DIVISION OF GASTROINTESTINAL AND COAGULATION DRUG PRODUCTS
GASTROINTESTINAL ADVISORY COMMITTEE MEETING, JUNE 26, 2000
PRELIMINARY MEDICAL/STATISTICAL REVIEW

This document addresses the clinical and statistical issues for the application for Zelmac (tegaserod
tablets), NDA 21-200. The document does not present the reviewers’ final recommendations and
should not be viewed as the final review. The document is divided into four sections: background
information, comments on study design and analyses, safety, and conclusions.

1.0 BACKGROUND

1.1 Study Description and Sponsor Efficacy Results _

This application for Zelmac (tegaserod) was submitted for the indication of the treatment of
irritable bowel syndrome in patients who identify abdominal pain/discomfort and constipation as
their predominant symptoms (C-IBS).

Three Phase 3 studies were submitted in the application: B301, B307, and B351. The designs and
patient populations in the three studies were similar. Each study was a 16-week (a 4-week baseline
period and a 12-week treatment period), double-blind, placebo-controlled, parallel group, double-
dummy, multicenter, and multinational study in male and female outpatients aged 18 years or older
with constipation-predominant irritable bowel syndrome (C-IBS). Each study consisted of a 4-week
baseline period (with no placebo) and a 12-week double-blind treatment period. Patients took their
treatment tablets in a double-dummy fashion, with water, within 30 minutes prior to meals in the
morning and evening. Patient clinical visits were monthly. The target enrollment for entry into the
randomized double-blind phase of each study was 693 intent to treat patients in approximately 50
centers.

Studies B351 and B301 had identical study designs: following a 4 week baseline period, eligible
patients were randomized, in equal allocation (231 patients per treatment group), to receive either
placebo, 4 mg/d or 12 mg/d of tegaserod. In Study B307, following a 4 week baseline period,
eligible patients were randomized, in equal allocation (231 patients per treatment group), to receive
either a fixed dose of 4 mg of tegaserod, a dose-titration regimen or placebo. The patients
randomized to dose-titration received 4 mg of tegaserod and underwent dose titration at week 4 to
12 mg if the response on the SGA of relief was complete or considerable relief <50% of the time.
Patients in the 4 mg and placebo groups underwent a mock dose titration at week 4.

Each study’s objective was to determine the efficacy of two dose levels of tegaserod by comparison
to placebo. Efficacy was defined as the relief of constipation, pain, and discomfort. Efficacy was
assessed based on the following two primary efficacy measures that were evaluated by the patient
on a weekly basis:

e Subject Global Assessment of Relief - Patients responded to the following question:




"Please consider how you felt this past week in regard to your IBS, in particular your
overall well-being, and symptoms of abdominal discomfort, pain and altered bowel habit.
Compared to the way you usually felt before entering the study, how would you rate your
relief of symptoms during the past week?"
The choices were: completely relieved, considerably relieved, somewhat relieved, unchanged, or
worse. The definition of responder at endpoint for this variable was defined as follows:
* Atleast 50% of the SGAs at endpoint with complete or considerable relief
*  Number of days with laxative* use during treatment period <5 and no laxative* use during the last 28 days
of treatment (* with the exception of bulk-forming laxatives)

¢ Duration of exposure to study medication >28 days
e At least one post-baseline SGA of relief

e Subject Global Assessmént of abdominal discomfort/pain (a 100 mm VAS with verbal
descriptors for abdominal discomfort/pain) - Patients placed a vertical mark on the line in
response to the following question:

"How much of a problem was your abdominal discomfort/pain over the last week?"

L |

Absent Very Mild Moderate Severe Very
Mild Severe

The definition of responder at endpoint for this variable was defined as follows:

* a2>20 mm and > 40% reduction in mean VAS at endpoint compared to the baseline

e Number of days with laxative* use during treatment period <5 and no laxative* use during the last 28 days
of treatment (* with the exception of bulk-forming laxatives)

¢ Duration of exposure to study medication >28 days

e At least one post-baseline SGA of relief

All three studies began at about the same time but study B351 was completed before the other two.
Study B351 was unblinded and the data were analyzed according to protocol. The results for the
two primary efficacy variables of SGA of relief and SGA of abdominal pain/discomfort were not
statistically significant. This prompted the sponsor to redefine the responders for the SGA of relief
variable and drop the co-primary variable of SGA of abdominal discomfort/pain to a secondary
variable after post-hoc analyses of the data for study B351. These changes were submitted as
protocol amendments to be applied to the remaining two studies, B301 and B307, which were still
ongoing. The new definition of a responder for SGA of relief is as follows:
* Atleast 50% of the SGAs at endpoint with complete or considerable relief OR
All of the SGAs at endpoint with at least somewhat relief (i.e. complete, considerable or somewhat)
*  Number of days with laxative* use during treatment period <5 and no laxative* use during the last 28 days
of treatment (* with the exception of bulk-forming laxatives)
Duration of exposure to study medication >28 days
At least one post-baseline SGA of relief
A detailed description of these amendments and the sponsor’s rationale for the changes are
presented in section 1.2. Because of the hypothesis generating nature of the post-hoc data analysis
of study B351, the Division deemed that study B351 was no longer pivotal.

Patient Demographics _ ‘

Table 1.1 presents a summary of the patient demographics for the ITT population. The number of
patients randomized to studies B301, B307, and B351 are 881, 841, and 799, respectively. In all
three studies there were more females (83% to 87%) than males (13% to 17%), the majority of
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patients were Caucasian (88% to 98%), the majority of the patients were less than 65 years old (89%
to 93%), and the mean duration of C-IBS symptoms was 13.2 to 14.6 years.

Table 1.1
. Demographics and Baseline Characteristics for ITT Population by Study
B301 B307 B351
(N=881) (N=841) (N=799)
Gender — N (%) ]
Male 150 (17.0) 138 (16.4) 102 (12.8)
Female 731 (83.0) 703 (83.6) 697 (87.2)
Race — N (%)
Caucasian 863 (98.0) 760 (90.4) 702 (87.9)
Black 7(0.8) 46 (5.5) 68 (8.5)
Other 11(1.3) 35(4.2) 293.7)
Age (years) — N (%)
<65 787 (89.3) 750 (89.2) 744 (93.1)
> 65 94 (10.7) 91 (10.8) 55(6.9)
Duration of C-IBS symptoms (months) :
' Months: Mean (SD) 158.1 (147.6) 166.4 (120.0) 174.6 (120.0)
Years: Mean (SD) 13.2(12.3) 13.9 (10.0) 14.6 (10.0)

Primary Efficacy: Subject Global Assessment of Relief
The following remarks pertain to the new definition of SGA of relief. The results for the original
definition of SGA of relief are presented for completeness to compare the effect of changing the
definition of responder. The results for all studies are presented in Table 1.2 and are as follow:

® In study B301, both treatment groups had higher response rates compared with the placebo group. The

therapeutic gain was 9% in the 4 mg group and 8% in the 12 mg group, both were statistically significant.

¢ In study B307, the 4 mg group had a similar response to the placebo group and the 4-12 titration group had
a higher response rate compared to the placebo group. The therapeutic gain was 0.8% in the 4 mg group
and 6% in the 4-12 mg titration group, neither of which was statistically significant.

In study B351, both treatment groups had higher response rates compared with the placebo group. The
therapeutic gain was 6% in the 4 mg group and 12% in the12 mg group, of which only the 12 mg group was
statistically significant.
Table 1.2
Subject Global Assessment of Relief by Study

Original Definition of SGA of Relief New Definition of SGA of Relief

Study B301 N 4 mg (n) 12 mg (n) Placebo (n) 4 mg 12 mg Placebo
Response Rate 881 27.8(299) 26.2 (294) 20.5 (288) 38.8 384 30.2
Therapeutic Gain' 7.6 5.5 9.1 83
p-value? 0.028 0.116 0.018 0.033
Adjusted p-value® 0.056 0.116 0.033* 0.033*

Study B307 N 4 mg (n) 4-12 mg (n) Placebo (n) 4 mg 4-12 mg Placebo
Response Rate 841 25.5 (282) 26.5 (275) 28.2 (284) 383 422 37.0
Therapeutic Gain' -3.0 -1.4 0.8 6.0
p-value? 0.422 0.703 0.837 0.142
Adjusted p-value’ 0.703 0.703 0.837 0.284

Study B351 N 4 mg (n) 12 mg (n) Placebo (n) 4 mg 12 mg Placebo
Response Rate 799 29.4 (265) 26.2 (267) 22.1 (267) 38.9 45.7 333
Therapeutic Gain' 7.5 4.1 6.0 12.4
p-value? 0.050 0.266 0.157 0.004
Adjusted p-value’ 0.200 0.370 0314 0.016*

! Therapeutic gain is the weighted difference of response rates between the drug group and placebo group, taking into account center effect.

? Nominal p-value based on the Mantel-Haenszel test stratified by center.
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* p-value adjusted using Hochberg's multiple comparison procedure adjusting for two doses in studies B301 and B307, or using Holm's multiple
comparison procedure adjusting for two doses and co-primary efficacy variable of SGA of abdominal discomfort/pain in study B351.
* Statistically significant at the 0.05 significance level, using Hochberg's (B301 and B307) or Holm’s (B351) muitiple comparison procedure.

Secondary Efficacy: Subject Global Assessment of Abdominal Discomfort/Pain
The results for all studies are presented in Table 1.3 and are as follow:
* Instudy B301, both treatment groups had higher response rates compared with the placebo group.
The therapeutic gain was 7% in both the 4 mg group and the 12 mg group.
* In study B307, both treatment groups did not have higher response rates compared to the placebo
group. The therapeutic gain was -6% in the 4 mg group and -3% in the 4-12 mg titration group.
® Instudy B351, both treatment groups had higher response rates compared with the placebo group.
The therapeutic gain was 5% in the 4 mg group and 6% in the12 mg group.

Table 1.3
Subject Global Assessment of Abdominal Discomfort/Pain by Study

" Study B301 N 4 mg (n) 12 mg (n) Placebo (n)
Response Rate 880 29.8 (299) 29.9 (294) 22.6 (287)
Therapeutic Gain' 7.0 73
p-value? 0.055 . 0.044

Study B307 "N 4 mg (n) 4-12 mg (n) Placebo (n)
Response Rate 841 25.5 (282) 27.6 (275) 306 (284)
Therapeutic Gain' -5.5 3.1
p-value? 0.141 0.411

Study B351 N 4 mg (n) 12 mg (n) Placebo (n)
Response Rate 799 23.4 (265) 25.1 267) 18.7 (267)
Therapeutic Gain' 4.8 6.4
p-value? 0.185 0.075

! Therapeutic gain is the weighted difference of response rates between the drug group and placebo group,
taking into account center effect.
? Nominal p-value based on the Mantel-Haenszel test stratified by country.

1.2 Protocol Amendments

In the original protocol, there was one primary efficacy variable, the Subject Global Assessment
(SGA) of abdominal discomfort/pain. Three protocol amendments were subsequently submitted.
Discussed below are the 2 protocol amendments that pertain to changes in the statistical design.

The first amendment was written prior to the start of all three studies. Its aim was to:
¢ introduce a second primary efficacy variable, the SGA of relief, and to adjust for the sample size
accordingly (Holm’s procedure was introduced, leading to an increase in sample size)
introduced Holm’s procedure to adjust for multiplicity
The target enrollment for entry into the randomized double-blind phase of the study was increased from 591
ITT patients (in approximately 45 centers) to 693 ITT patients (in approximately 50 centers).

The sponsor’s rationale for a second primary efficacy variable was based on the idea that both the
SGA of relief and the SGA of abdominal discomfort/pain were considered clinically relevant
variables in irritable bowel syndrome. That is, the sponsor was not clear which of the two variables
was more meaningful in evaluating C-IBS, so either variable was considered important.
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The other amendment was written prior to breaking the double-blind treatment code in studies B301
and B307. Its aim was to:
¢ modify the responder for the SGA of relief original definition of a single criterion of “considerable or
complete relief at least 50% of the time during the last 4 weeks on treatment” to also include the criterion
“OR somewhat, considerable, or complete relief for all of the last 4 weeks on treatment”
* introduce a modified primary efficacy analysis where SGA of relief became the only primary outcome °
measure
¢ eliminate SGA of abdominal discomfort/pain as a primary efficacy variable and keep it as a secondary
variable
introduce additional secondary efficacy variables
apply Hochberg’s procedure for the multiple comparisons of the two tegaserod treatment groups versus
placebo in the primary analysis

The sponsor’s rationale for modifying the primary outcome measure was based on the low
responder rates in both the tegaserod groups and the placebo group in study B351, which indicated
that the definition of response for both the SGA of relief and the SGA of abdominal discomfort/pain
was too stringent and therefore the response definition appeared to lack the sensitivity to detect a
significant treatment effect. The Division considered the change in definition of responder
acceptable and requested that the study results be presented using both the original SGA of relief

~and the new SGA of relief. The reason for presenting both results is to see how the redefinition

affected the original study results.

The sponsor’s rationale for eliminating the SGA of abdominal discomfort/pain as a primary efficacy
variable and retaining it as a secondary efficacy variable is that there are inherent problems with the
use of the VAS, including the patient’s potential difficulties in translating her/his experiences to the
scale and the difficulty in defining a responder on the VAS.

1.3 Post-Hoc Analyses

The sponsor has presented post-hoc analyses for the primary efficacy variables pooled across all
three studies, across studies B301 and B351, and across studies B301 and B307. The sponsor also
presented post-hoc analyses using the number of months (0, 1, 2, or 3 months) that a patient was a
responder. In this analysis, only the SGA of relief outcome was used without accountlng for
laxative use. Comments to these analyses are provided in the following section.

2.0 COMMENTS ON STUDY DESIGN AND ANALYSES

The comments pertaining to the study design and efficacy analyses are primarily statistical. The
following issues will be discussed in detail: 1) Efficacy analysis by gender, 2) Change of the
primary efficacy variables, 3) Pooling of study centers, 4) Pooling of study results, 5) Laxative use,
6) Expansion of study population, 7) Patient enrollment by centers, 8) Investigator participation in
multiple studies, 9) Additional issues.

2.1 Efficacy Analyses by Gender

This section presents the reviewer’s analyses of the primary efficacy variable of SGA of relief and
secondary efficacy variable of SGA of abdominal discomfort/pain by gender. The sponsor did not
present these analyses by study.

Patient Demographics and Baseline Characteristics by Gender




6

Table 2.1 presents a summary of patient demographics and baseline characteristics for the ITT
population by gender. Several differences in demographics and baseline variables were noted
between males and females. Study B301 had more Caucasians for both males and females than the
other two studies. Males weighed more than females in all studies. The duration of C-IBS among
males was longer in study B307 than the other 2 studies, and in females was longer in study B351

than in the other two studies. Males had less number of days without bowel movements and less

percent of days with hard/very hard stools than females in all studies. Male had more bowel
movements than females in all studies. ‘

Table 2.1
Studies B301, B307, and B351: Demographics and Baseline Characteristics in the ITT Population by Gender
B301 B307 B351

Demographic/Baseline variable Females Males Females Males Females Males

(n=731 (n=150) (n=700) (n=135) (n=675) (n=100)
Age (yrs) 45+ 14 49+ 14 44+ 13 49+ 14 42+12 48+ 13
Age > 65 years _ 10% 16% 10% 16% 6% 4%
Race: Caucasian . 98% 97% 90% 91% 87% 91%
Race: Black 1% 0% 6% 4% 9% 5%
Race: Other 1% 3% 4% 4% 4% 4%
Weight (kg) 65+13 79+12 68+ 15 83 +15 69+ 15 86+ 17
Duration of C-IBS (months) . 165+150 127 £ 130 169 + 150 151168 181 £ 161 135+ 144
Abdominal discomfort/pain VAS score (mm) 6113 57 12 62+13 58+12 64+13 61 £10
Bowel habit VAS score (mm) 61+14 56+12 62+ 14 Btl14 65+ 14 62+13
No. of days/28 days with significant' discomfort/pain 23 16 24 +6 24+6 25+6 24 +5 256
No. of days/28 days with significant' bloating 23+7 2317 24+6 23+8 25+5 23+8
No. of days/28 days without bowel movements 137 918 12+7 9+7 147 9+8
No. of bowel movements/28 days 20 £14 28+22 24+ 19 30+24 21+16 32125
% of days? with hard/very hard stools 29+29 22+27 30+£28 24 +25 32+£29 28+26

Note: results are expressed as mean + SD.
! Defined as at least mild (daily score 22 on a 6-point scale). ? Denominator is days with bowel movements.

Primary Efficacy: Subject Global Assessment of Relief

Given that a large number of centers did not recruit the minimum of 15 ITT patient per center (see
Table 2.4) and that the randomization list was generated by country, centers were pooled across
country and country was used as a stratification variable in the primary and secondary efficacy
analyses. Also, the therapeutic gain is based on the weighted average of the responder rate. The
weight for country k is proportional to N{k1}*N{k2}/(N{k1}+N{k2}), where N{kl} is the number
of patients in the i-th treatment group in country k.

Also, the ITT populations for studies B307 and B351 differ from the sponsor’s ITT populations. In
study B307, the reviewer’s ITT population was of size 835 instead of size 841 because one
Canadian center with 6 randomized patients was removed from the ITT population. The center was
removed because the sponsor suspended the investigator due to audit findings demonstrating
significant departures from GCP (good clinical practice). In study B351, the reviewer’s ITT
population was of size 775 instead of size 799 because two Canadian centers with 18 and 6
randomized patients were removed from the ITT population. Both Canadian centers in the ITT

population were removed from the ITT population because:
*  The sponsor suspended one center’s investigator because audit findings demonstrated significant departures
from GCP.




* The other center had 6 randomized patients, which are not enough to include in the analysis as the
contribution from Canada.

The results for study B301 are presented in Table 2.2 and are as follow:
¢ Female patients in both treatment groups had higher response rates compared with the placebo
group. The therapeutic gain was 10% in the 4 mg group and 11% in the 12 mg group.
e Male patients in both treatment groups did not have higher response rates compared with the
placebo group. The therapeutic gain was 0.5% in the 4 mg group and -8% in thel2 mg group.

Table 2.2
Study B301: Subject Global Assessment of Relief by Gender
Original Definition of SGA of Relief New Definition of SGA of Relief
N 4 mg (n) 12 mg (n) Placebo (n) 4 mg 12mg Placebo
Male 150
Response Rate 34.62 (52) 24.00 (50) 29.17 (48) 4423 36.00 4375
Therapeutic Gain' 545 517 0.48 27.75
p-value* . 0.269 0.749 0.433 0.555
Adjusted p-value’ 0.538 0.749 0.555 0.555
Female 731
. Response Rate 26.32 (247) 26.64 (244) 18.75 (240) 37.65 38.93 27.50
Therapeutic Gain' 7.57 ' 7.89 10.15 11.43
p-value? : 0.039 0.036 ’ 0.013 0.006
Adjusted p-value® 0.039* 0.039* ' 0.013*° 0.012*

! Therapeutic gain is the raw difference of response rates between the drug group and the placebo group. .
? Nominal p-value based on the Mantel-Haenszel test stratified by country.

3 p-value adjusted using Hochberg's multiple comparison procedure.

* Statistically significant at the 0.05 significance level, using Hochberg's multiple comparison procedure.

The results for study B307 are presented in Table 2.3 and are as follow:
¢ Female patients in both treatment groups had higher response rates compared with the placebo
group. The therapeutic gain was 5% in both the 4 mg group and 4-12 mg titration group.
e Male patients in both treatment groups had slightly higher response rates compared with the
placebo group. The therapeutic gain was 0.09% in the 4 mg group and 2% in the 4-12 mg titration

group.
Table 2.3
Study B307: Subject Global Assessment of Relief by Gender
Original Definition of SGA of Relief New Definition of SGA of Relief
N 4 mg (n) 4-12 mg (n) Placebo (n) 4 mg 4-12 mg Placebo
Male 135 '
Response Rate - 15.91 (44) 21.95 (41) 32.00 (50) 34.09 39.02 34.00
Therapeutic Gain' -16.09 -10.05 0.09 5.02
p-value? 0.143 0.355 0.859 0.455
Adjusted p-value® 0.286 © 0355 0.859 0.859
Female 700

Response Rate 27.54 (236) 27.59 (232) 27.16 (232) 38.98 42,67 37.50
Therapeutic Gain' 0.38 0.43 1.48 5.17
p-value? 0914 0.983 0.928 0.285
Adjusted p-value® 0.983 0.983 0.928 0.570

! Therapeutic gain is the raw difference of response rates between the drug group and the placebo group.
? Nominal p-value based on the Mantel-Haenszel test stratitied by country.




* p-value adjusted using Hochberg's multiple comparison procedure.
* Statistically significant at the 0.05 significance level, using Hochberg's multiple comparison procedure.

The results for study B351 are presented in Table 2.4 and are as follow:

e Female patients in both treatment groups had higher response rates compared with the placebo
group. The therapeutic gain was 9% in the 4 mg group and 15% in the 12 mg group.

® Male patients in both treatment groups did not have higher response rates compared with the
placebo group. The therapeutic gain was -2% in both the 4 mg group and 12 mg group.

Table 2.4
Study B351: Subject Global Assessment of Relief by Gender
Original Definition of SGA of Relief New Definition of SGA of Relief
N 4 mg (n) 12 mg (n) Placebo (n) 4 mg 12 mg Placebo
Male 100

Response Rate 2432 (37) 19.35(31) 18.75 (32) 3243 3226 34.38
Therapeutic Gain! 5.57 0.60 -1.95 212
p-value? 0.771- 1.00 1.00 1.00
Adjusted p-value® 1.00 1.00 1.00 1.00

Female 675
Response Rate 30.91 (220) 27.19 (228) 22.03 227) 40.91 46.93 32.16
Therapeutic Gain' 888 5.16 8.75 14.77
p-value? 0.041 0.231 ’ 0.062 0.002
Adjusted p-value’ 0.082 0.231 ) 0.062 0.004*

Note: Only United States centers were in the ITT population.

! Therapeutic gain is the raw difference of response rates between the drug group and the placebo group.
? Nominal p-value based on Fisher’s Exact test.

¥ p-value adjusted using Hochberg's multiple comparison procedure.

* Statistically significant at the 0.05 significance level, using Hochberg's multiple comparison procedure.

Tegaserod is effective in female patient but no evidence of efficacy is demonstrated for males in
these studies. The results for male and female patients may indicate a difference in the patho-
physiology of C-IBS between genders. Another explanation for the lack of evidence for efficacy is
that there is not sufficient number of male patients in these studies. The overall positive treatment
effect seen in the analyses for all patients was driven primarily by the efficacy in female patients.

Secondary Efficacy: Subject Global Assessment of abdominal discomfort/pain
The results for study B301 are presented in Table 2.5 and are as follow:

* Female patients in both treatment groups had higher response rates compared with the placebo

group. The therapeutic gain was 9% in the 4 mg group and 10% in the 12 mg group.

® Male patients in both treatment groups did not have higher response rates compared with the
placebo group. The therapeutic gain was -2% in the 4 mg group and -5% in the12 mg group.

Table 2.5
Study B301: Subject Global Assessment of Abdominal Discomfort/Pain
N 4 mg (n) 12 mg (n) Placebo (n)
Male 150 _
Response Rate V 26.92 (52) 24.00 (50) 29.17 (48)
Therapeutic Gain' -2.25 -5.17
p-value? 0.864 0.985
Female 730

Response Rate 30.36 (247) 31.15 (244) 21.34 (239)




Therapeutic Gain' 9.02 9.81
p-value? 0.020 0.014

! Therapeutic gain is the raw difference of response rates between the drug group and the placebo group.
? Nominal p-value based on the Mantel-Haenszel test stratified by country.

The resuits for study B307 are presented in Table 2.6 and are as follow:

e Female patients in both treatment groups did not have higher response rates compared with the
placebo group. The therapeutic gain was -4% in the 4 mg group and —-0.9% in the 4-12 mg
titration group. o

e Male patients in both treatment groups did not have higher response rates compared with the
placebo group. The therapeutic gain was -11% in the 4 mg group and -12% in the 4-12 mg
titration group.

Table 2.6
Study B307: Subject Global Assessment of Abdominal Discomfort/Pain
N 4 mg (n) 4-12 mg (n) Placebo (n)
Male 135
Response Rate 25.00 (44) 21.95 (41) 34,00 (50)
Therapeutic Gain' -11.00 -12.08
p-value? 0.606 0.451
Female ) 700
Response Rate 25.85(236) 28.88 (232) 29.74 (232)
Therapeutic Gain! T 389 -0.86 - '
p-value? 0.273 0.808

! Therapeutic gain is the raw difference of response rates between the drug group and the placebo group.
? Nominal p-value based on the Mantel-Haenszel test stratitied by country.

The results for study B351 are presented in Table 2.7 and are as follow:
e Female patients in both treatment groups had higher response rates compared with the placebo
group. The therapeutic gain was 5% in the 4 mg group and 7% in the 12 mg group.
" @ Male patients in the 4 mg group had a higher response rate compared with the placebo group and
those in the 12 mg group had a lower response rate compared with the placebo group. The
therapeutic gain was 8% in the 4 mg group and —6% in the 12 mg group.

Table 2.7
Study B351: Subject Global Assessment of Abdominal Discomfort/Pain
N 4 mg (n) 12 mg (n) Placebo (n)
Male 100
Response Rate 29.73 37) 16.13 31) 21.88 (32)
Therapeutic Gain' 7.85 -5.75
p-value* 0.585 0.750
Female 675
Response Rate 23.18 (220) 25.44 (228) 18.50 (227)
Therapeutic Gain' 4.68 6.94
p-value? 0.245 0.089

Note: Only United States centers were in the ITT population.
! Therapeutic gain is the raw difference of response rates between the drug group and the placebo group.
2 Nominal p-value based on Fisher’s Exact test.
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2.2 Change of the Primary Efficacy Variables

The sponsor’s scientific rationale for changing the co-primary efficacy variable of SGA of
abdominal discomfort/pain to a secondary efficacy variable in protocol amendments for studies
B301 and B307 is not clear since abdominal discomfort/pain is an important component of C-IBS.
The following are three reasons found by the reviewer for the change:
1. The sponsor stated that given both the patient’s potential difficulties in translating her/his experiences to the
visual analog scale (VAS) and the difficulty in defining a responder, the SGA of abdominal discomfort/pain
will be eliminated as a primary efficacy variable and instead be retained as a secondary efficacy variable.

Also, in study B351, the two primary efficacy variables (SGA of relief and SGA of abdominal
discomfort/pain) had been highly correlated.

2. The sponsor stated that the rationale for reclassifying the co-primary efficacy variable of SGA of abdominal
discomfort/pain to a secondary efficacy variable was based on the fact that the VAS measurement was no
longer the norm in assessing pain or other outcomes.

3. The sponsor stated that in study B351 the results for SGA of abdominal discomfort/pain were not
statistically significant.

2.3 Pooling of Centers

The sponsor developed an algorithm for pooling centers. In this algorithm, centers within a country
were pooled to ensure that the pooling criteria (treatment row totals 22 and response column totals
>1) were fulfilled for both primary variables in all three of the following data sets: ITT population at
endpoint, Per Protocol population at endpoint, and ITT population who completed the study.
Specifically:

e 3*2 tables were created for each center, with the three treatment groups as row headers and the response
status for SGA of relief at endpoint (yes/no) as column headers.

e Centers were sorted by country, center size, and center number in ascending order. Centers with a treatment
row total <2 or a response column total <1 were placed, by center size and center number, at the top of the
respective country category.

¢ Centers were pooled sequentially by the sorting order in the same country category until fulfilling the
pooling criteria.

e The response column criterion had to be fulfilled for each of the two pairwise treatment comparisons, i.e.
for the tegaserod 4 mg and placebo, and for the tegaserod 12 mg and placebo comparisons.

The sets of centers after pooling were used as strata in the Mantel- Haenszel analysis of the primary
efficacy variable.

This algorithm for pooling centers is not appropriate because it was based on the number of
responders and non-responders for each primary efficacy variable after the blind was broken. Using
the response column totals as a criterion for pooling after the blind is broken could potentially bias
the results of the analyses. A preferable algorithm is one that pools centers within a country based
on the total number of patients in the ITT populatlon at that center until a minimum number of
patients is achieved.

Given that a large number of centers did not recruit the minimum of 15 ITT patient per center (see
item 6. below) and that the randomization list was generated by country, a better algorithm is to
pool all centers within a country. The analyses would then be stratified by country.

2.4 Pooling of Study Results
The sponsor has presented the results pooled across studies B301, B307, and B351 are not
appropriate. The following three pooled populations were analyzed at endpoint and at month 1:
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B351/B301, B351/B301/B307, and B301/B307. Pooling these studies is not appropriate because of
the following reasons:

a.

The pooled analyses were not pre-specified in the protocol. The pooled analyses are post-hoc and
subject to bias and non-interpretability of any p-values because the decision to pool was data driven.

Assuming pooled analysis was acceptable, this would constitute a single trial necessitating a second trial
to provide replication of the pooled study results. '

The statistical significance of post-hoc, pooled results is problematic. The p-value from such an
analysis is not interpretable because the analysis is data driven and potentially biased. A smaller p-
value would be achieved because of the larger sample size (an issue of power).

The sponsor’s decision to pool was based on the non-significant results of study B307. Pooling was
used to resolve the lack of statistical significance in study B307. Consequently, with pooling, study
B307 appears acceptable in the light of a positive overview.

The results of study B351 led the sponsor to change the protocol-specified definition of responder and to
make one of the protocol-specified co-primary efficacy variables a secondary efficacy variable for the
remaining two pivotal studies. 'The change was made because the results were not statistically
significant in study B351. These changes were then applied to study B351 and gave post-hoc
statistically significant results for the 12 mg group. The division deemed that study B351 is not pivotal.
Thus, pooling study B351 with the other two pivotal studies is not appropriate since the post-hoc results
bias the pooled results in favor of the active treatment.

The three studies are not homogeneous with respect to the following demographic and study
characteristics: 1) ethnic composition; 2) the percentage of primary, secondary, and tertiary participating
centers; and 3) the baseline use of laxative.

1) The following ethnic composition is found in the three studies: study B301 included
European, U.S., South African, Turkish patients; study B307 had European patient only; and
study B351 had U.S. and Canadian patients.

2) The percentage of primary, secondary, and tertiéry care centers for the three studies are
presented in Table 2.8. There was a higher percentage of participating secondary centers in
study B301, whereas studies B307 and B351 had a higher percentage of primary care centers.

Table 2.8
Number of Patients at Primary, Secondary, and Tertiary Care Centers
Study Primary Care Secondary Care Tertiary Care
n (%) n (%) n (%)
B301 (N=881) 505 (57.3) 309 (35.1) 67 (7.6)
B307 (N=835) 621 (74.4) 174 (20.8) 40 (4.8)
B351 (N=775) 602 (71.7) 111 (14.3) 62 (8.0)

3) The baseline use of laxative is different across studies for each treatment group. Table 2.9
presents the number of patients who took laxatives and/or cathartics during the baseline period
of the study. Within the 4 mg group, the percentage of patients (20.2%) in study B307 who
took laxatives and/or cathartics was less than in studies B301 and B351 (30.4% and 27.9%).
Within the 12 mg group, the percentage of patients (26.2%) in study B351 who took laxatives
and/or cathartics was less than in study B301 (30.3%). Within the placebo group, the
percentage of patients (24.3%) in study B307 who took laxatives and/or cathartics was less
than in studies B301 and B351 (28.8% and 29.2%).
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Table 2.9
Number of Patients who Took Laxatives and/or Cathartics during the Baseline Study Period
0 (%)
B301 4 'mg (N=299) 91 (30.4)
12 mg (N=294) : 89 (30.3)
Placebo (N=288) 83 (28.8)
B307 4 mg (N=282) 57 (20.2)
4-12 mg (N=275) 72 (26.2)
Placebo (N=284) 69 (24.3)
B351 4 mg (N=265) 74 (27.9)
12 mg (N=267) 70 (26.2)
Placebo (N=267) 78 (29.2)

The primary endpoints for all three studies are not the same. Study B351 had two primary efficacy
variables, SGA of relief and SGA for discomfort/pain and studies B301 and B307 had one primary
efficacy variable, SGA of relief. The pain endpoint was dropped to a secondary endpoint in studies
B301 and B307 through a protocol amendment after the sponsor reviewed the results of study B351 (see
2. above).

The study design of study B307 is different from the other two studies. In studies B301 and B351,
patients were randomized into one of the following three fixed dose groups: 4 mg, 12 mg, and placebo.
- In study B307, patients were randomized into one of the following three dose regimen groups: 4 mg
fixed dose, 4 to 12 mg titration dose, placebo. The fixed 12 mg group and the 4 to 12 mg titration group '
cannot be pooled into one group since not all patients in the 4 to 12 mg titration group were at a constant
dose. ‘

Study B307 tests a fixed doe regimen and a dose-titrating regimen while studies B301 and B307 test two
fixed doses.

Study B307 needs to be analyzed using the original definition of SGA of relief responder because the
original definition was used to determine if the patient was to be up titrated after 4 weeks of treatment.
In study B307, patients randomized to dose-titration received tegaserod 4 mg and underwent dose
titration at week 4 to 12 mg if their response on the SGA of relief was complete or considerable relief
less than 50% of the time during the 4 week period, that is, a non-responder. Thus, this study can only
be analyzed with the original definition of responder since the category “at least somewhat relief for all
4 weeks,” as used in the new definition of responder, was not incorporated in the rule for (dose-titration)
defining a non-responder for assignment to up titration from 4 mg to 12 mg after 4 weeks of treatment.

The 4-12 mg dose titration group in Study B307 cannot be combined with the 4 mg group for the month
1 pooled analyses and then with the 12 mg group for the at endpoint pooled analyses. The sponsor stated
that at endpoint, the titration group in study B307 was pooled together with 12 mg fixed dose since 65%
of the patients in the titration group were titrated to 12 mg, and most of titrated patients were treated
with 12 mg for 2 months. At Month 1, the titration group (4-12 mg) in study B307 was pooled together
with 4 mg fixed dose since all patients in the titration group were treated with 4 mg in the first month of
the treatment.

The sample size for each of the three studies is not small (see item 5. below), like what can be seen with
a rare disease, so pooling is not necessary. There is sufficient sample size in each study to give an
adequate evaluation of the treatment effect on a per study basis.

. The studies are not independent because the same U.S. principal investigators participated in two of the
three studies (see item 7. below).

Pooling these three studies, which have varying results, leads to an overall result that does not provide a
useful guide to physicians.
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2.5 Laxative Use ‘

All per protocol and post-hoc analyses need to take into account laxative use. Laxative use is a
confounding variable in the response of a patient to the efficacy variable of SGA of relief and any
other efficacy variable. It is difficult to totally ignore the effects of laxative use in any study that
evaluates patients with constipation. Per protocol, laxative use was permitted for purposes of rescue
therapy. A patient could use laxative up to 4 times in the first two months of treatment and still be
considered a responder. Also, not adjusting for laxative use inflates the responder rates in all
treatment groups.

Additionally, information about the use of bulking agents was not adequately collected. Per
protocol, patients taking chronic stable doses of bulking agent could continue to do so but there was
no data collected about the amount of bulking agent used or the frequency of use by the patient
while on treatment. This unquantified use of bulking agents throughout the studies may add an
unknown confounding variable.

2.6 Expansion of Study Population
Studies B301 and B307 recruited more patients to the ITT population than was planned for in the
protocol. Table 2.10 presents an overview of the sample size for studies B301 and B307. The
original protocol, with one primary efficacy variable tested at two dose groups compared to placebo
called for a total of 531 patients in the ITT population. An amendment to the protocol, which
increased the number of primary efficacy variables to two tested at two dose groups compared to
placebo, called for a total of 693 patients in the ITT population. Another protocol amendment,
which changed the number of primary efficacy variables to one tested at two dose groups, made no
adjustment to the sample size. The final number of patients in the ITT population for studies B301
and B307 were 881 and 835, respectively.

Table 2.10
Sample Size* Overview for Studies B301 and B307
Study B301 Study B307
N (n per group) N (n per group)

Original Protocol ITT Population Sampie Size 531 (197) 531 (197)

Number of Primary Variables 1 1
First Protocol Amendment ITT Population Sample Size 693 (231) 693 (231)

Number of Primary Variables 2 2
Second Protocol Amendment ITT Population Sample Size 693 693

Number of Primary Variables 1 1
ITT Population Sample Size at End of Study 881 835
Sample Size at Study End Increase from Original Protocol 350 304

% Increase from Original Protocol 69.5% 57.2%
Sample Size at Study End Increase from First Amendment 188 142

% Increase from First Amendment 27.1% 20.5%

* Sample size calculations assumed a placebo responder rate of 0.30, an active treatment effect of 0.45 for both doses
(resulting in a 0.15 difference in response rates), 80% power, 0.05 significance level, and adjustment for multiple
comparisons (two doses) using either Holm’s or Hochberg’s procedure for multiple comparisons.

Source: Statistical Reviewer’s listing.

The final sample size was over 55% larger than what was planned for in the original protocol, which
also had one primary efficacy variable tested at two dose groups compared to placebo. In addition,
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the final sample size was over 20% larger than what was planned for in the first amendment, whose
protocol had two primary efficacy variables tested at two dose groups compared to placebo. In
response to a question from the reviewer about the over recruitment of patients, the sponsor
responded that there was no prospective decision to recruit and randomize more than 231 patients
per study arm in each of these studies [B301 and B307]. At the end of the enrollment phase in each
of these studies, the sponsor allowed patients who had entered the baseline phase of the study [who
signed informed consent] to continue on through randomization and complete the study because
those patients had undergone diagnostic procedures, including endoscopy. The sponsor felt that
patients completing the baseline should be allowed to complete the study. This resulted in an over-
enrollment for each study.

The reviewer is not clear why the sponsor did not end enrollment once the target ITT population
size for the second protocol amendment was reached. These larger sample sizes result in an
increase in the power of the statistical tests for the primary efficacy outcomes.

2.7 Patient Enrollment by Centers

* Recruitment of the per protocol minimum number of patients at each study center for the ITT

population in studies B301, B307, and B351 was not achieved at all centers. Per protocol, each
study center was to recruit a minimum of 15 ITT patients up to a maximum of about 30 ITT .
patients. Table 2.11 presents a listing of the number of centers that recruited the minimum of 15
ITT patients. The proportion of centers that had at least 15 patients was 22%, 39%, and 51% for
studies B301, B307, and B351, respectively. This lack of recruitment of at least 15 ITT patients per
center may have resulted from adding more centers to each study. The protocol specified that each
study would have approximately 50 centers. Instead, study B301 had 95 centers and study B307
had 66 centers in the ITT population.

Table 2.11
Number of Centers that Recruited a Minimum of 15 ITT Patients, by Country
Study B301 Study B307 Study B351

Country Number Number of Number Number of Number Number of

of Centers that of Centers that of Centers that

Centers had at least 15 Centers had at least 15 Centers had at least 15
patients patients patients

Austria 3 3
Belgium - - 3 0 - -
Canada - - 3 0 2 1
Finland 4 1
France - - 8 3
Germany 16 7 5
{taly 7 2 -
Netherlands 12 1
Portugal 2 0
South Africa 6 0
Spain 1 0 1 1
Switzerland 9 2
Turkey 6 1 - -
United Kingdom 18 4 10 2 - -
United States 11 0 37. 19 47 24
Total 95 21 (22.1%) 67 26 (38.8%) 49 25 (51.0%)

Source: Statistical Reviewer’s listing.
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2.8 Investigators Participation in Multiple Studies

Participation in more than one Phase 3 study by the same principal investigator does not meet the
assumption of independent studies. Of the 11 U.S. centers in study B301, 8 came from the U.S.
centers in study B351 and three from the U.S. centers in study B307. Of the 41 U.S. centers in
study B307, 9 came from the U.S. centers in study B351. Study B351 was completed before both
studies B301 and B307 were completed. It was after study B351 was completed that the principal
investigators participated in the other studies. The same is true for those principal investigators in
study B307 who participated in study B301.

2.9 Additional Issues

Responding to a question from the reviewer about when the randomization lists were generated, the
sponsor stated that they were generated on June 24, 1997. An inconsistency arises in the
randomization lists for study B301 that show the following date information:

e  The randomization lists for the Netherlands, the United States, and South Africa come from files dated in 1998.

* -A second randomization list for the United Kingdom and for Germany come from files dated in 1998.
e All other randomization lists are from files dated in 1997.

This reviewer is not clear why the dates differ. The reviewer has no comment on the other two
_studies because the randomization lists were not included in the submission.

The sponsor acknowledged in a correspondence that protocol amendments were not prepared for the -
following items:
*  Per protocol, study B301 was a European study. The study report in the application includes the
United States and South Africa as additional countries.
e Per protocol, studies B301 and B307 were each to have approximately 50 centers total in the ITT
population. The study reports in the application show that study B301 had 95 centers and study
B307 had 66 centers in the ITT population.

Ethnic differences may have to be considered in view of the difference in symptoms and natural
history of C-IBS among ethnic groups. The following ethnic composition is found in the three
studies: study B301 included European, U.S., South African, Turkish patients; study B307 had
European patient only; and study B351 had U.S. and Canadian patients. Also, the percentage of
blacks in studies B301, B307, and B351was 1%, 6%, and 9%, respectively. The applicability of the
results to the U.S. population will have to take into consideration the fact that the representation of
the black population in the U.S. was not adequate.

The percentage of males in each study ranged from 13% to 17%. This small number of male
patients may not be adequate to evaluate efficacy in this population. Also, by gender analyses
suggest that males may respond differently to treatment.

3.0 SAFETY

3.1 Clinical Safety Issues

A total of 1679 patients received Tegaserod at the dose ranging from 4 mg/d to 12 mg/d in Phase 3
studies of 12-week duration. Approximately 70% of patients received treatment for 85 days or
longer.




16

Adverse events (AEs) were reported in 6.8% of patients receiving Tegaserod compared to 5.1% of
patients receiving placebo. The most frequent AE was headache, which occurred in about 20% of
patients in all treatment groups, including placebo. Other AEs included GI events, backpain,
influenza-like symptoms, UTI, dizziness. Except for diarrhea, there was no difference in the
incidence of AEs between the treated and placebo groups or relationship to Tegaserod dose.
Diarrhea was reported by 11.7% and 5.4% of Tegaserod-treated and placebo patients respectively.
Diarrhea occurred during the first week of therapy, and in about half of cases during the first day of
therapy. Overall, 2.1% of patients discontinued treatment because of diarrhea. '

A total of 8.4% of Tegaserod-treated patients discontinued treatment primarily because of GI
adverse events compared to 6.3 patients in the placebo group.

A total of 1.9% of patients experienced serious adverse events (SAEs) in Phase 2 and 3 clinical
trials, the incidence of SAEs increased to 4.1% in the long-term study. Four SAEs were reported by
the sponsor as possibly or probably related to study drug: abdominal pain (2), gastritis (1),
supraventricular tachycardia (1), hypoglycemia (1).

Dizziness occurred in 5-6% of patients with equal frequency between treated and placebo patients.
The incidence of postural hypotension was also similar, but syncope occurred more frequently in
patients treated with Tegaserod (0.5%) than on the placebo group (0.1%).

A total of 567 patients (>90% Caucasian females) have been evaluated in a long-term safety study,
of these patients, more than 150 have received Tegaserod for 365 days and more than 290 have
received Tegaserod for more than 290 days. Discontinuation has occurred in 12% of patients due to
lack of efficacy and in 11% of patients because of GI adverse events, mainly diarrhea, or headache.

The effects of Tegaserod and of its main metabolite on cardiac repolarization were assessed in three
in vitro studies and in one in vivo study of ECG parameters in dogs. No effect on QT prolongation
was observed at therapeutic plasma concentrations. No effects of Tegaserod were observed in the
Phase 3 and in the long-term clinical trials on ECG. Thus far, there appears to be no difference in
ECG parameters between Tegaserod-treated and placebo patients.

Nine cases of ovarian cyst (8 Tegaserod, one placebo patient) were reported in the Integrated
Summary of Safety (ISS). Five cases occurring in Tegaserod-treated patients required surgery.
Case Report Forms are available for the 5 patients undergoing surgery (Appendix 1). Only limited
information is available on the 3 patients who did not undergo surgery. Two patients, one in the
Tegaserod and 1 in the placebo group were diagnosed as having Polycystic Ovarian Syndrome not
requiring surgery. No additional information is available on these patients.

The estimated frequency of ovarian cysts in tegaserod users is 0.3% per 100.000 women-years (95%
CI= 0; 4057) and 0.1% of placebo users per 100.000 women-years (95% CI=0; 4057). Although the
incidence of ovarian cysts does not seem to be different from that in the general population, the
cases reported for the Tegaserod patients resulted in hospitalization and surgical intervention.
Further evaluation of the relevance of these findings is required.
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3.2 Preclinical Safety Issues

In a two-year oral (dietary) carcinogenicity study in mice, (CD-1), treatment with SDZ HTF 919 at
600 mg/kg/day produced mucosal hyperplasia (in 13.3% males and 11.7% females) and
adenocarcinoma (in 10% males and 3.3% females) of small intestines. Treatment with lower doses
of 200 and 60 mg/kg/day did not produce such effects. Adenocarcinoma of small intestine is a rare
tumor for mice and as well as humans. The implications of the findings in the context of human
safety.are unclear at present.

Treatment of female rats (Hanlbm Wistar) with SDZ HTF 919 at 20, 80 and 180 mg/kg/day (in diet)
for 110 weeks produced dose-related increase in the incidence of "Ovarian" cysts (12, 14 and 20%,
respectively) when compared to incidence in controls (0 to 4%). In rats, ovarian follicular cysts can
be produced by exposure to constant light, or androgens during neonatal period, or by induced
hypothyroidism. The sponsor has conducted histopathology reevaluation of the ovarian material
from the rat studies. The relevance of the findings in rats and the implications in the context of the
incidences of ovarian cysts noted in women treated with Tegaserod are unclear.

4.0 CONCLUSIONS

Three clinical studies were submitted to the application for Tegaserod, which is indicated for the
treatment of patients with constipation predominate irritable bowel syndrome. Two of the three -
studies were pivotal and one was supportive. Efficacy was.demonstrated for only one of the two
pivotal studies for both the 4 mg and 12 mg doses. The supportive study demonstrated efficacy for
the 12 mg dose only.

Given that all three clinical studies included 15% males on average, a by gender analysis
demonstrated efficacy only in female patients. Analyses of the efficacy results for the male
population as a separate group failed to show statistical significance. Additional studies with larger
male population are required to determine whether the compound is also efficacious in males.

In addition to gender differences, ethnic and racial patient representation need further assessment.
The Phase 3 clinical trials included patients from countries such as Turkey and South Africa where
the symptoms and natural history of IBS are not well standardized. The percentage of blacks in the
clinical trials ranged from 1% to 9%, not representative of the percentage of blacks in the U.S.

The potential confounding effect of laxative use remains to be determined given the fact that the
studies evaluated the effectiveness of Tegaserod in constipation predominant IBS.

Tegaserod exhibited a favorable safety profile with no evidence of systemic effects other than
gastrointestinal. Diarrhea appeared to be self-limited and required discontinuation in 2.1% of
patients.
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Study/Patent identity B209/011/0039

Sex, age, race: female, 50yr, Caucasian

Past history: menometrorrhagia, ovarian cyst

Summary case history: bilateral ovarian endometriosis, serous cystadenofibroma of L-ovary
The patient began treatment in this 12 month open-label study on 18 Sep 1997.

She underwent surgery for an ovarian cyst on day 334 of the study. She subsequently developed
peritonitis as a post-operative complication which was successively treated medically. The patient did
not recommence treatment with tegaserod. (Previously, on day 13 of the study, she had been
hospitalized for 4 days for acute appendicitis which resolved satisfactorily with treatment.)

~ The investigator indicated that it had been known that the patient had a L-ovarian cyst since at least
ten years and which was symptomless with the surgery not being due to any worsening of the
condition. '

The patient’s gynecologist who referred the patient for surgery has indicated that the patient had a
history of cyst three years before the study (1994) but that the ‘cyst in question’ was found in April 98.
However, he has reported the pathology as bilateral ovarian endometriosis and a benign serous
adenofibroma of the left ovary. '

Discharge notes & pathology report from the hospital in which surgery was performed were requested
but have proved impossible to obtain.

Attachments:  Original serious adverse report from investigator; subsequent statement from
investigator concerning pre-existing nature of condition; note from treating
gynecologist.

Accessory information (from case record form):

Study medication administration

Medication Dosage (mg/d) Dates

tegaserod 4 18 — 30 Sep 97

4 20 Nov — 18 Dec 97

12 18 Dec 97 — 17 Aug 98
Prior/Comedication

Medication (route) ATC class Dates
microlax (rectal) enema 28Sep97
ciprofioxacin (ivioral) fluoroquinolone 17-26Aug98
metronidazole (oral) imidazole derivative 30Sep-40ct97
metronidazole (iv) 17-26Aug98
panadeine co (oral) natural opium alkaloid 17-26Aug98
ketogin (im) opoid +anti-spasmodic 17-20Aug98
naproxen (oral) propionic acid derivative 26Nov97-6Feb98
albyl-enterosolubile (oral) salicylic acid derivative 3-6Feb98 '
doxycycline hyclate (oral) tetracycline 30Sep-40ct97
All reported adverse events
Event severity Start date Relationship®

appendicitis severe 30Sep-40ct97 unlikely

myalgia moderate 26Nov-18Dec97 unlikety
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Event severity Start date Relationship*
3-6Feb98 unlikely
ovarian cyst moderate 17Aug98 . unrelated
peritonitis severe 17-26Aug98 unrelated

* relationship with study medication as assessed by investigator
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priv prakt spes, Ol. Kjell Langaker
. Hier. Heverdanlsgt_1

0160 OSLO ,
0slo, 16.03.2000

EPIKRISE
AD Fodt: 06/12/1946 41401

Etter pasientens gnske bllr falgende opplysninger formidlet:.

17/8/98 ble overnevnte operert sykehus pga ovarial tumor.
Histologl viste " endometriose i begge ovarier og sergst cystadenofibrom

- (penignt) | ve ovarium. (DNR prep 17172/98)". :
Hunhadde forut for dette punktert en cyste 1994 og den aktuelle cyste ble

pavist | april 1998. .-
s/

vennlig hilsen ( )
Fredrik Rolf Hancke
Spesialist | kKvinnesykdommer 0g fodselishjelp




Fredrik Hancke
MDNEF
Specialist in obstetrics and women's diseases

Private practising specialist Dr Kjell Langaker
Hier. Heyerdahlsgt. 1
0160 OSLO

Oslo, 16.03.2000

Medical his*~
‘Regardinf born 06.12.46

According to the patient’s wishes the following information is communicated:

17.08.98 was above mentioned operated at .ospital due to ovarian tumour.
Histology showed “endometriosis in bothovaries and serous cystadenofibromas
(benign) in left ovary. (DNR prep 17172/98)".

Before this she had punctured a cyst 1994 and the cyst in question was found in April
1998. :

Kind regards

Fredrik Rolf Hancke
Specialist in women’s diseases and obstetrics

Translated by: R. Gicn%"— Date: 29.03.00




B205/11/ 37  KJELL ERIK LANGAKER

Lege MDnlf
Spes. indremedisin og lungesykdommer
Allergologi '

H. Heyerdahls gt. 1 - 0160 Oslo
Inng. fra Tordenskiolds gt.
Telefon 22 00 81 10 - Telefax 22 00 81 11

NOVARTIS NORGE RAS.
BRYNSALLEEN 4
FOSTBOKS £37 @KERN

0S10 0SLO

Oslo 1 08.0&.00
Pasient @ ' Fedt: 06. 1E. 46
Adresse -~ Tif: E7I1E3248
Poststed: ’
Diagnosey———————— 7

STATEMENT - PATIENT O1t 0033/7INITIALS

TO WHOM IT MAY CONCERN:

PATIENT 011 0039 / HAD A "WATER" CYST WHEN SHE ENTERED

CLINICAL TRIAL HTFB 209.

1T HAS BEEN PRESENT FOR AT LEAST 10 YEARS BEFORE SHE ENTERED THE
TRIAL. SHE HAD NO SYMPTOMS AND HER CONDITION (THE CYST) DID NOT
GET WORSE DURING THE TRIAL. RBY COINCIDENCE SHE RECEIVED A
OPERATION DURING THE STUDY TO REMOVE THE “"WATER" CYST ON HER LEFT

OVARIE.
THE HISTOLOGICAL EXAMINATION SHOWED THAT THE CYST WAS BENIGN.

SHE IS IN GOOD HEALTH.

kv iR Langaker
~emed. /lungesyk.
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Document number/name 1SS addendum 2.doc 27-Apr-2000 (5:33) Product number/name

Study/Patent identity B209/26/6 '
Sex, age, race: female, 45yr, Caucasian

Past history: hysterectomy (reason unknown), headaches, seasonal allergies,
gastric reflux

Summary case history: bilateral salpingo-oophorectomy for pelvic adhesions

The patient began treatment in this 12 month open-label study on 26Dec 1996. She was hospitalized
on 12Sep97 (day 245) after two days of left lower abdominal pain which in his original serious
adverse report was attributed by the investigator to an ovarian cyst. The preoperative work-up
(hospital report), including CT scan of pelvis & abdomen, US scan of pelvis and barium enema, was
inconclusive but considered adhesions to be the most likely diagnosis and this was confirmed in the
operative report and discharge summary. The patient underwent a bilateral salpingo-oophorectomy
for multiple adhesions of gut and ovary to the L-pelvic wall along with a bladder repair for the
coexisting stress urinary incontinence. There is no record of a request for pathology in the hospital
file. The investigator considered the episode as unrelated to the study medication and has reevaluated
the event, modifying the diagnosis to that of adhesions.

(The patient subsequently recommenced treatment but refused to attend for her final visit)

Attachments: original serious adverse event report from investigator; pre-operative hospital report;
operative report; discharge summary; statement from investigator reevaluating event
as adhesions. ’ '

Accessory information (from case record form):

Study medication administration

Medication Dosage (mg/d) Dates
tegaserod 4 . 260ec96 - 23Jan97
12 23Jan97 - 10Sep97 (although diary logs missing partially)
12 18Sep97-— 3Mar98 (final visit due end Dec97. Refusal
documented Mar98.)
Prior/Comedication
Medication (route) ATC class Dates
Paracetamol (oral) Anilides ' Prior (1985)-cont
Hyoscyamine sulfate (oral)= Belladona alkaloids Prior (1991)-Dec96
Famotidine (oral) H2-receptor antagonist Prior (1991)-cont.
Dittiazem hydrochioride (oratl) Benzothiazepine derivative . Prior (Oct 1996)-cont.
Ketorolac tromethamine (oral) Acetic acid derivative 15Apr-10ct97
Premarin with methyltestosterone (oral) Androgens & estrogens 160ct97-cont.
Vocodin (oraf) Anilides 28Aug-7Sep97
Alprazolam (oral) ' Benzodiazepine derivative 15Sep97-cont.
Doxidan (orall) Contact laxative 25Apr97-cont.
Phillips laxcaps (oral) Contact laxative 23Jan97-cont.
Totolin (oral) Expectorant 24Mar97
Simvastatin (oral) HMG-CoA reductase inhibitor 10Feb97-cont.
Butorphanoi tartrate (nasal) Morphinan derivative 1-11Sep97
Nitrofurantoin (oral) : Nitrofuran derivative 13-21Sep97
Nabumetone (oral) Other anti-inflammatory/rheumatics 25Jul-8Aug97
Phenazopyridine hydrochioride (oral) Other urologicals 21-30Sep97
Amoxicillin trihydrate (oral) Broad spectrum penicillin 4-14Jan97
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Document number/name ISS addendum 2.doc 27-Apr-2000 (5:33) Product number/name
Medication (route) ATC class Dates
Naproxen (oral) Proprionic acid derivative 3-6Jan97
Tetracycline )oral) tetracyclines 21Sep-10ct97
Flavoxate hydrochioride Urinary antispasmodic 20-23Jun97
vitamins vitamins 160¢t97-cont.
All reported adverse events
Event severity Dates Relationship*
Accidental trauma moderate 2-6Jan97 unrelated
pain moderate 12Sep-10ct97 unrelated
Abdominal pain severe 27-29Aug97 unrelated
hypercholesterolemia moderate 23Jang7-cont. unrelated
tendinitis moderate 25Jul97-cont. unrelated
anxiety moderate 12Sep97-cont. unrelated
Ovarian cyst severe 12-15SepS7 unrelated
sinusitis- moderate 3-14Jan97 unrelated
cystitis moderate 12Sep-10ct97 unrelated
dysuria mild 20-23Jun97 unrelated

* relationship with study medication as assessed by investigator




Subject’s initials

SDZ HTF 919
Study Coae: HTFB 209-E-00

SERIOUS ADVERSE EVENT REP B Page 112

sSee attached Instruction Sheet for information on (ompletlon of SAE Form.
In addlt!on complete the ADVERSE EVENTS FORM

Date 05 / 7 5: / Weight LL-ZZJ Height Lé;_Q,\

b
® | sex " OMale p§;Fem'al° Race W Caucasian 0 Black O Asian/Qriental
e Pregnant' O Yes O No $KNot Applicable 0 Other (specify):

Relevant medical history Z’a Aol SAE d ool LE Laner le€£
WM' [ As luaf'fa/ aud a/l'agmtpn/ oS _oumricyl

(’ yst
AD VERSE EVENT specify asreported on AE form:

Clinical description (incl. diagnosis) S“:?tr-u r)rp -&r-m Pp/ o X 0[//:1 IQ_Z
¢l

-+ repoue Quars ‘e an rc-?-m-meal h/ao{aler rem,»-
h.)\'uc\\ WwWa s aqsessml as ncc<g€ar-zlj /Juruajx Curge_k—[;_
Al %’na/.‘.qjc LiEi-e. [‘ﬂlf)"r'f'td_QQ bam.gm.

feason for reporting .
aC Requires or prolongs hospitalization o Cancef O Life-threatening = Death

o Persistently disabling or incapadiating O Congenitalanomaly O Overdose
0 Other (specify):

start| @) S}art End End
date time date txme
e 16 we. chen® *V o he_cloxd

Relevant findings (e.g. ECG, autopsy. lab data, ind. copies of (absheews) (LU0 F4 9
X< Pn' rEs

Therapeutic measures Ly Known ~1. this Lim f’ with e Vf'fﬁl'LC’I'X

i

AL g;f_Suzgﬁf—y— T = - - __ = [ @ m‘;":
.l| ' - . {J L(, Uu 5 b \1‘, .
1‘ ..

— . HTFB/209/0/26/6/2/USA T
Course and outcome__ HTFB'209~26-006 Jd! NI
}

SAE1-5td-NEW.5/96 7 23 Oct>
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sDZ HTF 919
study Code: WTFB 209-E-00

SERIOUS AD

STUDY MEDICATION

Daily dose Lo pQ ———

Po

Dose reduction because of event

Route of
administration

O No

= RSE EVENT REPORT

(n addition; please complete the ‘ADVERSE E VENTS form

4 Not Applicable & Yes —Date M

Discontinuaz(ij» because of event K No QYes— Date l 1 \
A oMt day

Page

subject’s initials

Start date
of medication

Time elapsed between
lastdrug administration

and onset of "‘"‘_aﬁm&;ankif—mr S

v

|

yeor

Code brokén‘ft No w{ Not Applicable O ves — Name of drug received
CONCOMITAN MEDICATION
Daily dose
.o attime of Route of :
Drug name Indication event ad mini_stration Start date | End date
' ASSESSMENT-OF CAUSALTY
Event causality O Study indication O Concomitant therapy O Other,
of Coexistent raedical O Study medication specify.
) condition .
nelationship to _
study medication d Notrelated O Unilkkely O possibly O Probably O Deflnitely

(e.g. study indication. coexistent medical condition, <

Justification of assessment given in Assessment of Causality

oncomitant therapy. study medication, other)

Additional remarks, 3

unkil qraja

< i : 7

| tnstitution

lny)estigator’s name (plea

' !_nvestigator_'s signature

S mertisho

——1
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— DISCHARGE SUMMARY

PATIENT: 4 MEDICAL RECORD NO:
DATE OF ADMISSION: 08/12/9 CASE NO: -
DATE OF DISCHARGE: 09/15/87 PHYSICIAN: ar -

LABORATORY DATA:
Blood t A, Rh paaitive, antibody screen negative. Postoperative

hemeglebin was 11.0.

ADMITTING DIAGNOSIS:
1. Pelvie pain.
2.  Stress urinary incontinenca.

® DISCHARGE DIAGNOSIS:
1. Pelvic pain.
. Stresa urinary inconcinence.

HISTORY OF PRESENT ILLNESS:
This patient is & 46-year-old white female admitted for exployatory
lapaxotomy, bilateral palpingo-oopheyeoromy and Na:shnll-Maxche::i-xrantz

procedure.

HOSPITAL COURSE: ’

The patient was taken to surgery on tha day of admiseion +here the

procedure were performed. The patient was noted to have multiple
adhesicns of the gut and ovary to the left pelvic side wall, and bilateral
salpingo-ocphcrectony was pexformed as woell as Marshall-Marchetti-Xzraptz

procedure.

The patient tolerated the procedure vell and postoperacively devalooped
some postoperative naunea and anxiety. The patient had urinaxy retention
afcex discontinuation of her Foley catheter on Satuxday morning, and ehe
had to have it replaced, and on sunday voided well and had prablewms with
nausea. She developed some hellucinations on Darvocet N 100, and the

patient was gwitched off this medication.

DISPOSITION: ‘
cShe was discharged on the third postoperative day. The patient was given

pastoperative instructione and was agked to return to the office in two
weaks for routine postoparative care.

DISCHARGE SUMMARY Page 1




~DISCHARGE SUMMARY
PAGE 3

DISCHARGE MEDICATIONS:
xapax in tha day time, Restoril at pbed time and al

prescription for Toradol for pain.

NYCAMIRDER cvmbv Pans ?

go was given a
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— OPEZRATIVE REPORT

PATIANT o MEDICAL RECORD XO» =
ROON NOv N CAER MO - e
DATS OF BURGERY , gURGEONy -
ABRISTART 7
PnEOPBRA!IVB-DIAGNOS!B:
1. Left lower Quadrant pain,
2. stress urinary incontinence.
POSTOPERATIVE DIAGNOBES:
1. ndhesions of gut and omentum to the left pelvic sidewall and
left ovary. _ :
@ : atress urinary incomtinence.
NAMER OF OPERATION! '
1. Expleratory la axotomy.
2. pilateral salp ago~cophorectony.
3. Adhesiolysis. :
<. M;gshaii-uarchetci-xrnncz procedure.

ANBETHBBIA: General anesthesia

DESCRIPTION OF PROCEDURE :

Under genexal anapthegia, the patient wad placed in the gupine
position. A 416-French Foley catheter with a 30 cc bulb had been
ingerted into the bladder prior to prepping and draping.

A Pfannenstiel ekin {incipior was made, carried down through the
pubocutaneous fat whioh was then entered sharply and incised to the
transverse faacia and elevated away from the rectus muscle., The
rectus muscle was then eplit ipn the midline and the anterior
peritonsun identifiea and inciged vertically, and an
o'Conno;-o'9u111van retractor was usad to expose the pelvie. The

. _ incimate adherence of the gut to the left pelvic sidewall completed

hid the left ovary which was also intimately adherent to the laft
pelvic. sidevall. With meticulous fine aigsection with Metzenbaum
scisaore and algo DY teasing with a DcBekey forceps, and the use of
nsedle point Bovie, tbe area was freed up until the lefc
infundibulopelvic ligament weh identified ag vas the ureter and the
left pelvio pidewall. The left ovary was clamped acroas the .
infundibulopelvic ligament, rransected and removed, and #0 viczyl tie
wag used to secure this 1igament.

Inspection of the pedicle row after intensive wmeticulous digpection of
adhesions had caused retroperitoneal axploration of the uraeter and
' vesseip were all appearing normal.

Continued. ..

Page 1
— O?BRATIVE REPORT e




~ OPERATIVE REFORT

Reparitonealization vas accemplished by the used of #2-0 Vicryl and
then 8 small pledget af Interceed was placed ovar the area of gut
which had been taken off of the left pelvic sidewall and ovary.

The right cvary also had some adhesione and this wae freed with neesdle
point Bovie dissection along with Metzenbaum BCigsoOTS digpaction, and
adhesiolysia of this area allowed the right infundibulopelvic to be
clamped, transected, and puture ligated with #0 Vviexyl. Following
this, no active bleeding being secen, tha peritoneum was closed and the
praceduxe was coptinued in the Epace of Retzius whare the Foley bulb
apd eatheter were manipulated by the circulating nurss to assure the
bulb'es placement at thbe urethrovesical junctiozn. Then a Babeock clamp
waé uped to gragp the Foley tube paseed the dbulb at tha v

urethrovesical junction and elevating the urathra two stitches of #1
. chromic wera placed on eicher side of the urethra in the perxiurethral
fascia. Then, using half circle trocay needles, thase four sutures
were tacked to the posterioxr portion of the gubic aymphvsis, ried down
with elevation of the urethrovesical angle without difficuity.

The Foley catheter was then deflated and removed. It was inepected to
make sure that it was intact and did so appear and then the fascia was
then closed with #0 Viexyl asfter inapection revealed no active
bleeding. The subcutaneous fat was reapproximated with rumning #2-0
plain and the skin was closed with #3-C Monooryl. Benzoin wae then
placed on the skin and Steri-strips were placed across the inciasion.

The patient tolerated the procedure well. Estimated bleod loap was
legs than 50 cc. The patient returned to the racovery area in
satigfactory condition. The sponge and needle counts were repsrted as
correct times Cwo at the ond of the procedure.

Page 2
[ opRRATIVE REUPORT
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THE LEFT HWIP.
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_FINDINGS: THE INCLUDE
yHER! 16 NO MASS LEBION IDENTIFIED.

IMPREGBION: NU SIGNIFICANT RADIUGRAFRIC ABNORMALITY SERM.

o
;.
T

L] - [ '
e
13y
",
‘1!5. .
HER
I
ot
) |
*' RAD1OLOGIET! I —
ki ot . PATIENT NAME:

LaGc: 4E! Q46 HEX: F

QACCY®: TYPE: [ .

- S MRNG:
oRp — o

AT
e - e R




Vo= : b 20

- o Caske R
' PatieNt {,
NEW PATIENT KISTORY & PHYSICAL ~—
DOCTORs - - DATEB: 09/09/97 N.B.W.D.! M
NANE: - PATIENT NO.: AGE: 46
ADDRESSSC
PHONE #1 BIRTH DATE: S5/37/51 REFERRED BY: ‘gister
LABRORATORY:
USUAL WT1 128 1b. PRESENT WT: - 131 lb. BTy 5'0"
ge: 130/76 - [MP: Hyst. (Premarin) HCT: 9/87
& HENOCCULT: PAR 1
| SMEMR: MAMMO: 1996 ¥8 cHota 9797

CATER COMPLAINT!

Left lower quadrant pain of two weokg’ duration.

RISTORY OF 2RIBENT‘ILLNQGS:

This patient is a 46-year-old white“female who had a hysterectomy in 1979
becsuse of excessive bleading. She” had acute onset of left lower quadrant
_pain about two weeks ago and was 3een in the
where she had consuitations by gaecroen:erolE§?“iiE§éE77*iﬁd"”ﬁiéﬁiﬁéyffff
The patient subsequently bhad CT scans cf the pelvis, abdomen, u trasound of
the pelvis, and a barium enema, all of which wera inconclusive. GShe was
told that the most l1ikely scenario was that she had adhesions. The patient
nas had a conaiscent burning-twisting type pain which has caused her to
mise work and which ie continuing to causc her extyeme discownfort. The
patient takes premarin 0.625 daily ard has been on thias for the past year.
She also has some problema with stres@ urinary incontinence, particularly
hen she i@ trying to do aerobics or jazzercige, and with coughing or
nesxing. This has also been present for approximately one year. The
patient denlies any other symgtoms and has brought with her today pictures
of her ultraeound, barium enema, and CT &cana.
She desires to correct this situaction and is here hecause she has not been
adble to get any definite resolution for her problem. -

REVIEW OF SYSTEMSB:

The patient has had reflux epophagitis eince 1854. She takea Pepcid when
neceasary.

GOCTAL HISTORY:

cno danies tHE UGG 9§ §obasco, schanol, cescar SFUGE. I the prosance of
tattco. She is ac inczeaged AIDS risk. She works in uygary with DI,
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' Corporation,

: ' 59 Route 10

. East Hanover, NJ 07936

bopv-s ol i Lo b

To: - Fax: 918-743-7408
From: Date: 03/13/00
Re:  Srudy 209: Patient 26-06 Pages: 7

' ce: Pat Riggio

2 Urgent  [OlForReview  [1PleassComment X PleaseReply [ Please Recycle

;#::"“ L 4 ] e . ] ] [ ]

d a copy of patient 26-06’s (protocol 209) H&P, operative report and
¥y-that was submitted to us by your site. A SAE of “ovarian cyst” was
¢ have reviewed the reports and have not found mention of

3/40#«

Couldyouand  re-review this patient’s case to determine if the diagnosis of this .
event is “‘ovarian cyst”? O}t .«

Thank you in advance for your prompt attention to this matter.

. Best regards, e

® & & 6 6 6 4 0 & 0 P 4 s & e & 4 o s ¢ 0 ¢
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NOVARTIS CHFT918-209

MARCH 21, 2000

MEMO TO FILE

After reviewing post operative reports, diagnosis confirmed as adhesions to
vaginal wall rather than ovarian cysts.. Permission for Novartis to change SAE
@ from ovarian cyst to vaginal adhesions. '
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Document number/name ISS addendum 2.doc 27-Apr-2000 (5:33) Product number/name

Study/Patent identity B209/028/0004
Sex, age, race: female, 36yr, Caucasian

Past history: penicillin allergy, sinus congestion, myositis, hiatal hemia, urinary tract

infection, cervical conization (stage CIN3). Likely ovarian cysts & uterin
adenomyosis on previous CT and US scans. :

Summary case history: hysterectomy + R-salpingo-oophorectomy for uterin adenomyosis &
ovarian cyst

The patient began treatment in this 12 month, open-label study on 3Feb 1997

In July 1996, seven months before entering the study, she had undergone a diagnostic work-up for
abdominal pain (CT scan: “low attenuation within adnexal areas suggestive of ovarian cysts”; US scan
according to subsequent surgical admission report had showed “diffusely inhomogeneous uterin
texture with suspected adenomyosis”).

During the course of the study, she presented with pelvic pain and severe dysmenorrhea. Towards the
end of the study she underwent surgery with hysterectomy + R-salpingo-oophorectomy on 5 Dec 97
(day 306). The pathology report describes large (diameter 3.5cm), thin-walled, partially luteinized
follicle cyst and scattered small cysts in the remainder of the R-ovarian cortex together with focal
superficial adenomyosis of the uterus. Study medication was uninterrupted and the patient completed
the study. The investigator considered the episode to be unrelated to the study drug.

Attachments: CT scan report (Jul96); serious adverse report from investigator (Dec97); hospital
admission history & physical, operative reports; discharge summary; extract from
pathology report (Dec97).

_Accessory information (from case record form):

Study medication administration

Medication Dosage (mg/d) Dates
tegaserod 4 3Feb - 3Marg7
12 3Mar - 30 May97
12 1Jun97 - 9Jan98
Prior/Comedication
Medication (route) ATC class Dates
Dicycloverine hydrochloride (oral) Synthetric anticholinesterase Prior (Aug96) — 26Jan97
Paracetamol (oral) Anilides 17 - 26Apr97
Mylanta (oral) Anatacid + antifiatulent 8 - 11Nov97
Methocarbamol (oral) Carbamic acid ester 4Feb — 14Mar97
Bactrim (oral) Sulfonamide + trimethoprim 4-11Feb97, 17-26Apra7
Philtips laxcaps (oral) Contact laxative 17Feb, 11Aug, 17Aug97
Beclometasone diproprionate (nasal) corticosteroid 17Apr-16Sep97, 20Nov97 — cont.
Cough/cold preparation Cough/cold preparation 14-15Apr97
Triamcinolone acetonide (nasal) glucocorticoid 16Sep-18Nova7
Mepergan (oral) Phenylpiperidine derivatives 20Nov-12Dec97
Naproxen sodium (oral) Proprionic acid derivative 4-22Feb97, 13-16Sep97, 1-5Novs7
Pseudonephrine hydrochloride (oral) 20Nova7 - cont.
All reported adverse events
Event severity Dates Relationship*
Fiu-like symptoms moderate 14-26Apr97 unlikely
pain moderate 5.12Dec97 unreiated
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Document number/name ISS addendum 2.doc 27-Apr-2000 (5:33) Product number/name
Event severity Dates Relationship*
Abdominal pain moderate 140ct97 unlikely
Flatulence moderate 8-11Nov97 unlikely
Nausea mild 3-6Feb97 probably
moderate 140ct97 unlikely
Arthropathy moderate 12-16Sep97 - unrelated
Back pain Mild/severe 25May-6Dec97 unlikely
Ovarian cyst moderate 5Dec97 unrelated

* relationship with study medication as assessed by investigator
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SDZ HTF 919
study Code: HTFB 209-E-00

SERIOUS ADVERSE EVENT REPOR

»See artached Instruction Sheet for information on completion of SAE Form.
In addition, complete the ADVERSE EVENTS FORM

Date I
of birth O?J 2% (ﬂ‘ Weight U-I?b-lj
Sex 0 Male ({Female
: . Race
Pregnanf O Yes ({ No i NotApplicable 0 Other (speafy):

Page 1/2

SAE

Height l_(b@

Relevant medical history LEEP  (RCUSDURE 191 3

ADVERSE EVENT specify as reported on AE form:
Clinica! description (incl. diagnosis) OV AR\VAN TU MeRS

Mlis SRLTIOMY

Reason for reporting

({Caucasian G Black U Asian/Oriental

HTFB/209/0/28/4/ 1/USA P

Course and outcome ___

HTFB-209-28-004 i

n Requires or prolongs nospitalization g Cancer U Lile-threatening ~ Death

o Persistently disabiing or incapaatating O Congenital anomaly ~ Overdose

o Other (specify):

Start’ = Start End End

date 7— > q 1 time date 7—' oS q 1 ume

~or.t Ay veeof 280 cloch cav es 28 he. choxh
Relevant findings (e.9. ECG. autopsy, 1ab data, incl. coples of lab sheets)
Therapeutic measures mﬁmwwl
. T - . -

i"\' i T 0 ouc PR
' v O IRVRE
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o antre no WD ™
. sDZ HTF 919
study Code: HTF8 209-E-00

SAE

Subject’s initisls

SERIOUS ADVERSE EVENT REPORT Page 2/2

In addition, please complete the ‘ADVERSE EVENTS' form

STUDY MEDICATION .
Start date - .
Daily dose \2— Mj of medication l 07-‘0 % l (‘ 1 I

Route of Time elapsad between
oute of (’ ) Jast drug administration
administration and onset of event

Dose red_union because of event f{No O Not Applicable O Yes — Date Lm\JT_lWJ

. Discontinuation because of event J Ne D Yes —Date - -
~o v reer
Code broken (O No t{ Not Applicable O Yes — Name of drug received

CONCOMITANT MEDICATION
' Daily dose
Drug name indication A at:::::‘of adl':?r:i’:terg:ioh Start date | End date
ASSESSMENT OF CAUSAUITY
. Event causality O Study indication O Concomitant therapy O Other,
: { Coexistent medicat [ Study medication speuly
condition

Relationship to ({
study medication Notrelated O Unlikely ¢ Possibly O Probably (O Definitely

justification of assessment given in Assessment of Causality
{e g swdy indication, coenittent medical condition, concomitant therapy, study medication, othes)

HTFB/209/0/28/4/1/lUSA  —

Additional fem.’ks___ HTFB 209 28 004 5 P e —————
e AV

ﬂlr_ . ”4

(nstitution Ly JEC D.ome Qb

]

Investigator's name (please print) LoN Pﬂ»L.\‘fT'& Mop | ;(T;-ﬂ—:———-i- t}

- - — _ v"..,lt i

. 3 Investigator's signature So
o ‘: it_l \ "
SAE2-1td-NEW-5/96 / 21 Oc1 96 7=
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RUN ON 07/11/96-1356 RADZOLOGY REPORT . . '_!

] 03/3e/61 35 ACCTSY !
““PATIENT STATUS: SDC e . ,
-------------- -.---o—-oa-----‘..-v}-------------.-.-----‘---—-----... [ B
RE- s CuT MEN W/CONTﬁASTLH##I"ﬁI,,Acrlcr LIMITED SCAN '
EXMM DATE: 07/1C/96 | ORDERED BY: - -

REPORT STATUS: DRAFT (

ABOOMEW AND PRLVIS CT
Clinical Rigtory: Ad
TECHNIQUE: ZImages ob
scanner. 7 mm axial

from the dlaphragh to

minal pain.:

{aed on & GE Nigh Speed Advantage Helical cT
ctions &c 7, mm intervala obtained helically
just caudal .l'.o the kidneys. 10 mm axial

als obtained through the lover abdomexn and

sections at 10 mm int .

pelvis nonshelically. | oral and mechanically injected nonionic ' m m A«\ O{Sr

. intravenoun centxast \dsed. _ '
PDNGS: The lung bases are cleax. No pleural fluid identified, Ng\pgz 3
The liver and apleea are of homogeneous attenuation. .The paucreas

appears of noxmsl £iz and edu,t‘igu‘ration. The kidneys are ofinormal D Mocﬂb
configuration, withouy obstructicn. There ic oo evidence of : { Al

recroperitonesl or pellvic lymphadenopathy oT mass. Régions of low

sttenuation seen wi the right and left aduexal areas, moat !
likely ovarian 3 i romin=nt. |
Corxe & may ke helpful for completa avalud : i

]

al fluid.|
CYST. THE LEFT OVARY APPEARS SOMEWRAT
CORRELATIVE ULTRASOUND WOULD BE HELEFUL
TON, IF CLINICALLY.INDICATED,
ABOOMEN OTEERWISE WITHIN NORMAL LIMITS:

T

IMPRZSSION: PROBASLE

TRANSCRIBED DATE/TIMES
TRANECRIPTICNIST:

. FOR EXAM:

B Jr/c'r ABDOMEM W/CONTRAST : : : t
- CAMPUS: - '

Sow is patient trandpoxted? A - AMBULATORY
12 patient on isolagieo? N , :
ts patient pregnanti N ;
Reasen tor proce :
Comments: PT MNERE

FOR BXAM:
CAMPUS \
Mow is patient tnn.j;o:ted? A+ AMBULRINRY
Is patient on isolayjicn? N ‘
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RUN ON 07/08/96-1331  RADIOLOGY REPORT !
: - o
-  mEFOQ//A 3 RCCT T
PATIENT STATUS: OUT we - ' '
o gs/us : . .
EXANM DATE: 07/08/96 ORDBRED BY: [

...... ewvweEmaewne " as o

REPOPT STATUS: DRAFT (hot yet eignéd) REPORYED BY:

of the upper abdomen eliows & gallbladder that '

hape. Its walle are of mormal thickness. Yo . . : .
bila dvct i3 normal in cdiameter. Dilsaxy L :
{ver, spleen, pancreas, aorta and both kidaneys . ‘
appear to be within normsl limite.

MINAL ULTRASOUND.

vltragound examinatiol
19 normal in #ize and
stones are seen. Co
tree ia nor‘: dilaced.
are well visualized |
IMPRESSION: . NCRMAL

CC: o

TRANSCRIBED bms/-rmazro-z/oa/ss (1200)
TRANSCRIPTLONIST: : ;

FOR EXAM: Js/us ABCOMEN' .
CRAMPUS : - o
Mow {3 pacient trandported? S - STRETCMER .
Ze pstiert on isolagion? N v <o
1s pactlene pregnanty N .
‘Reason ffor proceddra? R/O GALLSTONES .
Comments: _ '




MRME :

MED REC WO.: S
AN DATR: o
ATTERDING: _
PICTATING ( o
PICTATE DAIE: 12703797
ROOK WO

PATIERT ALCCT WO.’

cr

FREADNISOION HISTOAY AND PHYSICALI This patient is scheduled Lo b aa
early moraning admiesion on December 3, 1997.

ADNITTING DIAGNOSIS:
1. Adenomyosis.

HISTORY: This is a 36-year-old female who is admitted with a history
of severe dysmeaorrhes and pelvic pain and with a history of periode
every two veeks. The patient’e periods last approximataly five daye
and has sysptoms of menorrhagia. The patient is unable to take oral
contraseptivea. Bha also bas a past hiatory of having had & cold knife
conigation which revealed CIN-III of the cervix. The patient is now
acaitted for a total sbdominal bystexectamy. The patient has bad
previons CT scan wbich had revealed & left ovarian cyst and an enlaxged
uterus. Her ultrasound on 07/26/96 revealed & diffusely inhomogenecus
uterine texture with suspected adencmyosis. : :

PAST HISTORY: Surgery - Cold knife conization. ¥o hiatory of
tuberculogig, diabetes, cheumatic fever or ssthoa. She does have a
history of spastic colon. '

SOCIAL BISTORY: She smokes one-balf a pack of cigagettas daily.
mic_ar:oxs: None.

ALLERGIES: PENICILLIN, CODEIWE AND ASPIAIN.

PEYSICAL SIAMINATION: |
VITAL SIGHS: Weight is 133 pounds, blood pressure is 90/60.

. HERNT: within normal

La,
CARDIOVASCULAR: Regular sinua rhythm without murmur.
ABDOMENS Soft without tendesrness.

CORTINUBD. ..

EISTORY AND PEYBICAL
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ADN DATE: . T
ATTERDIWG SISTUAY ANU PRYBICAL

FATIBNT ACCT NC_ I . hBQ 0.2

PAGSB 2

CENTTOURINARY: Tbe pelvic exanination shows the cervix within normal
limits. The Pap smear oun 07729/96 vas normal. There waé one on -
10/16/797 was o3 undetermined 6iyoiflicance but prisarily due to.
degencrative cells. The uterxus wvab retroflexed, tender, bodgy- The

adnexa were without =magses.

IMPREBSION:
1. Poat cold knife conization for CIN-IXX.
2. Adencmyosis.

PLAN: Total abdominal bysterectomy.

—ps 13703/97
T 12/03/97
00
Tlme Dictated: 16¢3¢

DICTATED BY:
REVIZWED BX

oaosm
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PREOPERATIVE DIAGNOBIBI
1. Adenomycsis.

POSTOPERATIVE DIAGNOSIA:
1. adenomyoeis with right gvarian cyat.

OFERATION: ] ' ,
1. motal abdaninal bhysterectomy and right salipingo-oopborectomy.

SURGROE)

FIRST ASSISTANT: v

PERTINENT PINDINGS AND OPEMATLVE PROCEDURE: The patient wao prepped
and draped in the usual manner under gemeral anesthesia. A
pfanpnenstiel incipion was carried down through the skin, and fascia and
peritoneun were incised. Self-retaining retrector wao put ias plaec.
The uterus wvas boggy. Thero was about a 4.0 x 5.0 cm, aoet likely
hemorrbagic corpus luteum of ths right ovaxy. WNo evidence of
endosetriceis. The left ov wes oormal, 8o it was decided besat to
proceed vith total sbdcminal hysterectomy and ‘33“
galpingo-cophorectamy. The utegus vas greeped
temaculum. The sight round ligament was grasped with vanderbilto,
iociped, and carried dowvd inferiorly vith #1 Chromic suturce. The right
ianfundibulopalvic ligament was doubly clamped vith curved geanay’s,
igcisod, outured ligatured with 41 Chrosic and free_tied with #1
Chremic. A similar procedure was rformed on the left, clamping the
left utero-ovarian :nguent._ The bladder was dissected whasply and
Dluntly off the cervix. Skeletonization was accomplished bilaterally-
The right uterine veosels wore grasped with cuxved Beaney’s, inciaed,
suture ligatured with §1 Chromic and free tied with #1 Chromic. The
sama procednre vas perfomed for the left uterine vessels. The cight
cerdinsl and utaromacral ligamepts wvere graspad with straight dcanay’ s,
incived, suture 1igatuyed with #1 Caronic. The sams procedure vas
performed for the left cardins]l and uterceacral ligaments. The vagioa
was entered on the right side and anglie sutured with #1 Chromic. The
sams procedure was performed for the left angle. GOpecimen was romoved.

CONTINURD. . «

OTERATION REPORT
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The ouff ves closed with interrupted #l Chromic suture,

Isrigation wae done.
Lap ocount was gorredt.

adeoquate.
regoved.

monecril, PD8 x two for the fascia,

— ¥ 12/08/97

*: 12/05/97

Hemostasis was
The self-retaining retractor wvaa

The peritoneun vas closed with & 0

and staples for the skim.
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DIAG: ADENOMYOS!S poB: Q3/7¥/81 AGE: 36 SEX: F
1SOL: UNTVERSAL TYp: | LOC: REAC
DI1SCHARGE SUMMARY —PERMANENT CHART COPY- REQP B
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ATT: AOM_
REF: NO REF M0 ’ CON: NONE

ORDER: DISCHARGE SUMMARY 182.01

AUTHOR: o

s Emmx = ® ®asssRES==S=S=T=S5F=-===% == =S ==2=

102.0%
DI1SC. DATE:

cc , ' - e —

PINAL DOLAGNOSES:
{. ADENOMYOSI1S.

PROCEDURE: 12/3/97 — TOTAL ABDOMINAL HYSTERECTOMY, RIGHT
. SALP I NGO—-OQOPNORECTOMY . '

SUMMARY : THJS 38-YEAR-OLD FEMALE VAS ADMITTED WITH A HISTORY OF SEVERE
DYSMENORRNKEA AND PgLVlc PAIN AND WITH A H]1STORY OF PERIODS EVERV TWO
WEEXS. TRE PATIENT'S PERIODS LASTED APPROXIMATELY FIVE DAYS AND HAD
SYMPTOMS OF MENORRMAGIA. SHE WAS UNABLE TO TAKE ORAL CONTRACEPTIVES.
SME ALSO WAD A PAST MISTORY OF HAVING HAD A COLO XNIFE CONI2ATION WHICH
REVEALED CIN 111 OF THE CERVIX. THE PATIENT WAS NOW ADMITTED FOR A
TOTAL ABOOMINAL MHYSTERECTOMY. SHE HAD PREVIOUS CT SCAN WHICH HAD
REVEALED A LEFY OVARIAN CYST AND A LARGE UTERUS. HER ULTRASOUND ON
7/26/96 REVEALED A DIFFUSELY INHOMOGENEOUS UTERI £ TEXTURE WITH
SUSPECTED ADENOMYOSIS. '

ST MISTORY: COLD KNIFE CONIZATION. HISTORY OF A SPASTIC COLON.
ALLERGIES: SENICILLIN, CODEINE, ASPIRIN,
CURRENT MEDICATIONS: NONE.

PHYSICAL EXAMINATION: REVEALED THE PELVIC EXAM SHOWED THE CERVIX
WITHIN NORMAL LIMITS. PAP SMEAR 7/29/968 WAS NORMAL. THERE waS ONE ON

CONTINUED
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PAGE 002

12727797 16:17 o -
P MR®: ACCTS’

#Vv: GYNECOLOGY ADMT olsirjf:;;:::j***
01AG: ADENOMYOSIS po8: 03728/61 AGE: 3% SEX: F
1SOL: UNIVERSAL TYP: LOC: REaAC

~PERMANENT CHART CoPY= REQS:

D1SCHARGE SUMMARY
10718797 aF UNDETERMI NED S1GNI
OEGENERATIVE CELLS. THE UTERUS
Wil THOUT MASS.

LABORATORY VALUES: HEMATOCRIT 40,

HOSPLTAL COURSE: ON ADMISSION TO THE HOSPITAL. THE
THE PROCEOURE. RISKS AND
AGREED. SHE WAS TAKEN TO THE

PREPARED FOR
SHE UNDERSTOOD AND

19/5. WHERE SME UNDERWENT A TOTAL ASDOMI
GENERAL
CERVIX SHOWING PATCHY CHRONIC INFLAWMMATION,

{N ASSOCIATION WITH FOCAL CERVICAL SCARRING/DISTORYION

SALP | NGO—OOPHORECTOMY UNOER
SHOWED THE UTERINE
CERVICITIS,

COMPATIBLE WiTH A PRIOR CON) 2ATI1ON,

NO RESIDUAL DYSPLASIA IDENTIFILED,

PICANCE.
WAS RETROFLEXED. TENOER,

PRIMARILY DUE TO

BsUT
BOGGY. AODNEXA

POTASSIUM 3.6.

PATIENT WAS

S WERE EJPLAINED 7O HER.
OPERATING ROOM ON
NAL HYSTERECTOMY, WIGHT
ANESTHESLA. PATHOLOGY- REPORT

BENEF]

FOCAL REACTIVE SOUAMOUS METAPLASIA,
SECRETORY PATTERN ENOOMETRIUM. FOCAL

UPERFICIAL ADENOMYOSIS. UNREMARKABLE MYOMETRIUM AND SEROSA. OVARY AND

ALLOPIAN TUBE ON TUHE RIGHT SHOWED OVARIAN 3.
UNREMARKABLE FALLOFPIAN TUGE.

LUTEINI2EO FOLLICLE CYST,

POSTOPERAT|VE CODURSE:
THE CARE PATH. SHE RAN A
PULMONARY TOILEY. WER ACTIVITY
HER BOWELS BEGAN YO FUNCTION.

WAS RESUMED. THE WOUND LOOKED FINE. SHE DID
WAS VOIDING WITNOUT DIFFICULTY.

URINARY RETENTLON. BUT THEN

HER DIET WAS ADVANCED. ACTIVITY LE

Y0 VOID AND HAVE BOWEL MOVEMENTS.
AN OUTPATIENT.

AT TME TIME OF RELEASE FROM THE HOSPLITAL.
REMAINING VITAL SIGNS WERE WITHIN NORMAL
SHE WAS AMBULATORY. SHE
GIVEN PRESCRIPTIONS

HEMATOCRIT 33.7.
ACTIVITY, PREADMISSION DIEY.
INTeESaN>13/ %o Fon S

12710 FO
CARE.

TAKING MEPERGAN P.R.N. FOR
PLE REMOVAL OR SOONER IF NEEDED FOR FOLLOW-UP

S CENTIMETER PARTIALLY

THE PATIENT WAS PLACED ON IV FLUIDS. SHE WAS ON
LOW GRADE FEVER. EFFORTS WERE MADE AT GOOO
LEVELS WERE GRADUALLY INCREASED. WHEN
HER DIET WAS ADVANCEO. AMBULATORY STATUS

HAVE. SOME PROBLEMS W1TH

VELS WERE INCREASED. SHE WAS ABLE

SHME WAS D) SCHARGED TO 8E FOLLOWED AS

SHE WAS AFEBRILE. THE
LIMITS. LAST RECORDEQC
wAS INSTRUCTED ON LIMITEO
AND COMPLEYTE
PAIN AND RETURN TO THE

REVIEWED 0’

CONTINVED
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URGICAL

Name: _
MR # ‘
_Age/Sex:

SSN: -

Date of Opération: 12/05/97
pate Reported: December 6, 1987
pPhysician(s):

Clinical History: ADENOMYOSIS
FINAL DIAGNOSIS:

RIGHT OVARY AND FALLOPIAN TOBE;

PATHOLOGY REFORT
Accaapion #:
Acct #: o
DOB: 0371371921
Room: GYN7714 -
6 209 Zdmac
Cenrtee. 28
P ariet 4

RYSTERECTOMY, RIGHT SALPINGO-

CHRONIC IRFIAMMATION/CERVICITIS po ]

ASSOCIATION WITH FOCAL CERVICAL SCARRING/DISTORTION -

PRIOR CONIZATION - FOCAL REACTIVE BQUANCUS

DYSPLASIA IDENTIFIED (EEE

BECRETORY PATTERN EXDOMETRIUM - FOCAL SUPERFICIAL

UTERUOS,
OOPHORECTOMY :
4.' M. UTERUS:
_ 1) UTERINE CERVIX - PATCHY
COMPATIBLE WITH
METAFVLABIA -~ NO RESIDUAL
MICROSCOPRIC) .
2)
ADENOMYOSIS.
3) - UONREMARKABLE MYOMETRIUM AND SEROSBA.
B. OVARY AND FALLOPIAN TUHE (RIGHT) -

FOLLICLE CY38T: OREMARKABLE

GROSS DESCRIPTION:

Received is a
right rallopian cube measures 6 cm
fimbriated end is unremarkable.
ovary is tan-pink to red-brown in

ovary is cystic in character and
4 cm in grestest dimensions.

walled cyst filled with hemorrhagic sexous fluid.
The cyst lining is glistening

3.5 em in greatest dimensions.
lesions.

single specimen designated “uterus, right tube and ovary”.
in length and 5 mm in greatest
Mo focal lesions are present.
color and measures
The external suzface varies from glistening to granular to mildly convoluted.
hemorzhagic over an area measuriag roughly 4.5
sectioning of the ovary demonstrates a large chin

The remainder of the ovarian cortex

OVARIAN 3.5 CN PARTIALLY LUTEINIZED
FALLOPIAN TUBE. :

The
diameter. Ihe
The associated

5 cm in greatest dimensions.
The

The cyst measures approximately
without focal
denonstrates scattered small

cortical eysts as vell as corpara alhicantia. No additional changes are noted.

Foeur sections including ovary and tube are submitted in two cagsettes

(371, 2/1)

The uterus weighs 55 grams and neasuxes
uterus is pear shaped in configuration. The serosa overlying the
fundus is tan-pink ia color and glistening
extarnally

fibromuscular soft tissue without focal
Ectocervical mucosa is tan-pink in color and glistening.

portion of the utegus

in length.

measures B8 wm

The endocervical canal messurea epproximately 2 cm in leagth.

8 x 5 x ¢ e in greatest aimensions. The
uterine body and
The cervical
fibrous and
linear and

without focal lesions.
bite rough irregular
lesions. The cervical os is

The MUCO33 i= tan~

o n(migeer s nnloe g

-




SSN: -

Date of Operation: 12/05/97
pate Reported:
Physician(a)

clinical History:

FINAL DIAGNOSIS:

UTERUS, RIGHT OVART R
OCOPHORECTOMY :
A. UTERUS
® 1)  UTERINE
ASBOCIATION WITH
COMPATIALY
METAPLASIA

GICAL PATHOLOGY REPORT

OMYOSIS

CERVIX - PATCHY

e

Accaasion #:
Acct ¥
poB: 03/28/1961
Room: GYN77148

B 208 Zdma
Ceartes. 28
Patieut 4

FALLOPIAM TURBE; RISTERECIONMNY, RIGHT BALPINGO-

CHRONIC TNFZA“NI’IO'ICI‘”ICITIs IN
FOCAL CERVICAL SCARRING/DISTORTION -

- FOCAL REACIIVE SQUANCUS
IDENTIFIED (GRE

PRIOR CONIZATION
AESIDUAL DYSFPLASIA

WITH
- N0

MYCROSCOPIC) .

2)

3

GROSY DESCRIPTION:

Received is a single sp
right rallopian tube meas
fimbriated end is

The extexnal surface var
ovazy is cystic in char

% 4 cm in greatest dimensions.
gilled vith hemoxrrhagic sexouc

walled cy3It

3.5 cm.in greatest dimensions.

lesions. ‘The zemainder of
cortical cysts
Four sections

(371, 2/1)
The uterus weighs

fundus is tan-pink in colox
pertion of the uterus
fibromuscular soft
measures 8 mm in length.

OVART AND FALIOPIAN TUBE (RIGHT) ~ OVARIAN 3

ecimen designated
ures 6 cnm
unremarkable.

evary is tan-pink to red-brown in color and measures $ cn in

as well as coxpora alhicentia.
including ovary and

55 grams &nd peasures
uterus is pear shaped in configuration.

tissue W
Ectocervical mucosa is tan-
The endocervicel can-} measured approximately & cm

BECRETORY PATTERN ENDOMETRIUM - FOCAL SUPERFICIAL
ADENCHIOSIS . .
UNREMARKABLE

MYCMETRIUM AND SEROSA.
.6 O PARTIALLY LUTEINIZED

FALIOPIAN TUBE.

zight tube and ovary”. Inhe
in greatest diameter. Ihe
present. The associated
greatest dimensions.
to granular teo mildly convoluted., The
uriag zoughly 4.5
the OVary'damonthatES a large thin
£luid. The cyst measures app:oxiuately
t lining is glistening without focal
tex demonstrates scattered smell

No additional changes are noted.
ubmitted in two cassyettes A and B

“uterus,
in length and 5 mm
No focal lesions azre

The cys

the ovarian cor

tube azxe S

e x b x ¢ cm in greatest dimensions. The

The sercsa overlying the uterine boedy and
The cervical

and glistening without focal lesions.
extornally exhibits rough ‘jrregular fibrous and
4thout focal lasions. The cervical os is iinear and

jnk Ln color and glistening-
n leagtn. The mucosa is tan-
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. Document number/name ISS addendum 2.doc 27-Apr-2000 (5:33) ' Product number/name
.' Study/Patent identity B307/721/0002
Sex, age, race: female, 37yr, Caucasian
Past history: breast fibrocystosis, two miscarriages (94,95), hysterectomy (fibroids), knee
tendinitis

Summary case history: R-salpingo-oophorectomy, appendicectomy & lysis of adhesions for R-
abdominal pain. Adhesions & peritubal cyst at pathology.

The patient began treatment in this double-blind study on 16Feb1998, receiving tegaserod 4mg/d
which was increased to 12mg/d on 23May99.

She experienced R-abdominal pain on day 75 and was hospitalized for severe umbilical pain, radiating
to R-lower quadrant reported on day 86. A one week work-up concluded at mild peritonitis + small
ovarian cyst believed to have ruptured leading to some improvement and she was discharged for
outpatient follow-up only. Treatment with danocrine was started later for recurrence of the cyst but
with persistence of her pain she was readmitted on 8Jul98 (3weeks after completion of study) for

. exploratory laparotomy. She underwent R-salpingo-oophorectomy, lysis of pelvic adhesions and
appendicectomy. Subsequent pathology showed R-ovarian and fallopian serosal adhesions, peritubal
cyst with no evidence of endometriosis and normal appendix.

Attachments: original serious adverse event report from investigator; hospital discharge notes;
pathology report. . '

Accessory information (from case record form):

. Study medication administration
Medication Dosage (mg/d) Dates
tegaserod 4 16Febg8 — 23Mard8
12 23Mar98 - 19May98
Prior/Comedication
Medication (route) ATC class Dates
Mg citrate (oral) Osmotic laxative Prior (1990)
Danocrine (oral) antigonadotrophins Prior (15.21Jan98)
Macrobid (oral) nitrofuran 3-9 Feb-98
. Naproxen (oral) Propionic acid derivative 2-17 Mar 98
Fleet enema (oral??) enema 17Mar98
All reported adverse events .
Event severity Dates Relationship®
Shamp R-abdominal pain moderate 1-3May98 ‘ possibly
Stomach cramps severe 12May98 ' possibly
constipation ’ moderate 17Mar98 possibly
R-ovarian cyst severe 26May-8Jui98 unlikely

* relationship with study medication as assessed by investigator
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' subject’s inicials
study Code: HTFB 307-E-00 R

SAE Report

__

[SERIOUS ADVERSE EVENT REPORT Page 22

In addition, please complete the 'ADVERSE EVENTS’ form -

STUDY MEDICATION
Start date
Daily dose_ﬂ_ﬂﬂgs of medication Fep | 93

Time elapsed between
Route Pf - \ last drug sdministration
administration _O("€=1 and onset of evem__nnL\—&L\l‘_————-

Dose reduction because ofevent ([ No gflot Applicable 01 Yes — Date L_“;_L,,m—L,—..,—J
Discontinuation because of event ONo O Yes — Date L-a,—-l—m—wr"‘w-l

’ Codebroken O No ot Applicable O Yes — Name of drug received
CONCOMITANT MEDICATION
Dailydese |
Drug name Indication “3:::‘ ‘d:?n‘:;:r::ion Startdate | End date

‘ Zelane C-IHS N[Pr

ASSESSMENT OF CAUSALITY
Eventcausality Q Study Indication g Concomitanttherapy U Other, -
©Coexistent medical O study medication spedify.
condition

5} - |Relationshipto -
1 |study medication 0O Not reiated @ Unlikely O Possibly g Probably O Definitely

Justification of assessment given in Assessment of Causality
{e.g. study indication, cae sistent medical condition, concomitant therapy, study medication, oth «f)

A\ -

Additional remarks B Lledh o mobcrg M

\J e—

| | HTFBI307/0/721/211/USA
HTFB-307-721-002

institution

. Investigator's name (please print) M\ \or'l-h
\
‘ P \) investigator's signature _%&

SAE2-n1d-NEW-5/96 / 15097 /]
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Relevant medical history BMM\

SERIOUS ADVERSE EVENT REPORT bage 2

»See attached Instruction Sheet for information on completion of SAE Form.
In addition, complete the ADVERSE EVENTS FORM

Page
o Lo |B
SDZ HTF 919 ree- uajeeno: N
) ‘ Subjects inftials _J | SAE Report
study Code: HTFB 307-E-00 oate
o on @1 NI 19 | R

of birth L_ﬂQQ_J_h.Q.J Waeight LY - height (4]

oy monn . yeor Ibs inches

G | . . .
Sex’ 0 Male ema’e Race O Caucasian mfﬂ;ck (] Asian/Oriental

Pregnant - O Yes @fNo @NotApplicable O Other (specify):

T e

ADVERSE EVENT specify as reported on AE form:

Clinical description (incl. diagnosis) W&Qf_ﬁﬂw

2.7 on dvcriam eyed oo At Bucay
L= L g

Reason for reporting
grflequires or prolongs hespitallzation O Cancer Q Life-threatening a Death

a Persistently disabling or incapacitating O Congenital anomaly  © Overdose
o Other (spedfy):

Start Start . nd ‘ ] I lEnd .
l_aﬁilmn_]time L__.-_-—‘Sate e til‘l'ﬁl\._——-l———-l

26 he. docr 28 M. Cloch

/

fdwant findings (e.0. ECG, autopsy, lab data, ind. copies of lab sheets)

" - HTFBI307/0/721/2/1/USA

HTFB-307-721-002

Therapeutic measures __

Course and omcome_‘f_ei_’g_hgiédmuuﬂﬂﬂlv condi Ko 15

N coLng:

M o [& Y
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»8:  10/5/60 p XoToF S— ssN#

t'tt*ttiitttﬁi'*‘O‘itit"t'*t"!'ti*'tti*ﬁ.ii**t”'t*ti*iﬁ

HISTORY & PRYSICAL MR¢

XX 2 X Al

ttiita:**'o-tiittttiiﬁi'*tttatﬁﬁtittt:ttttttwttiiiiiiiiitifiiitw

MIT DATE:
(SCHARGE DATE:

JIEF COMPLAINT: ABDOMINAYL PAIN.

'ESTORY OF PRESENT ILLNESS: THE PATIENT IS A 37 YEAR OLD MARRIED

S eR FEMALE, PARA II, PREVIOUS TAE FOR FIBROIDS, WHO IS ADMITTED
'CAUSE OF PERSISTENT ABDOMINAL PAIN. THIS PATIENT WRS ADMITTED
(TE UNEXPLAINED ABDOMINAL FAIN APPROXIMATELY SIX WEEKS AGO AND
S HOSPITALIZED FOR ABOUT ONE WEEK WITH PAIN THAT WAS SEVERE,
‘RIUMBILICAL WITE RADIATION TO THE RIGHT LOWER QUADRANT. BHER
K UP WAS BASICALLY NEGATIVE. SHE DID HAVE A SMALL OVARIAN

‘ST THAT WAS FELT TO BAVE RUPTURED AND RESOLVED. HER PAIN
‘PROVED SOMEWHAT. SHE DID MAINTAIN AN ADEQUATE REGULAR DIET
TER A FEW DAYS IN THE HOSPITAL BUT WAS SENT HOME WITH AN
{CERTAIN DIAGNOSIS OF UNEXPLAINED PERIUMBILICAL PAIN, MILD
‘RYBONITIS, RUPTURED OVARIAN CYST. SHE HAS BEEN FOLLOWED AS AN
'7 @PIENT SINCE THAT TIME THROUGH OUR OFFICE AND DR ROBERTS AS
B DOES HAVE AN IRRITABLE BOWEL, WHICH REMAINS UNDER TREATMENT.
'RSIDERATION FOR SURGERY WAS DONE IN THE HOSPITAL IN

NSULTATION WITR DR. _____ BUT IT WAS NOT FELT TEAT THE
\TTENT S SITUATION WARRANTED A MAJOR OPERATION. SHE WAS SEEN AT
'STOVER OBGYN AND HAD RESUMPTION OF A SMALL RIGHT OVARIAN CYST.
"> WAS PLACED ON DANOCRINE, BUT THE PAIN PERSISTED AND SHE 1S

YW BEING ADMITTED FOR EXPLORATORY LAPAROTOMY, REMOVAL OF THE
T OVARY, POSSIBLE REMOVAL OF THE LEFT OVARY AND EVALUATION OF

SR GI TRACT.

\ST MEDICAL HISTORY: ILLNESS SIGNIFICANT FOR IRRITABLE BOWEL
'NDROME. SURGERIES SIGNIFICANT FOR ABDOMINAL HYSTERECTOMY,
IREE VAGINAL DELIVERIES, PRIOR COLONOSCOPY. SHE HAS HRD NO
‘FFICULTY WITH ANESTHESIA IN THE PAST.

'‘DICATIONS: VICODIN FOR PAIN.

LERGIES: CODEINE. AND TERRAMYCIN.

@) HISTORY: MARRIED, NON-DRINKER, NON-SMOKER.
MILY HISTORY: NO BREAST OR GYN CANCER.

\VIEW OF SYSTEMS: HISTORY OF BREAST LUMPS, BENIGN. GI PROBLEMS
. ABOVE AND HER MOST RECENT CHRONIC FPAIN PATTERN.

[YSICAL EXAM:

'NERAL: SHE IS A LEAN BLACK FEMALE IN NO DISTRESS.

'1'ﬁﬁiﬁiQﬁ'**i*it'iii**ii*’.'ii'iiiiﬁ.-'it.'.'b't'i""tttttfi'
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3: 10/5/60 roc: SSN¥
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(TAL SIGNS: WEIGHT 114, BLOOD PRESSURE 104/60, PULSE 72,
3SPIRATIONS 12, AFEBRILE. '

3ENT: NO ABNORMALITIES.

3cK: NO THYROMEGALY.
JNGS: CLEAR TO AUSCULTATION.
:ART: NORMAL SINUS RAYTHM.

JDOMEN: SOFT, FLAT, NO REBOUND, GUARDING OR MASSES. WELL
SALED PFANNENSTIEL INCISION. ‘

(TREMITIES: NO PERIPRERAL EDEMA.

SUROLOGIC: INTACT.

2 @b: EG CLEAR. BUS CLEAR. VAGINA INTACT MUCOSA, GOOD

L SN, CUFF WELL HEALED AND SUPPORTED. CERVIX AND UTERUS
O ION, O MANUAL REVEALS DIFFUSE ABDOMINAL TENDERNESS, WORSE ON
SN 4T 3O MASS CAN BE APPRECIATED. RECTOVAGINAL CONFIRMS,
IMOCCULT NEGATIVE, ANUS CLEAR.

(PRESSION: CHRONIC LOWER ABDOMINAL PELVIC PAIN WITH A HISTORY .
> OVARIAN CYST AND IRRITABLE BOWEL SYNDROME.

,AN: THE PATIENT IS ADMITTED FOR AN EXPLORATORY LAPAROTOMY BY
(SELF AND DR. WE PLAN TO REMOVE THE RIGHT OVARY,
JNSIDER REMOVAL OF THE LEFT OVARY PENDING OPERATIVE FINDINGS,
D TO EVALUATE THE BOWEL STRUCTURES AS BBST AS POSSIBLE. THE

(SCUSSED THE DAY PRIOR TO SURGERY. SHE ALSO HAS TAKEN A GALION
? GOLYTELY FOR BOWEL PREPPING. WE HAVE DISCUSSED THE RISK OF
JRGERY TO INCLUDE INFECTION, BLOOD LOSS POSSIBLY REQUIRING
{PLACEMENT, INJURY TO ADJACENT TISSUES, 1F BOTH OVARIES ARE
{MOVED ESTROGEN REPLACEMENT THERAPY WILL BE MANDATED, AND
JESTHESIA RISKS. QUESTIONS EAVE BEEN ANSWERED, INFORMED CONSENT
R.B’D. THE RISKS, BENEBFITS AND ALTERNATIVES ARE REVIEWED.

DICT: TDICT: 17:10

RID? ~~ DTRAN: 07/15/98 TTRAN: 07:49 AM
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. CONSULTING PHYSICIAN:
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SCHARGE SUMMARY  MR#¥

DOB: 10/5/60 Loc: SSN}

tiitt**ttt‘tiiii***i*tﬁiit*

ADMIT DATE:
DISCHARGE DATE:

DISCHARGE DIAGNOSES:

P e 2222222322232 SR TSR R E AR D 2 B

1. Chronic pelvic - abdominal pain.

2. Right ovarian oyst.

3. pPelvic adhesions.
PROCEDURES: 7/8/98

1. General anesthesia..

2. Exploratory laparotomy.

3. Right salpingo-oophorectomy.
4. Lysis of pelvic adhesions.

5. Appendectony.
ATTENDING PHYSICIAN:

COMPLICATIONS: None.

HISTORY: For the details,
is a 37-year-old married bl
abdominal hysterectomy for
persistent abdominal pain.
prior with severe periumbil
right lower quadrant and a
Obstetrics/Gynecology, Gene
Services. She was eventual
with some resolution. No e
inflammatory process. She
actually apparently rupture
felt to poesibly be contrib
negative resolved. She was
to be followed as an outpat
placed on Danocrine suppres
the decision was then made
laparotomy, bowel evaluatio
bowel history and to evalua
place. She had a normal pr

'...*.g*..'****'b'.,'...'..“*““J-l-&vb&0dﬁ*ti*i*i"‘tttﬁfiiit'.i'I‘ >
DISCHARGE STMMARY MR# A

see the chart. In brief, the patient
ack female, Para Il, with previous
fibroids. 6he was admitted because of
She had been hospitalized six weeks
ical pain with radiation into the
negative work-up by
ral Surgery and Gastrointestinal
ly discharged with unexplained pain
vidence for bowel obstruction ox an
had a small ovarian cyst that had
d during her hospital stay which was
uting to some of her pain. This was
"discharged to home in good condition
jent. She had several visits and was
sion which afforded minimal relief and
to go ahead and admit her for
n because she does have some irritable
te her adnexa which were already in
eoperative course.
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DISCHARGE SUMMARY MR#

DDict: 08/04/98 TDict: 14:40
TrID: DTran: 08/12/98
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MR#

poB:  10/5/60 LOC: SsyY
**ii*i*ﬁi'f*t‘**tt'i*ﬁ*i"'t**i*‘.“i’ﬁ.ﬁiiiii*

FRARAN RN GN AT AT TN

TTran: 02:17 PM
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TOTAL P.@6
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HOSPITAL COURSE: The patient was admitted in good condition for
surgery on 7/8/98. With informed consent she wag taken to the

operating xoom where exploxatory laparotomy was performed through
2 midline incision. She had pelvic adhesions on the right around
the adnexa. The right adnexa was removed as was the appendix. :
adhesions were lysed. Dr. ~ was in attendance for the
appendectomy and lysis of adhesions. The operative course was
routine and without complications. Blood loss was 100 ces. No
evidence of endometriosis was noted at the time. Postoperative
recovery was uneventful. She did not require bowel decompression’
with nasogaatric suction and she eventually had resumption of
bowel and bladder function. She was advanced to a diet slowly
due to her fairly thorough bowel evaluation and appendectomy. BY
postoperative day number three she was advanced on to a regular
diet which .she tolerated and by postoperative day four she was
doing very well. Her pain was under good control and she was
afebrile. Her incision was healing. Physical examination was
considered within normal limits.

The final pathology did show right ovarian and fallopian serosal
adhesiona, peritubal cyst, no evidence of endometriosis and the
appendix showed no pathologic diagnosis.

Postoperative hemoglobin was 9.7 and she will was treated with
iron only. She had stable vital eigns. On postop day four she
was considered stable and ready for discharge having reached
maximal hospital benefit. She ja discharged home to her family
in good condition. She ip to return to the office in three days
for staple removal. She will call for incisional problems,
bleeding or fever.

DISCHARGE MEDICATIONS:

1. Pexrcocet.
2. Ibuprofen. = =
3, Multivitamins and iron.

FOLLOW-UP: In three days.

tiiiitﬁiii*thttti**i*ii.tttitt*ttttttttt*ttit't"ttiiitttﬁtttit*t \/
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Chaz: Nymber: e

2scient’ ,

Patier’

Fin ¢ ~- -

Sex: T DOB: 10/05/60  Age: 37T YRS

phone: ( )} -

Adsitting Physician:

orderihg Pbysiciane—— ——
Copv

to: - Pripted: 07/10/9

SORGICAL PATHOLOGY

Collection Date : 07/08/98 Accession:

N. PELVIC SIDE WALL BIOPSY; B. RIGHT TUBE AND OVARY; C. APPENDIX -

_ 1..'—'6! DXPONOTION:
Rule out endometriosis, abdominal p3in

POST—OP DT CIOAITION:
Same, right‘ovazian cyst

GROSS DESCRIPTION:

A. The specimen is received fresh for frozeR section and consists of a 0.7 x

0.6 x 0.1 cu. piece of pink-tan tissue vithout blood clot-areas or
. adhesions. All submitted for frozen section.. The frozen sectica tissue is
. re-submitted for permanent sections.

B. The specimen consists of a 6 gm., 2.5 z 2.0 x 1.0 cm. ovary. The outex
surfaces are smooth and glistening. It is sectioned. Its cut sucfaces are
unremarkable. The fallopian tube measures 3.0 em. in length and 0.5 em. in
diameter throughout. There is a 1.0 cm. diametex smooth lined paratubal cvst
present (inked blue). It sercssl surfaces are unremarkable. The cut suxfaces
are nomnal. Both the ovary and all of the fallopian tube aze summitzed.,

C. Labeled appendix. Received is 3 S-sbaped grossly intact vermiform appendix
9.3 x 0.8 ou. The serosa is pink-tan, glistening and reveals nuserous
congested vessels. A small mesocappendix is also present. Representative

. sections. e

s

MICROSCOPIC DESCRIPTION:
PERFORMED .

FROTEN SECTION DIAGROSIS:
A. TIBROSIS ONLY. NO EVIDENCE FOR ENDOMETRIOSIS.

Diagnosis given to Dx. /W/”mt:a-'opexatively.
FIEAL DIAGOSIS: ~
‘AN. PELVIS, SIDEWALL, BIOPSY: )
FTBROSIS. : ' -

NEGATIVE FOR ENDOMETRIOSIS. ' "

Patient
locati XIS Page 1

. Locaed . {(cont)
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Patient
. Patient I —
Sex: F DOB: 10/05/60 Age: 37 YRS

SURGICAL PATHOLOGY

céllec.t:ion Date : 07/08/98 Accession:
YDAL DIAGROSIS:
3. RIGHT OVARY AND FALLOPIAN TUBE, SALPINGO-OOPHORECTOMY:
SEROSAL ADHESIONS, OVARY.
BENIGN PERITUBAL CYST, FALLOPIAN TUBE (SEE CQMMENT)

3. C. APPENDYX, APPENDECTOMY:
® NO PATEOLOGIC DIAGNOSIS.

CHOENT: - .
These is evidence of old hemorrhage within the Denign peritubal cvst but ic
does not have features of endometriolis. In addition, one of the ovarian
adhesions is associated with recent and past hemorxhage but endometsiosis caa
not be documented (additional sectios examined).

T e7/10/9¢ T (Electronic Signature) ) ,
Patient:¢ .
Location. ‘ vty oy Page 2
Client: END Oc. REPORT
PH‘.’SICIAN( N

-
TOTAL P.@3
TOTAL P.@3







Novartis ' Confidential Page 19
Document number/name ISS addendum 2.doc 27-Apr-2000 (5:33) Product number/name

Study/Patent identity B351/518/0027
Sex, age, race: female, 13yr, Caucasian
Past history: cystectomy on L & R-ovaries (Mar98); migraine; recurrent pharyngitis.

Summary case history: Surgery for R-abdominal pain associated with ovarian cyst. Acute
appendicitis at pathology. :

The patient began treatment in this double-blind study on 12 June 1998.

She had a 3-year history of IBS. In March 1998 she had undergone surgery for bilateral ovarian cysts.
She completed the study on 16Sep98. Four days previously, on 12Sep severe abdominal pains had
appeared and she had presented at an emergency room two days later where a US scan showed the
presence of a R-ovarian cyst. On 18Sep she underwent laparoscopy with R-ovarian cystectomy and
appendicectomy. Subsequent pathology concluded at an early acute appendicitis (no histology given
for ovarian cyst). ' ‘

Attachments:  original serious adverse event report from investigator; history & physical admission
report; operative report; pathology report.
(Hospital discharge notes requested but hospital requires newly-signed release request
which may not be possible as family has moved and cannot be traced)

Accessory information (from case record form):

Study medication administration

Medication Dosage (mg/d) Dates
tegaserod 12 12Jun-16Sep98
Prior/Comedication
Medication (route) ATC class Dates
Paracetamol (oraf) anilides , Prior (1996)
Mg sulfate Osmotic laxative Prior (14-15Jung8)
EES macrolide 29Jun-8Jul98
Mg citrate ) osmotic laxative : 20Juto8
All reported adverse events
Event severity Dates Relationship®
Hot flushes severe 22Jun98 possibly
Abdominal pain mild 22Jun98 unrelated
Flatulence moderate 22-26Jun98 unrelated
palpitations moderate 22Jun98 possibly
Substermal muscle tendemess mild 15-20Aug98 unrelated
R-lower abdominal pain severe 12Sep98 unrelated
R-ovarian cyst severe 12Sep98 unrelated

relationship with study medication as assessed by investigator




NOVART!S S PHARMA _

SERIOUS ADVERSE EVENT REPORT Page /2

Subject’s Inltula SAE Report

SDZ HTF.919
study Code: HTFB 351-E-00

*See attached Instructlon sheet for information on completion ofSAE Form.
In addition, complete e the ADVERSE EVE ENTS F

pDate
of birth 2L UL Weight \_‘U_5_._J Height Lé.\l]
" lbs inches

sex 0 Male efemale Race Déucaslan 0 elack DAsian/OrientaI :

Pregnant [ Yes gfo O Not Applicable . D Other fspedify):

_Q, : ) - ( 8 — oy R RE/1 ' VsYel - 93.
EmeﬂﬁmﬁLamu casly childheod
ADVERSE EVENT specify as reported on AE form:

Clinical description (incl. diagnosis) Qe
. 0 A 4
/ / /) ) v l./ / 9
. 17 ) INQALL

Reason for reporting 10 SEPIE.

pAlequires or prolongs hospitalization O Cancer o Life-threatening @ Death
O Persistendy disabling or incapacitaung " g Congenital anomaly © Overdose
g Other (spedfy): g

“L_:[)__L__{;liﬂ“ L5 g g Lgeplop ISl o

g4 hr. clach

b

e <

KN o

Relevant findings (e.g. £CG, autopsy, lab data, Indl. coples of lab sheets 2 oo

.llh‘kagou.nd o€ 14 SEPA3 Reyea led (’é) ovadRian =2
o~

a3t B

Y AN

, S

Therapeutic measures __H_m }n} i zation Son Removal - EE
It

: A [~

( E T

Course and outcome_]
and a#mcLLs__ﬂiE £98. |

SAE1-51d-NEW.$/96 / 2 0t 97
N, \

!

_rage rszgr}snslz } ‘
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G
.\ SDZ HTF 9N 9 ‘ Subject’s inivaly
study Code: HTFB 351-E-00 |
SERIOUS ADVERSE EVENT REPORT Page 2/2
In addition, please complete the *ADVERSE EVENTS’ form
sTUDY MEDICATION ,
‘ Startdate P
Daily dose of medication 32 IJuNl 9 ¥
Time elapsed between
Route of hribiie!
administration Po '::; :',:"9‘::',".':':,:“"
Dose reduction because of event G"io O Not Applicable O Yes — Date — —
Dis:oﬁtinuation because of event ﬁio D Yes — Date lT_LﬁLﬂ_I
® Codebroken No [1NotApplicable D Yes —Name of drug received
CONCOMITANT MEDICATION
_ Dai{y dose
| Drug name indlcation “:‘v";::f 'd,:a.:{‘,:r::ion Startdate | End date
lyleno) adaches | | Tdb| fo 1996 longein
. ).{]gno\ mlngf‘.nzﬁ | 1ab Pc_L 1996 M

~ ASSESSMENT OF CAUSALITY
g Eventcausality O Stydy indication O Concomitanttherapy O Other,
! existent medicat O Study medication specify__
' : condition '
v Relationship to

study'me_dicatlon B'ﬂotrelated D Unlikely O Possibly O Probably D Definitely

Justification of assessment glven In Assessment of Causality
{e.g. study indlcatian, coexistent medical condition, concomitant therapy, study medication, other)

1an gq:d-.
Additional remarks___NONEC,

HTFB-351-

HTFB/3S1/0/S18/217/1/USA

institution 0 \ m Qaches

Investigator’s name (piease print) 4 | 2

Investigator’s signature ,i / g

o —
E SAE2-std-NEW-5/96 / 20ct 87




WIATORY AND VEISICAL

ADNISSIONR DA*
PEYSICIANT S -

DATS OF BINTE!
pecamber 1, 1904,

CRIB? CONFLAINT!
Right lowes quadrent sbdominal pain.

NISTOAY OF FRESENT TLLNEB S ‘
The patient ie vell Xnowa to os. In March she has dilatersl cvarisn

eyets thet sequired opezretdon et Ehe had o
rather ippressive right-sided ovarisn cyst. She vecovered quite
. uneventgully fzrom thie pcocedure. 8he has been tolloved in my

office. ApDpProximately one month 4go g obteined an ultrascund, which
ahowed totslly aocmal ovaries.

Last Nonday, the patient Degan to have gight lowar quadraat pein and
a repeet ultrasound now shows @ ¢.0 to 3.0 cm Tight ovarian cyst.
Therefore she is nov adaitted to the hospitsl for diagnostic
lapagzescopy and msnsgement of this, to either take cerve of the oyst
or to easuve thet there is no ovarien toreionm.

. _ PABT MEDICAL EISTORY:
As above., She alse hes {ggitable bovel ayndrose, for whiob she 49
on an experimental ssdicatioa.

PABT SURGICAL HISTORY:
p ¥ ) .above.

PEYSICAL BXAMIRAZION!
VvITAL 6IGWS: The child is afedrile.
CEESTs The lungs are cleas.
EEARTs The heart is veguler.

., ABDOMEX: Uhe has & pslpable fullness in the right lower quadrent.
-she 1@ curzeatly having hes menges. the prior vZannenstiel incision
his heeled well.

ARCOMMENDATIONS s

I will ednit her and perfors a disgnoetic lapa:coscopy and teke care
of this xight ovarisn cyst. Additionelly, sincce ehe ia having
f{cequent ovariaa cysts a8 well aa inflamsstory bowel, if everything

b/ page 1




18700 AND PETIICAL .

PATIENE RMG mb

PEYBICIANS s e

qoes well ve will perfora an ineidental appendectomy, §0 TRST this

wey the picture will never be confused in the futuse. .

T AUTONATIC AUTRENTICATION o

. " pr 09718/%0 13137

Tt 09/719/%0 13109

ccr

Page 3




8T. VAAT'S mERICAL CENTSR
WIET PALN BAACE, VLORXIRA

DATE OF BIRTA:

PATIANT FANME:

DATE OF OPERATION:

12/01/%84

PREOPERATIVE DIAGNOSIS:
Right evarian oyet.

POSTOPERATIVE DIAGROSIS:
Right ovetrien oyst.

OFERATIONG

L. Diagnostic laparoscopy.
Y B
3.
4.

ANESTESSIA!
General sadotcuchesl.

ESTINATED BLOGD 1066
Ninimal.

SPBCIMER SENT TO LARORATORY
Renoved appendix.

ADICATIONS FOR PROCBDURKS

sapacoscopio lyeis of adhesions.
Unroofing of right overian oyst.
Laparoscopic sppendectomy.

The patient io a l3-ysar-old giri, well known to ms.
oxzisately oix monthe ago. 8he

wes Besh {n By office and followed by ultrssounds whioh up uatil a

prior bilaterel overian

sonth ago were normal,

quadrant pain.
right ovarian cyst.

16parowcopy.
DESCRIPZION OF FAOCEDUNE:

cystectoay

8he had &

She presented last Monday with right lover.
An ultzesound wae odtained which shoved & 4-3 cm
Therefore, she presents for disgaocetic

After sstisfactory {nduotion of genersl eandotrecheal anesthesis, the
She was given a gram of Ance?l

abdogen vas prepped

oatheter vao placed,
dreped ia the ueual manser.

and orel gasttic tube was placed by

the ansstheviclogist.
The eddomen ves prepped vith Betadine and

A Joley

Fege 1




The abdomen was eatecred uiaqflium to;;{qu b
trocar under direct visioa. Upon eatry into the
confirmed and then the adbdomen vas

intraperitoneal placessnt ves

insufflated to sppreximately 10 smilg.
ravealed scoe coentsl end bovel adhesions down

abdominel wall. Two S5 s ports were pleced unde
each end of har prior Pfannenstiel incision. Tbe porte were placed

under direct vision. Prior to placement,

At thie

{nfiltsated with 0,30 Karceine vith epinephrine.

of the iafraumbilicel port,

y placing & 11 mm
abdeainal cavity, -

int, inepection
the lov anterior
r direct vision at

the wounds were

Prior t0 placensnt

this was also infiltreted with 0,30

Narosine. Using these tvo Jower 5 ma ports. &e vocrking ports, all of

the edhesions were teken down LUSing

poth diunt and sh dissection.

Eventuslly ve wers adble to visualize the pelvie very well. 7The left

tube and overy wes unremsckable.
patient is curzently having hex menses.
sinmple oyst. BSovis slectsocautely wes us

The utexrus wes engorged. The
The cight ovary had ¢ 5 ca
od to uaroof thia cyst.

Tain. sesosanguineous fluid escaped. Semoatasis wves good.

At this point, the sttemtion then turned to the appendix. 3 aid
talk vith the mother befors hand that ve would take the child’s

appeadix out since these ovarian o

sts seal to be a recurzent

prodlea, 8¢ well a8 her having irr table bowel syndcoms. The
appendix wes grusped nsar its uid portion and el
window was created et the base of the appendix in the mesocappendix.

At this point, the cemezs wes

pleced in the left lower Quadsant port.
pleced in through the 11 ms infp
used te divide the sppendix at its

out. The

reload was then used to divida the messcappandix.

wvithdzawn up into the port and wes
this point, the 10 sm O&Reza Wb &

gein changed

evated up. The
S A caneres ves

The stepling spparatus was
auabilical .
base with tha cecum. A 8

The etapler vas
econd
The appendix was

gemoved through the port. At
out, 7The Nezhat

suction irzigeator wes placed into the abdomsen. All of the prior
The abdomen vas alloved to
desuffisted to a pressure of about § and again wee iaspected.

oyst tluid wvas irrigated out.

Neaostasis on the ovarien cyst wall vaa

mesoappendix was good.

wounds ell looked good. The
and then the camesa and 12 s
12 s port site vas olosed wi

£t were removed.
s tigurevof-eight 2-0 viccyl. The
skin of sll vounde ves closed witd ¢=0 vioryl buried sudcuticulsr,
followed then by Mastisol and Steri-Stxips.

good. HEemostasis at the

At thls point, the trocexs were resoved under direct vision. ZThe
pacuncperitoneun was allowed to escepe

The fascie of the

Page 2




The ohild tolerated the ;m;dun n:ui.;d was taken to the recovery
FOOUR

The operative isuangl, postoperative oare, and ths expected
postoperative coutee were discussed vitd the mother.

" AUTOMATIC AUTABNTICATION

“Di 09/18/90 23128 .
T1 09/21/99  1312¢

Page 3
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SURGICAL Report

' , PR )
BatifPAdcen: RODja12/0V /"
N Location: o S Comploted: — — —
. Att Phys-Serv: - PEDIATRICS  Received:
’ Gadwe hovg Plygws e Owillwwwsd. ===

- Cagon:
l11111111!11ii]|!01ill!uouqolu SURGICAL PATHOLOQY SRAUSPDEUENUBRRNAITHNRPBRGEINERT
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N . C, C ' e
APPENDIX —
Onaration: AnnandaActomv
Pre-Op: Right Ovarian Cyst
Post-Op: Same
nanss NFCAR(DTTAN -
® Received in formalin labeled "appendix" is a vermi form

appendix measuring 7.0 cm in length and 0.5 cm in diameter.

Tlaw wwaVww bw 25glet twe Ve phoete wmecd Lwwwhdy .v-ol-v.u-l wd bl w
fev thin membranous adhesions. The attached adipose tiesue is
yoellow lodbulated and glistening. Sectioning reveals a patent

Yoiman hian o nesdatVye CIVVvad 1ida% o wmd +a r&-k.\!naap
material. No discrete fecalith or perforation is noted. All
tissue excluding adipose tissue is processed three blocks.

MICRO DIAGNOSIS:
EARLY ACUTE APPENDICITIS.

POIN WP - WSV &V emey GO L, PO P ORM e @ S BT § vls IS S OVEeR

INFLAMMATORY CELLS, BACTERIA. LAMINA PROPRIA SHOWS
‘LYMPHOID HYPERPLASIA. NO INFLAMMATION OF MUSCULAR

VALL OR SEROSA IS SEEN.
Electronically Signed by:

———

SURGICAL Report
Duplicate (Continued on noxt page)




