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REBOXETINE - PROTOCOL ADE 091

SYNOPSIS
Name of Company: Individual study Table (For national
Pharmacia referring to part IV of the | authority use
dossier only)
Name of finished product:
Refl:
Name of active ingredient(s): Vol.:
Reboxetine
Page:
Title of the study: Phase 11 Placebo-Controlled Clinical Study with Reboxetine in
Major Depressions
Investigators: Dr. Guy Chouinard, Dr. Mohamed Amin, Dr. Marcio Versiani
Study centres: no. 3 centres involved, from Montreal, Pointe Claire, Rio de Janeiro:

Clinical Phannaco]ogy Unit, Allan Memorial Institute, Montreal, Canada
Lakeshore General Hospital, Pointe Claire, Canada Instituto de Psiquiatria,
Rio de Janeiro, Brazil

Publication (reference):

Study period: Dec 1989 -Nov 1990 Clinical Phase: 11

Objectives: To test the hypothesis that RBX in a daily dose of 6 to 10 mg is a therapeutically
superior to placcbo, well-tolerated and sale drug in major depressions, as well as to identify the time of onset
of therapeutic effects; to identity therapeutically responsive subform(s) within major depressive disorders; to
provide further evidence of tolerability of Reboxetine in the daily dose from 6 to 10 mg over a period of 42
days.

Methodology: The study was a multinational, multi-center double-blind parallel group, placebo
controlled clinical trial, in which patients were randomly assigned to one of the treatment groups. The
patients had to fulfill DSM-III-R criteria of major depression. The total score of the HAMD Scale (21 items)
had to be of 20 or above. After a seven-day single blind placebo washout period patients were treated either
with RBX on the basis of a fixed changing dosage regime and divided dosage scheme, or PBO for 42 days.
Each patient was evaluated at regular intervals by 1 of the 4 assessor. Every patient was looked after the same
assessor, who, on the basis of the results of the examination completed a battery of tests providing specific
information on therapeutic efficacy, tolerability, safety, benefitrisk ratio and indirect indications of efficacy at
termination and follow-up.

Number of subject (total and for cach treatment): A total of 56 patients were recruited, 44 in Brazil
and 12 in Canada: 28 patients were allocated to RBX and 28 to PBO

Diagnosis and criteria for inclusion: Subjects recruited in the two countries were affected by a major
depressive episode according DSM-III-R criteria. The age was between 18 and 65. The HAMD score had to
be of 20 or above at day 0 assessment. Absence of pregnancy, presence and/or history of Schizophrenia,
Schizophreniform Disorder, Delusional Disorder, or Psychotic Disorder NOSS (not otherwise specified),
substance abuse according to DSM-II-R. The patients included were not to be atfected by severe medical
illness, medical disorders requiring a chronic pharmacological treatment and/or interfering with
pharmacokinetics of RBX.

Test produet: Capsules containing 2 mg of reboxetine (free basc) as methanesulphonate salt
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Daily dose:6-10mg of reboxetine. Day 1 6me/day of reboxetine or placebo: 1 capsule in the morning and 2
capsules in the evening. Day 2: 8 mg /day of reboxetine or placebo: 2 capsules in the moming and 2 eapsules
in the evening. Day 3-42 10 mg/day of reboxetine or placebo: 2 capsules in the moming and 3 capsules in the
evening. Medication administered in the moming at 10.00 am and in the evening at 8.00 pm.

made of administration: by oral route.

batch no.: SF898, SF967

Duration of treatment: 42 days

Reference therapy: placebo (excipients alone) indistinguishable capsules administered b.i.d
mode of administration: by oral route.
batch no.: SF897,SF1039

Criteria for evaluation:

efficacy criteria: Study end-points: reduction of HAMD Total Score at subsequent assessments; frequency of
clinically signiticant treatment response defined as 50% reduction in the HAMD Total Score over the course of
the clinical trial. Secondary efficacy criteria: CGI, ZUNG-SRDS changes.

safety criteria: Vital signs, ECG, EEG, laboratory tests were monitored and adverse events were collected by
NOSS schedule (Newly Observed Signs and Symptoms).Frequencies of blood pressure values outside the normal
range (systolic below 100 or above 140 Hgmm) and of systolic postural drops were caleulated as well as
frequencies of heart rate acceleration > 10% vs baseline. Frequencies of abnormal laboratory values were
caleulated.

Statistical methods: Efficacy analyses were primarily based on covariance analyses, repeated measures
analyses of variance and ehi-square comparison; tolerability and safety analyses were primarily based on
descriptive statistics. In all analyses the SPSS-X/SPSS-PC+ statistical package was employed.

Summary- Conclusions : Of the 28 patients admitted fo each of the two treatment groups, 27 and 25 were
considered evaluable for efficacy in the reboxetine and placebo groups, respectively. OF these, 23 and 9 cases
completed the study, respectively (3 and 15, respectively, dropped for lack of response; 1 per group for adverse
effects, i.e. hypomania in the reboxetine and agitation in the placebo group). Primary and secondary efficacy
assessments as well as tolerability evaluations showed that in this six-week, double-blind, placebo-controlled
clinical trial in patients with the DSM-II-R Axis I diagnosis of major depression, RBX in the daily dose range
from 6 mg to 10 mg was  a therapeutically effective, well-tolerated and safe drug. Onset of therapeutic effects,
based on the assessments (judgments) of external assessors (observers), were detectable by the 10th day of
treatment and, based on the experienced paticnts, by the 14th day. The primary effect of RBX was on depressed
mood, the nuclear symptom of depression: alleviation of depressed mood preceded the alleviation of the arousal
manifestations, such as insomnia and activitics, and other atfective manifestations, such as anxiety and somatic
symptoms, of depressive illness.
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1. DISCUSSION AND SUMMARY

1.1 A Phase II placebo-controlled clinical study with reboxetine (RBX) in major depression was
conducted with the participation of three centers: two in Canada and one in Brazil.

1.2 The material used in the clinical study consisted of capsules of either 2 mg RBX with
excipients or cxcipients only supplied by Farmitalia Carlo Erba Galenic Department.

1.3 The purpose of the clinical study was to test the hypothesis that RBX in the daily dosage of 6
to 10 mg is a therapeutically effective, well-tolerated and safe drug in major depression, as well
as to identify the time of onset of therapeutic effects.

1.4 The study was a multinational, multi-center clinical trial which followed a double-blind,
placebo-controlled, parallet group design in which patients fulfilling DSM-ITI-R criteria of major
depression, with a total score of 20 or above on the 21-item HAMD, were randomly assigned to
one of two groups and after a seven-day placebo washout were treated with either RBX or
placebo (PBO) for 42 days on the basis of a fixed increasing dosage regime and divided dosage
schedule.

1.5 Each patient included in the clinical trial was evaluated at regular intervals from the time of
the screening to the time of the follow-up examination by 1 of the 4 assessors, with the same
assessor assessing the same patient throughout the clinical trial; and on the basis of these
evaluations a specially devised battery of tests was completed providing information on
therapeutic efficacy, tolerability, safety, benefit/risk ratio and indirect indications of efficacy at
termination and follow-up.

1.6 A total of 56 patients were recruited to participate in the study: 44 patients in Brazil and 12
patients in Canada.

1.7 The populations recruited in the two countries were comparable in all but five variables: the
number of prior depressive episodes was higher and the presence of precipitating factor,
insidious onset and psychotic features was more frequent in the Canadian population, whereas the
presence of single (first) episode was more frequent in the Brazilian population.

1.8 The two treatment groups -- RBX and PBO, 28 patients each - in the total recruited
population were comparable in term of personal and physical characteristics, as well as in terms
of the characteristics of their depressive illness.

1.9 From the total recruited population of 56 patients, 4 patients were non included in the analytic
cohort: 2 patients (1 each from RBX and PBO groups) because of missing information relevant
to thyroid functions, | patient (from the PBO group) because of refusal to continue with
treatment and another (from the PBO group) because of severe worsening of depression during
the first week of treatment.

Pharmacia CNS
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110 No patient was excluded from the analytic cohort of the total recruited population
because of a 20 percent or greater decrease in HAMD total scores during the pretreatment
washout; and | patient from the RBX group was retained in spite of a greater than 20 percent
increase of HAMD Total Score during the first 14 days of treatment,

L11 The two treatment groups -- RBX: 27 patients and PBO: 25 patients -- of the analytic
cohort were comparable in terms of personal and physical characteristics, as well as in terms
of the characteristics of their depressive illness.

1.12 Of the 52 patients of the analytic cohort, 32 (61.5%) completed the clinical trial with
significantly (p<.001) more completers from the RBX (23 patients) than from the PBO (9
patients) group.

113 Of the 20 (38.5%) prematurely terminated patients 2 (10%) were discontinued for
adverse effects -- 1 patient from the RBX and 1 patient from the PBO group -- and 18 (90%)
were discontinued for lack of therapeutic response -- 3 from RBX and 15 from the PBO
group.

1.14 Of the 2 patients discontinued for adverse effects, | patient from the RBX group was
taken off the clinical trial because of the development of hypomania and 1 patient from the
PBO group was taken off the clinical trial because of the development of agitation.

1.15 In 2 completing patients from the RBX group the dosage of medication was transiently
decreased because of adverse effects (tremor and insomnia in | patient , vomiting in the

other).

1.16 All patients in the analytic cohort complied with taking the study medication as
prescribed.

1.17 Evaluation of therapeutic efficacy, including the onset and profile of therapeutic activity
was based on the analyses of data recorded on the HAMD , ZUNG and the SI and GI
components of the CGI.

1.18 There was a significantly (p<.001) greater increase (improvement) in mean total scores
of the HAMD from Day 0 to Day 42 in the RBX- (from 35.7 to 12.6) than in PBO- ( from
35.1t0 30.6) treated group.

1.19 Significantly (p<.001) more patients attained a 50 % of greater decrease (improvement)
in the mean total scores of HAMD in the RBX- (20 patients; 74.1%) than in the PBO- (5
patients; 20.0%) treated group.
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1.20 By the time of the Day 10 assessment the decrease (improvement) of mean total scores
of the HAMD was significantly (p=.006) greater in the RBX- than in the PBO- treated group,
indicating an onset of therapeutic activity for RBX within 10 days of commencement of
treatment.

L.21 There was a significantly (p=.044) greater decrease (improvement) of depressed mood
by Day 10, insomnia (p=.006) and activities (p=.003) by Day 14 and anxiety (p<.001) and
somatic symptoms (p<.001) by Day 2! in the RBX- than in the PBO- treated group,
indicating that the primary effect of RBX is on the nuclear symptom (depressed mood) of
depressive illness, and that the alleviation of depressed mood precedes the favorable changes
on accessory symptoms related to arousal (insomnia and activities) and other affective
(anxiety and somatic symptoms) parameters.

1.22 There was a significantly (p=.001) greater decrease (improvement) in mean total scores
of the ZUNG from Day 0 to Day 42 in the RBX- (from 66.3 to 42.8) than in the PBO (from
65.2 to 58.6) treated group.

1.23 By the time of the Day 14 assessment the decrease (improvement) of ZUNG total scores
was significantly (p=.035) greater in the RBX- than in the PBO-treated group, indicating that
the onset of therapeutic activity for RBX in patient’s experience is within 14 days of
commencement of treatment.

1.24 There was a significantly (p=.001) greater decrease (improvement) in mean scores of the
CGI-SI from Day 0 to Day 42 in the RBX- (from 57.6 to 2.07) than in the PBO-treated group
(from 5.40 to 4.24).

1.25 By the time of the Day 14 assessment the decrease (improvement) of mean CGI-SI was
significantly (p=.025) greater in the RBX- (from 5.74 to 3.78) than in the PBO (from 5.40 to
4,56) treated group.

1.26 Global improvement, as measured by the CGI-GI, was significantly (p<.001) greater at
the time of termination of treatment in terms of mean CGI-SI scores (RBX: 1.56 and PBO:
3.40) and in terms of number of patients showing much to very much improvement in the
RBX- (22 patients) than in PBO- (7 patients) treated group.

1.27 By the time of the Day 14 assessment, global improvement, as measured by the CGI-GI,
was significantly (p<.001) greater in terms of mean CGI-GI scores (RBX: 2.41 and PBO:
3.32) in terms of number of patients showing very much and much improvement in the RBX
- (15 patients) than in the PBO- (5 patients) treated group.

1.28 Therapeutic effects of RBX (as measured by a significantly greater improvement with
the drug than with an inactive placebo) began by Day 10 of treatment by favorable changes in
the depressed mood and in the HAMD total scores; and was followed by Dayl4 of treatment
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by favorable changes in ZUNG total scores, composite scores of insomnia and activities, and
CGl scores of SI ad GI; and by Day 21 of treatment by favorable changes in composite scores
of anxiety and somatic symptoms.

1.29 Improvement with RBX, detectable by external assessor (HAMD Total Score) preceded
improvement experienced by the patient by approximately four days.

1.30 Six of the 21 newly observed signs and symptoms (i.e., dizziness, headache, insomnia,
constipation, agitation and sexual disturbances) which were reported in the course of the
clinical trial were encountered in 4 patients -- 3 to be treated with PBO and | to be treated
with RBX-- already prior to commencement of treatment on Day O after the pretreatment
washout period.

1.31 Of the 21 newly observed signs and symptoms encountered in 37 patients from Day 4 to
Day 42 of the clinical trial, 18 were encountered in 24 patients in the RBX group; 13 were
encountered in 13 patients in the PBO group; and 10 were encountered in 35 patients in both
treatment groups (i.e., RBX: 22 patients and PBO: 13 patients).

1.32 Eight newly observed signs and symptoms (i.e., insomnia, urinary retention, sweating,
cold extremities, hypotension, decrease appetite, pruritus and hypomania) were encountered
only in the RBX- treated group, whereas three newly observed sign and symptoms (i.e,,
urinary incontinence, diarrhea and lassitude) were encountered only in the PBO-treated
group.

1.33 In both treatment groups spontaneously reported newly observed signs and symptoms
outnumbered newly observed signs and symptoms elicited by inquiry (RBX: 143 vs 69
patients); PBO: 39 vs 15 patients.

1.34 The onset of all but two (i.e., pruritus and hypomania) newly observed signs and
symptoms in the majority of patients in the RBX-treated group was within the first 10 days of
treatment, although the onset of sexual disturbance in | patient was as late as the 35 day and
the onset of blurred vision in 1 patient was as late as 28th day of treatment.

1.35 With the exception of blurred vision at Dayl4, the onset of all newly observed signs and
symptoms in the PBO-treated group was within the first seven days of treatment.

1.36 The mean number of days newly observed signs and symptoms were present in the 24
RBX- treated patients with newly observed signs and symptoms was significantly (p=<.001)
longer (mean 10.22 +/- 7.66 days) than the mean number of days newly observed signs and
symptoms were present in the 13 PBO-treated patients with newly observed signs and
symptoms (mean 2.72 +/-2.86 days).
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1.37 Duration of the 18 newly observed signs and symptoms ranged from 1 to 39 days in
individual patients in the RBX group and the duration of 13 newly observed signs and
symptoms ranged from 1 to 11 days in individual patients in the PBO group.

1.38 The mean number of days the 18 different newly observed sign and symptoms were
displayed in the RBX-treated group ranged from 1 (cold extremities) to 17.2 (sexual
disturbances) days and the mean number of days the 13 newly observed signs and symptoms
displayed in the PBO-treated group ranged from 1 (blurred vision) to 6.13 (dry mouth).

1.39 Severity of the 216 reports of newly observed signs and symptoms was significantly
{p=.038) more frequently reported as “severe” in the RBX- (13 patients; 6.0%) than in the
PBO- (1 patient; 1.85%) treated group.

1.40 Counteractive measures --regardless of their nature-- were recorded in a similar
proportion of the reports of newly observed signs and symptoms in the RBX- (103 reports;
47.7%) treated group and in the reports of newly observed signs and symptoms in the PBO-
(26 reports; 47.3%) treated group.

1.41 The number of patients discontinued for adverse effects was the same in the RBX- (1
patients) and in the PBO- (1 patient) treated groups.

1.42 To counteract newly observed signs and symptoms, i.e., agitation, headache, insomnia,
urinary retention and constipation in 4 RBX treated patients, chloral hydrate, acetaminophen,
diazepam, urecholine, and/or surfak was given. And to counteract headache in 1 PBO- treated
patient, acetaminophen was administered.

143 In | RBX- treated patient three newly signs and symptoms, i.e., sweating, decreased
appetite and sexual disturbance, persisted after discontinuation of treatment for three, five and
three days, respectively.

1.44 Of the 271 reports of newly observed signs and symptoms 165 (61.1%) were attributed
definitely (certain) to the treatment with a significantly (p=<.001) greater number of newly
observed signs and symptoms attributed to treatment with RBX (145 reports; 67.1%) than
with PBO (20 reports; 37.7%).

1.45 The number of patients with blood pressure (lying and standing) readings outside the
normal range were comparable in the two treatment groups within the first days of treatment.

1.46 A decrease of systolic pressure from lying to standing was encountered consistently in
more patients in the RBX- than in the PBO- treated group during the first four days of
treatment, but in none of these patients was the drop of systolic pressure clinically significant
or sufficiently prominent to be considered an adverse effect.
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1.47 The number of patients with acceleration of heart rate from lying to standing were
comparable within the first four days of treatment in the two treatment groups,

1.48 There was a significantly (p=.036) greater decrease of standing systolic blood pressure
(but not of lying systolic or diastolic blood pressure) from Day 0 to Day 42 in the RBX- (from
121.3 Hgmm to 116.8 Hgmm) than in the PBO- (from 118.7 Hgmm to 118.0 Hgmm)
treated group, but only in 3 RBX treated patients was hypotension sufficiently prominent to
be reported as in adverse effect.

1.49 There was no significant difference in heart rate changes between the two treatment
groups in the course of the clinical trial.

1.50 There was no significant difference in weight changes between the two treatment groups
in the course of the clinical trial.

151 The percent of patients with out-of-range values in the 10 tests subsumed under
hematology increased similarly in the RBX- and PBO-treated group from pretreatment to
termination of treatment. None out-of-range values in any of the patients was of clinical
significance.

1.52 The percent of patients with out-of-range values in 22 tests subsumed under blood
chemistry increased in the RBX-treated group in 6 cases (Cat++, blood sugar, alkaline
phosphatase, creatinine, cholesterol, tryglicerides) and in the PBO-treated group in 4 cases
(blood sugar, creatinine, total bilirubin and triglycerides) from pretreatment to termination of
treatment. None of the out-of-range values in any of the patients was clinical significance.

1.53 The number of patients with out-of-range urinalysis values were comparable in the two
treatment groups; none of the out-of-range values in any of the patients was of clinical
significance.

1.54 The number of patients with abnormal ECG tracing remained the same from
pretreatment to termination of the clinical trial in both treatment groups.

1.55 By the time of termination of treatment, a significantly (p=.023) greater number and
higher proportion of patients were discharged from the RBX- (13 patients; 48.1%) than from
the PBO- (4 patients; 14.8%) treated group.

1.56 After discontinuation of the clinical trial a significantly (p=.002) greater number and
higher proportion of patients were prescribed pharmacologic treatment in the PBO- (19
patients; 70.4%) than in the RBX- (7 patients; 26.9%) treated group.

1.57 Abrupt discontinuation of treatment with RBX was safe and did not yield withdrawal
effects.
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L.58 One month after discontinuation of the clinical trial, twice as many PBO- (4 patients)
than RBX-(2 patients) treated patients were still hospitalized.

1.59 One month after discontinuation of the clinical trial, a significantly (p<.001) greater
number and higher proportion of patients were still on one or another antidepressant
medication (imipramine, amitriptyline or desipramine) from the PBO- (19 patients; 73.1%)
than from the RBX- (6 patients; 23.1%) treated group.

1.60 Investigator choice to continue with the treatment the patients was receiving during the
42 days of drug administration after termination of the clinical trial was “definitely yes” in a
significantly (p=.001) greater number and higher proportion of patients from the RBX- (19
patients; 76.0%) than from the PBO- (4 patients; 16.7%) treated group.

1.61 CONCLUSIONS In a six-week, double-blind, placebo-controlled clinical trial in
patients with the DSM-III-R Axis I diagnosis of major depression, RBX in the daily dose
range from 6 mg to 10 mg was found to be a therapeutically effective, well-tolerated and
safe drug. Onset of therapeutic effects, based on the assessments (judgments) of external
assessors (observers), were detectable by the 10th day of treatment and, based on the
experienced patients, by the 14th day. The primary effect of RBX was on depressed mood,
the nuclear symptom of depression: alleviation of depressed mood preceded the alleviation of
the arousal manifestations, such as insomnia and activities, and other affective manifestations,
such as anxiety and somatic symptoms, of depressive illness.

2. REPORT COMPOSITION

The study was carried out using traditional assessment instruments as well as a non
traditional diagnostic system newly developed (CODE-DD). The present report includes the
results of the study related to the traditional assessments, while the CODE-DD data will be
provided in an “ad hoc” report, edited as an Addendum to the present report.

3. IDENTITY OF THE TEST MATERIAL

The drug supply consisted of capsules containing either 2 mg of RBX plus excipients (batch
nos. SF898, SF967) or excipients only (placebo batch. Nos. SF 897, SF 1039), manufactured
by the Galenic Department of Farmitalia Carlo Erba. Certificates of analyses for batches
SF898 (FCE 20124 hard gelatin capsules, with each capsule containing 2 mg of the active
substance), SF897 (placebo for FCE20124 capsules), SF967 (FCE20124 hard gelatin
capsules, with each capsules containing 2 mg of the active substance) and SF1039 (placebo
for FCE20124 capsules), dated 22 June 1987, 22 June 1987, 27 September 1988 and 6 July
1988, respectively, are presented in Enclosure 1. Capsules of RBX and PBO were identical in
appearance and indistinguishable by sight or smell.
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4. INTRODUCTION

Reboxetine or RBX, (2RS,aRS)-2-[a-(2ethoxyphenoxy)benzyl] morpholine is a new
chemical entity which shares pharmacological properties, such as reserpine antagonism and
norepinephrine reuptake inhibition, with the standard antidepressants. In animal
pharmacological studies a single oral dose of RBX was shown to inhibit clonidine-induced
hypothermia. In contrast, multiple doses of standard antidepressants were required to inhibit
clonidine-induced hypothermia and other clonidine-induced effects. It was on the basis of this
observation, that the possibility was raised that RBX may have a faster onset of therapeutic
action than standard antidepressants.

Early pharmacokinetic studies -- conducted in healthy volunteers-- revealed that after the
administration of a single dose of 2 mg "*C-reboxetine the unchanged substance accounted
for the majority (73% in terms of the area under the curve) of the radioactivity in the
circulating plasma. In the same studies, plasma half-life was estimated as 13.2 hours.

Analyses of plasma samples obtained from patients receiving RBX in different doses
chronically yielded findings on the basis of which it was suggested that RBX has linear
pharmacokinetics with steady state levels attained within three days

In phase I studies carried out in healthy volunteers, RBX was well tolerated in single oral
doses below 5 mg. Administration of 5 mg resulted in orthostatic hypotension associated with
tachycardia and other symptoms consistent with disturbance of circulatory regulation.

In a dose determination study conducted in patients with the diagnosis of Major Depressive
Disorders, RBX was found to be well tolerated in doses up to 10 mg per day for a period of
28 days. The clinical improvement observed during this period appeared to be dose related.
On the basis of findings in this study, it was suggested that the therapeutic daily dose of RBX
is from 6 to 10 mg per day. Patients who were given 12mg per day of RBX did not folerate
the drug well.

S.STUDY OBJECTIVE

The purpose of this study was to evaluate treatment with RBX in patients with Major
Depressive Disorders and, more specifically:

a. 1o test the hypothesis that RBX in the daily dosage of 6 to 10 mg is superior in therapeutic
effects to an inactive placebo within a period of 42 days;
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b. to identify the time of onset of therapeutic effects;
c. to identify therapeutically responsive subform(s) within major depressive disorders; and

d. to provide further evidence of tolerability of RBX in the daily dosage from 6 to 10 mg over a
period of 42 days.

6. INVESTIGATION PLAN

The original investigational plan is described in the study protocol (see Enclosure 2). It should
be noted, however, that the original investigational plan was modified -- without being
amended -- by terminating recruitment in one center without a single patient being enrolled
(London, Canada) and in two centers after the enrollment of 8 patients (Pointe Claire,
Canada) and 4 patients (Montreal, Canada), respectively; and by continuing recruitment in
one center (Rio de Janeiro, Brazil) until 44 patients were enrolled. This decision was taken on
the basis of the very slow recruitment rate in the Canadian centers and with the objective of
reaching the sample size compatible with the analysis foreseen by the protocol on the first 60
admitted patients (Enclosure 2 , page 3). Another modification -- without amendment -- was
related to vital signs (blood pressure and heart rate) which were taken only eight times during
the first four days of treatment instead of 12 times as specified in the protocol.

6.1 Experimental Design

The study was a multinational, multicenter clinical trial. It followed a double-blind , placebo-
controlled parallel group design in which patients were stratified according to sex and
randomly assigned -- on the basis of a prepared randomization code (see Enclosure 3) -- to
the two treatment groups (RBX and PBO) at each center separately. Drugs were
administered on the basis of a fixed changing (increasing) dosage regime and divided (b.i.d. ,
administration at 10 am. and 8 p.m.) dosage schedule for a well-defined time period (42
days). Each patients was assessed by the same assessor at regular time intervals employing
the same battery of tests.

6.2 Study Centers

All patients in the study were recruited and treated in one of the three investigational centers
by 1 of 4 assessors. Of the three investigational centers, two centers were in Canada, one in
Monreal (1 Investigator and | Assessors) and one in Pointe Claire ( 1 Investigator and 2
Assessors), and one center was in Rio de Janeiro, Brazil (1 Investigator and 1 Assessor).
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The three centers as well as the education and experience of each Investigator and Assessor
was characterized in the “Statement of Investigator”, Enclosure 4.

6.3 Study Population

Consenting patients with a DSM-III-R Axis 1 diagnosis of Major Depression fulfilling
inclusion/exclusion criteria as described in paragraphs 5.2 on page 4 and 5 of study protocol
(See enclosure 2) were admitted to the clinical study. Patient’s consent was documented by
signing a written consent form (See Enclosure S).

A total of 56 patients with a DSM-III-R Axis I diagnosis of Major Depressive Disorder were
admitted to the clinical trial within a period of 12 months. They were recruited by three
centers, with each center contributing a different number of patients to the study population.
As shown in Table 1, the greatest number, i.e., 44 patients (78.6%), of the total recruited
population were contributed by the center in Rio de Janeiro (Brazil), the smallest number, ie.,
4 patients by the center in Monreal (Canada), with the center in Point Claire (Canada)
contributing in between, Le., 8 patients (14.3%) (See Appendix 1).

Table 1
Total Recruited Population
by Center and Country

CENTER N PERCENT
Montreal 4 7.1
Point Claire 8 14.3
Canada 12 21.4
Rio de Janeiro 44 78.6
Brazil 44 78.6
Total 56 100.0

In Table2 and 3 the personal characteristics, i.e. sex, and age, of the total recruited population
is presented by center and country. As shown in Table 2, of the total recruited population of
56 patients, 29 (51.8%) patients were male and 27 (42.2%) patients were female, with males
outnumbering females, in one of the two countries (Canada: 7 vs 5). As shown in Table 3,
patients admitted to the clinical study were 18-years-old or older, ranging in age from 18 to
60 years, with a mean of 41 (+/- 11.1) and a median of 41.5 years. Mean and median age of
the Canadian population was higher (45.2 +/- 11.3) and 48.0 years, respectively) than of the
Brazilian population (39.9 +/- 10.9 and 40 years).
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All information relevant to the personal characteristics of the total recruited population are
presented in Enclosure 6; and all information relevant to the frequency distribution of sex and

age (at the time of recruitment to the study) in centers and countries is presented in Appendix
2.

Table 2
Sex Distribution of Total Recruited Population
by Center and Country
FEMALE MALE
CENTER N % N %
Montreal 2 50.0 2 50.0
Pointe Claire 3 37.5 5 62.5
CANADA 5 41.7 7 58.3
Rio de Janeiro 22 50.0 22 50.0
BRAZIL 22 50.0 22 50.0
TOTAL 27 48.2 29 5.8
Table 3
Age at Time of Recruitment
by Center and Country

CENTER RANGE MEAN MEDIAN

Montreal 50-60 53.3 +/-4.7 515
Pointe Claire 20-54 41.1 +/-11.6 44.0

CANADA 20-60 452 +/-11.3 48.0
Rio de Janeiro 18-58 39.9 +/-10.9 40.0

BRAZIL 18-58 39.9 +/-10.9 40.0

TOTAL 18-60 410 +/- 11.1 41.5

In Tables 4 and 5 the physical characteristics, i.e., height (in centimeters) and weight ( in
kilograms), of the total recruited population is presented by center and country.

All information relevant to the physical characteristics of the total recruited population are
presented in Enclosure 7; and all the information relevant to the frequency distribution of
height and weight (at the time of recruitment to the study) in centers and countries is
presented in Appendix 3.
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Table 4

Height at Time of Recruitment
by Center and Country

CENTER RANGE MEAN MEDIAN
Montreal 152-177 163.5 +/- 12 162.5
Pointe Claire 158-180 168.6 +/-7.6 167.0
CANADA 152-180 166.9 +/-9.1 167.0
Rio de Janeiro 150-186 165.7 +/- 8.6 164.5
BRAZIL 150-186 165.7 +/-8.6 164.5
TOTAL 150-186 166.0 +/- 8.7 165.0

Table 5

Weight at Time of Recruitment
by Center and Country

CENTER RANGE MEAN MEDIAN
Montreal 38-88 58.5 +/- 22.6 54.0
Pointe Claire 49-111 73.8 +/-20.3 77.0
CANADA 38-111 68.7 +/-21.4 69.0
Rio de Janeiro 42-82 62.1 +/-10.6 60.5
BRAZIL 42-82 62.1 +/-10.6 60.5
TOTAL 38-111 63.5 +/- 13.6 61.5

In Table 6 and 7 the characteristics relevant to the history of depressive illness (i.e., age at the
onset of first depressive episode and number of prior episodes) in the total recruited
population is presented by center and country. As shown in Table 6, at the time of onset of the
first depressive episode age ranged from 7 to 58 years, with a mean of 34.6 (+/- 11.1) and a
median of 33.5 years. Mean and median age in the Canadian population (30.6 +/-13.2 and
31.5 years, respectively) were lower than in the Brazilian population (35.7 +-10.4 and 34.0
years). As shown in Table 7, the number of prior depressive episodes (not including the
present one), ranged from 0 to 20 with a range in the Canadian population from 1 to 20 and
in the Brazilian population from 0 to 10. Mean and median number of prior depressive
episodes were higher in the Canadian population (6.2 +/- 5.8 and 5.0, respectively) than in the
Brazilian population (2.0 +/- 3.0 and 0).
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All information relevant to the history of depressive illness in the total recruited population is
presented in Enclosure 8; and all information relevant to the frequency distribution of the age
at the time of the onset of the first depressive episode and the frequency distribution of the
number prior depressive episodes is presented in Appendix 4.

Table 6
Age at Time of First Depressive Episode
by Center and Country
CENTER RANGE MEAN MEDIAN
Montreal 31-50 41.5 +/-1.9 42,5
Pointe Claire 7-44 25.1 +/-12.0 25.0
CANADA 7-50 30.6 +/- 13.2 31.5
Rio de Janeiro 18-58 35.7 +/-10.4 34.5
BRAZIL 18-58 35.7 +/-10.4 34.0
TOTAL 7-58 34.6 +/- 11.1 33.5
Table 7

Number of Prior Depressive Episodes
(not including present episode)

by Center and Country

CENTER RANGE MEAN MEDIAN
Montreal 1-8 2.8 +/-3.5 1.0
Pointe Claire 1-20 8.0 +/-6.2 6.0
CANADA 1-20 6.2 +/-5.8 5.0
Rio de Janeiro 0-10 2.0 +/-3.0 0.0
BRAZIL 0-10 2.0 +/-3.0 0.0
TOTAL 0.2 2.8 +/-4.0 1.0

In Tables 8, 9, 10 and 11 characteristics relevant to the present episode of depressive illness,
Le,, precipitating stressors (events), form of onset, subform of illness and duration of episode,
is presented in the total recruited population. As shown in Table 8, precipitating events were
presented in 15 (26.8%) and absent in 41 (73.2%) patients of the total recruited population. In
the Canadian population precipitating events were present relatively more frequently (6
patients; 50%) than in the Brazilian population (9 patients; 20.5%). As shown in Table 9,
form of onset was acute or subacute in 45 (80.4%) and insidious in 17 (19.6%) patients in the
total recruited population. In the Canadian population form of onset was insidious relatively
more frequently (4 patients; 33.3%) than in the Brazilian population (7 patients; 15.9%). As
shown in Table 10, subform of illness was single episode in 27 (48.2%), recurrent in 23
(41.1%), recurrent-moderately severe in 1 (1.8%), recurrent-severe without psychotic
features in 4 (7.1%) and recurrent-severe with psychotic features in 1 (1.8%) patients in the
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total population. In the Canadian population the prevailing subform of major depression was
“recurrent”, present in 6 (50%) patients; “recurrent severe (major depression) with
psychotic features” was present in 1 (8.3%) patient. In the Brazilian population the
prevailing subform was “single episode,” present in 27 (61.4%) patients and there was no
single patient with psychotic features. As shown in Table 11, the duration of the present
episode (in months) ranged from 1 to 12 months, with a mean of 4.6 (+/~ 3.0) and a median of
4.0 moths in the total recruited population. Mean and median duration of present episode in
the Canadian population (3.5 +/- 2.6 and 2.0 months) were shorter than in the Brazilian
population (4.8 +/- 3.1 and 4.0 months).

All information relevant to the present episode of depression in the total recruited population
is presented in Enclosure 9; and all the information relevant to the frequency distribution of
variables relevant to the present episode are presented in Appendix 5.

Table 8
Presence of Precipitating Event in Present Episode
by Center and Country
ABSENT PROBABLY DEFINITELY
PRESENT PRESENT
CENTERS N % N % N %
Montreal 2 50.0 2 50.0 0 0.0
Pointe Claire 4 50.0 4 50.0 0 0.0
CANADA 6 50.0 6 50.0 0 0.0
Rio de Janeiro 351 795 5 11.4 4 9.1
BRAZIL 35 | 795 S 11.4 4 9.1
TOTAL 41 73.2 | 11 19.6 4 7.1
Table 9
Form of Onset of Present Episodes
by Center and Country
ACUTE SUBACUTE INSIDIOUS
CENTERS N % N % N %
Monlreal 0 0.0 0 50.0 2 50.0
Pointe Claire 2 25.0 4 50.0 2 25.0
CANADA 2 16.7 6 50.0 4 33.3
Rio de Janeiro 22 50.0 15 34.1 7 15.9
BRAZIL 2 50.0 15 341 7 15.9
TOTAL 24 2.9 21 375 11 19.6
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Table 10
Subform of Major Depression
by Center and Country
RECURR. RECURR.
SEVERE SEVERE
WITHOUT WITH
SINGLE RECURR. PSYCHOTIC PSYCHOTIC
EPISODE RECURR. MOD. SEV. _ | FEATURES FEATURE
CENTER N % N % N % N Yo N %
Montreal 0 0.00 4] 0.00 4 0.0 3 75.0 1 250
Pointe Claire 0 0.00 6 75.0 1 12.5 1 12.5 4] 0.00
Canada 0 0.00 6 50.0 1 8.3 4 333 1 8.3
Riode Janeiro 27 61.4 17 38.6 0 0.0 0 0.0 0 0.0
Brazil 27 61.4 17 38.6 0 0.0 0 0.0 0 0.0
TOTAL 27 48.2 23 41.1 1 1.8 4 7.1 1 18
Table 11
Duration of Present Episode (in months)
by Center and Country
CENTER RANGE MEAN MEDIAN
Montreal 1-3 2.0+/-.82 2.0
Pointe Claire 29 4.34+/-3.0 2.5
CANADA 19 3.54/-2.6 2.0
Rio de Janeiro 1-12 4.8+/-3.1 4.0
BRAZIL 1-12 4.8+/-3.1 4.0
TOTAL 1-12 4.6+/-3.0 4.0
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6.4 Study Medication

The study medication was prepared and supplied by Farmitalia Carlo Erba as specified in
paragraph 14 on page 15 in study protocol (See Enclosure 2).

All medication was prepared in capsules, with each capsule containing 2 mg RBX or an
inactive PBO, identical in appearance and indistinguishable by sight and taste,

A six-week supply of RBX or PBO, consisting of 215 capsules in one bottle was provided for
each patient. Each bottle was labeled with the patient’s code number from the randomization
lists (See Enclosure 3). The actual medication the patient received was identifiable only by

opening the sealed envelope --allowed only in case of emergency -- corresponding with the
bottle number.

6.8 Population and Treatment Groups

Patients included in the clinical trial were randomly assigned to one of two treatment groups,
ie, RBX or an inactive PBO, on the basis of prepared randomization schedule (See
Enclosure 3). As a result, 28 (50%) of the 56 patients in the total recruited population were
assigned to treatment with RBX and 28 (50%) were assigned to treatment with PBO.

In Table 12 personal (sex and age) and physical (height and weight) characteristics, as well as
characteristics relevant to the history (age and time of onset of the first depressive episode and
number of prior depressive episodes) and to the present episodes (precipitating event, form
of onset, subform of major depression and duration) of depressive illness are presented in the
two treatment groups. Also as shown in Table 12, the two treatment groups were comparable
on all personal and physical characteristics and characteristics relevant to the depressive
illness; in none of the variables was there a significant difference between the two groups.

All information relevant to the personal and physical characteristics and characteristics
relevant to the depressive illness of each patient in the two treatment groups is presented in
Enclosure 10; and all statistics relevant to the comparison of the two treatment groups on
these characteristics is presented in Appendix 6.
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Table 12

Personal and Physical Characteristics and Characteristics
Relevant to Depressive Ilness in the Two Treatment Groups

[ DRUG GROUPS | COMPARISON OF GROUPS:
[ RBX | PBO | RESULTS [ TEST
SEX N % N %
Females 13 46.4 14 50.0 %2 =.789 Chi-square
Males 15 55.6 14 50.0
Age (yrs) (mean) 41.7 40.0 p = 0.652 ANOVA
PHYSICAL CHARACTERISTICS;
Height (cm) (mean) | 165.4 [ 166.6 [ p=0.5% [ ANOVA
Weight(Kg) (mean) | 63.8 ] 63.3 | p = 0.900 | ANOVA
HISTORY OF ILLNESS:
Age lst episode (yrs) 36.3 329 p = 0.268 ANOVA
{mean)

Prior episodes (N) 2.4 3.2 p =0.484 ANOVA
PRESENT EPISODES:
Precipitating events: % %
Absent 75.0 7.4
Probably Present 25.0 14.3 x2 = .089 Chi-square
Definitely Present 0.0 14.3
Form of Onset: % %
Acute 32.1 53.6
Subacute 42.9 32.1 %2 =.253 Chi-square
Insidious 25.0 143
Subform of Illness: % %

296.20 50.0 46.4

296.30 35.7 46.4

296.32 3.6 0.0 12 = .658 Chi-square

296.33 7.1 7.1

296.34 3.6 0.0
Duration 4.3 4.8 p=0511 ANOVA
(mo.) (mean)
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6.6 Treatment Procedure

For all but | patient who was treated with a monoamine oxidase inhibitor (MAOQI)
antidepressant the clinical trial began with a seven-day, single-blind, pretreatment placebo
washout period; for the 1 patient treated with a MAOI antidepressant the single-blind,
pretreatment placebo washout was 14 days.

At the end of the pretreatment placebo washout all patients were randomly assigned, on the
basis of prepared randomization codes, to one of two treatment groups -- as indicated in
Sections 6.1 and 6.5 of this report -- and administered RBX or PBO on the basis of a fixed
changing dosage regime and divided (twice a day -- b.i.d.) dosage schedule for 42 days in
accordance with the study protocol (See Enclosure 2). During the 42 days of  treatment,
except for birth control pills, no other medication was allowed to be administered as
continuos treatment. If necessary, however, laxatives (for constipation), chloral hydrate (for
sleep induction) and analgesics (for pain) were allowed on a pro re nata (p.r.n.) basis.

After 42 days of treatment the study medication was discontinued at once and one month
following discontinuations a follow-up examination was performed on all patients.

6.7 Assessments

Assessments consisted of clinical interviews, physical examination and laboratory tests. A
specially devised assessment battery was completed according to the predetermined
assessment (time) schedule shown in Table 13.

The information collected was targeted at inclusion/exclusion criteria (DSM-III-R, HAMD,
Vital Signs, Physical Examination, Chest x-Ray. Electrophysiologic tests, Special Laboratory,
Hematology, Blood Chemistry and Urinalysis), efficacy (HAMD, ZUNG, CGI) tolerability
(NOSS and Vital Signs) safety (Hematology, Blood Chemistry, Urinalysis,
Electrophysiologic Tests and Physical Examination) and indirect measures of efficacy at
termination (Termination Record) and at follow-up (Follow-up)

A sample of each assessment instrument employed in the clinical trial is presented in
Enclosure 11; and the Karch and Lasagna criteria for interpreting the relationship between
newly observed signs and symptoms and treatment is presented in Enclosure 12.
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Table 13
Schedule of Assessments
Forms, Scales Day Post
and Assays Screen -3to-1 01 2 3 45 6 7 10 14 21 28 35 42 1
Mo.
DSM-III-R-AX.i *
HAM-D (21 item) : * : ey a4
VITAL SIGNS:
Blood pressurc * * % * x %k & * * * - * * * *
Pulsc Raw * * % %k & % & * * * * * * * *
Temperature * * * L S
Weight * * * * « % % M
PHYSICAL EXAM. * *
CHEST X-RAY *
ELECTROPHYSIOL
E.C.G. * * *
E.E.G. * *
SPECIAL LAB:
Thyroid T3 *
T4 *
TSH *

ELISA HIV *
Hbs Ag *
Anti -HBC *
ALT *
AST *
HEMATOLOGY:
Hematocrit * * *
Hemoglobin * * *
RBC * * *
WBC * * *
Eosinophils * * *
Neutrophils * * *
Monocytes * * :
Lymphocytes * *
Basophils * * *
Platelets * * *
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Table 13 (cont.)
Schedule of Assessments

Forms, Scales Day Post 1
and Assays Screen -3to-1 01 2 3 45 6 7 10 14 21 28 35 42 Mo.
BLOOD
CHEMISTRY: * «
Electrolytes * . *
SGOT * * *
SGPT * « *
Y GT * * >
Alk. Phos. * * *
Glucose * * *
BUN * * *
Creatinine * * *
Uric Acid * * *
Total bilirubin * * *
Total protein * * *
Albumin * * *
Globulins » * *
Cholesterol * * *
Tryglicerides * * *
URINALYSIS: * *
Specific Gravity * * *
Albumin * * *
Sugar * * *
RBC * * *
WBC * * *
ZUNG * * * * * * *
CGI (Sh * * » * * * *
(G[) * * * * * *
(EI) * * * * * *
NOSS * * * * * * * L] *
TERMINATION
RECORD *
FOLLOW-UP *
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6.8 Assessors

The 56 patients were assessed by 4 assessors -- identified by number 1 to 4 - in the three
centers, with the same assessor assessing the same patient throughout the clinical trial. In
Enclosure 13 the relationship between assessors and patients are identified.

6.9 Data Analysis

Analysis of data was focused on the efficacy -- including indirect measures of efficacy --
tolerability and safety of treatment with RBX as compared to PBO, as specified on pages 12
to 15 in the study protocol (See paragraphs 12.5 in Enclosure 2).

Efficacy analyses were primarily based on covariance analyses, repeated measures analyses
of variance and chi-square comparison; and tolerability and safety analyses were primarily
based on descriptive statistics.

In all analyses the SPSS-X/SPSS-PC+ statistical package was employed.

7. EVOLUTION AND DESCRIPTION OF ANALYTIC COHORT

From the total recruited population of 56 patients, 54 qualified for the experimental group and
52 were included in the analytic cohort.

7.1 From Total Recruited Population to Experimental Group.

The reason for not accepting 2 patients, i.e., Patient N°. 17 from the RBX group and Patient
N¢ 48 from the PBO group, from the total recruited population in the experimental group
was missing information regarding patient’s thyroid functions prior to commencement of
treatment, precluding the possibility of proper evaluation of whether these patients fulfilled
admission criteria.

None of the patients of the total population were excluded from the experimental group
because of the decrease of 20% or greater on the HAMD total scores from screening to Day 0
(See Enclosure 2, paragraph 7.2.1, page 7). As shown in Table 14, there was a slight
decrease in mean HAMD total score (from 36.2 to 35.9) in the group to be treated with RBX
and a slight increase in HAMD mean total scores (from 34.4 to 34.7) in the group to be
treated with PBO. In spite of this, the difference in responsiveness to placebo from screening
to Day 0 between the two groups was not statistically significant.
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All information relevant to inclusion/exclusion criteria -- with the normal range of values for
the laboratory tests at the three centers - for each patients in the total population is presented
in Enclosure 14; and all information on the statistics relevant to inclusion/exclusion criteria is

presented in Appendix 7.
Table 14
HAMD Total Score Means: Screening and Day 0
HAMD TOTAL SCORE RBX PBO | TotalPop. | p Test
Screening 36.2 344 353 128 | ANOVA
Day 0 359 347 353 289 | ANOVA

7.2 From Experimental Group to Analytic Cohort

In addition to the two patients from the total population who did not qualify for inclusion in
the experimental group, another 2 patients -- both from the PBO group -- were excluded from
the sample which comprised the final analytic cohort. Of these 2 patients, one (Patient N° 2)
was excluded because he refused to continue with treatment after 4th of drug administration;
and the other was excluded because of a marked increase in HAMD total scores (from 35
through 39 to 47) within the first seven days of treatment. (One patient from the RBX group
was retained in spite of the greater than 20 percent increase of HAMD total scores during the
first 14 days).

All information relevant to HAMD total scores for each patient in the total recruited
population during the first 14 days of treatment is presented in Enclosure 15.

7.3 Deseription of Analytic Cohort

In Table 15 personal (sex and age) and physical (height and weight) characteristics, as well as
characteristics relevant to the history (age at the time of onset of the first depressive episode
and number of prior depressive episodes) and to the present episode (precipitating event,
form of enset, subform of major depression and duration) of depressive illness are presented
in the two treatment groups of the analytic cohort. Also as shown in Table 15, the two
treatment groups of the analytic cohort were comparable on all personal and physical
characteristics and characteristics relevant to the depressive illness; in none of the variables
was there a significant difference between the two groups. All information relevant to the
personal and physical characteristics and characteristics relevant to the depressive illness of
each patient in the two treatment groups of the analytic cohort is presented in Enclosure 16;
and all statistics relevant to the comparison of the two treatment groups of the analytic cohort
on these characteristics is presented in Appendix 8.
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Table 15

Personal and Physical Characteristics and Characteristics Relevant to Depressive Iliness in
the Two Treatment Groups of the Analytic Cohort

[ DRUG GROUPS: [ COMPARISON OF GROUPS:
RBX | P3O | RESULTS | TEST
PERSONAL CHARACTERISTICS:
Sex N[ %] N] %
Females 13 48.1 11 44.0 x2=.764 Chi-square
Males 14 518 14 65.0
Age (yrs)(mean) 414 ] 39.9 p=0.610 | ANOVA
PHYSICAL CHARACTERISTICS:
Height (cm) (mean) | 1659 166.9 T p=0.671 ] ANOVA
Weight (km) (mean) | 645 | 645 | p=1.000 | ANOVA
HISTORY OF ILLNESS:
Age 1st episode (yrs) (mean) | 364 | 33.0 ] p=0.266 | ANOVA
Prior Episodes (N) ] 25 | 2.8 | p=0.765 | ANOVA
PRESENT EPISODE:
Precipitating Event: % | %
Absent 77.8 72.0
Probably Present 22 12.0 72=.076 Chi-square
Definitely Present 0.0 16.0
Form of Onset:: % | %
Acute 33.3 56.0
Subacute 44.4 28.0 42=.255 Chi-square
Insidious 322 16.0
Subform of Illness: % ] %
296.20 519 520
296.30 37.0 48.0 ¥2=.370 Chi-square
296.32 3.7 0.0
296.33 7.4 0.0\
Duration (mo) (mean) 4.4 | 5.2 p=0.375 ANOVA

8. COURSE OF CLINICAL TRIAL

From the 52 patients of the analytic cohort, 32 (61,5%) patients completed the 42-days clinical trial
and 20 (38,5%) patients were prematurely terminated.

8.1 Completers

Of the 32 patients completing the clinical trial, 23 (71,9%) were from the RBX group and 9
(28,1%) patients were from the PBO group. The difference between the two treatment groups in
terms of number of patients completing the clinical trial was statistically significant (p<.001).

8.1.1 Uneventful

In 27 (84,4%) of the 32 completers the course of the clinical trial was uneventful. Of these 27

patients, 18 (66,7%) patients were from the RBX group and 9 (33.3%) patients were from the
PBO group.
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8.1.2 Decrease of Dose

In 2 (6.3%) of the 32 completers the dose of medication was decreased in the course of treatment.
Both patients were from the RBX group. In 1 of these 2 patients (Patients No, 089) the evening
dose was decreased from 3 capsules to 2 capsules from Day 4 to Day 7 because of tremor and
from Day 15 to Day 21 for insomnia, and in the other (Patient No. 144) the moming dose was
decreased from 2 capsules to 1 capsules from Day 3 to Day 14 and the evening dose was
decreased from 3 capsules to 2 capsules from Day 3 to Day 28 because of vomiting,

8.1.3 Counteractive Medication

For 3 (9.4%) of the 32 completers counteractive medication was given to control insomnia,
agitation or headache. As shown in Table 16, one of the patients (No. 31) was given chloral
hydrate and acetaminophen for agitation-insomnia and headache, respectively; another patient (No.
47) was given choral hydrate for insomnia; and the third patients (No. 86) was given diazepam for

insomnia,
Table 16
Relevant Information on Counteractive Medication
in Three Patients

Pat  Ctr, Tx Rater Concomitant From | To:
No. _ No. _ Group No. Medication dy [mo [ yr [ dy [ mo [ yr | Reason
31 2 1 2 chloral hydrate 1108 8 11 21 90 agit/insomnia
31 2 1 2 chioral hydrate 11 21 89 0 02 90 insomnia
31 2 1 2 acctaminophen 11 14 8 1 14 89 headache
31 2 1 2 acetaminophen 11 89 11 11 27 89 headache
47 2 1 3 chloral hydrate insomnia
86 3 1 4 diazepam 1009 89 10 15 89 insomnia

1 Ctr. 1=Montreal 2=Pointe Claire 3=Rio de Janeiro

2TxGroup 1=RBX 2=PBO

3 Rater 1=Beauclair 2=Mirmiran 3= Song 4=Nardi

8.2Dropouts

From the 52 patients of the analytic cohort, 20 patients (38.5%) were prematurely discontinued
prior to completion of the 42-day clinical trial. As shown in Table 17, a significantly (p<.001)
greater number of patients were prematurely discontinued in the PBO-treated group (16 patients;
30.8%) than in the RBX- treated group (4 patients; 7.7%). Reasons for discontinuation were
adverse effects in 2 patients -- 1 from the RBX group and 1 from the PBO group -- and lack of
therapeutic response or clinical deterioration in 18 patients - 15 from the PBO group and 3 from
the RBX group.
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8.2.1  Adverse Effects

Of the 2 patients discontinued for adverse effects, 1 (No. 32) was a 30 -year-old female treated
with RBX which was discontinued on Day 30 because of the development of hypomania after
taking the moming dose. Other adverse effects reported for the same patients included dry mouth
(lasting for S days), coldness of extremities (lasting for 1 day), decreased appetite (lasting for 1
day), insomnia (1 night), vomiting (once, lasting for 2 minutes) and sweating (lasting for 2 days).
The other patient (No. 34) discontinued for adverse effects was a 46-year-old male treated with
PBO which was discontinued before the moming dose on Day 21 because of agitation. Other
adverse effects reported for the same patients included drowsiness (lasting for 2 days) diarrhea and
vomiting (lasting for 3 days), and dizziness (lasting for 6 days).

Table 17
Reason for Premature Discontinuation
in the Two Treatment Groups

Reason For RBX PBO Level of Statistical
Discontinuation N % N %o Significance Test

Adverse Effects I 3.7 1 4.0 p=.956 Chi-square
Lack of Therapeutic Effect 3 1.1 15 64.0 p<.001 Chi-square
TOTAL 4 20,0 16 80.0 p<.001 Chi-square

822  Lack of Therapeutic Response

As shown in Table 18, all 18 patients prematurely discontinued for lack of therapeutic response --
on the basis of the Investigator’s judgment, irrespective of the changes in HAMD total scores -
were discontinued between Day 14 and Day 30. Two of the 18 patients (No.s 1 and 46) also had --
at one or another time in the course of the clinical trial -- adverse effects recorded on the NOSS.

All information relevant to the course of the clinical trial -- including dispensation of medication —
for each patients in the analytic cohort is presented in Enclosure 17, 18, 19 and 20; and all
information relevant to the statistics employed on the course of the clinical trial are presented in
Appendices 9 and 10,

83 OTHER EVENTS

All 52 patients of the analytic cohort complied with the study protocol and took his/her medication
as prescribed; and in none of the patients was a significant life event recorded in the course of the

clinical trial. One of the patients from the RBX-treated group was also in milieu therapy throughout
the clinical trial.
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Table 18

Relevant Information on Prematurely Discontinued Patients
Due to Lack of Therapeutic Response

Adverse
Pat Ctr. Tx IAMD Total Score (-} Effects Day
No. No.  Group Rater Day 0 Final % (Y/N)
Decrease

001 1 1 1 35.00 32.00 8.57 Y 30
033 2 2 2 34.00 26.00 2353 Y 14
035 2 2 2 36.00 34.00 5.56 N 21
046 3 1 3 34.00 30.00 11.76 N 14
082 3 2 4 34.00 43.00 -26.47 N 21
085 3 2 4 33.00 40.00 -21.21 N 21
087 3 2 4 41.00 46.00 -12.20 N 21
094 3 2 4 42.00 45,00 -7.14 N 21
099 3 2 4 38.00 41.00 -7.89 N 21
100 3 2 1 37.00 44.00 -18.92 N 21
120 3 2 4 36.00 37.00 =278 N 21
130 3 2 4 33.00 41.00 -24.24 N 21
131 3 1 4 34,00 39.00 -14.71 N 21
133 3 2 4 32.00 36.00 -12.50 N 21
142 3 2 4 35.00 41.00 -17.14 N 21
146 3 2 4 34.00 38.00 -11.76 N 21
147 3 2 4 31.00 37.00 -19.35 N 21
151 3 2 4 35.00 40.00 -14.29 N 21
1 Cir. 1=Montreal 2=Pointe Claire 3=Rio de Janeiro
2 Tx Group I=RBX  2=PBO
3Rater  1=Beauclair 2=Mirmiran 3=Song  4=Nardi

(-): increase of scores (worsening)

9. RESULTS

Results of the clinical trial were evaluated in terms of therapeutic efficacy, tolerability, safety,
benefit/risk ratio and indirect indications of efficacy at termination and at follow-up.

9.1Therapeutic Efficacy

Evaluation of therapeutic efficacy, including the onset and profile of therapeutic effects, was based
on the analysis of data recorded on HAMD, ZUNG and Severity of Illness (SI) and Global
Improvement (GI) components of the CGL
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9.1.1  Hamilton Psychiatric Rating Scale for Depression

The primary assessment instrument in the evaluation of therapeutic efficacy was the 21-item
HAMD (8ee Enclosure 11), completed nine times (by the same assessor throughout for the same
patient) in the course of the clinical trial, i.e,, Day 0 (baseline), and Day 4, 7, 10, 14, 21, 28, 35,
and 42 (final assessment) of drug administration. The recorded data of the HAMD on Day 0 and
on the final assessment of each patient was used for measuring therapeutic efficacy; and from Day
0 to the final assessment for identifying the onset of therapeutic activity and for delineating the
profile of the therapeutic effects.

All information relevant to each patient for measuring therapeutic efficacy and identifying the onset
of therapeutic activity by employing the HAMD are presented in Enclosure 21 and for delineating
the profile of therapeutic effects in Enclosure 22; and all information regarding the statistics
employed in measuring therapeutic efficacy, identifying the onset of therapeutic activity and
delineating the profile of therapeutic effects by HAMD are presented in Appendices 11, 12 and 13.

9.1.1.1 THERAPEUTIC EFFICACY

Measurement of therapeutic efficacy was based on a comparison of the changes in the mean total
scores of the HAMD -- a continuous measure -- from the baseline (Day 0) assessment to the final
assessment (Day 42 or, in case of premature assessment, the last assessment), ie., pre-post
analyses in the RBX and PBO groups of the analytic cohort; and on a comparison of the number
and percentages of patients attaining a 50 percent or greater decrease in HAMD total scores from
baseline to the final assessment -- a discrete measure -- in the two treatment groups.

9.1.1.1.1 Continuous Measures

Mean total scores of the HAMD in the entire analytic cohort decreased, as shown in Table 19, in a
score from 35.4 at the baseline assessment to a score 21.2 at the final assessment, with a decrease
from 35.7 to 12.6 in the RBX group and from 35.1 to 30.6 in the PBO group, representing a
decrease of 39.1 percent, 64.7 percent and 12.8 percent, respectively. Analysis of variance (pre-
post) revealed that the decrease (improvement) in mean total scores from baseline to the final
assessment was significantly greater (p<.001) in the RBX than in PBO group. There was no
interaction between therapeutic efficacy and sex and age (18-37, 38-49 and 50 and above).

9.1.1.1.2 Discrete Measures

The percentage of patients attaining a 50 percent or greater decrease (improvement) from baseline
to the final assessment in HAMD total scores in entire population and the two treatment- based
subpopulations of the analytic cohort are presented in Figure 1. As shown in Figure 1, 25 (48.1%)
patients of the entire analytic cohort attained a 50 % or greater decrease in HAMD total scores
from baseline to the final assessment, with 20 (74.1%) patients from the RBX group, and 5
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patients (20%) from the PBO group. Chi-square analyses revealed that a significantly (<.001)
greater number of patient attained a 50% or greater decrease (improvement) in HAMD total scores
from baseline to the final assessment in the RBX- than in the PBO- treated group. There was a
significant difference (p=.029) between countries (Canada and Brazil) regarding the number and
percentage of patients attaining a 50 % or greater decrease (improvement) in HAMD total Scores
from baseline to the final assessment. This was to the effect that only 1 Canadian patient attained a
50% or greater decrease, whereas 24 Brazilian patients attained a 50% or greater decrease. There
was no interaction between the attainment of a 50% decrease in HAMD total scores and sex,
country and age (18-37, 38-49 and 50 and above).

Table 19
Changes in Mean HAMD Total Score
from Baseline to Final Assessment

Final Pre-Post
Baseline Assessment Change in
Groups Score Score Percent
Analytic Cohort 35.4 21.2 39.1
RBX 35.7 12.6 64.7
PBO 35.1 30.6 12.8
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Figure 1
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9.1.1.2 ONSET OF THERAPEUTIC ACTIVITY

Onset of therapeutic activity was examined by comparing the changes in mean HAMD total scores
from baseline( Day 0) through all subsequent assessment, i.e., assessment on Days 4, 7, 10, 14, 21, 28
and 35 to the Day 42 or final assessment, in the two treatment groups by employing repeated measures
analyses of variance. As a result, as shown in Figure 2, it was found that the decrease (improvement) in
mean total scores of the HAMD was sharper during the first 14 days of treatment in the RBX- than in
the PBO treated group. The difference in the speed of decrease in mean total scores was to the extent
that by the time of the Day 10 assessment mean total scores in the RBX group (26.1+/-6.87) were
significantly (p=.006) lower than in the PBO group (31.0+/-5.23). The decrease (improvement) in mean
total scores in the PBO group, as shown in Table 20, peacked at the Day 14 assessment, whereas in the
RBX group, it continued throughout the 42-day investigational period. There was no interaction
between the onset of therapeutic activity and sex and age (18-37 years, 38-49 years and 50 years and
above). On the other hand, there was an interaction between country and onset of therapeutic activity.
This was to the effect that, as shown in Table 21, during the first 10 days of the clinical trial the
Canadian population showed more rapid improvement than the Brazilian population.

Table 20
Mean HAMD Total Scores with Percentage of Change
at 9 Subsequent Assessment in the Two Treatment Groups

Baseline Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42
Scores Score % |[Sore | % Sore | % |Sowe | % Score % | Score | % Score | % Score %
Total
354 33.0 5.8 30.5 12.8 28.5 18.5 | 25.3 27.5 25.0 | 284 | 228 | 346 | 21.7 | 377 21.2 39.1
RBX 357 328 7.4 29.6 16.1 26.1 259 | 2.3 36.5 184 | 475 | 153 | 561 | 134 | 615 12,6 63.7
PBO 35.1 333 4.1 315 9.3 310 0.7 | 285 17.8 2.0 7.8 30.8 | 113 | 306 | 11.8 30.6 11.8
Pharmacia CNS

CTN:20124/ADE 091 FINAL STUDY REPORT, November 17, 1993

44



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

REBOXETINE CLINICAL STUDY REPORT
FCE 20124 CTN: 20124/ADE 091
Figure 2
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Table 21

Mean HAMD Total Scores with Percentage of Change
at 9 Subsequent Assessment in the Two Treatment Groups

Canada Brazil

A Mean % Mecan % Results Test

Day 0 31.9 3.48 36.1 3.34 p=.002 ANOVA
Day 4 25.4 8.48 34.4 4.01 p<.001 ANOVA
Day 7 25.9 11.98 314 4.58 p=.0251 ANOVA
Day 10 24.0 10.69 29.3 5.28 p=.034 ANOVA
Day 14 24.1 10.05 25.5 7.21 p=.637 ANOVA
Day 21 23.3 7.42 25.3 11.93 p=.646 ANOVA
Day 28 22.0 10.52 22.9 13.75 p=.864 ANOVA
Day 35 22.0 10.74 21.6 14.67 p=.%41 ANOVA
Day 42 213 .12 21.2 15.54 p=.997 ANOVA

9.1.1.3 THERAPEUTIC PROFILE

The profile of therapeutic effects was evaluated by comparing the changes in mean total scores of
five variables -- derived with consideration of psychiatric theory — from baseline (Day 0) through
all subsequent assessments on Day 4, 7, 10, 14, 21, 28 and 35 to the Day 42 or final assessment.
The five variables derived with consideration of psychiatric theory are depressed mood (the nuclear
symptom of depressive illness) and insomnia, activities, anxiety and somatic symptoms, i.¢., the
accessory symptoms of depressive illness. The scores for these five variables were derived from
the 12 of 21 HAMD items, i.e., depressed mood (variable 1), early, middle and late_insomnia
(variable 2), work and activities and retardation (variable 3), anxiety-psychic and hypocondriasis
(variable 4) and anxiety-somatic, somatic symptoms gastrointestinal, somatic symptoms general
and genital symptoms (variable 5). As a result, as shown in Figures from 3 to 7 and in Tables from
22 to 26, there was a significantly greater improvement in the - than in PBO- treated group for
variable 1 or depressed mood by Day 10 (p=044); for variable 2 or insomnia (p =.006) and
variable 3 or activities (p=.003) by Day 14; and for variable 4 or anxiety (p<.001) and variable 5 or
somatic symptoms (p<.001) by Day 21.
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Figure 3

Depressed Mood Mean Scores
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Figure 4

Insomnia Composite Mean Scores
At 9 Subsequent Assessments
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Figure §

Activities Composite Mean Scores
At 9 Subsequent Assessments
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Figure 6

Anxiety Composite Mean Scores
At 9 Subsequent Assessments
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Figure 7
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Table 22

Changes in the Score of Depressed Mood from Baseline (Day 0)
Through Seven Assessments to the Final Assessment

Bascline Dayd Day 7 Day 10 Day 14 Day 21 Day 28 I Day 35 Duy &
Groups | Scares Soore | % { | Sore [ % 1| Soore | %1 | Soore | % U | Sowe | % 4 | Score | % 4| Soore | % & ] Seore | % &
Tot. | 36 34 | 46 | 31 [ 129] 28 | 212 [ 26 [ 268 | 24 | 323 | 23 | 351 20 | 434 19 [ 462
RBX | 3.6 34 | 46 | 30 | 157 ] 26 | 268 [ 23 [ 351 | 19 [ 462 | 1.6 | 546 12 657 [ 10 | M2
PBO | 3.6 33 173133 |73 [ 30 [ 157 | 29 | 184 | 31 129 | 30 | 157 [ 29 [[184 [ 29 [ 184
Table 23

Changes in the Composite Score of Insomnia from Baseline (Day 0)
Through Seven Assessments to the Final Assessment

Baselin Day4 Day 7 I Day 10 Dy 14 Day 21 | Day 28 | Day 35 Day 42
13
Groups  Scores | Score % L | Sore [% J [ Soore | % L | Soore | % 4 | Soure | % ¢ | Soore | % ] Score | % 4] Soore % ¥
Tot. [ 1.6 1.5 5.3 14 [us] 13 1.8 12 12401 13 [ 178§ w1 [ 303 | 11 [ 303 ] 11 303
RBX [ 16 1.3 178 13 11781 12 [ 240 10 [ 365 ] 1.0 | 365 [ 08 [40.0 | 087 [ 490 [ 08 49.0
PBO [ 17 1.7 0.0 15 | 108 14 16.6 1.4 [ 166 | 16 49 15 [ 108 ] 15 | 108 ] 15 10.8
Table 24

Changes in the Composite Score of Activities from Baseline (Day 0)
Through Seven Assessments to the Final Assessment

Basdine Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 35 Day &2

Groups  Scores Score | % 1 [ Score [ % | Sore | % 1 | Soore | % 4 | Soore | % 4 | Swore | % & | Score | % 4 | Score % 1

Tot. 2.8 26 | 61 | 25 | 97 ] 23 |69 | 21 | 240 [ 20 [ 276 ] 17 | 383 16 [ 429 1.5 454

RBX 2.8 27 | 26 | 24 1133] 22 |04 18 | 347 [ 15 [ 454 | 11 | 597 0.9 | 669 0.8 704

PBO 2.7 25 | 64 | 26 {27 ]| 25 [ 64 ] 24 [ 101 25 6.4 23 | 138 2.3 13.8 2.3 138
Table 25

Changes in the Composite Score of Anxiety from Baseline (Day 0)
Through Seven Assessments to the Final Assessment

Baseline Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Duy 35 Day &2
Groups _ Scores | Soore | % b | Sore | % & | Sore | % 1 | Score | % ¢ | Soore | % ¥ | Seore | % 4 | Seore | % 4 | Seore | % ¥
22 21 135 119 12.6 1ol 26 | 17 a3 w8 T2 17 [ 217 ] 16 | 263 16 | 263
RBX 2.3 22 1 33 [ 19 16.4 18 [ 207 T 16 [ 294 | 14 381 [ 13 | 425 11 512 1.1 | 512
PBO 2.1 21 [ 00 [ 20 38 2.0 3.8 18 [ 133 [ 22 | s8] 22 | 58 [ 22 5.3 2.1 0.0
Table 26

Changes in the Composite Somatic Symptoms Score from Baseline (Day 0)
Through Seven Assessments to the Final Assessment

Baseline Day 4 Ly 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day &
Group __ Scores Score | % ¥ | Score | % 4 | Score | % I | Seore | % U | Score | % U | Score | % 4 | Score | % 4 Score | % 4
Total 1.9 1.8 4.3 1.7 95 1.7 9.5 1.4 253 1.4 25.3 1.3 30.6 1.2 35.8 1.2 35.8
RBX 1.8 1.8 0.0 1.7 4.6 1.6 10.1 1.3 26.8 1.1 379 0.9 49.0 0.8 54.6 0.8 54.6
PBO 2,0 1.8 5.0 1.8 9.0 1.8 9.0 1.6 19.0 1.7 14.0 1.6 19.0 1.7 14.0 1.7 14.0
Pharmacia CNS

CTN:20124/ADE 091 FINAL STUDY REPORT, November 17, 1993

52



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

REBOXETINE CLINICAL STUDY REPORT

FCE 20124 CTN: 20124/ADE 091

9.1.2 ZUNG Self-Rating Scale for Depression

Another assessment instrument employed in the evaluation of therapeutic effects was the 20-item
ZUNG (See Enclosure 11), completed seven times by the patient in the course of the clinical trial,
ie, Day O (Baseline), and at Day 7, 14, 21, 28, 35, and 42 (final assessment) of drug
administration. The recorded data of the ZUNG for the first and last assessments for each patient
was used for measuring therapeutic activity; and from all assessments for identifying the onset of
therapeutic activity.

All information relevant to each patient in the analytic cohort for measuring therapeutic activity and
identifying the onset of therapeutic activity by the ZUNG is presented in Enclosure 23; and all the
information regarding the statistics used in measuring therapeutic activity and identifying the onset
of therapeutic activity by ZUNG is presented in Appendices 14 and 15.

9.1.2.1 THERAPEUTIC EFFICACY

Measurements of therapeutic efficacy was based on a comparison of the changes in the mean total
scores of the ZUNG from the baseline assessment (Day 0) to the final (Day 42) assessment in the
RBX and PBO groups of the analytic cohort. As a result it was found that mean total scores of the
ZUNG in the total analytic cohort decreased (improved), as shown in Table 27, from a score of
65.8 at baseline to 50.4 at the final assessment, with a_decrease from a score of 66.3 1o a score of
42.8 in the RBX and from a score of 65.2 to a score of 58.6 in the PBO groups, representing a
decrease of 22.1%, 33.6% and 9.1% from pre- to post-treatment, respectively. Analyses of
variance (pre-post) revealed that the decrease (improvement) in mean total scores from baseline to
the final assessment was significantly greater (p=.001) in the RBX than in the PBO group. There
Wwas no interaction between therapeutic efficacy and sex, country, age (18-37, 38-49, and >/=50)
and diagnostic subform.

9.1.2.2 ONSET OF THERAPEUTIC ACTIVITY

Onset of therapeutic activity was examined by comparing the changes in the mean total scores of
the ZUNG from baseline (Day 0) through all the subsequent assessments, i.e., Day 7, 14, 21, 28
and 35 to the Day 42 or final assessment in the two treatment groups by employing repeated
measures analyses of variance, As a result, as shown in Figure 8, it was found that the decrease
(improvement) in mean total scores of the ZUNG was sharper during the first 14 days of treatment
in the RBX- than in the PBO- treated group. The difference in the speed of the decrease in mean
total scores, as shown in Table 28, was to the extent that by the Day 14 assessment mean total

scores in the RBX group (54.7 +/- 9.63) were significantly (p=.035) lower than in the PBO group
(60.8+/-10.61),
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Table 27

Changes in the ZUNG Mean Total and Index Scores
from Baseline to the Final Assessment

Pre-Post
Baseline Final %changes
Groups Score Index Score Index Score Index
Analytic Cohort 65.9 822 50.4 630 22.1 22.1
RBX 66.3 .829 42.8 535 33.6 33.6
PBO 65.2 815 58.6 732 9.1 9.1
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Figure 8

Mean ZUNG Total Scores
At 7 Subsequent Assessments
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Table 28
ZUNG Mean Total and Index Scores at Percentage of Change
from Day 0 to Day 42

RBX Group PBO Group Tot Pop.

Mean  Index  %Change | Mean Index %Change | Mean Index %Change
Day 0 66.3 829 - 652 815 - 652 .82 -
Day 7 62.5 182 512 645 807 22 63.5 794 2.87
Day 14 | 54.7 684 16.25 60.8 761 5.61 577 721 11.24
Day 21 48.4 .605 25.67 603 734 6.50 541 676 16.65
Day28 | 443 .553 31.92 60.1 752 6.72 519 .49 20.06
Day3s | 435 .544 33.12 59.5 744 7.63 512 640 2113
Dayd2 | 42.8 .535 33.58 586 I3 9.11 504 630 2.06

9.1.3 Severity of Illness

A third assessment instrument employed in the evaluation of therapeutic effects was the SI
component of the CGI ( see Enclosure 11), completed seven times (by the same assessor
throughout for the same patient) in the course of the clinical trial, i.e., Day 0 (baseline), and at Day
7,14, 21,28, 35 and 42 ( final assessment) of drug administration. The recorded data of the CGI-
SI from baseline (Day 0) to the final (Day 42) assessment of each patient was used for measuring
therapeutic efficacy and for all seven assessments for identifying the onset of therapeutic activity.

All the information relevant to each patient of the analytic cohort used for measuring therapeutic
efficacy and identifying the onset of therapeutic activity by employing the CGI-SI are presented in
Enclosure 24; and all the information regarding the statistics used in measuring therapeutic efficacy
and onset of therapeutic activity by employing the CGI-SI are presented in Appendices 16 and 17,

9.1.3.1 THERAPEUTIC EFFICACY

Measurement of therapeutic efficacy was based on a comparison of the changes in the mean scores
of the CGI-SI from baseline (Day 0) to the final (Day 42) assessment in the RBX and PBO groups
of the analytic cohort. As a result, it was found that mean scores of the CGI-SI in the analytic
cohort decreased (improved) as shown in Table 29, of a score of 5.58 at baseline to a score of 3.12
at the final assessment with a decrease from a score of 5.74 to a score of 2.07 in the RBX and from
a score of 5.40 to a score of 4.24 in the PBO groups, representing a decrease of 42.2%, 62.3%
and 20.5%, respectively, from pre- to post-treatment. Analyses of variance (pre-post) revealed that
the decrease (improvement) in mean scores from baseline fo the final assessment was significantly
greater (p<.001) in the RBX than in the PBO group. There was non interaction between
therapeutic efficacy and sex, country, age (18-37, 38-49 and>/=50), diagnostic subform and
assessor.
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9.1.3.2 ONSET OF THERAPEUTIC ACTIVITY

Onset of therapeutic activity was examined by comparing the changing in the mean scores of the
CGI-SI from baseline (Day 0) through all the subsequent assessments, i.e., Day 7, 14, 21, 28, 35
and 42 or final assessment in the two treatment groups. As a result as shown in Figure 9, it was
found that the decrease (improvement) in mean scores of the CGI-SI was sharper during the first
14 days of treatment in the RBX- than in the PBO- treated group.. The difference in the speed of
the decrease in mean scores was to the extent that by the time of the Day 14 assessment, mean
scores of the RBX group (3.78+/-1.19) were significantly (p=.025) lower than in the PBO group
(4.56+/-1.26). The decrease (improvement) of mean scores in the PBO group, as shown in Table
30, peacked at the Day 28 assessment, whereas in the RBX group it continued throughout the
remainder of the clinical trial. There was no interaction between therapeutic efficacy and sex, age
(18-37, 38-49, and 50 years and above).

Table 29
Changes in the CGI-SI Mean Total Scores
from Baseline to the Final Assessment

Pre-Post
Groups Bascline +/- Final +/- %changes +/-
Analytic Cohort 5.58 537 3.12 2.07 42.2 37.9
RBX 5.74 447 2.07 1.66 62.3 29.7
PBO 5.40 577 4.24 1.90 20.5 34.0

Table 30
CGI-SI Mean Total Scores and Percentage of Change
from Baseline to All Subsequent Assessments

RBX Group PBO Group Tot Pop.
Mean %Change Mean %Change Mean 9oChange

Day 0 5.74 - 540 - 5.58 -

Day 7 4.49 136 5.04 5.5 4.96 9.7
Day 14 3.78 326 4.56 14.6 4.15 23.9
Day 21 3.00 46.4 a7 1.5 3.83 29.6
Day 28 2.59 534 4.32 19.3 342 37.0
Day 35 2.19 60.5 4.28 19.9 319 41.0
Day 42 2.07 62.3 424 20.5 3.12 422

9.14  Global Improvement

The fourth and final assessment instrument employed in the evaluation of therapeutic effects was
the GI component of the CGI (See Enclosure 11), completed six times (by the same assessor
throughout the same patient) in the course of the clinical trial, i.e., at Days 7, 14, 21, 28, 35 and 42
of drug administration
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All the information relevant to each patient of the analytic cohort used for measuring therapeutic
efficacy and identifying the onset of therapeutic activity by employing the CGI-GI are presented in
Enclosure 25; and all the information regarding the statistic used in measuring therapeutic efficacy
and onset of therapeutic activity by employing the CGI-GI are presented in Appendices 18 and 19.
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Figure 9 )
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9.1.4.1 THERAPEUTIC EFFICACY

Measurement of therapeutic efficacy was based on a comparison of mean scores of the CGI-GI
and the number of patient showing very much (score = 1) and much (score = 2) improvement at
the time of the final (Day 42) assessment in the two treatment groups. As a result it was found that
mean CGI-GI scores at the time of the final assessment were significantly (p<.001) lower in the
RBX- (score: 1.56) than in the PBO- (score: 3.40) treated group, indicating much (score: 2) to
very much (score: 1) improvement in RBX- and minimal improvement (score: 3) to no change
(score. 4) in PBO- treated group. Corresponding with these results are the findings that by the time
of the final assessment, a significantly (p<001) greater number of patients in the RBX-(22
patients; 81.5%) than in the PBO- (7 patients; 28.0%) treated group attained very much (score: 1)
and much (score: 2) improvement. There was non interaction between therapeutic efficacy and
sex, age (18-37, 38-49 and >/=050) diagnostic subform and assessor.

9.1.42 ONSET OF THERAPEUTIC ACTIVITY

Onset of therapeutic activity was examined by comparing the mean scores and number of patients
aftaining very much (score 1) and much (score 2) improvement in the two treatment groups on the
six consecutive assessments. As a result, it was found that by the time of the Day 14 assessment,
mean scores were significantly (p <.001) lower (indicating greater improvement) (RBX 2.41, PBO
332), and, as shown in Table 31, the number of patient showing very much (1) or much (2)
improvement was significantly (p = .008) higher in the RBX than in the PBO group.
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Table 31

Number and Percentage of Patients Showing Different Levels
of Change on CGI-GI at the Time of 6 Assessments

Day 7 Day 14 Day 21 Day 28 Day 3§ Day 42
Variables N % N % N % N % N % N %

1 very much improved

RBX I 137] 3 11| 10 370 15 556[ 20 7.1 20 741

PBO - - 1 40 { 40 4 160] 5 200] 5 200
2 much improved

RBX I 137 12 444 9 333 6 2221 1 371 2 74

PBO - - 4 160 4 160] 3 120] 3 120] 2 80
3 minimally improved

RBX 134814 10 370 6 22| 3 11 { 3 11| 2 74

PBO § RNO] 6 20| 5 200] 3 12001 2 80| 3 120
4 no change

RBX 12 44| 2 7.4 2 7.4 3 1.1 3 11.1 3 L1.1

PBO 17 680] 14 560 9 360] 9 30| 9 360]| 9 360
5 minimally worse

RBX - - - - - - - - - - - -

PBO - - - - 6 240 5 200f 5 200f 5 20
6 much worse

RBX - - - - - . - - - - . -

PBO - - - - - - | 4.0 | 4.0 1 4.0
7 very much worse

RBX - - - - - - - - - -

PBO - - - - - - - - - -

9.2 Tolerability

Evaluation of tolerability was based on the analyses of data recorded on the Newly Observed Signs
and Symptoms form and four of the five components (blood pressure, heart rate, oral body
temperature and body weight) of the Vital Signs form (See Enclosure 11).

9.2.1  Newly Observed Signs and Symptoms

The primary assessment instrument employed in the evaluation of tolerability was the NOSS,
a specially designed scale completed 8 times in the course of clinical trial, i.e., Days 0, 4, 7,
10, 14, 21, 28 and 42, as well as at the time when an adverse effect was encountered during
the clinical trial. It should be noted that in the variance with efficacy, all analyses relevant to
tolerability was conducted on the total population (and were non restricted to the analytic
cohort).

9.21.1 PLACEBO WASHOUT

To detect adverse effects at the end of pretreatment placebo washout, the NOSS was
completed at Day 0, prior to commencement of the 42-day clinical trial; and to detect possible
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differences in the propensity for adverse effects, the different “newly observed signs and
symptoms” encountered at Day O were compared in the populations to be treated with RBX
and PBO. As a result, as shown in Table 32, it was found that of the six different kinds of
newly observed signs and symptoms -- providing a total of eight reports - encountered, two
newly observed signs and symptoms --providing for two reports -- were encountered in 1
patient in the RBX group and five newly observed signs and symptoms -- providing for six
reports -- were encountered in 3 patients in the PBO group. It was noted that all newly
observed signs and symptoms in the RBX group were reported spontaneously, whereas in the
PBO group 50% were reported spontaneously and 50% were elicited upon inquiry. It was
also noted that the propensity for newly observed signs and symptoms was about three times
as high in the PBO than in the RBX group.

All relevant information recorded for each patient on newly observed signs and symptoms
encountered at Day 0 in each of the two groups (i.e., in the group to be treated with RBX and in
the group to be treated with PBO) is listed in Enclosure 26, and all information regarding the
statistics employed on newly observed signs and symptoms encountered at Day 0 is presented in

Appendix 20.
Table 32
Newly Observed Signs and Symptoms at Day 0
Population to be Population to he
Treated with RBX Treated with PBO Total Population
No. Report: Upon No. Report: Upon No. Report: Upon

Adverse Etfects Rpt. Spont. Inquiry Rpt. Spont. Inquiry Rpt. Spont. Inquiry
Dizziness 1 1 0 2 0 2 3 1 2
Headache 1 | 0 0 0 0 | 1 0
Insomnia 0 0 0 ) 0 1 | 0 1
Constipation 0 0 0 1 1 Q | 1 0
Agitation 0 0 0 1 1 0 | 1 0
Sexual disturbance 0 0 0 1 0 | 1 0 1

9.2.1.2 CLINICAL TRIAL

To detect adverse effects all newly abserved signs and symptoms were recorded at Days 4, 7, 10,
14, 21, 28, 35, 42 in the total recruited population; and to reveal possible differences between
RBX- and PBO- induced adverse effects, those which were not encountered at the time of the Day
0 assessment were compared.

9.2.1.2.1 Signs and Symptoms

There were 278 reports dealing with 21 newly observed signs and symptoms encountered in 41

patients from Day O to Day 42. Of them, 270 reports dealt with 21 newly observed signs and
symptoms encountered in 37 patients from Day 4 to Day 42. In 3 of the 4 patients with newly
observed signs and symptoms at Day 0 newly observed signs and symptoms were also reported
from Day 4 to Day 42. Tt was found that of the 21 newly observed signs and symptoms, 18 were
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encountered in 24 (85.7%) patients in the RBX group ad 13 were encountered in 13 (46.4%)
patients in the PBO group with, as shown in Table 33, 10 (dry mouth, blurred vision, constipation,
vomiting, tremor, sexual disturbance, dizziness, headache, agitation and drowsiness) encountered
in35 (94.6%) patients in both treatment groups. It was noted that eight newly observed signs and
symptoms (i.e., insomnia, urinary retention, sweating, cold in extremities, hypotension, decreased
appetite, pruritus and hypomania) were encountered exclusively in 12 patients treated with RBX,
whereas three (urinary incontinence, diarthea and lassitude) were encountered exclusively in 4
patients treated with PBO.

All relevant information reported for each patient on newly observed signs and symptoms which
occurred during the 42-day clinical trial in each of the two treatment groups is listed in Enclosure
27, and all the information regarding the statistics employed on newly observed signs and
symptoms which occurred during the 42-days clinical trial is presented in Appendix 21.

Table 33
Newly Observed Signs and Symptoms (not present at pre-treatment)

RBX PBO

Symptoms: No % No %

Dry mouth 16 57.1 6 21.4
Insomnia 7 25.0 0 0.0
Blurred Vision M 17.9 1 3.6
Sweating 5 17.9 0 0.0
Constipation 4 14.3 2 7.1

Vomiting 4 14.3 1 3.6
Tremor 4 14.3 3 10.7
Hypotension 3 10.7 0 0.0
Decreased appetite 3 10.7 0 0.0
Sexual Disturbance 3 7.1 1 3.6
Dizziness 2 7.1 1 3.6
Headache 2 7.1 5 179
Agitation | 36 1 3.6
Drowsiness 1 3.6 1 3.6
Urinary Retention { 36 0 0.0
Pruritus | 3.6 0 0.0
Cold Extremities i 3.6 0 0.0
Hypomania 1 3.6 0 0.0
Diarrhea 0 0.0 2 7.1
Urinary Incontinence 0 0.0 1 36
Lassitude 0 0.0 L 3.6

9.2.1.2.2 Reporting Method

There were 270 reports dealing with 21 newly observed signs and symptoms encountered in 37
patients and from these 270 reports the method of reporting was recorded for 266. As shown in
Table 34, there were 212 reports encountered in 24 patients of RBX- and 54 encountered in 13
patients of the PBO-treated group. In both treatment groups, the number of spontaneously reported
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newly observed signs and symptoms was higher (RBX: 143 reports; PBO: 40 reports) than the
number of reports elicited upon inquiry (RBX: 69 reports; PBO: 15 reports).

Table 34
Method of Reporting
Total No.
Group of Reports N ly Upon Inquiry
RBX 212 143 69
PBO 54 39 15
Tot. Pop. 260 182 84

9.2.1.2.3 Present at Day 0

As shown in Table 35, of the 21 newly observed signs and symptoms encountered in 41 patients
from Day 0 to Day 42, six (dizziness, headache, insomnia, constipation, agitation, and sexual
disturbance) were already present in 4 patients at Day 0. Of the 18 newly observed signs and
symptoms encountered in 24 patients from Day 0 to Day 42 in the RBX group, two (headache and
dizziness) were present already in 1 patient at Day 0; and of the 13 newly observed signs and
symptoms encountered in 13 patients in the PBO group, five (dizziness, insomnia, constipation,
sexual disturbance and agitation) were present already in 3 patients at Day 0.

Table 35

Number and Percentage of Patients with Newly Observed Signs and Symptoms
Present at Day 0 in the Two Treatment Groups of the Total Population

RBX Group PBO Group Tot. Pop.
Symptoms: No % No % No %o
Dizziness 1 3.6 2 7.1 3 5.4
Headache 1 3.6 0 0.0 1 1.8
Insomnia 0 0.0 1 3.6 { 1.8
Constipation 0 0.0 1 3.6 I 1.8
Agitation 0 0.0 1 3.6 1 1.8
Sexual Disturbance 0 0.0 1 3.6 1 1.8

9.2.1.2.4 Day of Onset

The onset for each of the 21 newly observed signs and symptoms, in terms of number of patients at
the time of the different assessment, i.e., Days 4, 7, 10,14, 21, 28, 35 and 42, is presented in Table
36. As shown in this Table, the onset of all but two (pruritus and hypomania) of the 18 newly
observed signs and symptoms encountered in the RBX group was within the first 10 days of
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treatment in the majority of patients, although the onset of sexual disturbance in 1 patient was as
late as the 35th day and the onset of blurred vision in | patient was as late as the 28th day. Also as
shown in Table 36, with the exception of blurred vision in | patient, which was reported on Day
14, all newly observed signs and symptoms in the PBO group were encountered within the first
seven days of treatment.
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Table 36

Day of Onset of Newly Observed Signs and Symptoms
in Number of Patients in the Two Treatment Groups

RBX Group PBO Group
Day Day
14
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9.2.1.2.5 Duration

As shown in Table 37, the mean number of days newly observed signs and symptoms --
regardless of their nature - were present in the 24 RBX- treated patients with newly observed
signs and symptoms was significantly (p<.001) longer (mean 10.22+/-7.66 days) than the mean
number of days newly observed signs and symptoms were present in the 13 PBO-treated patients
with newly observed signs and symptoms (mean 2.72+/-2.86 days).
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Table 37

Range and Mean Number of Days of Symptom Duration
in the Two Treatment Groups

Range | Mean | S.D, Results Test
RBX 1-39 10,22 7.66
PBO 1-11 272 2.86 p_<.001 ANOVA
Tot. Pop. 1-39 9.21 8.30

As shown in Table 38, the duration of the 18 newly observed signs and symptoms encountered
ranged from 1 to 39 days in individual patients in the 24 RBX group; and the duration of the 13
newly observed signs and symptoms ranged from 1 to 11 days in the individual patients in the
PBO group. And as also shown in Table 38, the mean number of days of the 18 different newly
observed signs and symptoms displayed in the RBX-treated group ranged from 1 (cold
extremities) to 17.2 (sexual disturbance) days, and the mean number of days of the 13 different
newly observed signs and symptoms displayed in the PBO-treated group ranged from 1 (blurred
vision) to 6.13 (dry mouth) days.

9.2.12.6 Severity

In the Table 39 the severity profile in terms of mild, moderate, severe and very severe of the 270
reports on the 21 newly observed signs and symptoms encountered in 37 patients is presented in
the two treatment groups. As shown in Table 39, newly observed signs and symptoms with mild
intensity were encountered with comparable frequency (RBX: 79.6% and PBO: 70.4%) in the two
treatment groups, whereas newly observed signs and symptoms with severe intensity were
encountered significantly (p=.038) more often in the RBX- (13 reports; 6.0%) than in the PBO- (1
reports; 1.85%) treated group.
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Table 38

Range of Duration (in Mean Number of Days) of each Newly
Observed Sign and Symptoms in Individual Patients and the Mean Duration
of each Newly Observed Sign and Symptom in the Two Treatment Groups.

RBX PBO
Symptom Range Mean Range Mean
Hypotension -3 2.00 na n/a
Dry Mouth 1-26 9.06 2-10 6.13
Drowsiness 4-5 4.50 n/a 3.00
Insomnia 1-22 6.50 n/a n/a
Sweating 2-38 13.72 /a /a
Headache 15 3.33 14 2.60
Constipation 1-30 11.41 1-9 5.67
Dizziness 24 2.67 36 4.50
Diarrhea wa a 24 3.00
Vorniting 27 3.17 wWa 3.00
Blurred Vision 1-28 11.32 n/a 1.00
Lassitude wa n/a nja 6.00
Pruritus wa 7.00 na na
Agitation /a 3.00 n/a 4.00
Tremor 1-30 11.85 2-11 5.56
Decreased Appetite 235 14.55 na n/a
Urinary Retention 4-29 13.67 Wa na
Sexual Disturbance 1-39 17.20 34 3.50
Urinary Incontinence wa wa 35 4.00
Hypomania wa w/a 3.50 na
Cold Extremities wa 1.00 Wa /a
Table 39

Severity Profile of 270 Reports of
Newly Observed Signs and Symptoms
in the Two Treatment Groups.

RBX PBO
Intensity N % N o
Mild 172 79.6 38 70.4
Moderate 31 14.4 15 27.8
Severe I3 6.0 1 1.8
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9.2.1.2.7 Counteractive Measures: Frequency

Counteractive measures -- regardless of their nature -- were recorded in a similar proportion of
reports on newly observed signs and symptoms in the RBX- (103 reports: 47.7%) treated group
and in the reports of newly observed signs and symptoms in the PBO- (26 reports; 47.3%) treated
group.

9.2.1.2.8 Counteractive Measures: Nature

Counteractive measures for newly observed signs and symptoms consisted of transient decrease in
the dosage of medication in 2 RBX-treated patients (See 8.1.2); the administration of
counteractive medication in 4 RBX-treated patients -- of which 3 patients were completers (See
8.1.3 and Table 16) and 1 patient who was to become a dropout -- and in 1 PBO-treated patient
who was to become a dropout; and discontinuation of medication in | RBX- and in | PBO-treated
patient (See 8.2.1). The counteractive medications given to the RBX-treated patient (No. 1) who
was to become a dropout were urecholine for urinary retention and surfak for constipation; and the
counteractive medication given to the PBO-treated patient (No. 33) who was to become a dropout
was acetaminophen.

9.2.1.2.9 Persistence

In 1 RBX-treated patient (No. 121), newly observed signs and symptoms, i.e., sweating, decreased
appetite and sexual disturbance, persisted after discontinuation of treatment for three, five and three
days, respectively.

921210 Outcome

In all patients of the RBX-treated group the outcome of each newly observed signs and symptom
at the time when recorded for the last time in the course of the clinical trial was marked “ fully
recovered” (even for the outcome of “ sweating” , *“ decreased appetite” and “ sexual disturbance”
which persisted after discontinuation of treatment); and in all but 1 patient from the PBO-treated
group (No. 33) the outcome of each newly observed sign and symptom at the time when recorded
for the last time in the course of the clinical trial was marked *fully recovered” . In this I patient
the outcome of “ headache” was marked as * recovered with sequelag”.

Pharmacia CNS
CTN:20124/ADE 091 FINAL STUDY REPORT, November 17, 1993

69



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

REBOXETINE CLINICAL STUDY REPORT

FCE 20124 CTN: 20124/ADE 091

921211 Relationship to Treatment

In Table 40 the relationship between newly observed signs and symptoms and treatment in terms
of unknown, possible/doubtful, probable and certain for the two treatment groups. As shown in
Table 40, the proportion of newly observed signs and symptoms which were attributed definitely
(certain) to treatment was higher in the RBX-(145 report, 67.1%) than the PBO- (20 reports;
37.7%) treated group. The difference between the number of reports attributed definitely to
treatment was statistically significant (p<.001).

Table 40
Newly Observed Signs and Symptoms:
Relationship to Treatment
RBX PBO
Relationship N % N %
Unknown S 23 1 1.9
Possible/Doubtful 17 7.9 17 32.1
Probable 49 2.7 15 283
Certain 145 67.1 20 37.7

921212 Course

In Table 41 the course of newly observed signs and symptoms in the two treatment groups is
identified in terms of : a) cleared, trial drug continued, b) persisted, trial drug continued, ¢) cleared,
after dose lowered, d) persisted, after dose lowered, e) trial drug temporarily stopped and f) trial
drug permanently stopped. There was no significant difference in the course of newly observed
signs and symptoms between the two treatment groups.
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Table 41
Newly Observed Signs and Symptoms:
Course
RBX PBO
Course N % N %
cleared, trial drug continued 32 28.6 12 2.6
persisted, trial drug continued 163 7.3 39 73.6
cleared, after dose lowered 0 0.0 g 0.0
rsisted, after dose lowered 9 4.3 0 0.0

trial drug temporarily stopped 0 0.0 0 0.0
trial drug permanently stopped 7 33 2 38

922  Vital Signs

Tolerability was also assessed by the monitoring of vital signs, including blood pressure, heart
rate, body temperature and weight. These measurements were recorded at Day 0, 1, 2, 3, 4, 5, 6,
7,10, 14,21, 28, 35, and 42.

All information relevant to vital signs for each patient in both treatment groups is presented in

Enclosure 28; and all information regarding the statistics on vital signs are presented in Appendix
22,

9221 FIRSTFOURDAYS

For the detection of early changes in blood pressure and heart rate, vital signs were monitored
twice daily during the first four days of drug administration.

9.2.2.1.1 Systolic Blood Pressure

In Table 42 and 43 the number of patients with a systolic blood pressure outside the normal range
(ie. below 100 Hgmm or above 140 Hgmm) before the moming and the evening dose,
respectively, are presented during the first four days of treatment in the two treatment groups; and
in Table 44 the number of patients with possible postural changes, i.e., a drop of systolic blood
pressure from lying to standing, is presented for the same time period. As shown in Table 42 and
43, the number of patients with a systolic blood pressure outside the normal range were
comparable in the two treatment groups during the first four days of treatment. Although as shown
in Table 44, a consistently greater number of patients showed a drop in systolic pressure after
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changing from a supine to an upright position from the RBX-treated group than from the PBO-
treated group, in none of the patients in either of the two treatment groups was the drop in systolic
blood pressure of clinical significance.

Table 42
Systolic Blood Pressure - Lying and Standing
Outside the Normal Range in Two Treatment Groups
During the First Four Days Before the Moming Dose

Day 1 Day2 Day 3 Day 4
Lying Standing Lying Standing Lying Standing Lying Standing
RBX 2 1 2 1 3 2 3 0
PBO 2 1 2 2 2 2 2 1
Tot. Pop. 4 2 4 3 5 4 5 2
Table 43
Systolic Blood Pressure - Lying and Standing
Qutside the Normal Range in Two Treatment Groups
During the First Four Days Before the Evening Dose
Day1 Day 2 Day 3 Day 4
Lying Standing Lying Standing Lying Standing Lying Standing
RBX 2 1 1 | 3 2 2 1
PBO 1 1 1 1 1 2 0 1
Tot. Pop. 3 2 2 2 4 4 2 2
Table 44
Number of Patients with Postural Changes (Drop)
in Systolic Blood Pressure from Lying to Standing
During the First Four Days of Treatment
Morning: Evening:
Day 1 Day2 Day 3 Day 4 Day 1 Day2 Day3 Day 4
RBX 19 20 26 22 20 20 16 20
PBO 14 17 14 14 8 8 i1 17
Total 33 37 40 36 28 28 27 37
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9.2.2.1.2 Diastolic Blood Pressure

Table 45 and 46 show the number of patients with a diastolic blood pressure outside the range (i.e.,
below 60 Hgmm or above 90 Hgmm and above) prior to the morming and prior to the evening
doses from Day 1 to Day 4 in both treatment groups. As shown in Tables 45 and 46, the number
of patients with a diastolic blood pressure outside the normal range was comparable in the two
treatment groups during the first four days of treatment.

Table 45
Diastolic Blood Pressure - Lying and Standing
Outside the Normal Range in Two Treatment Groups
During the First Four Days Prior to the Moming Dose

Day 1 Day 2 Day 3 Day 4
Lying Standing Lying Standing Lying Standing Lying Standing
RBX 2 1 2 1 | 2 2 2
PBO 0 2 | 3 0 | 1 0
Tot. Pop. 2 3 3 4 1 3 3 2
Table 46
Diastolic Blood Pressure - Lying and Standing
Outside the Normal Range in Two Treatment Groups
During the First Four Days Prior to the Evening Dose
Day 1 Day 2 Day3 Day 4
Lying Standing Lying Standing Lying Standing Lying Standing
RBX 3 3 2 1 4 1 2 2
PBO 0 1 i 3 1 2 0 0
Tot. Pop. 3 4 3 4 S 3 2 2

9.2.2.1.3 Heart Rate

Tables 47 and 48 show the number of patients with an acceleration of heart rate from lying to
standing by at least 10% prior to the moming and evening doses, respectively from Day 1 to Day 4
for both treatment groups. As shown in Tables 47 and 48, the number of patients with an
acceleration of heart rate was comparable in the two treatment groups during the first four days of
treatment.
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Table 47

Number of Patients with a 10% Acceleration in Heart Rate
During the First Four Days Prior to the Moming Dose

Day 1 to Day 2 Day 1to Day 3 Day 1to Day 4
Lying Standing Lying Standing Lying Standing
RBX 4 5 5 5 6 S
PBO 3 3 4 3 8 4
Tot. Pop. 7 8 9 8 14 9
Table 48

Number of Patients with a 10% Acceleration in Heart Rate
During the First Four Days Prior to the Evening Dose

Day 1 to Day 2 Day 1to Day 3 Day 1 to Day 4
Lying Standing Lying Standing Lying Standing
RBX | 2 4 3 4 6
PBO 4 6 5 8 S 7
Tot. Pop. 5 8 9 11 9 13

9222 CLINICAL TRIAL

For the detection of changes in vital signs during the clinical trial, blood pressure, heart rate, body
temperature and weight were recorded at regular intervals. Le., blood pressure and heart rate at
Days0,1,2,3,4,5,6,7, 10, 14,21, 28, 35, and 42, and body temperature and weight at Days 0,
7, 14,21, 28,35 and 42.

9.2.2.2.1 Systolic-Supine Blood Pressure

Repeated measures analyses of variance across all treatment periods on lying systolic blood
pressure indicated no significant difference between the two treatment groups. Pre-post
ANCOVA (using Day 0 as the covariate) on lying systolic blood pressure, however indicated a
trend (p=.064) toward significance. This was to the effect that, as shown in Table 49, mean lying
systolic blood pressure readings in the RBX group decreased from 123.6 to 122.1 Hgmm from
Day 0 to Day 42, whereas in the PBO group it increased from 120.7 to 121.8 Hgmm during the
same period.
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Table 49

Supine Systolic Blood Pressure

Recording | Treatment Group Total
Day RBX PBO Pop.
0 123.6 120.7 1222
1 125.1 1223 123.7
2 124.8 123.1 124.0
3 125.2 124.3 124.7
4 1239 121.3 122.6
5 122.4 119.3 120.9
6 123.6 119.3 121.5
7 1129 119.7 121.3
10 120.4 120.6 120.5
14 122.8 120.1 121.5
21 123.0 120.2 121.7
28 1224 120.7 121.9
35 1225 119.5 121.6
42 122.1 121.8 122.0

9.2.2.2.2 Systolic-Standing Blood Pressure

Repeated measures analyses of variance across all treatment periods on standing systolic blood
pressure indicated no significant difference between the two treatment groups. Pre-post ANCOVA
(using Day 0 as the covariate) on standing systolic blood pressure, however indicated a significant
(p=.036) difference between the two treatment groups. As shown in Table 50, mean standing
systolic blood pressure in the RBX group decreased to a greater extent (from 121.3 to 116.8
Hgmm) from Day 0 to Day 42 than in the PBO group (from 118.7 to 118.0 Hgmm) during the
same period.
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Table 50
Standing Systolic Blood Pressure
Recording | Treatment Group Total
Day RBX PBO Pop.
0 121.3 118.7 120.0
1 121.4 119.2 120.3
2 118.4 120.6 119.5
3 116.3 121.3 118.8
4 116.3 118.9 117.5
5 115.2 116.4 115.8
6 115.2 118.9 117.0
7 114.9 118.0 116.4
10 114.4 117.0 115.7
14 116.4 119.0 117.7
21 115.6 118.5 117.0
28 115.8 117.3 116.3
35 115.2 115.5 115.3
42 116.8 118.0 117.2

9.2.2.2.3 Diastolic-Supine Blood Pressure

Repeated measures analyses of variance across all treatment periods on lying diastolic blood
pressure indicated no significant difference between the two treatment groups. The same applies to
pre-post ANCOV As (using Day 0 as the covariate).

9.2.2.2.4 Diastolic-Standing Blood Pressure

Repeated measures analyses of variance across all treatment periods on standing diastolic blood
pressure indicated no significant difference between the two treatment groups. The same applies to
pre-post ANCOV As (using Day 0 as the covariate).

922125 Heart Rate-Supine

Repeated measures analyses of variance across all treatment periods on lying heart rate readings
indicated no significant difference between the two treatment groups. The same applies to pre-post
ANCOVAs (using Day 0 as the covariate).
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92226 Heart Rate-Standing

Repeated measures analyses of variance across all treatment periods on standing heart rate
readings indicated no significant difference between the two treatment groups. The same applies to
pre-post ANCOVAs (using Day 0 as the covariate).

92227 Weight

Repeated measures analyses of variance across all treatment periods on body weight indicated no
significant difference between the two treatment groups. The same applies to pre-post ANCOVAs
(using Day 0 as the covariate).

92228 Body Temperature

Repeated measures analyses of variance across all treatment periods on body temperature
indicated no significant difference between the two treatment groups. On the other hand, as shown
in Table 51, pre-post ANCOVAs (using Day 0 as the covariate) on mean body temperature
indicated a trend (p=.052) for a difference between the two treatment groups; this however was not
of clinical significance.

Table 51
Pre-Post ANCOVA of Body Temperature

Pre Post Results Test
RBX 36.6536 | 36.5364
PBO 36.6929 | 36.6400 | p=.052 | ANCOVA
Tot. Pop. | 36.6732 | 36.588

9.3Safety

Evaluation of safety was based on the analyses of the clinical laboratory (hematology, blood
chemistry and urinalysis) and electrophysiologic laboratory (ECG and EEG) data, as well as on
the findings of physical examinations.

9.3.1  Clinical Laboratory Tests

Laboratory tests relevant to the safety evaluation included three batteries of assays, one dealing
with hematology (hemoglobin, hematocrit, RBC, WBC, neutrophils, lymphocytes, eosinophils,
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monocytes, basophils and platelets), a second with blood chemistry (electrolytes, SGOT, SGPT,
gamma GT, alkaline phosphatase, glucose, BUN, creatinine, uric acid, total bilirubin, total protein,
albumin, globulins, cholesterol and triglycerides) and a third with urinalysis (specific gravity,
albumin, sugar, RBC and WBC). Analyses of data for each test in each of the assays was based on
a comparison of the number of patients with out-of-range values from the pretreatment (within 72
hours of Day 0) to the Day 21 and Day 42 assessments; and a comparison of the number of out-of-
range values in the two treatment groups on the Day 21 and Day 42 assessments.

All the information relevant to the laboratory tests for each patient in each treatment group is
presented in Enclosure 29; and all information relevant to the statistics on laboratory tests are
presented in Appendix 23.

93.1.1 HEMATOLOGY

In Table 52 number and percentage of patients with out-of-range values at pretreatment and at
Day 21 and 42 of treatment at the particular assessment period for each test in the battery of assays
dealing with hematology is presented for the two treatment groups. As shown in Table 52, the
percentage of patients with out-of-range values in the RBX group increased from pretreatment to
the final assessment (Day 42) on five tests (Hemoglobin, Hematocrit, RBC, Eosinophils, Platelets)
whereas the percentage of patients with out-of-range values in the PBO group increased on four
tests (Hemoglobin, Hematocrit, RBC, Monocytes) from pre-treatment to Day 42 treatment. In
neither of the two treatment groups, however, was any of the out-of-range values of clinical

significance.
Table 52
Hematology:
Number and Percentage of Patients with Out-of-Range Values
RBX PBO:
Pretreat:. Day 21 Day 42 Pretreat:. Day 21 Day 42
N % N % N % N % N % N %
Hemoglobin 5 18.5 5 20.0 7 29.2 4 16.0 9 37.5 2 222
Hematocrit 1 3.7 2 8.0 4 16.7 2 8.0 2 8.3 1 11.1
RBC 12 | 444 3 32.0 13 | 54.2 9 36.0 11 45.8 5 55.6
WBC 12 2.9 9 34.6 9 37.5 13 48.1 12 46.2 4 44.4
Neutrophils 7 25.0 3 11.5 5 20.8 7 25.9 10 38.5 1 11.1
Lymphocytes 4 50.0 11 423 12 50.0 16 59.3 17 65.4 4 44.4
Eosinophils 10 37.0 13 50.0 12 50.0 12 44.4 12 46.2 3 33.3
Monocytes 15 | 577 13 ] 500 13 | S2.0 15 | 556 18 | 69.2 6 66.7
Basophils 0 0.0 0 0.0 0 0.0 0 0.0 | 3.8 0 0.0
Platelets 0 0.0 3 11.5 1 4.2 2 74 2 7.7 0 0.0
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93.12 BLOOD CHEMISTRY

In Table 53 the number and percentage of patients with out-of-range values at pretreatment and at
Day 21 and 42 of treatment at the particular assessment period for each test in the battery of assays
dealing with blood chemistry is presented for the two treatment groups. As shown in Table 53, the
percentage of patients with out-of-range values from pretreatment to the final (Day 42) assessment
in the RBX group increased in 6 cases (Cat+, blood sugar, alkaline phosphatase, creatinine,
cholesterol, tryglicerides) and in the PBO group in 4 cases (blood sugar, creatinine, total
bilirubin and triglycerides) In neither of the two treatment groups, however, was any of the out-
of-range values of clinical significance.
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Table §3
Blood Chemistry:
Number and Percentage of Patients with Out-of-Range Values
RBX PBO:
Pretreat:. Day 21 Day 42 Prefreat:. Day 21 Day 42
N % N % | N| % | N % N| % | N %
Na* 7 1250 6 |23.1 6 [25.0f 6 {222} 4 |154 1 11.1
K 3 107 2 7.7 i 4.2 1 3.7 0 0.0 0 0.0
Cr 2 |71 3 |115) 1 420 3 {111} 0 | 00 1 | 111
Ca*t 0 [ 00) 4 |154} 2 |87 3 {111 2 [77] 0 |00
PO4 0 [00) 0 |00} 0 |OOJ O 00} O [00] 0 |00
SGOT S (179 2 |77 4 | 174 7 1259] 8 [308] 2 |222
SGPT 7 1250 1 381 5 [217] 10 {370 7 [269] 2 |222
y GT 10 {370 8 |[320] 8 (364 7 |304] 12 [500( 2 [222
Blood Sugar 1 {36 3 |115] 3 [125] 4 |148] 6 [23.1| 2 [222
Alkaline 2 174 3 | 115 3 |125] 5 (192 1 |38 2 {222
Phosphatase
BUN 2 171 3 |17 1 1421 2 [ 831 0 [00}f I |111
Creatinine 7 1259] 7 |280| 12 |500]| 8 |320]| 14 [583| S |55.6
Uric Acid 2 7.4 3 120 2 8.4 2 8.0 2 8.3 1 11.1
Tot. 2 7.1 1 3.7 1 42 1 3.7 1 38 1 11.1
Bilirubin
Tot. Protein 7 |250| 5 185] 3 125 4 148 2 7.7 0 0.0
Blood 0 |00 O [0O] O |OO| 2 {74 1 [38] 0 |00
Albumin
Cholesterol 9 [333] 8 [320] 10 |[417] 6 |240] 7 [292] 2 | 222
Triglycerides { 4 | 143 | 5 | 192] 5 [208] 6 [222] 6 [23.1] 3 [333
Globulins a-{ 1 |37 0 | 00| 0 | 0.0 | 38 1 [38] 0 |00
1
a2| 1 3.7 | 3.8 2 8.7 2 7.7 3 154 0 0.0
gl O 0.0 2 7.7 1 43 3 115 2 77 2 |22
v] 0O 0.0 0 0.0 0 0.0 1 3.8 1 38 0 0.0
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93.1.3 URINALYSIS

In Table 54 the number and percentage of patients with out-of-range values at pretreatment and at
Day 21 and 42 of treatment at the particular assessment period for each test in the battery of assays
dealing with urinalysis is presented for the two treatment groups. As shown in Table 54, in the
RBX group the number of patients with out-of-range values increased on two tests, decreased on
one test and remained the same on one test from pretreatment to Day 42 of treatment; whereas in
the PBO group the number of patients with out-of-range values decreased on one tests and
remained the same on all tests from pretreatment to Day 42 of treatment. In neither of the two
treatment groups, however, was any of the out-of-range values of clinical significance,

9.3.2  Electrophysiologic Tests

Electrophysiologic laboratory tests relevant to safety evaluation included the ECG and EEG.
Analyses of data was based on a comparison of the number of patients with abnormal tracing from
pretreatment (within 72 hours prior to Day 0) to Day 21 and Day 42 assessments in case of the
ECGs, and from pretreatment to the Day 42 assessment in case of the EEGs; and a comparison of
the number of abnormal tracings in the two treatment groups at the time of the final (Day 42)
assessment.

All information relevant to electrophysiologic tests for each patient in each treatment group is
presented in Enclosure 30.

Table 54
Urinalysis:
Number and Percentage of Patients with Qut-of-Range Values

RBX PBO:
Pretreat:. | Day 21 Day42 | Pretreat:. | Day2l Day 42
N|% | N| % | N|%|N|%|N|%|N| %
Albumin Il 136 1 |36 0 [00) 0 [00{ 1 [36] 0100
Sugar 0 0.0 0 0.0 0 0.0 0 0.0 1 3.6 0 0.0
RBC 3 1107] 4 [143] 5 |179] 4 [143] 6 [214] 2 |71
WBC 2 171 ] 4 |143] 6 [214] 3 [107] 4 |143] 0 | 00
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9321 ELECTROCARDIOGRAM

Few patients had abnormal ECG tracing both at pre-treatment and during treatment. Tn Table 55
the number of patients with abnormal ECG tracing at pretreatment and at Day 21 and 42
assessments are presented for each treatment group. As shown in Table 55, the number of
abnormal tracing - and as shown in Table 56, the nature of abnormal tracing -- did not change
during the 42-day clinical trial. (The decrease in the number of patients with abnormal tracing in
the both RBX and PBO groups was due to missing data),

Table 55
Number of Patients with Abnormal ECGs
at Day 0, 21 and 42 in the Two Treatment Groups

Total
RBX | PBO | Pop.
Day 0 5 5 10
Day 21 4 3 7
Day 42 5 2 7
Table 56

Nature of ECG Abnormalities

RBX: Pt. No. 17: few ventricular extra systoles; limited
ECG:
Pt. No. 81 left ventricular hypertrophy
Pr. No. 86 leftanterior divisional block
Pt.  No. 89 left atrial enlargement
Pt.  No. 92 left ventricular hypertrophy
PBO: Pt. No. 2  minimal tachycardia; auricular
hypertrophy
Pt. No. 16 minimal tachycardia; auricular
hypertrophy
Pt. No. 93 leftaxis deviation; Ist degree A-V block
Pt. No. 94 sinus bradycardia: lefi atrial enlargement
Pt.  No. 146 Istgrade heart block
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9322 ELECTROENCEPHALOGRAM

There was no abnormal EEG tracing encountered at any time from pretreatment to the end of the
clinical trial (Day 42). Nevertheless, a favorable change in EEG tracing for 1 patient in the RBX
group was reported at Day 42. This was to the effect that in patient No. 125 “more alpha rhythm
was present with greater topographic distribution” at Day 42 than at pretreatment.

933  Physical Examination

With the exception of 1 patient (No. 34) who at the time of the pretreatment (screening) physical
examination had a black eye and broken tooth (as a result of a fall in the emergency room); no
abnormalities was recorded on the physical examination in any other patients at any time during
the clinical trial.

All information relevant to physical examination for each patient in the two treatment groups is
presented in Enclosure 31.

94 Benefit/Risk Ratio

Benefit/risk ratio was evaluated by completing the Efficacy Index (E), the third component of
CGI, at Days 7, 15, 21, 28, 35 and 42. As shown in Table 57, mean index scores-- calculated by
employing the algorithm presented in the ECDEU Manual - increased (improved) in both
treatment groups during the investigational period. The increase (improvement) in the RBX-treated
group from Day 7 to Day 42 was somewhat greater than in the PBO-treated group, but not
sufficiently greater to yield statistical significance.

All information relevant to EI for each patient in both treatment groups is presented in Enclosure
32, and all information regarding the statistics on El are presented in Appendix 24,
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Table 57

CGI-EI Mean Scores in the Two Treatment Groups

Day 7 Day 14 Day 21 Day 28 Day 35 Day 42
RBX .967 1.60 1.99 2.55 2.94 3.30
PBO 1.066 1.49 1.66 3.00 3.30 3.20
Tot. Pop. 1.016 1.54 1.83 2.68 3.04 3.27
9.5 Indirect Indicators of Efficacy at Termination

Evaluation of treatment was extended beyond the direct measures of efficacy, tolerability, safety
and benefit/risk ratio to indirect indicators of efficacy, such as number of days in treatment,
disposition at the time of termination of treatment and (Investigator’s) readiness to continue with
treatment. Evaluation of indirect indicators of efficacy was based on analyses of data recorded in
three components of Treatment Termination Record, i.e., experimental treatment (dealing with
treatment duration), final conclusion (dealing with readiness - willingness - to continue treatment)
and disposition at termination of treatment (See Enclosure 11).

All information relevant to indirect indicators of efficacy for each patient in each treatment group is
presented in Enclosure 32; and all information regarding the statistics on indirect indicators of
efficacy are presented in Appendix 25.

9.5.1  NUMBER OF DAYS IN TREATMENT

The average number of days patients received medication during the 42-days clinical trial were
compared in the two treatment groups. As a result, it was found that the mean number of days
patients received medication was significantly (p<.001) different in the two treatment groups. The
difference was to the effect that the mean number of days in treatment, i.e., the duration of
treatment, was 11.1 days longer in the RBX-treated (mean 38.1 +/- 9.27) than in PBO-treated
(mean 27.0 +/- 12.11) group.
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9.5.2 DISPOSITION AT TERMINATION

In Table 58 the disposition at the time of termination of treatment in terms of number of patients
remaining hospitalized -- with or without the prescription of new medication - or discharged --
with or without the prescription of new medication -- is presented. Analyses of the data was
directed towards revealing possible difference in terms of hospitalized vs discharged and new
medication prescribed vs non medication prescribed in the treatment groups. As a result, as shown
in Table 58, it was found that by the time of termination of treatment a significantly (p=.023)
greater number and higher proportion of patients were discharged from the RBX-(13 patients;
48.1%) than from the PBO-treated (4 patients; 14.8%) group. There was also a significant
(p=.002) difference in the number of patients (regardless whether hospitalized or discharged) who
were prescribed a new medication. This was to the effect that as many as 19 (70.4%) PBO patients
were prescribed new psychotropic medication upon termination of treatment, whereas as few as 7
(26.9%) RBX patient were prescribed new medication. The different drug chosen after
discontinuation of treatment for patients in whom pharmacologic treatment was continued is
presented in Table 59 for the two treatment groups.

Table 58
Disposition at Termination
in the Two Treatment Groups

Remain  Hospitalized Discharged
Total With Meds | Without Meds Total With Meds | Without Meds
RBX 14 6 8 13 1 12
PBO 2 18 4 4 1 3
Tot.Pop. 36 24 12 17 2 15
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Table 59

Psychotropic medication prescribed after Discontinuation of Treatment
for Hospitalized Patients

No. of
Medication Pats.
RBX  Brazepam 1
Desipramine 1
Fluoxetine 1
Imipramine 3
PBO Brazepam 1
Imipramine 15
Chlordiazepoxide 1
Fluoxetine 1

953  CHOICE TO CONTINUE TREATMENT

In Table 60, Investigator’s choice to continue with the treatment the patient was receiving during
the 42 days of drug administration at termination of the clinical trial is presented in terms of
number of patients for whom the choice regarding the continuation was “definitely no” “inclined to
say no”, “undecided”, “inclined to say yes” and “definitely yes”; and analyses of the data was
directed towards revealing possible differences on any of these variables between the two
treatment groups. As a result, as shown in Table 60, it was found that the choice for continuation
was * definitely yes” in a significantly (p=.001) greater number and higher proportion of patients
from the RBX group (19; 76%) than from the PBO  group (4; 16.7%).

Table 60
Choice to Continue Patients on Experimental Treatment
n the Two Treatment Groups

Definitely | Inclined Inclined | Definitely
No to No Undecided | (o Yes Yes
RBX 3 )| 1 1 19
PBO 14 3 1 2 4
Tot. Pop: 17 4 2 3 23
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9.6 Indirect Indicators of Efficacy at Follow-up

Evaluation at follow-up was based on analyses of data recorded on a specially devised “follow-up”
form completed (from 5 to 77 days) after discontinuation of treatment. The information collected at
follow-up dealt with “signs or symptoms newly observed upon treatment discontinuation” (i.e.,
detection of withdrawal effects and/or recurrence of depressive manifestations) “antidepressant
medication” (i.e., delineation whether the patient is or is not on antidepressant medication) and
patient status (i.e., delineation whether patient is an in-or out- patient and, in case of the latter
whether patient was discharged between termination of the clinical trial and the follow-up
assessment).

All information relevant to follow-up for each patient in each treatment group is presented in
Enclosure 33; and all information regarding the statistics on follow-up are presented in Appendix
26.

96.1  NEWLY OBSERVED SIGNS OR SYMPTOMS AFTER DISCONTINUATION

There was only 2 patients with newly observed signs or symptoms at the time of the follow-up
assessment. From the RBX group, 1 patient (No. 1) who was prematurely terminated because of
lack of therapeutic response at Day 30 and from PBO group, 1 patient (No. 93), who completed
the clinical trial, displayed depressed mood, loss of interest in activities, motor retardation and
suicidal intention,

962  ANTIDEPRESSANT MEDICATION

In Table 61 the number of patients on antidepressant medication at the time of the follow-up
assessment are presented for the two treatment groups; and in Table 62 the different drugs used in
each patient with identification of dose and specification of efficacy and tolerability are presented.
There was a statistically significant difference (p<.001) between the two treatment groups in terms
of number of patients on antidepressant medication at the time of the follow-up assessment, This
was to the effect that more PBO-treated patients (19; 73.1%) than RBX-treated patients (6;
23.1%)were on antidepressant medication at the time of the follow-up.
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9.63  PATIENT STATUS

In Table 63 the number of in -and out-patients, with indicating number of patients discharged
between termination of the clinical trial and the follow-up assessment, are identified for each
treatment group. Although there was no significant difference in term of patient status at the time
of the follow-up between the two treatment groups, it was noted that twice as many patients from
the PBO group (4 patients) than from the RBX group (2 patients) were hospitalized at the time of
the follow-up assessment.

Table 61
Number of Patients on Antidepressant Medication
at the Time of the Follow-up Assessment

Yes | No | Results Test
RBX 6 20
PBO 19 7 | p<.00l | Chisquare
Tot. Pop. 25 | 2
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Table 62

Medication Used at Follow-up with
Dosage, Efficacy and Tolerability

Medication Dosage Efficacy Tolerability
RBX Desipramine S0mg good good
Imipramine 60mg good good
[mipramine 300mg good fair
Imipramine 300mg good good
Imipramine 200mg good good
Imipramine 300mg good good
PBO Amitriptyline 100mg good fair
[mipramine 300mg good good
[mipramine - good poor
Imipramine 200mg good good
Imipramine 250mg good good
Imipramine 300mg good good
Imipramine 300mg good poor
Imipramine 250mg good good
Imipramine 200mg poor poor
Imipramine 275mg good good
Imipramine 250mg good good
Imipramine 300mg good good
Imipramine 250mg good good
Imipramine 250mg good good
Imipramine 150mg good poor
Imipramine 300mg good good
Imipramine 250mg good good
[mipramine 250mg good good
Imipramine 300mg good good
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Table 63
Patient Status at Follow-up
[npatient Qutpatient Discharged
RBX 2 21 3
PBO 4 21 1
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General Revision:

1.

2.

To revise Participants' List.

To revise table of contents as required.

Section 4.2, paragraph 1, previous text:

Revised Text:

Section 5.1

Revised Text:

Section 5.2.4

Revised Text:

CS #091002-999
' 30 March 89

150 evaluable patients will be studied; of them,
75 will be treated with reboxetine and 75 with
placebo. Of the 150 evaluable patients to be
studied, approximately 90 will be contributed from
Canadian sites.

150 evaluable patients will be studied; of them,
75 will be treated with reboxetine and 75 with
placebo. Of the 150 evaluable patients to be
studied, approximately 90 will be contributed from
Ccanadian sites. It is intended that each site
contribute a minimum of 20 patients.

The study population will consist of adult
hospitalized patients with a DSM-III-R diagncsis
of major depressive disorder.

The study population will consist of adult
hospitalized patients with a DSM~III-R diagnosis
of major depressive disorder. Patients may be
managed on an outpatient basis after 3-4 weeks of
hospitalization, providing that the HAM-D score
has decreased by 50% or more.

HAM-D Score of 20 or above (21 item scale).

HAM-D Score of 20 or above (21 item scale), on Day
0 of the drug treatment period.
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Revised Text:

FCE 20124/706 i

previous text:

At the end of the double-blind treatment period,
responders will be provided with medication.

Adria Laboratories of Canada Ltd. will supply
medication for up to six months past the treatment
period.

If the systolic blood pressure falls under 100 mg
Hg, the treatment dose will be lowered as above
(8ection 7.2.2). If improvement is not seen in 1-
2 days, treatment will be discontinued.

Section 9.3, previous text:

9.3

'Revised Text:

9.3

CS #091002-999
30 March 89

Blood Pressure

and Pulse on Days 0, 1(2x), 2(2x), 3(2x),
4(2x), 5, 6, 7, 10, 14, 21, 28, 35
and 42.

Both will be measured supine and standing before
the morning dose and, on days when done twice,
also before the evening dose. Supine recording
will be done after the patient has been recumbent
for 5 minutes; and standing recording 1 minute
after the patient has been erect.

Blood Pressure

and Pulse On Days 0, 5, 6, 7, 10, 14, 21, 28,
35 and 42. Blood pressure and
pulse will be taken twice.

On Days 1, 2, 3 and 4. Blood
pressure and pulse will be taken 3
times.

Both will be measured supine and standing before
the morning dose and 3 hours afterward. On days
that the recording is done three times (Days 1, 2,
3 and 4) it will also be taken before the evening
dose, Supine recording will be done after the
patient has been recumbent for 5 minutes; and
standing recording 1 minute after the patient has
been erect.
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paragraph 4, previcus text:

Treatment response will be dichotomized into
clinically significant treatment response versus
no treatment response. The criteria for a
clinically 51gn1f1cant treatment response will be
a 50% reduction in the HAM-D Total Score over the
course of the clinical trial. In the event that a
subject is discontinued or withdraws from the
study and hence has incomplete data, the last
known data point will be utilized as an estimate
of post-treatment response. Supplemental analy51s
will also be performed examining reductions in
score on the CGI and ZUNG. For the analysis of
treatment response, appropriate non-parametric
analyses will be utilized with respect to the
dichotomous nature of the dependent variable.

Treatment response will be dichotomized into
clinically significant treatment response versus
no treatment response. The criteria for a
clinically signlflcant treatment response will be
a 50% reduction in the HAM-D Total Score over the
course of the clinical trial. 1In the event that a
subject is discontinued or withdraws from the
study and hence has incomplete data, the last
known data point will be utilized as an estimate
of post-treatment response, providing that the
patient has completed at least 14 days of
treatment. Supplemental ana1y51s will also be
performed examining reductions in score on the CGI
and ZUNG. For the analysis of treatment response,
appropriate non-parametric analyses will be
utilized with respect to the dichotomous nature of
the dependent variable.
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REVISION #2 - FEBRUARY 8, 1989

General Revision:

1. To revise "Reboxetine" to "reboxetine" throughout
the protocol.

2. To revise the Participants' List.

Section 4.2, paragraph 1, previous text:

150 evaluable patients will be studied; of them, 75
will be treated with reboxetine and 75 with placebo.

Of the 150 evaluable patients to be studied, 90 will be
contributed from Canadian sites.

Revised Text:

150 evaluable patients will be studied; of them, 75
will be treated with reboxetine and 75 with placebo.
Of the 150 evaluable patients to be studied,
approximately 90 will be contributed from Canadian
sites.

section 5.3.2, previous. text:

Presence and/or history of Schizophrenia,
Schizophreniform Disorder, Delusional Disorder, or
_ Psychotic Disorder NOS, according to DSM-III-R.

Revised Text:

Presence and/or history of Schizophrenia,
Schizophreniform Disorder, Delusional Disorder, or
Psychotic Disorder NOS (not otherwise specified),
according to DSM-III-R.

Section 6.1, previous test:

After washout with placebo, all eligible patients will
be registered within 24 hours with Adria Laboratories
of Canada, by telephoning Mr. David Mee or the Clinical
Trials Secretary (416) 625-4552, between 8:30 am and
4:30 pm, Eastern Standard Time, Monday through
Friday...

CS 4091002-999 1086
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i Revised

' Section

Revised

l Section

Revised
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Text:

After washout with placebo, all eligible patients will
be registered within 24 hours with Adria Laboratories
of Canada, by telephoning Ms Patricia Shannon, Medical
Research Associate, between 8:30 am and 4:30 pm,
Eastern Standard Time, Monday through Friday...

6.3, previous text:

All data will be collected on specially designed forms
(original and two copies) that will be supplied by the
sponsor. At the end of each week of therapy the
investigator will send to the sponsor a copy of the
case report forms...

Text:
All data will be collected on specially designed forms
(original and two copies) that will be supplied by the
Sponsor. At the end of each week of therapy the
investigator will send to the Sponsor a photocopy of
the case report forms...

7.2.2, Paragraph 1, previous text:

... After the last dose on day 42 the double-blind
study with end.

Text:
... After the last dose on Day 42 the double-blind
study will end.

10.2, Paragraph 1, previous text:

Serious and/or unexpected events must be reported
immediately by telephone to the study monitors Mr.
David Mee (416) 625-4552 or Dr. David Cook (416) 625-
4552, The verbal report should be followed by a
written report within 5 working days.

Text:

Serious and/or unexpected events must be reported
immediately by telephone to the study monitors,
Patricia shannon or Dr. Sunil Gupta, (416) 625-4552.
The verbal report should be followed by a written
report within 5 working days.
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Section 10.3, previous text:

Adria Telephone Contact:

Mr. David Mee or if absent Dr. David Cook
Off: 1-416-625-4552 Off: 1-416-625-4552
Res: 1-416-762-0588 Res: 1-416-873-2377

Revised Text:
Adria Telephone Contact:
Ms Patricia Shannon or if absent Dr. Sunil Gupta

Off: 1-416-625-4552 Off: 1-416-625-4552
Res: 1-416=542-2956 Res: 1-416-828~9332

Section 14.0, Paragraph 4, previous text:

l All unused medication should be returned to the sponsor
at the following address:

I Mr. David Mee
Medical Research Associate
Adria Laboratories of Canada Ltd.
5476 Gorvan Drive
I Mississauga ON L4W 3E8

| Ravigsed Text:

..All unused medication should be returned to the Sponsor
at the following address:

I Ms Patricia shannon

Medical Research Associate

Adria Laboratories of Canada Ltd.
[ 5476 Gorvan Drive

Mississauga ON L4W 3E8

CS #091002-999 108
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REVISION #1 - SEPTEMBER 12, 1988

4.2 Number of Patients

Add sentence: "Of the 150 evaluable patients to be
studied, 90 will be contributed from Canadian sites."”

8.0 DIAGNOSIS AND EFFICACY ASSESSMENTS

Add subsection:

8.6 FOLLOW-UP One month following discontinuation
from the study.

10§
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PHASE II PLACEBO-CONTROLLED CLINICAL STUDY WITH
REBOXETINE IN MAJOR DEPRESSION

INTRODUCTION

Reboxetine or RS, RS 2-[a-(2-ethoxy-phenoxy)benzyl]
morpholine methanesulphonate is a new chemical entity
which shares pharmacological properties with the
standard antidepressants, eg: reserpine antagonism and
norepinephrine (NE) reuptake inhibition.
Interestingly, in animal studies a single oral dose of
reboxetine has been shown to inhibit clonidine induced
hypothermia. In contrast, multiple doses of the
standard antidepressants were needed to inhibit
clonidine effects. Because of this observation it is
postulated that reboxetine may have a faster onset of
therapeutic action than standard antidepressants.

Early pharmacokinetic studies in healthy volunteers
revealed that after the administration of a single dose
of 2 mg of C-reboxetine almost three quarters (73% in
terms of AUC) of the radiocactivity in the circulating
plasma, was accounted for by the unchanged substance.
In the same studies plasma half-life was estimated to
be 13.2 hours.

on the basis of plasma samples obtained from patients
exposed to the chronic administration of different
doses it was suggested that the drug has linear
pharmacokinetics and that steady state levels can be
‘expected to be attained within 3 days.

In Phase I studies, carried out in healthy volunteers,
reboxetine was well tolerated in single oral doses
below 5 mg. Administration of 5 mg resulted in
orthostatic hypotension associated with tachycardia and
other symptoms consistent with a disturbance of
circulatory regulation.

In a dose ranging study in patients suffering from
major depressive disorders, reboxetine was found to be
well tolerated in doses ranging up to 10 mg a day over
a period of 28 days. Clinical improvement was observed
and appeared to be dose related. The findings from
this dose determination study suggested that the
appropriate therapeutic daily dose is from 6 mg toc 10
mg a day. Patients given 12 mg a day did not tolerate
the drug well.

1186
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2.0 RATIONALE

A faster onset of action is postulated since single
oral doses of reboxetine have been shown to prevent
clonidine induced effects. This has not been observed
with other currently used antidepressants.

3.0 AIMS OF STUDY

The purpose of this study is to evaluate treatment with
reboxetine in patients with major depressive disorders
and more specifically:

3.1 To test the hypothesis that reboxetine in the
daily dosage of 6 to 10 mg is superior in
therapeutic effects to an inactive placebo within
a period of 42 days;

3.2 To identify the time of onset of therapeutic
effects;

3.3 To identify therapeutically responsive subform(s)
within major depressive disorders;

3.4 To provide further evidence of the tolerability of
reboxetine in the daily doses from 6 to 10 mg over
a period of 42 days.

4.0 DESIGN

4.1 Description

This will be a multi-centre, double-blind,
placebo-controlled clinical trial. The patients
will be stratified according to sex and randemly
assigned to treatment groups. It will be carried
out with the participation of several
collaborating centres within a period of two
years.

4.2 Number of Patients

150 evaluable patients will be studied; of them,
75 will be treated with reboxetine and 75 with
placebo. Of the 150 evaluable patients to be
studied, approximately 90 will be contributed from
Canadian sites. It is intended that each site
contribute a minimum of 20 patients.

This sample size has been calculated using the
following assumptions:

CS #091002-999 111
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a) A response (> 50% decrease in the total score
of the HAM-D) will be observed in
approximately 40% of the patients receiving
placebo

b) Response will be observed in at least 60% of
the patients receiving reboxetine .

c) The probability of a type I error is a = .05

d) The probability of a type II error is 8 = .20
(the power of the test is 1 - 8 = .80)

e) The response rates of the two treatment
groups will be compared using a test for
equality of binomial proportions.

In order to minimize the number of patients
exposed to an active drug which may have
unacceptable toxicities, an interim analysis of
safety will be done after 60 patients (30 per
group) have been entered to the study.

After 60 patients, the efficacy of the two
treatment groups will also be compared. The
significance levels will be adjusted according to
the method of O'Brien and Fleming'. In order to
maintain an overall significance level of a = .05
and an approximate power of 80%, at the interim
analysis the null hypothesis of equal efficacy
will be tested using ¢, = .005. If the null
hypothesis is not rejected, the remaining 90
patients (45 per group) will be entered into the
study for a total of 75 patients per group. At
this time the null hypothesis of equal efficacy
will be tested using a, = 0.048.

5.0 STUDY POPULATION

Source of Patients

The study population will consist of adult
hospitalized patients with a DSM-III-R diagnosis
of major depressive disorder. Patients may be
managed on an outpatient basis after 3-4 weeks of
hospitalization, providing that the HAM-D score
has decreased by 50% or more.

[y
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5.2 Inclusion Criteria

Male or female. Women who are at risk
of pregnancy may be included in the
study providing they are using oral
contraception.

From 18 to 65 years of age.

DSM-III-R diagnosis of major depression
(Axis I diagnosis).

HAM-D Score of 20 or above (21 item
scale), on Day 0 of the drug treatment
period.

Signed written informed consent.

5.3 Exclusion Criteria

CS #091002-999
30 March 89

Women at risk of pregnancy who are not
using an oral contraceptive.

Presence and/or history of
Schizophrenia, Schizophreniform
Disorder, Delusional Disorder, or
Psychotic Disorder NOS (not otherwise
specified), according to DSM-III-R.

Presence and/or history of substance
abuse disorder (DSM-III-R) within last
year.

Presence of non-psychiatric medical
disorder(s) which require
pharmacological treatment(s) and/or is
known to interfere with the absorption,
distribution, metabolism and excretion
of drugs. Chronic use of medications is
not permitted except for birth control
pills. The occasional use of the
following medications are permitted on a
p.r.n. basis:

1) laxatives

2) Chloral Hydrate (should not be
given for more than 3 consecutive
days)

3) analgesics (ie: tylenol, aspirin).

Presence of neurological disorder and/or
the history of brain trauma with loss of
consciousness and/or cerebral seizures.
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5.3.6 History or presence of glaucoma, or
prostate enlargement. Presence of
thyroid disease.

5.3.7 Pregnancy or breast feeding.

5.3.8 History of hypersensitivity to
psychotropic drugs.

5.3.9 Participation in a clinical trial with a
psychotropic drug within four weeks
prior to Day O.

5.3.10 Clinically meaningful abnormal findings
on physical examination and/or
laboratory tests, including ECG, EEG,
and chest x-ray.

5.3.11 Patients who in the investigator's
judgement are at suicidal risk.

5.3.12 Patients with 20% or greater detrease in
the baseline HAM-D score during washout.

5.3.13 Patients treated with electroconvulsive
therapy (ECT) within the last 3 months
of entry into the placebo washout
period.

5.3.14 History or presence of hepatitis B, non-
A, non-B hepatitis, or AIDS.

6.0 REGISTRATION/RANDOMIZATION PROCEDURES/DATA MANAGEMENT
6.1 Registration

CS $091002-999
30 March 89

After washout with placebo, all eligible patients
will be registered within 24 hours with Adria
Laboratories of Canada, by telephoning Ms Patricia
shannon, Medical Research Associate, between 8:30
am and 4:30 pm, Eastern Standard Time, Monday
through Friday. At this time, it will be
ascertained that the patient fulfills the
eligibility criteria. At the time of
registration, a prestudy form will be filled by
the investigator who will forward a copy to Adria
Laboratories of Canada Ltd., 5476 Gorvan Drive,
Mississauga, Ontario, L4W 3ES8.
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Randomization

Those patients who at the end of the washout
period show a decrease of less than 20% from
baseline in the HAM-D score will be eligible for
randomization. Patients in whom the HAM-D score
improves 20% or more while on placebo washout will
be taken off study.

Data Management

All data will be collected on specially designed
forms (original and two copies) that will be
supplied by the Sponsor. At the end of each week
of therapy the investigator will send to the
Sponsor a photocopy of the case report forms. The
data will be reviewed by the Medical Research
Associate (MRA) at Adria Laboratories and, if
necessary, the investigator will be contacted for
clarifications. Once the data corresponding to a
full course of therapy has been thus reviewed and
completed, the investigator will mail to the
Sponsor the top two copies of the case report
forms and photocopies of laboratory studies, and
other reports. Pre-paid, addressed envelopes will
be supplied to investigators for the dispatch of
case report forms to Adria.

To comply with good monitoring standards the Adria
MRA will make monthly site visits or as frequently
as required to ensure compliance with the
protocol. In addition, Dr. Thomas Ban, the
Scientific Coordinator, will make 2 visits to each
investigator during the study so that he can audit
the performance of the investigators in their
performance of the evaluation scales.

7.0 TREATMENT PLAN

Washout Period

7.1.1 For all patients, except those treated
with a MAOI antidepressant, the study
will begin with a 7 day, single blind
placebo washout period.

7.1.2 For those patients treated with a MAOI

antidepressant the pre-treatment placebo
washout period will be 14 days.
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Treatment Period

The HAM-D scale will be scored on Day 0
and all those patients with a total
score 20% below the score at baseline
will be excluded from the clinical trial
even if they fulfill other admission
criteria.

Patients will be randomly assigned to
one of two medication regimens
(reboxetine or placebo) and treated in a
double-blind manner with one of the two
medications for 42 days on the basis of
a fixed changing dosage regime. After
the last dose on Day 42 the double-blind
study will end.

For each patient the drug regimen will
be as follows:

Day 1: Total daily dose of 6 mg of
reboxetine or placebo:

1 capsule in the morning and
2 capsules in the evening

Daﬁ 2: Total daily dose of 8 mg of
reboxetine or placebo:

2 capsules in the morning and
2 capsules in the evening

Day 3-42: Total daily dose of 10 mg of
reboxetine or placebo:

2 capsules in the morning and
3 capsules in the evening

Medication will be administered in the
morning (10:00 am) and in the evening
(8:00 pm). If the medication is not
well tolerated in the judgement of the
investigator, the dosage may be
decreased by 1 capsule per day until
well tolerated or, in case of serious
adverse reaction (see Section 10.0),
discontinued.
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7.2.3 If the systolic blood pressure falls
under 100 mg Hg, the treatment dose will
be lowered as above (Section 7.2.2). If
improvement is not seen in 1-2 days,
treatment will be discontinued.

8.0 DIAGNOSIS AND.EFFICACY ASSESSMENTS
8.1 DSM-III-R At the time of screening.

8.2 CODE-DD (Composite Diagnostic Evaluation -
Depressive Disorders)
Completed by Day 1.

8.3 HAM-D At the time of screening and on
Days 0, 4 (+ 48 h), 7, 10 (* 48 h),
14, 21, 28, 35 and 42.

8.4 CGI on Days 0, 7, 14, 21, 28, 35 and
42.

8.5 ZUNG-SRDS on Days 0, 7, 14, 21, 28, 35 and
42.

8.6 FOLLOW-UP One month following discontinuation

from the study.

9.0 CLINICAL ASSESSMENTS

9.1 Physical
Examination Screening, and on Day 42.

9.2 Chest X-ray Within past 6 months of screening.

9.3 Blood Pressure
and Pulse on Days 0, 5, 6, 7, 10, 14, 21, 28,
35 and 42. Blood pressure and
pulse will be taken twice.

On Days 1, 2, 3 and 4. Blood
pressure and pulse will be taken 3
times.

Both will be measured supine and standing before
the morning dose and 3 hours afterward. On days
that the recording is done three times (Days 1, 2,
3 and 4) it will also be taken before the evening
dose. Supine recording will be done after the
patient has been recumbent for 5 minutes; and
standing recording 1 minute after the patient has
been erect.
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Temperature Oon Days 0, 7, 14, 21, 28, 35 and
42.

Weight on Days 0, 7, 14, 21, 28, 35 and
42,

NOSS (Newly Observed Signs/Symptonms)
on Days 0, 4, 7, 10, 14, 21, 28, 35
and 42. :

NOSS will also be completed at times when adverse
reactions occur. Any serious or damaging adverse
reaction, whether or not related to study
medication, will be reported immediately (within
24 hours) to the MRA.

ECG Within 72 h prior to Day 0, Days 21
and 42.

EEG Within 72 h prior to Day 0, Day 42.

T; and T,

and TSH Within 72 h prior to Day 0.

Hematology (Hemoglobin, Hematocrit, RBC, WBC,
Neutrophils, Lymphocytes, Eosinophils, Monocytes,
Basophils, Platelets)

Within 72 h prior to Day 0, Days 21
and 42.

Blood Chemistry (Electrolytes, SGOT, SGPT, GAMMA
GT, Alkaline Phosphatase, Glucose, BUN,
Creatinine, Uric Acid, Total Bilirubin, Total
Protein, Albumin, Globulins, Cholesterol,
Triglycerides)

Within 72 h prior to Day 0, Days 21
and 42.

Urinalysis (Specific Gravity, Albumin, Sugar, RBC,
WBC)
Within 72 h prior to Day 0, Days 21
and 42.

Samples for laboratory tests will be taken before
the morning dose, after an overnight fast.
Significantly abnormal laboratory findings, (ie:
> 15% above or below the respective limits of
normal) will be repeated and persistent abnormal
values will be followed up until cause is
determined and/or return to baseline.
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9.13 Reboxetine

Plasma Levels

Screening, Days 7, 21 and 42.

9.14 HBs Ag, anti-HBc for hepatitis B, ELISA HIV for

AIDS, and

10.0 ADVERSE EVENTS

ALT, AST for non-A, non-B hepatitis

Within 72 h prior to Day 0.

10.1 All adverse experiences (AE's) must be recorded on
the case report form.

10.2 Serious and/or Unexpected Events

Serious and/or unexpected events must be reported
immediately by telephone to the study monitors,
Patricia Shannon or Dr. Sunil Gupta, (416) 625-
4552. The verbal report should be followed by a
written report within 5 working days.

"SERIOUS"

is defined as any one of the following:
Life-threatening
Permanently disabling

In-Patient hospitalization for treatment
of toxicity

Death (See Section 10.3)

"UNEXPECTED" is defined as any one of the

following:

Not previously reported in associatien
with the given investigational drug (as
referenced in Investigators' Brochure
and clinical protoccl).

Symptomatically and pathophysiologically
related to a known toxicity but differs
because of greater severity or
specificity.

The investigator is required to complete an
Adverse Reaction form (provided by Adria) and send
this to the Study Monitor within 14 working days.

CS #091002-999
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Death on Study
aAll deaths on study must be reported immediately:

1) by telephone to the Study Monitor and

2) by a written report which should be sent to Adria
Laboratories of Canada Ltd.

Adria Telephone Contact:
Ms Patricia Shannon or if absent Dr. Sunil Gupta

Off: 1-416-625-4552 Off: 1-416-625-4552
Res: 1-416-542-2956 Res: 1-416~828-9332

DISCONTINUATION OF PATIENTS FROM STUDY

If a patient is discontinued from the study, all
assessments scheduled for Day 42 will be completed.
Patients may be discontinued for the following reasons:

11.1 Nonresponse or Clinical Deterioration

If the patient does not respond to treatment
(assessed using HAM-D), or shows clinical
deterioration (increase of 20% in the HAM-D total
score) after 2 weeks of treatment, he or she will
be withdrawn from the study. Such patients will
not be replaced.

11.2 Adverse Reaction or Clinical Deterioration

Prematurely terminated patients for adverse
reactions will not be .replaced.

11.3 Premature Discontinuation
All prematurely terminated patients for:
a) withdrawal of consent,
b) administrative reasons and/or

c) intercurrent medical illness, prior to the
14th day assessment, will be replaced.

—
[
[
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12.0 DATA PROCESSING AND ANALYSIS

12.1

12.2

CS #091002-999
30 March 89

General

Data documentation will be carried out at
Vanderbilt University. The analyses will be
conducted utilizing the SPSS-X/SPSS-PC+
statistical analysis system.

Components

The project will involve three major data analysis
components:

To examine the efficacy of reboxetine as
compared to placebo treatment;

To examine the pattern of therapeutic latency
for reboxetine as compared to placebo
treatment; and

To explore possible differential efficacy of
reboxetine in different depressive subtypes.

For each of these components, the primary
definition of efficacy will involve reductions in
the Hamilton Depression Scale (HAM-D) Total Score;
the HAM-D is the most widely used rating scale for
the assessment of depression. ’

As supplements to the HAM-D, two other instruments
will also be utilized as measures of treatment
response: the Zung Self-Rating Depression Scale
(ZUNG) ; and the Clinical Global Impressions Scale
(CEI).

Treatment response will be dichotomized into
clinically significant treatment response versus
no treatment response. The criteria for a
clinically significant treatment response will be
a 50% reduction in the HAM-D Total Score over the
course of the clinical trial. In the event that a
subject is discontinued or withdraws from the
study and hence has incomplete data, the last
known data point will be utilized as an estinmate
of post-treatment response, providing that the
patient has completed at least 14 days of
treatment. Supplemental analysis will also be
performed examining reductions in score on the CGI
and Z2UNG. For the analysis of treatment response,
appropriate non-parametric analyses will be
utilized with respect to the dichotomous nature of
the dependent variable.

12
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The three components of the analysis will be
structured as follows:

Efficacy Evaluation

To examine the relative efficacy of reboxetine as
measured against placebo treatment, a comparison
of response rates between subjects in the placebo
and active treatment will be conducted.

Initially, a log-linear analysis will be conducted
examining the effects of Treatment Group, Sex, and
Centre as between-subjects factors, although no
hypotheses are advanced with respect to the latter
two factors (no differences across sex or
treatment centre are hypothesized but this
possibility will be investigated; should no
differences emerge, this factor will be ignored in
subsequent analyses). The dependent variables for
these analyses will involve the dichotomized
treatment response described in section 12.2.
Supplemental analyses will also examine response
rates on the ZUNG and the CGI.

Therapeutic Latency Evaluation

The identification of effect onset will utilize a
one way (between subjects: treatment) repeated
measures analysis of variance, with the repeated
dependent variable involving a dichotomized dummy
variable representing treatment response data from
seven study observation periods (Days 7, 10, 14,
21, 28, 35 and 42). Planned comparisons will
focus upon the interaction between trial period
and experimental group, utilizing results from the
within-subject (ie: period) contracts. Follow-up
non-parametric analyses will be utilized to
determine where treatment response differences are
first evident. It is hypothesized that a
treatment by period interaction will be obtained,
with contrasts indicating differences in efficacy
between treatments emerging as soon as Day 7.

Subtype Interaction Evaluation

The exploratory analyses for the identification of
therapeutically responsive depressive subforms
will require the use of a two-way (between
subjects), 2 (experimental group) x N (depressive
subtype) repeated measures analysis of variance.
The dependent variable will involve HAM-D scores
collected at eight different peoints in treatment
(Days 0, 7, 10, 14, 21, 28, 35 and 42).

122
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Identification of clinically significant
depressive subforms will involve an examination of
type by treatment interactions followed by planned
contrasts between depressive subgroups.

In addition to the analyses described above,
descriptive analyses will also be conducted to
identify and isolate treatment emergent
abnormalities in laboratory tests (hematology,
blood chemistry, and urinalysis). As a first
step, the laboratory findings for patients
receiving reboxetine will be compared pre- and
post-treatment, with the proportion of abnormal
results before and after treatment being compared
using the McNemar test?. These analyses will
involve a separate pre- and post-treatment
comparison of laboratory test values, with a
separation of these values into those within
normal limits, those above normal limits, and
those below normal limits. If significantly more
deviations (abnormal test findings) are noted
post-treatment, similar analyses will be conducted
with the placebo group to determine if the
laboratory test changes are different from what
would be expected under placebo treatment.

As a complement to the results of the data
analyses described above, a complete reporting of
scores on the primary instruments for each subject
will be provided. These reports will include the
following for each patient:
Days 0, 4, 7, 10, 14, 21, 28, 35, 42:
HAM-D total score
Newly Observed Signs/Symptoms (NOSS)
ZUNG (not administered Days, 4, 10)
Days 0, 7, 14, 21, 28, 35, 42:

CGI
Days 0, 21, 42:

ECG
Laboratory Tests

12
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13.0 CRITERIA FOR RESPONSE

Analyses will be conducted dichotomizing treatment
effects into clinically significant treatment response
versus no treatment response. The criteria for a
clinically significant treatment response will be a 50%
reduction in the relevant instrument, the Hamilton
Depressicn Scale, over the course of the clinical
trial. Supplemental analyses will also be performed
examining 50% reductions in score on the Zung
Depression Scale. The former, continuous data analyses
will allow greater statistical power in terms of
identifying significant treatment response patterns,
while the latter, dichotomous analyses will present
treatment response results in a manner which may be
more clinically meaningful. For the analyses of
treatment response, appropriate non-parametric analyses
will be utilized with respect to the ordinal nature of
the dependent variable.

14.0 STUDY MEDICATIONS

study drug will be prepared in capsules containing 2 mg
of reboxetine or capsules of identical appearance
containing placebo and will be supplied to the
investigator by the Sponsor.

A 6~week supply of reboxetine or placebo, consisting of
' 215 capsules in one bottle, will be provided for each

patient. Each bottle will be labelled with the
“patient's code number. An additional supply of placebo
! capsules will be provided for the washout period.

The actual medication the patient receives will be
identifiable by opening the sealed envelope

‘ corresponding with the bottle number. PLEASE NOTE THAT
THIS MAY ONLY BE OPENED IF IT WILL AID IN THE
MANAGEMENT OF THE PATIENT. ADRIA LABORATORIES OF

I CANADA LTD. MUST BE NOTIFIED IF THIS BECOMES NECESSARY.

All unused medication should be returned to the Sponsor
I at the following address:

Ms Patricia Shannon
Medical Research Associate
' Adria Laboratories of Canada Ltd.
5476 Gorvan Drive
Mississauga ON L4W 3ES8

CS $#091002-999 124
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CAL D LEGAL CONSIDERATIONS

The clinical study will be carried out in accordance
with the Tokyo revision of the Helsinki declaraticn.
Implementation of the study will depend on approval of
protocol by the Canadian HPB and of Institutional
Review Board (IRB's) participating centres. Local
IRB's will also review "patient consent form."

Participation in this study will be voluntary. Prior
to signing consent, the investigator and/or their
associates will ensure that the patient is fully aware
of the potential risk and benefits involved and the
right to withdraw from the study at any time and
without delay on request.

It is understood that no protocol change will be made
once the study is implemented without the approval of
Sponsor, Scientific Coordinator, local IRB and the HPB.
Modifications of protocol for patient's safety,
however, will be expected.

INVESTIGATORS' MEETINGS
There will be at least two investigators' meetings: one

prior to commencement of the clinical trial and one
after completion of data analysis.

PUBLICATIONS

~"Results of collaborative study will be published in

single publication. In the list of authors, the
principal investigators will be listed sequentially
according to the number of patients that each
institution contributed to the trial, starting by the
name of the investigator who enrolled the largest
number of patients. Whenever associate investigators
have participated, their names will appear following
the list of principal investigators, and according to
the same sequence. The members of the team responsible
for the scientific coordination and any appropriate
Adria personnel will also be included as coauthors.
Other publications and/or presentations of data will
need to be cleared with the Sponsor and the Scientific
Coordinator.

CS #091002-9S99 125
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Randomization Codes
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REBOXETINE

CLINICAL STUDY NO. 091002-999

RANDOM| ZAT |ON CODE

CENTER 1 : Montreal

PRINCIPAL INVESTIGATOR : Dr. Guy Chouinard

Patient No. Treatment Patient No. Treatment

11
12
13
14
15
16
17
18
19
20

Q W W ~N O U AW N -
X W UV W UV »®» TV XV T D
W Y ¥ VW TV »® UV WV DD O

= REBOXETINE 2 mg
P = PLACEBO 128
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REBOXETINE

CLINICAL STUDY NO. 091002-999

RANDOMI ZAT |ON QODE

CENTER 2 : Pointe Claire

PRINCIPAL INVESTIGATOR : Dr. M. Amin
Patient No. Treatment Patient No. Treatment

21 P 36 R
22 P 37 R
23 R 38 P
24 R 39 R
25 R 40 P
26 P 41 R
27 R 42 R
28 P 43 P
29 p 44 P
30 R 45 P
31 R 48 R
32 R a7 R
33 P 48 P
34 P 43 R
35 P 50 P

R = REBOXETINE 2 mg

P = PLACERO 128
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REBOXETI!INE

CLINICAL _STUDY NO. 091002-999

RANDOM| ZAT [ON_CODE

CENTER 3 : Rio de Janeiro

PRINCIPAL INVESTIGATOR : Dr. M. Versiani
Patient No. Treatment Patient No. Treatment
81 R 121 ]
82 P 122 R
83 P 123 [
84 R 124 P
85 p 125 R
86 R 126 P
87 P 127 R
88 P 128 R
89 R 129 P
90 R 130 P
N R 131 R
92 R 132 R
93 P 133 P
94 P 134 P
95 R 135 R
96 P 136 P
97 R 137 P
98 R 138 P
99 P 139 P
100 P 140 R

R REBOXETINE 2 mg

R
iwon

PLACEBO 138
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REBOXETINE

CLINICAL STUDY NO. 091002-939

RANDOM| ZAT ION QODE

CENTER 3 : Rio de Janeiro

PRINCIPAL INVESTIGATOR : Dr. M. Versiani

Patient No. Treatment

141
142
143
144
145
146
147
148
149
150
151
152
153

D VUV U U W DM B TV X1V XV UV TV T

R = REBOXETINE 2 mg

PLACEBO 131

(11}
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ENCLOSURE 4

Centers and Investigators

132
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STATEMENT OF iNVESTIGATOR

NAME OF INVEST!GATOR: Dr. Guy Chouinard

INSTITUTION: McGill University
Department of Psychiatry
Allan Memorial Institute
Clinical Psychopharmacology Unit
1025 Pine Avenue West
Montreal PQ H3A 1Al

Canada
HOME ADDRESS 4015 Ch. Trafalgar
(AND PHONE): Montreal H3Y 1Rl
Canada

(001) (514) 251-4015
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STATEMENT OF FDUCATION AND EXPER|ENCE

COLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES OF
INSTITUTIONS, AND NATURE OF TRAINING)
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TEACHING OR RESEARCH EXPERIENCE (INDICATE DATES, INSTITUTIONS, AND BRIEF
DESCRIPTION OF EXPERIENCE)

EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPERIENCE (INDICATE
DATES, INSTITUTIONAL APPLICATIONS, NATURE OF PRACTICE, OR OTHER PROFESSIONAL
EXPERIENCE)

—
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REPRESENTATIVE LIST OF PERTINENT MEDICAL OR OTHER SCIENTIFIC PUBLICATION
( INDICATE TITLES OF ARTICLES, NAMES OF PUBLICATIONS AND VOLUME, PAGE NUMBER
AND DATE)

DATE:_____  SIGNATURE:
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STATEMENT OF |NVESTIGATOR

NAME OF CO-{NVESTIGATOR: Dr. Linda Beauclair

INSTITUTION: L-H LaFontaine Hospital
7401 Hochelaga
Montreal PQ HIN 3M5
Canada

HOME ADDRESS
(AND PHONE):
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STATEMENT OF EDUCATION AND EXPERIENCE

OOLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES OF
INSTITUTIONS, AND NATURE OF TRAINING)
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EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPERIENCE {INDICATE
DATES, INSTITUTIONAL APPLICATIONS, NATURE OF PRACTICE, OR OTHER PROFESSIONAL
EXPER | ENCE )
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REPRESENTATIVE LIST OF PERTINENT MEDICAL OR OTHER SCIENTIFIC PUBLICATION
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DATE: SIGNATURE :
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STATEMENT OF |NVEST |GATOR

NAME OF INVESTIGATOR: Dr. Mohammed Amin

INSTITUTION: Lakeshore General Hospital
Department of Psychiatry
Psychopharmacology Research Unit
160 stillview Road
Pointe Claire, PQ H9R 2Y2

Canada

HOME ADDRESS 5527 Westbourne

(AND PHONE): Montreal H4V 2G7
Canada

(001) (514) 484-3239
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STATEMENT OF EDUCATION AND EXPERIENCE

COLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES OF
INSTITUTIONS, AND NATURE OF TRAINING)
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TEACHING OR RESEARCH EXPERIENCE (INDICATE DATES, INSTITUTIONS, AND BRIEF
DESCRIPTION OF EXPERIENCE)

EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPERIENCE (INDICATE
DATES, INSTITUTIONAL APPLICATIONS, NATURE OF PRACTICE, OR OTHER PROFESSIONAL
EXPER |ENCE)
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REPRESENTATIVE LIST OF PERTINENT MEDICAL OR OTHER SCIENTIFIC PUBLICATION
(INDICATE TITLES OF ARTICLES, NAMES OF PUBLICATIONS AND VOLLME, PAGE NUMBER
AND DATE)

DATE:_______ SIGNATURE:
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STATEMENT OF [NVEST|GATOR

Dr. J. Mirmiran

Lakeshore General Hospital
Department of Psychiatry
Psychopharmacology Research Unit
160 stillview Road

Pointe Claire, PQ HIR 2¥2
Canada
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STATEMENT OF EDUCATION AND EXPERIENCE

COLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES OF
INSTITUTIONS, AND NATURE OF TRAINING)
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AND DATE)

DATE:____ SIGNATURE:
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STATEMENT OF |INVESTIGATOR

Dr. W. Song

Lakeshore General Hospital
Department of Psychiatry
Psychopharmacology Research Unit
160 stillview Road

Pointe Claire, PQ H9R 2Y2
Canada

149



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

STATEMENT OF EDUCATION AND EXPERIENCE

OOLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES OF
INSTITUTIONS, AND NATURE OF TRAINING)

150



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

TEACHING OR RESEARCH EXPERIENCE (INDICATE DATES, INSTITUTIONS, AND BRIEF
DESCRIPTION OF EXPERIENCE)

EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPERIENCE (INDICATE
DATES, INSTITUTIONAL APPLICATIONS, NATURE OF PRACTICE, OR OTHER PROFESSIONAL
EXPER|ENCE )

1514



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

REPRESENTATIVE LIST OF PERTINENT MEDICAL OR OTHER SCIENTIFIC PUBLICATION

g'!’gDIIJCATIi TITLES OF ARTICLES, NAMES OF PUBLICATIONS AND VOLUME, PAGE NUMBER
ATE

DATE: S1GNATURE :

15¢

31



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

NAME OF INVESTIGATOR:

INSTITUTION:

HOME ADDRESS
(AND PHONE):

FCE 20124/706 i

STATEMENT OF INVESTIGATOR

Dr. Marcio Versiani

Federal University of Rio de Janeiro
Department of Psychiatry

Av N. Sra Copacabana
1113-Conj. 1303 Copacabana
22070 Rio de Janeiro,
Brazil

(55) (21) 521-3993
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

STATEMENT OF EDUCATION AND EXPERIENCE

OOLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES OF
INSTITUTIONS, AND NATURE OF TRAINING)

150k
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

TEACHING OR RESEARCH EXPER!ENCE (INDICATE DATES, INSTI
DESCRIPTION OF EXPERIENCE) ' TUTIONS, D BRIEF

EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPERIENCE ( INDICATE

DATES, INSTITUTIONAL APPLICATIONS, NATURE
EXPER IENCE) , OF PRACTICE, OR OTHER PROFESSONAL

34
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

REPRESENTATIVE LIST OF PERTINENT MEDICAL OR OTHER SCIENTIFIC PUBLICATION

wll)i% TITLES OF ARTICLES, NAMES OF PUBLICATIONS AND VOLUME, PAGE NUMBER

DATE: SIGNATURE::

1586

35
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

NAME OF CO-INVESTIGATOR:

INSTITUTION:

HOME ADDRESS
(AND PHONE):

FCE 20124/706 1

STATEMENT OF INVESTIGATOR

Dr. A.E. Nardi

Federal University of Rio de Janeiro
Department of Psychiatry

Av N. Sra Copacabana
No. 1113 / S, 1303
22070 Rio de Janeiro,
Brazil

(55) (21) 521-3993

157
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

STATEMENT OF EDUCATION AND EXPERIENCE

COLLEGES, UNIVERSITIES AND MEDICAL OR OTHER PROFESS | ONAL.
SCHOOLS ATTENDED
WITH DATES OF ATTENDANCE, DEGREES » AND DATES DEGREES WERE AWARDED. '

POSTGRADUATE MEDICAL OR OTHER PROFESS!ONAL TRAINING (IND NAME:
{CATE DATES
INSTITUTIONS, AND NATURE OF TRAINING) ( ’ o

108
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

TEACHING OR RESEARCH EXPERIENCE (INDICATE DATES, INSTI
DESCRIPTION OF EXPERIENCE) ' TUTIONS, O BRIEF

EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPERIENCE (INDICATE

DATES, INSTITUTIONAL APPLICATIONS, NATUR
EXPER | ENCE) ’ E OF PRACTICE, OR OTHER PROFESSIONAL
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

REPRESENTATIVE LIST OF PERTINENT MEDICAL OR OTHER SCIENTIFIC PUBLICATION

(INDlCAT!SZ TITLES OF ARTICLES, NAMES OF PUBLICATIONS AND VOLUME, PAGE NUMBER
AND DATE

DATE: SIGNATURE:

160

39
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 5

Consent Forms

40
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Consent Form in English (for Canadian patients whase mother tongue is English).

A sample of the Consent Form is archived in the Study Master File.

162

41
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Consent Form in French (for Canadian patients whose mother tongue is French).

A sample of the Consent Form is archived in the Study Master File.

42
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Consent Form in Portuguese (for all Brazilian patients).

A sample of the Consent Form is archived in the Study Master File.
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i -

ENCLOSURE 6

Total Population:
Personal Characteristics

163

44
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 1

Pat Ctr.! Patient Age
No. No. Initials  Sex (yrs)
1 1 PR 1 50

2 1 GB 1 60
16 1 PJ 0 53
17 1 LB 0 50
31 2 HB 1 46
32 2 CG 1 30
33 2 SS 1 53
34 2 MD 1 46
35 2 YL 1 54
46 2 LB 0 42
47 2 DP 0 38
48 2 cG o] 20
81 3 MC 1 34
82 3 Ccs 1 33
83 3 cc 1 20
84 3 AM 1 33
85 3 SP 1 47
86 3 EP 1 38
87 3 MC 1 27
88 3 AL 1 a7
89 3 NM 1 49
90 3 .0} 1 24
91 3 MA 0 37
92 3 Lz 0 43
93 3 M 1] 51
94 3 SF 0 29
95 3 MA 0 48
96 3 AC 0 55
97 3 o 0 30
98 3 RL 0 26
99 3 LM 0 18
100 3 AR 0 34
121 3 SF 1 38
122 3 PC 1 34
123 3 AC 1 41
124 3 1G 1 41
125 3 Cs 1 39
126 3 OF 1 32
127 3 AJ 1 47
128 3 JA 1 42
129 3 RA 1 26
130 3 cv 1 40

Pointe Claire 3 = Rio de Janeiro

" CTR: 1 = Montreal 2 =
1 = Male

! SEX: 0 = Female

45 166
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat ctr.! Patient Age
No. No. Initials Se¥ (yrs)
131 3 MP 1 25
133 3 o} 1 47
141 3 EB 0 43
142 3 cC 0 25
143 3 RR 0 58
144 3 MM 0 50
145 3 ML 0 52
146 3 1P 0 58
147 3 IN 4] 40
148 3 V@ Q 50
149 3 ES 0 58
150 3 CF 0 52
151 3 BS 0 48
153 3 AC 0 57

Pointe Claire 3 = Rio de Janeiro

"' CTR: 1 = Montreal 2 =
= Female 1 = Male

! gEX: O

46 167
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 7

Total Population:
Physical Characteristics

168

47
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat Ctr.' Height Weight

No. No. (em) (kg)
1 1 177 88
2 1 170 64
16 1 185 38
17 1 152 44
31 2 178 11
32 2 172 80
33 2 180 85
34 2 165 80
35 2 168 T4
46 2 158 49
a7 2 162 53
48 2 168 58
81 3 156 50
82 3 176 78
83 3 156 58
84 3 150 42
85 3 159 59
86 3 169 74
87 3 160 51
88 3 160 59
89 3 160 75
S0 3 162 52
91 3 165 62
92 3 160 55
93 3 170 72
94 3 174 60
95 3 164 63
96 3 163 48
97 3 163 58
98 3 169 51
99 3 160 47
100 3 166 62
121 3 173 75
122 3 180 82
123 3 164 61
124 3 172 72
125 3 186 70
126 3 174 66
127 3 180 63
128 3 169 17
129 3 178 77
130 3 180 80
131 3 166 55
133 3 178 72

"' CTR: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat Ctr.' Height Weight

No. No. (em) (kg)
141 3 173 70
142 3 167 56
143 3 160 52
144 3 165 68
145 3 157 7
146 3 150 44
147 3 150 55
148 3 158 60
149 3 161 60
150 3 168 68
151 3 163 58

" CTR: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

173

49



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 8

Total Population:
History of Depressive |l1lness

1714

50
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

No. of

Pat ctr.! Age at Prior
No.  No. Onset Episodes

1 1 50 1

2 1 42 8
16 1 43 1
17 1 31 1
31 2 44 4
32 2 23 1
33 2 25 5
34 2 32 10
35 2 25 6
46 2 34 .
47 2 7 20
48 2 11 10
81 3 34 0
82 3 33 0
83 3 20 0
84 3 27 2
85 3 40 3
86 3 38 0
87 3 27 0
88 3 32 2
89 3 49 0
90 3 24 0
91 3 37 0
92 3 30 5
93 3 40 4
94 3 29 0
95 3 48 0
96 3 42 7
97 3 30 0
98 3 26 0
99 3 18 0
100 3 34 2
121 3 36 1
122 3 34 0
123 3 30 5
124 3 28 8
125 3 30 1
126 3 32 0
127 3 47 0
128 3 35 6
129 3 26 0
130 3 25 6
131 3 19 5
133 3 46 0

" CTR: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

No. of

Pat  ctr.' Age at  Prior
No.  No. Onset Episodes
141 3 32 2
142 3 24 0
143 3 58 0
144 3 35 10
145 3 52 0
146 3 58 0
147 3 40 0
148 3 50 o]
149 3 30 8
150 3 40 10
151 3 48 0
153 3 57 0

" CTR: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

52173
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 9

Total Population:
Present Episode of Depressive !1lness

174

53



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Pat.

No.

FCE 20124/706 i

ctr.' Precip. Form of Subform of Duration
No. Stressor' Onset’ I1Tness' (in months)

29633
29633
29633
29634
29633
29632
29630
29630
29630
29630
29630
29630
29620
29620
29620
29630
29630
29620
29620
29620
29620
29620
29620
29630
29630
29620
29620
29630
29620
29620
29620
29630
29630
29620
29630
29630
29630

—_

- —
D2 WWPRNPON—-OPRPEPWOERONRERWNORNRNONNONDOW=-RNNW

e e s (D 1 b 1 () 3t A RD 2 A RIR) 4 2 e A RIN) = N 1 L RO = = N
N == a2 WSR2 RNWAaANWR 2N S B NRIND A 2 RNDaAaNNWAENWONWRND W

WWWWWLwWwLWwWwWwWwWwWwLwWWwWwWwWWWwWwWwWRNRNNNONRNONNRN = o a2

" CTR: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
t Precip.Stressor: 1 = Absent 2 = Prob.Present 3 = Def.Present
1 =

! Form of Onset:

Acute 2 = Subacute 3 = Insidious

! subform of I11ness:
29620 - Major Depression, Single Episode

29630
29632
29633
29634

Major Depression, Recurrent

Major Depression, Recurrent, Moderately Severe

Major Depression, Recurrent, Severe without Psychotic Features
Major Depression, Recurrent, Severe with Psychotic Features

54 173
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat. Ctr.' Precip. Form of Subform of Duration
No. No. Stressor! Onset’ I 11ness' (in months)
126 3 1 1 29620 3
127 3 1 2 29620 9
128 3 1 1 29630 2
129 3 1 1 29620 3
130 3 1 3 29630 5
131 3 1 1 29630 2
133 3 1 2 29620 4
141 3 2 2 29630 2
142 3 3 1 29620 10
143 3 2 1 29620 2
144 3 1 1 29630 5
145 3 1 1 29620 4
146 3 1 2 29620 9
147 3 1 1 29620 3
148 3 1 3 29620 12
149 3 1 3 29630 4
150 3 1 3 29630 9
151 3 3 1 29620 1
153 3 1 2 29620 4

"'CTR: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
: Precip.Stressor: 1 = Absent 2 = Prob.Present 3 = Def.Present
! Form of Onset: 1 = Acute 2 = Subacute 3 = Insidious
¢ subform of 111ness:
29620 ~ Major Depression, Single Episode

29630
29632
29633

29634

Major Depression, Recurrent

Major Depression, Recurrent, Moderately Severe

Major Depression, Recurrent, Severe without Psychotic Features
Major Depression, Recurrent, Severe with Psychotic Features

55 1786
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 10

Total Population:
Characteristics of the Two Treatment Groups

56
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

History: Present Episode:
At Admission to Study: No. of Form Subform i1lness
Pat. ctr.! Height Weight Onset Prior Precip. of of Dur.

No. No. Sed Age (am) (kg) Age Episodes Stress' Onset' [1lness’ (months)

1 1 1 50 177 88 50 1 2 3 29633 3
17 1 0 50 152 44 31 1 2 3 29634 1
N 2 1 46 178 111 44 4 2 2 29633 3
32 2 1 30 172 80 23 1 1 3 29632 8
46 2 0 42 158 49 34 . 1 2 29630 2
47 2 0 38 162 53 7 20 2 2 29630 2
81 3 1 34 156 50 34 0 1 2 29620 4
84 301 33 150 42 27 2 1 2 29630 3
86 3 1 38 169 74 38 0 2 2 29620 6
89 3 1 49 160 75 43 0 1 2 29620 8
90 3 1 24 162 52 24 0 2 1 29620 3
91 3 0 37 165 62 37 0 1 2 29620 4
92 3 0 43 160 55 30 5 1 3 29630 4
a5 3 0 48 164 63 48 0 1 3 29620 1
97 3 0 30 163 58 30 0 1 1 29620 1
98 3 0 26 169 51 26 0 1 2 29620 10

121 3 1 38 173 75 36 1 1 1 29630 4
122 3 1 34 180 82 34 0 1 1 29620 3
125 301 39 186 70 30 1 1 2 29630 6
127 3 1 47 180 63 47 0 1 2 29620 9
128 3 1 42 169 77 35 6 1 1 29630 2
131 3 1 25 166 55 19 5 1 1 29630 2
143 30 58 160 52 58 0 2 1 29620 2
144 3 0 50 165 68 35 10 1 1 29630 5
145 30 52 157 71 52 0 1 1 239620 4
148 3 0 50 158 60 50 0 1 3 29620 12
149 3 0 58 161 60 30 8 1 3 29630 4
153 3 0 57 158 45 57 0 1 2 29620 4
Fotr.: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

! gex: 0 = Female 1= Male

: Precip.Stress: 1 = Absent 2 = Prob.Present 3 = Def.Present

; Form of Onset: 1 = Acute 2 = Subacute 3 = Insidious

Subform of 111ness:
296.20 - Major Depression, Single Episode
296.30 - Major Depression, Recurrent
296,32 - Major Depression, Recurrent, Moderately Severe
296.33 - Major Depression, Recurrent, Severe, without psychotic features
296.34 - Major Depression, Recurrent, Severe, with psychotic features

5 178
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group

History: Present Episode:
At Admission to Study: No. of Form Subform | 11lness
pat. ctr.' Height Weight Onset Prior Precip. of of Dur.

No. No. Sext Age (am) (ka) Age Episodes Stress' oOnset' I11ness’ (months)

2 1 1 60 170 64 42 8 1 2 29633 2
16 1 0 53 155 38 43 1 1 2 29633 2
33 2 1 53 180 85 25 5 1 2 29630 6
34 2 1 46 165 80 32 10 1 1 29630 2
35 2 1 54 166 74 25 6 2 3 29630 El
48 2 0 20 168 58 1 10 2 1 29630 2
82 3 1 33 176 78 33 0 1 1 29620 5
83 3 1 20 156 58 20 0 1 1 29620 2
85 3 1 47 159 59 40 3 1 2 29630 4
87 3 1 27 160 51 27 0 2 1 29620 10
88 3 1 37 160 59 32 2 1 1 29620 8
93 3 0 51 170 72 40 4 1 2 29630 4
94 3 0 29 174 60 29 0 3 1 29620 8
96 3 0 55 163 48 42 7 1 2 29630 2
99 3 0 18 160 47 18 4] 3 1 29620 4

100 3 0 34 166 62 34 2 1 3 29630 12
123 3 1 41 164 61 30 5 1 1 29630 3
124 3 1 41 172 72 28 8 1 1 29630 1
126 3 1 32 174 66 32 0 1 1 29620 3
129 3 1 26 178 77 26 0 1 1 29620 3
130 3 1 40 180 80 25 6 1 3 29630 5
133 3 1 47 178 72 46 0 1 2 29620 4
141 3 0 43 173 70 32 2 2 2 29630 2
142 3 0 25 167 56 24 0 3 1 29620 10
146 3 0 58 150 44 58 0 1 2 29620 9
147 3 0 40 150 55 40 0 1 1 29620 3
150 3 0 52 168 68 40 10 1 3 29630 9
151 3 0 48 163 58 48 0 3 1 29620 i
' ctr.: 1 = Montreal 2 = Pointe Claijre 3 = Rio de Janeiro

! gex: 0 = Female 1 = Male

¥ Precip.Stress: 1 = Absent 2 = Prob.Present 3 = Def.Present

: Form of Onset: 1 = Acute 2 = Subacute 3 = Insidious

Subform of ! 1lness:
296.20 - Major Depression, Single Episode
296.30 ~ Major Depression, Recurrent
296.32 - Major Depression, Recurrent, Moderately Severe
296.33 - Major Depression, Recurrent, Severe, without psychotic features
296.34 - Major Depression, Recurrent, Severe, with psychotic features

58 179
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 11

Assessment Instruments Employed

180

59
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Patient Identification is archived in the Study Master File.

181

60



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank DSM IlI-R Diagnosis / Present Episode / History of liness is
archived in the Study Master File .
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Hamilton Depression Rating Scale (HAM-D) is archived in the
Study Master File .

62
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Physical Examination Form is archived in the Study Master File .

184
63
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Newly Observed Signs and Symptoms Checklist is archived in
the Study Master File.

64
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Vital Signs Form is archived in the Study Master File.
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Clinical Global Impression (CGl) Form is archived in the Study
Master File.

187
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank ZUNG - SDS Fom is archived in the Study Master File.

188
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Laboratory Tests Form is archived in the Study Master File.

188
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

A sample of blank Clinical Global Impression - Global Improvement (CGI-Gl) Form
is archived in the Study Master File.

190
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
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A sample of blank Treatment Termination Record Form is archived in the Study
Master File.
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A sample of the Follow-up Form is archived in the Study Master File.
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ENCLOSURE 12

Karch and Lasagna's Criteria
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RELATIONSHIP OF NEWLY OBSERVED SIGNS AND SYMPTOMS
TO EXPERIMENTAL TREATMENT

Adapted from Karch and Lasagna (1975) Journal of the American Medical Associa-
tion 234: 1236-41,

1.

Definite. A reaction that follows a reasonable temporal sequence from
adninistration of the drug or in which the drug level has been estab-
lished in body fluids or tissues; that follows a known or expected
response pattern to the suspected drug; and that is confirmed by
improvement on stopping or reducing the dosage of the drug, and reap-
pearance of the reaction on repeated exposure (rechallange).

Probable. A reaction that follows a reasonable temporal sequence from
administration of the drug; that follows a known or expected response
pattern to the suspected drug; that is confirmed by stopping or reducing
the dosage of the drug; and that could not be reasonably explained by
the known characteristics of the patient's clinical state.

Possible. A reaction that follows a reasonable temporal seguence from
adninistration of the drug; that follows a known or expected response
pattern to the suspected drug; but that could readily have been produced
by a number of other factors.

Unknown. Relationship for which no evaluation can be made.

Not related. A reaction for which sufficient information exists to
indicate that the etiology is unrelated to the study drug.
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ENCLOSURE 13

Total Population:
Patients and Assessors
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1

Pat. ctr.! Assessor
No. No. No.
1 1 1
2 1 1
16 1 1
17 1 1
31 2 2
32 2 2
33 2 2
34 2 3
35 2 3
46 2 3
47 2 3
48 2 3
81 3 4
82 3 4
83 3 4
84 3 4
85 3 4
86 3 4
87 3 4
88 3 4
89 3 4
90 3 4
91 3 4
92 3 4
93 3 4
94 3 4
95 3 4
96 3 4
97 3 4
98 3 4
99 3 4
100 3 4
121 3 4
122 3 4
123 3 4
124 3 4
125 3 4
126 3 4
127 3 4
128 3 4
129 3 4
130 3 4
' octr: 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Assessor: 1 = Beauclair 2 = Mirmiran 3 = Song 4 = Nardi
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Pat.  ctr. Assessor?
No. No. No.

131
133

142
143
144
145
146
147
148
149
150
151
1583

WWWwWwwo wwwb wwww
R SR i i Sl S S S S S A

Toctr:
! Assessor: 1

—_

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Beauclair 2 = Mirmiran 3 = Song 4 = Nardi
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ENCLOSURE 14

Total Population:
Inclusion/Exclusion Criteria
(Normal Laboratory Values)

198
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Abbreviations:

HGB Hemoglobin
HCT Hematocrit
RBC Red Blood Cells
WBC White Blood Cells
Na+ Sodium
K+ Potassium
Cl- Chlorine
Ca+ + Calcium
PO4 Phosphates
SGOT Aspartate Aminotransferase
SGPT Alanine Aminotransferase
vy GT Gamma Glutamyl  Transpeptidase
Alk. Phos. Alkaline Phosphatase
BUN Blood Urea Nitrogen
Tot. Total
Dir. Direct
T3 Thyroxine
T4 Thyroxine
TSH Thyrotropin (Thyroid-stimulating Hormone)
HBs Ag,
Anti-HBC

for Hepatitis B

ALT, AST Alanine Aminotransferase/Aspartate Aminotransferase

198

78



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

TEST
HEB .ovvivie, 140
120
HCT oot .42
.37
RBC ........... 4.5 -~
4.0 -
WBC ............. 4.5
Neutrophils ...... 65
Lymphocytes ...... 20
Eosinophils ....... 1
Monocytes ......... 3
Basophils ......... 0
Platelets ....... 150
N 135
Kt i 3.5
Cl- Lo, 98
Catt ........... 2.12
PO4 ...l 0.80
SEOT ..ovviiiniinn, 0
SGPT vvviiiinnn.. 4]
Y GT eviiiiiinnn, 8
5
Blood Sugar ..... 3.9
Alk. Phos. ....... 20
BUN ............. 2.5

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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CENTER 1 ~ Montreal

RANGE OF NORMAL LABORATORY VALUES

UNITS

- 160 males @&Ms/100
- 150 females
- .50 males @Ms/100
- .45 females
5.0 males x10°
4.5 females
- 10.0 et
- 72 %
- 35 %
-3 %
-7 %
-1 %
- 400 x 10
- 145 mEq/1
- 5.0 mEq/1
- 108 mEq/1
- 2.62 mEq/1
- 1.45 mEq/1
- 26 u/L
- 26 u/L
~ 38 males u/L
- 25 females
- 5.8 mEqg/ 1
- 70 u/L
- 8.0 mEa/1
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CENTER 1 - Montreal

RANGE OF NORMAL LABORATORY VALUES (cont.)

TEST UNITS
Creatinine ....... 60 - 120 males umol/1
50 - 110 females
Uric Acid ....... 200 - 460 males mol/1
150 -~ 360 females
Tot. Bilirubin .. 1.8 - 18.0 umo1/1
Dir. Bilirubin .. 0.0 - 8.0 pmol/1
Tot. Protein ..... 60 - 80 G/L
Blood Albumin .... 35 - 52 G/L
Cholesterol .... 3.35 -~ 7.25 males mmol/L
3.35 - 8.0 females
Triglycerides ... 0.4 - 1.92 mme1/L
Globulins a-1 .., 0.03 - 0.06 G/L
Globulins a-2 ... 0.07 - 0.12 G/L
Globulins B .... 0.09 - 0.15 G/L
Globulins y .... 0.12 - 0.20 G/L
1 0.25 - 0.35 %
T4 i 64 - 167 mol/L
TSH o ovviiiiiians 0.5 - 4.0 pU/ml
HBs Ag, Anti-HBC
for Hepatitis B . neg
ELISA HIV ........ neg
ALT, AST ... neg
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CENTER 1 - Montreal
RANGE OF NORMAL LABORATORY VALUES (cont.)

TEST UNITS

URINALYSIS:

Specific Gravity 1.014 - 1.028

Albumin ........ neg
sSugar .......... neg
RBC ............ 0-3
WBC ............ 0-5
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CENTER 2 - Pointe Claire

RANGE OF NORMAL LABORATORY VALUES

TEST UNITS
HGB .. .ovein.., 134 - 176 males G/L
117 - 153 females
HCT oo .41 - .50 males L/L
.35 - .46 females
RBC .......... 4.3 - 5.5 males x102/L
3.8 - 5.1 females
WBC ...vvviine.s, 4.0 - 11.0 x10' /L.
Neutrophils ...... 42 - |75 x10 /L
Lymphocytes ...... .20 - .51 x10' /L
Eosinophils ....... 0~ .45 x10° /L
Monocytes ......... .14 - .88 x10'/L
Basophils ......... 0-.124 x10 /L
Platelets ....... 140 - 440 x10' /L
NA® oieiinnn.. 136 - 146 mmo1/L
G 3.5-5.0 mmo /L
o) 100 - 110 mmo1/L
Catt voviviiin., 2.10 - 2.59 mo1/L
o 0.80 - 1.55 mmo1/1
e o7 S 7- 24 u/L
SGPT tiiirnnnn. 4 - 31 u/L
Y GT i 0- 14 u/L
Blood Sugar ..... < 6.7 mmo1/L
Alk. Phos. ....... 40 - 170 u/L
BUN ............. 2.8 - 9.3 mmo1/L
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

TEST

Creatinine

Uric Acid

.......

Tot. Bilirubin ..

Tot. Protein

Blood Albumin ....

Cholesterol ,
Triglycerides ...
Globulins a-1 ...
Globulins a-2 ...
Globulins B ....

Globulins ¥

HBs Ag, Anti-HBC

for Hepatitis B .

ELISA HIV

Specific Gravity
Albumin ........

............
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CENTER 2 - Pointe Claire

RANGE OF NORMAL LABORATORY VALUES (cont.)

UNITS
. 35 - 133 umol/1
130 - 470 pmo /1

5- 25 umol/1
. 65 - 80 G/L
3% - 50 G/L

. 3.36 - 6.20 mmo1/L
0.34 - 1.92 mmo1/L.
1-4 G/L
4 - 10 G/L
5~ 12 G/L
6~ 16 G/L
0.30 - 0.40 1

57 - 140 mmo1/L
0.4 - 4.0 pu/ml
neg
. neg
1.003 - 1.030
neg
neg
0-5
0-5
204
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CENTER 3 - Rio de Janeiro

RANGE OF NORMAL LABORATORY VALUES
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TEST . UNITS
.= 14.0 - 16.5 males g/dl
12.5 - 15.5 females
O 40 - 50 males %
37 - 47 females
RBC «vevvvnvnns 5x1¢ - 5.8x1¢ males /o
4.4x10° - 5.2x1¢  females
WBC \vreiiians 5000 - 7000 ot
Neutrophils ...... 54 - 13 %
Lymphocytes ...... 20 - 30 %
Eosinophils ....... 2 -4 %
Monocytes ......... 4 -8 %
Basophils ......... 0-1 %
Platelets ..... 2x10° - 4x10° Jrored
NAE Lo 138 - 148 mEq/L
Kt oo 3.8-5.5 mEq/L
Cl- i 95 - 110 mEq/L
Catt .ovvnvinnnn 8.8 - 10.2 mg/d1
SEOT v ivvivinnvnnnn 0~ 18 males U/L
0-15 females
SGPT vhieeririnn 0-22 males u/L
0-17 females
Y OGT tiivevvennnnen 6 - 28 males u/L
4 - 18 females
Blood Sugar ..... 70 - 110 mg/d1
Alk. Phos. ....... 13 - 43 u.l.
Creatinine ...... 0.8 - 1.6 mg/d1
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CENTER 3 ~ Rio de Janeiro

RANGE OF NORMAL LABORATORY VALUES (cont.)

TEST UNITS
Uric Acid ....... 3.0 -7.0 ma/d1
Tot. Bilirubin .. 0.0 ~ 1.2 ma/d1
Tot. Protein .... 5.5 - 8.0 g/dl
Blood Albumin ... 3.5 - 5.2 g/d1
Cholesterol ..... 150 - 250 mg/d1
Triglycerides .... 50 - 135 mg/d1
Globulins e-1 .... 50 - 60 %
Globulins -2 ... 4.0 - 7.0 %
Globulins y ... 15.0 - 22.0 %
Globulins B ... 11.0 - 14.0 %

T3 e, 0.6 - 2.1 ng/d1
T4 i, 4.5 - 12.5 ug/d1
TSH ..., 0.0 - 4.0 mcUl /ml
HBs Ag .......... neg

Anti-HBC ........ neg

ELISA HIV ....... neg

URINALYSIS:

Specific Gravity

Albumin ......., trace
Sugar .......... absent
RBC .....coovttn 0-2
WBC ............ 0-4
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Pat. ctr.! T DSM HAMD Total Score:
No. No. Group SeX Age Subform Screening Day 0

1 1 1 1 50 29633 35.00 35.00
2 1 2 1 60 29633 35.00 37.00
16 1 2 0 53 29633 33.00 35.00
17 1 1 0 50 29634 38.00 39.00
31 2 1 1 46 29633 26.00 27.00
32 2 1 1 30 29632 26.00 27.00
33 2 2 1 53 29630 36.00 34.00
34 2 2 1 46 29630 27.00 31.00
35 2 2 1 54 29630 37.00 36.00
46 2 1 0 42 28630 33.00 34.00
47 2 1 0 38 29630 28.00 31.00
48 2 2 o] 20 29630 22.00 22.00
81 3 1 1 34 29620 34.00 34.00
82 3 2 1 33 29620 37.00 34.00
83 3 2 1 20 29620 37.00 38.00
84 3 1 1 33 29630 36.00 37.00
85 3 2 1 47 29630 36.00 33.00
86 3 1 1 38 29620 38.00 37.00
87 3 2 1 27 29620 38.00 41.00
88 3 2 1 37 29620 38.00 40.00
89 3 1 1 49 29620 44,00 41,00
90 3 1 1 24 29620 39.00 39.00
91 3 1 0 37 29620 40.00 43,00
92 3 1 0 43 29630 43.00 41.00
93 3 2 0 51 29630 38.00 36.00
94 3 2 0 29 29620 39.00 42.00
95 3 1 0 48 29620 37.00 37.00
96 3 2 0 55 29630 40.00 41.00
97 3 1 0 30 29620 32.00 34.00
98 3 1 0 26 29620 38.00 41.00
99 3 2 0 18 29620 40.00 38.00
100 3 2 Q 34 29630 35.00 37.00
' octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! TxGroup 1 =RBX 2 =PBO
: Sex = Female 1 = Male

DSM Subform:
29620 Single Episode
29630 Recurrent
29632 Recurrent, Moderately Severe
29633 Recurrent, Severe, without Psychotic Features
29634 Recurrent, Severe, with Psychotic Features
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Pat. ctr.! T DS HAMD Total Score:
No.  No. Group Sex¥! Age Subform Screening Day 0

121 3 1 1 38 29630 35.00 35.00
122 3 1 1 34 29620 35.00 36.00
123 3 2 1 41 29630 26.00 30.00
124 3 2 1 41 29630 31.00 34.00
128 3 1 1 39 29630 34.00 35.00
126 3 2 1 32 29620 34,00 34.00
127 3 1 1 47 29620 40,00 38.00
128 3 1 1 42 29630 41.00 37.00
129 3 2 1 26 29620 39.00 36.00
130 3 2 1 40 29630 35.00 33.00
131 3 1 1 25 29630 38.00 34.00
133 3 2 1 47 29620 32.00 32.00
141 3 2 0 43 29630 27.00 30.00
142 3 2 0 25 29620 35.00 35.00
143 3 1 0 58 29620 37.00 39.00
144 3 1 0 50 29630 44,00 38.00
145 3 1 0 52 29620 37.00 37.00
146 3 2 o] 58 29620 34,00 34,00
147 3 2 0 40 29620 33.00 31.00
148 3 1 0 50 29620 34.00 32.00
149 3 1 0 58 29630 36.00 31.00
150 3 2 ¢] 52 29630 34.00 33.00
151 3 2 0 48 29620 34.00 35.00
153 3 1 0 57 29620 36.00 35.00
' ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! TxGroup 1 =RBX 2 =PRO

i Sex 0 = Famale 1 = Male

DSM Subform:
29620 Single Episode
29630 Recurrent
29632 Recurrent, Moderately Severe
29633 Recurrent, Severe, without Psychotic Features
29634 Recurrent, Severe, with Psychotic Features
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Pat. Ctr.! TX Lying B.P. Heart Standing B.P. Heart
No. No. Group  (sys) (dia) Rate (sys) (dia) Rate Temp. Weight

1 1 1 165 85 102 150 88 98 37.00 87.80

2 1 2 165 88 112 166 90 106 36.40 64.30
16 1 2 118 70 105 105 70 103 36.60 37.50
17 1 1 138 78 70 122 68 72 37.20 44.00
31 2 1 144 92 70 142 94 84 36.70 110.80
32 2 1 112 52 60 110 78 78 36.80 80.20
33 2 2 116 66 72 114 80 88 36.60 85.00
34 2 2 116 88 84 122 94 30 37.00 80.40
35 2 2 156 88 80 150 100 100 37.00 73.00
46 2 1 130 80 76 120 70 79 37.00 48.60
47 2 1 120 80 100 122 86 115 37.20 53.10
48 2 2 120 60 70 94 58 90 37.20 57.50
81 3 1 130 80 76 125 80 78 36.40 50.00
82 3 2 120 75 80 175 70 78 36.50 78.00
83 3 2 110 70 64 110 60 66 36.40 58.00
84 3 1 135 80 66 125 75 68  36.60 42.00
85 3 2 110 75 62 110 70 64 36.60 59.00
86 3 1 120 80 4 120 70 72 36.60 74.00
87 3 2 110 70 72 105 65 69 36.40 51.00
88 3 2 115 75 6 110 70 74 36.40 59.00
89 3 1 110 70 64 105 65 66 36.40 75.00
90 3 1 115 75 64 115 70 66  36.40 52.00
91 3 1 130 80 T2 135 80 74 36,50 62.00
92 3 1 120 80 76 115 85 74 36.60 55.00
93 3 2 125 75 80 130 80 78  36.40 72.00
94 3 2 110 70 €4 110 65 66 36.50 60.00
95 3 1 120 75 66 115 70 66 36.50 63.00
96 3 2 110 70 68 100 60 66 36.50 48.00
97 3 1 115 75 64 110 70 66 36.50 58.00
98 3 1 105 65 64 110 65 66 36.50 51.00
99 3 2 120 70 68 120 60 66 36.50 47.00
100 3 2 120 75 72 110 65 68 36.50 62.00

' cte. 1
t Tx Group 1

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
RBX 2 = PBO

o

Abbreviations:
B.P. Blood Pressure
sys Systolic
dia Diastolic
Temp. Temperature
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pat. ctr.! T Lying B.P. Heart Standing B.P. Heart
No. No. Group  (sys) (dia) Rate (sys) (dia) Rate Temp. Weight

121 3 1 120 85 76 125 90 82 36.60 75.00
122 3 1 130 90 82 135 85 85 36.70 82.00
123 3 2 130 80 74 125 80 75 36.50 61.00
124 3 2 120 85 74 115 80 78 36.70 72.00
125 3 1 110 80 68 115 75 72 36.50 70.00
126 3 2 115 75 84 120 85 86 36.40 66.00
127 3 1 135 90 86 135 85 90 36.80 63.00
128 3 1 140 95 86 135 90 87 36.60 77.00
129 3 2 120 80 72 120 10 74 36,70 77.00
130 3 2 125 85 68 120 75 72 36.70 80.00
131 3 1 130 80 74 135 75 76 36.80 55.00
133 3 2 130 75 78 130 80 80 36.80 72.00
141 3 2 110 70 68 115 75 71 36.60 70.00
142 3 2 125 75 76 120 75 78 36.60 56.00
143 3 1 140 95 70 135 90 74 36.50 52.00
144 3 1 120 70 0 115 65 72 36.70 68.00
145 3 1 110 60 64 105 60 66 36.70 71.00
146 3 2 115 75 S0 110 75 86 36.70 44.00
147 3 2 100 65 64 100 60 66 36.50 55.00
148 3 1 110 70 66 110 75 67 36.60 60.00
149 3 1 10 75 64 105 70 66 36.50 60.00
150 3 2 115 75 60 115 70 64 36.60 68.00
151 3 2 125 80 72 120 75 70 36,60 58.00
153 3 1 125 75 18 120 70 81 36.60 45.00

' octr.
! Tx Group 1

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
RBX 2 = PBO

n o

Abbreviations:
B.P. Blood Pressure
sys Systolic
dia Diastolic
Temp. Temperature
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pat. ctr.! T¢

No. No. Group EcG £EG

Chest
x-ray
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Abnormality

o

w
WWWWWWwWwWwWwWwWwWwwWwWwWWWwWWwWNNNNNNNRNNDN a2 —a
PROPO 2 = N = PO R) & =2 2 a RORI 0 N At RO R = R wd RO RO R et et 2 NI NI~
COO0OO0O00 ~+~ 4 OO0 L0004 0000 ~0D00CO00COOCOO —a—w—ad
[elajejaloNoolloNoNeNoloolololoReolleoleollalolololeaNoloNolaoNelaRoNe)

Ctr. 1 = Montreal
L Tx Group 1 =RBX 2=
E.C.G. & E.E.G, 0 = Normal

Abbreviations:
ECG = Electrecardiogram

EEG = Electroencephalogram

[eNeBoloNoloNeoloNolleloleNe o NelololoNololaNaNeloNoloRololo = Ro o)

ECG-Min.Tachycard. /Auric.Hypertrophy
ECG-Min.Tachycard. /Auric.Hypertrophy
ECG-Few Extrasyst.Ventric./Limited

EOG-Lft.Ventric.Hypertrophy

ECG-Anterior Divisional Block

ECG-Lft.Atrial Enlargement

ECG-Unspec.Repolar.Alter. /QT Prolong.
ECG-Lft.Axis Deviat./Ist Deg. A-V Block
ECG-Sinus Bradycard./Lft.Atrial.Enlarg.

2 = Pointe Claire 3 = Rio de Janeiro

PBO

1 = Abnormal

21
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—
(e

Pat., Ctr.'
No.

Chest
Group  ECG EEG x-ray Abnormality

=z
©

121
122

124
125
126
127
128
129
130
131
133
141
142
143
144
145
146
147
148
149

COO0O0DODOoOO0OOOOO

ECG-Heart Block 1st Grade

151
153

WLOWWWWWWwWWwWwWwwWwwwwowwwww www
SRR = A NNt 2 PN = NN 2 A R = NN —
[=jejel=joloP Y eloNolaNelolaoNoNoNoNololaoRoRo R oXe)
[=jejoleNooNoleNoloNoloNoNoNoRoNolefoleRoReReRe]

= elololeNoleNeNeN=Nol

Ctr. 1=
by Group 1=
' E.C.G. 8E.E.G. O =

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
RBX 2 = PBO
Normal 1 = Abnormal

Abbreviations:
ECG = Electrocardiogram
EEG Electroencephalogram
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat. ctr.! T¢
No. No. Group HEB  HCT RBC  WBC NEUT. LYMP. EOS.  MONO.

1 1 1 15.70 47.50 4.83 12.90 72.00 20.00 00 7.00
2 1 2 16,20 47.20 5.15 7.20 83.00 14.00 00 3.00
16 1 2 14.80 44.70 5.08 9.70 88.00 11.00 00 1.00
17 1 1 12.10 33.50 3.28 6.30 62.00 24.00 1.00 3.00
31 2 1 16.00 47.40 5.10 8.90 75.00 19.00 1.00 1.00
32 2 1 15,30 45,30 4.75 4.90 65.00 3t.00 1.00 1.00
33 2 2 15.60 47.50 5.07 6.40 67.00 27.00 00 2.00
34 2 2 16.50 48,90 5.30 14.00 74.50 20.80 00 4,70
35 2 2 14,00 41.40 4.77 12.10 65.00 30.20 4.80 1.00
46 2 1 14.10 41.80 4.69 7.70  69.00 23.00 3.00 1.00
47 2 1 13.70 41.90 4.45 8.30 63.00 32.00 . .50
48 2 2 13.20 37.30 3.94 6.80 60.00 36.00 1.00 1.00
81 3 1 13.10 40.00 4.56 5.00 58.00 36.00 1.00 5.00
82 3 2  14.50 44.00 4.32 5.50 64.00 28.00 1.00 7.00
83 3 2 14,70 45,00 5.06 6.50 67.00 26,00 3.00 4.00
84 3 1 14.00 42.00 4.70 10.40 53.00 43,00 2.00 2.00
85 3 2 14,00 43.00 4.80 7.60 56.00 38.00 2.00 4,00
86 3 1 14,10 42.00 4.70 3.50 45.00 42.00 2.00 7.00
87 3 2 14.10 43.00 4.89 7.50 70.00 24.00 4.00 2.00
88 3 2 13.10 39.00 4.41 10.00 66.00 27.00 2.00 5.00
89 3 1 14.10 43.00 4.81 8.10 72.00 20.00 4.00 4.00
90 3 1 13.60 40.00 4.35 7.00 72.00 22.00 1.00 5.00
91 3 1 12.50 38.00 4.30 5.80 55.00 33.00 3.00 8.00
92 3 1 11.20 36.00 4.16 5.20 66.00 26.00 2.00 5.00
93 3 2 15.30 46.00 5.16 6.20 53.00 35.00 7.00 4.00
94 3 2 15.60 47.00 5.28 3.30 66.00 27.00 2.00 5.00
95 3 1 13.00 38.00 4.32 5.40 63.00 29.00 2.00 6.00
96 3 2 13.40 42.00 4.73 4.50 62.00 31.00 4.00 3.00
97 3 1 11.80 38.00 4.01 18,50 80.00 8.00 .00 2.00
98 3 1 13.40 42.00 4.75 7.20 65.00 25.00 3.00 3.00
99 3 2 13.60 40.00 4.55 6.40 36.00 50.00 12.00 2.00
100 3 2 13.50 42.00 4.713 6.50 65.00 29.00 2.00 4.00
121 3 1 16.00 49.00 5.40 4.70 56.00 29.00 8.00 6.00
122 3 1 13.90 43.00 4.80 6.40 67.00 26.00 4.00 3.00
"octr. 1 = Montreal = Pointe Claire 3 = Rio de Janeiro
' Tx Group 1= RBX 2 = PBO
Abbreviations:
HGB Hemoglobin WBC White Blood Cells EOS. Eosinophils
HCT  Hematocrit NEUT. Neutrophils MONO. Monocytes

RBC Red Blood Cells LYMP. Lymphocytes
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat. ctr.! TX
No No. Group HGB HCT RBC WBC NEUT. LYMP, EOS. MONO.
123 3 2 14,50 44.00 4.90 4.70 63,00 31.00 4.00 2.00
124 3 2 14.30 43.00 4.80 5.20 62.00 33.00 4.00 1.00
125 3 1 14.00 43.00 4.80 4.30 51.00 42.00 3.00 3.00
126 3 2 16.00 49.00 5.40 9.70  71.00 27.00 1.00 1.00
127 3 1 15.20 45.00 5.10 6.40 40.00 53.00 4.00 2.00
128 3 1 15.00 45.00 5.20 8.70 65.00 31.00 1.00 3.00
129 3 2 14.90 44.00 5.20 6.00 52.00 44.00 1.00 3.00
130 3 2 14,40 43.00 5.00 7.60 62.00 34.00 2.00 2.00
131 3 1 14,40 43.00 4.%0 5.20 59.00 36.00 2.00 3.00
133 3 2 13.80 42.00 4.90 7.90 61.00 33.00 2.00 4.00
141 3 2 14,30 42.00 4.80 6.50 60,00 37.00 2.00 1.00
142 3 2 14.50 44.00 4.90 5.20 81.00 17.00 1.00 1.00
143 3 1 13.60 40.00 4.50 4,60 62.00 34.00 2.00 2.00
144 3 1 14.50 43.00 5.10 6.00 63.00 33.00 1.00 2.00
145 3 1 15.50 45,00 5.20 5.90 53.00 41,00 4.00 1.00
146 3 2 12.00 36.00 4.10 7.10  76.00 18.00 2.00 4.00
147 3 2  14.40 45.00 4.70 5.90 55.00 41.00 1.00 3.00
148 3 1 12.50 38.00 4.60 4.20 69.00 29.00 1.00 1.00
149 3 1  13.00 38.00 4.60 7.30 65.00 32.00 1.00 2.00
150 3 2 13,70 40.00 4.70 5.80 57.00 41.00 1.00 1.00
151 3 2  14.00 41.00 4.60 7.10 70,00 28.00 1.00 1.00
153 3 1 14.00 42.00 4.90 6.90 66.00 30.00 1.00 3.00
" ocotr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Tx Group 1 =RBX 2=PBO

Abbreviations:
HGB  Hemoglobin WBC White Blood Celis EOS. Eosinophils
HCT  Hematocr it NEUT. Neutrophils MONO., Monocytes
RBC Red Blood Cells LYMP. Lymphocytes

214
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat. ctr.! T4

No.  No. Group BASO  PLATE. NA+ K+ CL- CA++  PO4 SGOT
1 1 1 1.00 387.00 141.00 4.30 103.00 2.61 1.01 42.00
2 1 2 .00 405.00 137.00 4.20 99.00 2.42 1.02 16.00

16 1 2 .00 391.00 140.00 4.60 102.00 2.39 1.23 23,00
17 1 1 .00 323.00 141.00 4.20 106.00 2.27 1.04 14.00
3 2 1 1.00 263.00 141.00 4.20 104.00 2.21 84 17.00
32 2 1 .00 203.00 144.00 4.10 109.00 2.31 1.07 12.00
33 2 2 .00 194,00 143.00 4.00 105.00 2.26 %0 11.00
34 2 2 .20 245,00 144.00 4.40 105.00 2.38 1.11  19.00
35 2 2 .20 251.00 143.00 3.50 105.00 2.24 79 14,00
46 2 1 .00 303.00 143.00 4.30 105.00 2.45 1.00 14.00
47 2 1 . 360.00 139.00 4.60 104.00 2.22 1.18 15.00
48 2 2 . 319.00 142.00 4,20 105.00 2.22 1.35 -12.00
81 3 1 .00 295.00 136.00 4.10 98.00 9.00 4.00 10.00
82 3 2 -00 241,00 140.00 3.80 102.00 8.80 3.00 14.00
83 3 2 .00 262.00 143.00 4.50 95.00 9.00 2.50 25.00
84 3 1 .00 240.00 140.00 4.50 102.00 8.80 2.80 7.00
85 3 2 .00 230.00 140.00 4.30 100.00 8.80 2.50 19.00
86 3 1 .00 205.00 140.00 4.60 105.00 9.40 2,90 25.00
87 3 2 .00 305.00 136.00 3.80 102.00 9.00 3.00 11.00
88 3 2 .00 445.00 136.00 4.70 94.00 .10 3,70 15.00
89 3 1 .00 239.00 139.00 3.60 100.00 8.80 3.00 15.00
80 3 1 .00 215.00 135.00 3.80 100.00 8.80 2.50 13.00
91 3 1 1.00 225,00 135.00 3.70 99.00 8.80 2.50 15.00
92 3 1 1.00 210.00 138.00 4.00 100.00 9.00 2.70 10.00
93 3 2 1.00 225.00 140.00 4.10 98.00 8.00 2.80 8.00
94 3 2 .00 255,00 136.00 4.10 103.00 12.10 3.70 12.00
95 3 1 .00 208,00 140.00 4.10 102.00 8.90 2.70 5.00
96 3 2 .00 240,00 141.00 4.20 103.00 8.50 3.20 12.00
97 3 1 .00 285.00 135,00 5.10 102.00 8.80 2.50 40.00
98 3 1 .00 230.00 138.00 3.80 100.00 8.80 2.50 10.00
99 3 2 .00 245.00 135.00 4.10 105.00 9.00 2.70 11.00
100 3 2 .00 235.00 138.00 4.20 96.00 8.90 2.50 18.00
3 1 9.10

1.00 248.00 137.00 3.50 94.00 3.50  12.00

toctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
LI % Group 1 =RBX 2 = PBO
Abbreviations:
BASO  Basophils K+ Phosphorous PO4
PLATE FPlatelet Count CL- Chlorine SGOT Aspartate Amino
NA+ Sodium CA++ Calcium Transferase
215
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

pat. ctr.! T¢

No. No. Group BASO  PLATE. NA+ K+ CL- CA++ PO4 SGOT
122 3 1 .00 229.00 135.00 3.90 93.00 8.%0 4.00 14.00
123 3 2 .00 225.00 140.00 3.80 97.00 8.90 2.70 18.00
124 3 2 .00 240.00 141.00 4.10 100.00 8.80 2.80 10,00
125 3 1 1.00 246.00 142.00 4.40 102,00 8.90 2.9 20.00
126 3 2 .00 225.00 134.00 3.90 90.00 10.10 3.%0 25.00
127 3 1 1.00 226.00 142.00 4.60 100.00 8.80 2,70 13.00
128 3 1 .00 260.00 139.00 4.70 97.00 8.80 2.70 15.00
129 3 2 .00 250.00 142,00 3.90 100.00 9.50 4.10 12.00
130 3 2 .00 228.00 139.00 4.40 100.00 9.10 4.10 17.00
131 3 1 .00 236.00 140.00 4.40 100.00 9.50 3.70 12.00
133 3 2 .00 236.00 141.00 4.20 92.00 8.80 2.90 14.00
141 3 2 .00 238.00 138.00 4.00 95.00 9.10 3.30 9.00
142 3 2 .00 240.00 136.00 3.60 96.00 9.60 4.20 18.00
143 3 1 .00 237.00 143.00 4.20 105.00 8.%0 4.50 27.00
144 3 1 1.00 230.00 138.00 4.40 102.00 9.20 3.20 12.00
145 3 1 1.00 256.00 139.00 4.30 98.00 10.20 5.00 12.00
146 3 2 .00 240.00 140.00 3.90 100.00 9.90 3.90 15.00
147 3 2 .00 242.00 139.00 4.50 97.00 8.90 4.10 17.00
148 3 1 .00 238.00 140.00 3.80 98.00 9.00 3.00 11.00
149 3 1 .00 320.00 141.00 4.50 102.00 8.80 2.50 8.00
150 3 2 .00 340.00 142.00 4.50 103.00 9.30 3.30 10.00
151 3 2 .00 290.00 142.00 4.60 102.00 10.20 5.00 19.00
153 3 1 .00 236.00 137.00 4.60 100.00 8.80 2.60 12.00
[ T 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
' Tx Group 1= RBX 2 = PBO
Abbreviations:
BASO  Basophils K+ Phosphorous PO4
PLATE Platelet Count CL~ Chlorine SGOT Aspartate Amino
NA+ Sodium CA++ Calcium Transferase
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

pat. ctr.! ™ BLOOD  ALK. WRIC  TOT.
No. No. Group SGPT Yy GT  SUGAR PHOS. BUN CREAT. ACID BILI,

57.00 62.00 5.30 87.00 81.00 457.00 11.00

1 1 7.00

2 1 2 14.00 32.00 8.80 90.00 4.10 72.00 299.00 9.90
16 1 2 26.00 16.00 4,70 71.00 7.40 61.00 274.00 10.90
17 1 1 11.00 41.00 4,70 51.00 4.80 74.00 274.00 7.90
31 2 1 17.00 24.00 5.10 125.00 3,70 83.00 361.00 6.00
32 2 1 7.00 4.00 4.30 76.00 4.50 102,00 256.00 5.00
33 2 2 8.00 . 4,60 85.00 4.50 93.00 396.00 14.00
34 2 2 29.00 . 5.80 . 6.60 127.00 495.00 5.00
35 2 2 7.00 10.00 5.00 15.00 6.40 131.00 437.00 9.00
46 2 1 7.00 6.00 5.40 . 6.80 75.00 187.00 10.00
a7 2 1 8.00 16.00 5.60 61.00 3.30 95.00 236.00 4.30
48 2 2 5.00 10.50 86.00 4.90 101.00 196.00 6.00
81 3 1 9.00 5.00 100.00 22.00 22.00 .90 3.60 .70
82 3 2 25.00 26.00 75.00 50.00 5.00 .80 5.60 .70
83 3 2 27.00 24.00 93.00 39.00 31.00 .50 7.30 .70
84 3 1 5.00 8.00 87.00 24.00 8.00 .70 3.50 .50
85 3 2 18.00 8.00 86.00 34.00 18.00 .60 3.30 .90
86 3 1 38,00 25.00 56.00 34.00 5.00 .90 4.10 .50
87 3 2 38.00 4.00 76.00 20.00 23.00 .70 4.60 .60
88 3 2 35.00 20.00 55.00 27.00 8.00 .50 4.80 .10
89 3 1 19.00 20.00 84.00 26.00 23.00 .50 2.60 .70
90 3 1 23.00 18.00 87.00 24.00 4.00 .70 5.60 .70
91 3 1 17.00 11.00 81.00 28.00 22.00 .80 5.40 .60
92 3 1 12.00 18.00 91.00 36.00 4.00 .80 3.20 .60
93 3 2 32.00 47.00 178.00 37.00 38.00 .50 6.20 2.00
94 3 2 10.00 17.00 89.00 27.00 2.00 1.10 4.00 1.20
95 3 1 10.00 9.00 95.00 22.00 30.00 .90 3.50 .70
96 3 2 15.00 26.00 50.00 47.00 5.00 .80 3.70 .20
97 3 1 16.00 44.00 103.00 37.00 21.00 .70 3.20 .80
98 3 1 13.00 11.00 95.00 25.00 0.00 .80 3.40 .60
99 3 2 12.00 35.00 85.00 33.00 15.00 .80 4.40 .40

100 3 2 26.00 38.00 85.00 38.00 1.00 1.00 4.80 .20

121 3 1 35.00 38.00 88.00 28.00 34.00 .90 5.00 1.00

122 3 1 22.00 39.00 82.00 34.00 7.00 .90 6.40 .50

123 3 2 22.00 28.00 84.00 28.00 25.00 .80 6.00 1.00

124 3 2 13.00 12.00 73.00 34.00 0.00 1.20 4.80 1.20

' octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

' Tx Group 1= RBX 2 = PBO

Abbreviations:

SGPT Alanine ALK, Alkaline CREAT.  Creatinine

Aminotransferase PHOS.  Phosphatase TOT. Total
Y @T BUN Urea Nitrogen BILI. Bilirubin
217
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 1

Pat. ctr.' T¢ BLOOD  ALK. URIC TOT.
No.  No. Group SGPT Y GT SUGAR  PHOS. BUN  CREAT. ACID BILI.

26.00 40.00 79.00 24.00 24.00 .60
13.00 22.00 89.00 28.00 6.00 .90
9.00 8.00 91.00 38.00 17.00 .50
13.00 7.00 78.00 28.00 4.00 .90
19.00 13.00 77.00 34.00 37.00 1.10
15.00 20.00 96.00 25.00 8.00 .60

125 3 1 28.00 11,00 82.00 25.00 32.00 .90 3.80 .80
126 3 2 33.00 4.00 83.00 33.00 6.00 .90 3.00 .60
127 3 1 14.00 13.00 96.00 28.00 28.00 .80 3.30 .50
122 3 1 22.00 39.00 82.00 34.00 7.00 .90 6.40 .50
123 3 2 22.00 28.00 84,00 28,00 25.00 .80 6.00 1.00
124 3 2 13.00 12.00 73.00 34.00 0.00 1.20 4.80 1.20
125 3 1 28.00 11.00 82.00 25.00 32.00 .90 3.80 .90
126 3 2 33.00 4.00 83.00 33.00 6.00 .90 3.00 .60
127 3 1 14,00 13.00 96.00 28.00 28.00 .80 3.30 .50
128 3 1 33.00 43.00 89.00 25.00 8.00 1.00 6.20 .60
129 3 2 13.00 8.00 89.00 30.00 40.00 .80 4.40 .60
130 3 2 13.00 12.00 78.00 20.00 7.00 .90 3.80 1.10
131 3 1 13.00 10.00 93.00 25.00 39.00 .90 4.40 .90
133 3 2 31.00 21,00 79.00 19.00 0.00 .80 5.80 .60
141 3 2 13.00 10.00 95,00 23.00 13.00 .50 3.00 1.20
142 3 2 9.00 6.00 - 82.00 32.00 6.00 .60 3.20 .80
143 3 1 27.00 5.00 83.00 46.00 19.00 .50 2.50 .70
144 3 1 15.00 8.00 101.00 20.00 6.00 1.00 3.90 .60
145 3 1 12.00 10.00 84.00 33.00 38.00 .80 3.70 .80
146 3 2 16.00 8.00 87.00 32.00 1.00 90 3.00 .60

3 2 4.10

3 1 3.10

3 1 3.30

3 2 3.20

3 2 4.90

3 1 3.50

" octr. 1 = Montreal 2 = Pointe Claire 3 = Rioc de Janeiro
' Tx Grouwp 1 =RBX 2= PBO
Abbreviations:
SGPT Alanine ALK. Alkaline CREAT. Creatinine
Aminotransferase PHOS.  Phosphatase TOT. Total
Y Gr BUN Urea Nitrogen BILI. Bilirubin
218
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat. ctr.! T¢ DIR.  TOT. BLOOD GLOBUL INS:
No.  No. Group BILI. PROT. ALBU. CHOL. TRIG. a-1 a-2 8

1 1 1 .00 71.00 41.00 5.64 .95 3.00 16.00 13.00

2 1 2 1.20 70,00 38.00 6.54 3.09 3.00 13.00 12.00
16 1 2 .50  72.00 39.00 5.53 1.13

17 1 1 .00 59,90 38.00 6.39 1.68 . . .
31 2 1 .00 70.00 42.00 6.00 .05 3.00 7.00 8.00
32 2 1 . 59.00 42.00 5.01 .78 3.00 4.00 7.00
33 2 2 66.00 43.00 5.33 1.04 3.00 4,00 7.00
34 2 2 75.00 45.00 5.33 3.31 4.00 7.00 9.00
35 2 2 74,00 48.00 6.02 1.25 3.00 4.00 8.00
46 2 1 . 71.00 45.00 5.30 1.26 4.00 4.00 6.00
47 2 1 . 67.00 46.00 7.49 1.74 3.00 8.00 10.00
48 2 2 . 61.00 35.00 4.84 1.00 3.00 5.00 8.00
81 3 1 .20 7.20 4,20 100.00 38.00 4.00 7.00 12.00
82 3 2 .20 6.40 3.50 166.00 82.00 5.00 7.00 12.00
83 3 2 .20 6.90 3.70 272.00 181.00 3.00 10.00 14.00
84 3 1 .10 8.10 4.40 150,00 66.00 9.00 7.00 12.00
85 3 2 .20 6.60 3.60 208.00 73.00 4.00 7.00 12.00
86 3 1 .30 7.20 4.60 159.00 90.00 4.00 7.00 12.00
87 3 2 .20 7.50 4.20 135.00 38.00 6.00 8.00 13.00
88 3 2 .20 7.40 4.00 177.00 39.00 6.00 9.00 13.00
89 3 1 .20 7.80 4.20 282.00 89.00 4.00 7.00 13.00
90 3 1 .30 7.10 4.10 201.00 105.00 5.00 7.00 12.00
81 3 1 .10 6.80 3.50 138.00 58.00 4.00 7.00 12.00
92 3 1 .10 6.90 4.30 183.00 91.00 4.00 7.00 12.00
93 3 2 .80 8.00 4.00 180.00 141.00 4.00 7.00 14.00
94 3 2 .40 8.10 5.00 130.00 39.00 4.00 7.00 12.00
95 3 1 .20 7.10 4.30 174.00 44.00 4.00 7.00 12.00
96 3 2 .50 7.30 4.50 168.00 60.00 5.00 7.00 12.00
97 3 1 .20 7.20 4,80 161.00 76.00 5.00 7.00 13.00
98 3 1 .20 6.80 4,20 167.00 60.00 5.00 7.00 12.00
99 3 2 1.80 7.60 4.80 158,00 106.00 7.00 11.00 15.00
100 3 2 .60 7.50 4.30 191.00 70.00 5.00 7.00 15.00
121 3 1 .40 6.60 4.40 191.00 60.00 4.00 8.00 12.00

" ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Jameiro

' Tx Group 1= RBX 2= PBO

Abbreviations:

DIR. Direct TOT. Total BLOOD Blood

BiILI. Biliruhin PROT.  Protein ALBU. Albumin

CHOL. . Cholesterol TRIG. Triglycerides
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Pat. ctr.! ™  DIR. TOT.  BLOOD GLOBUL INS:
No. No.  Group BILI. PROT. ALBU. CHOL. TRIG. a-1 a2 8

122 3 1 .10 8.30 4.60 231.00 296.00 6.00 3.00 14.00
123 3 2 .30 7.10 3.70 293.00 120.00 5.00 7.00 13.00
124 3 2 .40 7.10 4.40 186.00 97.00 4.00 7,00 13.00
125 3 1 .20 7.10 3.60 184.00 89.00 7.00 11.00 14.00
126 3 2 .10 7.50 4,20 215.00 145.00 6.00 8.00 14.00
127 3 1 1.00 6.80 3.50 195.00 148.00 4.00 7.00 12.00
128 3 1 .10 6.60 3.80 262.00 133.00 4.00 7.00 13.00
123 3 2 .20 7.60 4.10 140.00 36.00 4.00 8.00 13.00
130 3 2 .40 7.00 3.60 173.00 74.00 6.00 9.00 14.00
131 3 1 .20 6.50 4.10 200.00 44.00 5.00 8.00 13.00
133 3 2 .10 6.80 4.50 254.00 195.00 4.00 7.00 12.00
141 3 2 .30 7.00 3.80 213.00 80.00 6.00 8.00 12.00
142 3 2 .20 7.10 4,00 166,00 79.00 4.00 7.00 13.00
143 3 1 .10 6.50 3.80 219.00 67.00 4.00 7.00 12.00
144 3 1 .20 7.00 3.80 332.00 115.00 7.00 10.00 13.00
145 3 1 .20 7.00 3.80 276.00 142.00 4.00 7.00 12.00
146 3 2 .10 6.10 3.40 206.00 116.00 7.00 11.00 13.00
147 3 2 .40 7.60 3.80 229.00 71.00 4.00 8.00 13.00
148 3 1 .20 7.50 4.20 184.00 84.00 4.00 7.00 12.00
149 3 1 .30 6.70 3.60 253.00 97.00 4.00 7.00 12.00
150 3 2 .30 7.40 3.80 196.00 99.00 5.00 7.00 13.00
151 3 2 .30 6.30 3.20 227.00 106.00 7.00 12.00 15.00
153 3 1 .30 7.50 4.30 296.10 106,00 6.00 11.00 14.00
ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

1 Tx Group 1= RBX 2= PBO
Abbreviations:
DIR. Direct TOT. Total BLOCD Blood

BILI. Bilirubin PROT. Protein ALBU. Albumin

CHOL.. Cholesterol TRIG. Triglycerides
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Pat. ctr.! T Globulins: ALT/AST
No. No. Group = T3 T4 TSH HBS A AIDS Non-HEP.!
1 1 1 13.00 .26 75.00 1.50 1 1 .
2 1 2 14.00 .28 112.00 .50 1 1 1
16 1 2 . .26 135.00 .30 1
17 1 1 . . . . . .
31 2 1 11.00 .96 77.00 .56 1 1
32 2 1 7.00 78 96.00 2.17 . :
33 2 2 5.00 81 85.00 84 1 . .
34 2 2 13.00 1.10 136.00 1.89 0 1 1
35 2 2 11.00 90 105.00 2.30 0 1 1
46 2 1 7.00 87 107.00 77 1 1 1
47 2 1 6.00 28 118.00 1.30 1 1 1
48 2 2 10.00 . . 1 1 1
81 3 1 15.00 1.30 7.00 1.10 1 1 1
82 3 2 15.00 1.05 6.00 50 1 1 1
83 3 2 16.00 1.30  10.20 48 1 1 1
84 3 1 15.00 1.20 6.20 3.20 1 1 1
85 3 2 15,00 1.55 7.00 2.50 1 1 1
86 3 1 15.00 1.45 7.00 3.20 1 1 1
87 3 2 15.00 1.10 9.00 2.80 1 1 1
88 3 2 17.00 1.30 8.50 22 1 1 1
89 3 1 15.00 1.20 8.00 2.90 1 1 1
90 3 1 15.00 1.15 5.80 2.60 1 1 1
91 3 1 15.00 1.10 6.40 22 1 1 1
92 3 1 16.00 1.30 7.00 1.10 1 1 1
93 3 2 15.00 1.60 8.00 1.70 1 1 1
94 3 2 15.00 1.40 6.40 1.80 1 1 1
95 3 1 15.00 1.40 9.00 22 1 1 1
96 3 2 16.00 1.20 10.00 48 1 1 1
97 3 1 16.00 1.30 11.00 .50 1 1 1
98 3 1 17.00 2.00 9.00 5.20 1 1 1
99 3 2 21.00 1.15 8.00 4.50 1 1 1
100 3 2 16.00 1.30 12.50 2.00 1 1 1
Ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Tx Group 1 =RBX 2 =PBO
HBS ag/AIDS/Non-HEP 1 = Negative 0 = Positive
Abbreviations:
T3 HBS AG ALT/AST
T4 Thyroxine AIDS NON-HEP,

TSH Thyrotropin (Thyroid-stimulating Hormone)

221

100



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

pat. ctr.! T Globulins: ALT/AST
No. No. Group T T3 T4 TSH HBS AG AIDS  Non-HEP.
121 3 1 17.00 1.15 6.40 1.80 1 1 1
122 3 1 17.00 1.80 7.70 5.30 1 1 1
123 3 2 21,00 1.30 9.50 5.20 1 1 1
124 3 2 16.00 1.50 8.50 2.70 1 1 1
125 3 1 22.00 1.20 8.50 5.00 1 1 1
126 3 2 20.00 1.70 7.20 5.20 1 1 1
127 3 1 15.00 1.35 8.50 2.40 1 1 1
128 3 1 15.00 1.00 7.70 13.00 1 1 1
129 3 2 15.00 . . . 1 1 1
130 3 2 17.00 1.30 7.80 .30 1 1 1
131 3 1 19.00 1.30 9.00 2.00 1 1 1
133 3 2 16,00 1.00 5.60 3.40 1 1 1
141 3 2 16.00 1.50 7.50 1.00 1 1 1
142 3 2 15.00 1.45 7.20 5.00 1 1 1
143 3 1 16.00 1.20 8.80 5.50 1 1 1
144 3 1 20.00 1.20 7.70 2.00 1 1 1
145 3 1 15.00 1.10 8.50 1.20 1 1 1
146 3 2 19.00 85 6.20 .60 1 1 1
147 3 2 15.00 1.70 12.00 1.20 1 1 1
148 3 1 15.00 1.30 8.00 2.70 1 1 1
149 3 1 16.00 1.90 11.50 .30 1 1 1
150 3 2 16.00 88 5.40 1.50 1 1 1
151 3 2 22.00 75 6.50 2.00 1 1 1
153 3 1 21.00 1.55 10.00 10 1 1 1
" ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Tx Group 1=RBX 2= PBO

! HBS ag/AIDS/Non-HEP 1 = Negative 0 = Positive

Abbreviations:

T3 HBS AG ALT/AST

T4  Thyroxine AIDS NON-HEP .

TSH Thyrotropin (Thyroid-stimulating Hormone)
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Pat. ctr.! T Specific
No. No. Group Gravity Albumin  Sugar RBC WwBeC

1 1 1 1.014 - - - 0-3
2 1 2 1.020 - - 3-5 0-3
16 1 2 1.015 - - - 0-3
17 1 1 1.030 - - - 0-3
31 2 1 1.020 - - - -
32 2 1 1.025 - - - 0-1
33 2 2 1.020 0 0 0-1 0-1
34 2 2 1.010 - - - -
35 2 2 1.020 - - - -
46 2 1 .
47 2 1 1.015 0001+ neg trace 55-60
48 2 2 1.015 00000 00000 20-30 00-03
81 3 1 1.010 ++ - 2a4  35a40
82 3 2 1.028 + - 1a2 1a2
83 3 2 1.022 + - 1a2 1a3
84 3 1 1,020 + - 2a4 2a4
85 3 2 1.017 + - - 2a4
86 3 1 1.020 + - =0 =0
87 3 2 1.020 + - 1a2 2a4
88 3 2 1.025 + - 1a2 3a5
89 3 1 1.022 + - = 1a2
90 3 1 1.016 + - - 1a2
91 3 1 1.022 + - = 1a2
92 3 1 1.025 + - = =0
93 3 2 1.020 + - = 2a4
94 3 2 1.025 ++ - 1a3  15a20
95 3 1 1.012 + - = 1a2
96 3 2 1.016 + - 4a6 1a2
97 3 1 1.011 + - = =0
98 3 1 1.014 + - = 2a4
99 3 2 1.010 + - 1a2 2a4
100 3 2 1.013 + - 1a2 =0
121 3 1 1.028 + - - -
122 3 1 1.015 + - - -
123 3 2 1.021 + - 1a2 -
124 3 2 1.017 + - - -
ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
' Tx Group 1=RBX 2= PBO
Abbreviations:
RBC Red Blood Cells WBC White Blood Cells
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Pat. ctr.! TX Specific
No.  No. Group Gravity Albumin  Sugar RBC WBC

125 3 1 1.010 + - - -
126 3 2 1.019 + - - -
127 3 1 1.015 + - - -
128 3 1 1.018 + - - -
129 3 2 1.023 + - 1a2 -
130 3 2 1.013 + - 1a2 -
131 3 1 1.019 + - 1a2 -
133 3 2 1.015 + - - -
141 3 2 1,006 + - 1a2 -
142 3 2 1.021 + - - -
143 3 1 1.020 + - - -
144 3 1 1.012 + - - -
145 3 1 1.013 + - 1a2 -
146 3 2 1.012 + - - -
147 3 2 1.010 + - 1a3 8a10
148 3 1 1.022 + - 2a4 -
149 3 1 1.010 + - - -
150 3 2 1.007 + - - -
151 3 2 1.024 + - - -
153 3 1 1.021 + - - -
' ctr, 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Tx Group 1 =RBX 2 =PBO

Abbreviations:
RBC Red Blood Cells WBC White Blood Cells
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pat. ctr.! T¥
No. No. Group Important Prior Disease

High Blood Pressure/Arthritis/Gout

2 Hemicolectomy-'87

16 Appendectomy/Hysterectomy

17 Appendectomy/Hysterectomy/General Surgery
31

32

33

34 Malaria-age 10

35 High Blood Pressure

46

47 'T7 C-Section/'85 Tubal Ligation
48

81

82

NI —m 2 N =2 PRI R —a 3 s e PORND 2 N 2 NIRI 2 D) et a3 PO PP b et NI N)

[e2]
(o]
WWWWWWWWWWWWWWWWWWWLWNRNRRARRNRRNN -

Hemicolectomy-'87

Ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Tx Group 1 =RBX 2 =PRO
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Pat. ctr.! T¥¢
No. No. Group Important Prior Disease

f—ry
w
w
WWWWwWwWWwWWWwWwWwWwWwwwowwwwwwww
RN A S RN S NN SRR S S N = NN s

"octr. 1
t Tx Group 1

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
RBX 2 = PBO
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ENCLOSURE 15

Total Population:
HAMD Total Scores (From Day 0 to Day 14)
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HAMD Tota) Score:
Pat. Ct:r.l Tx % % £ %
No. No. Gr-oupz Pay 0 Day 4 changeJ Day 7 Change Day 10 Change Day 14 Change

35,00 32,00 8.57 33.00 5,71 26,00 25.71 34,00 2.86

125

1 1
2 1 2 37.00 27.00 27.03 . . . . .

i6 1 2 35,00 39,00 -11.43 47.00 -34.29 . . .

1 1 1 39.00 27.00 30,77 19,00 51.28 . . . .
31 2 1 27.00 34,00 -25.93 34,00 -25.93 32,00 ~18,52 35,00 -29.63
32 2 1 27.00 12,00 55.56 13,00 51,85 11,00 59.26 21,00 22.22
33 2 2 34,00 32,00 5.88 33,00 2.84 33.00 2,94 26.00 23,53
34 2 2 31.00  27.00 12.80  17.00 45,16 22,00 29,03 18.00 41.94
35 2 2 36.00 28,00 22,22 33.00 8.33 . . 25.00 30.56
46 2 1 34.00 25,00 26.47 38,00 -11.76 30.00 11.76 . .
47 2 1 31,00 13.00 58.06 6.00 80.65 5.00 83.87 4.00 87.10
48 2 2 22.00 18.00 18.18 8.00 63.64 20,00 9.09 22.00 .00
81 3 1 34,00 36.00 ~5.88 33.00 2.94 27.00 20.59 23,00 32.35
82 3 2 34,00 36.00 -5.88 34.00 .00 34,00 .00 34,00 .00
83 3 2 38,00 31.00 18.42  34.00 10,53 31.00 18.42 29.00 23.68
84 3 1 37.00 38.00 -2.70  32.00 13,51 31,00 16.22 24,00 35.14
85 3 2 33.00 32.00 3.03  33.00 .00 33.00 .00 32,00 3.03
86 3 1 37.00 38.00 -2.70  234.00 8.11 28.00 24,32 23.00 37.84
87 3 2 41,00 39.00 4.88 38.00 7.32  38.00 7,32 39.00 4,88
88 3 2 40,00  39.00 2,50 38,00 5.00 35.00 12,50 32,00 20.00
88 3 1 41,00 37.00 9.76 32.00 21.95 28,00 31.71 29.00 29,27
90 3 1 33.00 34.00 12,82 27.00 30,77 29.00 25.64 22,00 43,59
91 3 1 43.00 40.00 6.98 34.00 20,93 27,00 37.21 16.00 62,79
92 3 1 41,00 38.00 7.32  30.00 26.83 25.00 39.02 19,00 53.66
83 3 2 36.00 35.00 2.78  33.00 8.33 28,00 22,22 17.00 52,78
94 3 2 42.00 44.00 -4,76  43.00 -2.38 42.00 .00 40,00 4,76
95 3 1 37.00 31.00 16.22 28.00 24,32 24.00 35.14 18.00 51.35
96 3 2 41.00 39.00 4.88 35,00 14.63 33,00 19.51 30.00 26.83
97 3 1 34,00 32,00 5.88 24,00 29.41 19.00 44,12 15.00 55,88
88 3 1 41,00 39,00 4,88 33,00 19,51 32,00 21.85 26,00 36.59
89 3 2 38.00 37.00 2,63 38.00 .00 35.00 7.89 36,00 5,26
100 3 2 37.00 41.00 -10.81 40.00 -8,11 40,00 -8.11 40,00 -8.11
121 3 1 35.00 31.00 11.43 33,00 5.71 31.00 11,43 29,00 17.14
122 3 1 36.00 31.00 13,89 29,00 19,44 23,00 35.11 15.00 58.33
123 3 2 30.00 31.00 -3.33  26.00 13.33  23.00 23.33 21.00 30,00
124 3 2 34,00 31.00 8.82 26.00 23,53 25.00 26.47 25,00 26.47

3 1

35.00 37.00 -5.71  31.00 11.43 26,00 25.71 18,00 45,71

!

ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeire
Tx Group 1=RBX 2 =PBO
Change is calculated from Day 0 228
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HAMD Total Score:

Pat. Ctr.‘ Tx % % % %
No. No. Grcmp2 Day 0 Day 4 <Change ©Day 7 Change Day 10 Change Day 14 Change
126 3 2 34,00 29.00 14,71 24.00 28.41 25,00 26,47 16.00 52,94
127 3 1 38.00 37.00 2,63 31.00 18,42 28.00 26.32 23.00 39.47
128 3 1 37.00 35,00 5.41 27.00 27,03 22,00 40.54 14,00 62,16
129 3 2 36.00 33.00 8.33 36.00 .00 32,00 11.11 30.00 16.87
130 3 2 33.00 28.00 15.15  24.00 27.27  28.00 15.15 29.00 12,12
131 3 1 34,00 33.00 2.94 31.00 8.82 33.00 2.94 32.00 5.88
133 3 2 32,00 29.00 9.38 25.00 21.88 30,00 6,25 28,00 12.50
141 3 2 30,00 26.00 13.33  23.00 23.33 21,00 30.00 19,00 36.87
142 3 2 35.00 35,00 .00 31.00 11.43 31,00 11.43 31.00 11.43
143 3 1 39.00 38,00 2,56 36.00 7.69 31,00 20.51 21.00 48.15
144 3 1 38.00 35.00 7.89 26.00 31,58 18.00 52.63 12,00 68.42
145 3 1 37.00 36.00 2,70 32,00 13,51 28,00 24,32 24,00 35,14
146 3 2 34.00 31.00 8.82 31,00 8.82 32.00 5.88 30.00 11.76
147 3 2 31.00 32.00 -3.23 30.00 3.28 32,00 -3.23 32,00 -3.23
148 3 1 32.00 28.00 12,50 26,00 18,75 22.00 31.25 19,00 40.63
149 3 1 31.00 29,00 6,45 31.00 .00 36.00 -16.13 30.00 3.23
150 3 2 33.00 34,00 -3.03 32.00 3.03 28.00 15.15 24.00 27.27
151 3 2 35,00 33.00 5,71 31.00 11.43 31,00 11.43 30.00 14.29
153 3 1 35.00 37.00 -5.71  35.00 .00 34.00 2.86 26.00 25.71
! Ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiroe
Tx Group 1 = RBX 2 = PBO
Change is calculated from Day 0 22 S
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ENCLOSURE 16

Analytic Cohort:
Characteristics of the Two Treatment Groups
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Reboxetine Treatment Group

History: Present Episode:
At Admission to Study: No. of Form Subform | 1lness
Pat. Ctr.' Height Weight Onset Prior Precip. of Dur

of .
No. No. Sext Age (eom) (kg) Age Episodes Stress' Onset' |1lness (months)

T 1 50 177 88 50 1 2 3 29633 3
31 2 1 46 178 m 44 4 2 2 29633 3
32 2 1 30 172 80 23 1 1 3 29632 8
46 2 0 42 158 43 34 . 1 2 29630 2
47 2 0 38 162 53 7 20 2 2 29630 2
81 3 1 34 156 50 34 0 1 2 29620 4
84 3 1 33 150 42 27 2 1 2 29630 3
8 3 1 38 169 74 38 0 2 2 29620 6
83 3 1 49 160 75 49 0 1 2 29620 8
30 3 1 24 162 52 24 0 2 1 29620 3
91 3 0 37 165 62 37 0 1 2 29620 4
92 3 0 43 160 55 30 5 1 3 29630 4
85 3 0 48 164 63 48 0 1 3 29620 1
97 3 0 30 163 58 30 0 1 1 29620 1
98 3 0 26 168 51 26 0 1 2 29620 10

121 3 1 38 173 75 36 1 1 1 29630 4
122 3 1 34 180 82 34 0 1 1 29620 3
125 3 1 39 186 70 30 1 1 2 29630 6
127 3 1 41 180 63 47 0 1 2 29620 9
128 3 1 42 169 7 35 6 1 1 29630 2
131 3 1 25 166 55 19 5 1 1 29630 2
143 3 0 58 160 52 58 0 2 1 29620 2
144 3 0 50 165 68 35 10 1 1 29630 5
145 3 0 52 157 n 52 0 1 1 29620 4
148 3 0 50 158 60 50 0 1 3 29620 12
148 3 0 58 161 60 30 8 1 3 29630 4
183 3 0 57 158 45 57 0 1 2 29620 4

" ctr, 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

Abbreviations:

No. = Number

Precip. = Precipitating 23
Dur. = Duration

1
1
1
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Placebo Treatment Group

History: Present Episode:
At Admission to Study: No. of Form Subform 111ness
Pat. ctr.' Height Weight Onset Pricr Precip. of of Dur.

No. No. SeXx Age (cm) (kg) Age Episodes Stress' Onset' [llness’ (months)

33 2 1 53 180 85 25 5 1 2 29630 6
4 2 1 46 165 80 32 10 1 1 29630 2
3B 2 1 54 166 74 25 6 2 3 29630 9
82 3 1 33 176 78 33 0 1 1 29620 5
83 3 1 20 156 58 20 0 1 1 29620 2
85 3 1 47 159 59 40 3 1 2 29630 4
87T 3 1 27 160 51 27 0 2 1 29620 10
g 3 1 37 160 59 32 2 1 1 29620 8
93 3 0 51 170 72 40 4 1 2 29630 4
94 3 0 29 174 60 29 0 3 1 29620 8
9% 3 0 55 163 48 42 7 1 2 29630 2
99 3 0 18 160 47 18 0 3 1 29620 4
100 3 0 34 166 62 34 2 1 3 29630 12
123 3 1 41 164 61 30 5 1 1 29630 3
124 3 1 41 172 72 28 8 1 1 29630 1
126 3 1 32 174 66 32 0 1 1 29620 3
128 3 1 26 178 77 26 0 1 1 29620 3
130 3 1 40 180 80 25 8 1 3 29630 5
133 3 1 47 178 72 46 0 1 2 29620 4
141 3 0 43 173 70 32 2 2 2 29630 2
142 3 0 25 167 56 24 0 3 1 29620 10
146 3 0 58 150 44 58 0 1 2 29620 S
147 3 0 40 150 55 40 0 1 1 29620 3
150 3 0 52 168 68 40 10 1 3 29630 9
151 3 0 48 163 58 48 0 3 1 29620 1

' ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

Abbreviations:
No. = Nuwber
Precip. = Precipitating 232
Dur. = Duration
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ENCLOSURE 17

Analytic Cohort:
Course | (Duration and Premature Discontinuation)
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Reboxetine Group

% Change
Day 0
To Final
Pat. ctr.' Trial Premat.l Non.!  HAMD Adver.! int.’ W/Drew
No,  No. Duration Discon. Resp. Score React. 111, Con.
1 1 30 1 1 8.57 0 0 0
31 1 42 0 48,15 0 0 0
32 4 30 1 . 48.15 1 0 0
46 4 14 1 1 11.76 0 0 0
47 4 42 0 0 93.55 0 0 0
81 7 42 0 0 73.53 0 0 0
84 7 42 0 0] 78.38 0 0 0
86 7 42 0 0 72.97 0 0 0
89 7 42 0 0 73.17 0 0 0
90 7 42 0 0 82.05 0 0 0
91 7 42 0 0 86.05 0 0 0
92 7 42 0 0 78.05 0 0 0
95 7 42 0 0 89,19 0 0 Q
97 7 42 0 0 85.29 0 0 0
98 7 42 0 0 85.37 0 0 o]
121 7 42 0 0 22.86 0 0 0
122 7 42 0 0 83.33 0 0 0
125 7 42 0 0 85.71 0 0 0]
127 7 42 0 s} 84,21 0 4] 0
128 7 42 0 0 89,19 0 0 Q
131 7 21 1 1 -14.71 0 0 0
143 7 42 0 0 76.92 0 0 0
144 7 42 0 8] 86.84 0 0 0
145 7 42 0 0 70.27 0 0 0
148 7 42 0 0 81.25 Q 0 0
149 7 42 0 0 -25.81 0 0 o]
153 7 42 0 0 54.29 0 0 0
' octr, 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! premat.Discon. 0 = No 1= Yes (Premature Discontinuation)
! Non.Resp. 0 = No 1= Yes (Non-Response/Clinical Deterioration)
! Adver.React. 0 =No 1= Yes (Adverse Reaction)
S oint. 111, 0 =No 1= Yes (Intercurrent |1lness)
¥ W/Drew Con. 0 =No 1= Yes (Withdrew Consent)
(-) indicates worsening (deterioration) 231
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Placebo Group

% Change

Day O

To Final
Pat. ctr.' Trial Premat.! Non.  HAMD Adver.! iInt.} W/Drew
No. No. Duration Discon. Resp. Score React. 111, Con.
33 4 15 1 1 23.53 0 0 0
34 4 17 1 0 41.94 1 0 0
35 4 21 1 1 5.56 0 0 0
82 7 21 1 1 -26.47 0 0 0
83 7 42 0 0 34.21 0 0 0
85 7 21 1 1 -21.21 0 0 0
87 7 21 1 1 -12.20 0 o] 0
88 7 42 0 0 37.50 0 0 0
93 7 42 0 0 66.67 0 0 0
94 7 21 1 1 - 7.14 0 0 g
96 7 42 0 0 73.17 0 0 0
99 7 21 1 1 - 7.89 0 0 0
100 7 21 1 1 -18.92 0 0 0
123 7 42 0 0 56.67 0 0 0
124 7 42 0 0 - 8.82 0 0 0
126 7 42 0 0 79.41 0 0 0
129 7 21 1 1 - 2.78 0 0 0
130 7 21 1 1 -24.24 0 0 0
133 7 21 1 1 -12.50 0 0 0
141 7 42 0 0 33.33 0 0 0
142 7 21 1 1 -17.14 0 0 0
146 7 21 1 1 -11.76 0 0 0
147 7 21 1 1 -19.35 0 o] 0
150 7 42 0 0 78.79 0 0 0
151 7 21 1 1 ~14.29 0 0 0
" ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Premat.Discon. 0= No 1 = Yes (Premature Discontinuation)
! Non.Resp. 0 = No 1= Yes (Non-Response/Clinical Deterioration)
* Adver.React. 0 =No 1= Yes (Adverse Reaction)
Soint. 100, 0 =No 1=Yes (Intercurrent |1lness)
¥ W/Drew Con. 0 =No 1= Yes (Withdrew Consent)
(-) indicates worsening (deterioration) 235
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ENCLOSURE 18

Analytic Cohort:
Course || (Compliance, Other Therapy & Life Events)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Took Prescribed Medication, Non-Pharmacological Treatment
and Life Events for Total Population

Took Meds. Non-

As Pharmacol. Significant
pat. otr.! T Prescribed Treatment Life Events
No. No. Group Yes/No' Yes/No Yes/No

1 1 1 1 0 0

2 1 2 0 0 0
16 1 2 0 0 0
17 1 1 1 0 0
3 2 1 1 1 0
32 2 1 1 0 ¢]
33 2 2 1 0 0
34 2 2 1 0 0
35 2 2 1 0 0
46 2 1 1 0 0
47 2 1 1 0 0
48 2 2 1 0 0
81 3 1 1 0 0
82 3 2 1 0 0
83 3 2 1 o] 0]
84 3 1 1 0 8}
85 3 2 1 0 Q
86 3 1 1 0 0]
87 3 2 1 0 0
88 3 2 1 0 0
89 3 1 1 0 0
90 3 1 1 0 0
91 3 1 1 0 0
92 3 1 1 0 0
93 3 2 1 0 0
94 3 2 1 0 0
95 3 1 1 0 0
96 3 2 1 o] 0
97 3 1 1 0 0
98 3 1 1 0 0
99 3 2 1 0 0
100 3 2 | o] 0
121 3 1 1 0 0
122 3 1 1 0 o]
123 3 2 1 0 0
124 3 2 1 Q 0
'octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Tx Group 1 = Reboxetine 2 = Placebo
Y Yes/No 1=Yes 0=No
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Took Prescribed Medication, Non-Pharmacological Treatment
and Life Events for Total Population

Took Meds. Non-
As Pharmacol. Significant
Pat. ctr.! T¢ Prescribed Treatment Life Events
No. No. Group Yes/No' Yes/No Yes/No

125
126
127
128
129

131
133
141
142
143
144
145
146
147
148
149
150

WWWWWWwwwwwwwWwW—wwwwwww
EHION = a NR e = N PRI 2 PNR — — N —
b b e b e e o ek b ek e ok ok ea ek s
OO COQCOODODODO0O0OCO0OO0OOO0O0OOO O
COO0OQCO0OOOO0CO0O0O0O0O0O00O0O0D0D

153

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Reboxetine 2 = Placebo
Yes 0 = No

Tx Group 1
Yes/No 1
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 19

Analytic Cohort:
Treatment Record | (Drugs)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Treatment Medication Record
Reboxetine Treatment Group

Morning Dose: Scheduled - Day 1, 1 Cap., Days 2-42, 2 Caps.
Given -

Pat. DAY: 111111111122222222233333333333444

No. 1 23456789012345678901234567890123456789012

22222222222222222222222222222. . oo oo

1
31 1 22222222222222022222222222222222222222222
32 1 22222222222222222222222222222. ...,
46 1 2222222222222, .. ..y
4T 1 22222222222222222222222222222222222222222
81 1 22222222222222222222222222222222222222222
84 1 22222222222222222222222222222222222222222
86 1 22222222222222222222222222222222222222222
89 1 22222222222222222222222222222222222222222
90 1 22222222222222222222222222222222222222222
81 1 22222222222222222222222222222222222222222
92 1 22222222222222222222222222222222222222222
85 1 22222222222222222222222222222220222222222
97 1 22222222222222222222222222222222222222222
98 1 22222222222222222222222222222222222222222
121 1 22222222222222222222222222222222222222222
122 1 22222222222220222222222222222222222222222
125 1 22222222222222222222222222222222222222222
127 1 22222222222222222222222222222222222222222
128 1 22222222222222222222222222222222222222222
131 1 22222222222222222222. .\ v innnennnns
143 1 22222222222222222222222222222222222222222
144 1 22111111111111222222222222222222222222223
145 1 22222222222222222222222222222222222222222
148 1 22222222222222222222222222222222222222222
149 1 22222222222222222222222222222222222222222
1583 1 22222222222222222222222222222222222222222
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Evening Dose: Scheduled - Days 1~2 2 Caps., Days 3-42, 3 Caps.
Given -
Pat. DAY: 111111111122222222223333333333444 Dur. Reason for
No. 12 3456789012345678901234567890123456789012 (dys) Discontinuation

1 2 2 3333333322222222222222222222............ 30 Lack of therap. response
31 2 2 3333333333333333333333333333333333333333 42 Completed

32 2 2 333333333333333333333333333............. 23  Adverse reaction

46 2 2 333033333333, ...t 14  Lack of therap. response
47 2 2 3333333333333333333333333333333333333333 42 Completed

81 2 2 3333333333333333333333333333333333333333 42 Completed

84 2 2 3333333333333333333333333333333333333333 42 Completed

86 2 2 3333333333333333333333333333333333333333 42 Corpleted

89 2 2 3222233333332222222333333333333333333333 42 Completed

80 2 2 3333333333333333333333333333333333333333 42 Completed

91 2 2 3333333333333333333333333333333333333333 42 Corpleted

92 22 3333333333333333333333333333333333333333 42 Completed

95 2 2 3333333333333333333333333333333333333333 42 Comp leted

97 22 3333333333333333333333333333333333333333 42 Completed

98 2 2 3333333333333333333333333333333333333333 42 Completed
121 2 2 3333333333333333333333333333333333333333 42 Comwpleted
122 2 2 3333333333333333333333333333333333333333 42 Conpleted
125 2 2 3333333333333333333333333333333333333333 42 Completed
127 2 2 3333333333333333333333333333333333333333 42 Completed
128 2 2 3333333333333333333333333333333333333333 42 Completed
131 22 3333333333333333333. .. 00ciiiiiinannnann. 21 Lack of therap. response
143 2 2 3333333333333333333333333333333333333333 42 Completed
144 2 2 2222222222222222222222222233333333333333 42  Completed
145 2 2 3333333333333333333333333333333333333333 42 Completed
148 2 2 3333333333333333333333333333333333333333 42 Completed
149 2 2 3333333333333333333333333333333333333333 42 Campleted

22

3333333333333333333333333333333333333333 42 Completed

~o
£
—_
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Treatment Medication Record
Placebo Treatment Group

Morning Dose: Scheduled - Day 1, 1 Cap., Days 2-42, 2 Caps.
Given -

Pat. DAY: 111111111122222222233333333333444

No. 1 23456789012345678901234567890123456789012

33 1 2222222222222, . i e
34 1 2222222222222222222. ... .iiiiiiiiiiiinaans
35 1 22222222222222222222. ... .eiiiiiiiiiiienns
82 1 22222222222222222222.......iiiiiiiiininns
83 1 22222222222222222222222222222222222222222
85 1 22222222222222222222........cciieiiinnnns
87 1 22222222222222222222........cciiiniiiinnnn
88 1 22222222222222222222222222222222222222222
93 1 22222222222222222222222222222222222222222
94 1 22222222222222222222.......iuiiniiiiniinnns
96 1 22222222222222222222222222222222222222222
99 1 22222222222222222222........c.iiiiniiaan..
100 1 22222222222222222222.......c0iiinnnnnnninn
123 1 22222222222222222222222222222222222222222
124 1 22222222222222222222222222222222222222222
126 1 22222222222222222222222222222222222222222
129 1 22222222222222222222..... . .iiieiinninnnis
130 1 22222222222222222222. ... v iiiiinninnnann
133 1 22222222222222222222. ... vihiiiiiiiinane,
141 1 22222222222222222222222222222222222222222
142 1 22222222222222222222. ... .ciiiiiiiininen,
148 1 22222222222222222222.....00iiiiiiiiinanns
147 1 22222222222222222222. ... ..iiiiiiiinnan,
150 1 22222222222222222222222222222222222222222
151 1 22222222222222222222. ... 0iiiiiiiiiiinn,

242
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Pat.
No.

FCE 20124/706 i

Evening Dose: Scheduled - Days 1-2 2 Caps., Days 3-42, 3 Caps.
Given -

DAY:

1

2

111111111122222222223333333333444  Dur.
3456789012345678901234567890123456789012 (dys) Discontinuation

Reason for

RNRRORRRNNDNNNNNNRNRNDRODNDNRPPRNNRNNRNNRND NN
RPN RN MNRDRPRDNDNRRANNNNRNNRNND NN

333333333333, 10t e
333333333333333333. ...t
3333333333333333333. .. o
3333333333333333333. ...
3333333333333333333333333333333333333333
3333333333333333333. ..
3333333333333333333. .00 ieiiri i
3333333333333333333333333333333333333333
3333333333333333333333333333333333333333
3333333333333333333. .0 v i
3333333333333333333333333333333333333333
3333333333333333333. . ...t ii e
3333333333333333333. .0 iiiiv i
3333333333333333333333333333333333333333
3333333333333333333333333333333333333333
3333333333333333333333333333333333333333
3333333333333333333. .. ...
3333333333333333333. ..t
3333333333333333333. ...t e
3333333333333333333333333333333333333333
3333333333333333333. ... ..
3333333333333333333. . ..ot
3333333333333333333. ...
3333333333333333333333333333333333333333
3333333333333333333. ... e

243
122

Lack of therap.

response

Adverse reaction

Lack of therap.
Lack of therap.

Comp leted

Lack of therap.
Lack of therap.

Comp Teted
Completed

Lack of therap.

Completed

Lack of therap.
Lack of therap.

Camp leted
Completed
Completed

Lack of therap.
Lack of therap.
Lack of therap.

Completed

Lack of therap.
Lack of therap.
Lack of therap.

Completed

Lack of therap.

response
response

response

response

response

response
response

response
response
response

response
response
response

response
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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ENCLOSURE 20

Analytic Cohort:
Treatment Record |1 (Schedule & Duration)

2h
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

AM. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation
001 1 2 12 5 89 12 5 89 1
2 2 12 6 839 12 6 89 1
2 3 12 7 88 12 14 89 8
2 2 12 15 89 1 3 90 20 Nonh-response
(Dose reduction: from Day 11 [12/15/89] for urinary retention)
Total Days in Trial: 30
a31 1 2 11 22 89 11 22 89 1
2 2 11 23 89 11 23 89 1
2 3 11 24 89 1 2 90 40 Comp leted
Total Days in Trial: 42
032 1 2 1 19 90 1 19 90 1
2 2 1 20 90 1 20 90 1
2 3 1 21 90 2 16 90 27
2 - 2 17 90 2 17 90 1 Hypomania
Total Days in Trial: 30
046 1 2 7 18 90 7 18 90 1
2 2 7 19 80 7 19 90 1
2 3 7 20 90 7 22 90 3
2 - 7 23 90 7 23 90 1
2 3 7 24 90 7 31 90 8 Non-response
(Omission of p.m. dose on: Day 6)
Total Days in Trial: 14
047 1 2 10 18 90 10 18 90 1
2 2 10 19 90 10 19 90 1
2 3 10 20 90 11 28 90 40 Completed
Total Days in Trial: 42
081 1 2 10 7 89 10 7 83 1
2 2 10 8 89 10 8 89 1
2 3 10 9 83 11 17 89 40 Camp leted

Total Days in Trial: 42

2h3
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 1

Reboxetine Treatment Group

AM., P.M, Treatment Dates:
Pat. Dose Dose From: To: Duration Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation

084 1 2 10 7 89 10 7 89 1
2 2 10 8 89 10 8 89 1

2 3 10 9 89 1 17 89 40 Comp leted
Total Days in Trial: 42
(0513 1 2 10 7 89 10 7 89 1
2 2 10 8 89 10 8 89 1

2 3 10 9 89 11 17 89 40 Completed
Total Days in Trial: 42
089 1 2 10 7 8% 10 7 89 1
2 2 10 8 89 10 8 89 1
2 3 10 9 8% 10 9 89 1
2 2 10 10 89 10 13 89 4
2 3 10 14 89 10 20 89 7
2 2 10 21 89 10 27 89 7

2 3 10 28 8% 11 17 89 21 Comp leted

(Dose reduction from Day 4 [10/10/88] for four days for tremors)

(Dose reduction from Day 15 [10/21/89] for seven days for insomnia)

Total Days in Trial: 42
090 1 2 10 7 89 10 7 89 1
2 2 10 8 89 i0 8 89 1

2 3 10 9 89 11 17 89 40 Completed
Jotal Days in Trial: 42
091 1 2 11 15 89 11 15 8% 1
2 2 11 16 89 11 16 88 1

2 3 11 17 898 12 26 89 40 Comp leted
Total Days in Trial: 42
032 1 2 11 15 89 11 15 89 1
2 2 11 16 89 1 16 89 1

2 3 11 17 89 12 26 89 40 Comp ieted

Total Days in Trial: 42

246
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

AM. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration  Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation

095 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 83 1

2 3 11 17 89 12 26 89 40 Completed
Jotal Days in Trial: 42
097 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1

2 3 11 17 89 12 26 89 40 Completed
Total Days in Trial: 42
098 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1

2 3 11 17 89 12 26 89 40 Completed

Total Days in Trial: 42

121 1 2 4 14 8% 4 14 89 1
2 2 4 15 89 4 15 89 1

2 3 4 16 89 5 25 89 40 Comp leted
Jotal Days in Trial: 42
122 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1

2 3 4 17 89 5 26 89 40 Completed
Total Days in Trial: 42
125 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1

2 3 4 17 89 5 26 89 40 Completed
Total Days in Trial: 42
127 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1

2 3 4 17 89 5 26 89 40 Camp leted

Jotal Days in Trial: 42
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

AM. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation
128 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1
2 3 5 20 89 6 28 89 40 Completed

TJotal Days in Trial: 42

131 1 2 6 1 89 6 1 89 1
2 2 6 2 89 6 2 83 1
2 3 6 3 89 6 21 89 19 Non-response
Total Days in Trial: 21
143 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1
2 3 4 17 89 5 26 89 40 Camp leted
Total Days in Trial: 42
144 1 2 5 18 89 5 18 89 1
2 2 5 19 8% 5 20 89 2
1 2 5 21 89 6 1 89 12
2 2 6 2 89 6 14 89 13
2 3 6 15 89 6 28 89 14 Completed
(Dose reduction from Day 3 [5/20/89] for 1 day for vomiting)

Total Days in Trial: 42

145 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1

2 3 5 20 89 6 28 89 40 Completed
Total Days in Trial: 42
148 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1

2 3 5 20 89 6 28 89 40 Completed
Total Days in Trial: 42
149 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1

2 3 5 20 89 6 28 89 40 Completed

Total Days in Trial: 42
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

AM. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discont inuation
153 1 2 6 1 89 6 1 89 1
2 2 6 2 89 6 2 89 1
2 3 6 3 89 7 12 89 40 Completed

Total Days in Trial: 42

249
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group

AM. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation
033 1 2 3 9 90 3 9 92 1
2 2 3 10 90 3 10 90 1
2 3 3 11 90 3 22 90 12 Non-response
Total Days in Trial: 14
034 1 2 7 11 90 7 11 90 1
2 2 7 12 90 7 12 90 1
2 3 7 13 90 7T 30 90 18 Agitation
Total Days in Trial: 20
Q35 1 2 8 29 90 8 29 90 1
2 2 8 30 90 8 30 90 1
2 3 8 31 90 9 18 90 19 Non-response
Total Days _in Trial: 21
082 1 2 10 7 89 10 7 839 1
2 2 10 8 89 10 8 89 1
2 3 10 9 89 10 27 89 19 Non-response
Jotal Days in Trial: 21
083 1 2 10 7 89 10 7 89 1
2 2 0 8 89 10 8 89 1
2 3 10 9 89 11 17 89 40 Comp leted
Total Days in Trial: 42
085 1 2 10 7 83 10 7 89 1
2 2 10 8 89 10 8 89 1
2 3 10 9 89 10 27 89 19 Non-response
Total Days in Trial: 21
087 1 2 10 7 89 10 7 89 1
2 10 8 89 10 8 89 1
2 3 10 9 89 10 27 89 19 Non-response

Total Days in Trial: 21

238
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group

AM. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation
088 1 2 10 7 89 10 7 89 1
2 2 10 8 89 10 8 89 1
2 3 M0 9 89 11 17 89 40 Comp leted

Total Days in Trial: 42

093 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1
2 3 11 17 89 12 26 89 40 Completed
Total Days in Trial: 42
094 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1
2 3 11 17 89 12 5 89 19 Non-response
Total Days in Trial: 21
096 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1
2 3 11 17 89 12 26 89 40 Comp leted
Total Days in Trial: 42
099 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1
2 3 11 17 89 12 5 8% 18 Non-response
Total Days in Trial: 21
100 1 2 11 15 89 11 15 89 1
2 2 11 16 89 11 16 89 1
2 3 11 17 8% 12 5 89 19 Non-response
Total Pays in Trial: 21
123 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1
2 3 4 17 89 5 26 89 40 Comp leted

Jotal Days in Trial: 42

251
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group

A.M. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duratijon Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation
124 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1
2 3 4 17 89 5 26 89 40 Completed

Total Days in Trial: 42

126 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1
2 3 4 17 89 5 26 89 40 Completed
Total Days in Trial: 42
129 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1
2 3 5 20 89 6 7 89 19 Non-response
Total Days in Trial: 21
130 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1
2 3 5 20 89 6 7 89 19 Non-response
Total Days in Trial: 21
133 1 2 6 1 89 6 1 89 1
2 2 6 2 89 6 2 89 1
2 3 6 3 8% 6 21 89 19 Non-response
Jotal Days in Trial: 21
141 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1
2 3 4 17 89 5 26 89 40 Comp leted
Total Days_in Trial: 42
142 1 2 4 15 89 4 15 89 1
2 2 4 16 89 4 16 89 1
2 3 4 17 89 5 5 89 19 Non-response

TJotal Days in Trial: 21

~o
on
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 201247706 i

Placebo Treatment Group

A.M. P.M. Treatment Dates:
Pat. Dose Dose From: To: Duration  Reason for
No. (cps) (cps) mo dy yr mo dy yr (days) Discontinuation

146 1 2 5 18 89 5 18 89 1
2 2 5 19 89 5 19 89 1
2 3 5 20 89 6 7 89 19 Non-response
Total Days in Trial: 21
147 1 2 6 22 89 6 22 89 1
2 2 6 23 89 6 23 89 1
2 3 6 24 89 7 12 89 19 Non~response
Total Days in Trial: 21
150 1 2 6 1 89 6 1 89 1
2 2 6 2 89 6 2 89 1
2 3 6 3 89 7 12 89 40 Comp leted
Total Days in Trial: 42
151 1 2 6 1 89 6 1 89 1
2 2 6 2 89 6 2 89 1
2 3 6 3 89 6 21 89 19 Non-response

Total Days in Trial: 21
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 21

Analytic Cohort:
HAMD in the Two Treatment Groups
(1tem and Total Scores)

234
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Reboxetine Treatment Group

Total
Score

Items

Pat. Per.

1234567891011 12 13 14 15 16 17 18a 18b 19 20 21

(dy)

No.
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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ENCLOSURE 22

Analytic Cohort: Therapeutic Profile
(Depressed Mood, Insomnia, Activities, Anxiety
& Somatic Symptoms)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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Variable 1 - Depressed Mood

Reboxetine Group

Pat. ctr.'
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

1 1 4.00 3.00 4.00 3.00 3.00 2.00 4.00

17 1 4.00 3.00 2.00 . . . .

3 2 3.00 4.00 4.00 4.00 4.00 3.00 3.00 3.00 2.00
32 2 4.00 2.00 .00 .00 4.00 3.00 1.00 . .
46 2 4.00 3.00 4.00 4.00 . . . .

47 2 4.00 2.00 .00 .00 .00 .00 1.00 .00 .
81 3 3.00 3.00 3.00 2.00 2.00 1.00 .00 .00 .00
84 3 3.00 3.00 3.00 2.00 2.00 2.00 1.00 1.00 .00
86 3 4.00 4.00 4.00 4.00 3.00 2.00 2.00 1.00 1.00
89 3 4.00 4.00 3.00 3.00 2.00 2.00 1.00 1.00 1.00
90 3 4.00 4.00 3.00 3.00 2.00 1.00 1.00 .00 .00
91 3 3.00 3.00 3.00 2.00 1.00 1.00 .00 .00 .00
92 3 4.00 4,00 3.00 2.00 2.00 1.00 .00 .00 .00
95 3 4.00 4.00 4.00 3.00 2.00 1.00 1.00 .00 .00
g7 3 4.00 4.00 3.00 3.00 2.00 1.00 1.00 .00 .00
98 3 4.00 4.00 3.00 3.00 2.00 2.00 .00 .00 .00
121 3 4.00 4.00 4.00 3.00 3.00 3.00 3.00 3.00 3.00
122 3 3.00 3.00 3.00 2.00 1.00 1.00 1.00 .00 a0
125 3 3.00 3.00 3.00 2.00 2.00 2.00 1.00 1.00 00
127 3 4.00 4.00 3.00 3.00 2.00 3.00 2.00 1.00 .00
128 3 3.00 3.00 2.00 2.00 1.00 .00 .00 .00 .00
131 3 3.00 3.00 3.00 3.00 3.00 4.00 . . .
143 3 4.00 4.00 3.00 2.00 2.00 2.00 2.00 1.00 1.00
144 3 4.00 4.00 3.00 2.00 2.00 1.00 1.00 1.00 .00
145 3 3.00 3.00 3.00 2.00 2.00 2.00 2.00 1.00 1.00
148 3 4.00 4.00 3.00 3.00 2.00 1.00 .00 .00 .00
149 3 3.00 3.00 3.00 4.00 3.00 3.00 4.00 3.00 4.00
153 3 3.00 3.00 3.00 3.00 3.00 2.00 2.00 2.00 1.00

" octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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Variable 1 - Depressed Mood
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Variable 2 - Insomia
Reboxet ine Group

pat. ctr.
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

1 1 2.00 1.33  2.00 1.33 2.00 1.67 2.00

17 1 2.00 1.67 .33 . . . . . .
31 2 1.67 1.00 2.00 2.00 1.67 2.00 .67 1.67 1.33
32 2 1.00 .00 .67 .87 .33 .67 1.00

46 2 2.00 1.687 1.33 2.00 . . .

47 2 2.00 .33 .67 .67 .67 2.00 .00 .00

81 3 1.67 1.67 2.00 1.33 1.33 1.00 .67 1.00 67
84 3 2.00 1.67 1.33 1.33 1.00 1.00 1.00 .67 .B7
86 3 1.67 2.00 1,00 .67 .67 .67 .33 .33 .33
89 3 1.33  1.00 1.00 .67 2.00 1.00 .67 .67 33
90 3 1.67 1.33 1.00 1.33 1.33 1.00 .67 .67 1.00
91 3 2.00 1.67 1.67 1.00 .87 .67 .33 .67 .33
92 3 1.67 1.67 1.67 1.33 1.00 1.00 1.00 1.00 1.00
95 3 2.00 1.67 1.33 1.33 1.00 1.00 67 67 33
97 3 .33 33 .33 33 .00 00 00 33 00
98 3 2,00 2.00 1.87 1.67 1.33 .87 67 67 67
121 3 1.67 1.87 1.87 1.67 1.33 1.33 1.00 1.33 1.00
122 3 1.67 1.33 1.33 1.00 1.00 67 67 67 &7
125 3 1.67 2.00 2.00 1.67 .67 67 33 33 33
127 3 2,00 2.00 1.33 1.33 1.00 67 67 33 33
128 3 1.67 1.33 1.00 .67 .33 33 33 33 33
131 3 1.67 1.33 1.67 1.67 1.33 2.00
143 3 1.67 1.67 1.67 1.33 1.00 67 33 33 33
144 3 1.33 1.00 .87 .67 .33 33 33 00 33
145 3 1.67 1.67 1.67 1.00 1.00 1.00 1.00 67 67
148 3 1.00 67 67 67 .67 33 .33 33 33
149 3 1.33  1.00 1.33 2.00 1.33 1.67 1.33 1.00 2.00
153 3 1.33 1.33 1.00 1.33 1.00 1.00 1.00 33 67
' ctr. 1 =Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Variable 2 - Insomnia

Placebo Group

Pat. ctr.'
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42
2 1 1.67 1.00
16 1 2,00 1,00 2.00 . . .
33 2 2,00 2.00 2.00 2.00 1.00 1.00
34 2 1.33  2.00 .00 .00 .00 . .
35 2 1.67 1.67 1.00 . 1.33 1.33 1.33 . .
48 2 1.33 .00 .00 1.00 1.00 .00 .33 .00 .00
82 3 1.67 1.67 1.67 1.33 1.33 2.00 . . .
83 3 1.33  2.00 1.67 1.67 2.00 1.67 1.67 1.67 1.33
85 3 1.33  1.67 1.67 1.33 1.33 2.00 . .
87 3 1.67  1.67 1.867 1.67 1.33 2.00 . . .
88 3 1.67 1.67  1.67 1.33 1.33 1.33 1.33 1.33 1.33
93 3 2.00 1.67 1.67 1.33 1.00 1.00 1.00 1.00 1.00
94 3 1.67 2.00 1.67 1.67 1.67 2.00 . . .
96 3 1.67 1.67 1.67 1.33 1.67 1.67 1.00 1.00 .67
99 3 1.67 1.67 1.67 1.67 1.67 2.00 . . .
100 3 1.67  1.67 1.67 1.67 1.87 2.00 . . .
123 3 1.67 2.00 1.67 1.33 1.67 1.00 .67 1.00 .67
124 3 1.67 2.00 1.67 1.67 2.00 1.67 1.67 2.00 2.00
126 3 1.67  1.67 1.67 2.00 1.00 .67 .87 .67 .67
129 3 2.00 1.67 2.00 1.67 1.67 2.00 . . .
130 3 1.67 1.33 1.00 1.33 1.67 2.00 .
133 3 1.67 1.33 1.33 1.67 2.00 2.00 . . .
141 3 1.33  1.33  1.00 1.00 .67 1.00 1.00 1.33 1.33
142 3 2.00 2.00 1.67 1.67 2.00 2.00 . .
146 3 2.00 1.67 1.33 1.67 1.67 2.00
147 3 1.67 1.67 1.33 1.33 1.33 1.67 . . .
150 3 1.67 1.33 1.33 1.33 1.33 1.00 .67 .33 .33
151 3 1.33  1.67  1.67 1.33 1.33 2.00 . . .

Ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
78
155
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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Variable 3 - Activities
Reboxetine Group

Pat. Ctr.
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

1 1 1.50 2.00 1.50 1.50 1.50 .50 1.50

17 1 2.00 1.50 1.50 . . . . . .
31 2 2,00 2.00 2.00 2.00 2.00 2.00 1.50 .50 .50
32 2 2.50 2.00 1.50 1.50 2.00 2.00 .50

46 2 2,00 2.00 2.00 2.00 . . . .

47 2 2.00 1.50 .50 .50 .00 .50 .00 .50 .
81 3 2.50 2.50 2.50 2.50 1.50 1.50 .50 .00 .00
84 3 3.50 3.50 3.00 3.00 2.00 1.50 1.00 .50 .00
86 3 3.50 3.50 3.00 2.50 2.00 1.50 1.00 .50 .50
89 3 3.00 3.00 2.00 2.00 1.50 1.50 1.00 .50 .00
90 3 3.00 2.50 2.00 1.50 2.00 1.00 .50 .50 .00
91 3 2.00 1.50 1.50 1.00 .50 .50 .00 .00 .00
92 3 3.50 3.50 2.50 2.00 1.50 1.00 .00 .00 .00
95 3 1.50 1.50 1.50 1.00 .50 .50 .50 .00 .50
97 3 3.50 3.50 3.00 2.00 2.00 1.00 .00 .00 .00
98 3 3.50 3.50 3.00 2.50 2.00 1.50 .50 .00 .00
121 3 3.50 3.50 3.50 3.50 3.00 2.50 3.00 2.50 2.50
122 3 3.50 3.50 2,50 2.50 1.50 1.50 1.00 .50 .50
125 3 3.00 3.00 3.00 2.50 2.00 1.50 1.50 1.00 .50
127 3 3.00 3.00 2.50 2.50 2,00 2.00 1.50 1.00 .50
128 3 3.00 3.00 2.50 1.50 1.50 1.00 1.00 .50 .00
131 3 2.50 2.50 2.50 3.50 3.50 3.50 . . .
143 3 3.00 3.00 3.00 3.00 2.00 1.50 1.50 1.50 1.50
144 3 3.50 3.50 2.50 2.50 1.50 1.00 1.00 .50 .50
145 3 3.50 3.00 2.50 2.50 2.00 1.50 1.50 1.50 1.00
148 3 3.50 3,00 3.00 2.50 2.50 1.50 .50 1.00 .50
149 3 3.00 3.00 3.00 3.00 2.50 3.00 2.50 2.50 3.50
153 3 2.00 2,00 2.00 1.50 1.50 1.50 1.50 1.00 1.00

' octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Variable 3 - Activities
Placebo Group

Pat. ctr.'
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

2 1 2.00 1.50 .

16 1 3.50 3.50 4.00 .
33 2 2.00 2.00 3.00 3.00 2.00 2.00 .
34 2 2.00 1.50 3.00 3.00 3.00 .
35 2 1.50 2.00 2.00 . 1.50 2.00 . .
48 2 1.50 1.50 1.00 1.50 1.50 2.00 1.00 .50 50
82 3 1.50 2.00 2.00 2.00 2.00 2.00 .
83 3 3.50 2.00 3.00 2.50 2.00 2.00 1.50 1.50 1.50
85 3 3.00 3.00 3.00 3.00 3.00 3.50 .
87 3 2.00 1.50 1.50 1.50 2.00 2.00 . . .
88 3 3.50 3.50 3.50 3.50 2.50 2.00 1.50 1.50 2.00
a3 3 3.00 2.50 2.50 2.00 1.50 1.00 .00 .50 .00
94 3 3.50 3.00 3.50 3.50 3.50 3.50 .
96 3 3.00 2.50 2.00 2.00 2.00 2.00 1.50 1.00 50
93 3 3.00 3.50 3.80 3.00 3.50 3.50
100 3 2.50 2.50 2.50 2.50 2.50 3.00 . .
123 3 3.50 3.50 3.00 2.50 2.50 2.00 2.00 2.00 1.50
124 3 3.50 3.00 3.00 3.00 3.00 3.00 3.00 .00 3.50
126 3 3.50 3.00 2.50 2.50 2.00 2.00 1.50 1.00 1.00
129 3 2.00 1.50 2.00 2.00 1.50 2.00
130 3 3.00 3.00 2.50 2.50 2.50 3.50
133 3 2.00 2.00 1.50 1.50 2.00 2.00 . . .
141 3 3.00 3.00 3.00 2.50 2.00 2.00 1.50 1.50 2.00
142 3 2,00 2,00 2.00 2.00 2.00 2.00 .
146 3 3.50 3.50 3.50 3.00 3.00 3.50 .
147 3 3.00 2.50 3.00 2.50 3.50 3.50 . . .
150 3 2.00 2.00 2.00 2.00 1.50 1.50 1.00 .50 .50
151 3 3,50 3.00 2.50 3.00 3.00 3.50 .
' ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Variable 4 - Anxiety
Reboxetine Group

Pat. Ctr.
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

1 1 2.00 2.00 2.00 2.00 2.00 2.00 2.00

17 1 2.00 .00 1.00 . . . . . .
31 2 1.00 2.50 2.50 2.50 2.50 1.00 1.50 1.50 1.00
32 2 1.50 .50 .50 .50 1.50 1.00 .50 .
46 2 3.00 1.50 3.50 2.50 . . . . .
47 2 2.00 1.50 .00 .00 .00 .50 .00 .50 .
81 3 2.50 2,50 2.50 2.00 1.50 1.50 1.00 1.50 1.00
84 3 2,50 3.00 3.00 2.50 2.00 2.00 1.50 1.00 1.00
86 3 3.00 2.50 2.50 2.00 2.00 2.00 2.00 1.50 1.50
89 3 2.50 2.50 1.50 2.00 2.00 1.50 1.00 1.00 1.50
90 3 3.00 2.50 2.00 2.50 1.50 2.00 1.00 1.00 1.00
91 3 3.00 3.00 2.00 2.00 1.50 1.50 1.50 1.50 50
92 3 2.50 2.00 2.00 1.50 1.50 1.50 1.00 50 .50
95 3 2.50 2.00 1.50 1.50 1.50 1.50 1.00 50 50
97 3 2.50 2.50 2.00 1.50 1.50 1.00 1.00 1.00 1.00
98 3 2.00 2.50 2.00 2.00 1.50 1.50 1.00 50 50
121 3 2,00 2.00 1.50 1.50 1.00 50 1.50 1.50 1.50
122 3 2.00 1.00 1.50 1.50 1.00 1.00 1.00 50 1.00
125 3 3.00 2.50 2.00 1.50 1.00 1.00 1.00 1.00 1.00
127 3 2.50 2.00 1.50 1.00 1.50 1.50 1.00 00 1.00
128 3 3,00 3.00 2.00 2.00 2.00 1.00 1.00 1.00 1.00
131 3 2.50 2.50 2.00 2.00 2.00 2.50 . .
143 3 2,50 2.50 2.00 2.00 1.50 1.50 1.50 1.50 1.50
144 3 2,00 2.00 2.00 1.50 1.00 1.00 1.00 1.00 1.00
145 3 2.50 3.00 2.00 2.00 2.00 2.00 2.00 1.50 1.00
148 3 1.50 1.50 1.50 1.50 1.00 1.00 1.00 1.00 1.00
143 3 2,50 2.00 2.50 2.00 2.00 1.50 2.00 1.50 2.50
153 3 1.00 1.50 1.50 2.00 1.00 50 1.00 1.00 .50

' ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

158 278



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Variable 4 - Anxiety
Placebo Group

Pat. Ctr.'
No.

=
°

Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

2 1 1.50 1.00 . . . . . . .
16 1 2.00 2.50 2.50 .
33 2 2.00 2.00 2.00 2.00 1.50 1.50
34 2 2.50 1.50 1.50 1.00 .50 . .

35 2 3.00 1.50 2.50 . 1.50 3.00 3.00 . .
48 2 1.00 2.00 .50 .50 .50 .50 1.00 1.00 1.00
82 3 2.00 2,50 2.00 2.00 2.00 2.50 . . .
83 3 3.00 2.00 2.50 2.00 2.00 2.00 1.50 2.00 2.00
85 3 2.50 2.50 2.50 2.00 2.50 3.00 . . .
87 3 3.00 2.50 3.00 3.00 3.50 3.50 . .
88 3 3.00 3.00 2.50 2.50 2.50 2.50 2 2.50 .00
93 3 2.50 3.00 2.00 2.00 1.50 1.50 1.50 1.50 1.50
94 3 2.00 3.00 3.00 3.00 2.50 3.00 .

96 3 3.50 3.00 2.50 2.50 2.50 2.00 1.50 1.00 1.00
99 3 3.00 3.00 3.00 3.00 2.50 3.50
100 3 2,00 2.50 2.50 3.00 2.50 3.00 .
123 3 1.50 1.50 1.00 1.50 1.00 1.00 1.00 1.00 1.00
124 3 1.00 1.00 1.00 1.00 1.00 1.00 2.00 2,00 2.00
126 3 2.50 2.00 2.00 2.00 1.50 1.50 1.00 1.00 1.00
129 3 2.50 2.50 3.00 2.00 2.00 2.50 .
130 3 1.00 1.00 1.00 1.50 1.50 2.50
133 3 1.50 1.50 1.00 2.00 1.50 2.50 . . .
141 3 2.00 1.50 1.50 1.00 1.00 1.50 1.50 2.00 1.00
142 3 2.00 2.00 1.50 1.50 2.50 3.00 . . .
146 3 1.00 1.50 1.50 2.00 1.50 2.50
147 3 1.00 1.00 1.00 1.50 1.00 2.00 . . .
150 3 2.00 2.50 2.50 2.00 2.00 1.50 1.50 1.00 1.00
151 3 1.50  1.50 1.00 1.50 1.00 2.00

' octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Variable 5 - Somatic Symptoms
Reboxet ine Group

Pat. Ctr.'
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

1 1 1.75  1.50 1.50 1.50 1.50 1.25 1.75

17 1 1.50 1.75 1.00 . . . . . .
31 2 1.25 1.50 1.50 1.50 1.25 1.00 .50 .75 .75
32 2 1.00 .75 .75 .15 1.25 1.00 1.00 . .
46 2 1.50 1.00 1.75 1.50 . . . .

47 2 1.25 .50 .50 .25 .25 .50 .25 .00 .
81 3 1.75 2.00 1.75 1.75 1.50 1.25 .75 1.00 1.00
84 3 2,25 2,25 1,75 2.00 1.50 1.50 1.25 .75 75
86 3 2.00 2.25 2.25 1.75 1.75 1.25 1.00 .75 .15
89 3 2,00 2.00 2.00 1.75 1.75 1.50 1.00 1.25 1.00
90 3 2.25 2.25 1.75 1.75 1.50 1.25 1.00 .75 25
91 3 2.25 2,25 1.75 1.50 1.25 1.25 .50 .75 .50
92 3 2.25 2.25 1.75 1.75 1.50 1.00 1.50 1.50 1.25
95 3 2.25 1,75 1.75 1.75 1.25 1.25 .50 25 .25
97 3 2,50 2.25 1.75 1.50 1.25 .50 .15 .75 75
98 3 2,25 2.25 2.25 2.25 2.00 1.50 1.00 .15 75
121 3 1.50 1.25 1.75 1.75 1.75 1.75 1.75 1.75 1.75
122 3 1.50 1.50 1.75 1.50 1.00 .50 .50 .25 .25
125 3 1.75 2.00 1.50 1.50 1.50 50 .50 50 25
127 3 1.75  1.75 1.75 1.78 1.50 1.00 .50 .50 .25
128 3 2.25 2.00 1.75 1.75 .75 .25 .00 .00 .00
131 3 2.00 2.00 1.75 1.75 1.75 2.25 . . .
143 3 2.00 1.75 1.75 1.75 .25 .75 .50 .25 .25
144 3 2.00 1.75 1.25 .75 .25 .50 .25 .25 .00
145 3 1.75  2.00 2.00 1.75 1.50 1.25 1.25 50 50
148 3 1.50 1.50 1.50 1.00 1.00 .50 .25 25 25
148 3 1.50  1.50 1.25 1.75 1.75 1.50 1.75 1.75 2.00
153 3 1.75 2.00 2.00 2.00 1.50 1.50 1.00 50 75

" ctr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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Variable 5 - Somatic Symptoms

Placebo Group

Pat. Ctr.'
No. No. Day 0 Day 4 Day 7 Day 10 Day 14 Day 21 Day 28 Day 35 Day 42

2 1 1.50 1.25 .

16 1 2,25 1.75 1.50 .

33 2 1.25 1.25 1.25 1.25 50 50 .

34 2 1.75 1.25 .75 1.00 .50 . .

35 2 1.75 1.25 1.75 . 1.25 1.75 1.75 . .
48 2 .75 1.00 .50 1.50 1.50 .25 .00 .00 .00
82 3 1.75 2.25 1.75 2.00 2.00 2.25 . .
83 3 2.25 1.75  2.00 2.00 1.75 1.50 1.50 1,75 1.50
85 3 1.50 1.75 1.75 2.00 2.25 2.25 . ,
87 3 2.25 2.00 2.00 2.25 2.25 2.25 . . .
88 3 2.00 2.25 2.00 2.00 2.00 1.75 1.75 1.75 1.75
93 3 2.25 2,25 2,25 2.00 1.25 1.25 1.00 1.00 1.50
94 3 2.25 2.25 2.25 2.25 2.25 2.25 . . .
96 3 2.25 2,25 2.00 2.25 2.00 1.75 1.00 1.00 1.00
99 3 2.25 2.25 2.25 2.00 2.25 2.25
100 3 2,25 2.50 2,25 2.25 2.25 2.25 . . .
123 3 2.00 1.75 1.50 1.25 1.00 1.50 1.25 1.25 1.00
124 3 2,25 1,75 1.25 1.00 .75 1.00 1.25 2.00 2.25
126 3 1.50 1.75 1.50 1.25 .15 .75 .25 .25 .25
129 3 1.75 2.00 2.00 1.75 1.75 2.00 . . .
130 3 1.75  1.50 1.25 1.50 1.50 2.25
133 3 2,00 1.75 1.75 1.75 1.75 2.25 . N .
141 3 1.50 1.25 1.25 1.25 1.00 1.00 1.00 1.25 1.50
142 3 2.25 1.75 1.15 2.00 1.75 2.25 .
148 3 2.25 1.7 1.75 2.00 1.75 2.00 . . .
147 3 1.7  1.75  1.75 2.25 1.75 2.00 , N .
150 3 1.75 1.75 2.00 1.75 1.25 1.25 1.00 50 50
151 3 2.25 1.75 1.75 1.75 1.75 2.00

" ootr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
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ENCLOSURE 23

Analytic Cohort:
ZUNG in the Two Treatment Groups
(1tem, Total & Index Scores)
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Anhang
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Reboxetine Treatment Group
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang
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Placebo Treatment Group
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Reboxetine Treatment Group
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Placebo Treatment Group

Day 7
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Index
.80
.78
.75
.19
.33
.59
.63
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.73
.66
.53
.60
.70
.63
.73
.86
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63.00

4 26.00

2 50.00

59.00

2 3 2 2 58,00
3 42.00

2 2 4 2 3 42 3 3 3 43 2 2 48,00

1
1

2 Total
1

FCE 20124/706 i
4 3 64,00
2 2 53.00
3 50,00
4 2 43 2 3 2 2 58,00
2 69.00

1
2 3 45 6 7 8 9 0 Score Score

3
3
2
1

2 2 2 47,00
1

2 2
1
1
1

3 2 3 56,00

1
1
1
1
1
1
1

1
1
1
1
1

3 3 3
3 233232322

31
4 2
3 2 3
1

2 2
4 2

1
1

Day 14

2 3 1

131

133 4 2 2
2 4 41 4

3323 31
122 4 3
1
1

1
1

2 2 2
1

Reboxetine Treatment Group

1

2 3232324323

3 3 3 3

2 1

LI}

1

1

13 3 43

132 42 232 4

132 3 4 2 3 2

14 2 2 3 2 3 42 3 32
2 3 3 2

4 2 3 4

1
1

1
3
1
3

1

2 4 3 3 432343233

2 4 4
332232

4 4 2 2 2 2 3 32
2 3 2

1
2 4 2 2 3 2
2.2 3 2

3 3 3
3 4 3 2 2 2
33 3 2
1
2 3 3 3
3 3

1
1
1
y

2 3456 7890
3

3 2 3 432

Items:

1

3 3 3 4 4
3 2 3 4 22

3
2

No.
1
3
3
3
3
3

Ell
32
46
47
81
84
86
89
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91
92
95
87
98
121

Pat. Ctr.‘

No.
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 i

Placebo Treatment Group

Day 14

Index

2 Total
6 7 8 9 0 Score Score

11

1

1tems:

Ctrj
1

No.
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2 3 45

1

2 3456 78390
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.40

2 61.00
4 32,00
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1
1
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1
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4 4 1

1

.57
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1
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2 322 143222332432
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1
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2 3 2
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1

3 3 41
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1
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3 3 2 4
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.89
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I ndex
.76
.61
.80
.79
.39
.60
.85
57
.59
.50
.50
.64
51
.49
.60
9

64.00
63.00
3 31.00
2 48.00
3 44,00
2 46.00

3 2 2 47.00
73.00

1
1

FCE 20124/706 1

2 Total
8 9 0 Score Score
3 40.00
4 40,00
3 51.00
4 41,00
3 39,00
3 2 3 48,00

1
4
2
1
1
1
1
1
1
1
1
1
2

3 4 3 61.00

11
7
1
2 2 32 2 2 2 2 2 2 2 2 43.00
1
3 3 3
1
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1

4 3 2

1.4 2

3 3 4 2 2

1 4 1

3 2 3 2 2
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2 3 33 2 3
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Day 21
2 3 456
3 4
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1

1

3 223 2 43 3
323432234332
1

1
1

3 2 3 2

1
2 4 3
3 4 3 2 3
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1

Reboxetine Treatment Group

2 3
1
2

1

2 3423234322
2 23232323
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1.2 3 4
1
11
1
3 233223242323
132 2 3 2
1
1
1
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3
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1
1
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1

4 4 2 2 2 23 32
4 4 4

3 2 1
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2 3
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2
2
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2 2 233 2 3
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1
1
1
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3
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ltems:
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3
3
2
2
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2
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No.
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 i

Placebo Treatment Group

Day 21

1 2 Total Index

1

i

2 3 4 5 6 7 8 9 Q Score Score

| tems:

Ctr.
1

Pat.
No.

1

2 3 456 78 980
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4 32.00
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1
1
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1
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1
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1
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 i

Reboxetine Treatment Group

Day 28

2 Total Index

1

1

2 3 456 7 8 9 0 Score Score

1

ltems:

Pat, Ctr .1

2 3 456 78901

No. 1

No.

.80
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4 234443344

4 332 2 41 4 21

1
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1 2 4 4
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 i

Placebo Treatment Group

Day 28

2 Total index

11

1

2 3 456 78 9 0 Score Score

items:

1

Pat. C(:r-.l

1

2 3 456 7 890

No.

No.
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang
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FCE 20124/706

Reboxetine Treatment Group

Day 35
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 i

Placebo Treatment Group

Day 35

1 2 Total Index
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 1i

Reboxetine Treatment Group

Day 42

2 Total Index

1
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

FCE 20124/706 i

Placebo Treatment Group’

Day 42

2 Total Index

11

1

2 3 45 6 7 8 9 0 Score Score

{tems:

Ctr.'
No.

Pat.
No.

2 3 45 6 78 90 1

1

.79
.40
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 24

Analytic Cohort:
CQl-S! in the Two Treatment Groups
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxet ine Treatment Group
Day 0 to Day 42

Pat. ctr. Rater! Day:
No. No. No. 0 7 14 21 28 35 42

1 1 5 5 5 4 5 5 5§

31 2 2 5 5 5 4 4 3 3
32 2 2 5 3 5 4 3 2 2
46 2 3 6 5 5 5 5 5 5
47 2 3 6 1 1 1 2 1 1
81 3 4 5 5 4 2 1 1 1
84 3 4 6 4 3 3 2 2 1
86 3 4 6§ 6 4 3 3 2 2
89 3 4 6 6 4 3 3 2 2
0 3 4 6 4 4 3 2 1 1
31 3 4 6 4 2 2 1 1 1
92 3 4 6 5 3 2 1 1 1
95 3 4 6 6 3 2 1 1 1
97 3 4 6 5 3 1 1 1 1
8 3 4 5§ 5 4 3 1 1 1
121 3 4 5 5 4 4 4 4 4
122 3 4 5 5 3 2 1 1 1
125 3 4 6 6 3 2 1 1 1
127 3 4 6 5 4 3 3 2 1
128 3 4 5 4 2 1 1 1 1
131 3 4 6 6 6 6 6 6 6
143 3 4 6 5 4 3 2 1 1
144 3 4 6 5 3 2 2 2 1
145 3 4 6 5 3 3 3 2 2
148 3 4 6§ 5 4 2 1 1 1
49 3 4 6 6 6 6 6 6 6
153 3 4 6§ 6 5 5 5 3 3

Uctr. 1= Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Rater 1 = Beauclair 2 = Mirmiran 3 = Song 4 = Nardi
178
299
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group
Day 0 to Day 42

Pat. ctr.' Ratert Day:

No. No No. 0 7 14 21 28 35 42
33 2 2 6 6 5 5 5 5 5
34 2 3 6 4 4 4 4 4 4
35 2 3 5 5 4 6 3 3 3
82 3 4 5 5 5 5 5 5 5
83 3 4 5 4 4 3 3 3 3
85 3 4 5 5 5 5 5 5 5
87 3 4 6 6 6 6 6 6 6
88 3 4 5 5 4 4 3 3 3
93 3 4 5 5 2 2 1 1 1
94 3 4 6 6 6 6 6 6 6
96 3 4 6 6 4 4 3 2 1
98 3 4 5 5 5 5 5 5 5

100 3 4 6 6 6 6 6 6 6

123 3 4 5 4 3 3 2 2 2

124 3 4 5 5 5 6 6 6 6

126 3 4 5 4 2 2 1 1 1

129 3 4 6 6 6 6 6 6 6

130 3 4 6 5 5 6 6 6 6

133 3 4 6 5 6 6 6 6 6

141 3 4 5 4 3 3 2 2 3

142 3 4 5 5 5 6 6 6 6

146 3 4 4 4 4 4 4 4 4

147 3 4 5 5 6 6 6 6 6

150 3 4 6 5 3 3 2 2 1

3 4 6 6 6 6 6 6 6

' octr. 1
' Rater 1

Mentreal 2 = Pointe Claire 3 = Rio de Janeiro
Beauclair 2 = Mirmiran 3 = Song 4 = Nardi

"ot
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 25

Analytic Cohort:
CQl-@l in the Two Treatment Groups
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group
Day 7 to Day 42

Pat. Ctr.' Rater! Day:
No. No. No. 7 14 21 28 35 42
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"octr. 1
Rater 1

Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Beauclair 2 = Mirmiran 3 = Song 4 = Nardi

"1

181 302



090177e1803f22f8\Approved\Approved On: 11-Nov-2002 20:34

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group
Day 7 to Day 42

Pat. ctr.' Rater? Day:
No. No. 7

=
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" ctr. 1z Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Rater 1 = Beauclair 2 = Mirmiran 3 = Song = Nardi
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 26

Experimental Cohort:
NOSS - Day 0
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

Day 0
Pat. ctr.' Ratert
No. No. No. Adverse Effect Severity! Report
1 1 1 headache 0 0
1 1 1 dizziness 0 0
Placebo Treatment Group
Pat. ctr.' Rater
No. No. No. Adverse Effect Sever ity Report!
2 1 1 dizziness 0 1
16 1 1 insomia 1 1
16 1 1 dizziness 2 1
16 1 1 constipation 0 0
34 2 3 sexual disturbance 1 1
34 2 3 agitation 2 0
'octr. 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
! Rater 1 = Beauclair 2 = Mirmiran 3 = Song 4 = Nardi
! severity 0 = Mild 1 = Moderate 2 = Severe
¢ Report 0 = Spontaneously 1 = Upon Inguiry
184 305
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

ENCLOSURE 27

Analytic Cohort:
NOSS in the Two Treatment Groups

306
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 1

Reboxetine Treatment Group

Day 4
Onset Rel.

Pat, Ctr.‘ Ran:erz Pre- Date Dur.s Req, Out- To
No. No. No. Adverse Effect m:n:.3 Std.‘ dy mo yr (dys) Sev.a Rx. come Heds.! Cour‘se”

1 1 1 dry mouth 0 1 12 08 8¢ 4 0 1 . 3 1

1 1 1 insomnia 0 0 12 05 89 4 1 0 1] 1

1 1 1 sweating 0 0 12 05 89 4 0 1 1 1

1 1 1 urinary retention 0 1 12 05 839 4 2 1 . 3 1
17 1 1 dizziness 0 1 8 21 90 4 1 i 1 1
32 2 2 dry mouth 0 1 12 190 1 0 1 2 1
32 2 2 cold-extremities 0 1 12 190 1 1 1 . 2 1
47 2 3 dizziness 1 1 10 21 90 2 1} 0 . 0 1
84 3 4 dry mouth 1 1 10 09 89 2 0 1 . 3 1
86 3 4 insomnia 1 Q 10 08 89 2 2 0 . 3 1
89 3 4 tremor 0 1 10 07 89 3 1 1 . 3 3
91 3 4 dry mouth 0 1 11 15 89 3 1] 1 3 1
98 3 4 dry mouth 1 1 11 17 89 1 0 1 3 1
122 3 4 dry mouth 0 1 4 16 89 2 0 0 2 1
125 3 4 dry mouth 0 1 417 89 1 1 0 3 1
125 3 4 insomnia 0 1 417 89 1 [4 Q 2 1
125 3 4 constipation 1 1 4 16 89 2 0 0 3 1
143 3 4 dry mouth i 1 4 17 89 i Q Q 2 1
143 3 4 tremor 0 1 417 89 1 0 0 2 1
144 3 4 dry mouth t 1 519 89 2 0 1} 2 1
144 3 4 vomiting 0 1 5 20 89 2 1 1 2 3
145 3 4 dry mouth 0 1 519 89 2 1 0 . 2 1
145 3 4 insomnia 1} 0 5 19 89 2 2 0 . 1 1
149 3 4 dry mouth Q 1 5 19 89 2 0 0 . 2 1

Ctr, (Center) 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro

Rater (Assessor) 1 = Beauclair 2 = Mirmiran 3 = Song 4 = Nardi
Rpt. (Reported) 0 = Spontaneously 1 = Upon Inquiry
Pre-5td. (Pre-Study) 0 = No 1 = Yes
Dur (Duration of Symptom in days)
Severity 0 = Mild 1 = Moderate 2 = Severe
Req.Rx (Required Treatment) 0 = No 1 = Yes
Outcome 0 = Fully Recovered 1 = Recovered with Sequelae
Rel.To.Meds. (Relationship to Medication) 0 = Unknown 1 = Possible/Doubtful 2 = Probable 3 = Certain
Course 0 = Cleared 1 = Persisted 2 = Cleared/Dose Lowered 3 = Persisted/Dose Lowered
4 = Trial Drug Temporarily Stop 5 = Trial Drug Permanently Stopped

307
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Placebo Treatment Group’

Day 4
Onset Rel.

Pat. Ctr.] Flater2 Pre- Date Dl.lr'.s Req. Out- To

No. No. No. Adverse Effect Rpt. std.! dy mo yr (dys) Sev. Rx. come P1er.|s.9 COurseIu
16 1 1 agitation 1 1 2 12 90 1 1 1 1 1
16 1 1 urinary incont. 1 1 2 10 90 3 1 1 1 1
43 2 3 headache 1 1 11 14 90 0 0 2 1
43 2 3 lassitude 1 1 1115 90 ' 0 0 2 1
a3 3 4 dry mouth 0 1 10 08 89 3 0 1 . 3 1
93 3 4 tremor 0 1 11 15 89 3 0 1 . 3 1
94 3 4 sexual disturb. 0 1 11 15 89 3 0 1 3 1
124 3 4 constipation 1} 1 4 17 89 1 0 0 . 1 1
126 3 4 dry mouth 0 1 4 16 89 3 0 0 . 3 1
126 3 4 headache 0 1 4 17 839 1 1 0 0 1 0
130 3 4 dry mouth 0 1 5 18 89 4 0 0 . 2 1
130 3 4 headache 0 1 518 89 4 1 0 0 1 0
141 3 4 headache 0 1 4 16 89 3 1 0 1 1
141 3 4 tremor 1 1 4 17 89 2 0 0 2 1
150 3 4 diarrhea 4 1 6 02 89 2 1 0 2 1

ctr. (Center) 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
Rater (Assessor) 1 = Beauclair 2 = Mirmiran 3 = Song 4 = Nardi

Ret. (Reported) 0 = Spontaneously 1 = Upon tnquiry
Pre-Std. (Pre-Study) 0 = No 1 = Yes
bur (Duration of Symptom in days)
Severity 0 = Mild 1 = Moderate 2 = Severe
Req.Rx (Required Treatment) 0 = No 1 = Yes
Cutcome 0 = Fully Recovered 1 = Recovered with Sequelae
Rel.To.Meds. (Relationship to Medication) 0 = Unknown 1 = Possible/Doubtful 2 = Probable 3 = Certain
Course 0 = Cleared 1 = Persisted 2 = Cleared/Dose Lowered 3 = Persisted/Dose Lowered
4 = Trial Drug Temporarily Stop 5 = Trial Drug Permanently Stopped

o e e o e o ra —
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

FCE 20124/706 i

Reboxetine Treatment Group

Day 7
Onset Ret.
Pat, ctr.’ Raterz Pre-  Date Dur.s Req. oOut- To
No. No. No. Adverse Effect Rnt.3 std. dy mo yr (dys) sev.t R come' Meds.! Course'!
1 1 1 dry mouth 0 1 12 08 89 4 Q 1 . 3 0
1 1 1 insomnia 0 0 12 05 89 8 1 0 . 0 1
1 1 1 sweating 0 0 12 05 89 6 0 1 1 1
1 1 1 urinary retention 0 1 12 05 89 6 2 1 3 1
17 1 1 hypotension 0 1 8 25 90 2 2 1 2 5
17 1 1 dizziness 0 1 8 25 90 2 2 1 ) 2 5
31 2 2 drowsiness 1 1 11 24 89 4 0 1 1 1
31 2 2 sweating 0 1 11 26 89 3 1 1 . 2 1
31 2 2 headache 0 0 11 .27 89 1 1 0 0 1 0
31 2 2 blurred vision 1 1 11 27 89 1 0 1 . 1 1
32 2 2 dry mouth 0 1 121 90 5 0 1 2 1
32 2 2 insomnia 0 1 125 90 1 1 1 . 2 1
32 2 2 decr. appetite 1 1 124 90 2 1 1 2 1
46 2 3 agitation 0 1 72190 3 1 1 . 2 1
47 2 3 hypotension 0 1 10 19 90 1 1 0 3 1
81 3 4 dry mouth ] 1 10 11 89 3 1 1 3 1
84 3 4 dry mouth 1 1 10 09 &9 5 0 1 . 3 1
84 3 4 tremor 0 1 10 11 89 3 0 1 2 1
86 3 4 insomnia 1 0 10 08 a9 5 0 0 3 1
89 3 4 tremor 0 1 10 07 89 6 0 1 . 3 1
91 3 4 dry mouth 0 1 11 15 89 [} 0 1 . 3 1
91 3 4 blurred vision 0 1 11 19 89 2 0 1 3 1
92 3 4 sexual disturb., 1 1 11 19 89 2 0 1 . 3 1
97 3 4 vomiting 0 1 11 19 89 2 0 1 0 2 0
98 3 4 dry mouth 1 1 1117 89 4 1 1 3 1
98 3 4 blurred vision 1 1 11 19 89 2 0 1 3 1
121 3 4 sweating 1 1 4 17 89 3 0 0 2 1
122 3 4 dry mouth 0 1 4 16 89 5 0 0 . 3 1
122 3 4 headache 0 1 4 17 89 4 0 0 . 2 1
122 3 4 constipation 0 1 4 18 89 3 0 0 3 1
" Gt (Center) 1 = Montreal 2 = Pointe Claire 3 = Rio de Janeiro
: Rater (Assessor) 1 = Beauclair 2 = Mirmiran 3 = Song 4 = Nardi
: Rpt. (Reported) 0 = Spontaneously 1 = Upon tnauiry
Y pre-std, (Pre-Study) 0= No 1= Yes
¥ bur (Duration of Symptom in days)
§ Severity 0 = Mild 1 = Moderate 2 = Severe
! Req.Rx (Required Treatment) 0 = No 1 = Yes
: OQutcome 0 = Fully Recovere