Name (gwve fabeled strength & mirlabeler. f known)
I | ofewent. 5Y Cltemate L Zotroncx Tablek
) jor —. - ' 176 _{Mlesetron nvdrechloricde) o .
i Duc 30Jun1944 | BT "2
{ In confidence of birth ~#=% | [Junknown i
2. Dose / frequ 1 route vsed 3 Therapy dates
B. Adverse event or product problem T O e  oeapy dates
Ly & My / Twice per day / #1 28¥ard0 - GlAprio
1+ B Adverse event andior [] Preduct problam Ora] -
‘2 Qurcomss annbuted 1w adversz event 2 2
't (oo o1 hat apsiy disabity
H [ osah 0 dsasir : 4 Diagnosis for use (inzication} 3 Eventabated 2fter use
e [ consentel anoraiy s Irrizable beowel syndrome stopped ot dese reduced
; T Lle-srroater CGLIed ICVENAGn 15 preve-t _ » e an'
D eiRaenng D rn‘z.'nancln: mharmentdamage 0 41 E yeés D fo D gSSr’"'
[T sospt shzetion - .wnai ¢4 proiorged & ather gae rext " :: no [ docsnt
5 Geic o Dawe of | 6. Lot # (fknown) 7. Exp. date (if krown) L ves 0 no (] 335
3. Date of 4. Dawo L.y o u : " N -
event 012pr200% this report.  09.JUN2000 il Mone #l 8. Event reappoared aficr
= 2 #2 )

3 Describe 2ven: o- problem : s deesn’t
DESK COPY y. MDC # - for pracuct probiems only (if known) #1 Oyes Omofg) apgly
' . . 2 Ovyes [Qno[] gggfy""

A gastroenterologist reported that a2 55
year-cld male {zlsc a physician) reccived 10. Concomitan: medieel products and therapy dates (exclude treatment of cvent)
L alosebtron (Lotronex) tablets for Simvastatin 794
approximacely five days to treat Agplirin UNXK
i diarrhea-predominant irritable bowel Fhospheo-80da Fleet 022pr00 - 0Z22pr30

Gisease. The patieant’'s irritaple bowel
svmotoems were much improved during his firs.

few days of ctreacment. Cn his fifck day of G. All manufacturers
therapy, hc Zelt constipated, so he comitted 1. Contact office - name/address 2. Phone number
"'hig evening dose. During that nighg, he ; - - N " 1-888-825-3249
, developed savere cramping abdeminzl pain ext. 37070
! {much worse that any pain he bad previously Glaxo Wellcome 3. Renort source
o a o £ a i foly ~ar H ;] . - . .
pioerisnced and bioody diarner He did 2ot || Noh American Product Survellance | O e
' rebound tenderness. Sywptoms improved PO Box 13398 O study
: without treatment., but he did not restart Research Triangle Park [} iterawre
| 2losetron. The next day he took a2 Fleet’s NC 27709
phosphosoda prep 1in preparation for a 0 consumer
i previously scheduled routine colonoscopy to heatn
be performed the Zollowing day. He first & professicnal
. reportes his symptoms to his physician at <. Date reczived by menufacturer | 5. -
this tine. The colonoscopy showed an area of 03May2000 (anpa s 21-107 [O usertaciy
. continued on next page = company
6 Relevanl tesisélaboratony data,including dates 6. 1f IND. protocol # IND & -= g represcntative
, Tests: All colonoscepies in previous years PLA & _| O estubue:
nad been negative; last colonoscopy prior to -
. these events was 170ct34 and results wera 7. Type of report pre-1932 [ yes T other.
i negative-cthe colon was normal throughout as
: e the Gistal 30-40 em of the ilewn; small O s-day (& 15-day orc  Owes | -———
powel X-rav irn 1954 also negative; progue [——
computerized axial tomography of abdomen ard O 10day [T pencaic 8. Adverse event 2ermis)
| right upper guadrant ultrasound in 199° both . . Tschemic colitis
. negazive: colonoscopy G3Apr0C showed the Ll it [ folowip® 2 |52 domenbrancus colitis
. continued on next page i Bloody Giarrhesz
7 Other relevan: history, inciuding preexisting medical conditions {eg. allergies, race, | {9 MIT. report numbec Abdomrinal pain
| pregang , smek ng and alcahel use, hepateirenal dysfurction, etc ) A0117893A Constipation
History: Irritable bowel disease since 1969

characterized by diarrhea, urgency,
cenesmus, and nocturnal cramping, occasional
hematechezia; postprandial bleating, nausea
when abdominal cramping is severe; has
severe flatulance which is often disabling;
nas been diagnosed with anal fissures;
- recent rectal bleeding which he attributed
te his hemerrhoids; also has

continued on next pace

E. Initial Reporter

[. Name. address & phone #

ED Submission of a report does not constilue an 2. Health professional? |3, Occupation 4. Inbal rcp?ncrqalsn sent
admissicn that medical personnel, uscr lacilily, castroentero. report 1o FDA
r distributor, manufaclurer or product caused or Bives [Qre ) ves D ns (B unk

Ferm 35004 Fatamile contrbuted to the event
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B5. Describe event or problen (cont’d)

circumferential colitis in the proximal descending colen which looked like Crohn’s disease
or cancer. He was started on oral predniscne and mesalamine. By this time, symptoms had
resolved and he was not hospitalized. Biopsy of the colon showed "changes in the left colon
of a pseudomembranous colitis; the etiology of which may be ischemic or infectious". The
ronoriing physician felt that "based on the location of the lesion andé the cifferential
diagnosis provided by the pathologist that ischemic colitis is a likely scenario." Treatment
medications were discontinued when blopsy results were received. At the time of this
report, the patient was deing well and had experienced no further episcdes of severe
abdominal pzin or bloody diarrhea, but his normal irritable bowel symptors were beginning te
return. Repeat colonoscopy was plannad. The gastrxoenterologist ielt that the events werc
prokenlv related to alosetron due to the temporal relationship.

B6, Relevant tests/laboratory data (cont’d)
colon and terminal ileum nornmal except a l0cm-wide area in the proximel descending colon
whore circuinZerential celitis was noted. This arez was edematous, exophviic, Irizble and
lcoked like active inflammatory bowel disease or cancer; stool testin 032pr00 for ova and
' parasices, C. difficile toxin, culture ané sengitivity, and white blood ceclls zll were
negative: duplex doprler ultrasonography cof celiac artery and superior mesenteric artery to
rule ouat thrombosis was negative; inflammatory disease serologic profile was negative.
3icpsy rasvlis 03ApreC are as follows: Cecum: miléd chrenic inflammation with one poorly
=3 i ic granuloma-like focus; Terminal ileuw: no significant patholeogical change;
flexure: »ild chronic inflammation; Transwverse colon: focal lymphoid
patchy c¢landular dropout; Descending colon: extensive mucoinflammatory
surfzce erosicn consistent with pseudomembrane formation; Sigmoid colon: patchy
= the lamina propria; Rectumn: edemza, chreonic inflamcation, and macrophages in the
la
2

fibresas
i iumina or
bowel Gisease.

Note from biopsy report: "These changes are not diagnostic for inflammatory
The changes in the left colon are of a2 pseudomembrancus colitis, the ecioclogy
way pe ischemlc or infectious." Stain Zor E. coli was noi perforimed. (Lab reports

B7. Other relevant history {(cont’d)

hvperzrigiyveridemia, nay rever and many other allergies, tuberculosis 20 years ago, and
family nhiscory of colon cancer; both mother and marernal grandmother had colen cancer in
their 85‘s. No previous episodes of bloody diarrhea, no other powel problems, no surgical
histeory, nc cardiac history; no history of deep vein thrombosis; patient is not a diabetic;
he does not have lupus or sickle cell; he is not a smoker, rarely drinks zlcohol as this
agcoravates his IBS, no recent antibiotic use; ro use of cocaine oxr amphetamines, no use of
coumadin, heparin, or medication Zor migraines. History of recent trzvel to a developing

" country was unknown. "Ko risk factors for ischemic celitis" according to the repoerter.

B7. Other relevant history (cont d)

« Corndition Starced Ended Continuing
Irrivable bowel disease 1569 Unknown Yes
Diarrhea 1865 Unknowr. Yes
Bowel urgency 1969 Unknown Yes

| fdodemizal pain 1969 Unknown: Yes

! Tubarculosis 1980 Unknown Ko

v Hypertriglyceridamia Unknown Unknown Yes

i Family history of cancer Unknown Unkrown Unknowmn

. Nausea Unknown Unknovn Unknown

. Hemazcchozia Unknown Unknown Unknown

| Pogtprandicl bloating Unknown Unknown Unknown
Fissure ¢I anus Unknown Unknown Unknown
Tenesrus A Uinknown Unknown Unknown
Bleeding nemorrhoids Unknown Unknown Unknown
Flatulencs Unknown Unknown Unknown

' Hay ftever Unknown Unknown Unknown
Allergies Unknown nknown Unknow

!

Submission of a report dees not constitite an
? { 5 admegsion that medcal personnel, user facility,
r disir.butor, manufacivrer or preduct caused or
Form 35066 Facsumie con'nbuwied to the event

Attachment 5
Page 10
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THE T DA MEDICAL PRODUCTS REPUORTING PROGRAM

A. Patient information

EDMTCH Glaxo Wellcome

(Page 1 of 2)

C. Suspect medication{s)

T

B s N aNGY S

Ml'rpoﬂ.l

AQ1208282

UF Dl repar

FDA 50 Oy

1|, Patient identifier| 2. Age attime v 3. Sex 4 Weight (b} {1 Name (give lzbeled strength & mirflabeler, if known)
I of event 25 : .y Lotronex Tablec
h o .- —_ —_———— Rltemato UNK ! __(riosetreon hvdrocanloride)
Date i4Ma~1ga7 Omale 2
i In confidence of birth Lata “ | Clunknown [
2. Dose / frequency / route 3 Therapy daes
B. Adverse event or product problem | ong / Twdce o 0900 ~ 11Kav00
- B Adverse evem: andier O] Pieduct problem _ Unkacwn *__ -lay “aY
7 Quicomés aznbuted to adverse svent r‘z o
1encek aiihat aoplyy disabi'i)
] aan E ® _: ): | 4 Diagnosis for use rdication} 5. Eventabated afier use
_ — o cengeniai aromaly L, Irrizable bowsl syndrome stopped or dose reduced
it WENE reg-ired irkerven'ion £ proven® o
) ute m eazenng 3 AT A L5 #1 E yes [ ne [J gézeiqno
1 hoap 11281 2t 1l 3 or prolonged [J othar 25 " st
:_ 5 5 - —_ 6. Lot # (it known) T Exp date (f krown) D yL Oa D app.y ¥
3. Daz o 3 Dare o - u " e
" evemt 2122000 thisreporr 09Fun2000 | None #l _3.E$Egﬁgtfmuﬁa
15 Desenpe ¢vent or problers 2 2 Clyes [T F) doan‘t
| DESK COPY 9. NDC . for product probiems oaly (it known} 3 N
#2 Clyes [One[] dDef""
A reporteé¢ that a 53 vear-olé

; disease znd diarrhes t.rtdo-'llz‘.a_.t_ irritable

" bowel syndrome was seen in the oifice and

« given & prescripiion Zor alosetron

| [Lotxonex) and ciprofloxacin. Two days
later, she was ho sp1,a1¢zod with rezcal

; bleedin 3ne dicd not have fever, nausea,
vomlting, abkdominal pein or pre-existing
censtipation &t the time. CT scan upon

- day confirmed
" was discontinued.

pDhvsician

female wit

acdmission showed thickening of the splenic
suggestive of colitis or 'ischemic
and biopsy the next
Alosetron

flexure

colitis. Cclonoscopy

ter 2-3 days.
home at
repcrier fezlt the rel

-
w2

ischemic colitis.
She remained hospitalized
The paticnt was doing well at
the time of this repor:z.
ztionship of
alssetron was possible.

~ a history cf diverticular

The

the events

Ciprofloxacin HCl

G. All manufacturers

I. Consact office - name/address

Glaxo Wellcome

10. Concenntant medizal produsts ard tnerapy dates {exclude treatmens of evens)

09%Liay00 - XK

Phone aumber
l 888- 825 3249
ext. 37070

Ib Relevant :esisileboratory dawa, incluaing dates

Tests
half

showed diverticular disease;

admission te hospital
he sp]aﬂic fiexu
ischemic colitis;
confirred is

re suggestive ol
colonoscopy one day later
herlc colicis.

Flexible sigmoirdoscopy one and one
eexs prior £o starting zlosetron
CT scan upon
showed thickening of
colitis or

O
a

I

3 R::po. i source

Intal XK folow-up s 1

Ischemic colitis
Rectal hemorrhage

17, Other relevent mistory, including preexistig medical conditions (eg al'ergies, race,

EH1story ci divercicular disease and di
trritable bowel syndrome with
hypothyroidism:

no. history of
bowel problers.

V
' _DL'EGO.. inant

" hemorrhoicds,

© diabetes, heart discase.
| disease. iiad not

NSAIDs,
| Hycosamlne was not
i

pregnancy, smok.ng and aiconol use, hepatesrenal dysiunction, efc )

dominal cramping:
otherwise hezalthy;
no other

used Coumadin,
or hormene replacement therapy.
effective
cinuved on next page

oxr vascular

for IBS
con

arrhea

no

heparin,

A

Fom 350CA Facermie

Submiss.on of a repert does not conslitute an
admission that medical personnel, user facility,
distr.butor, manutasturer or product caused or
contributed to the event,

9. Mfr. report number
20120828~

E.

1. Name, address & phonc #

Initial Reporter

North American Product Surveillance O foreign
PO Box 13398 1 sty
Research Trangle Park [J Herature
NC 27709 O consune
X health _

4. Date received by manufacturer|5. protessichal
02Jun2000 (anps 2 231-107 1 [7] userfachy
6. [f IND, pretocol # iND & - & :::;rqgsac{-lnytauve

PLA & [T dstnbutor
7 Type of report pre-1928 [ yes {J cthe:
Sday [£] 15day oTC O yes
product
10cay [ penodc 8. Adwerse event term(s)

2. Hzallh professional?

& yes

O a0

3. Occupation
Physician

4 Inuial reporter also sent
repors o FDA?

Oyes Oro & unk

Attachment 5
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'MEDWATCH Glaxo Wellcome S

THC FOA MEDICAL PRODUCTS REFPORTING PPOGRAM {(Page 2 of 2) FDA Use Ory,

1
1
1
' B7. Other relevant history (cont’d)

syrptoms and was discontinued prior Lo starting alesetren.

B7. Other relevant history (contrd)

Conditvion Started Ended Continuing
, Irritable bowel disease Unknown Unknown Yas
. Diverticular disease Unknown Unknown Yes
© Hypethyreidism Unknow: Unknown Yes
| Angominal cramping Unxnown Unknown Yes
1
i
|
1
1

Submisg-on of a repert does not conshitute an

l:D ‘ ! admission that medical personnel, user facity,

r disinbuter. manufacturer or procuel caused cr

Form 35007 Focwmmin contribuled 15 the event.

Attachment 5
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MEDWATCH Glaxo Wellcome

THE FDA VCDICAL PRODUCTY REPORTING PREOGRAM (Fage 1 of 2}

A. Patient information

)

L e M e v e e s ndde oy Vel AU Py

M'rreoor'l

AQ0120834A

USDhst r0pon 8

ED4 Use Oy,

C. Suspect medication(s}

Pauent idenufier] 2. Age acume 3. Sex 4. Weight (ib)] |1. Name (give labeled strengih & mirfabeler, if known;)
! of even: 46%Y Kliemale ;] Lotronex Tablet
er — —— UNK (Alosetron hydrochiorade) o
i, Date ‘)'lJ-——-’ 95[ Dma!c Ty
in contderce | ofbuth #-dBRLZ9% | Dunknown
2. Doswe .'l'ru.ql.cn'w / route vsed 3. Tierapy date
B. Adverse event or product problem L! 1ng / Twice per day / i) 27Har00 - 1212y
[1 & Adverse event andior 7] Product problem Ora U -
[2 7 Ourcomes aunbuted o adverse cvent =2
ighegk o % that apol, ] csasity
| [ ocess At 3o 4. Diagnosis for use (indicahon) 5 Event 2bated afier use
T Egumw ol ariomaty . Irritable bowel syndrome stopped or dose reduced
Wrethrcaten - t ] regquicd intervenon o preven: .t e — . 0y
i L] et i pemanant imp arment danage i 2] Bl ves O ne [ g%f\}“
&, hossitabzan 7 - nnat of proonged D othur o doesntt
: — 2 ¢s c i
'1 T ; T # {if knaan) 7 EBxp date {if known} 72 Dyes O no] apply
3 Datze 2o i N
T ven an an C un 0 = Hlone =1 8 Event reappeared after
foeven: 12Mav2050 this cp0"t 09Jur2000 b - — 1 remtrodneion
15 Describe even: or probiem . " i

DESK COPY

A pavsiclan reported that a 46 year-old

Lo treat diarrhes predominant irritable
bowel svndromc. After a Zew wesks, she
deve?oped constiration and was started on
yllium and casanchrancl plus docusate.
Snb was doing well a&nd had significant
improvemsnt in ner irritzble rtowel svmptoms
hut alter aporoxlmdcel" six and one halt
wexs o Lherepy, she developed seveare
crampy lower abdominal pein and rectal
kLleeding. ShL did not nave fever, chills,
nansel, Vo ting, ox lightheazdedness. She
was seen 1n thc office and complained of
severn: constipation and mucous and blood in
. her stcols. Hypertcnsion was alse noted.
She was hospitalized and colonoscopy and
bicpsy confirred ischenmic colitis. iAlosecron
was discontinved. She was discharged home

the next dey and the eventis resolved without

sequalae. The rhysician attributed the
evcnss tc alosetron.

forale received alosetron (Lotronex) tablets

9. NIXC # - for preduct prablems only (if known)

k.

O ves {1 no [ gogpr

2

ET

OyesOnod deecn.

.

1. Contxct office - namefeddress

G. All manufacturers

10. Cencornizant medical products and inerapy dates (exc'uds treatment o: event)

Conjugated estrogens UNK
Centrumn UNK
Calcium carbonats UNK
Psyllium husk UNX

Glaxo Wellcome
North American Product Surveillance
PO Box 13398
Research Triangle Park
NC 27709

Phone pumber
l 888- 8?5—5249
ext. 37070
3 Repor? source

fercign
study
Inerature
consSumer

health

4. Daie recenved by manufacturer

22May20C0

5.

(anpas 22107

16 Relevant testsrlaboratory dulaancluding dales

| Tests: Upper endoscopy 1292 showed

| gaszritis, gastric erosion, hiatal hernia,

I escphageal reflux with globus sensation;
abdomlnal ultrasound 29¥ar0C was

6. [ IND, protocol £

IND &=

PLA#

7. Type of repere

. - [
unvemarkaple; CRC 12Mzv00 normal; hematocrit O 5day & 15-cay

39%; normal MCY, PT, and INR. Cclonoscopy
| L3MavC0 showed & 10cm segment of the
descending colon with significant mucosal

| eryrnema. ulcerations, and submucosal edema.
continued on next page

0 19-day [J penode

0 twal ] follow-up *

pre-1938 ] ves

oTC 0 ves
produst

professional

user facility

company
rep:esentahve

digtnkutor

olhei:

OO0 OO BED00OD

8. Adverse event termis)

Ischemic colitis
——|Rectal nemorrhage
Abdominal pain

. . N Ly i
.7 (vher relevant istory, meluding preexishing medical condiuons (eg. allergies, race, | ¥ MIr. report number
i = A ~
AC1208342

preanancy smoking ard alcchol use, hepateironal dysfunclion. etc.)

i%lsc ry of irrizarle powel syndrome with
¢ intermitcent diarrhea, abdominal cramping
s
stritis, gastiric erosicon, hiatal nernia;
family history of colon cancer, polyps,
1 and no 1nLlamxatory bowei diseasce;
hysterectomy 198%; nc use o alcohol or
tonacco.

pain for one vear; s1gﬂ1flca 1t GERD with
x

Constipation

Mucus in stool

E. Initial Reporter

1 WName, address & phone #

Subrrission of a repont does nol constdute an 2 Health professionzl? 3. QCecupatror 4 Imtuial reporier also sent
i l admission that medical personncl, user laciity, Gastroenteroclo report to FDA?
r disteibutor, manutacturer or product caused or Eyes Ono Jvyes Tno [X unk
Form 33004 Facsimils contnbuted 1o the even!
Attachment 5

Hypertension
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THT FOA MIDICAL PRODUCTS RLFORTING PROGRAM {Page 2 ot 2) FDA Usa Onyy

B6. Relevant tests/laboratory data (cont’d)

The remzining c¢c¢lon mucosa remzined normal with nc evidence of polyps, diverticular
obstracting lesions. On retroflex views in the rectuxm, there was no evidence of internal
hemorrhoids. 3iopsy 13Mav00 showed colonic mucosa with acute inflammation, superficial
degeneration and laminar hemorrhage consistent with ischemic colitis; & fibrin vascular
thrombus also geen, fel: te be consistent with ischexic colitis. Comment from the biopsy:
"Alge in the diiferential, though less likxely, would be a very early pseudomembraneous
colizas, so ¢linical correlation is suggested," Colonoscopy and biopsy reports attached.

B7. Other relevant histcry (cont’d)

Condition Starzed Ended Continuing
, Evstexectomy 1982 Unknown Ho
188 Unknown Unknovwn Yes
, abdominal cramping Unknown UnkXnown Yes
| Intermittent diarrhea Unknown Unknown ves
" GERD Uznknovwn Unknovm Yes
| Castrizis Unkncamt Unxnowm vYes
! Gastric erosion Unknown Unknovwn Ves
Hiazal hernia Unknow:n Unknown Yeos

C10. Concomitant medical products (cont’d)

Cmaprazole UNK
\ Perz-colgge UNK
i
1
1
1
i
|
1
|
|
1
|
I
1
Submiss.cn of a report dees not consiitute an
i ' admission that medical personnel, user fzcilidy,
r distr.butcr, manufacture: er product caused or
Form 3500A Facsimie conir buted to the event

Attachment 5
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THE I DA M DICAL PRODUCTS REPORTING PROGRAM

2. Ageaiime 3. Sex 4 Weight (1b}

of event;

! i o Blfemate UNK
| l Date UN | Dmake o
In conkdsnce of birth bl [Junknown

wngor [] Product problem
2 Quicomes attribied (o adverse event

) Adverss evemt

| fehock ai. tha® apsls) D digabilty
] eean A [T congea ril ancmaty
[} we-twreatonng [ requized 3terve aton 10 preveas

. POTANEN NPT 20U 3G e

hospiizhzaten - 1+ aal of grolor gen [ cthe-
| — -
3. Dateof 4. Date of N
event. CSerpr2009 tis repori,. 09Jurn 2000
{3, Descnbe event or problem
" A physician reported that a 51 year old

female with & history of depression,

diverticulosis, and migraire headaches

received alosetron (Lotronex! tablets for

I treatment of recently diagnosed irritable

" bowel svndroma. After two weeks of therapy,

, she presented with bleoody diarrhea and
apdominal pain. She was nhospltalized. Her

i _moerature reached 10G.8 aegrneg F.

Alosatron was discontinued at time ol
D admission. “wo davs after admissior,
colonoscopy was performed which ravealed

¢ scghental coli:is chat was C1rcunfeveuula1

in ereas from 50 c¢r to the spienic flexurc.
; Photographs oI affected area were taken.
| Stool micrebicleogy and Clestridium difficile
studies re not done. Biopsy of threze
areas ol colon showed fibrin with enmeshed
neatrophils. Diagnosis was "Descending
i colon: features consistent with ischemic
, colitis". ©n the day following her
[ celonoscopy, the patiern* was discharged in
! continued on next page
.6 Relzvant tests/laboratory datz, inciudng daies
i Tests/Labs: 1iApr00: <Colonoscopy revealed
segmental cplitis that was circumferential
in areas from 508 cm to the splenic flexure.
Photographs of affected areas were takemn.
Bicosy of colon revealed the following:
Gross: PReacgived in Hollarndes labeled
"?ascendlnq colon" are chree irregular
mucosal segments measuring 0.3 -0.4 cm. in
greatess dimension. £11 in/l. Microscopic

continued on next pags

, race,

we

-7, Other relzvant histery, meludmg preexasting medical conditions {eg allergies
1 pregnangy, sroking and alcokol use, hepanc/rgnal dysiunction, elc }
Zistory of proktable pulimia wich
intermittent weight loss; ruptured ovarian

i cyst; depression; migraine headaches (rnot
carrently on treatment); total hysterectomy

| for conteol of uterine cancer several years
! prier to reporting. No currxent evidence of
| cancexr. Physician 4id not know whether the
. cancer was treated with radiation or
Patient described by

| chemotherapy.
' continued o next page

'MEDWATCH Glaxo Wellcome

(Page 1 of 2)

wrrooor-

Men s s gess ey serr s etwes e

A0121411A
UF 7D roport ¥
FOA Use O
C. Suspect medication(s)
1. Mame (gve labefed strength & mirlabeler, if krown)
Lotronex Tablel
thlosetron hvdrechloride) _ o
2
2. Dose / frequeney / rovte used 3. Therapy dares
4| 5,09 - Twice pex cay v s 27Maz00 ~ 09Apr00

e

L s

5 Ewvennabaied afier use

4. DMiagnosis for use {indicaton)
swped or dose reduced

Irritakle bowel syndrcme

il
E— dgasn
ot &l yes O o [J ._1pl.r
= &5 () fo .;cor.ﬁ
G, Lot & {(f krown} 7 Exp.date (¢ known) Olyes O D it
1 one 51 § Encntreagpeared afier
—_— — reintroduciion
2 =2 doesn't
s ey [] no ] SC5F
9. NDC # - for product preblems crly (it knowr) 21 Cdyes Do f 3 pply
#2 [JyesJro3 gggf

10. Concomtent med:cal producis and therapy datos {exclude treatment of event)

Venlafaxine hydrochlcoride UNK
Cenjugated estrogens UMK

G. All manufacturers

1. Contact ofiice - pame/address Phone numbcr
Rer e 25-5249
ext. 37070
Glaxo Wellcome 3 Report source
North American Product Surveillance [ toresge
PO Box 13398 O sty
Rescarch Triangle Park L1 werature
NC 27709 | [J consumer
e heallh
4. Date recerved by manufacturer| 5, professranal
3ikay2000 (ANDAg 21-107 l [T usertazinty
q Py - cormpan;
6. If IND. protocol & iND # I O [eprg:enr{la!we
PLAH w— I ] disinbutor
7. Type of repent pre-1938 ] ves [ other.
[ sday [ 15-day oTC [T ves —
prodast
0 1oday [ pencde 8. Adverse even: termis)
. o Ischemic colitis
I iriat [ folow-up ¥_ .[Bloody diarrhea
Abdominal pain
9 MIr. repor number Tever
201214212

E. Initial Reporter

|. Name, address & phone #

Submissicn of a report does not conshitute an 2. Health professional” 3. Occupaiion 4. kad mpcr.croalw seni
i ' admission ihat madical personnel, user facility, Physician repozt 1o FOA?
r distabuter, manufaciurer cr preduct caused of Byes [Oro Oyes Ono [ unk
Form 35064 Facumite contribuied 1o tho event.
Attachment 5
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THI Tha MEDICAL PRODUCTS RCPORTING PROGEAY {Page 2 of 2} FDA Use Onty

B5. Describhe event or problem (cont’d)
good coxndition. The reporting phvsician considered thz events to boe related o the use of
alosetron.

B6. Relevant tests/laboratory data (cont’d)

Sscticns are of fragments of coleonic nmucosa containing straight glands which reach down to
zne level of nmuscularis mucosae. In several tiny areas, the surface epithelium is absent.
Fibrin with & few enm=shed nsutrophils is present on thoe luminal surface. Laminz propria
exhiblits Zocal superficial ixterstitial red blood cells and focal minimel superficial
infilctrazion by segmented neutrephils and is otherwise normocellular. Xo atvpia or tumor
ceils are seen. Diagnosis: Descending colon, biopsies: Features consistent with ischemic
colitis. Se= atrached.

B7. Other relevant history {(cont‘d}

physician as having 2 histricnic-type pexrsonality. Patient returnad from a Lrip to Mexico
in Teh2000 with a diarrhezl like illness manifested by intermittent diarrhea and significan
lefr-sided apdominal pain. She was treated emprically with ciprofloxacin with some
response; however, the diarrhesz and pain persisted. On 22Mar00, she presented to a walk-in
cliric with severe poin. She was thought to have diverticulicis. Her exam was described as
unreliable as sho was experiencing significant psvchosocial stressors. She was hospitalized
on that same Gay for further evaluaticn. Diagnostic testing including OT scan was
unremarrzable. Colonoscopy (25Mard0) was normal. She continued Lo experience diarrhea and
was dischared on 27¥Mard0 with a diagnosis of irrizable bowel syndrome. Therany with
zloseTron was comrenced. At time of commencement of treatment with alosetron., the patienc
w25 not constipated.

. B7. Other relevant history {(cont-’d)

Conditicm Started End=d Ceontizuing
lrricakie howesl svndroms Unknown Unknown Yes
Depression Unkno Unknown ves
rapturad ovarian cyst . Unknown Mo
Migraine Unknown Unknow=
i'i‘otal hvsterectomy Unknow:n Unxnowmn Unknown
- Uterine cancer Unknown Unknowi: Unknown
Diverticulosis Unknown Unknowm Unknown
alcohel abuse Unknown Unknow: K
Sominal pain Uaknown Unknown Unknown

Submussion ¢l a report dees nat consiute an
adrission that medical personrel, user faciity,
r distrhuier, manufacturer or product caused o

Fo'm 3500A Facsimi'e contnbued o the event
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MEDMTCH Glaxo Wellcome

(Page 2 of 2)

THE FDA MEDICAL PRODUCTS RTPORTING PROGRAM

A. Patient information

I. Patient jdentifier| 2. Age at time

3. Sex 4. Weight (16)

of event: 51y
~ e - Rlfemate {3441
Date g
- 4AQ
o contidence of burth 02Febl949

B. Adverse event or product problem

11 B Adverse event andior [} Product problerm

2. Qurcomes atifibuted o adverse event
(check all that apply)

i Ooean

[ We-threatenng

O disabiry
[ congental anomaty

[ requred mterventon to prevent
permancat IMpmMmeNntdamage

I ] nospratization - nisal or profongad [J other:
3. bate of 4 Dateof
l event 02?~.pr2000 this report: 09Junz2000

|3. Desenbe ¢vent or problem

' DESK COPY

i & physician reported that a 51 year old

| female received alosetren (Lotronex) tablets

| to treat Lrritable bowel syndrome and

| experienced no bowel movements for four

She presented to the emergeacy room

' with abdominzgl pain. Alosetron was
discontinued. Sha was admitted te the
heospital and an evaluation indicated a small
bowel obstruction with fecal inpaction. She
received supportive care including enemas
and the obstruction resclved. She was

| Gischargeé home after a 23 hour hospital

i stay. Causality was not reported.

i

|

davs.

6 Relevant tessflaboratory data, including dates
© UK

i
!
i

T Other relevant history, including preexisting medical conditions (eg. alergics, race,
i pregaancy, smeking and alcohol use, hepaticirenal dystuncticn, ele.)

| Histoxry of irritable bowel svndrome since

, 1997; abdominal pains, gastritis, GERD, and

i dyspepsia.

Submission of a report does not constitute an

AEE:OW:G DV UIC FLAs {1I0=2) U1 O 1XOY 93
T A0117392A

UFRDs1 repor: #

ol cU1Calio
1. Name (give iabeled strength & mirlabeler, if kncwn)

Lotronex Tablet
_ i{alesetron hydrochlor:ige)

2
2, Dose / frequency / route vsed

3 3. Therapy dates
] An / Twice per day / ¥1 Mar00 - 02Apr00

2 %2

e

5. Event abated after use
stopped or dose reduced

a1 BlyesOJne ] gﬁi}"”
42 [ yes [ no[J gogant

& Eventreappzared afier
reintroduztion

e O ves 010 B0 S0
#2 OyesOneQ gggf;l"

10. Concomitant incdical products and therapy dates {(excluce treatment of event)
Conjugated estrogens 98 -~ UNK

4. Diagnosis forese (indicaton)
" Irritable bowel synéroirs

6. Lot # (f kncwn) 7. Exp. daty (if known)
F1 None #1

2 w2

9. NDC # - Kr product problems only {f known)

G. All manufacturers

1 Contact office - name/address 2. Phone number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3. Report source
North American Product Surveillance | [ foreign
PO Box 13398 0J study
Rescarch Triangle Park O} werature
NC 27709 O consumer
s} heaith
4. Date recerved by manufaciurer| 5, professional
0SMay2000 gD ¢ 21-107 | [ usertacity
& I IND, protocol F IND # | B rteematve
PLAE 1 disirbutor
7 Type of repert pre-i938 [ yos [ other:
[ s<ay  [R] 15-day oTC 3 yes -
product
O s0day [ periocic 8. Adverss event icimis)
_ Obstruction:small bowel
‘ ow-up - "
O nial & fotow-up -_1..- Fecal impaction
aAbdcminal pain
9. Mtr. zport number Inzbility to defecate
A0117392A

E. Initial Repoiter

. Name, address & phone #

4. Initial reponier also sent

3. Occupaticn
repont to FRA?

2 Health professional?

c I ’ admussion that medical personnel, user facility, Physician
r distrbutor, manufadturer or product caused or Byes Qno [Jyes One G unk
Form 3500A Facomle centnbuted to the event.

Attachment 5
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Approved py the FL Of JINOYYD

MEDWATCH Glaxo Wellcome [t
UHOSE report 8

THE FDA MELICAL PRODUCTS RCPORTING PROGRAM (Page 2 of 2} mw”;j
B7. Other relevant history (cont’d)

Conditiecn Started Enced Continuing

Irritadle bowel syndrome 1997 Unknown Yes

abdoninal pain Unknown Unknow: Unknown

Gastritis Unknown Unknown Unknown
I geap Unknown Uzknovwn Unknown

Dvspensia Uzknown Unknown Unknown

Submission of a report does not constitute an
admission that medical personnel, user taci'ity,
r distributor, manufacturer of product caused or

Form 35004 Facs.m'e contribuied to the event

Attachment 5
Page 18



MEDMTCH Glaxo Wellcome

{Page 1 of 2}

THE TDA MEDICAL PRODUL IS REFORTING PROGRAY

A. Patient information

i1 Paucntidemtifier] 2. Age atume ; 3. Sex 4. Weight (Ib)
! of event: 72Y R temalo
' - or ) 133.1
Date o6Te11927 | O™
In conhidence of barth Jull327 CJurknawn

B. Adverse event or product problem
1 [ Adverse event arcier [[] Produc: preblem

T Qutcomes attributed to advarse event
fcheck alhat apaly)

[ sean

v B he-hreatenng

£} disabiny
[ cengeria anomaly

[ requ redinterventicn to preven:

. permanent rrgarentdamage
B hosprtal zation - iu: at o~ prelongad [ other

3 Datsof 4 Date of
event 06Apr2C00 s Teport: 092Jun2000

5. Desenbe event o- problem

DESK COPY

2 physician reporteé that
female received aloseiron
tc treat irriteble bowel svandrome. 2aAfter
©apprcxinately two andéd cone hali weeks, she
experienced sudden severe abdominal pain and
was seen in the emergency room. CT scan
. ghowed air {luid levels and a2 mass outside
the bowel. She was taken to surgery for
repair of a ruptured sigmoid colon with
ghscess. She was treated with antibiotics
ané remained hospitalized for approximately
two waeks. At the time oI this report, she
had been discharged home, but continuesd on
antibigtics. She was still in pain and had
& low grade fever, leukocytosis, and
increased sedimentation rate., A follow-up
CT scen showed improvement. The reporter
. was unsure of the relationship of the events
to alesezroxn, but felt the events were
life-threatening and disabling.

a 72 year-old
{Lotronex) tablets

H

i

[6 Relevant testsAzboratory data, Includ ng dates

., Tests: (7 scan in the emergency room showed
airr £luid levels and a mass outsida the

I bowel; surgical findings were perforated

1 sigmeoid colon and fecal material in the

i peritcnoum; white blood ¢ell count on

, admission was greater than 20,000, cGecreased

| to 13.500 at the time of this report.

Onher reizvani history, including preexisting medical conditions {eg. akergies, race,

preanancy, smoking and alcohel use, hepaticrenal dyslurchon, etc.)

History of irritable bowel disease;

alrternating constipation and diarrhea; pain

predominant; used nercotics approximately

three times per week; depression: no

| hiscory of hearc disease, diabetes, or other
bowel problems.

-
i,

Submissicn of a report does not constifte an
admigsion that medical personnel, user facilty,
distnbuetcr, manuiacturer or produst caused or
contribuied to the event

MDA

Form 35004 Facw.rmily

Aprroved by the FUA (HE-2) on 3 Nov 93
Mt A0120067A

UFDxsl 1opont ¢

FOA Usa Onty

C. Suspect medication(s)

1. Name (give labeled strength & mirdabeler, if known)
lu] Lotronex Tablet

" (hAlosegron hydrochloride)

=)

T

3. Therapy dates
#l 17Mar00¢ - 06Apro0

2. Dose / frequency / route uszd
by 1 mg / Twice per day /
T Cral

=2

=

5. Event abated after use
stopped or dose reduced

#1 [ yes [ oo [ gogpn
¥2 OyesOreQ g%&p'l

8. Event reappeared after
rewntroduction

#1 OyesOno ] g%Fyn‘t
#2 [ yes[Jno[} ggﬁrn't

10. Concomitant medical products and therapy dates (exclude treatment of event}
Citalooram hydrobromide UK
Hydrocodone - UNK

G. All manufacturers

4 Duagnos:s foruse {incicabion)
Irritable bowel syndromo

o=

okl

)

6. Lot # {4 known} 7. Exp. dwie f knawn)
] None #

o
2

v 2
9. NDC = - for product probtems only (if known)

1. Contact oifice - name/address 2. Phone number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3. Report source
North American Product Surveillance O foreign
PO Box 13398 O study
Research Triangle Park [ Morature
J
NC 27709 [ consumer
® health
4. Date reccived by manufacturer| 5. professional
08May2000 {ANDA s 21-107 7] vser facifty
: : u com
6. If TND. protocol ¥ IND # B enresomative
PLA & [ dstrbutor
7. Type of report pre-1938  [J yes [ other:
[ sday [X] 15-dey oTC O ves —
product
O iodav ] periods 8. Adverse event teninds)
. S PerZoration o colon
& intial ] foliow-up " .|abdorinal pain
_ Colenic zbscess
2. Mir. repoct number Fever
201200674 LeuXocytosis
Increased ESR

E. Initial Reporter

1 Name, address & phone =

4, Iniual reporter also sent
report to FDA?

[yes CIno [ unk

3. Occupation
Int.Medicine

2. Health professional?

®yes [Ono

Attachment 5
Page 19



Aporoved by the FLJA on SNovy s

Wi orepoc B
. £0120067A
—

ME Dv VATCH Glaxo Wellcome il

j
THL 10A MZDICAL PRODUCTS REPORTING PROGRAM (Fage 2 of 2} £ Use Oray
| B7. Other relevant history (cont’d}
© Congdition Started Ended Continuing

IBRS Unknown Urknowm Yas

* Censtipation Unknown Unknow: Unkrovn
. Diarrhea Unknown Unknown Unknown
' Abdorinzl vain Unknowmn Unknown Unknown

MDA

Form 33004 Facsirile

Subsmisson of a report does not constilute an
Jdmission that medical persennel, user facilty,
diglaizutor, manufactures or preduct caused or
contribuied to tne event

Attachment 5
Page 20




MEDMTCH Glaxo Wellcome

{Page 1 of 3)

THE FDA MEDICAL PRODUCTS REPORTING FROGRAM

A. Patient information

I Paticat :dentifier| 2. Age attime 3. Sex -}4. Weight (Ib)
ol event 68Y Kitemate
- or — ’ UNK
; | Dae 2¢qu11831 | O™
In confdenco ] of birth - - [Dunkrown

B. Adverse event or product problem
1 30 Adverse esent andror {] Product problem

2. Oucomes attnbuied to adverse cvent

hexx al shal apply) D disxity

i Oeean _______ | [0 congenital aromdy

I O Me-hreatenng % sequired izterventca 10 prevent

| pemanenl epamentdomage
K] hospiaiima on - 15 03l oo prafonged O eher

3. Date of 4. Datwe of
event 18Kar2009 this report. 02Jun2006

5. Describe event or problem

DESK COPY

2 physiclan reported that z 68 year old

female received alosetron (Lotronex) tablets
and after aporoximately =two days of therapy

(five tablets total) developed constipation.
Alozctron was discontinued. She presented
to her paysiciaa {20MAr0C) with her
complaint of censtipation of several davs
duration. Physical examination revealed

abdominal tenderness and abdominal
é¢istention. Acute abdominal series was

perforzed and showed nonsvecific findings.
Alr was s2en in the right colon. No air was
present in the small intestine. CT scan was
suggestive of diverticulitis as no abscess
or obstruction was noted. The patient was
admitted for management zndé treatment with
antibiotics &nd clear liguid diet. She was
discharged on 24MAr00 doing well but she
remained on <¢lear liquids. No bowel
movements werc noted but patient was
. comfortabple. Two weeks later, she returned
=0 her physician on a scheduied follow-up
continued on next page

Aporoved by the FDA (HE-2) on 3 Nov 93
Mt A0D118883a

UFiDus: regoct I

FDA Uss Onty

C. Suspect medication(s)
1. Name {give labeled strength & mirflabeler, f known)
1l Lotronex Tablet

{aiosotron hydrochloride)

2
2. Dose / frequency / route used 3. Therapy dates
Twi > dav / +
11§19 / Twice per day 1 16¥ar00 ~ 18Mar00
4 2

4. Diagnosis for use (ndicatn)
- Irz2table bowel syndrome

5 Even: abated after use
stepped or dose reduced

sl O ves &) no 3 g%ﬁ,ﬂ'i
#2 OyesJreO g%&m

8. Event rcappeared afier
reintroduction

st Qs Do 0 g
2 OQvesTOneJ gggf&,“'l

1. Concomutant medical products and therzpy dates {exclude treatment of event)

1:2

6. Lot & {if known) 7. Exp. date fi Xrown})
1l None 3
2 2

9, NDC # - for product p:oblems only (if known)

Darvocet~N MarQ0 - UNX
Doxazosin mesylate- UNK
Semisodium valproate UNE
Catirizine hyvdrochloride UNK

continued On next page

G. All manufacturers

6 Relevint tests/laboratory daia,including dates
Tests/Labs: 17May00: ‘A’: Blopsy of right
colon polvp revealed tubuliovillous adenoma.
'B': Bioppsy of right colon revealed colonic
mucosa with no significant pathologic
abnormalities. “C’: Biopsy 0f 25 cm distal
locp of double barrel colostomy revealed
beni¢n colonic rmucosa with wmild chronic
inflammacion of lamina preopriz and focal
superiicizl erosion with asscciated acute
continued on next page

7. Other relevans hustory, including preexisting med:cal conditions {eg allergies, race,
i pregnancy, smokng @nd a'cohol use, hepalcfrenal dysfurction, elc.)
History of irritable bowel syndrome (IBS)
! gince the 1960's. Patient had IBS which
''manifest itself as intractable diarrhea
resulting in numerous accidents in public
rlaces. As a result of this, patient had
| chronic depression. Recent sinus infection
recquiring treatment with antibiotics.
Patient subseguently had worsening diarrhea
which resulted in two to three accidents.

continued on next page

Subnugsion of a report does ot constitute an

1. Centact office - name/address 2. Phone number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3. Repon source
North American Product Surveillance O toreign
PO Box 13398 O study
Researct} Triangle Park [ Herature
NC 27709 [ consumer
® health |
4. Date tecerved by manufacterer] 5. professionat
01Jun2500¢ {ANDA # 21-107 ) O user faciity
" = compary
6. If IND, protocol # IND o i @ reprgse.-!\flahvc
PLA ¥ —_— O dstebuter
7. Type of report pre-1938 [ ves [J other:
{1 5day [X 15-day otc [J yes
progus!
[ 1oday [ penodic 8. Adverse cvent rerms)
} . i Chreonie constipation
[J taral follow-up k__l_ Constipation
Colitis
9 Mifr. report number Colostomy

AC11i8883A Abdominal tenderness

continued on next page

E. Initial Reporter

1. Nzme. address & phone #

4. Innial reporter also sent

3. Occupation
report to FDA?

2 Healln profession2l?

- i ’ adrussion that medical persenniel, user faciity, Physician
r distrthutor, manufasturer or product caused or Eyes e Elyes oo [& vk
Form 35004 Factinule conlnbuted to the event
Attachment 5
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#ppm\-cd by the FIDA on 3Nov(3
MRt AD118883A

MEDMTCH Glaxo Wellcome i

n — o o~
THE FDA MIDICAL PRODUCTS REPORTING PROGRAM (Page 2 of 3) FDA Uso Oy

©and ckronic inflammation of the lamina propria, focal cryptitis, crypt abscesses, and crypt

Condition Started Ended Continuing
! Diverticulosis Unknown Unknown Yes
" Irritable kowel symirome Unknown Unknown Yes

Sinus infection Unknovm Unknown No

C10. Concomitant medical producte (cont’d)

Frusemida UN

Temazepar UNK

B5. Describe event or problem (cont-’d)
visit._ She complained of abdominal discomfort, abdominal distention and lack of bowel
movements. She had only been passing mucous. Physical examination revealed abdominal
tenderness. She was readmitted with suspected sigmoid diverticulitis. X-ray revealed
residual contrast dye in her colon from her prior CT scarn. Colon was noted to bs full of
stool. o obstruction was seen. She was given mineral oil enemas. The next day she had
additional enemas and a gastrogravh was performed. The following day the patient felt sick.
The surgeon on the case felt that she might have an ischemic bowel so a laparoscopy was
performaé. No ischemia was found. No abscess, philegmon, or diverticulitis was noted. A
temporary transverse loop colostomy was performecd. Over the ensuing four days, the patient
passed stool, decompressed, and was discharged.
Subsequent information revealed that the patient had polyps irn her right colon and splenic
flexure. Biopsy of those polyps diagnosed tubulovillous adernoma and tubular adenoma,
respectiveiy. Biopsy of right colon revealed colonic mucosa with no sigrificant pathologic
abnorralities. Bilopsy of 25 cm distal looz of double barrel colostomy revealed benign
colenic mucosa with mild chronic inflammation ¢of lamina propria and focal superficial
erosion with assocliated acute inflammation. The splenic Zlexure was bicpsied and revealed
active cclitis characterized by rnild to moderate acute and chronic inflammation of the
lamina propria, focal cryptitis, crypt abscesses, and cryp: architeectural distortion. Ko
dysplastic changes identified. Rectal mucosa showed minimal ¢hronic inflammation of the
lamina propria and increased superficial muciphages. Biopsy of 25 cm from rectum showed
mucosa with mild chronie inflammation of the lamina propria, focal miléd superficlal acute
inflameation within the lamina propria, and a single associated cryot abscess. The
inflamwatory changas seen in the blopsy were not specific as to etiology. The reporiing
physician stated "Patient developed obstipation requiring surgerv with diverting colostomy.
Subseguent colonoscopy through double barreied colostomy revealed sigmoid stricture - less
thar 8§ mm with 12ft side colitis. Biopsy: Nonspecific for etiology.®

B&. Relevant tests/laboratory data (cont’d4)
inflammation. ‘ND’: BRiopsy of splenic flexure pelyp revealed tubular adencoma. 'E’:
Biopsy of splenic flexure revealed zctive colitis characterized by mild to moderate acute

architectural distortion. No dysplastic changes identified, see comment. ‘F’': Biopsy of
rectum revealed rectal mucosa with minimel chronic inflammation of the lamina propria and
increased superfiicial mucipheges, see corment. ‘G’': Bionpsy of 25 cm section from rectum
revealed rectal mucosa with mild chreonic inflammation of the lamina propria., focal mild
superificial acute inflammation within the lamina propria, and a single associated crypt
abscess, see comment.

"Comment: The inflammatory changes identifed in specimen 'E’ through ‘G’ are not specific
as Co eticlogy. <Clinically and endoscopic correlation is suggesteé." See attached.

B7. Other relevant history (cont’d)
At this peoint, the patient was placed on :therapy with alosetron.

B7. Other relewvant history (cont’d)

G8. Adverse event term(s) (cont’d)
Apdominal pain

hbdominal cdiscention

Ebhdominal disconfors

gickness
Adenoma . i
continuved on rext vage
!
Submisson of a report does not constitite an

: i ’ acmission that medical personnel, user facilky,

r distrivuGr, manufaciurer or product caused or
Form 35004 Fassimic ooninbuted to the evenl.

Attachment 5
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Approved by the FIA on 3Now93
"t A0118883A

MED“]ATCH Glaxo Wellcome el

THE DA MLB!ICAL PRODUCTS REPORTING PROGRAM (Page 3 of 3) FDA Ui Oy

G8. Adverse event term(s) {(cont’d)
Proctitis

Polvg(s) of colen
© Facal Iropzction

Submugsion ¢f a report does no! eonstitize an
i ’ admission that medical personnel, user [acility,
r distrivuter, manufacturer or product caused or
Foren 35004 Feacsimile centripyted to the event

Attachment 5
Page 23



MEDMTCH Glaxo Wellcome

{rage 1 of 2)

THL roa CDICAL PRODUYCTS RLPORTING PROGRAY

A. Patient information

1. Pauent idenofier| 2. Age at time 3. Sex 4. Weight (Ib)
: o ovent v Rlfemalc

: or 192.9

: Date 112 oo | Omale

in confidence of hirth Auglesl [CJunknown

B. Adverse event or product problem
11 [ Adverse event andlor [ Product problem

"2 Ouwcomas attnbuted 1o ad erse event
{chack & thal 2ppy)

[Gaean ___

[ ve-tr-earerng

D chsabn ity
[[J congenital avormaty

D requ-red Irienonton % pro.cn’
permangnl mgamenydamage

R kesprahzatien - Init &l of prolongad [] ether
3. Dats of 4. Date of
: evenl. 31Mar2608% this report; 09Junz2060
! B

5. Desenbe event or groblem

DESK COPY

2 physician reported that z 4§ year-old
female with a history of idiopathic
constipation received alosetron (Lotronex)
cablets and after seven to ten days of use
develcped constipation of five davs
duraticn. The constipation was unresponsive
to outpatient treatment. The patient was
. hospitalized with impaction and cbstipation
resuliting in bowel obstruction. Alosetron
was discontinued. Colonoscopy revealed a 1
to 1.5 cm area of ulceration in her distal
transverse colon, consistent in appearance
irduced ulcer, i.e.

with constipation
stercoral vicer. No other abnormalities
were noted. Biopsy of the lesion revealed
focal ischemic ulceration. The reporting
gastroeaterclogist steted that the lesion
was not colitis but was ulceration relaced
to pressure from the patient’s constipation.
He stated that the patient did not have a
fever, leucocytosis or rectal bleading. The
patiernt was discharged IZrom the hospital and
continued on next page

6. Relevani testsflaboratory data, including dates
Labs/Tests: Ceolonoscopy 31Mard0 showed
normal ascending andé proximal transverse
colon; in thes distal transverse colon, 1
1.5 cm ischemic ulceration was noted,
consistent in appearance with constipation
induced ulcer, i.e. stercoral ulcer. Ne
other apnomalities were notec in the
descending Oor reciosigmoid area.
recrofiexed views ci the rectum were
continued on next page

<0

7 Other relevant hustory. including preexisting medical conditions {eg. allergies, race,

1 pregnancy, $moking and zlcohol use, hepatic/renal dysfunction, etc.)

! Historv of irritable bowel svndrome since

. 056ct99; idiopathic constipation. Patient’s

| treatment regimern consisted of
antispasmodics which were discontinued upon
initiatiorn ©f therapy with alcosetron.

Submussion of & report does not consiitute an
admissicn that medical personnel, user fazilty,

Approrved by the FDA (HE-2) on 3 Nov 93
TRt A0117431A

VPt repoc &

FDA Uso Only

C. Suspect medication(s)
I. Name (give labeled sieength & mivilabeler, if krown)
Lotronex Taklet

] e a s
[Alosetron hvdrechieride)

2

3. Therapy datzs
t] 14MzrC0 -

2 52

2. Dose/ frequency / route used

%IE‘E / Twice per dav / 31M4argo

5. Bvent abased after use
stopped or dose redused

71 EyesDOno 3 ggﬁ@m
2 OyesJne] ESSRP"

4, Mhagnosts for us= (indication)
L.y Irritabie bowel syndrome

6 Lot £ (if known) 7. Exp. date Uf known)

] None ! 8 Event reappeered after
retntroduction

M2 #2

a1 D yes D no gggfyn‘l
#2 OyesOQre gggg["l

10. Concomitant medicat products and thorapy dates (exciude treatment of event)
Hyoscyamine sulphate 22Nov9e - UNK

9. NDC # - for product problems only (1f known)

G. All manufacturers

1. Contact office - name/address 2. Phone number
1-888-825-5249
cxt. 37
Glaxo Wellcome 3. Report source
North American Product Surveillance | O foree
PO Box 13398 [ stuay
Research Triangle Park 3 erature
T
NC 27709 O consumer
= health
4. Date recerved by manufacturer| 5. professional
10May2000 (AJNDA # 21-107 3 usertacilty
6. It IND, protocol IND B opresanatve
PLA s O distributor
7. Type of report pre-1938 [ yes ] other
[ 5day [&15day orc 0] yes
product

O 10day (] periodc

8 Adverse event termds)

Ischexic colonic ulcer
Intestinal cbstruction
Constipation

Fecal impaction
Chronic constipation

3 ittt [ follove-up & 2

9. MiT. report numnber
A0117431A

E. Initial Reporter

1. Narne, address & phene #

4. Initial reporter also sent

3. Occupation
report o FDA?

Gastroenterol.

2. Health professional®

r DA distrbutar, manufacturer or product caused or & yes [One Oyes Cno [ unk
Fonn 35004 Fatsiriie conlnbuted to the eventl.
Attachment 5
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THE FDA UrDICAL PRODUCTS RLPORTING PROGRAM

HDMTCH Glaxo Wellcome

{Page 2 of 2)

Aporoved by the FEDA oo 3Nov93

Mr tepon #

A0117431A

UFDt repon ¥

FDA Use Onwv

i B6. Relevant tests/lahoratory data (cont’d)

Biopsy of the transverse colon ulcer showed focal ischemic ulceration.
than 9.06; WBC 12.1;
(Lab repeorts ané test

B5. Describe event or problem {gont’d)
placcd on bulking agents.

unrexarkable.
Routine urinalysis negative upon admission 29%Mar00, except pH of greater

petassius 5.8; AST 74; total billirubin 1.8; direct billirubin 1.4,
results aztached.)

B6. Relevant tests/laboratory date {(cont’d)

. Test Date Nama Result Low Eigh

. 29¥ar29d00 pi, Urine >9.0 5.0 8.0
291arziC0 Neutrophils, 8locdl:32pm 7.55th/cmx 2.5 7.0
29Ma=-20C0 WhiteBloodCellCount, 08:26 10.8th/cmm 3.5 11.0

i 29%ar2009 WhiteBloodCeilCount, 1:32nm 12.1%h/cmm 3.5 11.90
29¥ar20090 Neutrophils,Blood 08:26am 8.05zh/cmm 2.5 7.0
29Mar2009 Lymphocytes, BloodD8:26am 1.89th/cma 1.0 4.0
29¥ar200¢ Lymphocytes, Blood 1:32pm 3.05th/cms 1.0 £.0
29¥ar2Q0¢ Monocvtes, 3lood ‘08:26 .710th/cmm G.1 0.8
28Marzl00 HMonocytes, Blcod 1:32pm 1.08th/cmm 0.1 0.8
29KarzZ0C0 Eosinophils, Blood 08:26 .106th/cma 0 0.3
29¥ar200C Eosinophils, Blood 1:32pm .318th/cmn ¢ 0.3
29¥ar2309 Bascphil 08:26 .048th/cmr 0 0.1
29Maxrz 300 Basophil i:32px 0.90th/cmn i 0 0.1
29Mar2000 Sediuvm, Serum 08:2€am l3émEq/L 138 183
28¥ar2003 Sodium, Serum 1:32pm 135mEg/L 135 153
28Max23800 Petassium 08:26ax 4.8mEg/L 3.5 5.3
29Mar200C Potassium 1:32pm 5.8mEq/L 3.3 5.3
23ar2000 Bicarbonate 08:26 23mEg/L 24 32
2%1Mar2307 Zicarbonate 1:32pm 21mEg/L 24 32

| 29¥ar2300 Glucose, Blood{random) 08:26 112xg/dl 70 100
20Mar2G60 Glucose,Blood{random}) 1:32pm 110mg/dl 70 110
28MarzCi0 Urealitrogen, Blood £8:26 8mg/al 5 25
29Kar200¢ UreaNitrogen.Blood 1:32pm Smg/dl 5 25
29Mar2300 Bilirubir, total 08:26 1.00/L G.3 1.2
29Max2000 kspartatcTransaminase, 1l:32pa 740/L 14 36
29Mar2035¢ Biliruein, total 1:32pm 1.8U/L 0.2 1.2

" 29Mar2000 Silirupin,direct 08:26 0.7G/L 0.3 1.0

©29%ar2000 Bilirubin,direct 1:32pm 1.40/L 0.3 .0

. B7. Other relevant histoxy (cont’d)

" Condition Started Ended Continuing
Irritaple bowel syndrcme 050ctioss Unknown Yes

Constipation Unkniown Unknown Yes

1

l—m Submigsion of 2 report does nos constiute an

T admission that medical personnel, user facility,

r A distabutor, manuiaciurer or product caused or

Form 32004 Facsimile coniriputad 1o the event.

Aftachment 5
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THC fFDA MEDICAL

A. Patient information

PROLUCTS RCPORTING PROGRAM (Pagoe

11. Panent identifter( 2. Age 2t time 3. Sex 4 Weight (ib)
of event: 40-4£9Y .
X temale
or UNK
Date 1956 Omale
In contdence of birth 2 TJunknown

B. Adverse event or product problem
11 & Adverse event sndror [C] Product problem

MEDWATCH Glaxo Wellcome

2, Qutcomes atinbuted 1o adverse event
{check ' that apply)

O gear

[7] b th-oarewra

[X] csobiy
[ congernat ancemely

] reguired intervest <ot prevent
CEITNANANE IEAMTPRLYAMIgS

[ hose taizaton - minal or prolosgec [ other
1
i3, Dateof 4 Date of
Poevent 08Mar20C9 this report. 09Jun2000
.53 Describe event or problem

DESK COPY

A physician reported chat 2 Zemale patient
in ner 40's received alosetron (Lotronex]
tablers and experienced “severe abdominal
pain feor a couple of days". The paysician
thougnt that the patient possibliy had
colitis. Subseguent information from the
physician revealed that the patient
experienced severe cramping and diarrhea for
several hours after her dose of aloserron.

S s o ivus w3
[ a0116622a
UFDs* repor »

1 of 22 ECA Use Onty

C. Suspect medication(s)
1. Name (gve labeled strength & mhidabeler, If known)

L. Lotronex Tablet
{(2lesetron hydrechloriae}

2. Dose / frequency / route used
ey L :r.? / Unknown /
Ora

2 24

3. Therapy datwes

#1 08Mar00 - 08Marll

4 Diagnosis for use {(ndicaton) 3 Event abated after use
Irritable bowel syndrore stopped or dose reduced
- s doasn't
=1 & ves [ no [ go2pr
32 5 _ goesn't
Ovyes Ored appﬁu

& Event reappeared afier
reintroducion

21 OyesOne g%?jﬂ

- dpesnt
#2 Jyes{[Jred aggg,
10, Concomutan: medical producis and therap, dates {excluds Ireatment of event)
Loperamicde hydrochloride  TNK
Dicvelonine UNK

w2

& Lot # (fknownj
Fi None

7 Exp. dute (i known}

Hal

E2 2

9, NDC #- for produst problems orly (f krowni

G. All manufacturers )

. p : ; 1. Contact office - name/add 2. Phione number
He sopcke with the patient via telephione. ontact office - name/zddross 1-888-825-5240
Alosetron was discontinuad and the symptoms ext. 37070
rasolved the following day. No diagnostic Glaxo Wellcome 3. Report source
cests, including biopsy were performed. Ko : . : O forei
P J = ;e = o . ’ woreign
definjtive diagrosis was made. The natient North American Product Surveillance
did not experiance fever, rectal bleeding, PO Box 13398 O study
nausea or vomiting. The physician Rescarch Triangle Park 0 Merature
considered the event to be Gisabling. NC 27709
' Causalizv wag not provided. 3 censumer
. m health
1 el
| 4. Da‘e recetved by manufacturer| 5 proigssional
: 11aprz00¢ (oNpA s 21-107 & [ userfaclty
] .
! 5 TN Tox IND & [ cempany
€ Relewant tesis/laboraiory data, including dates €. 1 IND, proocol = — representative
i UNX PLAE  _ [ dstrbuter
' 7. Type of report pre-1938  [J yes ] other
: (3 5day [ 15-day oTe O ves —
product
[ 10day [] penodic 8. Adverse event lerm(s)
. ) Abdominal pain
' B mivat [ tofowwpt__ looccible cE)liLjis
i Diarrhea
'7  Other relevant history, including preexisting medical conditions {eg allergies, race, 9. Mfr. ceport number Colic
pregnarcy, smeking and alcchel use, hepate/cenal gystunclion, etc.) AQIl86224
j See attachment
: E. Initial Reporter
L. Nams, address & phone #
|
i
I
- = =
Submiss.en of a repart does nol constitte an 2. Heal:h professtonal?  |3. Oucupalfon 4. lmu.;l;l-cpl?scAr')a]so sent
T admissien tha: medical personnel, user facilay, Physician report o :
r distributor, manufacturer or product caused oc R®yes Ono Ovyes Ono & unk
Form 3500A Facsim le contrbuted to the event,
Attachment 5
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MEDWATCH Glaxo Wellcome

THT DA VEDIC AL

PRODUCTS BIPORIING PRGGRAW {Page 2 of 2)

WmeRr RG116622A

UFDis™ repon £

FOA Usa Gy

B7. Qther relevant higtory (cont’d)

Con@it}on Sterted Engded
Irriteble bowel syndrome 1982 Unknown

Centinuing

Yes

MDA

Form 3500A Farumide

Submissicn cf a report does not constitute an
adrussion that medical personnel, user facility.
distnbuter, manufacturer or product caused or
contributed 1o the eveal

Attachment 5
Page 27
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Ot ADL16681A

*DWATCH Glaxo Wellcome S

THE FDA MLDICAl PRODUCTS RLFORTING PROGRAM (Page 1 of 5) FDAUse Gy

A. Patient information

C. Suspect medication(s)

1. Pauentidentifier] 2 Age al tima 3. Sex |4. Weight (ib) ] | 1. Name (give labeled strength & mérflabeler, iTknown) cont’d next page
of event: Kltemale Lotronex Tablet
: or i i1a8.8 lAlosetron hyvéroghloride; .
i Dase p Jacs Omale 5 Zolpidem cartrate —ablec . B
H ] = - +
U n confidence of buch 06Ju11855 Dlurknown (Folpider tartrate)
2. Dose f frequency / route used 3 Therapy dates
B. Adverse event or product problem sl maiiel P
Bl gyoa s R £ UNK
K Adverse event and’or [ Product problem _Orz—_‘\ .
2 Quricomes astabuted to adverse event =2 55:!;11" v w2 UNK
{check all Bat appvy; X csatriy
[ sean 4. Diagnosis for use (Ingication} 5. Event abated after use
B e — - [ cengental anoracly | Non-specific condizion stopped or dose reduced
1| jo-threalen =s I required inte~venLon 1o prevon: — oy
& torreaten 2 ® DEMMARCAN MEAIMEICAMAGY L~ Ron-spacific condizion #1 [ yes [no giocrnt
(%] hosail thzzacs - rvral or prolonged T ciher £2 [ ves[Jno D doern I
5 Y 6. Loi & Uf known) 7 bxp. date (f krown)
i3 Dateot 4. Daie of i 13 a ) cant re. -
" evenr  27Mar2000 th cepor: 09Fun2000 | Hone : 8. Bvent reappeared afier
: 42 Nons #2
[5. Describe event or problemn 1> Non= il (O yes [} no [ dogsn't
| DESK COPY 9 NDC 4 - for precuc: prob’ems only {if known) apply
| # [ yes[Jrol0] gggﬁﬂl

A pharracist reportec theat e 44 yvear old
femele received an overdose of mul:ziple
s mMedicationg and was found comatose after UNK
"being down" Zor 36 hours. Thoe pharmacis:

i reported thet the patient had a 24 hour
historv of drowsiness manifested by the
patient falling asleep cn the phone during a

conversation with her brother. '1‘h_e patient G. All manufacturers

10. Concomutant medical prodacts and therapy dates (exclude sreatment of cvent)

- was_taking Hlose..r(?n_ (Lftrcnex) "?Dlets‘ 1. Contzci office - name/address Pnone number
| zolpidem {Ambizn) tanlets, sertraline 1888 825.5240
| (Zoloft) zablets, generic ext. 37070
H < T/ I
e o phancas tat aopizin/eatieing Glaxo Wellcome P P
capeules. .:h;c-\.'as"t;:ansuorted 25 the North American Product Surveillance O foregn
hespital and was admitted. She was PO Box 13398 O swdy
- diagnosed as having rhabdomyolysis as & Research Triangle Park 0 iesature
result of not moving for an extended period NC 27709
of time. Urine screen was positive for - [] consumer
myoglobin. Her CPX levels were clevated. heatth
© {Maximum level was 5487). She also had - - & professional
, increased AST arnd ALT levels, tachycardia, 4 Dete rectived by manutaciurer| 3. -
. prolonged prothrorbin time, hvpokalemia, 24Maw2000 (aNpas 21-207 | [ userfacity
. continued on next page g company
) - = WD # i
6. Relevant tzsisvlaborzteny data, nclucing dates 6. I IND, protocol P O representative
: Tests/Labs: Uporn initial examination, PLAY . [ dstribuor
' patient’'s hsart rate was 127, blood pressure o Tvoe of semort
! was 11(0/47 mm Hg. Urine drug screen was f. 1¥pe ol repor pre-1938  [J ves O other:
posizive for barbiturates and 5 {5al —
benzodiazepines which was felt by the Poison O sday & t5day g’_';gu_| LJ ves _—
| Conzrol Center pharmacist to be due tTo At S —
zolpidem. hBlo&)d toxicology scretin:131 01 10day [ perdc 8. Adversc cvent termis)
Acetaminophern less than 10 meg/rl: blood c 13 :
: = . : : . ercbral hypoxia
alcohol level 0.04: salicylate 3.8 mg/dL; Cintal [ tollow-up & 2 Myolys;s
! corcinued on next page Coma
7 Othes relevant tustory, nchuding preeusting medical conditions teg. allergies, race, | |7 MIT. report aumber Renal failure
pregnarcy. smoking asd alsoho! use, hepaticirenal dysfunction, elc.) 20116681Aa Incr.aspart.aminotransf.
, History of "stability problems" and staving continued on next page
in bed and sleeping Zorxr long periocds of time. E. Initial Reporter
1. Name, address & phone #
|
1
i
I v
T Suprssion of a report does not constilute an 2. Health professional® |3, Qccupation 4. Imtial rcportcr"also sent
adm:ssion that medical personnel, user facility, Pharmacist ) Teport to FDA? .
r distnbuter, manufasturer or procuci caused or Byes Omo Oyes Ore [& ok

Form 3500A Facsry'e contrbuted to the even;

Attachment &
Page 28



MEDWATCH Glaxo Wellcome

THE FDA MIDICAL PRODUCTS REPORTING FPROGRAM

I Patiemt idcmiﬁcrl 2

A. Patient information
Age at time
of event:
or .
Dazz Omarte
In conidence of birth [Jurkrewn

B. Adverse event or product problem
M Adverss event and’o: [ Product problem

—

3. Sex
[dfemale

(Page 2 of

4. Weight (Ib)

i
2 Qutcomss ainbuted 10 2dverse event

{chock ol bal aopl*
[J qeans .

[ te-threzleming

D Gisatuity
] congenital anomaly

1] requred mterventon 1 prevant
posrdrent impaimignttamage

53

7 repon &

ADlle681A

UFOst repont @

FDA Uso Gaty

C. Suspect medication(s)

1. Name {gwe labeled strength & mftflabeler, it known) cont’d next page
Sertraliine hydrochloride Tatlet
(Sertraline hydrochloride)

(Aspixr:

Ispirintbucalbital+cafin,
n+batalbital +caffn.)

Cepsule

{Generic]

2. Dose/ frequency / route used
UNK, S/ UNK /
Ord'

3. Therapy dates

43

UNK

UNK_ /7 UNK 7
Oraz

74 UNK

4, Diagnosts for use (indicanon)

T

Non-specific condition

Hon-specific conditien

5. Event abated afier use
stepped or dose reduced

#3 (O yes [Ino [ S9epn

'—I hesatzhzatan - e al e- protonged D other
3 Daeo? +. Date of
eveni this repernt

5 Descobe cvent or problem

pressure sores, and rcoplrgtorv depression.
She experienced kidney failure manifested
gnuria, follewed by oligurxia, elevated
BULl ané creatinine levels. She was also
suspected of having hvooxic brain injury.
Zhe was troazed with bicarbonare,
bumeranide, furocsemide, and chlorothiazide.
s3he was pieced o a ventilator. CT scan
showed right Efrontal petschial hemorrhage.
Neurolegy evwaluation was planned. Tule

By

feeding wes atzempted but was discontinued
dne to -"ublLV'"Cﬁ t"increased residuals").
Urine érug screan wis ﬂosi'iv= for
benzodiczepines nfter pill counrts, the
pharmac-er ini: 1all Getermined that the
patient hac 1ngested large amounts o

zolpider and sercraline and "very little"
alosetron. Subseguent information from the
prharmaciss revealed that the physician wrote
in the patiznt’s cischarge summary "It was
irpossible te ascertain how many pills [the

natie:: had taken, but .é1d not appear to
cake ny of tho Ambien or Zoloft bzcause of
the amCLnL iefr after ithe] last

concinuved cn next page

W s ] no [J §ogpnt
6. Lot # {if known) 7. Exp. date (f known) Qyes[Jno[] apply
F3 None %3 8. Eventreappeared after
reintroduction
4 None L4 doesnl
9, NDC & - for product prealems only (if known) #3 OyesOne O appiy
=4 T ve doesnt
T yes O no 1 9558

G. All

I. Contac: office - name’address

10 Corcomutant madical products and therapy dates (exclude treatment of event)

nufacturers

Glaxo Wellcome
North American Product Surveillance
PO Box 13398
Research Triangle Park
NC 27709

2. Ppone nuraber
1-888-823-5249
cxt. 37070

3 Report source
[ foreign
swdy

hterature
consumer

health

4. Date received by manufacturer

|6 Relevan: estsflaboraion data,:ncluding dates

phenckarbital less than 5.0. Elevated AST,
ALT, BUN, creatinine, and CPK levels.
28MarfC: urine output 14 cc per hour.
Oxygen saturation 28% on 50% Fi02. 25Mar00:
INR -.& CT scan showed right petechial
hemorrhace. Ieurology evaluation planned.
032prCG: Oxygen saturation 98% on Fi02 30%.
09hpr09: urine oatput 605 cc/24 hour.
13Apro6: scan showed occipital
continued on next

CT
page

6. 17 IND, protocol #

7. Type of report

[ 5day [ 15-day
[0 16day [] penode
Oinmal [ follow-up &

th

(AINDA &
IND #
PLAR

pre-1932

|
O

oTC
proguct

professional

user faciliy

company
representative

distrioutor

yes

yes

% Other relevant hisiory. mcluding preexisting medical conditions {eg allerges, race,

pregnangy, smokuing and alechol use, hepatic'renal dysfunchion, ete)

Form 35004 Facsmni'e

Submission of a repon does net constitute an
admission that med.cat personnel, user facility,
disiriputer, manufacturer or product caused or
ceontabuled te the event

[PA

9. Mfr. report number
2Q116681A

E. Initial Reporter

1. Name, address & phone ¥

8. Adverse ¢ven: term(s)
Incr.alazine aminotranst.
—  |Increased CPK levels

Drowsiress

Incr.blocd urea
creatinine
continued on

Incr.

niTrogen
levels
next page

2. Health professional?

Oyes Ore

3. QOccupatton

4, Initial reporter also sent
report (o FDA?

[yes [Jno [Junk

Attachment 5
Page 2¢



[l Patient tdentifier| 2 Age at time

11 [ Adverse event

MEDWATCH Glaxo Wellcome

{Page 3 of 5!

THE FDA MEDICA! PRODUGCTS RLPORTING PROGRAM

A. Patient information

3 Sex 4 Weght (Ib)

ven?
of even: [Otemate
or
Date [Jmale
In confidence of birth Cuninown

B. Adverse event or product problem

andror [] Product problem

2

Quicomes attnibuted to advarse event

I (checx 2t that Zpply; D disabi.ty
| [ geaz [[] congencai anamely
T W shreatoning [ requ red intervenLon to prevert
prrmanant IMpaimentdamage
[0 tsp tatzat or 1l or preoeged [ cthe~
3 Dat ol 4. Date of
event this report

Desenp. eyent or prebiem

prescripcion refill." The patient was felt
¢ have ingested the medications in a
suicide attempt. At time of initial

the patlent’s condition was dGire.

led

Subseguont 1information revealed that the
patient’s cendéiticon nadé improved. During

t two days oI her hospitalization she
snowed increased signs of neurological
activity ranifested by being able to sjueeze
ner phyvsiclian’s hand with each hand, could
fellow her phvsician, and could respond
appropriavely with facial movement.
Socause ¢f her continuing kidney failuxe,
she was transferred on 022prS0 to a facility
that vrovided dialveis. tha time, she
was noted te still exhibit minimal
nevro_ogical responses. By the following
day, after two Gialysis treatments, she was
responsive and able to follow commands.
¥nile at the new facility, the patient was
treated for aspiration prneumonia. She also
spiked 1ntermittent fevers. Eight days
alter admission, the patient became confused
sitated reguiring use of restrain:ss.
continued on next page

o
e

vl

ar

16 Relevani testydaberatory data, ingluding dates

infarction.

S avue 4y

AD116681A

[W0 copon ®

UFDst repod &

FOA Use Ony

C

Suspect medication(s)

2. Dose / frequency / route used
s UNK_/ UNX /
Oral

3 Therapy dates
#5 UNK

G

6

4 Dnagnosis for use (ndication)
s Non-specifi¢ cendition

5. Event abated after use
stopped or dose reduced

— - ——— —— : docsn't

6 #s [ ves [ ro [ 5588
€5 jes o [] goesn't

6. Lot # {if known} 7. Exp. daie (fknown) O yes [dne] apply

25 Mone w3 8 Eventreappeared afler

6 % e rewniroduction

' - 25 [ ves [ no [ gogpnt

9. NDC = . tor procuc: problems only {If known) apply

26 [Jyes Cna[] g%ﬁrﬂ"

10. Concomiian: medical products a@nd iherapy dates (cxclude treatment cf event)

G. All manufacturers

L. Conriact oifice - name/address 2. Phonc number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3. Report source
North American Product Surveillance | O feregn
PC Box 13398 O study
Research Triangle Park 3 werature
NC 27709 [J consumer
Ci heaith \
4 Dare received by manufaciurer| 5. profession
(gNDAE [ wuser tacrity
- \ compan;
5 If IND, protocol # IND & ] reprgsenﬁalwe
PLA & O distnbuter
7. Type of report pre-t938 [ yes [T other:
O s-day [] 15-day QTC O yes
product

[0 10-day [ perod¢

[ tnikel

8. Adverse event term(s)
Qverdose
Attempted suicide
Decubitus ulcer

O fellow-up &

o

Orher reles ant hustory, inclwhing preexisting medical conditions (eg. afergies, race,
oregnangy, smoking ang alcohol use, hepaucrenal dysfunchon. etc )

DA

Submission of a repont does not constitute an
acdnission that medcal personngd, user facility,
distnbutor, marufacturer ar product caused or

Form 35004 Facaimle coninsuted o thn even!

9. Mfr. report number
A0ll668LA

Decubitus ulcer infection
Tachycardia
continued on next page

E. Initial Reporter
t. Name, address & phone #

4. Inutial reporter also seat
report to FDA?

Oyes dno Ournk

2. Health professional? |3, Occupation

[Qyes Ono

Attachment 5
Page 30



Capre e e e e v g

et AD116651a

MEDWATCH Glaxo Wellcome i

THEL FDA MLDICAL PRODUC TS RLPORTING PROGRAM (Page 4 of 5}

FDA Use Onty

B5. Describe event or problem {cont’d)
Her decubitus ulcers were found to b2 infected. 2 CT scan :ne following day revealad

occipital infarction. Two wecks after being admitted to the dialysis facility, the patient
wes awake, alert and oriented. Daily dialysis treatments were discontinued. Patient was to
be discharged to home. The pharmacis: considered the cvents possibly related to the use of
" alosatron.

" B6. Relevant tests/laboratory data {(cont’d)

Test Date [iame Result Low Eigh
27MaxzI¢0 Asparcate Transaminase, Serum 12,199
2TMaxr2000 Alanine Transaxinase, Serum 5845
27Max2009 Urca Hitrogen, 3lood 56
2TMar2009 Creatine Phosphokinase, Serum 5487
27Marzo00 Urea Nitrogen, Bicod 55
27Mar22090 Creatinine, Serun. 4.3
THMar2¢C0 Creztine Phosphokinase, Serum 5345
27MarziGe Creatinine, Serum £.6
28Mar20C0 hspariate Transaminase, Serum 2780
28¥ax2000 Creatine Phesphokinase, Serum 4433
2035 Urea Nitroger:, Blood &5
. 28%ax2008 Creatinine, Serum 5.4
i Z8Mar2000 PoTassium 3.4
28Mar20900 Creatine Phosphckinase, Sarum 4782
28Marz2000 Creatine Phosphckinase. Serum jgez
2814ar2000 Creatinine, Serur 5.%
28Marz22Co Urea MNitrogen, Blood 66
28Mar20C0 Alanins Transaminase, Serum 2449
25Max2030 Espartate Transaminase, Serum 1754
29Mar2093 Alanine Transaminase, Serum 2037
2¢Mar2000 Urea Nitrogen, Blgod 77
. 2%Marz00C Aspartate Transaminase, Serum 1733
25Marz0j0 Creatinine, Serum 6.7
35MarzZ000 hLspartate Transaminase, Serum 95¢%
30Marz00G Creacinins, Serum 8.0
+ 30Mar2000 Urea Nitrecgen, 3lood 99
33MMarz000 Alanine Transaminase, Serum 1634
2iMax20060 Espartate Transaminase, Sexum 255
3iMar2000 Urea Nitrcgen, Rlood 133
31Mar2000 Zlanins Transaminase, Serum 336
31Mar20035 Creatinine, Serum 9.7
OClAprzCoo ispartate Transaminase, Serum il4
0lAprz00GC Alenine Transaminase, Serum 566
01Aprz000 Urea Nictrogen, Blood 160
01acrz0se Creacinire, Sexum 10.9
03Aaprz2038C Creatinine, Serum 5.6
04Apr2008 Creatinine, Serum 4.5
042512040 UreaNitrogen, Blood 45
G8. Adverse event term(s) (cont’d)
Increase:prothrombin time
Hvpokalemia
Respiratory depression
Oliguria
Anurila
Mvoglobinuria
Fever
Confusion
Agitation
Frontal lcbe hemorrhage
Aspiration pneuronia
continued on next page
T Submisston ol a report does not constlute an
admission that megical personne!. user Idcﬂlt)f,
r A distributor, manufacturer or product caused or
Foor 3500A Facami'e eentributed 1o the cvent
Attachment 5

Page 31



MEDWATCH Glaxo Wellcome

THL IDA VEDICAL PRODUCTS RLPORTING PROGRAM (Page 3 cf 5)

Wafr raport 8

AQl116681

A

UFTrs! repor #

FDA Use Orty

G8. Adverse event term(s) (cont’d)
Cexebral infarction

e =

FDA

Foren 3500A Facaimr'e

Submission ¢f a 1eport doos not constitute an
admission that medical personnel, user tacility,
desirbutor, manufacturer or product caused or
contnbuied to the even:

Attachment 5
Page 32



1 Patient identifier| 2. Age at ime

THE FDA MEDICAL PRODUCTS RIPORTING PROGRAM

A. Patient information

of event:

In confidence

1. [ Adverse event

58Y

01Aprio42
B. Adverse event or product problem

3. Sex
Eiema'e
Omate

Ourknown

ador [] Product problem

M:EDWATCH Glaxo Wellcome

{Page 1 of 2}

4. Weight (Ib)

2 Quicomes aitnnbuted to adverse even:
icheck al thatappyi

[ cean

] re-mrealening

F oty

(3 congenaal anoraiv

[ requrred mia~venion to prevent
POMAARCHE NPAITRer FEamaGe

& hosy 1 zatier: - e o predonged [ other
i Dawot 4 Date of B
event 30Max2000 this report:  09Junz2000

i
" Concurrent medicacions
lirited to Darvocet-N
and alpréezolar
zound to be 68 perx
She was transported to

" nasal canula.

i5. Describe event or proklem

DESK COPY

2 physicien reported
received alcsetron

by her nusbkand.
peen

1OxyConcin},
oxXygen saturxation was

canc on Icon air.

the smergency room via
suppcrtive oxvgen via face mask.
she was given oxyvgen via
She received injectable

and injectable flumazenil

erergency room,

naloxine (Karcan)

{Lotronex)
, aiter seven davs of use

Sha was
n that state for two

160,

was found comat
gostulated
0 thrxee hou
included but not
oxvcodono
(¥enax) .

ambulance on
in th

{Romazicon) and immediately awoke and

remzinad alert for hex 23
Upon awakenin

. commented that the last thing she remembered
couple of Darvocet N tablets
The patient was
2losetron was
continued on next page

period.

was taking &
for her leg pain.
discharged to hone.

the patient

that an adult female
tablets and

ose

to have

rs.

Her

=]

hour cbservation

6 Relevant testsflaboratory data, ncluding dates

Tests/Labs:
cent on room air,

Oxygen saturation was 68 per

© Syndrceme,

I8

gregaarcy. smok:ng and alcobo! use, hepateirenal dysfunchion, elc )
- History of congenitai: Arnold-Chiari

Type I,
pain.

Other relevant ustory, including preexisting medical condutions {eg. allergies, race,

resulting in chronic leg
Mo history of loss of consciousness.

PA

Form 3300A Facumule

Submission of 2 report does rot constitule an
admssien that medical persornel, user lacility,
d-sintutor, manufaciurer or product caused or
contributed to the cven!

-= - - —y e

Mt a0117081A

iy 7

LFDrs repont §

FLA Lse Orly|

C. Suspect medication(s)
1. Name (gwe labeled strength & mirAlabeler, if knawn)

b Lotrerex Tablet .
(xlosctron hyvdrochloridel

2

2. Dose / frequency / route used 3. Therzapy dates
1 3 B9 / Twice per day / 4l 23Mar00 -

42 2

30Max00

5. Event abated after use
stopped or dose reduced

==l EvesOreO gggfyﬂ'l
=2 Ciyes[QreJ 98 yn'l

§ Eventreappeared after
remzroduction

a1 1 ves [ no [ 357N
#2 [ ves [1no [ Joe5n"

10. Concomrant medical products ard therzpy dates (exclude trealment of event)

4 Diagnosis for use (tindication)
sy Trrizable bowel syndroac

Ul

6. Lot ® {if known) 7. Exp dae {«f krown)
4] None #

» #2
9. NDC s - {or product problerns onlv (If krown)

Darvocec-N UNK
Alprazolam ) UNK
Oxycodone nydrochloride RIK

G. All manufacturers

i. Contact office - namefaddress 2. Phone number
1-888-825-5249
ext.
Glaxo Wellcome 3. Repor source
North American Product Surveillance O feresgn
PO Box 13398 O study
Research Trangle Park O terature
T,
NC 27709 ] consmer
= hegllk
4. Date recerved by manufacturer]s. professional
22May2000 (ADA+ 21-107 [ wuserfacity
6. 1 IND, protwcol # ND & R oreeenative
PLA® [ distnbutor
7. Type of repont pre-1938 [ yes O other
[ s-day K 15-cay oTC ] yes
product
0 10-day  [J penodie 8. Adverss 2vent termis)
" ' " Corwa
O atiaa X follow-up H_]:_ Hoakness -
Decreas.oxygen saturation
9. Mfr. report number
A01i7081A

E. Initial Reporter

i. Name. address & phone #

2 Health professional?  {3. Occupauon 4. inital reporter also sent
Physician report 1o FDA?
R yes o N Oves Clro @ unk

Attachment 5
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Mt ADL17081A

**DWATCH Glaxo Wellcome M-

THE FDA VED:CAL FRODUCTS RLPORTING PROGRAM {Page 2 of 2] FOA Lise Oy,

B5. Describe event or problem (cont’d)

discontinued. Thres days later, she presented to the emergency rcom complaining of diffuse
weakness and was kept urnder observation for six hours and sent home. Her symptoms resolwved.
| The physician stated tha: the patient was compliant with regards to her medication and he

| considered the events to be pessibly related to the use ¢f alosetron.

B7. Other relevant history (cont’d)

| Condition Started Ended Centinuing
I Arnold-Criari syndrome 04apr2942 Unknown Yes
Irrizzble bowel syndrome Unknown Unknown Yes
i
1
1
1
1
1
i
|
I
|
1
1
1
|
|
Subrnission of a repor does not consttule an
T admission that medica: personnel, user tacilty,
r /A distriputor, manufaelurer or product caused of
Forr 35004 Facs.miit conirbuted to the evert

Attachment 5
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S st e v atvr sw
. A0117657A
—
ME [M/ATCH Glaxo Wellcome o
A
THL FDA MEDICAL PRODUCTS RLPORTING FROGRAM (Page 1 ol 2) FDA Use Ony
A. Patient information C. Suspect medication(s)
"1 Pauent denufier| 2 Age at ume . 3. Sex 4 Werght (Ib) | |1. Name (give labeled strength & mirfabeler, if known)
of event 507 Btemae ,; Lotronex Tablet
or ' UK _ talosezren hvdrochlioride;
. Datz - [Tmale -
"In conlidence of birth KK [Clunkrown
2. Dose / i ¢/ route used 3. Th ¢ date
B. Adverse event or product problem s Lireqnney [ loute Therapy dates
) 1 mg 7 Twice per day / ¥l 20Mar00 - 20Mar00
1 B Adverse even: ander [] Product problem Crax — iy
2 Outcomes auzibuted 1o adverse event 2 <2
fcheck all that apply} I:I disatxl b
[ cean ) ) 4. Diagrosis for use (maication 5 Esvent 2bated after use
) e (L] congenal anomaly ;) Irritakle bowel syndrome stopged or dose reduced
] Me<h oator 5 i required Ntz nention to provenl ) '
O et eater g o pemaarcnl imgaiment dzmage 12 #1 [ yes [ ro D gggf;«"t
| O hoseital 7aton - indhial or pra‘onged B cther Sep text ,..; ' doosn't
I = 'r__ T 6. Lot # (d knovn) 7. Exp. date (f known) Jyes Qo3 appy
3. Dateor 4 Luate ol _ =1 13 i e wared afte
1" vent, 21Mar26¢00 this report,  097un2000 : tione ‘ ; §. Even: reappeared after
=2 i
3. Descnibe event ol probletn “ N doesn't
l DESK COPY 9. NDC # - for product problems orly (i known) #1 0 yes [ o ] 5558
. £ OyesOred gg‘gﬁ;"‘t

v 2 30 vear 0ld femcle reported that she

L receiv “wo desas of alosetron (Lotronex) 0. Concomitant medical products and therapy dates {excluce trecatment of even?)
' tablets ainéd on the fcllowing morning wihile Atenolol UNK
r, she experienced scomach pains and Hydrocodone N

which became urbearable. She felc Hyoscyamine UMK
To have a bawel movement so she Sodium rabeprazole UNX

e ¢ the rostroom cf & fast food
: taurant. In the bathroom, she fel: G. All manufacturers
: i i felt

' na‘_.:sf_?a:e?:, I’_laa CO:!'C"‘. sweats, Cnll{s' : N 1. Contact office - name/address 2. Prone nurber
faint, and fel: sick. 8he called a friend 1-888-825-5249
; on her cell phone wio came to her aid. ext. 37070
ﬁne_rgﬁ:jji"i 't’]-.?; cui?ief%:.g: (g‘gg)b':'zznciilec Glaxo Wellcome 3 Report source
and while thay were there, s 2gan to - . - . 3 foreign
cworrlt lavge amounts of liguid.  (The patient North American Product Surveillance
i stated that she had not had breakfast that PO Box 13398 T study
: morning). She stated thac she was ulngbl:e to Research Trangle Park O Meratue
move and Zelt like she was dying. The EMS NC 27709
technicians tolé her that they were having a consumer
i hard time locating her" heart rate and pulse health
! ravte" and that her blcod pressure was y AT —- - O professional
| elavated. She was placed on supplemental 4. Date received by manufecturer) 5. 1107
oxvgern and transporzed to the emergency room 25Apr2000 (ANpAs 21-107 ] user facity
cortinued on next page . company
~ Tt IND, col # IND & O .
& Relovant tsis/laboratory data, including dates 6 protoce e representative
K PLA # [ distnouier
7. Type of report pre-1938 [ yes [ ofeer
O scay  [§) 15day oTC 0O ves -
preduct

O 1o-day  [J penocic 8. Adverse even: term(s)

s |Syncope
= |Increascd blood pressure
Weak pulse

O nibal & follow-up #

17 Other relevant history, meluding preexisting medtcal conditions teg allergees., race, | |9 Mir. repart nurmber Vomiting
pregnancy smoking and atcotol use, hepat oirenal dystunction, ete ) AD117657A Loss of mobility
iHistory oI high blcood pressure which had continued on next page

been well controlled with medicacion for E. Initial Reporier
years. Patienl had irritable bowel syndrome . o
. s - N t. Name, address & phone &
which cuased her to hawva associated pein and
. stemach problems which she treated with
~vdrocodone and hyoscvamine, respectively.

Submussicn ot a report does nct constitute an 2. Health professional”  |3. QOccupation 4, Iniual reponcrqalso sent
i , admrssion tha: medical personnoel, user facrity, UNK -} reportto FDA?
r distnbutor, manulacturer or product caused or Oyes Fno Oyess [Ine @&unk
Forr 35004 Facsmile contribulcd to the event
Attachment 5
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Mttt A0117657A

MEDWATCH Glaxo Wellcome B

THT TDA MUDICAL PRODUCTS RLPORTING PROGRAM {Page 2 of 23

FCA Use Oniy

B5. Describe event or problem (cont’d}
via ambulance. En roule to the hospical, she fazinted. The emergency room rmedical staf:
chought the eventcs were related to the use of aleosetron and alosetron was discontinued.

was given an injecticon of an unspecified medication so that she could rest and sent home.

She was not adwmitted. Wwhen she awoke the next morning, she felt fine, all svrptoms had
resolved.

B7. Cther relevant history (cont’d)

Condition Started Ended Continuing
Irritable bowel syndrome Unknown Unkanown Yes
Hich blood pressure Urtkniown Unknown Yes

G8. Adverse event term(s) {comt-’d)
Gastric pain

© Colic

Sense oI irpending deom
Sickness

Cold sweac (s}

Yausca

Chills

She

Submissicn of a repor dees not constitute an )
i ’ admissicn that medical persennel. user facilty,
r distributor. manutacturer or product caused or
Form 35004 Focsinle conintuted to the evert.

Attachment 5
Page 36



THE FDA MLDiCAL PRODUCTS RC*ORTING PROGRAM

A. Patient information

L. Patient wdentifier) 2. Age at ime
of event

3. Sex 4. Weight (Ib)

&Y

Kitemzle
o WK
Daze - [male
!In confidence of burth UN: Cunknown

B. Adverse event or product problem
& Adverse event and’or [ Product problem

Qutcemes attnbuted to adverse cvent
{chock gl that appl ;)

[ aean

[ we-aveatensy

D cisability
[0 congenu:al anomaly

[T requirea interventon o o-event
permanent impa rmentdamage

m hosg.al zahon - inir2? ¢ prolonged ix] olher See text

4 Dateof
this repodt.

i3 Dateof
| event
|
i

CLRpr23500 09Jun2009

. Desenbe event cr oroblem

DESK COPY

A Ed vear 0l& Zemale with a hastory of
" hypertension and seeing flashing lights of
six ronths duration reported that shs
received alosetron (Lotronex) tablets and
developed constipation on the second day of
use. Shs stated that the constipation
occurred every other day. Her dose of
alosetron was reduced to cone tablet every
ocher day and the constipation improved.
Approximately three weeks later, while on a
motor hore Trip, she expexienced right-sided
weaknoss and right-sided nurkness. She was
admitted to the hospitzl overnight. She was
dizgrosed as having suifexed az stroke and
placed on a creatment regimen of
spircnolactone {(Aldactone}, furosemigde
(Lasix), clopidogrel (Plavix), and numerous
anti-hypertensives. At time of reporting,
her condicion has improved as she is
currently only experiencing tiredness an
shortness of breath. She stated that her
nex:t doctor’s appointment is schedulec for
continued on next page

7. Othet relevant history, includmng preexisting medical conditions {eg. allergies, race,
pregnar.cy. smoking and alcohol use. hepatic/renal dysiunction, ete )

History or hypertension: swelling of legs

: when seated for extended periods of time (as

i in sitting in a car); endometriosis

! recguiring hysterectomy (ovaries were

i initially left but wore subsequently removed
due to advancing endometriosis): scarring of
colon due to endomecriosis; slight arthritis
in legs; six month history of seeing
flashing lights. On first episode. patient

continued on next page

Form 35004 Facw.mile

Submissizn of a repodi does nol constlute an
admission thal madical personnel, user facility,
disinbuter, manufacturer of product caused or
contributed 1o the event

EDWATCH Glaxo Wellcome

(Page - of 2}

= e g

A01183622

[ repors 3

UFDst repont #

FDA Usa Oriy

C. Suspect medication(s)
1. Name {g-ve labeted strength & mirfiabeler, if known)
Lotronex Tablet

fas .
m<

3 Therapy datss
=l 032prQ0 - 253Apr00

B2

2 Dose / frequency / routs used
L, 1 tablet / Per day /
' Cral

)

5. Eveni abated 2fter use
stopped ot dose reduced

doosn't
Klves (Ino 3 appf}

4. Diagnosis for use {(inc.cation)
.y Irritable bowel syndrome

ik

=2
43 es { ] no [ dogsnt
6. Lot £ (f xnown) 7. Exp. datc (it kaown} O yes D oo 5255
F1 None #1 § Event reappeared after
reint-oduciton
2 #2

#1 [Jyes Jro 233;’;,“"
#2 T yes[ned gggfg,"“

16. Cencomaiant medical prodects and therapy dates (exclugc treatment of evens)

9. NDXC # - for product problems only (if known)

Losarzan potassium UHK
Unknown UNK N
Conjugated estrcgens UNK 2
Hydroxyzine UK

G. All manufacturers

1. Contact office - name/address 2. Phone number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3 Report source
North American Product Surveillance 0O foregn
PO Box 13398 O study
Research Triangle Park ] tnerature
\l
NC 27709 & consumer
0 health
4 Date reeeived by menufacturer) 5. professonal
31May2G0C (AINDA ¥ 2:1-107 1 [J userfaciy
6, If IND, protocol # IND#* U ?g.;rrlgsa;gtauvo
PLA® O distrbutor
7. Type of repon pre-1938  [] yes O cther
[J s-day &) 15day oTC ] yes -
product
L] 1oday 1] penodec 8. Adversz event term(s)
: N Cerebrovascular accidenc
O lnniat K] follow-uo & Constipation
_ Weakness of sicdel(s)
9. Mir repont number Numbness
AQl18362A Tiredness
Shortness of breath

E. Initial Reporter

i, Mame. address & phone #

4 Inival reperier 2lso sent
- report to FDA?

Oyes Dro &k

3. Occupalion
UNK

2. Hezhth professional”®

Oves Fno

Attachment 5
Page 37



MEDWATCH Glaxo Wellcome

THE Fi>Aa MIDLCAL PRODUCTS RFPOQRTING PROGRAM

(Page 2 of 2}

]

AD118362a

UFRDsE repont 8

FDA Uge Onty

B5. Describe event or problem {cont’d4)

July 2000.

B7. Other relevant history (cont’d)

presented to her ophthalmologist whe was unable to determine eticlogy.
episode of seeing flashing lichts,
emergency da2partment where hex blood pressure was found to be 169/54 mm Zg. Numerous food
allergies iacluding corn, rice, barley, lentils,

her general practitioner. On second

B7. Other relevant history (cont’d)
Conditiorn

Irritable bowel syndrors
Circolazory problams

Blood pressure changes

ivpertension

rosd allergies

shrimp,
Starced Ended
Unknowr Unknown
Unknown Unknown
Unknown Unknown
Unknown Unknown
Unknovmn Unknown

and apples.

Continuing

Referred her back zo
she presented to the

Submission of a repont does not constivie an
i ’ admission ihat med.cal personnel, user tacity,
r distributor, manufacturer or product caused or
Form 350CA Facsimte contributed 1 the event

Attachment 8
Page 38



B R T TR TIET AL 2,
AD2183682

MEDMTCH Glaxo Wellcome R A

THLC TDA MEDICAL PRODUCTS REPORTING PROGRAM {Pacge 1 of 2) FC:A Usa Oniy|

A. Patient information C. Suspect medication(s)

I. Patient identifier| 2. Age a: ime 3. Sex 4 Weghe (Ib) . Name (give labeled strength & mirfabeter. f known)
of event SY Ricmele .| Lotroncx Tablet
or - | UMK {plosetron hvdrechlorides _ _
. Date UNK Omate | 2
" In conhdence of birtn ~ | Dunknown
2. Dose ! frequency / route used 3. Therapy dates

. Adverse event or product problem L I mg / Twice per day / i 04APrO0 - 06APT0
it & Adverse event andier ] Preduct problem Orxel -
2 Qutcomss attnbueed to adverse event =2 =2

weheck al thae agehy) Dc‘sdbdl‘y - _ —
I Daean o 4. Diagnosis for use findicaton) 3. Esent abated after use
i o 0] congosat anomaly ;) Irritable bowel syrndrors stopped or dose reduce:]
! da by o gmel QLIRS intervenkon 10 peve~t [ ¥
| [ weateearering u sermanent impa rmentdamage Ly # Ky J ESEF}"‘
i ] nospauranon - nal or proworace ] other uy - n dousn't
H A 0 S
- 3 — 6. Lot & {f known} 7. Exp. dete (¢ known) #2 Dves {Jno[] apply
o 06ApT2000 e, 09Jun2000 F1 None #l 8. Brent reappeared after

event DI ~ this report, = > P — relnzrodection
3. Descnbe event or prodlem M e es doesnt
! DESK COPY 9, NDC # - for product problems only {if known} =1 OyesOnofg pply
! 32 OyesOreO ggbﬁf“

%L gas: roer.:e:ologist reporied to a szles

renresentative —hat =z female in her 10 Concomitant medica? producis 2nrd therapy dates fexcluds treakment of event)
mid-{iZites received alosetron {Lotronsax) Evéroxvzine nhydrochloride UNK
tanlets and after 48 hours of therapy Lisinopril UMK

devalicpad ischemic colitis reguiring HET UK
hospitaliization for two days. Alosetron was
discontinued. '1""e gastroenterologist Zelt

t}le e.'\.re::_ﬂr...z almost certainly related to G. All manufacturers
the use c: a osotro:j.. - . | Contazt office - namefaddress hone number
Subseguent inzormation from & nurse in the i 888 395 5249
gastrecenzerologist's oifice revealed that a ext. 3707
5% vear cld female received alosctron Glaxo Wellcome 3 chonaource
(Lctreonex) teblets and after 48 hours of T . i . farern
tne;a:w anélopeé abdomingl pair, change in North American Product Surveillance 0 torergn
urgency of bowel movements, and PO Box 13368 O siudy
. macroscopically bloody diarrhea. She ) Research Triangle Park O] ierature
+ presentad to the emergency room. Diagnostic NC 27709
i tests revealed an elevated white blood cell (O consumer
| count (22,000} and elevaced eryvthrocyte f
_ = eallh
: sedimentation rate (29 mr). She was . - professionat
| admitted and placed on metronidazole 4. Date received by manutacterer| 5.
therapy. €7 scan revealed slight mucosal 17apr2000 (amnpae 21-107 | [ userfaity
gontinued on next page - compan
—= 6. 17 IND, # IND Y
6 Relevent wstsJaboratory data,ncluding dates ? ND. protocol & * & represciative
i Tests/labs: Colonocscopy performed on . PLAZ .| [ distutor
S4Apr00, prior to the start of therapy with Pt —
alosezron, was consistent with yp P pre-1935 [ ves 7 other
pathologv/histology of irritable bowel ’ e 5
| syndrom=. WBC count at time of admission O sday & 15day o Oves § —
| was 22,000. Count had dropped to 19,000 at . produ= (R
; time of Ql.‘}charge. ErYtl:'Llroc‘!te - O 10-day [ penoce 8 Adverse even: term(s)
! sedimentation rate was elevated at 2% mm. Ischemic colitis
! 8tool assays were negative for Clostridium & inval [} follow-ug Bioodﬁldiarr}{;ea
' continted on next page abhdominal pain
17 Other relevant history, including preexisting medical conditions, (eg allergies, race, 9. MIr. report number Leukocvicsis
pregnancy, smeking and alcohol Lse, hepatic/renal dysfunction, ete.) 401183682 Mucosal alteration
No historv of drug allerxrgies. continued on next page
E. Initia! Reporter
1. MName, address & phone #
i
i
Submission of a report ¢oes not constilute an 2 Health professional? |3, Occupauon 4. Inntial reporter lso sent
i ' acmession that medical personnel, user facility, Physician report to FDA?
r cistnibutor, maautaciurer or product caused or X ves D no O ves Clns R unk
Fom 35004 Fagsmile tentninuted o the event
Attachment 5
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MY coport 4

'MEDWATCH Glaxo Wellcome S foiissen

THL FDA MIDICAL PRODLCTS RLPORTING PROGRAM iPage ? of 2!

F DA Use Only|

B5. Describe event or problem (cont’d)

was 1%2.000. The nursc raported that the event was an "ischemic attack" and was noc
ulcerztive colitis as the patient’s prior colonoscopy did not rewveal signs of ulcerative
colizis. No repeat colonoscopy was performed during the petient’s hospital stay. The

felt ©o be related to the use of alosetron.

B6. Relevant tests/laboratory data (cont’d)

P @ifficile toxin, negative for ova and parasices. Microscopic stool exam reveazled rare WRC.
Steol cultures grew nexrmal flora only (negative Zor bhacterial pathogens). CT scan revealed

slight rmucosal irregularities of transverse colcn possibply related co ulcerative colits.
thickening in lcoops of smell intestine.

irregularicies in transverse colon possibly related to ulcerative colitis. Repeat WBC count

patieant recovered and was discharged to home. Alosetron was discontinued. The events were

Mo

Starced Ended . Continuing
syndrome Unknown iInknown Yes
Post-menopausal Unknowvm Unknouwn Yeés
Evpertensicn . Unkrown nknown Yes
' G8. Adverse event term(s) (cont’d)
Increases ESR
Urgency ©f defecztion
Submissior ¢ a report dees not censttute an
i ’ admission that med.cal personnel, user facility,
r distr.butor. manufacturer er product caused or
Form 35004 Facumile coninbJted ¢ the cvent
Attachment &
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MRt AG118717A

MEDWATCH Glaxo Wellcome S

THT EDA MEDICAL PRODUCTS RLPORTING PROGRAM {Page i of 2} FOASO Oy

A. Patient information C. Suspect medication(s)

Patien: identifier| 2 Age at time 1. Name {grve labeled strength & mirflabeler. i known)

3. Sex

4. Weghe (Ib)

[
| of event: Adult R temale { Lotronex Tablet
X or INK _{xlosetror hydrochloride)
i Date U"ﬂ:{ I:lmalc 2
, In cenidence of birth e Flunnown
[ 2. Dose/ frequency / rovte used 3 Therapy dates
B. Adverse event or product problem L1 me 7 Twice per dey / L Unionoun — ADEOO
i & Advesse event andfor ] Produst problem Oral = . . =
I Quicomes aunbuted o adhorse event e 2
tchees alt that a2l D & sabity
‘ ] ceatn o | 4. Daagaosis for use (indication) 5. Event abated after vse
| e e — [ congenial anomaly 4] Irritable bowel syndrome stepped or dose reduced
tée-lhoaten o ] required intervent-on 1o prevent e .. oc '
[ #e-tuesten g O e TS st L5 41 . O yes CIne T gggﬁ"nt
[ howr el 2ation - s 2l o p fonged [ ether - dossnt
P Td () no d
T RETTY 6. Lot # {if knowa) 7. Exp. dase (f known) D yee Do 00 35%
i Dazo ate of . “ n -
evon: 2pr2505 this report, 00Jun2000 1 Nonsa # 8. Event reappeared after
- - T reintroduction
5 Descnbe cvent or preblen - — s doesn't
DESK COPY 9. NDC = - for groduct problems oniy (If krowi} #1 O yes O oo [ appgf
27 doesn't
2 Tyes[Onel] goes

A physician reportoed to a sales
rapresentative that an adul: Zemale received
zlcsetron (Lotroncx) taklets and experienced TNK
chest pains 15 to 20 minutes siter every
dose. The patient was hospitzlized.

" klgsetron was discontinued. Cuitcoms not

1 kagwn et Time oI reporting.
G. Al manufacturers

10, Cencominant medicat prodecis and th-rapy dates (exclude tredtment of avent)

1. Contact office - name/address. 2. Phonc number
1-888-825-3249

ext. 37070

Glaxo Wellcome 3 Report souzce

North American Product Surveillance T foreign
PO Box 13398 [O study

Research Triangle Park 0O erature
T
NC 27709 O consumer
o health
i 4. Date received by manufacturer{ 5. prafessional
' 1253pr2000 (nDAs 21-107 | [ usertacilty
) - 3 P . company
6 Relevant tests/iaboratory data, .ncludng dates 6. If IND. pretacol IND —_—- ® representalive
UK PLAR O distributer
7. Type of repont pre-i938  [J yes O other:
[0 sday [ 15-day oTC O vyes R —
produc:
O 10day [ penode 8 Adsverse svent teemis)

g .
& iniwal [ folow-up = Chest pain

7. Other relesant hustery., including precxisung medicel conditions (eg. allerg.es. sace, | % M. report number
pregnancy, smcking and a‘cohol use, hepatc/renal dysfunclion, ete.) AQ118717A

.No cardiac history.
E. Initial Reporter

|
! 1. Name, address & phone #
i

Subrission of a repert does not constitute an 2. Health professional? |3, Occupation 4, Initial rcponcrqalso sent
i ’ admission that medical persannel, user facility, Phys ician - repert io FDA?
r distributor, manufaciurer or product caused or Kyes (Ono Cyes o [K uk

Forr 35004 Zacwimile contributed to the event.

Attachment 5
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“DWATCH Glaxo Wellcome

THL FDA MEDICAL PRODUCTS RLPOGRTING PROGRAM {Page 2 of 2}

Mrmen s AD118717A
UF/Dw~ report
FDA Uso Only|

B7. Other relevant history {(cont’d)

* Condirion Started Ended Continuing
. Bronchitis Urniknown Unknown Yes
Irritzole bowel syndxome Unknowsn Unknown Yes
i
1
I
i
i
.
i
I
Submuss-on of a report does not conslilute an
i ' admission that medical personnel, user fagilily,
r d.stributor, manulacturer or produst caused or
Form 35004 Facsnule contripuied to tne event,
Attachment 5
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MEDWATCH Glaxo Wellcome

THC FOa MCDICAI PRODUCTS ROCPORTING PROGRAM {Bage

A. Patient information

2. Age at time 3 Sex 4. Weight (Ib}

of event’

1. Pauent wdenufier

61y

i g.emale 106.1
| Dae | {lmale
| In conudence ! of buh ~2Jullgel | | {CJunknown
Adverse event or product problem
1 B Adverse even: and.er ) Product problem
[2 Quicomes sunbuied 10 adverse ereat
{eheck a lhat apply) D sy
Deean .. . [ cengen Lat aromary
| ] Methrearonng [ requrec iniervenucn to prevent
pemanont Irpament'danage
ﬂ hogiahzalion - nte | or prolonged i:l olar
3 Dawof 4. Dawe of
event. 29.’:?1’2000 1his report 09Jun2000

|
H
|5. Desenbe event or problem \
|

DESK COPY

' A gastrcoenterolegisc reported that a 61
vear-o0lé fenale with a three vear history of
diarrhaa predominanc irriczeble bowel disease
receivad a.osewron (Lotronex) tabiets for
asproxiranelv two ané one hali weeks wirhout
di1fiiculity. She then developad severe lowsxr

w

abdoningl pa;1 (more soverc than her usual
abdoninal cramps), diarrnea, nausea and
vomiTing. The patient éid not have rectal

rebound tenderness. She was sesn
ician's oifice the fcllowing Gav
and hospitalized. nxosetron was
discontinuecd. Lactate lew was noted
elevated. Cthor labs 1nc1uq1ng stool
cultures were normal. Abdominal x-rays
showed non-specific findings. Computerized
tomography showed a fairly normal color, buc
there was 51gn*f1cant edema of the small
bowel as well as thickening of the wall of
the small bowel, particularly of the distal
jejunur and proximal ileum. Moderate amount
of zpdominal ascites noted. Biopsy not
continued on next page

b1=éd'ng or

in the phvsi

o be

6 Relevant esisfiacoratery data, inc’uding aates
Lab results: Stocls heme negative upon
adnission to nospital; sctool culture Zor
. bacteria., ova and parasites, and C.difficile
' toxin all negative; WBC normal; liver panel
| including amylase and lipase normel;
; thrombosis panel not done; lactate level in
! emergency room 01Mayv00 was 2.1; lactate down
. to £.% on (4May0%; abdominal x-ray was
{ nenspeciiic and showed guestionable ileus
continued on next page

7. Other relevant histony, inclading preexssting medical conditions (eq. allergics, race,
pregnangy sroking ard akcohol use, hepatic/renal dysfunct:on, elc )

History: Irritable bowel syndrome for three
years, diarrhea predominant; depression;

. anal sph-hcterotOﬂv one month earlier for
anal fissure; hemorrhoids, diverticulosis;
possible migraines (reporter believed
patient nad rcceived sumatriptan in the

- past); pancreatizis three years earliecr; no
nistory of diabetes, no heart or vascular
éisesasc, ro history cf thrombosis; no use of

Submissicn of a repart does not constitute an
admiys:on that medical personnel, user facility,
distributor, manwactyerer or product caused or
contrbuted to the event

continued on next page

Form 35004 Facsume

201197162

s VU oavue J

Mx erDOﬂ []

UF/Ohst eport 8

1L of 2
C. Suspect medication(s})

1. Name (gve labeled strength & mitAabeler, if known)

Ly Lotronex Ta ablet
(Rlegerron hydrochloride!

FOA Use Oy

3 Therapy dates
%l 13ADr0C - 29a4prQ0

F2 I*?.

2. Dosc/ frequency / route used
.. 1 mg / Twice per day /
" Oral B

4 [hzgnosts for use (ind cation} 3. Event 2bated after use
.| Irrizeblc bowel syndrome stopped or dosz reduced

-- je1 B yes Jno ] appfﬂ't

9 ‘

f:'a es [ no 2
6. Lot = {f known) 7 Exp. date (1 known) D1 ves O o0 32557
~ bone =l 8. Eventreappaared after
2 x2 remriroduct:on

1 OyvesOrne () appf n't
# [ yes I na [ 50557

10 Concoratamt medical producis and therapy ca‘es (exclude treatmoent of event)
Clonazepam Years
Nefazodone & Years

4, INDC # - for preduct predlems only {f known)

~ydrochlorice

G. All manufacturers

1. Contact cffice - name/address 2. Phone number
1-888-825-5249
ext. 37070
Glaxo Wellcome 3. Repert source
North American Product Surveillance 0 toregn
PO Box 13398 O swdy
Rescarch Triangle Park [ werature
NC 27709 [ censumer
m health 3
4. Date received by manufacturer| . professional
26May2C00 (NpAwr 21-1C7 | [ usertaciky
T " gompany
G. If IND, protocol # IND & O ,opré’serfmve
PLA#® [ astrisuter
7. Type ol report pre-1938 [ yes 3 other
O s-cay [X 15day oTC 0 ves — ——
product
O 10-day (3 penocic 8. Adverse event terma(s)
. z - Acute enteritis
R X follow-up £ 1 . N
O tawmal follow-up _1 |[Abdominal pain
Neusea
9. Mir. report number Vomicing
AG119716A Bowal edema

continued on next page

Initial Reporter
i Name, address & phone #

2. Healih professional” — |3. Occupation 4, Initial rcpﬂnc-'qako sent
Gastroenterol. report 1o FDA
Ryes Lro Oves Ono K unk
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MEDWATCH Glaxo Wellcome

Tii: IDA MCO'CAL PRODUCTS RCPORTING PROGRAM {Page 2 of 2)

FDA Usa Only

B5. Describe event or problem (cont‘d)

performed. The ciagneosis, according to the gastroenterologist, was acute entexitis
possible infecticus or possible ischemic origin.
intraver.ous ciprofloxacin and metronidazole.
remained hospitalized. The reporiing physician considered the events to require
intervention to pravent a serious cutcome.

B6. Relevant tests/laboratory data (cont’d)

vs. small bowel obstruction: abéominal CT scan showed that colon was fairly normal,
small towel was rarkedly abnormal with significant ecdema and thickening of the wall
distal jejunum a»d proxixal ileum. Findings may be duc to infectious enteritis,
inflammatory bowel disease or possibly ischemia. HNe intramural air was seen within
rhickened arnd distended bowel loops. Wo evidence of obstruction seen.
ascices noted. 3iopsy not periormed. Endoscopy not performed.

of

mut
o3

zhe

The patient was mede NPC and treated with
She had improved at the time of reporting but

the

Moderate amourt oF

| B7. Other relevant history {(cont’d)
i couradir, heparin, NSAIDs, antibiotics, amphetamine or cccaine.
| B7. other relevant history (cont’d)
! Condition Starced Ended Continuing
+ IBS i99y Unknow: Yes
; Biarrhea 1997 Urknown Yes
' Pancreavitis 1997 Unknowm No
Ractal surcery 2px2000 Unknown No
Depressiocn Urknown Unknown Yes
Diverticulosis Unkaown Unknown Unknown
Horerrnoicds Unknown Unxnown
 anzl fissure Unkrown Aprifgs Mo
, Possible wigraine Unknown Untknowr: Unknown
+ Cholecystectomy Unknow:: Unknown Yes
HysterecIomy Unknows Unknown Yes
i G8. Adverse event term{s) (cont’d)
i Inc.serun lactic acigd
Ascites
i
|
1
1
,
i
]
I
I
I
1
|
)
i
Submission of a repart dees not constitulc an
T admission that medical personnel, user facilty,
r A aistrbuter, manufacturer or product caused or
Form 350G+ Facsimife contntuied to the event
Attachment 5
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THC FDA MIDICAD PRODUCTS REPORTING PROGRAM

A. Patient information

|. Paticar adentifier| 2. Age at ime
of even?

5. Sox
Riemale
Omate

4, Weight (Ib)

or

UNZ

EDWATCH Glaxo Wellcome

(Page

Saip e S - gras =y war

Wt repor #

ACi20076A

v 2y

UFThst reoot &

of 2)

C. Suspect medication(s)

. Name (give labeled strength & mirlabeler, if known}
Lotronex Tablet

{dlosciron nydrochioride)

FTa Usa Oniy|

Date - 2
In ¢enfidence of birth 28Decl92l [ Junknown 5o
. Dose ! frequency £ route used 3. Therapy daies
B. Adverse event or product problem 1 hg e cn per dey s : ,;Y‘(’io  lavo0
& Adverse ervent andor [J Product problem * Ora —_— i ey
12 Quicomes atnbuied 0 adverse event 2 [
(eheck o'l that apply} [T dsatrhy .
[ dear. S < Dragnosts feruse (ndicator) 5 kventabaied after use
e e S“"g"‘“““ ma L, Irriteble bowel syndrore stopped or Cose raduced
. Slodlhreciening required 1nle~ventksa to prevent .. " - '
. D elhreciening pemaren* rf umestdanage 1 il m yes D na D gggﬁ."
K] bosotahza® on - it 2 preicaged ] otrer ’.,_-,— s [T no [ doesn’t
s T 6. Lot # {If known} 7. Exp date {f krown) | O yos L o 0] 2585
3. Date ¢ . Date of L wane i« . " -
™ evenr 01May2000 | tmsrepox  09Jun2000 F1 None 1 & Event reappecred after
. ] #p’ - - |
5. Deseribe event or problem - i . doesn't
’ 9 NDC # - for product problems orly (if known) #] O yes (Fro &7 appﬁ'

DESK COPY

£ poysician reported that his 76 wvear-olé

#2 ] yes [J no ] dogpn"

wife received alosetron {(Leotronex) tablets
to at irritable bowel symdrome with good
results iniciallv. After approximacely
saven woeeks of therapy, she experienced
increased bowel symptoms (frequency) with
incontinence. The next day, she developad
severe hrogressive abdominzal pain and

o
XS

10, Concomitant madieal products anc therapy dates (exclude treatment of event)
1y '

Digoxin M
Estrogen 35 Years
Chiorpheniramine mzlezte UKK
Verapanil UrK

continued c¢n next vace

G. All manufacturers

s T Vel b - . . i
disorientation. She was hospitalized ia 1 Contast office - name/address 2. Phone number
intonsive care; all medications were 1-B8R-825-5249
discontinued. An elecctrocardicgram on the ext. 37070

| moraning of admission showed marked ST Glaxo Wellcome 3 Repeetsource

| segment ischemic changes, but a repeat EXG . . " [ forergn

| that afternoon was normal. Her white biood North American Product Surveillance

| cell count was elevated, but there was no PO Box 13398 O stugy

| bleeding. Red blood cell count and Research Triangle Park ] Merature

! hematocrit were slightly decreased. All NC 27709

' other labs and tests were normal. According [ consumer

' o the reporter, the patient’s Internist hea'th
Fole evme i od 2 . o heal
felt that in the absence of a diagnosis, a + D 3 - = professional
mesenteric arteryv thrombus or acute - Daterecened by manufzcterer | 3. . o
mesenteric ischemia was a reasonable 09May2000 paNoax 21-107 0 usertaciiy

. continueé on next page company

S 5 .1f IND. = IND # O é

6 Relevent esisfaboratcry dezz.includ ng dates G IE IND. protocol # - representative
Tests: Wwhite bloed cell count on admission PLA # ] [0 distatutor

| was greater than 20,000; ches:t x-ray and P F—

| cardiac eche normal on admission; EKG showed ||+ /FeOITPO pre-1938 [T yes [T other

| marked ST sccment elevation, but repeat EXG

i several hours later was normal; all labs O 5dey & 15day gggu,: O ves

, normal except RBEC and he}"catocrit slightly 104 g - [—

| decreased; colonoscepy three days after 0 10day ] penodic 8. Adversc event term(s)

; admission showed nc ischemia. Thrombus:mesentery artery

: &) it [ follow-up # Ahdeminal pain

— |ADaomin pax

| — _ Inc.freg.bowel movements

"7 Otner relevant history, including presxistung medical conditions (eg allergies, race, | |9+ MT. repor number Leukocytosis
pregrangy. smoking and aleahol use, hepatic/renal dysfurcticn. ete ) EC120076R2 Disorientation
History of both cdiarrhea and constipation, continued on next page

irritadle bowel syndrome confirmed by
colonoscopy one and one half years ago;
during a colonoscopy as part of an
investigation for iron deficiency anemxia
cight years ago, sigmoid colon was ruptured
leading to & temporary colostomy; three
montns later during the colostomy take-down,
the ancsthesiologist punctured the

continued on next page

E. Initial Reporter
1. Name, address & phone #

Submission of a repart does not constitute an 2. Healsh professional?  |3. Occupation 4. Imuat repor:erqalso sent
i ' admission that med.cal personnel, user facilly, Physician repost 1o FDA?
r distnbutor, manufacturer or preduct caused or Kyes One Byes [Ino [:I unk
Fonm 3500A Facarv'e contr:buted to the event
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MEDWATCH Glaxo Wellcome —

THE tDA MIDICAL PRODUCTS RLPORTING PRCGRAM {Page 2 of 2) T34 Use Oy

|BS. Degcribe event or problem (cont’/d)

' possibility. She was treated with low molecular weight heparin. A colonoscopy performed
| three days after admission showed no signs of ischemia. Symptoms resolved and she was
‘disbnhrged from the hospizal after five davs.
|
I

B7. Other relevant history {(cont’'d)}

innominate artery which resulted in bleeding into the right pleural space; many medication
zllergies: pOSS 1ble corp*ooorohyrla, hyrertension; occasional dependent edema; endometriosis
many years ago treated with radiation therapy; during workup for rossible gallbladder
diseasr nino vears agce. an echo of the kidney revealed carcinoma in situ; cholecystectomy
1998; apperndectomy in past; no CIEF, no history of infarcts; nc rectal bleeding.

B7. Other relevant history (cont’d)

Condition —arted Endead Continuing
, Carcainoma in situ 1991 Unknown Unknown
| berforation cf ezc"o_u colon 1992 Unknown No
! Tyxon deficiency anemia 1992 Uriknown Unknowrn.
! Colostory placement 1992 Unknowm Ne
|Colesxawu revarsal 19092 Unknown ¥o
! raoparat:ve artery laceration 19¢2 Unknown No
' IBS 1908 Urtknown Yes
. Surgical remcval of gall bladder (cholec 1998 Uniknown ¥o
. Diarrhea Unknown Uniknowm Unknowm
| Constipazion Unknown Unknown Unknowt
| Drug zllergy Unknown Unknowm Unknown
| Porphyria Unknown Unknown Unknown
| Ivoertension Unknown Unknown Unknown
| Dependen: edema Unknown Unknown Yes
' Endometricsis Unknow: Unknown Ne
Radiacion therapy Unknown Unknown No

|
! Aopendectony Urnknown Unknown No
i

! C10. Concomitant medical products (cont’d)

ramlodipine UNE
Diuretic UNK

G8. Adverse event term(s) (cont’d)
Incontirence 0f faces

. Decreasad nematocrit
Eryzhrocytopania

Elevated £1 segnment

Submissien of a report do2s not constitv'e an
i , aarmigsion that med.cal persennel, user ‘acility,
r distnbyior, manclacturer or product ceused or
Fon 35004 Facwrmie corintuted lo the everd.
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MEDMTCH Glaxo Wellcome S _avla069n

THT TDA MTDICAL PRODUCTS REPORTING PROGRAM (Page 1 of 2} FDAUsn Ony

A. Patient information C. Suspect medication(s)
1 Patientidentifier| 2 Age at time 1 Name (give labeled strength & mirlabeler, if known)
of event: 3Ly L, Loctronex Tablet
UNK __faloserron nydrochloride)

2

5 Sex
Ofemale
Emale

CJuaknown

4. Weight (Ib)

Data

ofbimn  UNK

In conhdence -
2. Dose/ frequzncy { route used 3. Therapy daies
1l mg / Twice per day /
el %] Mar0) - 11May0
| ® adverse event andfor [ Preduct problem P ._i. —— . — ' y00
{2 Quicomes a'tnbuted 1o adverse event F2 =2
| wshack althatapo} [ esazinty
I [J ceamn 4 Dragnosis fer use iind.cation) 5. Eveat abaed after vsz
! o2l . [ sengentat ancaaly - Irrizable towel syndrome stepped or dose reduced
' 1 et reg . G FC3 Nlen BLLON i Provent [ - . coesn't
: E! FeTeaen D pc‘.:rnanenrmpmﬁcnr.'dn:r'agc - i E yes D ne D appr
E K} R350 17128000 -1 bal of pro'znaed D clhe~ #?_ o5 na dogsn't
: —— T 6 Lot % {f known} 7. Exp. date {if known} D yes Ona{] appiy
13 Date of 4 Daie ol 41 None L1 "
o MEvD i o 09Jun20 i = 3 Event reapreared afler
event 2v2000 thzs report, < 0o s reiniroduction
42 b
5. Descnbe event or problen es [ no B doe n't
DESK COPY 9. NDC % - for preduct preolems oniy (f known) s Dyes ] F
] £2 [Oyes [Jnof7] appF n't
2 34 year clid male reported that he received . -
zlosecron (Lotroncx) tmablets for 10 Concomitant medicai products and theraoy dates (exclude treatment of event)
' eporoxitately two months and developed Mo concurrent medication UMK
severe headache and nauvsea. After three
davs oI endu incr these sywptoms, he
prescn':eﬂ to his physician who diagnosed him
with & bacterizl Infaction. He was
prescriped antioiotics, anti-naussaa G. All manufacturers
P : ] s s
fr"‘?dl“‘?“"o*l’ and paicki "" ers. Upon taking 1. Contacl effice - name/address Phone number
nis firs: dose of these medications, the 13333255249
patianl vorited. e discoatinued alosetromn. ext. 37070
The Zollowing cayrntzfnLglihilT?\toginﬁv Glaxo Wellcome 3. Report source
nersisted, he presented t 2 energency W - TS T £ foregn
»oom. He was admitted and ¢iven intravenous North American Product Surveillance
£luids and en empirical regimen of PO Box 13398 3 stugy
a:}tibio:ics Subbeque::\,lv he was diagnesed Research Triangle Park ] iterature
wizh viral spinal meningitis. He was NC 27709
, Eischarged to home alter three days. Ee & consumer
; stated chat ha feels better but has not health
conpletely recovered. The reporter did not o e = 5 o professional
' consider that the meningitis was related to aic recerved by manulacturer| . .
I the use of alosctron. 18May2000¢ anpay 21-107 1 [ usertaciuy
company
6. 1 IND, prowcal # IND # O
|6 Relevant testslaboraiory dale.inclucing daies ? prot — representative
- UK PLA G — O distanbuwoer
7. Type of report pre-1938 [ yes O other.
{0 s-day [& i5-day oTC £ yes
product
[ rogay [ percde 8 Adversc event term(s)
Viral meningitis
imual follow-up & - M
@ tmwal [ “P¥__ |Headache
- Nauseaa
7. Other relevant history. including precxisung medical conditions {eg 2kergies, race, | [ Mir. repont rﬂ.nmbcr Vomiting
preqnancy. s~ching and alzohol use, hepat crrenal dysfuncton, ele.) 201206978

See attachment
. E. [nitial Reporter

!, Name, address & phone ¥

Submission of a report does not constilvie an 2 Health professional? |3, Qccupation 4, Iniual rcplé)gc.'qaiso sent
i ' admisswon that medical personnel, user facility, UNK report to FDA
r distrinutor, manulacturer or product caused or Oves Fro Oyes [Ono X unk

Form 5004 Facsmile contrbuted to the event
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MEDWATCH Glaxo Wellcome  foer
THE TOA W7 DICAL PRODUCTS REPORTING PROGRKAM (Page 2 of 2V £DA Usa i
¥
* B7. _Qtl:ler relevant history {(cont‘d)
Condivion Started Ended Continuing
Irritable bowel syndrome Unknrown Unkrown Yes

[RA

Form 35004 Fagsimide

Submiss.on cf a report does not constitiie an
adrissicn that medical personnel, user facility,
distriouter. manufacturer or product caused or
conir buted o the event

Attachment 5
Page 48




Figure 2.
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LOTRONEX

PrescEi_Bing Information
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Patient Package Insert

Appendix A-1
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Appropriate Use Program

PATIENTS

Phase 1

See important
Information Inside

Figure 1.
Sample Pack

Attachment 86
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Important Infarmation
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LOTRONEY .

Figure 3.
“Important Information”
Card



pEQIT
Dy
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Figure 7.
Symptom Diary

-LOTRONEX

1-800-LOR-LMIP
WHW.XXX.COM

Figure 6.
Magnet
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2

| Brechore
.| e

R L ROMEY

Figure 5.
'Patient Brochure

Appendix A-1

A

Appropriate Use Program

PATIENTS

Phase 2
(Precise packaging to be determined)

See Important
Information Inside

Figure 1.
Sample Pack

n

1 BUSINESS REPLY MAIL
e -

Figure 8.
Business Reply Card

Direct-to-Consumer Mailings Newsletter
{See following page]
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A-1

(Referenced in Figure 8)

Joan Q Pubilc

|- [} 'I' U N i XG 1234 Marn Streot
i'_' Pioasant e ghts 1L 8G307

3!033“’Cﬂ HC!) TR TR N R R R TTH TR RHITT

.f_“q-'""--.

oS
Brevi vel toto IMPORTANT INFORMATIONCS
rene i

est IuNnior anno. Leotronex is...

« Only for wemen oy

.__."M.____-)'
. s
* Only for you of your man Gowel & ~ 3
symptom s dlarrhiea \_7‘ ) S
Sear Joan Q. Public.

fLotronex is NOYT for un LLJ\

« You are ¢constipated most of 'tht‘-ll..']lt‘ -
il J

3ieni ve lolo sl Lmor anno Uter sermesso, caudacque pilos vl
“-h.
+ You are currently constlpatf’?]“ ‘J

aguinae padlatim velio unurn demo cuam unum St meora ules.

W uIPa POSmAta reddil seire volm charts parficl quotus et um + fou have hed o serious nteg Tﬁ,'ﬁﬂ(; f

preb'am n the past .
Quotus ar egal annus -’—""‘":.
. A LT
“or - £
For your aa/cty... L
- . . {d
Seripto- aehing recdil misse annes centum qui dgorit » The most common sﬁ?"’_,eﬂe.’ '-1:

1$ censtipation. In rar,’g éasz?-
constipation resulxed-l._‘ 4 R OuS,
Iniest:nail proofem  Cal your O doctor
PLAUTUS AD EXEMPLAR SICULI PROPERARE ERPICHARMI If yeu become congUpatad,

If you experience a r}a&e"\\_?dm.
worsening of abdemipa b

. ; . or f you se¢ bleod in tha w,
annds.” Quid. qu deperatmms perfectes J@ne mense vel anno? this may be a sign 6 us
“Iste ourdern veterss mter 2 netur honeste, qui vel menss brew vel iniestiral nrob|em._s_|_o§
Lotrenex and call -do_‘.ror

r.ght away F\S\ ™ v’

nter parfectos veleresque 1efar debal an inter perfeclos novos?

Cxeludal wrgez finis, "Est vetus atque probus, cenlmn qui perfict

ote esl wnmier annc © Utor parmisso, caudazgue nisi pilos i aguinae
saddatim ecllo et virtutam, dema stiam unum, Sum cadat elusus
rauoinge ruents acervi, auw fedit in fastos et wirtutem aestimat anmns

iraturcue qibn st guod Limtina sacravit

Hos adiscil el hos arte stipate theatre spectat Roma potens,
habet hos sl NUNGTEWYUS poeLas ac ambigiur tempus vl
Seriptons a% agvo.nterd.m volgus rectur videt, esl ul: péccat
Si vateres ita miratur iaudatgue poetas ul rihil anteferat

bl s comparst, eirat.

Letter will reinforce the appropriate patient selection
and side effect information via the call cut box on
the right hand side. Final letter to be cleared by
DDMAC.

(over plzase;
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A-1

(Referenced in Figure 8)

Enntus et saoines ot forils et alier ome-us, ut ciiticl dicunt 1evier curare

VICREUr, 4Uue Dramissa cad4nt at somnmia Pythagorea

Naevius in manibus non est et sarctium mentitaes haeret pacne recens?
Adego sanctum est velw:s omae pogina Ambigitur guouens, uter uire sit prior,
aufert Pacuvius docl famam sems Accius alti. diclur Adigni Lega convenisse
Menandro, Plautus ag esemplar Sicull properare Epicrarmi S guacdam nimis
antique, s perague dure dicers credit cos ignave muita fatetue, et sapi et
mecum tacit el lova id cat acquo

BREVE VEL 1070 £5T HWNIOR ANNO

NON equider insector delendave carmima Lwi esse reoi, sad evendata
vidert pulchracue et exaclis mivimum dsstantia miror

Inter quae verpuim crmicuit Siforte decorum, ot bi wel sus PAulo Concmmor s
ot alter Iniuste totum ducll venditgue pozma ndgnor quicquain reprehenc,
non quia cr dsse compositum lllepedeve puteiur, sed gqua nuper. nes venias

antgus  sea honorein el pracmis posLl

Sinceialy,

Eric Carter WL
Internationa Therapeutic Diracior

Gl Matabolic

FPS: our Web site - www bscent: aheom - 1s alse an excellent source

o inlorrmalior on IBS ans (s manggement

Please see accomaanying anportant Praduct vormaucn

A0 Gexe Visgoma 'nr Ao by tesorvaa Frazet o ESA LOTI97RG 1A 200

Letter will reinforce the appropriate patient selection
and side effect information via the call out box on

the right hand side. Final letter to be cleared by GlaxoWellcomce
DDMAC.
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Appendix A-2

Sy

. g
D P PRSI T B &

Appropriate Use Program

PHYSICIAN AND OFFICE STAFF

Patlent Selection

™ 1Lorem 1psura dolet 5.3 anzl consesietuer

non sequetor adijascing ellt, sed d-am

o Norummy mbh emsmed tne:dunt uz laoiet
Larzt pigwen dolore magna alqiram erat velurpar

Fxda st amner
Preoedteneer

™ Sine qua non Uil em el nxvenim et
IP— riyinun et ;o ausst Jarl of corll, od nunim
“abpesclieg el el dzam nonmiey 0 v nod Hieid wlut Tacreet @' Veaizm. quis novrrud exerci taticn uilam

Gokor 1 agiH Ayl 1t 241 SGIPal Ses AT U wia e et corper Non compos mentis suscipit lobortts

Heetnn eyt e s anbdo b adn fm e st ut aliisp ex ea norcommsimtcadn
[N T - XVER TR TN TR R T T TP TR DT '

[#' Consequat c2 cunbspur e two Duns autem
el eumn arluge dolot iz Beaedrerlt. vrgo

LYY LTI oy
clens vt re ok e
1t e, Tnvak ware

reamapal, kokoar en fove 10l 000 dl e et el
el ansso ocho kanisent g ol i § s gt i
teclar ekt aigue ¢ il ckuee (e fen gy 0l Gl Loren:
L T T T ————
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Figure 10.
LOTRONEX D Patient Selection Card
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Figure 9. Health Care
Practitioner Letter
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Figure 11.
Physician Booklet

Figure 12.
Frequently Asked Questions
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Figure 13.
Rolodex Card/Magnet
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Appropriate Use Program

PHARMACISTS
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Figure 14. Patient Brochure
Pharmacist Letter
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Figure 16.

Figure 15. Prescription Bottle Sticker
Patient Package Insert
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KEY MESSAGE PLACEMENT

Jean Couldn't
Wai for

Her 1BS Necds
! LOTRONEX

LT3R
s

Appropriate patient selection o=
Lorem ipsum dolor sit amet, consectetuer adipisc- T R ctsalemtctecl
ing elit, sed diam nonummy nibh euismod tin-

cidunt ut laoreet dolore magna aliquam erat volut- Sales Brochure
pat. Ut wisi ulfancorper suscipit lobortis nisl ut
aliquip ex ea conimodo consequat

IMPORTANT INFORMATION

. ; Management of patients

Visual Aid experiencing constipation
Duis autem vel eurn iriure dolor in hendrerit in
vulputate velit esse molestie consequat, vel iHlum
dolore eu feugiat nulla facilisis at vero cros et
accumsan et iusto odio dignissim qui blandi.

Early recognition of potential
side effects/taking appropriate
action

Ut wisi enim ad minim veniam, quis nostruel exer-
ci tation ullamcorper suscipit lobortis nisl ut
aliquip ex ea commado consequat.
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-\ Reality
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Post-Launch Ad Web Page
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