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2. SYNOPSIS

Name of Company: Individual study table (For national authority use only)
Pharmacia Corporation

Name of Finished Product:
VESTRA

Name of Active Ingredient:
Reboxetine mesylate

Title of study:
Reboxetine (PNU-155950E) vs placebo in the treatment of major depressive disorder resistant to fluoxetine

Protocol number:
M-2020-0034

Investigators and Study Centers:

Coordinating Investigators: Maurizio Fava, MD (Massachusetts General Hospital) and Patrick McGrath,
MD (New York State Psychiatric Institute).

Principal Investigators: Jay Amsterdam, MD (University of Pennsylvania), James Barbee, MD (Louisiana
State University), Anita Clayton, MD (Center for Psychiatric Clinical Research), Harry Croft, MD (San
Antonio, TX), Pedro Delgado, MD/Francisco Moreno, MD (University of Arizona), Eugene DuBoff, MD
(Denver, CO), Dave Dunner, MD (University of Washington), James Ferguson,MD (Salt Lake City, UT),
William Gilmer, MD (Northwestern University), Uriel Hallbreich, MD (SUNY Clinical Center), Saul
Helfing, MD (Oregon Center for Clinical Investigations), Scott Hoopes, MD (Boise, ID), Michael
Liebowitz, MD (Medical Research Network), Peter Londberg, MD (Seattle Clinical Research Center), R
Bruce Lydiard, MD (University of South Carolina), Robert Moreines, MD (ClinSearch Inc), Dennis
Munjack, MD (Southwestern Research Institute), Eric Nelson, MD (University of Cincinnati College of
Medicine), Julie Oldroyd, MD/Elly Lee, MD (Irvine, CA), Stephen Prover, MD (Torrance, CA), Mark
Rapaport, MD (UC San Diego School of Medicine), Jeff Smith, MD (Duncan, SC), Nicholas Telew,
MD/Teresa Walsh, MD (Oregon Center for Clinical Investigation), Michael Thase, MD (University of
Pittsburgh, Western Psychiatric Institute), Madhukar Trivedi, MD (University of Texas Southwestern
Medical School) and John Zajecka, MD (Rush University Medical Center).

Publication (reference):

Studied period (years): Phase of development:
Date of first enrollment: June 17, 1999 I1Ib
Date last completed: June 5, 2000

Objectives:

The primary objective was to compare the safety and efficacy of reboxetine vs placebo in the treatment of
patients suffering from a Major Depressive Disorder resistant to fluoxetine treatment but responsive to
open-label reboxetine. A secondary objective was to assess the safety and determine the response rate of
open-label reboxetine treatment in fluoxetine resistant patients with Major Depressive Disorder.
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Name of Company: Individual study table (For national authority use only)
Pharmacia Corporation

Name of Finished Product:
VESTRA

Name of Active Ingredient:
Reboxetine mesylate

Methodology:

The design of this trial was a double-blind discontinuation trial with survival analysis of reboxetine vs
placebo in patients who have failed fluoxetine but responded to open-label reboxetine. This phase IIIb
study was carried out in 28 centers. Adult patients were selected from the attending out-patient populations
or recruited from the communities. Eligible patients with Major Depressive Disorder (MDD) who had not
responded to open-label fluoxetine treatment according to the subject inclusion criteria were treated with
open-label reboxetine for eight weeks. Patients who responded to the 8 week open-label reboxetine
treatment (Part 1) were randomized in double-blind fashion to continue the Day 57 dose of reboxetine or to
begin placebo treatment (Part 2). Reboxetine non-responders were withdrawn from the study at or before
Day 57. After randomization, treatment was continued until the patient had evidence of relapse of MDD,
completed 6 months of treatment without relapse or withdrew for other reasons. Efficacy and safety
evaluations were conducted at regular intervals throughout both open-label and post-randomization
treatment phases.

Number of patients (planned and analyzed):
Planned: 200 patients were scheduled to be enrolled in Part 1 to yield approximately 87 patients to be
randomized in Part 2; Analyzed: 128 patients in Part 1 and 47 patients in Part 2

Diagnosis and main criteria for inclusion:

Part 1: Patients must have had a Diagnostic and Statistical Manual-IV (DSM-IV) diagnosis of Major
Depressive Disorder (MDD) without Psychotic Features. Further, they must have been non-responders (i.e.,
must have had a Clinical Global Impression rating of “minimally improved” to “very much worse”) for each
of the last two weeks of six to 12 weeks of open-label fluoxetine treatment. All patients must have provided
signed, written informed consent. Patients failing to respond to 8-weeks of treatment with open-label
reboxetine were withdrawn from the study at the end of part 1. Response in Part 1 was defined as 250%
reduction in the total 25-item HAMD score at Day 57 as compared to Day 1 and CGI improvement score of
1 or 2. Failure to respond was defined as <50% reduction in the total 25-item HAMD score at Day 57 as
compared to Day 1 or a CGI improvement score of 3 to 7.

Part 2: Responders to reboxetine in Part 1 were randomized to continued treatment with reboxetine or
placebo and treated for 6 months or until such time as they had relapsed (defined as a 250% increase of the
25-item HAMD total score and a minimum total of >10).

Test product, dose and mode of administration, batch number:

Reboxetine mesylate tablets, 4 mg (lot 28,439)

Duration of treatment:
Part 1: 8 weeks; Part 2: maximum of 6 months

Reference therapy, dose and mode of administration, batch number:
Part 1: none; Part 2: Placebo (lot 28,449)
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Pharmacia Corporation

Name of Finished Product:
VESTRA

Name of Active Ingredient:
Reboxetine mesylate

Criteria for evaluation:

Efficacy: Primary Efficacy Variable: Rate of relapse of reboxetine vs placebo during long term treatment in
patients who responded to open-label treatment with reboxetine during 8 week treatment period. Relapse of
MDD was defined as > 50% increase of 25-item HAMD total score compared to the Day 57 (week 8)
HAMD total score, and a minimum HAMD total score of > 10 (on the 25-item HAMD). Response during
open-label treatment was defined as =50% decrease in the 25-item Hamilton Rating Scale for Depression
(HAMD) total score and a CGI improvement score of 1 or 2.

Secondary Efficacy Variables: (1) Hamilton Rating Scale for Depression (HAMD): 25-, 17- and 28-item
versions, (2) Montgomery Asberg Depression Rating Scale, (3) Clinical Global Impression, (4) Patient
Global Impression, (5) Medical Outcomes Study (SF-36), (6) Social Adaptation Self-evaluation Scale
(SASS), (7) Kellner Symptom Questionnaire and (8) Rush Sexual Inventory

Safety: (1) Medical history, (2) Clinical and physical examination, (3) Clinical laboratory evaluations, (4)
Vital signs (blood pressure, pulse, weight, respiration, temperature), (5) 12-lead ECG and (6) Adverse event
questionnaire

Statistical methods:

The intent-to-treat (ITT) population, which included all patients who were enrolled, received at least one
dose of study medication and had at least one postbaseline evaluation, was used for all analyses. Two type
of analyses were performed for the efficacy variables: “last observation carried forward” (LOCF) and
“observed cases” (OC). The LOCF analysis used the last valid assessment as an estimate for all subsequent
missing values. The OC analysis did not replace missing data. The LOCF analysis was considered to be the
primary analysis; the OC analysis was the secondary analysis. P-values, based on 2-sided tests, were
considered statistically significant if they were less than or equal to 0.049.

Efficacy Results:

The results from Part 1 of this study clearly demonstrate that reboxetine is effective in treating Major
Depressive Disorder in patients that have previously failed to respond to fluoxetine therapy. Approximately
half of the patients enrolled in this study experienced at least a 50% decrease in their Hamilton Depression
Rating Scale (25-item) score at the end of eight weeks of treatment with reboxetine on an open-label basis.
Both the “last observation carried forward” (LOCF) and “observed cases” (OC) analyses of the HAMD total
scores showed a consistent significant decrease from baseline throughout the eight week treatment period.
An appreciable number of individual Hamilton items (ie, symptoms) already showed significant
improvement at week 1. Additional improvement was seen at weeks 4 and 8.
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The results from the Montgomery Asberg Depression Rating Scale closely paralleled those of the Hamilton
Depression scale, ie, a significant progressive decrease in the score occurred over time in both the LOCF
and OC analyses. Overall, the results of the remaining psychometric rating scales were consistent with those
reported for the Hamilton Depression and Montgomery Asberg scales. Both the clinician’s and patient’s
global impressions showed a significant progressive therapeutic effect over the eight week study period as
did the Kellner Symptom Questionnaire.

Collectively, these data support the conclusion that reboxetine was effective in treating the depression in
fluoxetine failures during the eight week study period. For reasons that are not clear, the double blind
portion (Part 2) of the study failed to demonstrate a difference between reboxetine and placebo in terms of
the rate of relapse during weeks 9 through 32 of the study. Relapse in the two treatment groups occurred at
the same rate. There was a suggestion that the two subgroups may have differed in several aspects of their
psychiatric history that at least in part explained why these results occurred. Further, the remaining sample
size was too small to detect a difference between the treatment groups.

Safety Results:

The switch from fluoxetine to reboxetine was without significant clinical sequelae. The frequency of
occurrence of adverse events as well as their qualitative nature appeared to be similar in type and frequency
in this study as compared to previous clinical experience with reboxetine.

Adverse events were reported in almost all (97.7%) of the patients in the open label portion of this study.
Many of the events (eg, fatigue, , insomnia, etc) reported are also common symptoms of Major Depression
and thus may be related to the disease itself. Serious events were reported by five patients in the study,
including three in Part 1 and two (reboxetine = 1; placebo = 1) in Part 2. Only one of these was thought to
be potentially related to reboxetine treatment.

The most common adverse events occurring in Part 1 were: headache (47.7%), insomnia (47.7%), dry
mouth (43.8%), constipation (28.1%) and diaphoresis (26.6%). These events were most commonly reported
as mild or moderate in intensity. Most events occurred during the first four weeks of treatment and then
sharply decreased. Twenty one patients discontinued from Part 1 of the protocol because of adverse events.
The most common event leading to dropout was insomnia. The occurrence of adverse events in Part 2 was
only somewhat higher in the reboxetine group (79.2%) as compared to the placebo group (68.2%). There
were no specific symptoms that seemed to occur more frequently in the reboxetine group.

There were no changes in clinical laboratory measures that appeared to occur more often in the reboxetine
group. Statistically significant changes were small, occurred randomly in time and usually reversed even
with continued treatment. Similarly, most of the vital signs recorded during the study exhibited no
consistent drug-induced changes. However, pulse rate increased upon initiation of reboxetine treatment and
remained elevated throughout the treatment period. Therefore caution is indicated with administering
reboxetine to patients with compromised cardiovascular conditions. Further, the rate appeared to decrease in
those patients after being randomized to placebo in Part 2. The vital sign data were confirmed by the ECGs
recorded during the study.
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Conclusion:

The results from Part 1 of the study clearly demonstrated that reboxetine was effective in treating patients who
fail fluoxetine treatment. Approximately half of the patients enrolled in this study experienced at least a 50%
decrease in their Hamilton Depression Rating Scale score at the end of eight weeks of treatment with reboxetine
on an open-label basis. These results were mirrored by those of the Montgomery Asberg Depression Rating
Scale as well as the clinician’s and patient’s global evaluations. The safety evaluations from both parts of this
study showed that it is safe to switch immediately from fluoxetine treatment to reboxetine therapy. The
occurrence of adverse events were qualitatively and quantitatively similar to those reported in previous
reboxetine studies. Only increased pulse occurred consistently during reboxetine treatment. The results from
Part 1 show that patients taking fluoxetine may safely switch to reboxetine treatment if needed. However,
caution is indicated with administering reboxetine to patients with compromised cardiovascular conditions.
Part 2 of the study failed to show statistically significant superiority of reboxetine over placebo in terms of the
time to relapse during double blind treatment. It is possible that this result is due to the small number of
patients (46) randomized in Part 2. These results are in contrast to a previous study which clearly showed that
reboxetine is significantly more effective than placebo in preventing relapse from MDD. The reason(s) for the
difference in results cannot be completely explained at this time. Date of the report: August 15, 2003
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Abbreviations and definition of terms

The following abbreviations are used in this report:

AE
ANOVA
BID
CGI
COSTART
DSM-IV
ECG
FLX

FU

GI
HAMD
IEC

IRB

ITT
KSQ
LOCF
MADRS
MDD
oC
PBO
PGI
RBX
SAE
SASS
SCID
SF-36
SSRI
TCA
TES
WBC

4. ETHICS

Adverse event

Analysis of variance

Twice daily

Clinical Global Impression

Coding Symbols for a Thesaurus of Adverse Reaction Terms
Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition
Electrocardiogram

Fluoxetine

Follow-up

Gastrointestinal

Hamilton Rating Scale for Depression

Independent Ethics Committee

Institutional Review Board

Intent To Treat

Kellner Symptom Questionnaire

Last observation carried forward

Montgomery Asberg Depression Rating Scale

Major Depressive Disorder

Observed-Cases

Placebo

Patient Global Impression

Reboxetine

Serious adverse event

Social Adaptation Self-evaluation Scale

Structured Clinical Interview for DSM-IV Axis I Disorders
Medical Outcomes Study Short Form 36

Selective Serotonin Reuptake Inhibitor

Tricyclic antidepressant

Treatment-emergent symptom

White blood cell

4.1. Institutional Review Board (IRB)

The protocol and all amendments for this trial were reviewed by an Institutional Review

Board (IRB).

4.2. Ethical Conduct of the Study

This study was conducted in accordance with the ethical principles that have their origins in
the Declaration of Helsinki.
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4.3. Patient Information and Consent

The investigator or one of his/her associates explained the nature, duration, and purpose of
the study and the action of the drug to potential subjects so that they were aware of potential
risk, inconveniences, and adverse events associated with their participation in the study.
Informed consent forms, which were approved by Institutional Review Boards, were signed
by potential subjects. Informed consent was obtained 2 to 14 days before the start of the
protocol.

5. INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

5.1. Coordinating Investigators

Fava, Maurizio, MD; Massachusetts General Hospital
McGrath, Patrick, MD; New York State Psychiatric Institute

5.2. Principal Investigators

Amsterdam, Jay, MD; University of Pennsylvania

Barbee, James, MD; Louisiana State University

Clayton, Anita, MD; Center for Psychiatric Clinical Research

Croft, Harry, MD; San Antonio, TX

Delgado, Pedro, MD/Moreno, Francisco, MD; University of Arizona
DuBoff, Eugene, MD; Denver, CO

Dunner, David, MD; University of Washington

Ferguson, James, MD; Salt Lake City, UT

Gilmer, William, MD; Northwestern University

Halbreich, Uriel, MD; SUNY Clinical Center

Helfing, Saul, MD; Oregon Center for Clinical Investigations

Hoopes, Scott, MD; Boise, ID

Liebowitz, Michael, MD; Medical Research Network

Londberg, Peter, MD; Seattle Clinical Research Center

Lydiard, R Bruce, PhD, MD; University of South Carolina

Moreines, Robert, MD; ClinSearch Inc

Munjack, Dennis, MD; Southwestern Research Institute

Nelson, Eric, MD; University of Cincinnati College of Medicine

Oldroyd, Julie. MD/Lee, Elly, MD; Irvine, CA

Prover, Stephen, MD; Torrance, CA

Rapaport, Mark, MD; UC San Diego School of Medicine

Salzman, Carl, MD; Massachusetts Mental Health Center

Smith, Jeff, MD; Duncan, SC

Telew, Nicholas, MD/Walsh, Teresa, MD; Oregon Center for Clinical Investigation
Thase, Michael, MD; University of Pittsburgh, Western Psychiatric Institute
Trivedi, Madhukar, MD; University of Texas Southwestern Medical School
Zajecka, John, MD; Rush University Medical Center

5.3. Field Monitoring Staff

Phoenix International (MDS Pharma Services); Jeannine Limoges, Project Leader
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5.4. Central Laboratory

SmithKline Beecham Clinical Laboratories (Quest Diagnostics)

5.5. Central ECG Analysis

Premier Research Worldwide (eResearch Technology)

6. INTRODUCTION

Major Depressive Disorder (MDD) [1] is a common and serious illness. Although effective
treatments for this condition exist, between 30 and 40% of patients fail to respond to the first
antidepressant medication administered [2]. Selective serotonin reuptake inhibitors (SSRIs)
are now the most common medication used for the treatment of MDD [3]. About 33% to

50% of patients who begin a trial of an SSRI are unable to tolerate therapeutic doses or are
unresponsive to an adequate trial [4, 5,6]. Treatment options for patients who do not respond
to SSRI treatment consist of augmentation therapy, changing to another antidepressant within
the same class, or changing to a different class of antidepressant [5,6]. Augmentation
therapy is helpful to some patients, but puts them at risk of adverse events related to two or
more medications, and of those related to drug-drug interactions. The strategy of switching to
another antidepressant within the same class was favored a decade ago when physician
choices were primarily limited to tricyclic antidepressants (TCAs) and monoamine oxidase
inhibitors (MAOIs), the recent availability of a number of additional classes of
antidepressants has lessened the enthusiasm for this strategy. Evidence indicates that a
second monotherapy may be more effective if the second drug has a pharmacologic profile
distinct from the initial medication [5]. Therefore this strategy is considered by some as the
best option for patients who have failed an initial medication trial.

Reboxetine (RBX) is a selective norepinephrine reuptake inhibitor [7]. RBX has no relevant
affinity for the serotonin and dopamine uptake sites or for muscarinic, cholinergic or
adrenergic receptors. This pharmacologic profile makes RBX a novel agent, and potentially
useful for patients who have not responded to other available antidepressants.

RBX has undergone extensive preclinical and clinical evaluation as a potential treatment for
Major Depressive Disorder (MDD). The program included four placebo (PBO) controlled
short term (4 to 8 week) studies and three uncontrolled short term studies in the adult
population. Comparator antidepressants were included in three of the placebo controlled
studies. Elderly patients were studied in two uncontrolled, one placebo controlled and one
imipramine controlled short term studies. Additionally, long term studies (up to one year)
were conducted in both adults and elderly patients. The typical RBX doses ranged from 8 to
10 mg/day in the adult population.

Briefly, the results of these studies were as follows:

e Selection of the RBX dose regimens was accomplished in an early phase II, non
randomized, dose-finding study (study 004 [8]), which was adequate to identify the daily
dose associated with intolerance in a proportion of patients (12 mg/day) and the daily
doses associated with minimal side-effect and maximal response rates (8 and 10 mg/day),
although, in view of the non-randomized conditions, no conclusions about dose-response
could be drawn. However, further support of the appropriateness of the selected dose
regimens is derived from the results of the phase III studies, which show that a dose of
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8 mg/day is suboptimal in a proportion of patients in whom increasing the dose to
10 mg/day resulted in clinical response. Daily doses lower than 8 mg are unlikely to be
maximally effective.

e Three of the PBO -controlled studies (study 091 [9], study 008 [10], study 014 [11])
demonstrated the efficacy of RBX on the study endpoint (ie mean reduction of the
Hamilton Rating Scale for Depression {HAMD} total score or response rate is 250%
decrease in HAMD total score), according to the hypothesis stated in the study protocols.
The fourth PBO -controlled study (study 015 [12]) showed greater efficacy for RBX and
for IMI than for PBO but the differences between the active treatments and PBO on the
study endpoint did not reach statistical significance. However, subpopulation analysis,
particularly of the severely ill patients but also of the melancholic patients, showed the
efficacy of RBX and IMI on the study endpoint. In the only study completed in the
United States as of now (study 049 [13]), a statistically significant difference between
RBX and PBO was not reached in the primary efficacy variable (the mean total HAM-D
score at day 42; p-value in the observed case analysis {OC} = 0.051). Further, a
significant difference in the MADRS total score was found (OC p-value = 0.019; LOCF
<0.001). Collectively, these data indicate significant antidepressant activity.

A previous trial with reboxetine (ADE 013) [14] has been conducted with a double-blind
discontinuation comparison of reboxetine and placebo in MDD responders to reboxetine.
This phase III, PBO -controlled study was conducted to evaluate the long-term maintenance of
the response that was obtained during short-term RBX treatment. Acutely ill patients with a
recurrence of MDD and a total 21-item HAMD score of 18 or greater received treatment with
RBX 4 mg BID for 6 weeks; at the end of this 6 week period, patients who had responded to
treatment (=50% decrease of HAMD total score versus baseline) were randomized to treatment
with RBX or PBO until relapse (defined as = 50% increase of HAMD total score versus week
6 associated with a total score of at least 18) occurred or for a maximum treatment period of

1 year.

Three hundred fifty-eight patients were admitted to the study and treated with RBX for

6 weeks; 286 patients (80%) were then randomized to double-blind treatment with RBX
(n=145, of which 143 received treatment) or PBO (n=141, of which 140 received treatment).
The two groups were similar to the population that was admitted into the study and were well
balanced for demographic and baseline characteristics: Females were more common than
males in both groups (79% of the patients in the RBX group and 67% of the patients in the
PBO group); the average age at admission was 43 years in the RBX group and 42 years in
the PBO group. All but one patient was suffering from a recurrence of MDD, with an
average number of previous episodes of 3.4 in the RBX group and 3.0 in the PLC group. At
admission, the mean duration of the index episode was 13.9 weeks in the RBX group and

15 weeks in the PBO group.

Among the 133 responder patients who were randomized to RBX, 22% relapsed during long-
term treatment, whereas, among the 132 responder patients who were randomized to PBO ,
56% relapsed; the difference between treatments in relapse rate was statistically significant
(p<0.01). The cumulative risk of relapse (Kaplan-Meier analysis) in the 133 and 132 patients
who were randomized to RBX and PBO , respectively, and who complied with the protocol
response criterion is summarized in Figure 1. Again, the between-treatment difference (log-
rank test) was significant (p<0.001).
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Figure 1. Cumulative Risk of Relapse*
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* Based on Kaplan-Meier methods; N = 132 for PBO and 133
for RBX
Abbreviations: PLC = placebo, RBX = reboxetine

An additional analysis was performed to evaluate the proportion of relapse-free patients
during the first and the last 6 months of treatment. The purpose of this analysis was to
investigate the rate of relapse of the index episode and the rate of recurrence of a new
episode in the two treatment groups. The results of this analysis are summarized in Table 1.

Table 1. Proportion of Relapse-Free Patients After 6 and 12 Months of

Treatment
Reboxetine Placebo
Relapse-Free Relapse-Free
Months N n* Y0 n n* Yo xz test
1-6 133 81 60.9 132 53 40.2 11.4
7-12 75 66 88.0 49 29 59.2 13.7

* Patients who did not relapse at least once during the indicated period and
who did not withdraw because of improvement are included.

Thus, the results of this PBO -controlled study proved the efficacy of RBX in the
maintenance therapy of MDD. As measured by the HAMD, MADRS, and CGI scales, RBX
was superior to PBO for the maintenance therapy of patients with MDD when administered
for up to 1 year.

The current protocol tested the efficacy and safety of RBX in patients with MDD who had
not responded to treatment with at least 6 weeks of fluoxetine (FLX). Patients who met the
entry criteria of the protocol were immediately switched to open-label RBX for 8 weeks.
Subjects who responded to open-label RBX were randomized in double-blind fashion to
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continuation therapy with either RBX or placebo (PBO). The primary outcome measure was
the rate of relapse in the post-randomization phase.

7. OBJECTIVES

The primary objective was to compare the safety and efficacy of RBX vs. PBO in reducing
the rate of relapse in patients suffering from a MDD resistant to FLX treatment but
responsive to open-label RBX. A secondary objective was to assess the safety and determine
the response rate of open-label RBX treatment in FLX resistant patients with MDD.

8. METHODS

8.1. Overall Study Design and Plan

This protocol consisted of eight weeks of open label RBX treatment (Part 1), followed by a
24-week double-blind discontinuation trial with survival analysis of RBX vs. PBO (Part 2).
Adult subjects with MDD were recruited from the community and from outpatients at clinics
associated with investigational sites. Patients who had not responded to open-label FLX
treatment and met other entry criteria were enrolled in the protocol. In Part 1 of the protocol,
subjects were treated with open-label RBX for eight weeks. Treatment started at a dose of 4
mg bid. At the week 4 visit or later, investigators could raise the dose to 4 mg in the morning
and 6 mg in the evening (10 mg/day). At the end of Part 1, response was defined as > 50%
reduction in total 25-item HAMD (25-item Hamilton Depression Rating Scale) score at Day
57 compared to Day 1 and CGI (Clinical Global Impression Scale) improvement of 1 or 2. A
HAMD total score of < 7 was considered evidence of remission.

In Part 2, subjects who responded to open-label RBX treatment in Part 1 were randomized in
double-blind fashion to either continue RBX or to begin PBO treatment for up to an
additional 24 weeks. Subjects who had not responded to open-label RBX treatment were
withdrawn from the protocol. After randomization, treatment was continued until individual
subjects had evidence of relapse of MDD, completed 32 weeks of combined treatment in
Parts 1 and 2 without relapse, or withdrew because of adverse events. Responders who
continued in Part 2 had subsequent 25-item HAMD scores compared to the Day 57 HAMD
score. The primary endpoint was the rate of relapse of MDD for patients in the post-
randomization phase. Relapse of MDD was defined as > 50% increase of 25-item HAMD
total score compared to the Day 57 (week 8) HAMD total score, and a minimum HAMD
total score of > 10 (on the 25-item HAMD). An optional, additional patient visit was
allowed within 10 days to re-check the HAMD score once a patient reached a 50% increase.
The purpose of this visit was to confirm relapse in subjects who had borderline scores on
rating scales.

The timeline is schematically shown in Figure 2 (next page).
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8.2. Discussion of Study Design

The goal of this protocol was to evaluate the efficacy and safety of RBX in a population of
patients with MDD who had not responded to FLX therapy. There is no accepted definition
of lack of response to FLX. However, it is has been shown that increasing the daily dose of
FLX from 20 mg to 40 mg leads to improvement in many patients who have not initially
responded [15]. On the other hand, if patients have not responded to FLX by 6 weeks, their
chances of having a good response with continued FLX treatment are decreased [16]. These
two findings were incorporated in the definition of FLX non-response in this protocol.

As noted, several studies of RBX in MDD have previously been conducted, including a study
which demonstrated that RBX was more effective than PBO in preventing relapse of MDD in
patients followed for up to one year. None of these studies, however, were conducted in
patients with MDD and who failed to respond to FLX. Therefore, to allow valid conclusions
about efficacy and safety of RBX in FLX non-responders, a PBO control group was
necessary in this protocol.

A PBO-controlled discontinuation design was chosen because it allowed for greater statistical
power than other designs (thus minimizing the number of patients exposed to PBO
administration) [17]. In this design, the exposure to PBO during symptomatic depressive
illness in individual subjects was also less than in other designs. On the other hand, this kind
of design does not provide estimates of the magnitude of absolute treatment effects and does
not strictly measure response to study drug in the target population. Preventing relapse,
however, is a legitimate indicator of the drug's effect and an important clinical measure.

A washout period between the discontinuation of FLX treatment and the start of the RBX
protocol was another consideration. A previous study in which RBX and FLX were
administered concomitantly to healthy volunteers did not raise any safety concerns [18].
These data made it possible for the present protocol to allow a rapid switch (in 72 hours or
less) from FLX to RBX, despite FLX's relatively long-half life of several days. In clinical
settings, a washout period is generally not desirable because it is often not practical to
maintain symptomatic patients on no treatment. Therefore the rapid switch utilized in this
protocol make results more applicable to usual clinical practice.

8.3. Study Population

8.3.1. Inclusion Criteria

The protocol listed these inclusion criteria:
Patients must be non-responders to open-label FLLX under the following conditions:

e Patients of either sex, of any race, ages 18-65 years

e Patients must have received open label FLLX given daily for at least 6-12 weeks (at least
40 mg/day FLX must have been taken for the last 3 weeks)

18
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Non-response to open-label FLX is defined as: a Clinical Global Impression
Improvement (CGI-I) score of 3-7 (“minimally improved” to “very much worse”) for
each of the last two weeks of the FLX treatment while continuing to meet Diagnostic and
Statistical Manual-IV (DSM-1V) criteria for MDD without Psychotic Features (American
Psychiatric Association 1994) and a HAMD-25 score of >8

At the time of entry into Part 1 patients must:

be outpatients with MDD diagnosed with the use of the Structured Clinical Interview for
DSM-1V Axis I Disorders (SCID). If the patient had been diagnosed with a complete
SCID prior to FLX treatment the Mood Disorders, Mood Episodes, and Psychotic Screen
modules will be repeated to confirm the MDD diagnosis (without psychotic features)
within 1 week of screening.

be evaluated using the 25-item Hamilton Rating Scale for Depression (HAMD) and
Addendum at screen and on Day 1 prior to dosing with open-label RBX.

be receiving FLX.

provide signed, written informed consent.

8.3.2. Exclusion Criteria

The protocol listed these exclusion criteria:

19

DSM-1V diagnosis of Major Depressive Episode with Psychotic Features.
DSM-1V diagnosis of Cyclothymia Disorder.
DSM-1V diagnosis of Bipolar I or Bipolar II Disorder

Meeting criteria for DSM-IV diagnosis of Substance Related Disorders within the past 6
months.

Meeting criteria for DSM-IV diagnosis of Schizophrenia or Other Psychotic Disorders.

History of MDD associated with endocrine disorders: hypo- and hyper-thyroidism tested
by TSH and T4; adrenal insufficiency, Cushing’s syndrome.

Positive pregnancy test for women of childbearing potential.
Females who are breastfeeding.

Refusal by female patients of potential child-bearing age to use effective contraceptives
during the study period.

Participation in any clinical study with an investigational compound in the 4 weeks
preceding the study.

History or presence of gastrointestinal, liver, or kidney disease, or other conditions
known to interfere with the absorption, distribution, metabolism and excretion of drugs.
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e History of seizures or brain injury; current evidence of clinically important
hematopoietic, respiratory or cardiovascular diseases. Current evidence of urinary
retention, or glaucoma.

e Any important clinical illness in the 4 weeks preceding the study which might interfere
with the conduct of the trial.

e Clinically relevant abnormal findings in the physical examination, laboratory tests and
ECG at admission.

e Electroconvulsive Therapy (ECT) in the previous 6 months.

e High risk of suicide as assessed by Investigator’s judgment, score > 3 on HAMD suicide
item (i.e. suicide ideas, suicide gesture or attempt at suicide), or attempted suicide during
the present episode.

8.3.3. Removal of Patients from Therapy or Assessment

A patient could be withdrawn from the study treatment if, in the opinion of the Investigator,
it was medically necessary or if it was the wish of the patient. Termination of test therapy
prior to completion of the protocol treatment period was considered due to adverse events,
clinical deterioration or switch to mania.

Patients who fail to respond to the 8-week open-label treatment with RBX (Part 1) were
withdrawn from the study. Patients who experienced relapse of MDD during the post-
randomization treatment (Part 2) were also withdrawn from the study.

In case of treatment discontinuation, sites were instructed by the protocol to describe the
reasons for the withdrawal to subjects and, whenever possible, irrespective of the reason for
withdrawal, to examine discontinued subjects as soon as possible. Relevant samples (lab
tests, ECG and any diagnostic procedures which were necessary to define the event leading
to withdrawal) were to be obtained and all relevant assessments completed, preferably
according to the schedule for final assessment. The CRFs were to be completed as far as
possible and provided to the sponsor. If a subject did not return for a scheduled visit, every
effort was to be made to contact the subject. In any circumstance, subject outcome was to be
carefully documented.

8.4. Treatments

8.4.1. Treatments Administered

During the protocol, subjects received RBX or RBX and PBO. The study medications were
provided as scored tablets that allowed dose adjustment if necessary. PBO and RBX tablets
were identical in appearance. Separate subject numbers were assigned for Part 1 and Part 2,
and study drugs were packaged and labeled accordingly. The Part 1 and Part 2 numbers were
linked for each subject. Part 1 supplies were packaged in bottles containing enough study
medication for one week of treatment. For each subject, 8 bottles labeled with the Part 1
subject number and the indication “week 17 to “week 8 were provided. Each bottle for each

20
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week contained the medication necessary for 1 week plus additional tablets for difficulties in
scheduling visits and possible losses (total of 25 tablets), prepared according to the twice
daily regimen with 1 tablet for the “morning” and 1 tablet for the “evening” dose for weeks
1,2, 3 and 4 and 1 tablet in the morning and 1 or 1 1/2 tablet(s) in the evening for weeks 5-8
(this allowed investigators to increase the dose after week 4 if they deemed it necessary).
Part 2 supplies were labeled using a different color than Part 1 supplies to clearly distinguish
them. Part 2 supplies were packaged in bottles and labeled with the Part 2 subject number.
For each subject treated post-randomization, 24 bottles labeled with the subject number and
the indication “week 9” to “week 32" were prepared. Each bottle for each week contained
the medication necessary for 1 week plus additional tablets for difficulties in scheduling
visits and possible losses (total of 25 tablets), prepared according to a twice daily regimen
with 1 tablet in the morning and 1 or 1 1/2 tablet in the evening for weeks 9-32.

Drug supplies were stored at room temperature. All drug supplies were handled under the
direct responsibility of the investigator. Study monitors checked drug storage conditions
during site visits.

8.4.2. Identity of Investigational Products

RBX and PBO supplies were manufactured and supplied by Pharmacia & Upjohn, Italy and
contained either 4 mg of RBX and excipients, or excipients only in the case of PBO. The lot
numbers were 28,439 for RBX, and 28,449 for PBO.

8.4.3. Method of Assigning Patients to Treatment Groups

In Part 1 all subjects received open-label RBX therapy. Responders in Part 1 were entered
into the double-blind portion of the study . This was done by site investigators by
consecutively assigning a coded double-blind treatment (either RBX or PBO) to each subject.

8.4.4. Selection of Doses in the Study

The 8 to 10 mg/day doses of RBX for this study were chosen based on the results of previous
RBX studies in patients with MDD [19].

8.4.5. Selection and Timing of Dose for Each Patient

The timing of daily dosing was determined by the pharmacokinetic profile of RBX [19]. The
half-life of RBX in subjects aged 18-65, who do not have significant hepatic or renal disease,
is about 13 hours. This duration allows for twice daily dosing. This protocol excluded
subjects who had significant medical illnesses that would hamper the metabolism of RBX, so
for the study population, the twice daily dosing was appropriate for all subjects in this
protocol.

21
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8.4.6. Blinding

All subjects entered into Part 1 were treated with open-label RBX in an unblinded fashion.
On Day 57 (end of week 8), a response determination was made for each subject. RBX
nonresponders were withdrawn from the study. RBX responders were randomized into Part
2 in a double-blind fashion on Day 57 to continue RBX or begin PBO.

8.4.7. Prior and Concomitant Therapy

No concomitant psychotropic medication other than temazepam or zolpidem tartrate as a
hypnotic on a p.r.n. basis (eg, temazepam 7.5-30 mg or zolpidem tartrate 5-10 mg po QHS
prn during the study) was allowed. The administration of other concomitant psychotropic
drug was considered a protocol deviation.

Other therapy considered necessary for the patient’s welfare could be given at the discretion
of the Investigator. All such therapy was to be recorded in the Case Report Form. No other
investigational drug could be used concomitantly with the study drug. Patients were not
allowed to participate concurrently in any other clinical drug study. Women of childbearing
potential had to use an effective means of contraception while on study. Over the counter
(OTC) medications were allowed on a p.r.n. basis as symptomatic treatment. They were
recorded along with other medications in the non-investigational medication case report
forms.

The first amendment of the protocol (dated June 19, 1999) excluded food supplements with
potential central nervous system effects, such as St. John's Wort, kava, ginseng, and
melatonin. This amendment also instructed investigators to exercise caution in enrolling
subjects who were taking drugs that were potent inducers or inhibitors of cytochrome p450
3A4 (this isoenzyme plays a prominent role in the metabolism of RBX).

8.4.8. Treatment Compliance

Subject compliance was strictly monitored. Dosing diaries were provided to each subject for
daily recording of drug administration. The investigator’s staff checked for regular
consumption of experimental treatment. Sites were instructed to retain diaries as source
documents.

The investigator was also responsible for drug accountability and kept a record of the test
compounds received from Pharmacia & Upjohn as well as of the dispensed and returned
drug. Discrepancies between dispensed and returned study medication were explained and
recorded.

Medication was dispensed to the subject at each visit, and the bottle(s) of the previous supply
were returned.

Sites were instructed to return all unused medication and empty bottles to Pharmacia &
Upjohn.

22
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8.5. Efficacy and Safety Variables

8.5.1. Study Schedule

Table 2 documents the schedule of study activities.

Table 2: STUDY FLOW-CHART
PART 1 PART 2
Day* Screen** | 1 | 8,15 | 29 (36,43 | 57" | 58-113 | 141-197 225"
and and (or end of
22 50 treatment)
Week Screen** | - 1,2 4 5,6 8 9-16 20-28 32"
and 3 and 7 (weekly |[(monthly| (or final
visits) visits) visit)

Confirm DSM- IV MDD (by v
SCID)?
Sign consent v
Medical history v
DSM-IV 5-Axis Clinical Dx’ v v v
MGH Antidepressant Tx Resp. v
Scale
Physical examination v v
Randomization v
ECG - 12-lead, serum chemistry, v v v v
hematology and urinalysis
Serum Pregnancy Test v v v
Urine drug screen v v v
Vital Signs v v v v v v v v v
25-item HAMD & addendum v v v v v v v v v
Assess for MDD relapse v v v
MADRS, CGil, PGl, SF36, KSQ, vV | vwks | vV [vwk6e | vV v'wks v 4
SASS 1,2 10,12,14,16
RSI v v v wk 16 v
Compliance v v v v v v v
Medication dispensing record v v v v v v v v
Adverse Events v v v v v v v v

Abbreviations: DSM-IV = Diagnostic and Statistical Manual of Mental Disorders; Fourth Edition, MDD = Major
Depressive Disorder, HAMD = Hamilton Rating Scale for Depression, MADRS = Montgomery Asberg Depression
Rating Scale, CGl=Clinical Global Impressions, PGl =Patient Global Impressions, SF36 = Medical Outcome SF36,
SASS = Social Adaptation Self-evaluation Scale, KSQ = Kellner Symptom Questionnaire, RSI = Rush Sexual
Inventory Scale, SCID = Structured Clincial Interview for DSM-IV Axis | Disorders, wk = week, MGH Antidepressant
Tx Resp. scale = Massachusetts General Hospital Antidepressant Treatment Response Questionnaire

* Visits were to be targeted to occur + 1 day through week 16; thereafter + 2 days

** Screening visit must have taken place within 2 weeks prior to Day 1.

'For any patient who withdrew between Day 1-57, all tests and forms listed for the Day 57 visit were to be completed.
For any patient who withdrew between Days 58-225, all tests and forms listed for the Day 225 visit were to be
completed.

®The following SCID Modules were to be performed and documented in source records: A = Evaluation of Mood
Episode, Dysthymic Disorder, Mood Disorder due to a GMC, and Substance-Induced Mood Disorder; B = Psychotic
and Associated Symptoms; C = Psychotic Disorders; D = Mood Disorders

®Except for MDD (which is determined by appropriate SCID Modules), the 5-Axis clinical diagnosis could be made
based on a clinical interview.

23

(Page 23 of 2078)




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

Pharmacia & Upjohn a0094189

8.5.2. Efficacy Variables

The primary efficacy measure for each phase was the 25-item Hamilton Depression Rating
Scale total score (HAMD). Secondary efficacy measures were Clinical Global Impression
(CGI), Montgomery-Asberg Depression Rating Scale (MADRS) total score, Patient’s Global
Impression (PGI), individual items from other versions of the HAMD, Kellner Symptom
Questionnaire (KSQ), Rush Sexual Inventory (RSI), the Medical Outcomes Study short form
36 (SF-36) scale, and the Social Adaptation Self-evaluation Scale (SASS). A clinical 5-Axis
diagnosis was recorded at the start of the study, and at the end of Parts 1 and 2.

The clinical efficacy assessments are described below:

-Hamilton Depression Rating Scale [20,21,22] is the standard scale used for rating severity of
depression. It is a clinician rated scale based on of results of a patient interview. The
individual items on the HAMD are rated according to their severity either on a 0-2 or a 0-4
point scale. In this protocol the 25-item version was used for primary efficacy assessment
and to make the determination of response at the end of Part 1, but data were collected to
allow assessments based on other versions (17-item, 28-item) item scales. Appendix 7 of the
protocol, attached to this study report, shows the breakdown of individual items which
comprise each scale.

-Montgomery Asberg Depression Rating Scale (MADRS) [23] is a scale based on a clinical
interview. Its consists of 10 items, with each item scored on a 7-point scale, graded 0-6. A

score of 0 signifies absence of the symptom in question, while a score a score of 6 signifies
the most extreme form. Total score ranges from 0-60.

-Clinical Global Impression (CGI) [24] consists of three parts (Severity of Illness, Global
Improvement and Efficacy Index) which the clinician fills out. The Severity of Illness and
Global Improvement parts are 7-point measures. The Efficacy Index calls for an estimation
of therapeutic effect in relation to severity of side effects based on a 16-point scale. The
Global Improvement portion and Efficacy Index refer to changes since admission to the
study. For this reason, there are no values assigned to these portions at the first evaluation.
The CGI scoring is similar to that found in most other scales, in that lower scores indicate
better health.

-Patient Global Impression (PGI) is a single item scale in which the patient rates on a 0-10
scale the worsening, stability or improvement in his/her general condition at that time
compared with the start of the study.

-Medical Outcomes Study short form 36 [25,26], also referred to as SF-36, is a general
quality of life scale consisting of 36 items which compose eight subscales. Each subscale is
scored separately; no composite total is calculated. General population norms exist on
thousands of individuals and can be broken out for age and sex comparisons with almost any
population sample. This instrument also has been used extensively in patients with clinical
depression. The SF-36 is self-administered.
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- The Social Adaptation Self-evaluation Scale (SASS) [27] is a 21-question self-evaluation
questionnaire which explores the realm of work and leisure, relationships and patient
perception of his/her ability to manage the environment. The scale was validated in a survey
of the data from the general population in 4000 individuals and sensitivity to change was
evaluated in a study in depressed patients comparing RBX, FLX, and PBO [26]. Answers to
each item are scored from 0 to 3 (the higher the better social functioning is).

-The Kellner Symptom Questionnaire (KSQ) [28] is a 92-item, self-rated simple
questionnaire which contains state scales of depression, anxiety, anger-hostility and somatic
symptoms. In addition, four well-being subscales (contented, relaxed, friendly, and somatic
well-being) are included. The four state scales are scored separately; a total score is also
calculated. The depression cluster has shown good agreement with the Hamilton Rating
Scale for Depression.

-The Rush Sexual Inventory (RSI) scale [29] is a comprehensive, succinct, self-rated patient
inventory created to assess changes in sexual function over time. Each inventory consists of
five visual analogue items and individual “yes/no” gender-separated items. At the first
evaluation, this scale includes queries for premorbid as well as current functioning.

-For reasons of safety and as a tertiary indicator of efficacy, the "clinical" DSM-IV 5-Axis
diagnosis of each subject during the trial was followed. This diagnosis was made within one
week of the screening and at the end of Parts 1 and 2 (when applicable), and was based on a
clinical, and not a structured, interview.

8.5.3. Safety Variables

8.5.3.1. Clinical Safety Assessments

The following clinical safety assessments were carried out. These include assessments which
supplemented demographic information used to classify subjects at baseline:

1. Standard medical history at screening.

2. Standard clinical and physical examination at screening and end of study.

3. Blood pressure, pulse and oral temperature were measured with the patient rested and in
the sitting position at each visit.

4. Adverse events occurring from Day 1 until the last visit were recorded. After open-label

RBX treatment ended on Day 57, follow-up visits at regular intervals were performed for

all patients continuing on study (i.e. for both patients continuing on RBX and for those

randomized to PBO).

12-lead ECG.

Confirm DSM-IV MDD by using the Structured Clinical Interview for DSM-IV.

5-Axis DSM-IV clinical diagnosis at screening, week 8 and week 32.

Massachusetts General Hospital Antidepressant Treatment Response Questionnaire [30].

This self-administered questionnaire queried history of medication treatment for

depression prior to participation in this study, and was part of the case report forms used in

the screening visit.
25
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8.5.3.2. Laboratory Safety Assessments

ECG and laboratory tests (which included chemistry, hematology, urinalysis, thyroid
function, urine drug screen, and pregnancy test) were carried out according to the schedule in
Table 2. The specific laboratory assessments are noted in Appendix 3 of the protocol, which
is attached to this study report.

8.5.4. Drug Concentration Measurements

Plasma drug levels were not measured in this study.

8.6. Data Quality Assurance

The following procedures were implemented to ensure the quality of the data that were
collected:

- atraining meeting was held to familiarize the investigators and coordinators with the
protocol and with the assessment instruments

- an Investigator’s Brochure and reference manual were given to each investigative
site

- data were collected on standard CRFs provided to each investigator by the sponsor

- investigators and institutions guaranteed access to source documents for quality
assurance audits by Pharmacia & Upjohn personnel as well as appropriate regulatory
agencies

- monitoring visits were made periodically during the study to ensure that all aspects
of the protocol were being followed

- source documents were reviewed for verification of agreement with data on the
patient CRFs

- all safety laboratory measurements were conducted by SmithKline Beecham Clinical
Laboratories

- laboratory data entered at SmithKline Beecham were electronically transmitted to
Pharmacia & Upjohn for analysis

- ECGs were evaluated by Premier Research Worldwide; data were analyzed by
Pharmacia & Upjohn

- Pharmacia & Upjohn Standard Operating Procedures were followed in the conduct
and analysis of the study

8.7. Statistical Methods and Determination of Sample Size

8.7.1. Determination of Sample Size

Sample size was calculated based on the assumption that at least 50% of the patients who
discontinue treatment experience a relapse within 6 months compared to 20% of the patients
who continue on active medication. This was based on results of a previous reboxetine study
[31] and published papers [32,33,34]. At significance level of 0.05 (2-tailed), power level
0.8, the number of patients required to detect a 30% difference in relapse rate was 78 (39 per
treatment arm). Assuming that 10% of the patients randomized into the double blind phase
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were non-evaluable for efficacy, 87 patients were required for randomization at Day 57 of
the study. It was estimated that about 200 patients were needed for the open label phase to
get enough patients for randomization.

The study was terminated prematurely (see Section 9). At the time of study closure, 128
patients were enrolled, and 47 patients were randomized into the blinded medication phase.

8.7.2. Data Sets Analyzed

The intent-to-treat (ITT) data set, which includes all patients who were enrolled into the trial
and were given any study medication, was used for all analyses for the open label phase.

Patients who were randomized and had any post randomization evaluations were included in
the analyses for the blinded medication phase.

8.7.3. Rules for Estimation of Missing Data

For the analyses of the psychometric scales in the open label phase, two types of analyses
were performed: the “last observation carried forward” (LOCF) and “observed cases” (OC).
The OC approach was used in the analyses for the blinded medication phase.

For LOCEF analyses, if an individual component score on the questionnaires was missing at a
post baseline visit, the last observed score of the component was carried forward as an
estimate of the missing score. The score at screen was used as an estimate of any missing
observation at baseline.

For observed cases (OC) analysis, no observation was carried forward. If an individual
component score is missing, the total score was treated as missing.

8.7.4. Demographic and Baseline Characteristics

Demographic and baseline conditions (e.g. sex, age, pretreatment psychiatric condition) were
summarized separately for subjects enrolled into the open label phase and subjects
randomized into the blinded medication phase. Categorical variables were summarized using
frequency counts and percentages, and continuous variables using means, standard
deviations, and ranges. Comparability of patients randomized into the two treatment groups
was assessed using t-test for continuous variables and the chi-squared test or Fisher’s exact
test for categorical variables.

8.7.5. Efficacy Analyses in the Open Label Phase (Part 1)

Analyses in the open label phase include summarization by visit of patients’ scores on the
various psychometric scales and some of their subscales and individual items. The change of
the mean scores from baseline were tested for statistical significance using the paired t-test.

The following lists the items, scales and subscales analyzed:
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HAMD - all 36 individual items. 25-item HAMD, 17-item HAMD, 28- item HAMD
total scores.

CGI: severity of illness, global improvement, CGI efficacy index.

Patient Global Impressions.

Montgomery-Asberg Depression Rating Scale (MADRS): individual item and total
score.

Kellner Symptom Questionnaire: depression, anxiety, somatic, and anger hostility
susbscales.

Rush Sexual Inventory: all individual items.

SF-36 Health Survey: social functioning, physical functioning, role physical, role
emotional, vitality, bodily pain, mental health and general health subscales.

Social Adaptation Self-Evaluation Scale (SASS).

The response rate to reboxetine at the end of 8 weeks of treatment was calculated using the
definition of 50% reduction in HAMD-25 total scores and CGI improvement of “very much
improved” and “much improved”. This calculation was based on observed cases and
followed the criteria the investigators used for randomizing the patients.

Further, to enable comparisons with other study results, a less restrictive and more commonly
used definition of 50% reduction in HAMD scores (without the condition about the CGI
improvement) was used in calculating the response rates, using the LOCF approach on all
intent-to-treat patients. This calculation was performed on all three versions of HAMD, i.e.
25-item HAMD, 17-item HAMD, and 28-item HAMD.

8.7.6. Efficacy Analyses in the Blinded Medication Phase (Part 2)

Relapse rates and remission rates at the end of treatment were calculated for the two
treatment groups. Relapse was defined as 50% increase or more in the 25-item HAMD total
score after randomization, with a minimum score of 10. A patient was considered to be in
remission if the 25 item HAMD total score was 7 or less.

The Kaplan-Meier survival function was used to estimate the time from randomization to
relapse, and the log-rank test was used to test for treatment difference of the distributions.
Time to relapse was calculated as the number of days between randomization and the day the
patient was confirmed to have relapsed. Patients who terminated early (other than relapse)
were treated as censored cases in the survival analysis.

Due to the small number of participants in most of the visits in the blinded medication phase,
patients’ mean scores on the questionnaires were summarized by treatment group and visit,
without any statistical testing. These analyses were conducted using the observed cases
approach.
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8.7.7. Safety Analyses

8.7.7.1. Adverse Events

Frequencies of treatment emergent adverse events were summarized by body system and
COSTART term, by maximum severity, and by gender. Treatment emergent adverse events
that were considered to be related to study medication, and those that resulted in early
termination of the patients, were also summarized and listed.

In addition, the following categories of adverse events were summarized by body system
and COSTART term:

- adverse events that started while patients were on fluoxetine and were still present at
baseline.

- adverse events that started in the first four weeks of treatment.

- adverse events that started in the fifth to eighth week of treatment.

Events that started before treatment were listed with the investigators’ comments on their
relatedness to fluoxetine.

Adverse events that started in the blinded medication phase were summarized and listed by
treatment group.

Serious adverse events were listed.

8.7.7.2. Laboratory Tests

Summary statistics for each laboratory assay were calculated and displayed by visit in the
open label phase. The mean change from baseline was summarized and tested for statistical
significance using the paired t-test. Shift tables were constructed to show the changes in the
frequencies of normal/abnormal findings before and at the end of treatment.

Laboratory test results were summarized by visit and treatment in the blinded medication
phase.

Patients who had any post baseline abnormal laboratory results were listed.

8.7.7.3. Vital signs

Vital signs, which include weight, systolic and diastolic blood pressure, sitting pulse,
temperature, and respiration rate, were summarized by visit. The paired t-test was used to
determine the significance of the changes since baseline.

Patients showing clinically significant changes in vital signs during treatment were listed.

29

(Page 29 of 2078)



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

Pharmacia & Upjohn a0094189

8.7.7.4. Electrocardiograms

Methods used in the analyses of ECG results were similar to those used for analyzing the
laboratory results. ECG data analyzed include heart rate, PR, RR, QRS, QT intervals, and
QTc intervals with Bazett and Fredericia corrections.

8.7.8. Significance Level of Hypothesis Testing

An adjusted alpha level of 0.049 was used in the final analyses, because 0.001 was spent in
the interim analyses. (See Section 9:)

All analyses were performed using PC SAS Version 6.12.

9. CHANGES IN THE CONDUCT OF THE STUDY OR PLANNED
ANALYSES

In March 2000, the decision was made to stop this study prior to completing enrollment of
the originally planned number of patients. This decision was based on the results of a
preplanned interim analysis (see protocol amendment 2, dated January 31, 2000) conducted
to determine the likelihood of a significant result being found if the original number of
patients were enrolled in part 1 and completed dosing in part 2 of the study. No one involved
in the conduct of the study (i.e., data editing and cleaning up of the data) was unblinded in
any way to these results. These included but were not exclusively the study statistician, the
medical monitor, the Clinical Trial Specialist and the field staff.

The conditional analysis was performed by Kerry Barker, an independent statistician, on
March 15, 2000. The blind was broken this date (only the statistician was given access to the
unblinded results). The conclusions of this analysis were then sent to JR Luderer (Vice-
President, US Medical Affairs, Pharmacia & Upjohn) on the same day. Only the overall
response rates and the conditional powers were presented. The by-treatment response rates
were not presented. The interim results, as well as the randomization codes, were then sealed
and not opened until the study had been closed and data had been edited and cleaned. The
results of this analysis are summarized in the following paragraphs and table.

There were a total of 22/35 (65%) patients who relapsed during the second phase of the study
at the time of the interim analysis. Broken out by treatment we found 11/17 (65%) were in
the reboxetine group and 11/18 (63%) received placebo. Conditional power was calculated
[35] using the observed response rates (65% for reboxetine and 63% for placebo) under the
original assumption that there was a true difference of 30% between reboxetine and placebo.
The results under various values of reboxetine and placebo, such that their difference is 30%,
are presented in Table 3. From this table we can see that the conditional power is less than
20% under any condition in which the true response rates are different by 30%. Similarly, the
conditional power was only 30% when one assumed a true difference of 35%.
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Table 3. Conditional Power Analysis Under the Assumption that the True
Difference in Relapse Rates is 30%

True Percentage - Reboxetine True Percentage - Placebo Conditional Power
0.45 0.75 0.19894
0.50 0.80 0.19892
0.55 0.85 0.19849
0.60 0.90 0.19724

Examination of the data showed that the majority of the relapses were minor. Therefore,
further conditional power analyses were also done using alternative definitions of relapse.
The most optimistic (a definition of relapse that produced the largest positive difference
between reboxetine and placebo) resulted in an observed response rate of 63% for reboxetine
and 71% for placebo. Even under this new (most optimistic) definition of relapse the
conditional power of detecting a 30% difference was at most 60% (and more likely 50%).
Analyses were also performed without some subjects that may have been protocol violations.
Again conclusions did not change.

Thus it was apparent it was unlikely that enrollment of additional patients would result in a
positive outcome (ie, a difference between the two treatment groups with regard to the
occurrence of relapse). The decision was made to stop enrollment in the study. Additional
screening and enrollment ceased immediately after these results were reviewed and the
decision was made. Patients who were ongoing in Part 1 at the time the study was
discontinued were allowed to continue that part of the study but were not allowed to be
randomized into Part 2. Patients who were ongoing in Part 2 were to be discontinued from
study medication within 2 weeks and considered for enrollment in an open-label continuation
protocol. The study blind for Part 2 was not broken for these patients.

10. RESULTS
10.1. Study Patients

10.1.1. Disposition of Patients

Table 4 summarizes the disposition of the 128 patients participating in this study.
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Table 4. Disposition of Patients Participating in Protocol 034
Part 1 (Open label) Part 2 (Double blind)

Number of Patients Reboxetine | Number of Patients Reboxetine Placebo

Enrolled 128 Randomized 24 22

Completed 8 weeks 79 Completed blinded 0 2
phase (ie, week 32)
without relapse

Discontinued during 8 week treatment 49 Relapsed before week 13 13
32

Discontinued because of adverse events 17 Discontinued due to 7 4
study closure

Discontinued because of lack of efficacy 12 Discontinued for other 4 3
reasons

Discontinued for other reasons 20

Source: Tables DS3, DS4 and EFF']

Part 1 - A total of 128 patients were enrolled in Part 1 of this study by the 28 psychiatric

centers with expertise in clinical trial methodology (Table DS1). Seventy nine patients (79;
61.7%) completed eight weeks of treatment; forty nine (49) patients discontinued before 8
weeks of treatment (Table DS3). The most common reasons for discontinuing treatment were
an adverse event (17 patients) or a failure to respond to the reboxetine treatment (12
patients).

Part 2 - Of the 79 patients who completed Part 1 of the study, 47 were randomized into the
double blind part of the study (Part 2). Twenty of the 28 centers randomized patients into
Part 2. Three patients (all in the placebo group; numbers 101044, 151038 and 131125) were
randomized by error into Part 2. These patients failed to respond adequately to reboxetine in
Part 1 (ie, did not achive a >50% decrease in their HAM-D total) but received doses in Part 2
and thus were included in the analyses. One of the 47 (patient 91097) did not have any
follow-up data and was excluded from the Part 2 analyses (Table DS2); thus, 46 were
included (reboxetine = 24; placebo = 22).

Forty four of the 46 patients (reboxetine = 24; placebo = 20) discontinued before the end of
the study. Most of these were due to lack of continued efficacy of the study drug (ie, relapse;
reboxetine = 13; placebo = 13; Tables DS4 and EFF1). Most of the other patients who
discontinued in Part 2 did so because the study was cancelled. Lastly, two additional patients
(numbers 11160 and 11167) were eligible for randomization but were not randomized
because of the study closure (see Section 9).

Only two patients (numbers 31020 and 151037) completed the 32 weeks of the study, ie,
both Parts 1 and 2. Table DSS5 provides a listing of the disposition of the 126 patients who
discontinued from this study regardless of whether they discontinued in Part 1 or Part 2.
Table DS6 documents the number of patients remaining in the study for each week.
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10.1.2. Protocol Deviations

Table 5 documents the 15 patients with protocol violations/deviations occurring during the
course of this study. Except as noted for patient 241032, the data from these patients were
included in the analyses presented herein.

10.1.3. Data Sets Analyzed

All patients who were enrolled in Part 1 of the study, who received at least one dose of study
drug were included in the data set which was analyzed. Thus, all “intent-to-treat” patients
were included. As previously noted, one patient who was randomized in Part 2 did not have
any follow-up data and was excluded from Part 2 analyses.

Table 5. Patients with Protocol Violations/Deviations During Study

Violation Category Patient Number Description

Inclusion/Exclusion criteria 91036 MDD diagnosis not confirmed at screen, nor before
patient’s early termination from the study

101044 Complete SCID not done prior to reboxetine
treatment. SCID at screen was done confirming
MDD

111057 Past MDD was omitted from SCID

Drug screen failure 81052 Opiates at screen — took Vicodin x3 for low back

pain

111057 Opiates at screen, tested negative at repeat urine
test.

201068 Had elevated AST and ALT at screen. Was
followed weekly after study.

Concomitant medication 41094 Took alprazolam for 2 days in week 2. Patient
continued onto part 2.

211147 Took venlafaxine and hydroxyzine for depression
and anxiety a few days prior to early termination.

241031 Took fluoxetine for depression a few days before
early termination.

201092 Took bupropion and sertaline for depression before
early termination.

Wrongly randomized by study 101044 Wrongly randomized with less than 50% reduction

sites in HAMD score at end of week 8. Also terminated
early due to prohibited therapy.

151038 Patient was inadvertently randomized. Less than
50% reduction in HAMD at the end of week 8.

131125 Patient was wrongly randomized due to
miscalculation of HAMD score.

Relapse criteria 81103 Less than 50% increase in HAMD score (increased
from 10 to 14) in randomization phase, yet
investigator considered patient relapsed.

Assessment after treatment 241032 Patient was assessed 3 months after dropping out .

termination This last assessement was not included in the
statistical analysis.
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10.1.4. Demographic and Other Baseline Characteristics

10.1.4.1. Demographic Characteristics

Part 1 - Tables DM1 and DM2 document the demographic characteristics of the 128 patients
enrolled in Part 1 of the study. As expected, approximately 2/3 of the population were
females (Table DM1). The majority of patients were caucasian, were currently married and
had at least a high school education. Patients were about equally divided with regard to living
with a spouse or living alone. About 2/3 of the subjects were employed either full- or part-
time. The mean age of the patients was 44 years (Table DM2).

Part 2 — The demographic characteristics of the 46 patients randomized in Part 2 (24 in the
reboxetine group and 22 in the placebo group) are documented in Tables DMM1 and
DMM?2. There were numerically fewer females (reboxetine = 54.2%; placebo = 72.5%;
p=0.233), more caucasians (reboxetine = 95.8%; placebo = 86.4%; p=0.101) and more
married subjects (reboxetine = 54.2%; placebo = 40.9%; p=0.752) in the reboxetine group
than in the placebo group. The two groups were essentially identical with regard to age,
weight and height.

10.1.4.2. Medical History and Physical Examination Findings

Part 1 - Tables DM3 and DM4 summarize the results of the medical histories and physical
examination findings from the 128 patients. The majority of the patients had at least one
positive finding on their history (Table DM3). Some patients (0.8-16.4% depending on the
body system) had a current positive finding on their physical examination (Table DM4);
however, these did not interfere with their participation in the study.

Part 2 - Tables DMM3 and DMM4 summarize the results of the medical histories and
physical examination findings from the 64 patients. Between one-third and one-half of the
patients had a positive finding on their history (DMM3). There were no appreciable
differences between the two treatment groups with regard to histories or physical
examinations.

10.1.4.3. Psychiatric History

Part I - The psychiatric history of the patients who were enrolled in this study is summarized
in Tables DM5 through DM 14 and DM18. Briefly, the patients had undergone multiple
episodes of depression (mean 8.3); the current episode had been ongoing for approximately
4.5 years at the time they were enrolled in the study (Table DMS). About 17% of the
population had previously been hospitalized for treatment of their depression (Table DMS).
About half the patients were of the melancholic subtype (Table DM11) with extreme mood
reactivity (Table DM14). The mean score on the Hamilton Rating Scale (25-item version) at
the screening visit was 29.3 (range 15-48; Table DM18).

Part 2 — Table 6 summarizes those aspects of the psychiatric history where there was an
appreciable difference between the reboxetine and placebo groups. There seemed to be no
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differences in the other variables (see Tables DMMS through DMM 17). The mean Hamilton
Depression score at baseline was 27.3 in the reboxetine group and 26.4 in the placebo group
(Table DMM18).

There were no significant differences between the two groups, at least in part due to the small
number of patients in the two groups. More patients in the reboxetine group had been treated
with psychiatric medication, had previously been treated with benzodiazepines and had
received mood stabilizers than those in the placebo group. Further, patients in the reboxetine
group reported their first episode of Major Depression at an earlier age (mean = 25.1 vs 32.7
for placebo; p=0.082) and had had more episodes than those in the placebo group (10.8 vs
3.6; p=0.215). Additionally, their current episode was longer than that for patients in the
placebo group (mean = 6.1 months vs 2.4 months; p=0.141. Collectively, these differences
suggest that the patients in the reboxetine group may have been more chronically ill than
those in the placebo group.

Table 6. Psychiatric History Variables with an Apparent Difference
Between Treatment Groups in Part 2

Variable Reboxetine Placebo
Number of patients 24 22
History of treatment with psychiatric medication 50.0% 9.1%
History of treatment with benzodiazepines 29.2% 4.5%
History of treatment with mood stabilizers including 12.5% 4.5%
lithium
Mean age of onset of first episode of Major Depression 25.1 32.7
Mean number of episodes of Major Depression 10.8 3.6
Mean duration of last episode of Major Depression 4.7 3.0
(months)
Mean duration of present episode of Major Depression 6.1 2.4
(months)
Diagnosis of melancholic subtype 45.8% 36.4%
Precipitating stress absent in current episode 50.0% 22.7%
Source: Tables DMMS5, DMM6, DMMS, DMM9 and DMM 1 1

10.1.4.4. Previous Treatment for Depression

Part 1 - Previous treatment with psychotropic drugs prior to entry into the study is
summarized in Tables DM15, DM16 and DM17. About 75% of the patients thought that
previous treatment with fluoxetine was the medication that had helped them the most.
However, only five patients thought that they had improved 50% or more on this treatment.

10.1.5. Concomitant Medications

The concomitant medications taken by patients in this study are documented in Tables CM1
(medications taken prior to the time of study entry), CM2 (medications taken during the
open-label treatment with reboxetine [Part 1]) and CM3 (medications taken during double-
blind treatment [Part 2]). The most common medications taken during all three-study phases
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were over-the-counter anti-inflammatory/analgesics (eg, ibuprofen, acetaminophen).
Collectively, these groups were reported 52 times prior to the time of study entry, 160 times
in Part 1 and 31 times in Part 2 (13 times in the reboxetine group; 18 times in the placebo

group).

10.2. Dosage Information

10.2.1. Extent of Exposure

Part 1 - All patients in Part 1 were treated with reboxetine on an open-label basis. The initial
dose was 4 mg BID (ie, 8 mg per day). Patients doing well on this dose were continued at the
same dose for the remainder of Part 1 (through week 8). After 4 weeks of treatment, the
investigator could increase the dose by adding an additional 2 mg to the evening dose (ie,
total daily dose of 10 mg per day). This was done for patients who had little or no
improvement in their depressive symptoms and with no significant difficulty in tolerating the
starting dose. Patients who had their dosage increased remained at the higher dose for the
rest of Part 1; patients who could not tolerate the higher dose could resume the 8 mg/day
regimen. Approximately two-thirds to three-fourths of the patients received the increased
dose (ie, 10 mg/day) during weeks 5, 6, 7 and 8 (Table SM1).

Part 2 — Responder patients were randomized at the end of eight weeks of treatment; patients
were randomized to either reboxetine or matching placebo tablets. Patients received the
same number of tablets as they had been receiving during the last four weeks of Part 1 (ie, 8
or 10 mg of reboxetine/day or 1 placebo tablet BID or 1 placebo tablet in the AM and 1 2
tablets in the PM). No dosage increases were allowed in Part 2; however, patients who had
had their dosage increased in Part 1 could have it reduced to 8 mg/day (1 tablet BID) if they
were unable to continue tolerating the higher dose. Treatment of patients was to continue
through week 32 or until relapse had occurred (see Section 8.1 for definition). Again, about
two-thirds to three-fourths of the patients received the 10 mg/day dose during weeks 9
through 32 of the study (Table SM2).

10.2.2. Measurements of Treatment Compliance

Patient compliance was monitored through the use of a subject-dosing diary and the return of
the diary and medication bottles at each visit. The investigator kept a record of the
medication dispensed and returned; discrepancies were to be recorded and explained.

10.3. Efficacy Results

10.3.1. Primary Efficacy Variable

Part 1 — The purpose of Part 1 was to select patients who responded to open-label reboxetine
for randomization into Part 2 of the study. As previously noted, a responder was defined for
purposes of this study as at least 50% decrease in HAMD score compared to Day 1 and CGI
improvement of 1 or 2 at the end of the 8 week open label phase. Of the 128 patients who
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were enrolled in Part 1, 79 completed the 8 weeks of treatment. Of the 79 completers, 57
patients (44.5% of those enrolled; 72.2% of completers) met the definition of a responder,
compared to 22 completers who did not (Table EF1).

Part 2 — The primary objective of Part 2 (day 57 through week 32) was to compare the safety
and efficacy of RBX vs. PBO in reducing the rate of relapse in patients suffering from a
MDD resistant to FLX treatment but responsive to open-label RBX. Tables EFF1 through
EFF3 document these results. Patients began to relapse shortly after randomization; patients
relapsed in (ie, dropped from) the placebo group as early as week 9 and in the reboxetine
group as early as week 10. Only two patients (both in the placebo group) completed 32
weeks of treatment. However, several patients (7 in the reboxetine group and 4 in the placebo
group) remained under treatment at the time the study was closed.

Table EFF2 documents the survival time (ie, time remaining in remission) for patients in Part
2. The mean time for patients in the reboxetine group was 29.7 days (median = 34 days); that
for the placebo group was 37.2 days (median = 35 days). There was no significant difference
between the reboxetine and placebo groups (log rank test p value=0.490). The Kaplan-Meier
Survival Curve is included in Table EFF2.

10.3.2. Secondary Efficacy Variables

Ten psychometric scales were used to measure efficacy in this study. These were:

1, 2 and 3. Hamilton Depression Rating Scale (HAM-D; 17-, 25- and 28-item versions)
4. Montgomery Asberg Depression Rating Scale (MADRS)

5. Clinical Global Impressions (CGI)

6. Kellner Symptom Questionnaire (KSQ)

7. Patient’s Global Impressions (PGI)

8. Social Adaptation Self-evaluation Scale (SASS)

9. Medical Outcomes Study SF36 (SF36)

10. Rush Sexual Inventory Scale (RSI)

Part I - The Hamilton Rating Scale was the primary rating scale selected to measure efficacy
in this study. As described in the Methods, three versions of the scale were used. The items
(symptoms) included in each of the 3 versions are summarized in Table 7.
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Tables EF 2 through EF13 summarize the results of the analyses of the Hamilton Depression
Scale from Part 1 of the study. Both last-observation-carried-forward (LOCF) and observed-
case analyses were completed. Statistics were based on change from baseline. Table 8
summarizes the results of both types of analyses of the scale totals. Only the baseline, week
1, week 4 and week 8 results are presented in Table 5. Complete results of the LOCF and
observed-case analyses are presented in Tables EF6 through EF9. However, the results in
Table 7 are representative of the study as a whole for both LOCF and observed-case. As can
be seen, there was a significant progressive decrease in the Hamilton scores at all time
periods, regardless of which version of the scale was used.

Table 8. Summary of Results of Hamilton Depression Scale (HAMD) Scores
in Part 1 of Study

HAMD Version /Statistic | Baseline | Week 1 | Week 4 | Week 8
LOCF Analyses
17- Mean 17.8 16.6 13.3 11.5
Item p-Value* | = - 0.007 <0.001 <0.001
25- Mean 28.4 25.1 19.7 17.1
Item p-Value* | = - <0.001 <0.001 <0.001
28- Mean 23.9 18.3 16.8 14.7
Item p-Value* | = - <0.001 <0.001 <0.001
OC Analyses

17- Mean 17.8 16.6 12.1 8.5
Item p-Value* | = - 0.005 <0.001 <0.001
25- Mean 28.4 25.0 17.8 12.1
Item p-Value* | = - <0.001 <0.001 <0.001
28- Mean 23.9 21.0 15.4 10.8
Item p-Value* | = - <0.001 <0.001 <0.001

e P-Values are significance relative to baseline evaluation
Source: Tables EF6, EF7, EF8 and EF9

Table 8 summarizes the results of the LOCF analyses of the individual Hamilton Scale items.
Only the week 1, week 4 and week 8 results are presented in Table 9. Complete results of the
LOCEF analyses as well as the observed-case analyses are presented in Tables EF2 through
EF5. As can be seen, an appreciable numbers of items already show significant improvement
at week 1. Additional improvement is seen at weeks 4 and 8.
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Additional analyses were done to evaluate the rate of response during the eight week open-
label period (see Table 10). A responder was defined as any patient with a 250% decrease in
the HAMD score. The results varied only slightly depending upon the version of the HAMD
that was tested. About 5% of the patients responded by the end of the first week of treatment,
increasing to about 30% at the end of the first month and then to about 50% at the end of the
eight weeks (see Table EF45 for the results at the end of each week).

Table 10. Response Rate by Visit — Part 1

HAMD Week 1 Week 4 Week 8
Version n Y0* n %* N %0*
25-item 6 4.7 38 29.7 67 52.3
17-item 6 4.7 34 26.6 58 45.3
28-item 7 5.5 36 28.1 56 45.8
* % based on the total number of enrolled patients [128]

Source: Table EF45

Table EF46 documents the reason for dropout for those patients who were responders but
nevertheless discontinued before eight weeks.

Table 11 summarizes the results of the analyses of the Montgomery Asberg Depression
Rating scale (MADRS), the other major efficacy rating scale used in this study. Again
statistics are based on change from baseline and the results of both the LOCF and observed-
case analyses are presented. As can be seen, the results closely parallel those from the
Hamilton Depression scale, ie, a significant progressive decrease in the score occurred in
both analyses. Complete LOCF and observed case results are provided in Tables EF 26
through EF29.

Analyses of individual MADRS items are also included in Tables EF26 through EF29. Most
of the individual items showed a significant decrease at weeks 1, 2 and 4.

Table 11. Summary of Montgomery Asberg Depression Rating Scale Analyses

Statistic | Baseline | Week 1 | Week 4 | Week 8
LOCF Analyses

Total (mean) 26.2 23.2 17.9 15.9
p-Value* | ----- <0.001 <0.001 <0.001
OC Analyses

Total (mean) 26.2 23.2 16.3 154
p-Value* | ----—- <0.001 <0.001 <0.001
* p-Values are significance relative to baseline evaluation

Source: Tables EF26, EF27, EF28 and EF29

Table 12 provides an overview of the results from the remaining psychometric rating scales.
Only selected LOCEF results from baseline and Week 1, 4 and 8 evaluations are provided in
41
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Table 12; complete LOCF and observed-case results are documented in Tables EF14 through
25 as well as EF30 and EF 31.Overall, these results are consistent with those reported for the
Hamilton Depression and Montgomery Asberg scales. Both the clinician’s and patient’s
global impressions showed a significant progressive therapeutic effect over the eight week
study period. The Kellner Symptom Questionnaire not only showed a significant therapeutic
effect in the depression subscale but also in the anxiety, somatic and anger-hostility
subscales.

Table 12. Summary of Results of LOCF Analyses from Other Rating Scales
Scale/Statistic Baseline Week 1 Week 4 Week 8
Clinical Global | ----- 5.9% 37.5% 54.7%
Impressions - %
patients
much/very much
improved
Clinical Global | ----- 0.84 1.27 1.54
Impressions | -——— | - <0.001 <0.001
Efficacy Index —
Mean*/p-
Value**

Kellner 16.3 13.2 11.6 10.6
Symptom | ----- <0.001 <0.001 <0.001
Questionnaire -
Depression
Subscale - Mean
Total/p-Value**
Patient’s Global | 5.2 5.3 5.9 6.0
Impressions - % | ----- 0.480 0.007 0.003
patients
much/very much
better ***/p-
Value**

* 16 point scale from 1 = marked clinical improvement with no side effects through 16 =
worse clinical condition and side effects that outweigh the therapeutic effect;
transformed scores range from 1 to 4

** p-Values are significance relative to baseline evaluation

*%% 10 unit Visual Analog Scale from 0 = as much worse as one can imagine through 10
= as much improvement as one can imagine

Source: Tables EF16, EF18, EF19, EF22, EF23, EF30 and EF31

The Rush Sexual Inventory is scored on an individual-item basis, ie, no clusters or total
scores are analyzed. Tables EF34 through EF44 report the results of these items from Part 1
of the study. Frequency of pleasurable thoughts, the ability to become sexually excited, the
frequency of desire to initiate sexual activity, the frequency of actually initiating activity and
42
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the overall degree of sexual satisfaction all attained significant improvement over the eight
weeks of Part 1 (Tables EF36 and EF38). Sexual activities (masturbation and intercourse)
increased in frequency (Tables EF39 and EF40). There were no major changes in the
frequency of responses to the gender-specific yes/no questions (Tables EF41 through EF44)
in either males or females.

Table 13 summarizes the results of the 8 subscales from the Medical Outcomes Study (SF36)
and the total score of the Social Adaptation Self-evaluation Scale (SASS) which are
measures of quality of life. Only the LOCF analyses are summarized in Table 12. Detailed
results for the remainder of the LOCF analyses and all the OC analyses are provided in
Tables QOLO001 through QOL027. As can be seen, the SASS score as well as several of the
SF36 subscales (especially those involving mental, emotional and social functioning)
demonstrated significantly better function at all follow-ups than at baseline.

Table 13. Summary of LOCF Analyses of the SF36 and SASS Instruments

Scale Baseline Follow-up Evaluations
(Mean) Mean (p-Value vs Baseline)
Week 1 Week 4 Week 8
SASS Total Score 29.0 31.2 324 33.7
(<0.001) (<0.001) (<0.001)
SF36 Physical 73.1 76.0 77.3 76.1
Functioning (0.033) (0.006) (0.106)
SF36 Role Physical 66.7 70.9 70.5 69.3
(0.111) (0.237) (0.435)
SF36 Bodily Pain 55.9 56.7 55.9 54.5
(0.644) (>0.999) (0.439)
SF36 General 58.0 59.6 61.3 60.8
Health (0.121) (0.026) (0.072)
SF36 Vitality 19.7 29.9 38.9 40.1
(<0.001) (<0.001) (<0.001)
SF36 Mental Health 38.8 45.2 51.2 52.0
(<0.001) (<0.001) (<0.001)
SF36 Social 40.3 47.6 56.2 59.6
Functioning (0.001) (<0.001) (<0.001)
SF36 Role 20.1 29.4 47.1 54.4
Emotional) (0.005) (<0.001) (<0.001)
Source: Tables QOL 011 through QOL018

Part 2 — Table EFF3 documents the number of patients who remained in remission (ie, their
25-Item Hamilton Depression Rating Scale Score was 7 or less) at their final evaluation.
Nine of these were in the reboxetine group (37.5%) and 3 (13.6%) in the placebo group. In
interpreting these numbers, one should keep in mind that only 2 of these 12 patients (both in
the placebo group) completed 32 weeks of the study. The remainder discontinued early
because of closure of the study.
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Tables EFF4 through EFF15 record the Hamilton Depression Rating Scale scores (17- and
25-Item versions), Clinical Global Impressions, Clinical Global Impressions Efficacy Index,
Patient Global Impressions, Montgomery Asberg Depression Rating Scale score, and Kellner
Symptom Questionnaire clusters for Day 57 and weeks 9 through 32. Only the observed-case
data are presented. Interpretation is difficult because of the changing numbers of patients at
the various weeks. Patients began to relapse in (ie, drop from) the placebo group as early as
week 9 and in the reboxetine group as early as week 10.

Tables EFF17 through EFF20 report the results from the Rush Sexual Inventory during Part 2
of the study. Because of the small number of patients, these results are difficult to compare in
the reboxetine and placebo groups. However, no major differences in response were
observed.

Tables QOLOO01 through QOL009 and QOLO019 through QOLO027 provide the Part 2 results
for the SASS and SF36 scales. Both LOCF and OC analyses were done for the Part 2. There
were no differences between the RBX and PBO groups on any quality of life measure. It
should be noted, however, that the final scores are still better at the final follow-up than at the
time of study entry.

10.3.3. Efficacy Conclusions

The results from Part 1 of this study clearly demonstrate that reboxetine is effective in
treating Major Depressive Disorder in patients that have previously failed to respond to
fluoxetine therapy. Approximately half of the patients enrolled in this study experienced at
least a 50% decrease in their Hamilton Depression Rating Scale score at the end of eight
weeks of treatment with reboxetine on an open-label basis. Both the LOCF and OC analyses
of the HAMD total scores showed a consistent significant decrease from baseline throughout
the eight week treatment period. An appreciable number of individual Hamilton items (ie,
symptoms) already showed significant improvement at week 1. This included depressed
mood, distinct quality of mood, work and activities, retardation, weight loss, helplessness,
hopelessness, loss of energy, loss of interest, loss of libido, depersonalization/ derealization,

increased appetite and psychic retardation. Additional improvement was seen at weeks 4 and
8.

The results from the Montgomery Asberg Depression Rating Scale closely paralleled those of
the Hamilton Depression scale, ie, a significant progressive decrease in the score occurred
over time in both the LOCF and OC analyses. Overall, the results of the remaining
psychometric rating scales were consistent with those reported for the Hamilton Depression
and Montgomery Asberg scales. Both the clinician’s and patient’s global impressions
showed a significant progressive therapeutic effect over the eight week study period as did
the Kellner Symptom Questionnaire. Sexual activity, as measured by the Rush Sexual
Inventory, appeared to improve. Collectively, these data support the conclusion that
reboxetine was effective in treating the depression in fluoxetine failures during the eight
week study period.
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For reasons that are not clear, the double blind portion (Part 2) of the study failed to
demonstrate a difference between reboxetine and placebo in terms of the rate of relapse

during weeks 9 through 32 of the study. Relapse in the two treatment groups occurred at the

same rate. There was a suggestion that the two subgroups may have differed in several
aspects of their psychiatric history that at least in part explained why these results occurred.

10.4. Safety Results

10.4.1. Adverse Events

10.4.1.1. Brief Summary of Adverse Events

Table 14 provides an overall summary of the Treatment Emergent Symptoms (TES) reported
during this study. In Part 1, most of the patients reported at least one event and most of these
were judged to be related to the study drug; however, one should keep in mind that this part
of the study was open label. Three serious events were reported during the open label phase

(see Section 10.4.2.2). Lastly, 21 patients (16.4%) discontinued the study drug during Part 1

because of adverse events.

During Part 2, 19 patients (79.2%) of the reboxetine group and 15 patients (68.2%) of the
placebo group reported at least one event. A serious event was reported for one patient in

each treatment group.

Table 14. Overall Summary of Treatment Emergent Symptoms (TES)

Part 1 (Open label) Part 2 (Double blind)
Reboxetine Reboxetine Placebo

n % n %0 n %
Number of patients 128 | - 24 | - 22 | -
Patients with at least 1 TES 125 97.7 19 79.2 15 68.2
Serious 3 2.3 1 4.2 1 4.5
Patients who discontinued due to adverse 21 16.4 1 4.2 0 0
events

Source: Tables AES, AE7, AES, AE16, AE16

Information on drug-related adverse events in Part 1 are presented in appendix Tables AE7,AE9, AE]6a.

10.4.1.2. Events

Part 1 — Table 15 reports the most frequently occurring events (ie, events reported by >2.5%
of patients) that were reported before study drug treatment was initiated previous protocol
events prior to Day 1 aren't AE's unless they worsen after Day 1 by definition. Those are not
treatment emergent in Part 1. At least one event was reported by 55 patients (43.0%). Table

AEI reports events by body system, Table AE2 lists reports by COSTART term and Table

AE3 provides a patient listing of all events. A total of 55 patients reported at least one event;
99 different events were reported. As expected, the most common events were symptoms that
occur as part of Major Depressive Disorder.
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Table 15. Most Common Events (>2.5% of Patients Reporting) Occurring
Before Start of Treatment in Part 1

Adverse Event Number of
Patients Reporting (%)

Number of patients reporting at least 1 55 (43.0%)
adverse event
Headache 5 (3.9%)
Fatigue 4 (3.1%)
Dry mouth 9 (7.0%)
Insomnia 7 (5.5%)
Decreased libido 7 (5.5%)
Somnolence 8 (6.3%)
Sexual dysfunction 4 (3.1%)
Source: Table AE2

Table 16 summarizes the most frequent (ie, >5% of the patients) adverse events reported
during the eight weeks of Part 1. Table AE4 reports the frequencies of reports by study
period, AES summarizes the frequency by body system, AEG6 lists the events by COSTART
term, AE7 lists the frequency of those events considered to be related to study medication by
COSTART term and AE9 provides a patient listing of events related to study medication.

As can be seen from Table 16 most of the events reported again are symptoms usually
associated with the occurrence of Major Depressive Disorder. Further, several of them
occurred, albeit at a lower occurrence, prior to the time study medication was started (see
Table 15).

The frequencies of adverse events by maximum severity are listed in Table AE11. As can be
seen, most of the reports are mild or moderate in severity. A total of 53.9% of the patients
reported an event of mild intensity and 29.7% reported an event of moderate intensity.

Tables AE13 and AE14 report the occurrence of events by their time of onset (within four
weeks of the start of treatment vs after four weeks. Most of the events started within the first
four weeks. A total of 124 patients (96.9%) reported events within the first four weeks
compared to 73 patients (57.0%) in the last four weeks.

Table 16 illustrates the early onset of the five most commonly occurring adverse events. As
can be seen in each case the events most often occurred during weeks 1 through 4 and then
sharply decreased during the last four weeks.
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Table 16. Most Commonly Reported Adverse Events — Percentage Of Patients

Reporting by Onset Time
Adverse Event First Reported
Event Before Total During During
Baseline (Weeks 1- | Weeks 1 -4 | Weeks 5 -8
8)
Insomnia 5.5 47.7 41.4 6.3
Headache 3.9 47.7 40.6 17.2
Dry mouth 7.0 43.8 39.8 6.3
Constipation | 0.8 28.1 24.2 5.5
Diaphoresis 2.3 26.6 24.2 3.9
Source: Tables AE2, AE13 and AE14

Lastly, Table AE12 summarizes the frequency of adverse events in Part 1 by patient gender.
Overall, 97.6% of males and 97.7% of females reported events. The vast majority of events
occurred in equal frequency in males compared to females. Although the number of patients
reporting are small, the number reporting headache, upper respiratory infection, vasodilation,
dry mouth, dizziness and nervousness occurred more often in females than in males and
impaired urination occurred more often in males than in females.

Part 2 — Tables AE15 and AE16 summarize those events that started during the blinded
phase of the study (ie, Part 2). More patients in the reboxetine group (79.2%) reported at least
one event compared to the placebo group (68.2%). Most of these occurred in the body (62.5
vs 54.5%) and nervous (37.5 vs 22.7%) systems. However, there were no specific symptoms
that seemed to occur more often in the reboxetine group. Table 17a summarizes the most
frequent adverse events (>5% of the patients in any treatment group) reported in the blinded
phase. Table AE16a provides a patient listing of events occurring during Part 2 of the study.

Post-Study Follow-up — Table AE18 provides a listing of those events requiring follow-up
after completion of Part 2. Also included are follow-ups needed from those patients who
discontinued in Part 1. In all cases, the event either resolved or became chronic except for
those cases that were unknown because the patients were lost to follow-up.
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Table 17. Number of Patients (>5% of Patients) Reporting Adverse Events by

COSTART Term in Part 1

Body System/COSTART Term Number of Patients Event Considered to be Related to
Reporting Event (%) Study Medication (n [%])

Body
Abdominal cramp 7 (5.5%) <5%
Abdominal distension 7 (5.5%) <5%
Back pain 16 (12.5%) <5%
Chills 18 (14.1%) 14 (10.9%)
Fatigue 7 (5.5%) <5%
Flu syndrome 7 (5.5%) <5%
Headache 61 (47.7%) 43 (33.6%)
Localized pain 12 (9.4%) <5%
Upper respiratory infection 17 (13.3%) <5%
Cardiovascular
Palpitation 8 (6.3%) 7 (5.5%)
Vasodilation 20 (15.6%) 18 (14.1%)
Digestive
Decreased appetite 15 (11.7%) 15 (11.7%)
Constipation 36 (28.1%) 33 (25.8%)
Diarrhea 8 (6.3%) <5%
Dry mouth 56 (43.8%) 56 (43.8%)
Dyspepsia 19 (14.8%) 12 (9.4%)
Nausea 26 (20.3%) 21 (16.4%)
Nervous
Anxiety 14 (10.9%) 12 (9.4%)
Dizziness 32 (25.0%) 28 (21.9%)
Insomnia 61 (47.7%) 50 (31.9%)
Nervousness 13 (10.2%) 11 (8.6%)
Paresthesia 11 (8.6%) 9 (7.0%)
Somnolence 14 (10.9%) 12 (9.4%)
Skin
Diaphoresis | 34 (26.6%) | 30 (23.4%)
Respiratory
Rhinitis 7 (5.5% 2 (1.6%)
Sinusitis 8 (6.3%) 0 (0.0%)
Special Senses
Taste perversion 8 (6.3%) 8 (6.3%)
Urogenital
Abnormal ejaculation 9 (7.0%) 9 (7.0%)
Impotence 7 (5.5%) <5%
Impaired urination 17 (13.3%) 14 (10.9%)

Source: Tables AE6 and AE7
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Table 17a. Number of Patients (>5% of Patients) Reporting Adverse Events by
COSTART Term in Part 2

Body System/COSTART Term Number of Patients Reporting Event (%)
Reboxetine | Placebo

Body

Abdominal pain 2 (8.3%) 2 (9.1%)

Back pain 0 2 (9.1%)

Fatigue 2 (8.3%) <5%

Fever 2 (8.3%) 0

Flu Syndrome <5% 2 (9.1%)

Headache 5 (20.8%) 4 (18.2%)

Localized pain 2 (8.3%) 4 (18.2%)

Upper respiratory infection 2 (8.3%) 3 (13.6%)

Cardiovascular

Hypertension 2 (8.3%) | 0

Musculo-Skeletal

myalgia 0 | 3 (13.6%)

Nervous

Dizziness 0 4 (18.2%)

Insomnia 0 2 (9.1%)

Nervousness 2 (8.3%) 0

Paresthesia 4 (16.7%) 0

Respiratory

Pharyngitis <5% 2 (9.1%)

Sinusitis 0 2 (9.1%)

Special Senses

Blurred vision 2 (8.3%) 0

Tinnitus 2 (8.3%) 0

Source: Table AE16

Information on drug-related adverse events for placebo and reboxetine treatments in Part 2 are presented in

appendix Table AEI6a.

10.4.2. Deaths, Serious Adverse Events, and Other Significant Adverse Events

10.4.2.1. Deaths

There were no deaths in this study.

10.4.2.2. Serious Adverse Events

Serious adverse events were reported for five patients in this study. Three reports occurred in
Part 1 and two (one in the reboxetine group and one in the placebo group) in Part 2. The
reports are summarized in Table 18. With the exception of the suicide attempt in patient
211147, the opinion of the investigator was that the event was not related to study drug. All
of the patients recovered with the exception of patient 191014 whose tumor became
chronic/stable.
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Table 18. Summary of Serious Medical Events
Patient Study Treatment Event Verbatim Related to Study
Number Part Medication
81052 1 Reboxetine Alcohol relapse No
201092 1 Reboxetine Suicidal depression No
211147 1 Reboxetine Suicide attempt Yes
151038 2 Placebo Cancer (bladder) No
191014 2 Reboxetine Brain tumor No

Source: Table AE17

The narratives for these five patients follow.
Part 1 — Open-Label Reboxetine

Patient Number 81052 (Investigator — Helfing)
Events: Alcohol relapse

This 39 year old female patient with a history of major depression was entered into the study
on September 17, 1999. Open label reboxetine (8 mg/day) treatment was initiated. An
improvement in her symptoms of depression were noted one week later (September 23).
Over the next two days, she reported being overcome by emotional stressors (child custody
battle and financial problems) and resumed drinking alcohol. Her depression worsened and
she was admitted to inpatient psychiatry on September 26. During the hospitalization,
reboxetine was discontinued and she was started on valproate (250 mg twice daily), lithium
(no dose provided) and trazadone (100 mg nightly). She was discharged from the hospital on
October 4, 1999. She was not restarted on reboxetine and was discontinued from the
protocol. These events were not considered related to reboxetine.

Patient Number: 201092 (Investigator — Zajecka)
Events: Suicidal depression

This 41 year old female patient with a history of major depression was entered into the study
and therapy with open label reboxetine (8 mg/day) begun on February 22, 2000. On March
22, the woman was hospitalized with suicidal depression, plan and intent. The reboxetine was
discontinued. These events were not considered related to reboxetine.

Patient Number: 211147 (Investigator — Dunner)
Events: Suicide attempt

This 37 year old female patient with a history of major depression was entered into the study
on February 22, 2000. Open-label reboxetine (8 mg/day) was begun on February 22. On
March 1, the patient attempted suicide by carbon monoxide poisoning. She was hospitalized
in stable condition; reboxetine was permanently withdrawn. The patient was started on
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Effexor on March 3 and discharged from the hospital on March 7. The patient was seen on
March 14 and was feeling better with improvement in suicidal thinking and with no suicidal
plans. The investigator thought there were three possibilities with regard to the event being
related to reboxetine:

The first possibility was that fluoxetine, which the patient was taking just prior to study
entry, was partially effective and its discontinuation lead to worsening depressive symptoms
leading to the suicide attempt.

The second was that reboxetine, which the patient had taken for about a week, had not yet
had a chance to work.

Lastly, reboxetine may have caused an increase in suicidal ideation.

The investigator felt that the first two alternatives were likely and that the third was not
likely, but could not be ruled out. The sponsor’s clinical team reviewed the event and deemed
it related to reboxetine.

Part 2 — Double Blind; Reboxetine Group
Patient Number: 191014 (Investigator — Trivedi)
Events: Brain tumor

This 47 year old male patient with a history of major depression was entered into the study
and open-label reboxetine treatment initiated (8 mg/day) on October 28, 1999. Occasional
headaches were noted in the medical history. The patient completed Part 1 of the study and
was subsequently randomized to blinded-reboxetine in Part 2 of the study. On February 3,
2000, the patient’s wife noted changes in the patient’s speech and enunciation. Study
medication was discontinued on that day. On February 7, a MRI revealed a brain tumor. The
patient denied headaches, nausea and vomiting and felt well. He experienced poor sleep and
increased anxiety with no changes in energy or motivation. He was not suicidal. He reported
problems with balance. He was subsequently diagnosed with glioblastoma. The patient
would not approve further follow-up with the treating neurologist. These events were not
considered related to reboxetine.

Patient Number: 151038 (Investigator — Rapaport)
Events: Cancer (bladder)

This 52 year old male patient with a history of major depression completed 8 weeks of open-
label reboxetine and was entered into Part 2 of the study on December 13, 1999. He was
randomized to placebo. The patient had previously had surgery to remove bladder cancer in
August 1999. On February 1, 2000, the patient was again diagnosed with bladder cancer. The
tumor was removed on February 16. Study drug was continued unchanged. These events
were not considered related to study drug.

51

(Page 51 of 2078)



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

Pharmacia & Upjohn a0094189

10.4.2.3. Discontinuations Due to Adverse Events

Part 1 — Twenty-one patients discontinued from Part 1 because of adverse events. Events
leading to discontinuation in >1% of patients are listed in Table 19. With the exception of
one symptom (insomnia), no other symptoms lead to the discontinuation of more than four
subjects. The symptom cluster that led to the discontinuation of each subject is listed in Table
AE10.

Table 19. Adverse Events Leading to Discontinuation in >1%
of Patients in Part 1

Preferred COSTART Number of % Patients
Term Patients

Total patients discontinuing 21 16.4
because of adverse events*
Abdominal cramp 2 1.6
Chills 2 1.6
Vasodilation 2 1.6
Constipation 4 3.1
Nausea 2 1.6
Anxiety 2 1.6
Dizziness 2 1.6
Insomnia 8 6.3
Manic symptoms 2 1.6
Diaphoresis 2 1.6
Abnormal ejaculation 3 2.3
Impaired urination 2 1.6
* Some patients had more than 1 symptom reported at the time of
discontinuation. Source: Tables AES and AE10

Part 2 — The only patient who discontinued because of adverse events in Part 2 is a male in
the reboxetine group who was diagnosed with a brain tumor (see case number 191014
previously reported in Section 10.4.2.2).

10.4.3. Clinical Laboratory Evaluation

Serum chemistries, hematological evaluations and urinalyses were performed at screen and at
weeks 4, 8 and 32. In addition, a urine drug screen was performed at baseline, at week 8 and
the final evaluation. Samples were centrally analyzed by SmithKline Beecham Clinical
Laboratories. The results are reported in Tables LAB1 through LAB17.

Results from the urine drug screen are documented in Tables LAB12 (Part1) and LAB13
(Part2). Tests in Part 1 are almost uniformly negative. Marijuana metabolites were detected
in 1 patient at baseline and at Week 8. Opiates were detected in 4 patients at baseline and 2 at
Week 8. In addition, cocaine metabolites were detected in 1 patient at Week 8. Tests in Part 2
were all negative. Table LAB17 lists all positive tests.
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The results from hematology assays are listed in Tables LAB1, LAB2 and LAB3 (Partl) and
LAB4 (Part 2). Patients with abnormal hematology values are listed in Table LAB14. In Part
1, there were several clinically insignificant but statistically significant changes in laboratory
assays (LAB2). These included hematocrit (p=0.018; week 4 only), RBC count(p=0.025;
week 4 only), WBC count (p=0.025; week 4 only), total neutrophils (p=0.002; Week 4 only),
monocytes % (p<0.001; week 4 only), eosinophils % (p<0.001; week 4 and p=0.021; week 8)
and platelet count (p=0.026; week 8). The number of patients whose tests shifted from
normal to either a low or high range was quite small (LAB3). In many cases additional
follow-up testing again provided results within the normal range. Lastly, there were no
apparent differences between the reboxetine and placebo groups in Part 2 (Table LAB4).

Tables LABS through LAB8 and LAB15 provide the results from the clinical chemistry
assays in this study. There were only three small statistically significant changes among these
variables (LABS). These were: uric acid (p=0.020; week 8 only), reticulocyte count
(p=0.006; week 8 only) and CO2 (p=0.004; week 4 only). The number of patients whose
tests shifted from normal to either a low or high range was quite small (LAB7). In many
cases additional follow-up testing again provided results within the normal range. Lastly,

there were no apparent differences between the reboxetine and placebo groups in Part 2
(Table LABS).

Results from the urinalysis assays are reported in Tables LAB9, LAB10, LAB11 and LABI16.
Statistical tests were not conducted on these variables. However, there were no apparent
consistent clinically significant changes in Part 1 (Table LAB9 and LAB10) or differences

between the treatment groups in Part 2 (Table LAB11). Individual patient data are listed in
Table LABI16.

10.4.4. Vital Signs

Vital signs (weight, systolic and diastolic blood pressure, sitting pulse, temperature and
respiration rate) were recorded at each visit during the study.

Part 1 - Tables VS1 through VS9 document the results of the vital signs that were recorded
during Part 1. With the exception of the pulse rate there were no clinically meaningful
changes in any vital sign (Tables VS1 and VS2). While there were a few statistically
significant changes in weight, systolic blood pressure and temperature, these were quite small
and random in their temporal pattern (see Table 19). However, the sitting pulse increased by
approximately 7 beats per minute by the end of the first week of treatment (p<0.001) then
plateaued (9 to 11 bpm increase) and remained elevated for all 8 weeks (p<0.001 at each
week). Clinically significant increases in pulse rate were recorded in four individual patients
(Table VS9). Again, these were random in time and decreased despite continued treatment.
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Table 19. Significant Changes in Vital Signs in Part 1
Vital Study Number of Mean p-Value
Sign Period Patients Change
Weight (pounds) Week 2 114 -0.6 0.049
Systolic blood pressure Week 2 116 -2.1 0.041
(mm Hg) Week 3 108 24 0.031
Temperature (°F) Week 3 104 -0.2 0.016
Week 7 84 -0.3 0.004
Sitting pulse (bpm) Week 1 123 7.4 <0.001
Week 2 116 8.5 <0.001
Week 3 108 8.5 <0.001
Week 4 106 11.3 <0.001
Week 5 100 9.6 <0.001
Week 6 96 11.6 <0.001
Week 7 87 11.0 <0.001
Week 8 79 11.0 <0.001
Source: Table VS2

Part 2 — Tables VS3 through VS8 record the vital sign data for weeks 8 through 32. There is
an apparent decrease in the mean pulse rate in the placebo group.. No other notable changes
occurred.

10.4.5. Electrocardiograms

Twelve lead electrocardiograms (ECGs) were performed at screening, week 4, week 8 and
week 32. Analysis included assessment of abnormal ECG patterns and measurement of
appropriate intervals. All ECGs were submitted to a central facility (Premier Research
Worldwide) for evaluation. Tables ECG1 through ECGS report the results of the ECGs
recorded during the study.

Tables ECG1 and ECG2 document the results of the intervals during Part 1 of the study.
Small but statistically significant decreases in the PR, RR QT and QTc (Bazett correction)
intervals occurred at both weeks 4 and 8 (Table ECG2). These were accompanied by a
significant increase in heart rate at both time periods. Statistically significant increases in
sitting pulse (mean 11.0 beats per minute) and ECG heart rate (mean of 15.9 beats per
minute) were observed by Week 8. There were no other clinically meaningful changes in
laboratory parameters or vital signs. Only one patient whose ECG pattern was normal at
screen exhibited an abnormal pattern at the week 8 follow-up (Table ECG3).

The results of recordings made in Part 2 are summarized in Tables ECG4 through ECG6.
Patients in the placebo group exhibited a significant increase in the RR and QT intervals as
well as a decrease in heart rate (Table ECGS5). There were no changes with regard to
normal/abnormal patterns (Table ECG6).

Tables ECG7 and ECGS8 provide a listing of abnormal ECGs recorded in this study.
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10.4.6. Safety Conclusions

The switch from fluoxetine to reboxetine was safe and without significant clinical sequelae.
The frequency of occurrence of adverse events as well as their qualitative nature appeared to
be similar in this study as compared to previous clinical experience with reboxetine.

Adverse events were reported in almost all (97.7%) of the patients in the open label portion
of this study. Many of the events reported (eg, fatigue, , insomnia, etc) are also common
symptoms of Major Depression and thus may be related to the disease itself. Serious events
were reported by five patients in the study, including three in Part 1 and two (reboxetine = 1;
placebo = 1) in Part 2. Only one of these was thought to be potentially related to reboxetine
treatment.

The most common adverse events occurring in Part 1 were: headache, insomnia,
constipation, dry mouth and diaphoresis. These events were most commonly reported as mild
or moderate in intensity. Twenty one patients discontinued from Part 1 of the protocol
because of adverse events. The most common event leading to dropout was insomnia (8
patients). The occurrence of adverse events in Part 2 was only somewhat higher in the
reboxetine group (79.2%) as compared to the placebo group (68.2%). There were no specific
symptoms that seemed to occur more frequently in the reboxetine group.

There were no changes in clinical laboratory measures that appeared to occur more often in
the reboxetine group. Statistically significant changes were small, occurred randomly in time
and usually reversed even with continued treatment. Similarly, most of the vital signs
recorded during the study exhibited no consistent drug-induced changes. However, pulse
rate increased upon initiation of reboxetine treatment and remained elevated throughout the
treatment period. Further, the rate appeared to decrease in those patients after being
randomized to placebo in Part 2.

The vital sign data were confirmed by the ECGs recorded during the study. Statistically
significant increases in sitting pulse (mean 11.0 beats per minute) and ECG heart rate (mean
of 15.9 beats per minute) were observed by Week 8. There were no other clinically
meaningful changes in laboratory parameters or vital signs. The increases in sitting pulse
and ECG heart rate observed in this study are consistent with those observed in Phase II/II1
clinical trials with reboxetine. Increases in sitting pulse rate (mean of 6.4 beats per minute)
and ECG heart rate (mean of 6-12 beats per minute) have been observed in the general adult
population and, as such, caution is indicated with administering reboxetine to patients with
compromised cardiovascular conditions.

11. DISCUSSION AND OVERALL CONCLUSIONS

The results from Part 1 of the study clearly demonstrated that reboxetine was effective in
treating patients who are partial responders to fluoxetine treatment. Approximately half of
the patients enrolled in this study experienced at least a 50% decrease in their 25-Item
Hamilton Depression Rating Scale score at the end of eight weeks of treatment with
reboxetine on an open-label basis. These results were mirrored by those of the Montgomery
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Asberg Depression Rating Scale as well as the clinician’s and patient’s global evaluations. In
addition, virtually all of the individual Hamilton Depression Scale items showed significant
improvement by the end of the eight week period.

The safety evaluations from both parts of this study demonstrated that it is safe to
immediately switch from fluoxetine to reboxetine. The occurrence of adverse events were
qualitatively and quantitatively similar to those reported in previous reboxetine studies.
Adverse events occurred most often during the first four weeks of treatment and then sharply
decreased. Only increased pulse occurred consistently during reboxetine treatment.
Statistically significant increases in sitting pulse (mean 11.0 beats per minute) and ECG heart
rate (mean of 15.9 beats per minute) were observed by Week 8. There were no other
clinically meaningful changes in laboratory parameters or vital signs. The increases in sitting
pulse and ECG heart rate observed in this study are consistent with those observed in Phase
I/ clinical trials with reboxetine. Increases in sitting pulse rate (mean of 6.4 beats per
minute) and ECG heart rate (mean of 6-12 beats per minute) have been observed in the
general adult population. Caution is indicated with administering reboxetine to patients with
compromised cardiovascular conditions. The results from Part 1 show that it is clear that
patients taking fluoxetine may safely transfer to reboxetine treatment as desired.

Part 2 of the study failed to show statistically significant superiority of reboxetine over
placebo in terms of the time to relapse during double blind treatment. These results are in
contrast to a previous study [14] which clearly showed that reboxetine is significantly more
effective than placebo in preventing relapse from MDD. The reason(s) for the difference in
results cannot be completely explained at this time.
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1. PROTOCOL SUMMARY

Protocol Number:
Protocol Title:

Study Objective:

Study Design:
Study Medication and Dosage
Form:

Route of Administration:

Dose Regimen:

Duration of Treatment:

Duration of Subject
Participation in Study:

Duration of Study:

Number of Subjects Required
to Meet Protocol Objectives:

Anticipated Maximum
Number of Subjects:

Number of Investigators:

M-2020-0034

Reboxetine (PNU-155950E) vs placebo double-blind
treatment of Major Depressive Disorder Resistant to
Fluoxetine

To assess the safety and efficacy of reboxetine vs placebo in
the treatment of patients with Major Depressive Disorder
resistant to fluoxetine and responding to reboxetine

Randomized discontinuation study of reboxetine vs placebo
in fluoxetine failures responding to reboxetine

1) Reboxetine scored 4 mg tablets
2) Placebo tablets, matching 1) above

Oral

Part 1. Weeks 1-4: - Reboxetine 4 mg capsule twice daily
(morning and evening) Weeks 5-8: - optional dosage
increase to reboxetine 10 mg/day total dose by addition of
1/2 tablet (2 mg) in the evening to above regimen

Part 2. Week 9-32: Responders will be randomized to
continue the Day 57 reboxetine dose or begin placebo,
continuing on a twice daily schedule

8 weeks open label reboxetine follow by randomization to
double-blind treatment until relapse or study completion at
week 32

8-1/2 month maximum

30 months

100

200

Approximately 20
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2. ABBREVIATIONS AND DEFINITIONS OF TERMS

RBX = reboxetine (the compound is further described in the Investigator’s Brochure)
PLC = placebo

FLX = fluoxetine (sold by Eli Lilly as Prozac)

SSRI = selective serotonin reuptake inhibitor

NRI = noradrenaline reuptake inhibitor

DSM-1V = Diagnostic and Statistical Manual for Mental Disorder, 4th Edition
MDD = major depressive disorder

CRF = case report form(s)

HAMD = Hamilton Rating Scale for Depression

CGI = Clinical Global Impression

PGI = Patient Global Impression

KSQ = Kellner Symptom Questionnaire

SCID = Structured Clinical Interview for DSM-IV Axis I Disorders
_=Mass. General Hospital Scale

Note: Definition of these and many other abbreviations are included in the text of the
protocol
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3.0 BACKGROUND INFORMATION

Reboxetine

Reboxetine (RBX) is a specific noradrenaline reuptake inhibitor (NRI), highly potent in
rodent models predictive of antidepressant activity in humans (e.g. reserpine antagonism,
clonidine effects prevention, REM sleep latency increase). RBX has no relevant affinity for
the serotonin and dopamine uptake sites or for muscarinic cholinergic or adrenergic
receptors. On the basis of RBX effects in the models predictive of antidepressant activity
and of the relative absence of pharmacological properties reportedly responsible for the
side effects of classical antidepressant agents, the compound was evaluated for the
treatment of depressive disorders [1].

RBX has undergone extensive preclinical and clinical evaluation, primarily in Europe and
Latin America, as a potential treatment for Major Depressive Disorder (MDD) [1-11]. The
program included four placebo (PLC) controlled short term (4 to 8 week) studies and three
uncontrolled short term studies in the adult population. Comparator antidepressants were
included in three of the placebo controlled studies. Elderly patients were studied in two
uncontrolled, one placebo controlled and one imipramine controlled short term studies.
Additionally, long term studies (up to one year) were conducted in both adults and elderly
patients. A total of 2,613 patients have been treated; 1,503 with RBX, 399 with placebo
(PLC), and 711 with comparator antidepressant drugs (desipramine {DMI}, imipramine
{IMI} and fluoxetine {FLX}). The typical RBX doses ranged from 8 to 10 mg/day in the
adult population.

The results of these studies support the following conclusions:

e Three of the PLC-controlled studies (study 091 [13], study 008 [11], study 014 [9])
demonstrated the efficacy of RBX on the study endpoint (ie mean reduction of the
Hamilton Rating Scale for Depression {HAMD} total score or response rate is =250%
decrease in HAMD total score), according to the hypothesis stated in the study
protocols. The fourth PLC-controlled study (study 015 [10]) showed greater efficacy
for RBX and for IMI than for PLC, but the differences between the active treatments
and PLC on the study endpoint did not reach statistical significance. However,
subpopulation analysis, particularly of the severely ill patients but also of the
melancholic patients, showed the efficacy of RBX and IMI on the study endpoint.

e Selection of the RBX dose regimens was accomplished in an early phase II, non
randomized, dose-finding study (study 004 [8]), which was adequate to identify the
daily dose associated with intolerance in a proportion of patients (12 mg/day) and the
daily doses associated with minimal side-effect and maximal response rates (8 and 10
mg/day), although, in view of the non-randomized conditions, no conclusions about
dose-response could be drawn. However, further support of the appropriateness of the
selected dose regimens is derived from the results of the phase III studies, which show
that a dose of 8 mg/day is suboptimal in a proportion of patients in whom increasing the
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dose to 10 mg/day resulted in clinical response. Daily doses lower than 8 mg are
unlikely to be maximally effective.

e While the frequency of response was greater for RBX (60%) than for DMI (44%) in the
DMI- and PLC-controlled study [11] (between-treatment difference, 16%; 95% ClI,
9%-31%), no major differences were apparent in the cumulated analysis of the IMI-
controlled and FLX-controlled studies in the adult patients in either the frequency or
extent of clinical improvement. The same analysis on the subset of severely ill patients
indicated no major differences between RBX and IMI and, primarily due to the results
of the non-PLC-controlled study, some advantage for RBX over FLX in terms of extent
of clinical improvement.

Eleven serious adverse events were reported for 11 (0.9%) RBX-treated patients; 6 serious
adverse events were reported for 6 (2.5%) of the IMI-treated patients; 2 serious adverse
events were reported for 2 (0.9%) of the FLX-treated patients; and 4 serious adverse events
were reported for 4 (0.8%) of the PLC-treated. The most frequent serious adverse events
were related to psychiatric disorders, CNS disorders, cardiovascular system disorders, and
other body systems disorders. Death occurred only as a result of suicide. There were 2
suicides in 1247 RBX-treated patients (0.2%), and 1 suicide in 513 placebo-treated patients
(0.2%). There was therefore no difference in suicide rate between these two groups. There
were 2 suicide attempts in 1247 RBX treated patients (0.2%) and 2 suicide attempts in 513
placebo treated patients (0.4%). There was one case of parasuicide by overdose of RBX.
There was one case of accidental overdose of chloral hydrate with complete recovery in a
RBX-treated patient. The other serious adverse events of RBX-treated patients are as
follows. Two patients in the RBX group suffered from convulsions that in each case could
have been promoted by a pharmacodynamic interaction between the antidepressant and a
concomitantly administered neuroleptic. One (0.1%) patient in the RBX group, who had
no history of cardiovascular disorders, suffered from myocardial ischemia after 42 days of
treatment with RBX. At the time of the event, the patient had temporarily discontinued the
RBX therapy. One patient developed jaundice after 21 days of treatment with a daily dose
of 8 mg of RBX. At entry to the study, he was reported to have gallstones, hyperlipidemia,
and hypertension and to abuse alcohol. One patient was found to have a left ovarian cyst
after 22 days of treatment with a daily dose of 8 mg of RBX.

Among the most frequently reported adverse events (ie, events reported by >2% of the
patients who were treated with RBX), the following were reported more frequently by the
RBX-treated patients than by the PLC-treated patients: dry mouth (27% versus 16%),
constipation (17% versus 10%), increased sweating (14% versus 7%), insomnia (14%
versus 5%), hypotension and related symptoms (11% versus 8%), urinary
hesitancy/retention (5% versus 2% of which retention constituted 2% and 1%,
respectively), blurred vision (5% versus 3%), tachycardia (5% versus 2%), tremor and
anorexia (4% versus 3% for each event), paraesthesia (4% versus 2%), vertigo (2% versus
0%), decreased libido and flushing/hot flushes (2% versus 1% for each event), and
impotence (5% of the male RBX-treated patients versus 0% of male PLC-treated patients).
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The majority of patients with adverse events in the PLC group reported events that were
mild in severity (45% of the patients reported events of mild severity, 38% reported events
of moderate severity, and 16% reported events of severe severity), whereas the majority of
patients with adverse events in the RBX group reported events that were moderate in
severity (44% of the patients reported events of moderate intensity, 32% reported events of
mild severity, and 23% reported events of severe severity). No relevant gender- or age-
related differences were apparent.

Since this trial will focus on reboxetine treatment of patients with depression who have
been previously treated with fluoxetine, a discussion of adverse events in the two previous
FLX-controlled studies is warranted. Two hundred five patients (142 females and 63
males) received RBX and 216 patients (147 females and 69 males) received FLX in the
two FLX-controlled studies (study 014 [9], study 016 [16]). Among those patients who
reported adverse events, the mean number of events was 3.5 for patients in the RBX group
and 2.9 for patients in the FLX group.

Among the most frequently reported events (reported by 25% of exposed patients in at
least one treatment group), the events that were more frequently reported by RBX-treated
patients than by FLX-treated patients were as follows: dry mouth (27% versus 7%),
constipation (17% versus 5%), insomnia (16% versus 11%), hypotension and related
symptoms (13% versus 6%), increased sweating (12% versus 7%), impotence (10% versus
4% of the male patients), paraesthesia (6% versus 1%), and urinary hesitancy/retention (6%
versus 1% of which retention constituted 1.5% and 0%, respectively). Adverse events that
were more frequently reported by the FLX-treated patients than by the RBX-treated
patients were nausea and related symptoms (26% versus 15%), headache/migraine (20%
versus 14%), tremor (7% versus 4% ), diarrhea (7% versus 2%), and somnolence (5%
versus 1%).

The majority of patients with adverse events reported events of moderate severity in both
the RBX (43% of the patients with adverse events) and FLX (54% of the patients with
adverse events) groups; however, at least one severe event was reported by 25% of the
patients with adverse events in the RBX group (17% of the exposed) and by 17% of the
patients with adverse events in the FLX group (11% of the exposed). No relevant gender-
or age-or diagnosis-related differences were apparent.

Summary of Long-term study of particular importance to the current study

A previous trial with reboxetine (ADE 013) [17] has been conducted with a double-blind
discontinuation comparison of reboxetine and placebo in MDD responders to reboxetine.
This phase III, PLC-controlled study was conducted to evaluate the long-term maintenance
of the response that was obtained during short-term RBX treatment. Acutely ill patients with
a recurrence of MDD and a total 21-item HAMD score of 18 or greater received treatment
with RBX 4 mg BID for 6 weeks; at the end of this 6 week period, patients who responded to
treatment (=50% decrease of HAMD total score versus baseline) were randomized to
treatment with RBX or PLC until relapse (defined as > 50% increase of HAMD total score
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versus week 6 associated with a total score of at least 18) occurred or for a maximum
treatment period of 1 year.

Three hundred fifty-eight patients were admitted to the study and treated with RBX for

6 weeks; 286 patients (80%) were then randomized to double-blind treatment with RBX
(n=145, of which 143 received treatment) or PLC (n=141, of which 140 received treatment).
The two groups were similar to the population that was admitted into the study and were well
balanced for demographic and anamnestic features: Females were more common than males
in both groups (79% of the patients in the RBX group and 67% of the patients in the PLC
group); the average age at admission was 43 years in the RBX group and 42 years in the PLC
group. According to protocol provisions, all but one patient was suffering from a recurrence
of MDD, with an average number of previous episodes of 3.4 in the RBX group and 3.0 in
the PLC group. At admission, the mean duration of the index episode was 13.9 weeks in the
RBX group and 15 weeks in the PLC group.

Among the 133 responder patients who were randomized to RBX, 22% relapsed (at least
once) during long-term treatment, whereas, among the 132 responder patients who were
randomized to PLC, 56% relapsed; the difference between treatments in relapse rate was
highly significant (p<0.01). The cumulative risk of relapse (Kaplan-Meier analysis) in the
133 and 132 patients who were randomized to RBX and PLC, respectively, and who
complied with the protocol response criterion is summarized in Figure 1. Again, the
between-treatment difference (log-rank test) was highly significant (p<0.0001).
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Figure 1. Cumulative Risk of Relapse*
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Abbreviations: PLC = placebo, RBX = reboxetine
An additional analysis was performed to evaluate the proportion of relapse-free patients
during the first and the last 6 months of treatment. The purpose of this analysis was to
investigate the rate of relapse of the index episode and the rate of recurrence of a new episode
in the two treatment groups. The results of this analysis are summarized in Table 1.

Table 1. Proportion of Relapse-Free Patients After 6 and 12 Months of

Treatment
RBX PLC
Relapse-Free Relapse-Free
Months n n* % n n* % xz test
1-6 133 81 60.9 132 53 40.2 11.4
7-12 75 66 88.0 49 29 59.2 13.7

* Patients who did not relapse at least once during the indicated period and
who did not withdraw because of improvement are included.
Abbreviations: PLC = placebo, RBX = reboxetine

Among the 133 who were randomized to RBX and the 132 patients who were randomized to
PLC and who complied with the protocol response criterion, 61% and 40%, respectively,
remained relapse-free in the initial 6 months of treatment following randomization (p=0.001),
thus proving the efficacy of RBX in the prevention of relapse of the index episode. Among
the 75 and 49 patients in the RBX and PLC groups, respectively, who entered into the last

6 months of treatment, 88% and 59%, respectively, remained relapse-free up to the end of
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treatment (p<0.001), thus suggesting the efficacy of RBX in the prevention of recurrences of
new episodes. These data are summarized in Figure 2.

Figure 2. Proportion of Relapse-Free Patients

After 6 and 12 Months of Treatment
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Abbreviations: PLC = placebo, RBX =
reboxetine

In conclusion, the results of this PLC-controlled study proved the efficacy of RBX in the
maintenance therapy of MDD. As measured by the HAMD, MADRS, and CGI scales, RBX
was markedly superior to PLC for the maintenance therapy of patients with MDD when
administered for up to 1 year. The tolerability of long-term administration of RBX was
highly acceptable, as shown by the safety profile.

Full details of these previous studies are summarized in the current Investigator Brochure.

New data relative to combined reboxetine/fluoxetine therapy

In this protocol, patients who have not responded to fluoxetine will be switched to open-
label treatment with reboxetine. Because fluoxetine has a prolonged elimination half life,
during the first several weeks of reboxetine treatment, the patient will effectively be
exposed to both fluoxetine and reboxetine. Study 053 has examined the safety of
combined administration of reboxetine and fluoxetine in healthy volunteers. In this study
30 healthy volunteers were randomized into one of three treatment groups. Three separate
treatments were administered to the three groups of 10-11 subjects: reboxetine 8 mg/day &
placebo (n=11), placebo & fluoxetine 20 mg/day (n=10), and reboxetine 8 mg/day &
fluoxetine 20 mg/day (n=10) for 8 days. Patients were evaluated daily for possible adverse
events. Vital signs were monitored on Day 1 and on Day 8 both prior to and following
drug administration. Blood and urine samples were collected for safety laboratory
evaluations at screen, pre-dose on Day 1 and again pre-dose on Day 8. Pharmacodynamic
parameters were assessed on Day 1 and Day 8. Pharmacokinetics were performed on Day
8. Performance testing with the Digit Symbol Substitution Test (DSST), a
neuropsychological measure used for screening neurocognitive dysfunction, was
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administered on Day 1 (pre-dose), Day 7 and Day 8 (pre-dose). Preliminary data analysis
of this trial reveals that there was no evidence for any interaction between reboxetine and
fluoxetine on any clinical measure including adverse events. None of the treatments had
significant effects on the laboratory results or body temperature. In all treatments,
performance on the DSST improved over time. There were no significant differences
among treatments. Reboxetine had the expected effects on blood pressure and pulse, but
fluoxetine did not appear to potentiate these effects. No statistically significant
pharmacokinetic or pharmacodynamic interaction was observed [48].

Patients failing to respond to fluoxetine therapy

There is clearly a subset of patients with MDD that does not respond to treatment with
selective serotonin reuptake inhibitors (SSRI). This statement is based upon our
experience above and documented in the psychiatric literature. Estimates in the literature
state that roughly 20-30% of patients with depression will fail to respond to a trial of
antidepressants [25]. Typically 33% to 50% of patients who begin a trial of an SSRI will
be unable to tolerate therapeutic doses or are unresponsive to an adequate trial [26, 27, 28].
Some patients initially unresponsive to standard doses of an SSRI may respond when the
dose is escalated [29]. Treatment options for patients who fail an SSRI generally consists
of augmentation therapy, changing to another antidepressant within the same class, or
changing to a different class of antidepressant [26].

Few reports have examined patient response to a second SSRI following poor response to
an initial SSRI. A detailed definition of what constitutes SSRI nonresponse (e.g. SSRI
intolerance vs lack of SSRI efficacy) is often missing. The reports are a combination of
retrospective analyses or uncontrolled clinical trials. Brown and Harrison [31] enrolled
113 major depression patients who had discontinued FLX because of side effects into an
open label 8 week study of sertraline’s tolerability and efficacy. Patients who discontinued
FLX due to lack of efficacy were not evaluated in this study. They found that 79 (71.8%)
of 110 patients evaluated for efficacy were “much” or “very much” improved on the
Clinical Global Impressions (CGI) Scale relative to baseline. Only 11 (9.8%) of 112
patients discontinued sertraline because of adverse reactions. The authors concluded that
patients who discontinue one SSRI because of side effects can be successfully treated with
another. Zarate [30] retrospectively identified 42 inpatients with MDD, bipolar depression,
schizoaffective disorder and obsessive compulsive disorder who were treated with
sertraline after previously failing FLX treatment. The definition of FLX failure were not
described in detail, though 21/39 (54%) discontinued FLX due to adverse effects. In those
patients with major depression (N=25) and bipolar depression (N=6), only 13 (42%) were
considered responders to sertraline therapy, and at mean 7 month follow-up only 8 (26%)
were considered responders. The authors concluded that sertraline was modestly
efficacious and associated with numerous side effects and high discontinuation rates in
patients who had discontinued fluoxetine. Thase [26] performed a prospective clinical trial
of the converse treatment paradigm, treating patients who had not responded to sertraline
with FLX. In this study, adult outpatients (N=106) with major depressive disorder and a
history of either intolerance (N=34) or nonresponse (N=72) to treatment with sertraline
were treated with open label FLX (mean dose=37.2 mg/day) in a standardized 6 week
clinical trial. Sixty seven patients (63%) responded to FLX. FLX was generally well
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tolerated and there were only slight differences in adverse events reported by patients who
had been intolerant to sertraline versus those who were nonresponders. Thase postulated
that the more positive results of his study compared to Zarate’s study [30] may have been
due to Zarate’s inpatient population which was probably more severely depressed,
treatment resistant and markedly comorbid. Joffee [32] retrospectively reviewed a
database for a mood disorders program within a university hospital and identified 55
patients with major depression who had failed to respond to the first SSRI used, based on
the CGI Improvement scale. Minimum doses of antidepressant used was 20 mg/day for
FLX, 50 mg/day for sertraline, 100 mg/day for fluvoxamine and 20 mg/day for paroxetine.
The minimum duration of the first SSRI trial was 5 weeks and the maximum duration 12
weeks. Following a minimum of 5 weeks on the second SSRI, which was chosen at the
discretion treating clinician, 28 of 55 patients (51%) had a marked or complete response,
based on CGI Improvement scores. This clinical data was presented as preliminary
evidence that patients who fail to respond to one SSRI may respond to a second SSRI.

Although the strategy of switching to another antidepressant within the same class was
favored a decade ago when physician choices were primarily limited to tricyclic
antidepressants (TCAs) and monoamine oxidase inhibitors (MAOIs), the recent availability
of'a number of additional classes of antidepressants has lessened the enthusiasm for this
strategy [26]. In addition, the results of a recent review suggests that treatment with a
second agent within the same class may be less effective than either lithium augmentation
or treatment with an alternative class of medication [26,28]. The authors of this review
concluded that “Whereas mood disorders have generally been viewed as episodic and of
good prognosis, a large subset of this population (45-50%) can be expected to either be
intolerant to or fail to respond to an initial medication trial. Evidence to date indicates that
a second monotherapy will effectively treat about 40-50% of those who have failed with
the initial treatment, especially if the second drug has a pharmacologic profile distinct from
the initial medication. The remaining 25% of mood-disordered patients are candidates for
one or more augmentation strategies, followed by treatment with an MAOI” [28].

Over a dozen placebo-controlled studies strongly support continuation/maintenance
pharmacotherapy of major depression [41,42,43]. More than 50% of patients who
discontinue medication treatment during continuation/maintenance will experience a
relapse to major depression within six months compared to 20% continued on active
medication [38,44,45]. Practice guidelines suggest that continuation/maintenance
treatment for four to six months is indicated for patients whose major depression has
responded to antidepressant medication [27].

The design of this trial is a double-blind discontinuation trial with survival analysis of
reboxetine vs placebo in patients who have failed fluoxetine but responded to open-label
reboxetine. This type of trial has been used previously in patients with depressive illness
[33]. Advantages include a powerful design which minimizes the number of patients
needed for the trial while still utilizing placebo controls, the fact that all patients entering
the study are treated with open-label antidepressant medication (ie, no fluoxetine
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nonresponders will be initially treated with placebo) and survival analysis with a possible
interim analysis which could cause the study to be stopped early.

Centers will enroll patients with a history of failure to respond to fluoxetine in a manner
similar to those failing in Fava and McGrath’s NIMH study “Prediction of Outcome during
Fluoxetine Continuation” [36].

Risks

Patients treated with fluoxetine alone may experience dry mouth, constipation, increased
sweating, insomnia, hypotension, impotence, reduced libido, somnolence, nausea,
headache and diarrhea. Patients treated with reboxetine alone may experience dry mouth,
paresthesia, insomnia, urinary hesitancy/retention, tachycardia, hypotension, impotence,
increased sweating, headache, vertigo and constipation. Patients will be switched
immediately from fluoxetine (which has a prolonged elimination half life) to reboxetine, so
patients will effectively be exposed to both fluoxetine and reboxetine. One study has
indicated adverse event profiles were similar between reboxetine alone and reboxetine and
fluoxetine treatments [48]. In those patients for whom reboxetine is not effective, there
may be risk of worsening of the patient’s symptoms of depression. Because reboxetine
will be withdrawn from half the reboxetine responders during the randomization period, it
is expected some patients will experience a recurrence of symptoms of depression.

Benefits

Patients entering the study will be treated with open-label reboxetine for 8 weeks and may
experience improvement in their symptoms of depression. Those continuing reboxetine
treatment following randomization may also experience improvement in their symptoms of
depression. All study subjects should benefit from pre-treatment physical and laboratory
examinations as well as frequent monitoring and evaluation visits.

This product, which was developed in Italy, has been extensively tested throughout the
world and approved for marketing in the United Kingdom as Edronax® tablets since April
1997. It has since been approved in ten other European countries and an application to
market this drug for depression has been filed with the U.S. Food & Drug Administration.
The European approvals have led to some 35,000 prescriptions being filled.

There is a subset of patients with MDD which is resistant to treatment with FLX. There is
evidence that reboxetine may have superior efficacy than FLX in severely depressed
patients. If reboxetine can be shown to have efficacy and safety in patients with MDD
resistant to FLX, this would be an important addition to the available treatment options for
this patient population. The objective of the present study is to assess the safety and
efficacy of reboxetine vs placebo in the treatment of patients with Major Depressive
Disorder resistant to FLX.

Further information is available in the Investigator Brochure [1].

15 (Page 74 of 2078)



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

Pharmacia & Upjohn

Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

4.0 TRIAL OBJECTIVES

The primary objective is to compare the safety and efficacy of reboxetine vs placebo in the
treatment of patients suffering from a Major Depressive Disorder resistant to fluoxetine
treatment but responsive to open-label reboxetine. A secondary objective is to assess the
safety and determine the response rate of open-label reboxetine treatment in fluoxetine
resistant patients with Major Depressive Disorder.

5.0 TRIAL DESIGN

5.1 Primary and Secondary Endpoint

This trial is composed of an initial open-label reboxetine treatment phase (Part 1) and a
post-randomization treatment phase only for those patients responding to open-label
treatment (Part 2). The primary efficacy measure for each phase is the 25-item Hamilton
Depression Rating Scale (25-item HAMD; See Appendix 7) total score. During the open
label phase, response will be defined as > 50% reduction in total 25-item HAMD score at
Day 57 compared to Day 1 and CGI improvement of 1 or 2. HAMD (25-item) total score
of <7 will be considered evidence of remission. Responders who continue in the post-
randomization phase will have subsequent 25-item HAMD scores compared to the Day 57
HAMD score. The primary endpoint is the rate of relapse of MDD for patients in the post-
randomization phase. Relapse of MDD is defined as > 50% increase of 25-item HAMD
total score compared to the Day 57 (week 8) HAMD total score, and a minimum HAMD
total score of > 10 (on the 25-item HAMD). An optional, additional patient visit is
allowed within 10 days to re-check the HAMD score once a patient reaches 50%.

A secondary endpoint is time to response/remission in the open-label treatment phase.
Secondary efficacy measures are Clinical Global Impression (CGI), Montgomery-Asberg
Depression Rating Scale (MADRS) total score, Patient’s Global Impression (PGI), and
individual items of the HAMD. Additional secondary efficacy measures will include
measures of quality of life (QOL) and sexual function. One quality of life scale and one
scale exploring social functioning will be used to assess study participants. Respectively,
these are the Medical Outcomes Study SF-36 and the Social Adaptation Self-evaluation
Scale (SASS). Symptoms will be assessed by using the patient-rated Kelner Symptom
Questionnaire (KSQ). A clinical 5-Axis diagnosis will be recorded at the start of the study,
and at the end of Parts 1 and 2. Sexual function will be measured using the Rush Sexual
Inventory (RSI) Scale.

5.2 Overall Trial Design and Plan

The design of this trial is a double-blind discontinuation trial with survival analysis of
reboxetine vs placebo in patients who have failed fluoxetine but responded to open-label
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reboxetine. This phase IIIb study will be carried out in approximately 20 centers. Adult
patients will be selected from the attending out-patient populations or recruited from the
communities. Eligible patients with Major Depressive Disorder (MDD) who have not
responded to open-label fluoxetine treatment according to the subject inclusion criteria (see
item 6.1) will be treated with open-label reboxetine for eight weeks. Patients who respond
to the 8 week open-label reboxetine treatment (Part 1) will be randomized in double-blind
fashion to continue the Day 57 dose of reboxetine or to begin placebo treatment (Part 2).
Reboxetine non-responders will be withdrawn from the study at or before Day 57. After
randomization, treatment will be continued until the patient has evidence of relapse of
MDD, completes 6 months of treatment without relapse or withdraws because of adverse
events. Efficacy and safety evaluations will be conducted at regular intervals throughout
both open-label and post-randomization treatment phases.

5.3 Duration/ Schedule of Events
See flow chart (Appendix 2) for schedule of events.

Patients will be screened for protocol eligibility. Patients eligible to enroll in Part 1 of the
protocol will begin open-label reboxetine treatment once consent has been signed and the
screening procedures have been verified. Patients eligible for this protocol will have been
resistant to at least 6-12 weeks of treatment with fluoxetine (at least 40 mg/day for the last 3
weeks) immediately preceding screening. Upon entry into this study, each patient will be
immediately switched to reboxetine without an intervening washout period and will begin
treatment with reboxetine 8 mg/day (4 mg BID) on Day 1. Open-label reboxetine treatment
will be administered for 8 weeks, with safety and efficacy measures obtained weekly.
Beginning with Day 29 of open-label reboxetine treatment, there will be an optional dose
increase to reboxetine 10 mg/day (4 mg QAM; 6 mg QPM) for patients, who in the
judgment of the investigator have not fully responded to the 8mg/day dose and would
tolerate the 10 mg/day dose. On Day 57 (end of 8 week open-label treatment), in addition
to ongoing safety monitoring, each patient will be assessed for response to open label
reboxetine treatment. Patients who have not responded to open-label reboxetine will
discontinue the study. Patients who have responded to open-label reboxetine will be
enrolled into Part 2. They will be randomized to continue reboxetine or receive placebo
BID in a double-blind fashion. Following randomization all patients will be followed on a
weekly basis thereafter for the first 8 weeks (week 9-16), and monthly thereafter until week
32. At visits during the post-randomization phase, safety and efficacy measures will be
obtained in the same fashion as during open label treatment. Post-randomization
laboratory safety measures will be performed at week 32. Each patient will be maintained
on his/her post-randomization treatment until the patient has evidence of relapse of MDD,
completes 6 months of treatment without relapse, or withdraws because of adverse events.

6.0 SELECTION AND WITHDRAWAL OF SUBJECTS

Each of the approximately 20 centers will be expected to enroll 10 patients within a period
of 12 months, for a total of approximately 200 patients per year overall. We anticipate that
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treatment of up to 200 patients may be necessary in the open-label treatment phase to have
sufficient patient numbers at the time of randomization to detect significant between-
treatment differences.

6.1 Subject Inclusion Criteria

N =

W

Patients must be non-responders to open-label fluoxetine under the following
conditions:

Patients of either sex, of any race, ages 18-65 years

. Patients must have received open label fluoxetine given daily for at least 6-12 weeks (at

least 40 mg/day fluoxetine must have been taken for the last 3 weeks)

Non-response to open-label fluoxetine is defined as: a Clinical Global Impression
Improvement (CGI-I) score of 3-7 (“minimally improved” to “very much worse”) for
each of the last two weeks of the fluoxetine treatment while continuing to meet
Diagnostic and Statistical Manual-IV (DSM-1V) criteria for Major Depressive Disorder
(MDD) without Psychotic Features and a HAMD score of >8 (see Appendix 1).

At the time of entry into Part 1 patients must:

. be outpatients with major depressive disorder (MDD) diagnosed with the use of the

Structured Clinical Interview for DSM-IV Axis I Disorders (SCID). If the patient had
been diagnosed with a complete SCID prior to fluoxetine treatment the Mood
Disorders, Mood Episodes, and Psychotic Screen modules will be repeated to confirm
the MDD diagnosis (without psychotic features) within 1 week of screening.

be evaluated using the 25-item Hamilton Rating Scale for Depression (HAMD) and
Addendum at screen and on Day 1 prior to dosing with open-label reboxetine.

be receiving fluoxetine

provide signed, written informed consent.

6.2 Subject Exclusion Criteria

DSM-1V diagnosis of Major Depressive Episode with Psychotic Features.

DSM-IV diagnosis of Cyclothymia Disorder.

DSM-1V diagnosis of Bipolar I or Bipolar II Disorder

Meeting criteria for DSM-IV diagnosis of Substance Related Disorders within the past 6
months.

Meeting criteria for DSM-IV diagnosis of Schizophrenia or Other Psychotic Disorders.
History of major depressive disorders associated with endocrine disorders: hypo- and
hyper-thyroidism tested by TSH and T4; adrenal insufficiency, Cushing’s syndrome.
Positive pregnancy test for women of childbearing potential.

Females who are breastfeeding
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— Refusal by female patients of potential child-bearing age to use effective contraceptives
during the study period.

— Participation in any clinical study with an investigational compound in the 4 weeks
preceding the study.

— History or presence of gastrointestinal, liver, or kidney disease, or other conditions
known to interfere with the absorption, distribution, metabolism and excretion of drugs.

— History of seizures or brain injury; current evidence of clinically important
hematopoietic, respiratory or cardiovascular diseases. Current evidence of urinary
retention, or glaucoma.

— Any important clinical illness in the 4 weeks preceding the study which might interfere
with the conduct of the trial.

— Clinically relevant abnormal findings in the physical examination, laboratory tests and
ECG at admission.

— Electroconvulsive Therapy (ECT) in the previous 6 months.

— High risk of suicide as assessed by Investigator’s judgment, score > 3 on HAMD suicide
item (i.e. suicide ideas, suicide gesture or attempt at suicide), or attempted suicide
during the present episode.

6.3 Withdrawal of Subjects

A patient should be withdrawn from the study treatment if, in the opinion of the
Investigator, it is medically necessary or if it is the wish of the patient. Termination of test
therapy prior to completion of the protocol treatment period may be considered due to
adverse events, clinical deterioration or switch to mania, etc.

Patients who fail to respond to the 8 week open-label treatment with reboxetine (Part 1)
will be withdrawn from the study. Failure to respond is defined as < 50% reduction in total
25-item HAMD score at Day 57 compared to Day 1. Patients who experience relapse of
Major Depressive Disorder during the post-randomization treatment (Part 2) will be
withdrawn from the study. Relapse of Major Depressive Disorder is defined as > 50%
increase of 25-item HAMD total score compared to the Day 57 (week 8) HAMD total
score and a minimum HAMD total score of > 10 (on the 25-item HAMD). An optional,
additional patient visit is allowed within 10 days to re-check the HAMD score once a
patient reaches 50%.

In case of treatment discontinuation, the reasons for the withdrawal should be clearly
described and the patient should, whenever possible, irrespective of the reason for
withdrawal, be examined as soon as possible. Relevant samples (lab tests, ECG and any
diagnostic procedure which becomes necessary to define the event leading to withdrawal)
should be obtained and all relevant assessments (HAMD, MADRS, CGI, SASS, KSQ,
SF36, DSM-IV 5-Axis, “end of treatment” form) should be completed, preferably
according to the schedule for final assessment (see Appendix 2: Study Flow Chart). The
CRFs should be completed as far as possible and provided to the sponsor.
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If a subject does not return for a scheduled visit, every effort should be made to contact the
subject. In any circumstance, every effort should be made to document subject outcome, if
possible.

7.0 TREATMENT OF SUBJECT

7.1 Trial Medication

Reboxetine tablets will be used for Part 1.
Indistinguishable tablets containing reboxetine or placebo will be used for Part 2.
Placebo will be lactose tablets manufactured by Pharmacia & Upjohn.

The test preparations will consist of:
- Tablets containing 4 mg reboxetine as the free base
- Placebo tablets

Since only patients responding to open-label reboxetine will be continuing on the protocol
(i.e. there will be more patients treated on the open-label phase of the protocol), the clinical
supplies will be packaged and labeled separately for Part 1 and Part 2 of the study.
Treatment for Part 1 will be packaged in bottles and labeled using the open-label patient
number. For each patient, 8 bottles labeled with the open-label patient number and the
indication “week 17 to “week 8” will be prepared. Each bottle for each week will contain
the medication necessary for 1 week plus additional tablets for difficulties in scheduling
visits and possible losses (total of 25 tablets), prepared according to the b.i.d. regimen with
1 tablet for the “morning” and 1 tablet for the “evening” dose for weeks 1, 2, 3 and 4 and

1 tablet in the morning and 1 or 1 1/2 tablet in the evening for weeks 5-8. At the time of
randomization into Part 2, a second patient number will be assigned for each patient
continuing on the study and the post-randomization treatment (reboxetine or placebo) will
be labeled using a different color to distinguish Part 2 treatment from Part 1 treatment. The
post-randomization treatment will be packaged in bottles and labeled with the post-
randomization patient number. For each patient treated post-randomization, 24 bottles
labeled with the patient number and the indication “week 9 to “week 32” will be prepared.
Each bottle for each week will contain the medication necessary for 1 week plus additional
tablets for difficulties in scheduling visits and possible losses (total of 25 tablets), prepared
according to the b.i.d. regimen with 1 tablet in the morning and 1 or 1 1/2 tablet in the
evening for weeks 9-32 (see Section 7.2 Treatment Schedule).

Drug supplies will be stored at room temperature. All drug supplies will be handled under

the direct responsibility of the investigator. The study monitor will check drug storage
conditions during site visits.
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The investigator will be also responsible for drug accountability and will keep a record of
the test compounds received from the sponsor as well as of the dispensed and returned
drug. Discrepancies between dispensed and returned study medication should be explained
and recorded.

Medication will be dispensed to the patient on the occasion of each visit. On the same
occasion, the bottle(s) of the previous supply will be returned by the patient.

All unused medication and empty bottles will be returned to the sponsor at the end of the
study.

7.2 Treatment Schedule

Screening

A timeline graph depicting protocol treatment activities is presented in Appendix 4.
Patients will be checked for eligibility according to the inclusion/exclusion criteria.

Written informed consent will be obtained from each patient. The patients will undergo
screening history, physical examination, laboratory and ECG assessments, and specific
baseline scales (e.g., HAMD) Information on patients screened for the study and found not
to be eligible will be collected in the appropriate screening log.

Part 1 (weeks 1-8)

On Day 1 patients will undergo a baseline assessment of standardized clinical
psychopathological evaluations. Patients eligible for the study will begin open-label
reboxetine treatment on Day 1 using a reboxetine regimen of 4 mg po BID. During open-
label treatment, patients will be assigned patient numbers (to identically match the
medication numbers) sequentially as found on the Part I medication boxes (e.g., #1001).
Follow-up assessments will be done weekly during the open-label treatment phase.

From Day 1-28 each patient will take one tablet in the AM and one tablet in the PM.
Treatment should be administered in the morning and in the evening at an approximately
fixed time (e.g., 8 to 9 AM and 5 to 6 PM). From Day 1 to Day 28, patients will receive
bottles in which each dose (morning and evening) consists of a tablet containing 4 mg
reboxetine as the free base. The dose for these patients will therefore be reboxetine 4 mg
po BID.

Patients who are doing well at the 4 week evaluation point will continue the same
medication regimen until open-label reboxetine treatment is completed on Day 57. These
patients will continue to take their AM and PM doses from bottles in the same way as on
Day 1-28.

At the week 4 evaluation, the investigator may increase the patient’s daily dose by adding
an additional 1/2 tablet (2 mg) each evening to the prior regimen for those patients he
believes will benefit in terms of response and will adequately tolerate the increased dose.
These patients will generally be those who have had little or no improvement in their
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objective measures of depressive symptoms, but no significant difficulty tolerating the
starting doses of medication. The dose for these patients from Day 29-57 will therefore be
reboxetine 4 mg po QAM and 6 mg po QPM (reboxetine 10 mg/day total). Patients who
are dose escalated at Day 28 will continue with the higher dose until completion of
treatment on Day 57 unless the patient is unable to tolerate the increased dose, in which
case s’he may resume the regimen used in Day 1-28.

On Day 57, each patient will undergo safety and efficacy testing by the investigator. On
Day 57, the investigator will determine whether the patient has responded to the open label
treatment with reboxetine. Response is defined as > 50% reduction in total 25-item
HAMD score at Day 57 compared to Day 1 and CGI improvement of 1 or 2. Failure
to respond is defined as < 50% reduction in total 25-item HAMD score at Day 57
compared to Day 1. Patients who have not responded to reboxetine will complete end of
study forms and discontinue the study on Day 57. Patients who have responded to
reboxetine will be eligible to continue into the post-randomization phase of the protocol.

Part 2 (weeks 9-32)

The randomization procedure is described in Section 7.3 below. Investigators will
randomize the patient by sequentially assigning the blinded study drug. The number on the
Part 2 medication box assigned to the patient will be the post-randomization (Part 2)
number for that patient, (e.g., #5001). For all patients who are randomized, both their
open-label (Part 1) patient number and their post-randomization (Part 2) number will be
collected.

Patients randomized to continue reboxetine will continue taking the same reboxetine dose
used on Day 57. From week 9 (Day 57) to week 32, these patients will receive bottles
containing reboxetine 4 mg tablets. Patients taking reboxetine 8§ mg/day on Day 57, will
continue to take 1 tablet po QAM and 1 tablet po QPM (ie 4 mg po BID) from week 9 (Day
57) to week 32. Patients taking reboxetine 10 mg/day on Day 57, will continue to take 1
tablet po QAM and 1 1/2 tablet po QPM (i.e., 4 mg po QAM and 6 mg po QPM) from
week 9 (Day 57) to week 32 (Day 225).

From week 9 to week 32, patients randomized to placebo will receive bottles in which each
dose (morning and evening) is a placebo capsule. The dose for patients previously taking
reboxetine 8§ mg/day will therefore be 1 placebo tablet po BID, and the dose for patients
previously taking reboxetine 10 mg/day will be 1 placebo tablet QAM and 1 1/2 placebo
tablet QPM.

From week 9 (Day 57) to week 32, no dose escalations will be allowed, though an
investigator may reduce the dose from 1 tablet QAM and 1 1/2 tablet QPM to 1 tablet po
BID in those patients unable to continue tolerating the higher dose.

Following randomization all patients will be followed on a weekly basis thereafter for the

first 8 weeks (weeks 9-16), and monthly thereafter (week 18-32) till week 32. At visits
during the post-randomization phase, safety and efficacy measures will be obtained in the
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same fashion as during open label treatment. Unless a patient withdraws consent, s/he will
be maintained on his/her post-randomization treatment until s’he has evidence of relapse of
MDD, completes 6 months of treatment without relapse or withdraws because of adverse
events.

Relapse of Major Depressive Disorder is defined as > 50% increase of 25-item HAMD
total score compared to the Day 57 HAMD total score, and a minimum HAMD total
score of > 10 (on the 25-item HAMD). An optional, additional patient visit is allowed
within 10 days to re-check the HAMD score once a patient reaches 50%.

Patients who relapse may have the following options:

1. alternative ECT pharmacological or psychosocial treatment determined by site PI or
designee

2. possible eligibility to enroll in other study protocols and/or

3. patients may decide to seek treatment on their own

7.3 Randomization

Each responder to open-label reboxetine on Day 57 will be entered into the double-blind
portion of the study . This will be done by the investigator consecutively assigning a coded
double-blind treatment to each subject.

Recognizing that not all patients entering Part 1 will be randomized, a post-randomization
patient number will be assigned for each patient randomized in order to accurately separate
clinical supplies in the post-randomization phase from the open-label phase. For each
randomized patient, the Part 1 patient number and Part 2 patient number will be linked in
order that all information from each treatment phase is available. All treatments will be
prepared by Pharmacia & Upjohn Inc and labeled with the corresponding patient number.

7.4 Blinding

All patients entered into Part 1 will be treated with open-label reboxetine in an unblinded
fashion. On Day 57, a response determination will be made for each patient. Reboxetine
nonresponders will be withdrawn from the study. Reboxetine responders will be
randomized into Part 2 in a double-blind fashion on Day 57 to continue reboxetine or begin
placebo. This part of the study will be conducted in a double-blind fashion in order to
minimize potential bias in the evaluation of clinical response and safety.

7.5 Treatment/ Randomization Codes
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For Part 2, the investigator will be given sealed codes containing the information on each
patient's treatment. Unblinding is restricted to emergency situations and should only be used
under circumstances where knowledge of the treatment is necessary for the proper handling of
the subject. Ifthe treatment blind is broken, the reason and the date should be recorded and
signed by the investigator. The investigator will immediately (within 24 hours) inform the
study monitor and will report a full description of reasons for opening the code in the CRF.
After breaking the code the patient will be dropped from the trial.

The sealed codes will be returned to the sponsor at the end of the study.

7.6 Prior and Concomitant Therapy

Fluoxetine treatment will be discontinued when reboxetine treatment begins. No
concomitant psychotropic medication other than temazepam or zolpidem tartrate as a
hypnotic on a p.r.n. basis (e.g. temazepam 7.5-30 mg or zolpidem tartrate 5-10 mg po QHS
prn during the study) are allowed. The administration of other concomitant psychotropic
drug will be considered a protocol violation and the patient must be excluded from the
study.

Other therapy considered necessary for the patient’s welfare may be given at the discretion
of the Investigator. All such therapy must be recorded in the Case Report Form. No other
investigational drug may be used concomitantly with the study drug. Patients are not
allowed to participate concurrently in any other clinical drug study. Women of
childbearing potential must use an effective means of contraception while on study. Over
the counter (OTC) medications are allowed on a p.r.n. basis as symptomatic treatment.
They should be recorded along with other medications in the noninvestigational medication
case report forms.

7.7 Treatment Compliance

Open-label reboxetine treatment will be administered for 8 weeks and post-randomization
treatment will be given for up to an additional 24 weeks. Patient compliance should be
strictly monitored. We will provide dosing diaries to the patient for daily recording of drug
administration. The investigator’s staff will check for regular consumption of experimental
treatment. Diaries are source documents that will be retained by the investigator.

The investigator will be responsible for drug accountability. He or she will keep a record
of the test medications received from the sponsor as well as a record of the medications
dispensed and returned. Discrepancies between dispensed and returned study medication
should be explained and recorded.

Medication will be dispensed to the patient on the occasion of each visit. On the same
occasion, the bottles of the previous supply will be returned by the patient.
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All unused medication and empty bottles will be returned to the sponsor at the end of the
study.

8.0 ASSESSMENT OF EFFICACY AND SAFETY

The clinical efficacy will be evaluated by standardized rating scales measuring the severity
of several different aspects of the depressive symptomatology. The Hamilton Depression
Rating Scale (HAMD) is an observer rating scale intended to assess the state of the
patient’s condition at the time of the interview and over the preceding few days. The
HAMD has been used in a wide variety of populations, is both valid and reliable and has
therefore become accepted internationally as a standard measure in psychiatric research of
the severity of depression. The 25-item HAMD is the primary measure of efficacy. In
addition the 28-item HAMD will be analyzed. The following scales are secondary
measures of efficacy. The Montgomery-Asberg Depression Rating Scale (MADRS) is a
newer rating scale than the HAMD. It has also been used successfully to assess the
severity of depression. In antidepressant and ECT trials the MADRS has been shown to be
sensitive to changes in patient symptoms. The Clinical Global Impression consists of three
parts (Severity of Illness, Global Improvement and Efficacy Index) which the clinician fills
out. It is routinely used as an outcome measure in therapeutic trials. Patient Global
Impression is a single item scale in which the patient rates on a 0-10 scale the worsening,
stability or improvement in his/her general condition at that time compared with the start of
the study. One quality of life scale and one scale exploring social functioning will be used.
These scales are the Medical Outcomes Study SF36 (SF36) and Social Adaptation Self-
evaluation Scale (SASS) . Symptoms will be assessed by using the patient-rated Kellner
Symptom Questionnaire (KSQ). Change in each subject’s condition will be monitored by
clinical determination of multiaxial diagnosis at the start of the study, and at the end of
Parts 1 and 2. Sexual function will be measured using the Rush Sexual Inventory (RSI)
Scale.

8.1 Clinical Efficacy/ Safety Assessment

All Clinical Efficacy Assessments should be done by the Investigator/ Co-investigator or
personnel suitably trained, delegated by the main Investigator. Every effort should be
made to have all psychiatric evaluations and ratings carried out by the same observer for a
given patient, preferably in the same setting and at the same time of the day.

8.1.1 Clinical Efficacy Assessments

Clinical efficacy will be evaluated using the Hamilton Depression Rating Scale measuring
the severity of the depressive symptomatology at screening, baseline (Day 1) prior to open-
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label reboxetine ingestion and on follow-up visit week 1 (Day 8), weeks 2, 3,4, 5, 6, 7 and
8 (Day 57). Patients entering the post-randomization phase will continue evaluation (for as
long as they remain on study) on weeks 9, 10, 11, 12, 13, 14, 15, 16, 20, 24, 28, and 32.
Clinical efficacy will also be evaluated using other standardized rating scales listed below,
which measure the severity of the depressive symptomatology, quality of life, social
adaptation and sexual function. Evaluation with the instruments below will be done at
baseline (Day 1) prior to open-label reboxetine ingestion and on follow-up visit week 1
(Day 8), weeks 2, 4, 6, and 8 (Day 57). Patients entering the post-randomization phase will
continue evaluation (for as long as they remain on study) on weeks 10, 12, 14, 16, 20, 24,
28, and 32. The Rush Sexual Inventory (RSI) will be administered at baseline (Day 1)
prior to open-label reboxetine ingestion and on week 4 and 8 (Day 57). Patients entering
the post-randomization phase will take the RSI evaluation on week 16 and 32.

- Montgomery-Asberg Depression Rating Scale (MADRS).
- Clinical Global Impression (CGI).

- Patient Global Impression (PGI).

- Medical Outcomes Study SF36 (SF36).

- Social Adaptation Self-evaluation Scale (SASS).

- Kellner Symptom Questionnaire (KSQ)

- Rush Sexual Inventory (RSI) Scale.

The clinical efficacy assessments are described below:

-Hamilton Depression Rating Scale (17, 25, & 28-item HAMD); See Appendix 7)
[18,46,49]: This is the standard scale used for rating severity of depression. It is a
clinician rated scale based on of results of a patient interview. The individual items on the
HAMD are rated according to their severity either on a 0-2 or 0-4 point scale. The rating
by the clinician is completed as a result of the clinician review.

-Montgomery Asberg Depression Rating Scale (MADRS) [19] is also based on a clinical
interview. The MADRS has been shown to distinguish satisfactorily between five grades
of depression, and its overall performance was found to be equal to the HAMD. Its
consists of 10 items, with each item scored on a 7-point scale, graded 0-6. A score of 0
signifies absence of the symptom in question, while a score a score of 6 signifies the most
extreme form. Total score ranges from 0-60.

-Clinical Global Impression (CGI) [20] consists of three parts (Severity of Illness, Global

Improvement and Efficacy Index) which the clinician fills out. The Severity of Illness and
Global Improvement parts are 7-point measures. The Efficacy Index calls for an
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estimation of therapeutic effect in relation to severity of side effects based on a 16 point
scale. The Global Improvement portion and Efficacy Index refer to changes since
admission to the study. For this reason, there are no values assigned to these portions at
the Day 1 visit. The CGI scoring is similar to that found in most other scales, in that
lower scores indicate better health.

-Patient Global Impression (PGI) is a single item scale in which the patient rates on a 0-10
scale the worsening, stability or improvement in his/her general condition at that time
compared with the start of the study.

-Medical Outcomes Study SF36 [21,22]: The SF-36 is a general quality of life scale
composed of eight subscales each tapping a different dimension. Each subscale is scored
separately; no composite total is calculated. There are several reasons for including this
scale. Its reliability and validity are very well established. General population norms
exist on thousands of individuals and can be broken out for age and sex comparisons with
almost any population sample. This instrument also has been used extensively in patients
with clinical depression. Based on these data the scales on role-physical and role-
emotional functioning as well as the mental heath scale would be expected to show
significant effects with the present study sample size. The SF-36 contains 36 items, is
self-administered, and should take less than 20 minutes to complete.

- The Social Adaptation Self-evaluation Scale (SASS)[23]: The Social Adaptation Self-
evaluation Scale (SASS) is a 21-question self-evaluation questionnaire which explores the
realm of work and leisure, relationships and patient perception of his/her ability to manage
the environment. The scale was validated in a survey of the data from the general
population in 4000 individuals and sensitivity to change was evaluated in 549 depressed
patients enrolled in clinical studies comparing reboxetine with placebo and/or fluoxetine
[22]. Answers to each item are scored from 0 to 3 (the higher the better social functioning
is). Normality ranges between 35 and 52 points (corresponding to 80% of the general
population). In light of its simplicity of use the scale represents an useful tool for the
evaluation of social functioning in depression; in addition it might contribute to
differentiate the effects of different classes of antidepressant agents (serotonergic
regulating mood; noradrenergic sustaining drive) whereas syndromic clinical rating scales
fail to do so. The SASS should take less than 15 minutes to complete.

-The Kellner Symptom Questionnaire (KSQ) [47]: The Kellner Symptom Questionnaire is
a 92-item, self-rated simple questionnaire which contains state scales of depression,
anxiety, anger-hostility and somatic symptoms. In addition, four well-being subscales
(contented, relaxed, friendly, and somatic well-being) are included. The four state scales
are scored separately; a total score is also calculated. The depression cluster has shown
good agreement with the Hamilton Rating Scale for Depression. Because of its simplicity,
completion to the scale should take 5 to 10 minutes.

-The Rush Sexual Inventory (RSI) scale [24] is a comprehensive, succinct, self-rated
patient inventory created to assess changes in sexual function over time. Each inventory
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consists of five visual analogue items and individual “yes/no” gender-separated items.

The Day 1 version of the scale includes queries for premorbid as well as current
functioning. The follow-up version will be administered according to the study flowchart.
Completion time for the patient averages 7 minutes.

-For reasons of safety and as a tertiary indicator of efficacy, the "clinical" DSM-IV 5-Axis
diagnosis of each subject during the trial will be followed. This diagnosis will be made
within one week of the screening and at the end of parts 1 and 2 (when applicable), and
will be based on a clinical, and not a structured, interview. Ifthe subject was seen in a
treatment setting prior to study screening, and a multiaxial diagnosis was made, this can
be recorded (as long a the one week condition is fulfilled). If the diagnosis was made
more than one week earlier, then an abbreviated interview may be done at the time of
screening (at the discretion of the primary investigator at each site) to record this diagnosis
prior to the start of the study.

Every effort should be made to have all psychiatric evaluations and ratings carried out by
the same observer for a given patient, preferably in the same setting and at the same time
of the day.

8.1.2 Clinical Safety Assessments:

The following clinical safety assessments will be carried out:

1.

Standard medical history: at screening.

2. Standard clinical and physical examination: at screening. (optional PE at study end to be

PN

recorded in source document only)

. Blood pressure and pulse will be measured with the patient rested and in the sitting

position at approximately the same time of day at screening, at Day 1 and at each
subsequent visit (see flow-chart Appendix 2).

. Adverse events occurring from Day 1 until the last visit will be recorded. Note that after

open-label reboxetine treatment ends on Day 57, follow-up visits at regular intervals
will be performed for all patients continuing on study (i.e. for both patients continuing
on reboxetine and for those randomized to placebo). In the placebo group these follow-
up visits will assess any adverse events that may be associated with drug withdrawal.
12-lead ECG including determination of QT, interval.

Confirm DSM-1V MDD by SCID (version of SCID will be specified in CRF)

5-Axis DSM-IV clinical diagnosis at screening, week 8 and week 32.

MGH Scale at screening.
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8.2 Laboratory Efficacy/ Safety Assessment

8.2.1 Laboratory Safety Assessments

ECG and laboratory tests (see Appendix 3) will be carried according to the schedule in
Appendix 2 Study Flow Chart. Screening must take place in the 2 weeks preceding Day 1.
Laboratory tests will be performed at a central laboratory.

ECG will be performed at screening, week 4 and week 8 . Patients entering the post-
randomization phase will have ECG performed on week 32 or at the final visit if it occurs
prior to week 32. Analysis will include assessment of abnormal ECG patterns and
measurement of appropriate intervals (i.e. Heart Rate, PR Interval, QRS Interval, QT
Interval and QT Intervals).

Serum chemistries, hematology, and urinalysis (see Appendix 3) will be performed at
screening, week 4 and week 8. Patients entering the post-randomization phase will have
serum chemistries, hematology, and urinalysis performed on week 32 or at the final visit if
it occurs prior to week 32.

Serum pregnancy tests (for women of childbearing potential) and urine drug screens (see
Appendix 3) will be performed at screening and week 8 . Patients entering Part 2 will have
serum pregnancy test and urine drug screen performed on week 32.

For any patient who withdraws between Day 1-57 (weeks 1-8), all tests and forms listed for
the Day 57 should be completed. For any patient who withdraws between Day 58-225
(weeks 9-32), all tests and forms listed for the Day 225 (week 32) visit should be
completed.

8.3 Procedure for Eliciting Reports of, and Recording and Reporting
Adverse Events

Definition

An adverse event (AE) is any untoward medical occurrence in a patient or trial subject
administered a drug or biologic (medical product) or using a medical device; the event does
not necessarily have a casual relationship with that treatment or usage.

Adverse events include the following:

a. All suspected adverse medication reactions.

b. All reactions from medication overdose, abuse, withdrawal, sensitivity, or toxicity.

c. Apparently unrelated illnesses, including the worsening of a pre-existing illness (see
Pre-existing Conditions, below).
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d. Injury or accidents. Note that if a medical condition is known to have caused the injury
or accident (e.g., a fall secondary to dizziness), the medical condition (dizziness) and
the accident (fall) should be reported as two separate adverse events. The outcome of
the accident (e.g., hip fracture secondary to the fall) should be recorded under
Comments.

e. Abnormalities in physiological testing or physical examination findings that require
clinical intervention or further investigation (beyond ordering a repeat [confirmatory]
test).

f. Laboratory abnormalities that require clinical intervention or further investigation
[beyond ordering a repeat (confirmatory) test] unless they are associated with an
already reported clinical event. Laboratory abnormalities associated with a clinical
event (e.g., elevated liver enzymes in a patient with jaundice) should be described
under Comments on the report of the clinical event rather than listed as a separate
adverse event.

Pre-existing Conditions

In this study, a preexisting condition (i.e., a disorder or symptom present before the adverse
event reporting period started and noted on the pretreatment medical history/physical form
or Day 1 adverse event form) should not be reported as an adverse event unless the
condition worsens or episodes increase in frequency during the adverse event reporting
period (see also Symptoms of Depression).

Procedures

Diagnostic and therapeutic non-invasive and invasive procedures, such as surgery, should
not be reported as adverse events. However, the medical condition for which the procedure
was performed should be reported if it meets the definition of adverse event. For example,
an acute appendicitis that begins during the adverse event reporting period should be
reported as the adverse event and the resulting appendectomy noted under Comments.

Symptoms of Depression

With the exception of worsening of depressed mood, worsening of symptoms of depression
are to be considered as adverse events in this protocol. Any increase in the intensity of
depressed mood should be reflected on the Hamilton Rating Scale for Depression (Item 1).
However, increases in the intensity of other symptoms of depression (e.g., sleep
difficulties, somatic symptoms, genital symptoms, weight change, anxiety, other
psychiatric symptoms) will be considered as an Adverse Event. It is recognized that such
symptoms may be present prior to the start of study drug (i.e., at Day 1). Only those
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symptoms whose intensity increases during the treatment period will be counted as an
Adverse Event.

Adverse Event Reporting Period

The adverse event reporting period for this study begins at the time of the Day 1 evaluation
and ends at the final clinic visit (week 32; Day 225). Treatment Emergent Symptoms will
be considered only those occurring within the treatment period (Day 1 until Day 225). A
disorder or symptom present before the adverse event reporting period started and noted on
the pretreatment medical history/physical form or Day 1 adverse event form should not be
reported as an adverse event unless the condition worsens or episodes increase in frequency
during the adverse event reporting period (Day 1-225).

All adverse events that occur in study subjects during this reporting period must be
reported to Pharmacia & Upjohn, WHETHER OR NOT THE EVENT IS CONSIDERED
MEDICATION RELATED. In addition, any known untoward event that occurs
subsequent to the adverse event reporting period that the investigator assesses as possibly
related to the investigational medication should also be reported as an adverse event.

Seriousness (Gravity)

Each adverse event is to be classified by the investigator as SERIOUS or NONSERIOUS.
This classification of the gravity of the event determines the reporting procedures to be
followed.

An adverse event that meets one or more of the following criteria/outcomes is classified as
SERIOUS:

Death

Life-threatening (i.e., at immediate risk of death)

In-patient hospitalization or prolongation of existing hospitalization

Persistent or significant disability/incapacity

Congenital anomaly/birth defect

Any other adverse event that the investigator or company judges to be serious or which
is defined as serious by the regulatory agency in the country in which the adverse event
occurred.

Important medical events that may not result in death, be life-threatening, or require
hospitalization may be considered serious when, based upon appropriate medical judgment,
they may jeopardize the patient or subject or may require medical or surgical intervention
to prevent one of the outcomes listed above.
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Eliciting Adverse Event Information

The investigator is to report all directly observed adverse events and all adverse events
spontaneously reported by the trial subject using concise medical terminology. In addition,
each trial subject will be questioned about adverse events at Day 1 and at each clinic visit
following initiation of treatment The question asked will be “Since your last clinic visit
have you had any health problems?"

Reporting

If a SERIOUS adverse event occurs, the Pharmacia & Upjohn monitor is to be notified
using the designated form within 24 hours of awareness of the event by the investigator.
The initial report is to be followed by submission of more detailed adverse event
information within 5 working days of the event. If unexpected, serious adverse events are
also to be reported immediately to the responsible institutional review board. Please
review the table below.

Serious adverse events should also be reported on the clinical trial adverse event case
report form.

Note: The form for collection of SAE information is not the same as the adverse event
case report form. Where the same data is collected, the forms must be completed in a
consistent manner. For example, the same adverse event term should be used on both
forms.

NONSERIOUS adverse events are to be reported on the adverse event case report forms,
which are to be submitted to Pharmacia and Upjohn as specified in the adverse event report
submission procedure for this protocol.

REPORTING REQUIREMENTS FOR ADVERSE EVENTS

Gravity Reporting Time Type of Report
SERIOUS Within 24 hours Initial report on

designated SAE form

Within 5 working Days Final report on
designated SAE form

NONSERIOUS Per case report form Appropriate case report

forms submission
procedure
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NOTE: In the rare event that the investigator does not become aware of the occurrence of a
serious adverse event immediately (for example, if an outpatient trial subject initially seeks
treatment elsewhere), the investigator is to report the event within 24 hours after learning
of it and document his/her first awareness of the adverse event.

Recording Instructions

Adverse events are to be recorded in the case report forms as specified.
If required on the adverse event case report forms, the investigator will use the adjectives
MILD, MODERATE, or SEVERE to describe the maximum intensity of the adverse event.
For purposes of consistency, these intensity grades are defined as follows:

MILD Does not interfere with subject's usual function

MODERATE Interferes to some extent with subject's usual function

SEVERE Interferes significantly with subject's usual function
Note the distinction between the gravity and the intensity of an adverse event. Severe is a
measure of intensity; thus, a severe reaction is not necessarily a serious reaction. For
example, a headache may be severe in intensity, but would not be classified as serious

unless it met one of the criteria for serious events listed above.

The investigator will also be asked to assess the possible relationship between the adverse
event and the investigation medication as well as any concomitant medications.

Follow-up of Unresolved Events

All adverse events should be followed until they are resolved or the subject's participation
in the trial ends (i.e., until a final report is completed for that subject). Instructions for
reporting changes in an ongoing adverse event during a subject's participation in the trial
are provided in the instructions that accompany the adverse event case report forms.

In addition, all serious adverse events and those nonserious events assessed by the
investigator as possibly related to the investigation medication should continue to be
followed even after the subject's participation in the trial is over. Such events should be
followed until they resolve or until the investigator assesses them as "chronic" or "stable."
Resolution of such events are to be documented on the appropriate CRF.

Exposure in utero
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If pregnancy is discovered during the treatment period, study medication should
immediately be discontinued. If any trial subject becomes or is found to be pregnant while
receiving investigational medication or within 30 days of discontinuing investigational
medication, the investigator is to submit an adverse event case report form that includes
the anticipated date of birth or pregnancy termination. The subject is then to be followed
by the investigator until completion of the pregnancy. If the pregnancy ends for any reason
before the anticipated date provided, the investigator should notify the Pharmacia &
Upjohn monitor.

If the outcome of the pregnancy meets the criteria for immediate classification as a serious
adverse event (ie, spontaneous abortion, stillbirth, neonatal death, or congenital anomaly,
including that in an aborted fetus), the investigator should follow the procedures for
reporting serious adverse events; ie, report the event to the principal monitor within 24
hours and follow up by submission of appropriate adverse event case report forms.

Additional information about pregnancy outcomes that are classified as serious adverse
events follows:

- Note that "spontaneous abortion" includes miscarriage and missed abortion.

- All neonatal deaths that occur within one month of birth should be reported, without
regard to causality, as serious adverse events. In addition, any infant death after one
month that the investigator assesses as possibly related to the in utero exposure to the
study medication should also be reported.

- Inthe case of a live birth, the "normality" of the newborn can be assessed at time of
birth (ie, there is no required minimum follow-up of a presumably normal infant before

the Exposure in Utero form can be completed).

- The "normality" of an aborted fetus can be assessed by gross visual inspection unless
there are preabortion laboratory findings suggestive of a congenital anomaly.

9.0 STATISTICS
9.1 Statistical Analysis Plan

Statistical Method

The intent-to-treat (ITT) data set which includes all patients who were randomized into the
trial and received at least one treatment dose and with at least one post baseline efficacy
follow up will be used for analysis. Two types of analyses will be performed for the
primary variables: “last observation carried forward” (LOCF) and “observed cases” (OC).
The LOCEF analysis uses the last valid assessment as an estimate for all subsequent missing
values. The OC analysis does not replace the missing values.
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Continuous variables such as the age and HAMD totals will be summarized in tables of
means, standard deviations etc. by visit. The one-way analysis of variance model will be
used to test for treatment difference. As there will be very few evaluable patients per
treatment group in each center, effect of center and treatment by center interaction will not
be investigated in the statistical analysis.

Categorical variables such as sex and relapse rate will be summarized in tables of counts
and percentages. Treatment group difference will be tested using the chi-squared test or the

Fisher’s Exact test.

Time to relapse and time to remission will be estimated using the Kaplan-Meier survival
function, and the difference between the treatment groups tested with the log-rank test.

All of the statistical tests are two-sided and the treatment group difference will be
considered significant if the p-values are less than or equal to 0.05.

Baseline and Demographic Measures

As there are two phases in this study - the open label phase and the double-blind phase,
demographic measures and baseline characteristics (e.g. sex, age, pretreatment condition)
will be summarized 1) for patients enrolled into the open label phase; and 2) for patients
randomized into the double blind phase. Comparability of patients randomized into the
two treatment groups will be assessed.

Efficacy Measures

Open Label Reboxetine Treatment Phase -

The number and percentage of patients who respond (at least 50% decrease in HAMD
score compared to Day 1 and CGI improvement of 1 or 2) to reboxetine at the end of the
open label phase will be calculated. This analysis will be based on the patients enrolled
into the study and who are evaluable during this part of the study.

Post Randomization Treatment Phase -

Comparison between treatments will be mainly based on the primary efficacy measure of
the proportion of patients experiencing at least one relapse in the treatment period
following randomization. Relapse of MDD is defined as a > 50% increase in the 25-item
HAMD total score compared to the Day 57 HAMD total score, and a minimum HAMD
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total score of > 10 ( on the 25-item HAMD). Any patient withdrawing for any reason will
be classified as to whether they had relapsed during this period.

Time to relapse, which is defined as the number of days between the randomization date
and the date when the patient is first classified as “relapse”, will be analyzed using the
Kaplan-Meier survival function; and comparison between treatments will be tested by the
log-rank test.

Remission rate, which is the percentage of patients with a total 25-item HAMD score of
<7 or less at the last assessment, and time to remission since Day 57, will be compared
between treatments.

Other supporting efficacy measures are the scores on the following scales and some of their
components (described in section 8.1.1): 28-item HAMD, 17-item HAMD, DSM-IV 5-
Axis, MADRS, CGI, PGI, SASS, KSQ, SF36 and RSI. These scores will be summarized
by treatment and visit. The change of the scores at the last assessment from baseline (Day
57 randomization) will be compared between treatments.

An evaluation between the last Part I visit and the first Part 2 visit will be done to identify
any treatment emergent symptoms.

Correlational analysis will be used to examine the relationship between the clinical
variables and the quality of life and social adaptation variables.

Analysis of efficacy measures will be conducted on patients randomized into the double
blind phase of the study, who have taken at least one dose of study medication and have at
least one assessment after randomization.

Exploratory analyses will be conducted to examine patient characteristics in relation to
their responses to reboxetine, and to identify, if possible, the patients who respond to

reboxetine but not fluoxetine.

Safety Measures

All patients who are enrolled and have received at least one dose of the study drug will be
included in the safety analyses.

Adverse Events

Analysis of adverse events will be focused on treatment emergent symptoms (TES), which
are the symptoms and signs not present at Day 1 that appear during treatment, or if present
at Day 1, that become more severe during treatment. The TES will be summarized (1) by
body system and COSTART term, (2) by maximum intensity, (3) by relation to the drug,
(4) by seriousness, (5) by gender, and (6) by age. A summary of adverse events causing
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termination of study medication will also be presented. Patients with serious adverse
events and dropouts due to adverse events will be listed.

Vital Signs

Vital signs will be summarized by treatment and visit. For each vital sign, the paired t-test
will be used to determine at each visit if the change of the response at that visit is
significantly different from baseline. Patients showing clinically significant changes in vital
signs during treatment will be listed.

ECG and Laboratory Data

ECG (including QT, intervals) and lab test results will be summarized in frequency tables
showing normal/abnormal findings by visit. Changes from baseline will be shown by cross-
tabulating the last assessment responses with Day 1 responses. Patients with abnormal test
results will be listed.

9.2 Determination of Sample Size

Sample size was calculated based on the assumption that at least 50% of the patients who
discontinue treatment will experience a relapse within 6 months compared to 20% of the
patients who continue on active medication. This was based on results of a previous study
on reboxetine (protocol 20124/013) and published papers [38,44,45]. At significance level
0f 0.05 (2-tailed), power level 0.8, the number of patients required to detect a 30%
difference in relapse rate is 78 (39 per treatment arm). Assuming that 10% of the patients
randomized into the double blind phase will be non-evaluable for efficacy, 87 patients will
be required for randomization at Day 57 of the study. It was estimated that about 200
patients will be needed for the open label phase to get enough patients for randomization.

10 QUALITY CONTROL (QC) AND QUALITY ASSURANCE (QA)

Monitoring visits to the trial site will be made periodically during the trial, to ensure that all
aspects of the protocol are followed. Source documents will be reviewed for verification
of agreement with data on case report forms. The investigator/institution guarantee access
to source documents by Pharmacia & Upjohn and appropriate regulatory agencies.

The trial site may also be subject to quality assurance audit by Pharmacia & Upjohn as well
as inspection by appropriate regulatory agencies.

It is important that the investigator and their relevant personnel are available during the
monitoring visits and possible audits and that sufficient time is devoted to the process.
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11 STOPPING RULES / DISCONTINUATION CRITERIA

Pharmacia and Upjohn reserve the right to discontinue the trial prior to inclusion of the
intended number of subjects, but intends only to exercise this right for valid scientific or
administrative reasons. After such a decision, the investigator must contact all actively
participating subjects.

12.0 ETHICS

12.1 Ethical Conduct of the Study

The study will be performed in accordance with the recommendations guiding physicians
in biomedical research involving human subjects adopted by the 18th world medical
assembly, Helsinki, Finland, 1964 and later revisions (Venice and Hong Kong revisions).

12.2 Institutional Review Boards

It is the responsibility of the investigator to obtain approval of the trial
protocol/amendments from the IRB. All correspondence with the IRB should be filed by
the investigator. Copies of IRB approvals should be forwarded to Pharmacia & Upjohn.

12.3 Subject Information and Consent

It is responsibility of the investigator to give each subject (or the subject’s representative)
prior to inclusion in the trial, full and adequate verbal and written information regarding the
objective and procedures of the trial and the possible risks involved. The subjects must be
informed about their right to withdraw from the trial at any time. Written subject
information must be given to each subject before enrollment. The written subject
information must not be changed from the provided sample informed consent without prior
discussion with Pharmacia & Upjohn. Furthermore, it is the responsibility of the
investigator to obtain signed and dated consent from all subjects prior to inclusion in the
trial. If the date is the same day as enrollment, it is recommended that the time is also
recorded by the subject to help ensure that informed consent was, in fact, obtained prior to
the subject’s participation in study activities.
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13.0 DATA HANDLING AND RECORD KEEPING
13.1 Case Report Form

A Case Report Form (CRF) is required and should be completed for each included subject.
The CRF is designed by Pharmacia & Upjohn and presented to the investigator.
Corrections of data should be made using one single line, leaving the corrected data clearly
visible. All changes should be initialed and dated. Correction fluid is not allowed. The
completed original CRFs are the sole property of Pharmacia & Upjohn and should not be
made available in any form to third parties, except for authorized representatives of the
United States Food and Drug Administration (FDA), without written permission of
Pharmacia & Upjohn.

13.2 Record Retention

To enable any further evaluations and/or audits from FDA/Pharmacia & Upjohn, the
Investigator agrees to keep records, including the identify of all participating subjects
(sufficient information to link records e.g., CRF and subject records), all original signed
Informed Consent Forms, copies of all CRFs and detailed records of drug disposition. To
comply with International regulations, the records should be retained by the Investigator

for 15 years.

39 (Page 98 of 2078)



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

Pharmacia & Upjohn

Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

14 REFERENCES

N —

10.

11.

12.

13.

14.

15.

Reboxetine Investigator’s Brochure. Pharmacia & Upjohn IV version Sept. 1997.
Hermann WM, et al. (AFB Berlin). Safety and tolerance of reboxetine in healthy male
volunteers. A single rising dose - tolerance study. Internal Report 20124/6011, June 15,
1984.

Hermann WM, et al. (AFB Berlin). Reboxetine: quantitative pharmaco EEG and
pharmacopsychological study. Internal Report 20124/6031, January 1985.

Dubini A, et al. Disposition and fate of "*C reboxetine administered orally to healthy
volunteers. Internal Report 20124/6041, March 1985.

Szabadi E, et al. Evaluation of the interaction of reboxetine with adrenergic and
cholinergic mechanisms in humans. Internal Report 20124/6151, August 1993.

Szabadi E, Bradshaw CM. A double-blind, placebo controlled study of the interaction
of reboxetine and desipramine with methoxamine in the iris in human volunteers.
Internal Report 9550070, April 1995.

Szabadi E, Bradshaw CM. Comparison of the effects of reboxetine vs. desipramine
and placebo on urinary flow rate and on pupillary responses to methoxamine and
tyramine in healthy volunteers. Internal Report 9550071, April 1995.

Dubini A, Ban TA. Reboxetine: open dose-range study in patients hospitalized for
major depressive disorders. Internal Report 20124/7011, February 1989.

Ban TA, et al. Multicenter, multinational double blind study of the activity and
tolerability of reboxetine versus fluoxetine and placebo in patients suffering from
Major Depressive Episodes. Internal Report 9550080, December 1995.

Ban TA, et al. Multicenter, multinational double blind study of the activity and
tolerability of reboxetine versus imipramine and placebo in patients suffering from
Major Depressive Episodes. Internal Report 9550082, December 1995.

Dubini A, Ban TA, Money LC. Phase II controlled study of the activity and
tolerability of Reboxetine in comparison with placebo and Desipramine in patients
hospitalized for major depressive Disorder. Internal Report FCE 20124/7021, February
1991

Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition (American
Psychiatric Association, Washington, DC, 1994.

Ban TA, Morey LC, Fjetland OK, Dubini A. Phase II placebo-controlled clinical study
with reboxetine in major depression. Farmitalia Carlo Erba Internal Report FCE
201124/7061, November 1993

Dubini A, Giorgetti C, Petroccione A, Berzewsky H, Van Moffaert M, Gagiano CA.
Multicentre, multinational double-blind study of the activity and tolerability of
reboxetine versus imipramine in patients suffering from major depressive episodes.
Pharmacia Internal Report 9550085, December 1995.

Ban TA, Dubini A, Giorgetti C, Petroccione A, Bercoff E, Chiu E, et al. Multicentre,
multinational double-blind study of the activity and tolerability of reboxetine versus
imipramine in elderly patients suffering from Depressive Disorders. Pharmacia
Internal Report 9550089, January 1996.

40 (Page 99 of 2078)



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

Pharmacia & Upjohn

Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Dubini A, Vanoni G, Petroccione A, Massana J, Moller HJ, Burrows GD, et al.
Multicentre, multinational double-blind study of the activity and tolerability of
reboxetine versus fluoxetine in patients suffering from major depressive episodes.
Pharmacia Internal Report 9550083, November 1995.

Ban TA, Dubini A, Petroccione A, Castiglioni R, Gazner P, Mechilane L, et al.
Multicentre, multinational double-blind study of the activity and tolerability of
reboxetine vs placebo in the continuation therapy of major depressive episodes.
Pharmacia Internal Report 9550077, December 1995.

Hamilton M. A rating scale for depression. Journal of Neurology, Neurosurgery and
Psychiatry,23, 56-62, 1960.

Montgomery S, Asberg M. A new depression scale designed to be sensitive to change.
British Journal of Psychiatry, 134, 382-389, 1979.

Guy W. ECDEU assessment manual for psychopharmacology, Revised (DHEW
Publication No ADM 76-338). Washington, DC: U.S. Government Printing Office,
212-222, 1976.

Ware JE, Sherbourne CD. The SF36 health status survey: 1. Conceptual framework
and item selection. Medical Care, 30, 473-483, 1992.

McHorney CA, Ware JE, Raczek AE. The MOS 36-item short form health status
survey(SF-36): II. Psychometric and clinical tests of validity in measuring physical
and mental health constructs. Medical Care, 31, 247-263, 1993.

Bosc M, Dubini A, Polin V. Development and validation of a social functioning scale,
the Social Adaptation Self-evaluation Scale. European Neuropsychopharmacology; 7
Suppl. 1: S57-S70, 1997

Zajecka J, Mitchell S, Fawcett J. Treatment emergent changes in sexual function with
selective serotonin reuptake inhibitors; As measured with the Rush Sexual Inventory.
(In press, Journal of Clinical Psychiatry).

Stark P, Hardison CD. A review of multicenter controlled studies of fluoxetine versus
imipramine and placebo in outpatients with major depressive disorder. Journal of
Clinical Psychiatry 46(3 sec2), 53-58, 1985.

Thase ME, Blomgren SL, Birkett MA, Apter JT, Tepner RG. Fluoxetine treatment of
patients with major depressive disorder who failed initial treatment with sertraline.
Journal of Clinical Psychiatry, 58, 16-21, 1997.

Depression Guideline Panel. Clinical Practice Guideline Number 5. Depression in
Primary Care, vol. 2. Treatment of Major Depression. Rockville, MD: Agency for
Health Care Policy and Research, US Public Health Service, 1993

Thase ME, Rush AJ. Treatment resistant depression. In: Bloom FE, Kupfer DJ, eds.
Psychopharmacology: The Fourth Generation of Progress. New York, NY: Raven
Press; 1081-1097, 1995.

Fava M, Rosenbaum JF, Cohen L, Reiter S, McCarthy M, Steingard R, Clancy K..
High-dose fluoxetine in the treatment of depressed patients not responsive to a
standard dose of fluoxetine. Journal of Affective Disorders 25, 229-234, 1992.

Zarate CA Jr, Kando JC, Tohen M, Weiss MK, Cole JO. Does intolerance or lack of
response with fluoxetine predict the same will happen with sertraline? Journal of
Clinical Psychiatry 57, 67-71, 1996.

4 (Page 100 of 2078 )



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

Pharmacia & Upjohn

Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

Brown WA, Harrison W. Are patients who are intolerant to one serotonin selective
reuptake inhibitor intolerant to another? Journal of Clinical Psychiatry, 56, 30-34,
1995.

Joffe RT, Levitt AJ, Sokolov STH, Young LT. Response to an open trial of a second
SSRI in major depression. Journal of Clinical Psychiatry, 57, 114-115, 1996.

Baastrup PC, Poulsen JC, Schou M, Thomsen K, Amdisen A. Prophylactic lithium:
Double blind discontinuation in manic-depressive and recurrent-depressive disorders.
Lancet, 2, 326-330, 1970.

First MB, Spitzer RL, Gibbon M, Williams JBW. Structured Clinical Interview for
DSM-IV Axis I Disorders- Patient Edition (SCID-I/P, Version 2.0). New York:
Biometrics Research Department, New York State Psychiatric Institute, 1995.

Thase ME, Rush AJ. Treatment-resistant depression. In: Bloom FE, Kupfer DJ eds.
Psychopharmacology: The Fourth Generation of Progress. New York, NY: Raven
Press; 1081-1097, 1995.

McGrath PJ. Prediction of Outcome During Fluoxetine Continuation. Department of
Health and Human Services Public Health Service Grant Application, 1996

Frank E, Prien RF, Jarrett RB, et al. Conceptualization and rationale for consensus
definitions in major depressive disorders: remission, recovery, relapses, and
recurrence. Archives of General Psychiatry, 1991, 48:851-855

Prien RF, Kupfer DJ: Continuation drug therapy for major depressive episodes. How
long should it be maintained? Americal Journal of Psychiatry 1986;143:18-23.

Keller MB, Lavori PW, Endicott J , Coryell W, Klerman GL. “Double depression”:
two-year follow-up. American Journal of Psychiatry. 1983;140:689-694.

Keller MB, Lavori PW, Lewis C, Klerman GL. Predictors of relapse in major
depressive disorder. JAMA. 1983;250:3299-3309.

Montgomery SA, Dufour H, Brion S, Gailledreau J, Llaqueille X, Ferry G, Moron P,
Parant-Lucena N, Singer L, Danion JM, Beuzen JN, Pierredon MA: The prophylactic
efficacy of fluoxetine in unipolor depression. British Journal of Psychiatry
1988;153(Suppl. 3):69-76.

Prien RF: Maintenance therapy. In: Paykel E, ed. Handbook of Affective Disorders.
London: Churchill Livingston; 1992;840-848.

Fava M, Kaji J: Continuation maintenance treatments of major depressive disorder.
Psychiatric Annuals 1994;281-289.

Loonen AJ, Peer PG, Zwanikken GJ: Continuation and maintenance therapy with
antidepressive agents: Meta-analysis of research. Pharm Weekbl Sci 1991;13:167-175.
Rosenbaum JF, Quitkin FM, Fava M: Fluoxetine vs. placebo: Long term treatment of
MDD. Proceedings of the American College of Psychopharmacology 32nd Annual
Meeting 1993; Maui, Hawaii.

Miller IW, Norman WH, Maddever H. The Modified Hamilton Rating Scale for
Depression: Reliability and Validity. Psychiatry Research 14:131-142, 1985.

Kellner R. A Symptom Questionnaire. Journal of Clinical Psychiatry 48:268-274,
1987.

Fleishaker JC. Evaluation of the pharmacokinetics and pharmacodynamics of
combined administration of reboxetine and fluoxetine. Internal Report a0016391, July
1998.

42 (Page 101 of 2078 )



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

Pharmacia & Upjohn

Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

49. Rosenbaum JF, Fava M, et al. Selective serotonin reuptake inhibitor discontinuation
syndrome: a randomized clinical trial. Biological Psychiatry 44(2):77-87, 1998.

50. Fava M, Davidson KG. Definition and Epidemiology of Treatment-Resistant
Depression. The Psychiatric Clinics of North America, 19(2):179-200, June 1996.

43 (Page 102 of 2078 )



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

Pharmacia & Upjohn

Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

APPENDIX 1

DSM-IV Criteria for Major Depressive Episode

A. Five (or more) of the following symptoms have been present during the same 2-week
period and represent a change from a previous functioning; at least one of the
symptoms is either (1) depressed mood or (2) loss of interest or pleasure.

NOTE: Do not include symptoms that are clearly due to a general medical condition,
or mood-incongruent delusions or hallucinations.

(1) depressed mood most of the Day, nearly every day, as indicated by either
subjective report (e.g., feels sad or empty) or observation made by others (e.g.,
appears tearful).

(2) markedly diminished interest or pleasure in all, or almost all, activities most of
the day, nearly every day (as indicated by either subjective account or
observation made by others)

(3) significant weight loss when not dieting or weight gain (e.g., a change of more
than 5% of body weight in a month), or decrease or increase in appetite nearly
every day.

(4) insomnia or hypersomnia nearly every day

(5) psychomotor agitation or retardation nearly every day (observable by others, not
merely subjective feels of restlessness or being slowed down)

(6) fatigue or loss of energy nearly every day

(7) feelings of worthlessness or excessive or inappropriate guilt (which may be
delusional) nearly every day (not merely self-reproach or guilt about being sick)

(8) diminished ability to think or concentrate, or indecisiveness, nearly every day
(either by subjective account or as observed by others)

(9) recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation
without a specific plan, or a suicide attempt or a specific plan for committing
suicide.

B. The symptoms do not meet criteria for a Mixed Episode.

C. The symptoms cause clinically significant distress or impairment in social,
occupational, or other important areas of functioning.

D. The symptoms are not due to the direct physiological effects of a substance (e.g., a drug
of abuse, a medication) or a general medical condition (e.g., hypothyroidism).

E. The symptoms are not better accounted for by Bereavement, i.e., after the loss of a
loved one, the symptoms persist for longer than 2 months or are characterized by
marked functional impairment, morbid preoccupation with worthlessness, suicidal
ideation, psychotic symptoms or psychomotor retardation.
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Diagnostic criteria for Major Depressive Disorder, Single Episode
A. Presence of a single Major Depressive Episode.

B. The Major Depressive Episode is not better accounted for by Schizoaffective Disorder
and is not superimposed on Schizophrenia, Schizophreniform Disorder, Delusional
Disorder, or Psychotic Disorder Not Otherwise Specified.

C. There has never been a Manic Episode, a Mixed Episode, or a Hypomanic Episode.
Note: This exclusion does not apply if all of the manic-like, mixed-like, or hypomanic-
like episodes are substance or treatment induced or are due to the direct physiological
effects of a general medical condition.

Specify (for current or most recent episode):
Severity/Psychotic/Remission Specifiers
Chronic
With Catatonic Features
With Melancholic Features
With Atypical Features
With Postpartum Onset

Diagnostic criteria for Major Depressive Disorder, Recurrent

A. Presence of two or more Major Depressive Episodes.
Note: To be considered separate episodes, there must be an interval of at least
2 consecutive months in which criteria are not met for a Major Depressive Episode.

B. The Major Depressive Episodes are not better accounted for by Schizoaffective Disorder
and are not superimposed on Schizophrenia, Schizophreniform Disorder, Delusional
Disorder, or Psychotic Disorder Not Otherwise Specified.

C. There has never been a Manic Episode, a Mixed Episode, or a Hypomanic Episode.
Note: This exclusion does not apply if all of the manic-like, mixed-like, or hypomanic-
like episodes are substance or treatment induced or are due to the direct physiological
effects of a general medical condition.

Specify (for current or most recent episode):
Severity/Psychotic/Remission Specifiers
Chronic
With Catatonic Features
With Melancholic Features
With Atypical Features
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With Postpartum Onset
Specify:

Longitudinal course specifiers (with or without interepisode recovery)
With seasonal pattern
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APPENDIX 2: STUDY FLOW-CHART (see Key next page)

PART 1 PART 2
Day* Screen** 8,15(29|36,43 |57 | 58-113 | 141-197 225!
and and ! (67 Gel
22 50 treatment)
Week Screen** 1,2 | 4 5,6 8 9-16 20-28 32!
and and (weekly [ (monthly (or final
3 7 visits) visits) visit)
Confirm DSM- IV MDD (by v
SCID)
Sign consent v
Medical history v
DSM-IV 5-Axis Clinical Dx’ v v v
MGH Antidepressant Tx v
Resp. Scale
Physical examination v v (optional)
Randomization v
ECG - 12-lead v v v'6 v
Serum chemistry" v v v v
Hematology" v v v v
Urinalysis® v v v v
Serum Pregnancy Test* v v v
Urine drug screen’ v v v
Vital signs v v | v v v v v v
25-item HAMD & addendum v v | v v v v 4 v
Assess for MDD relapse’ v v v
MADRS, CGI, PGI, SF36, v | V| Ywke | V| Viwks v v
KSQ, SASS V1szs 10,1126,14,
RSI v Vol wk16 v
Compliance v | v v v’ v v v
Dispensing Med. v v v |V v v v
Adverse Events v | v v v’ v v v
47
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APPENDIX 2: Key

Abbreviations:

DSM-IV = Diagnostic and Statistical Manual of Mental Disorders; Fourth Edition
MDD = Major Depressive Disorder

HAMD = Hamilton Rating Scale for Depression

MADRS = Montgomery Asberg Depression Rating Scale

CGI=Clinical Global Impressions

PGI =Patient Global Impressions

SF36 = Medical Outcome SF36

SASS = Social Adaptation Self-evaluation Scale

KSQ = Kellner Symptom Questionnaire

RSI = Rush Sexual Inventory Scale

SCID = Structured Clincial Interview for DSM-IV Axis I Disorders

wk = week

MGH Antidepressant Tx Resp. scale = Massachusetts General Hospital Antidepressant
Treatment Response Questionnaire [50]

* Visits should be targeted to occur + 1 day through week 16; thereafter + 2 days

** Screening visit must take place within 2 weeks prior to Day 1.

1. For any patient who withdraws between Day 1-57, all tests and forms listed for the
Day 57 visit should be completed. For any patient who withdraws between Days 58-
225, all tests and forms listed for the Day 225 visit should be completed.

2. Perform the following SCID Modules (Document in source records):
A = Evaluation of Mood Episode, Dysthymic Disorder, Mood Disorder due to a

GMC, and Substance-Induced Mood Disorder.

B = Psychotic and Associated Symptoms
C = Psychotic Disorders
D = Mood Disorders

3. Except for MDD (which is determined by appropriate SCID Modules), the 5-Axis
clinicaldiagnosis can be made based on a clinical interview.

4. See Appendix 3
5. See Section 7.2 for definition of MDD relapse.

6. This test must be performed prior to post-randomization dosing.
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APPENDIX 3:

REQUIRED LABORATORY DETERMINATIONS

Hematology

Hematocrit

Hemoglobin

White Cell Count

Differential
Total neutrophils
Lymphocytes
Monocytes
Eosinophils
Basophils

Platelet count

RBC

MCV

Reticulocyte count

Serum Chemistry

Electrolytes (Na, K, Cl, CO2)

BUN/urea nitrogen

Creatinine

Glucose

Uric Acid

Total Bilirubin

Aspartate Transaminase (SGOT, AST)
Alanine Transaminase (SGPT, ALT)
Alkaline Phosphatase

Thyroid function (TSH and T,4) - Screen only

Urinalysis

Appearance
Color

Specific Gravity
pH

Protein

Ketone
Bilibrubin
Blood

Glucose
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Nitrite

Leukocytes
Urobilinogen
Reducing Substance

Pregnancy Test (Serum)

All female patients of childbearing potential; Screen, week 8, and week 32
(Not necessary for surgically sterilized or postmenopausal women)

Urine Drug Screen

To be performed at Screen and week 8, and week 32 visits.

sympathomimetic amines
barbiturates
benzodiazepines
marijuana metabolites
cocaine metabolites
methadone
methaqualone

opiates

phencyclidine
propoxyphene
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APPENDIX 5: SUMMARY OF INVESTIGATOR OBLIGATIONS

The following checklist summarizes investigator obligations for this study:

Before the study starts

- Obtain approval from the Pharmacia & Upjohn Inc monitor for any investigator-initiated
changes in the supplied proposed consent form.

- Obtain Institutional Review Board (IRB) approval of the protocol, consent form, and any
advertisements to be used to recruit study subjects.

- Provide the Pharmacia & Upjohn Inc monitor with documentation of that approval.
- Obtain approval from the Pharmacia & Upjohn Inc monitor for any IRB-requested
changes in the consent form. Provide the monitor with a copy of the final consent

form.

- Complete a Statement of Investigator form (FDA 1572) and forward it to the Pharmacia
& Upjohn monitor.

- List on the 1572 form your name (as investigator) and the names of all subinvestigators
associated with the study. Provide a current copy of your curriculum vitae, along with

that of all subinvestigators.

- Provide the monitor with information on persons whose participation materially affects
the study (ancillary personnel).

- Sign the protocol and the clinical study agreement letter and return them to the sponsor.

During the conduct of the study

- Conduct the study according to the approved protocol. Should any deviation from the
protocol become necessary, obtain Pharmacia & Upjohn Inc agreement.

- Asrequired, obtain approval from the IRB for any protocol amendments and for any new
or revised advertisements to be used to recruit study subjects.

- As required, modify the consent form to reflect the protocol change. Obtain approval for
the revised consent form from the monitor and the IRB.

- Provide the monitor with copies of any progress reports submitted to the IRB and
documentation of any IRB approvals for study continuation.
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- Using the consent form approved by the IRB and the principal monitor, obtain written
informed consent from each subject before the subject is allowed to participate in the
study.

- Inform existing study subjects of any significant new findings provided by Pharmacia &
Upjohn Inc related to the safety of the investigational medication.

- Provide the subject with a copy of the signed, dated consent form and retain the original
in the subject's file.

- Immediately report any serious adverse events to the Pharmacia & Upjohn monitor.
Immediately report any unexpected serious adverse events to the IRB. Report nonserious
adverse events as specified in the case report submission procedures for this study. (See
the ADVERSE EVENTS section of the protocol.)

- Complete and submit all other case report forms to the monitor according to the
procedures and submission schedule for this protocol.

- Notify the monitor of any changes in study personnel that occur during the conduct of the
study.

After completion of the study

- Inventory and return all unused study medication to Pharmacia & Upjohn Inc. (A
monitor will assist you.)

- Notify the IRB when the study is completed (i.e., after the last study visit of the final
study subject).

- Submit a final report on the study to the IRB.

- Maintain all study records until disposal is authorized by Pharmacia & Upjohn Inc.
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APPENDIX 6: CENTRAL LABORATORY PROCEDURES

See Study Reference Manual for details of sample collection, processing and packaging as
well as central laboratory reference ranges.
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APPENDIX 7
COMPARISON OF HAMD VERSIONS USED
IN THIS STUDY
Item 17 Items 25 Items 28 Item
Depressed mood X X X
Distinct quality of mood X
Lack of reactivity X
Feelings of guilt X X X
Suicide X X X
Insomnia - early X X X
Insomnia - middle X X X
Insomnia - late X X X
Work and activities X X X
Retardation X X X
Agitation X X X
Anxiety - psychic X X X
Anxiety - somatic X X X
Somatic - gastrointestinal X X
Somatic - general X X
Genital symptoms X X
Hypochondriasis X X X
Loss of weight X X X
Loss of appetite X
Insight X X X
Diurnal variation X X
Weight gain X X
Worthlessness X
Helplessness X
Hopelessness X
Loss of energy X
Loss of interest X
Loss of libido X
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Reboxetine vs placebo in Major Depression Resistant to Fluoxetine

COMPARISON OF HAMD VERSIONS USED
IN THIS STUDY

Item 17 Items 25 Items 28 Item

Depersonalization/ X
derealization

Paranoid symptoms X
Obsessive/compulsive X
Hypersomnia - early bedtime X
Hypersomnia - oversleeping X
Hypersomnia - napping X
Increased appetite X
Retardation - psychic X
Retardation - motoric X
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Amendment

1 IDENTIFYING INFORMATION FOR AMENDMENT

Amendment Number: 1
Amendment Date: 18 June 1999
Product: PNU-155950E (Reboxetine)

2 IDENTIFYING INFORMATION FOR ORIGINAL DOCUMENT

Document Number:

Document Type: Study Protocol

Title: Reboxetine (PNU-155950E) vs Placebo in the Treatment of
Major Depressive Disorder Resistant to Fluoxetine

Protocol Number: M/2020/0034

Project / Product Identifier: 53,206
Author(s) / Study Director: ~ Saeeduddin Ahmed, MD
Issue / Approval Date: 12 March 1999

3 PREVIOUS AMENDMENTS

None
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4 AMENDMENT SUMMARY

4.1 In response to the questions and concerns raised at the Investigator Meeting on May
6" 1999 and subsequently, several changes have been made to the protocol. These
changes and their justifications are contained in section 5. Many of these are
corrections and clarifications, but a few require changes in study procedures. The
latter are:

e Conversion of the physical examination (PE) at the end of the study from optional to
mandatory (for any subject whose study participation ends before Week 32, the PE
should be done at the time of withdrawal).

e Allowance of a period up to 72 hours between the time of fluoxetine discontinuation
and reboxetine initiation.

e Adding a specific requirement to query for adverse events on Day 1 related to
fluoxetine use.

e Exclusion of certain psychoactive food supplements.

e A cautionary note regarding concomitant use of inducers and inhibitors of
cytochrome p450-3A4.

For site convenience, a "working" protocol will be distributed, which incorporates all the
changes in the amendment.

5 SPECIFIC CHANGES

5.1 Abbreviations and Definitions of Terms, page 6
Reason for change: The official name of the MGH scale was incomplete.

a. Description of Change
From: = Mass. General Hospital Scale

To: MGH = Massachusetts General Hospital Antidepressant Treatment Response
Questionnaire
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5.2 5.2 Overall Trial Design and Plan, page 17

Reason for change: The number of sites was increased from 20 to 30 to shorten the
enrollment period.

a. Description of Change
From: This phase IIIb study will be carried out in approximately 20 centers.

To: This phase I1Ib study will be carried out in approximately 30 centers.

5.3 6.0 Selection and Withdrawal of Subjects, page 18

Reason for change: The number of sites was increased from 20 to 30 to shorten the
enrollment period.

a. Description of Change
From: Each of the approximately 20 centers will be expected to enroll 10 patients
within a period of 12 months, for a total of approximately 200 patients per year
overall.

To: Each of the approximately 30 centers will be expected to enroll 8 patients within
a period of 12 months, for a total of approximately 240 patients overall.

5.4 7.2 Treatment Schedule, page 23

Reason for change: The study medication is in tablet form.

a. Description of Change
From: From week 9 to week 32, patients randomized to placebo will receive bottles
in which each dose (morning and evening) is a placebo capsule.

To: From week 9 to week 32, patients randomized to placebo will receive bottles in

which each dose (morning and evening) is a placebo tablet.

5.5 8.1.2 Clinical Assessments, page 29

Reason for change: To add an additional safety measure and document any changes in
the subject’s physical condition.

a. Description of Change

From: 2. Standard clinical and physical examination: at screening. (optional PE at
study end to be recorded in source document only)
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To: 2. Standard clinical and physical examination: at screening and final visit (for
any subject whose study participation ends before week 32, the PE should be
done at the time of withdrawal).

5.6 8.1.2 Clinical Assessments, page 29

Reason for change: The official name of the MGH scale was incomplete.

a. Description of Change
From: 8. MGH Scale at screening.

To: 8. Massachusetts General Hospital Antidepressant Treatment Response
Questionnaire at screening.

5.7 Appendix 2: Study Flow-Chart, page 47, under “Physical
examination” at Week 32

Reason for change: (To add an additional safety measure and document any changes in
the subject’s physical condition.)

a. Description of Change
From: v' (optional) in the Physical examination row, and the week 32 column.

To: v in the Physical examination row, and the week 32 column.

5.8 5.3 Duration/Schedule of Events, page 17

Reason for change: To allow additional flexibility to sites and investigators, without
sacrificing the validity of the study (due to long half-life of fluoxetine).

a. Description of Change
From: Upon entry into this study, each patient will be immediately switched to
reboxetine without an intervening washout period and will begin treatment with
reboxetine 8§ mg/day (4 mg BID) on Day 1.

To: Upon entry into this study, each subject will begin treatment with reboxetine 8
mg/day (4 mg BID) on Day 1. Reboxetine should not be started on the same day as
the last dose of fluoxetine, and not more than 72 hours later.

5.9 7.6 Prior and Concomitant Therapy, page 24

Reason for change: To allow additional flexibility to sites and investigators, without
sacrificing the validity of the study (due to long half-life of fluoxetine).

4
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a. Description of Change
From: Fluoxetine treatment will be discontinued when reboxetine treatment begins.

To: Fluoxetine treatment will be discontinued no more than 72 hours before starting
reboxetine treatment. Reboxetine should not be started on the same day as the last
dose of fluoxetine.

5.10 8.3 Procedure for Eliciting Reports of, and Recording and
Reporting Adverse Events, "Eliciting Adverse Event Information"
section, page 32

Reason for change: To capture side-effects that may be attributable to Prozac and are
present on Day 1.

a. Description of Change
From: The question asked will be "Since your last clinic visit have you had any
health problems?" (Standard Adverse Event query)

To: The Standard Adverse Event query "Since your last clinic visit have you had any
health problems?" will be used throughout the study. On Day 1 an additional
question will be asked to solicit information about possible health problems related to
Prozac. The recommended additional Day 1 query is “Have you noticed any health
problems, which are still present, while you have been taking Prozac?”.

5.11 7.6 Prior and Concomitant Therapy, page 24

Reason for change: No concomitant psychotropic medications are allowed in this study.
Certain supplements have psychoactive properties, thus are not to be used while
participating in this study. Cytochrome p450-3A4 plays a part in the metabolism of
reboxetine. Thus, medications classed as inducers and inhibitors of this enzyme need to
be carefully monitored during study participation.

a. Description of Change
From: The administration of other concomitant psychotropic drug will be considered
a protocol violation and the patient must be excluded from the study.

To: The administration of other concomitant psychotropic drug will be considered a
protocol violation and the patient must be excluded from the study. Food

supplements with prominent central nervous system effects, such as St. John's Wort,
kava kava, Ginseng, and melatonin are not allowed in the study.
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Caution should be exercised in enrolling subjects who are taking drugs that are potent
inducers or inhibitors of cytochrome p450 3A4 (see Appendix 8).
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6 APPROVAL
Clinical Study Team Leader Principal Investigator
Saeeduddin Ahmed, MD
1021-298-167
7000 Portage Road
Kalamazoo, MI 49001
Phone : (616) 833-1461
Fax: (616) 833-1473
Signature Date Signature Date
Statistician Trial Conduct Team Leader
Monica Froeschke, RN
Wang-Pui Sheu Pharmacia & Upjohn
861 York Mills Road 1021-298-167
Don Mills, Ontario 7000 Portage Road
Canada M3B 1Y2 Kalamazoo, MI 49001
Phone: (905) 212-8664 Phone: (616) 833-9612
Fax: (905) 212-8124 Fax: (616) 833-1473 (fax)
Signature Date Signature Date
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PROTOCOL M/2020/0034
PART 1: DATAFAX VISIT MAP
Schedule of CRF Pages to be Completed at Each Patient Assessment
Scheduled Visits
SWAY | o een | pay1 End of Week End of
Period " ka orivee nd o
(Week0) 77 2 3 4 5 6 7 g | Patt
Plate
No. Form Title Seq. # 0 1 101 102 103 104 105 106 107 108 199
13 Eligibility Checklist (3 pages) 13
4 Medical History 4
5 Physical Examination 5
6 Demographic / Vital Signs / Pregnancy Test/ ECG 6
7 Social / Occupational Status 7
8 Psychiatric History 8
9 Diagnosis of Depression / Expectation of Subject 9
10 DSM-IV 5-Axis Clinical Diagnosis 10 158

11-12 | MGH: Antidepressant Treatment Response Questionnaire (2 pages) 11-12

13-14 | History of Other Psychoactive Drugs (2 pages) 13-14

Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

15-18 (4 pages) 15-18 21-24 | 43-46 | 61-64 | 79-82 | 86-89 (107-110|113-116|131-134(138-141
19| {cats adons symeoms yom 17 and 25D scg) 9| 25 | a7 | es |8 0 ||| 1% | 10
20 Vital Signs / AE & Concomitant Mediaction / Study Medication (Day 1) 20
21 Vital Signs / AE & Concomitant Mediaction / Study Medication 42 60 78 84 106 112 130 136

22-24 | Montgomery-Asberg Depression Rating Scale (MADRS) (3 pages) 26-28 | 48-50 | 66-68 91-93 118-120 143-145
25 Clinical Global Impressions (CGI) 29 51 69 94 121 146
26 Patient Global Impressions (PGI) 30 52 70 95 122 147

27-29 | SF-36 Health Survey (3 pages) 31-33 | 53-55 | 71-73 96-98 123-125 148-150

30-31 | Kellner Symptoms Questionnaire (KSQ) (2 pages) 34-35 | 5657 | 74-75 99-100 126-127 151-152

32-33 | Social Adaptation Self-evaluation Scale (SASS) (2 pages) 36-37 | 5859 | 76-77 101-102 128-129 153-154
34 Rush Sexual Inventory Scale (RSI): Section A 38

35-37 | Rush Sexual Inventory Scale (RSI): Section B (3 pages) 39-41 103-105 155-157
38 Electrocardiogram (ECG) / Pregnancy Test 85 137
39 Study Termination Report - Part 1 159
40 MDD Relapse Based on 25-item HAMD Scale
41 Study Termination Report - Part 2
42 Adverse Event Form

43-44 | Concomitant Medication Form

45-47 | Serious Adverse Event Form (3 pages)

48 Adverse Event Follow-up Report
49 Exposure in Utero AS NEEDED

50 Serious Adverse Event Form - Page 3 of 3 (Extra Form)

Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

5154 | (4 pages) - Unscheduled Visit

Addendum for Hamilton Psychiatric Rating Scale for Depression
(Includes additional symptoms from 17 and 25-item HAMD scales)
- Unscheduled Visit
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PART 1: SCHEDULE OF ACTIVITIES
(Check boxes as forms/activities are completed)

Study Period End of Week erdof
Screen | (Week 0) Part 1

Study Activities 1 2 3 4 5 6 7 8

Informed Consent

Eligibility Checklist

Medical History

Physical Examination

Demographic

Vital Signs

Pregnancy Test

Onono
Onono

Electrocardiogram (ECG)

Social / Occupational Status

Psychiatric History

Diagnosis of Depression

Expectation of Subject

DSM-IV 5-Axis Clinical Diagnosis

MGH: Antidepressant Treatment Response Questionnaire

History of Other Psychoactive Drugs

Hamilton Psychiatric Rating Scale for Depression
(25-tem HAMD)

O
O
O

O |0 |O00o0ooooooOoooooon

Addendum for Hamilton Psychiatric Rating Scale for Depression
(Includes additional symptoms from 17 and 25-item HAMD scales)

Study Medication

Montgomery-Asberg Depression Rating Scale (MADRS)

Clinical Global Impressions (CGI)

Patient Global Impressions (PGI)

SF-36 Health Survey

Kellner Symptoms Questionnaire (KSQ)

Oooooooo| d
Oooooooo| g
Oooooooo| g

Social Adaptation Self-evaluation Scale (SASS)

Rush Sexual Inventory Scale (RSI): Section A

OoOooOooOooooooo o
O Ooooooooo| o
O Ooooooooo| o

Rush Sexual Inventory Scale (RSI): Section B

Study Termination Report - Part 1 D

Adverse Event Form

Concomitant Medication Form

Serious Adverse Event Form

Adverse Event Follow-up Report
Exposure in Utero AS NEEDED

Serious Adverse Event Form - Page 3 of 3 (Extra Form)

Hamilton Psychiatric Rating Scale for Depression (25-item HAMD),
- Unscheduled Visit