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SYNOPSIS

Name of Company: Pharmacia (For National Authority Use only)

Name of Finished Product:
Reboxetine

Name of Active Ingredient:
Reboxetine

Title of Study: Open-label reboxetine rescue and continuation therapy.

Protocol Number: 950E-CNS-0005-071

Investigator: Multicenter

Study Centers: 31 centers with subjects enrolled at 18 of the centers

Publication Reference: None.

Studied Period (Years): Phase of Development:

Date first subject enrolled: 31 August 1999 3

Date last subject completed: 27 September 2002

Objectives:

Primary: To monitor the long-term safety of reboxetine (RBX) in subjects diagnosed with major depressive
disorder (MDD) according to the Diagnostic and Statistical Manual for Mental Disorders, 4™ Edition (DSM-IV)
criteria.

Secondary: To measure the efficacy of RBX in treating MDD.

Methodology: This was an uncontrolled, open-label study of subjects treated with RBX, limited to subjects
who had participated in a previous Pharmacia & Upjohn (PNU) supported or sponsored trial within 2 weeks of
enrolling in this study. Potential subjects were to be screened for eligibility according to the
inclusion/exclusion criteria, and then undergo a thorough assessment (medical and psychiatric history, physical
examination, vital signs, height, weight, laboratory assessments, and electrocardiogram [ECG]). At the
Screen/Day 1 visit, specific laboratory assessment tests, the physical examination, and the ECG could be
waived if done within the last 14 days of the final visit from the previous RBX study. Subjects could enroll in
the study once consent had been signed and the screening procedures were verified. Ideally, the subject’s Final
Visit for the previous RBX study was to be the Screen/Day 1 visit for this study. Thus, the final visit data
could be used as the Screen/Day 1 data, with updates or additions as indicated, eliminating the need for
duplicate labs and procedures. After clinical laboratory values had been checked, and other eligibility criteria
verified, study drug could be administered. Subjects who were enrolled in this study, but whose RBX dose in
the previous trial was not known, were to be started on RBX 4 mg BID; after 1 week the investigator could
increase the dose up to 10 mg per day if necessary. All other subjects were to be started on their last known
RBX dose. If subjects were started on RBX 10 mg/day, the dose could be lowered to 8 mg/day if AEs were
reported. Treatment with RBX was to continue for up to 144 weeks.

Number of Subjects (Planned and Analyzed): A total of 69 subjects were enrolled and all received at least
one dose of study drug. The Modified Intent-to-Treat (MITT) population consisted of 68 subjects and
included all subjects who received at least one dose of study drug with at least one post-baseline efficacy
measure. A total of 37 subjects (53.6%) completed the initial 24-week treatment period, 17 subjects (24.6%)
completed the 72-week treatment period, 9 subjects (13.0%) completed the 96-week treatment period,

7 subjects (10.1%) completed the 120-week treatment period, and 2 subjects (2.9%) completed the 144-week
treatment period.

Diagnosis and Main Criteria for Inclusion: Within 2 weeks prior to enrollment in this study, each subject
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must have participated in any clinical trial of RBX sponsored or supported by the U.S. Market Company division
of PNU, for which the subject met all inclusion/exclusion criteria, including a diagnosis of MDD according to
DSM-IV criteria (the subject’s MDD could be in remission), and who signed the informed consent form for this
study after full discussion.

Test Product, Dose and Mode of Administration, Batch Number: Reboxetine 4 mg scored tablets, 8 to
10 mg/day (total daily dose) administered by the oral route twice daily, Lot #28,588.

Duration of Treatment: Total duration of RBX treatment was up to 144 weeks.

Reference Therapy, Dose and Mode of Administration, Batch Number: None (open-label study).

Endpoints and Criteria for Evaluation:

Efficacy Variables: Hamilton Rating Scale for Depression, 25-item version (HAMD-25) and Clinical Global
Impression (CGI) scales (Severity of Illness, Global Improvement, and Efficacy Index).

Safety: Adverse events (AEs) occurring from baseline through the last visit were recorded; body weight and
vital signs (respiration, pulse, blood pressure, temperature) were to be recorded at each visit; and clinical
laboratory assessments and ECGs were to be done according to the predetermined schedule.

Statistical Methods: Descriptive statistics were to be generated for both the efficacy and safety variables.
These were to include minimum, maximum, mean and standard deviation for continuous variables. For
categorical response variables, proportions of subjects in each category of interest were to be provided.
Efficacy measures were to be summarized by visit, and AEs were to be listed by subject. No interim analysis
was performed.

Regarding changes to the planned analyses, efficacy measures were to be summarized by visit. Since the study
was extended to 72 weeks, 96 weeks, 120 weeks, and 144 weeks, summary statistics were provided at the end
of the original 24-week treatment period and each extension period instead, and last-observation-carried-
forward (LOCF) methods were employed within each of these periods. For ease with terminology, from this
point forward, “extension period” includes the initial 24-week treatment period. The version of the HAMD-25
scale used in this study allowed for a “can’t rate” response. These responses were treated as missing data.
LOCF methods were employed within each of the extension periods, for each of the individual questions. If a
HAMD total score could not be derived within an extension period due to missing data within that extension
period, then the last non-missing result from the previous extension was carried forward. Baseline values were
not carried forward to any of the extension periods. A HAMD total score was derived based on the responses
from all 25 questions. If a response was missing or “can’t rate”, then a total score could not be derived at that
time point. For missing values, the LOCF methods were employed. In order to more easily compare the
results of this study with those from other RBX studies using the standard 17-item HAMD score, a HAMD-17
equivalent was created using the following HAMD-25 items: HAMD-1, HAMD-6, HAMD-9 through HAMD-
14, HAMD-16, and HAMD-18 through HAMD-25.

SUMMARY OF RESULTS AND CONCLUSIONS:

Disposition of Subjects and Baseline Characteristics:

A total of 69 subjects were enrolled and all received at least one dose of study drug and were included in all
safety analyses. The Modified Intent-to-Treat (MITT) population consisted of 68 subjects and included all
subjects who received at least one dose of study drug with at least one post-baseline efficacy measure.

A total of 37 subjects (53.6%) completed the initial 24-week treatment period, 17 subjects (24.6%) completed
the 72-week treatment period, 9 subjects (13.0%) completed the 96-week treatment period, 7 subjects (10.1%)
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completed the 120-week treatment period, and 2 subjects (2.9%) completed the 144-week treatment period.

Subjects in this study ranged in age from 20 to 66 years (mean = 46.7 years), and the majority were women
(68.1%) and Caucasian (88.4%).

Efficacy Results:

For the main efficacy variable, HAMD-25, subject scores showed a continuous decrease from baseline through
144 weeks of treatment with RBX. The same can be said for the HAMD-17 scores, though the magnitude of
the changes were smaller than those noted for the HAMD-25. The table below summarizes the change from
baseline for HAMD-25 and HAMD-17 using LOCF methods.

Mean Change from Baseline in HAMD-25 and HAMD-17 Scores (MITT Population) (LOCF)

HAMD-25 HAMD-17

Study Mean Change SD of Change Mean Change SD of Change

Visit N from Baseline from Baseline N from Baseline from Baseline
Week 24 65 -2.6 9.92 66 -1.3 6.65
Week 72 29 -3.7 12.63 30 -2.0 8.16
Week 96 11 -9.4 8.74 12 -5.3 5.82
Week 120 7 -11.9 11.94 7 -6.3 8.54
Week 144 5 -15.4 6.8 6 -8.5 5.09

Note: Three subjects had at least one HAMD item marked “can’t rate” at baseline Therefore, the HAMD-25 total
score could be derived for 65 subjects and the HAMD-17 total score could be derived for 66 subjects.

Based on the CGI Severity of Illness scale, the subjects also gradually improved over time. From Week 72 on,
greater than half of the subjects were considered “normal, not at all ill.” By 72 weeks there were no subjects
considered “severely ill”’; by 96 weeks, there were no subjects considered “mildly, moderately, or markedly
ill.” Results for the CGI Global Improvement scale using LOCF methods mirrored those of the CGI Severity
of Illness scale—the subjects gradually demonstrated improvement over time. From Week 72 on, greater than
half of the subjects were considered “much improved” and “very much improved” on the CGI Global
Improvement scale.

Safety Results:

A total of 40 subjects (73%) previously treated with RBX had experienced AEs prior to entry into this study, as
did 10 subjects (71%) previously treated with placebo. The most prevalent AEs experienced during previous
studies were constipation (RBX group, 18%; placebo group, 21%), dry mouth (RBX group, 24%; placebo
group, 14%), and insomnia (RBX group, 18%; placebo group, 29%).

Of the 69 subjects enrolled, 57 subjects (82.6%) reported at least one AE during this study, of which 45
subjects (65.2%) experienced at least one drug-related AE. Concerning maximum AE severity in the 57
subjects who experienced an AE while taking reboxetine: 15 subjects (21.7%) reported mild AEs; 25 subjects
(36.2%) reported moderate AEs; and 17 subjects (24.6%) reported severe AEs. Nine subjects (13.0%)
discontinued early due to treatment-emergent AEs. Four subjects (5.8%) experienced serious adverse events
(SAEs), none of which were considered related to RBX treatment. No deaths occurred during the study.

Subjects reported AEs most frequently in the nervous (50.7%), body (47.8%), and digestive (42.0%) systems.
The most commonly reported treatment-emergent AEs (i.e., those reported in at least 5% of the subjects) were
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headache (26.1%), insomnia (21.7%), and constipation (15.9%). The most frequently reported drug-related
AEs were insomnia (15.9%), dry mouth (14.5%), headache (13.0%), and constipation (11.6%).

Most hematology, serum chemistry, and urinalysis parameters were inside the reference range at baseline and
remained inside the reference range during treatment. All laboratory values outside the reference range were
evaluated by a clinician and judged to be isolated incidences that were not clinically significant. In addition,
no clinically relevant changes occurred in ECGs, vital signs, or weight during the study.

CONCLUSION:

Subjects continuously treated with open-label RBX for up to 144 weeks showed gradual improvement in their
condition (i.e., MDD) as demonstrated by change from baseline results in HAMD-25, HAMD-17, CGI
Severity of Illness, and CGI Global Improvement scales.

Reboxetine was well tolerated in this open-label rescue and therapy continuation study. The majority of AEs
reported were mild or moderate in severity. The most frequently reported drug-related AEs during this
extension study were insomnia, dry mouth, headache, and constipation, none of which were considered new or
unexpected AEs with this class of compound.

Date of the Report: 30 January 2004
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1. ABBREVIATIONS AND DEFINITION OF TERMS

AE Adverse event
BID Twice a day
Cal Clinical Global Impression (scales)
CRF Case report form
DMV-IV Diagnostic and Statistical Manual for Mental Disorders, 4™ Edition
ECG Electrocardiogram
HAMD-17 Hamilton Rating Scale for Depression, 17-item version
HAMD-25 Hamilton Rating Scale for Depression, 25-item version
ICH International Conference on Harmonization
IEC Independent Ethics Committee
IRB Institutional Review Board
MDD Major Depressive Disorder
NEC Not elsewhere classified
NOS Not otherwise specified
NRI Noradrenaline reuptake inhibitor
PNU Pharmacia & Upjohn
RBX Reboxetine
SAE Serious adverse event
SD Standard deviation
TSH Thyroid stimulating hormone
2. ETHICS

2.1. Institutional Review Board/Independent Ethics Committee

It was the responsibility of the principal investigator at each study site to ensure that the
protocol for this trial was reviewed by the appropriate Institutional Review Board
(IRB)/Independent Ethics Committee (IEC) prior to the initiation of the study. It was also the
investigator’s responsibility to inform the appropriate IRB/IEC of any serious adverse events
(SAEs) that may have occurred. All IRB/IEC approvals and pertinent correspondence were
filed by the investigators and copies forwarded to Pharmacia. Appendix 1.1 contains a copy
of the protocol; Appendix 1.2 contains copies of the unique pages of the case report forms
(CRFs); Appendix 1.3 contains a copy of a sample informed consent form; and Appendix 1.4
lists the IRBs/IECs that were consulted.
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2.2. Ethical Conduct of the Study

Monitoring procedures performed prior to, during, and upon completion of this study have
verified that this study was conducted in accordance with the ethical principles that have their
origins in the Declaration of Helsinki.

2.3. Subject Information and Consent

It was the responsibility of the investigators to give each subject (or the subject’s acceptable
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 were informed about their right to withdraw from the trial at any
time. Written subject information (included as an appendix to the protocol; see Appendix
1.1) was given to each subject before enrollment. The written subject information was not
changed without prior discussion with Pharmacia. Furthermore, it was the responsibility of
the investigators to obtain signed informed consent from all subjects prior to inclusion in the
trial.

Informed consent was obtained from each subject at the screening visit, which occurred 2 to
14 days prior to the start of this study. Appendix 1.3 contains a copy of a sample informed
consent form.

3. INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

3.1. Investigators
The study was conducted at 31 study sites in the USA.

Appendix 1.4 lists the investigators and affiliations and Appendix 1.5 provides a curriculum
vitae for each principal investigator.

3.2. Study Conduct

The study was conceived and planned by Pharmacia Corporation. The study sites were
monitored by Pharmacia appointed monitors. Pharmacia Clinical Supply distributed
treatments to the study sites.

3.3. Study Dates

The first subject was enrolled on 31 August 1999 and the last subject completed all study-
related assessments on 27 September 2002.
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4. INTRODUCTION

Reboxetine (Edronax™, PNU-155950E) is a highly selective noradrenaline reuptake
inhibitor (NRI) that has been shown to be an effective and well-tolerated treatment for Major
Depressive Disorder (MDD), both in inducing initial response and in reducing the rate of
relapse.'** Participation in this study was offered to subjects who had participated in other
reboxetine (RBX) studies sponsored or supported by the Pharmacia & Upjohn (PNU) US
Market Company (now Pfizer Corporation). This study was designed to generate important
long-term safety data and to make RBX available to subjects while FDA approval was pending.
In addition, treatment guidelines recommend continuing antidepressant medication for several
months after remission of the symptoms of depression.”” Reboxetine tablets were approved
for marketing in the United Kingdom in April 1997, and the drug is now approved in 12
European countries.

5. OBJECTIVES AND ENDPOINTS
5.1. Objectives

5.1.1. Primary Objective

The primary objective of this study was to monitor the long-term safety of RBX (by
monitoring clinical laboratory results, electrocardiograms [ECGs], and adverse events [AEs])
in subjects diagnosed with MDD according to DSM-IV criteria.’

5.1.2. Secondary Objectives

The secondary objectives were measurements of efficacy, as follows: the main efficacy
measure was the 25-item Hamilton Rating Scale for Depression (HAMD-25)"%; in addition,
the Clinical Global Impression (CGI) Scales were used.” All efficacy measurements were to
be administered according to the study flow chart (see Table 1, Schedule of Events).

6. METHODS

6.1. Overall Study Design and Plan

This was an uncontrolled, open-label study of subjects treated with RBX, limited to subjects
who had participated in a previous PNU supported or sponsored trial within 2 weeks of
enrolling in this study.

Potential subjects were to be screened for eligibility according to the inclusion/exclusion
criteria. Subjects were then to undergo a thorough assessment (medical and psychiatric
history, physical examination, vital signs, height, weight, laboratory assessments, and ECG).
At the Screen/Day 1 visit, specific laboratory assessment tests, the physical examination, and
the ECG could be waived if done within the last 14 days of the final visit from the previous
reboxetine study. Subjects could enroll in the study once consent had been signed and the
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screening procedures were verified. Screening/Day 1 activities were to be done within 14
days of the final visit for the previous reboxetine study. Ideally, the subject’s Final Visit for
the previous reboxetine study was to be the Screen/Day 1 visit for this study. Thus, the final
visit data could be used as the Screen/Day 1 data, with updates or additions as indicated,
eliminating the need for duplicate labs and procedures.

After clinical laboratory values had been checked, and other eligibility criteria verified, study
drug could be administered. Subjects who were enrolled in this study, but whose RBX dose
in the previous trial was not known, were to be started on RBX 4 mg BID; after 1 week the
investigator could increase the dose up to 10 mg per day if necessary. All other subjects were
to be started on their last known RBX dose. If subjects were started on RBX 10 mg/day, the
dose could be lowered to 8 mg/day if AEs were reported.

Each subject was to be seen according to the study flow chart (see Table 1, Schedule of
Events). Adverse events and concomitant medications were to be monitored at each visit.
Clinical assessments, laboratory measurements, and ECG recordings were to be done
according to a predetermined schedule (see Table 1, Schedule of Events).

Treatment with RBX was to continue for 144 weeks or until the following (whichever was
sooner):

e Subject removed him/herself from the study.

e Site/investigator discontinued the subject for due cause (including, but not limited to,
lack of efficacy or occurrence of unacceptable AEs).

e Subject became pregnant (or pregnancy was planned or suspected).
e Subject was non-compliant with the protocol (e.g., missed 2 consecutive visits).

e Site/investigator was non-compliant with the protocol (e.g., not monitoring or
reporting AEs appropriately).

In addition, all of the following applied:

e No new subjects were to be enrolled in this study 3 months after RBX received US
NDA approval.

e Subjects who were enrolled in this study at the time of US NDA approval of RBX
could continue for 3 months after this event.

e This study was to be discontinued if PNU withdrew its US NDA (in some cases RBX
would be continued for up to 3 months in this event).

At the end of 72 weeks of RBX treatment, the primary investigator or designee at each site
was to interview the subject, review the subject’s history, current mental and physical
symptoms, and then determine if further RBX treatment was warranted. If it was decided
that the subject should continue on RBX treatment, the investigator or designee was to
complete the Continuation Assessment Case Report Form (for Week 72 extension). At this
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time, subjects were to sign and date a revised informed consent document prior to inclusion
in the study extension.

At the end of 96 weeks of RBX treatment, the primary investigator or designee at each site
was again to interview the subject, review the subject’s history, current mental and physical
symptoms, and again determine if further RBX treatment was warranted. If it was decided
that the subject should continue on RBX treatment, the investigator or designee was to
complete the Continuation Assessment Case Report Form (for Week 96 extension). At this
time, subjects were to sign and date a revised informed consent document prior to inclusion
in the study extension.

At the end of 120 weeks of RBX treatment, the primary investigator or designee at each site
was again to interview the subject, review the subject’s history, current mental and physical
symptoms, and again determine if further RBX treatment was warranted. If it was decided
that the subject should continue on RBX treatment, the investigator or designee was to
complete the Continuation Assessment Case Report Form (for Week 120 extension). At this
time, subjects were to sign and date a revised informed consent document (Appendix 1.3)
prior to inclusion in the study extension.

6.2. Selection of Study Population

All subjects had to meet the following inclusion criteria without exhibiting the exclusion
criteria before participation in this study.

6.2.1. Inclusion Criteria

e Within 2 weeks prior to enrollment in this study, each subject must have participated in
any clinical trial of RBX sponsored or supported by the U.S. Market Company division of
PNU, for which the subject met all inclusion/exclusion criteria, including a diagnosis of
MDD according to DSM-IV criteria.® The subject’s MDD could be in remission.

e Signed an informed consent form.

6.2.2. Exclusion Criteria
e Any history of mania or hypomania.

e History of MDD associated with endocrine disorders: hypo- and hyper-thyroidism tested
by thyroid stimulating hormone (TSH) and T4 levels (Note: TSH and T4 results were to
be obtained within the last 9 months); adrenal insufficiency, Cushing’s Syndrome.

e Positive pregnancy test for women of childbearing potential (or pregnancy was planned or
suspected).

e Females who were breastfeeding.

e Refusal by female subjects of potential childbearing age to use an accepted means of birth
control, such as: oral contraceptives for an appropriate duration before study start,
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implantable or injectable contraceptives, intrauterine devices, barrier methods, or if the
subject had underwent surgical sterilization.

e Use of concomitant psychotropic medications except as specified by the protocol.

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

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 2 weeks preceding this study which may have
interfered with the conduct of the study.

e Clinically relevant abnormal findings in the physical examination, laboratory tests, and/or
ECG at screening.
6.3. Treatments

6.3.1. Treatments Administered

Once the consent form had been signed and screening procedures were completed and
reviewed, subjects could then receive study drug. Upon entering the study, subjects were to
begin treatment according to the following schedule: 1) all previously blinded subjects
enrolling in this study were to be started on RBX 4 mg BID, and at the investigator’s
discretion the dose could be increased after 1 week to 10 mg per day; or 2) subjects were to
be started on their last known dose of RBX.

6.3.2. ldentity of Investigational Products

6.3.2.1. Reboxetine Tablets

Trade name: Edronax™
Chemical name: (2RS,0RS)-[a-(2-ethoxphenoxy)benzylJmorpholine
methanesulphonate

Laboratory code: PNU-155950E
Lot number: 28,588

Reboxetine 4 mg scored tablets were used.

6.3.3. Packaging, Labeling, and Storage

Reboxetine was provided as 4 mg scored tablets, packaged in bottles and labeled
appropriately. Each bottle contained the medication necessary for either 12-15 days (total of
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30 tablets), or 24-30 days (total 60 tablets), prepared according to a BID dosing regimen with
one tablet for the “morning” dose and either 1 or 1'% tablets for the “evening” dose.

The appropriate number of bottles were dispensed by the site according to the visit schedule.

Drug supplies were to be stored at room temperature. All drug supplies were to be handled
under the direct responsibility of the investigator. The study monitor checked drug storage
conditions during site visits. The investigator was also responsible for drug accountability
and kept 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 were to
be explained and recorded.

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

6.3.4. Method of Assigning Subjects to a Treatment Group

This was an open-label study.

6.3.5. Selection of Doses Used in the Study

Reboxetine 4 mg BID was approved for treatment of depression in the United Kingdom in
1997 and is now marketed in 12 European countries.

6.3.6. Selection and Timing of Dose for Each Subject

Subjects were instructed to take 1 tablet in the morning and 1 (if on 8 mg/day dosing) or 172
(if on 10 mg/day dosing) tablets in the evening each day while participating in the study.

6.3.7. Blinding
The study was open-label.

6.3.8. Prior and Concomitant Treatment

Subjects were not allowed to take another investigational drug. No concomitant psychotropic
medications other than temazepam (7.5 — 30 mg) or zolpidem tartrate (5 — 10 mg) as
hypnotics on an “as needed” basis were allowed. Food supplements with prominent central
nervous system effects, such as St. John’s Wort, Kava Kava, Ginseng, and melatonin were
not allowed in the study.

Caution was to be exercised in enrolling subjects who were taking drugs that were potent
inducers or inhibitors of cytochrome p450 3A4 (see protocol Appendix 3 in Appendix 1.1).

Other therapy considered necessary for the subject’s welfare could be given at the discretion
of the investigator. Over-the-counter medications were allowed as needed for symptomatic
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treatment and were to be recorded in the CRF. Subjects were not allowed to participate
concurrently in any other clinical study. Women of childbearing potential had to use an
effective means of contraception while on study (e.g., oral contraceptives, implantable or
injectable contraceptives, intrauterine devices, barrier methods, or surgical sterilization).

6.3.9. Treatment Compliance

Open-label RBX treatment was administered. Subject compliance was strictly monitored.
Dosing diaries were to be provided to the subject to record daily drug administration. The
investigator’s staff reviewed the diary for regular consumption of study drug. Diaries were
source documents that were to be retained by the investigator. To assess compliance, pill
counts were performed.

6.3.10. Removal of Subjects From Treatment or Assessment

A subject could be withdrawn from the study if, in the opinion of the investigator, it was
medically necessary, or if it was the wish of the subject.

6.4. Efficacy and Safety Variables
6.4.1. Efficacy and Safety Measures Assessed and Flow Chart

The study schedule of events is presented in Table 1.
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The Screen/Day 1 visit for this study was to take place within 14 days of the final visit of the
previous reboxetine study. At the Screen/Day 1 visit, laboratory assessment tests, the
physical examination, and the ECG could be waived if done within the last 14 days of the
final visit from the previous reboxetine study. Potential subjects were to be screened for
eligibility according to the inclusion/exclusion criteria at the screening visit. Subjects then
underwent a thorough assessment (medical and psychiatric history, physical examination,
vital signs, height, weight, laboratory assessments, ECG, HAMD-25, and CGI). Subjects
could enroll in the study once consent had been signed and the screening procedures were
verified.

After clinical laboratory values had been checked, and other eligibility criteria were verified,
the subject could be administered study drug. Subjects who were enrolled in this study, but
whose RBX dose in the previous trial was not known, were to be started on RBX 4 mg BID;
after 1 week the investigator could increase the dose up to 10 mg per day if necessary. All
other subjects were to be started on their last known RBX dose. If subjects were started on
RBX 10 mg/day, the dose could be lowered to 8 mg/day if AEs were reported.

Each subject was to be seen according to the study flow chart (Table 1). Adverse events and
concomitant medications were to be monitored at each visit. Clinical assessments, laboratory
measurements, and ECG recordings were to be done according to the predetermined schedule
(Table 1).

6.4.2. Appropriateness of Measurements

The safety assessments performed (AEs, physical examinations, vital signs, ECGs, and
clinical laboratory evaluations) during this study were all standard and acceptable means of
evaluating the safety profile of a study drug. The two efficacy measures, the HAMD-25 and
the CGI scales, were also standard scales used for rating depression.

6.4.3. Efficacy Variables

6.4.3.1. Hamilton Rating Scale for Depression (25-item)

The main efficacy measure was the 25-item Hamilton Rating Scale for Depression
(HAMD-25)"*, which was administered at each study visit as shown in Table 1.

The HAMD-25 is a standard scale used for rating severity of depression. It is a clinician-
rated scale based on results of a subject interview. The individual items on the HAMD-25
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 (a structured interview is not
required to complete this scale).

6.4.3.2. Clinical Global Impression Scales
The other efficacy measures in this study were the Clinical Global Impression (CGI) Scales.’
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The CGI consists of three scales (Severity of Illness, Global Improvement, and Efficacy
Index). The Global Improvement and Efficacy Index portions refer to changes since
admission to the study. For this reason, there were no values assigned to these portions at the
Screen/Day 1 visit. All three parts of this instrument were to be rated by the clinician at each
subsequent study visit as shown in Table 1.

6.4.4. Safety Variables

Adverse events occurring from baseline through the last visit were recorded; body weight and
vital signs (respiration, pulse, blood pressure, temperature) were to be recorded at each visit;
and clinical laboratory assessments and ECGs were to be done according to the
predetermined schedule (Table 1).

6.4.4.1. Adverse Events

The investigator was to report all directly observed AEs and all AEs spontaneously reported
by subjects during this study. In addition, the occurrence of AEs was solicited from subjects
at each clinic visit following initiation of treatment. Subjects were asked “Since your last
clinic visit have you had any health problems?”

An AE was defined as any untoward medical occurrence in a subject administered study
drug; the event did not necessarily have to have a causal relationship with the administered
treatment. An AE could be any of the following:

e All suspected adverse medication reactions.

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

e Apparently unrelated illnesses, including the worsening of a pre-existing illness (see Pre-
existing Conditions below).

e Injury or accidents. Note: if a medical condition was known to have caused the injury or
accident (e.g., a fall secondary to dizziness), the medical condition (dizziness) and the
accident (fall) were to be reported as two separate AEs. The outcome of the accident
(e.g., hip fracture secondary to the fall) was to be recorded under “Comments” on the AE
page of the CRF.

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

e Laboratory abnormalities that required clinical intervention or further investigation
(beyond ordering a repeat [confirmatory] test) unless they were associated with an already
reported clinical event. Laboratory abnormalities associated with a clinical event (e.g.,
elevated liver enzymes in a subject with jaundice) were to be described under
“Comments” on the AE page of the CRF rather than listed as a separate AE.
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e Pregnancy. Any pregnancy that occurred or was discovered during the treatment period
or within 30 days of discontinuation of study treatment was to be reported as an AE (see
Exposure /n Utero below).

Pre-existing Conditions: A pre-existing condition (i.e., a disorder or symptom present before
the AE reporting period started and noted on the pretreatment medical history/physical form)
should not be reported as an AE unless the condition worsened or episodes increased in
frequency and/or intensity during the AE reporting period (see also Symptoms of Depression
below).

Procedures: Diagnostic and therapeutic non-invasive and invasive procedures, such as
surgery, were not to be reported as AEs. However, the medical condition for which the
procedure was performed was to be reported if it met the definition of an AE. For example,
an acute appendicitis that began during the AE reporting period should have been reported as
an AE and the resulting appendectomy should have been noted under “Comments” on the AE
page of the CRF.

Symptoms of Depression: With the exception of worsening of depressed mood, worsening of
symptoms of depression were to be considered as AEs during this study. Any increase in the
intensity of depressed mood was to be reflected on the Hamilton Rating Scale for Depression
(Item 1). However, increases in the intensity and/or frequency of other symptoms of
depression (e.g., sleep difficulties, somatic symptoms, genital symptoms, weight change,
anxiety, other psychiatric symptoms) were to be considered as AEs. It was recognized that
such symptoms may be present prior to the start of study drug (i.e., at Day 1). Only those
symptoms whose intensity and/or frequency increased during the treatment period were to be
counted as AEs.

Intensity of AEs: Each AE was described by the investigator by its maximum intensity. The
intensity grades were defined as follows:

MILD: Did not interfere with subject’s usual function.
MODERATE: Interfered to some extent with subject’s usual function.
SEVERE: Interfered significantly with subject’s usual function.

The distinction between the intensity and the gravity of an AE meant that a severe (intensity)
AE was not necessarily a serious (gravity) one (see Section 6.4.4.2). The investigator also
assessed the possible relationship between the AE and the study medication as well as any
concomitant medications.

Adverse Event Reporting Period: The adverse event reporting period for this study began at
Screen/Day 1 and ended at the final visit. Also, any known untoward event that occurred
subsequent to the AE reporting period that the investigator assessed as possibly related to
study drug was to be reported as an AE. The reporting requirements for AEs and SAEs can
be found in the study protocol (Appendix 1.1).
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Adverse Event Follow-Up: All AEs were to be followed until resolved or until the subject’s
participation in the study ended (i.e., until a final report was completed for that subject).
Instructions for reporting changes in an ongoing AE during a subject’s participation in the
study were provided in the instructions that accompany the AE CRF.

In addition, all SAEs (see Section 6.4.4.2) and those nonserious AEs assessed by the
investigator as possibly related to study drug were to be followed even after the subject’s
participation in the trial was over. Such events were to be followed until they resolved or
until the investigator assessed them as “chronic” or “stable.” Any pregnant subject was to be
followed by the investigator until completion of the pregnancy (see Exposure /n Utero
below). All follow-up and resolution of such events were to be documented in the CRF.

Exposure In Utero: If pregnancy was discovered during the treatment period, study
medication was to be discontinued immediately and the subject withdrawn from the trial.
Any pregnancy that occurred or was discovered during the treatment period or within 30 days
of discontinuation of treatment was reported as an AE. The investigator was to note in the
CRF the anticipated date of birth or pregnancy termination. The subject was to be followed
by the investigator until completion of the pregnancy. If the pregnancy ended for any reason
before the anticipated date provided, the investigator was to notify Pharmacia.

If the outcome of the pregnancy that occurred or was discovered during treatment met the
criteria for immediate classification as a serious medical event (i.e., spontaneous abortion,
stillbirth, neonatal death, or congenital anomaly [including that in an aborted fetus]), the
investigator was to follow the procedures for reporting SAEs (see Section 6.4.4.2).
Pregnancy outcomes that were to be classified as SAEs included:

e Spontaneous abortion, including miscarriage and missed abortion.

e All neonatal deaths that occurred within 1 month of birth were to be reported, regardless
of causality. In addition, any infant death after 1 month that the investigator assessed as
possibly related to the in utero exposure to study drug.

e (Congenital anomaly, including that in an aborted fetus. The “normality” of a newborn
was assessed at the time of birth. The “normality” of an aborted fetus was to be assessed
by gross visual inspection, unless there were pre-abortion laboratory findings suggestive
of a congenital anomaly.

6.4.4.2. Serious Adverse Events

Each AE was classified by the investigator as either serious or nonserious. The classification
of the gravity of the event determined the reporting procedures to be followed.

An AE that met one or more of the following criteria/outcomes was classified as serious:

e Death.
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e Life-threatening (i.e., immediate risk of death).
e In-subject hospitalization or prolongation of existing hospitalization.

e Persistent or significant disability/incapacity (e.g., any sight-threatening event with
ophthalmic products is a significant incapacity).

e (Congenital anomaly/birth defect.

e Other medically relevant condition judged/defined as serious (see below).

Medical judgment was to be exercised in deciding whether a reaction was serious in other
situations. Important medical events that were not immediately life-threatening or did not
result in death or hospitalization, but that jeopardized the subject or required medical or
surgical intervention to prevent one of the outcomes listed above, were to be considered as
serious.

Serious adverse events were to be reported to the Pharmacia monitor using the designated
form within 24 hours of the investigator’s awareness of the event, regardless of proximity to
the occurrence of the event. The initial report was to be followed by submission of more
detailed adverse event information within 5 working days of the event. If the SAE was
unexpected, it was also to be reported immediately to the responsible IRB/IEC. Serious
adverse events were to be reported on both the adverse event page and the serious adverse
event page of the CRF.

6.4.4.3. Clinical Laboratory Assessments

Serum chemistries, hematology, serum pregnancy tests (for women of childbearing potential),
and urinalysis (a complete listing of assessments can be found in protocol Appendix 2 in
Appendix 1.1) were to be performed according to the predetermined schedule (Table 1). A
urine drug screen was to be performed only at screening. Each subject’s screening laboratory
assessments were to take place within 14 days prior to receiving the first dose of study drug
in this study. Laboratory assessment tests could be waived if done within the last 14 days of
the final visit from the previous reboxetine study (investigator's discretion).

6.4.4.4. Vital Sign and Weight Measurements

Vital signs (respiration, pulse, systolic and diastolic blood pressure, and temperature) were to
be measured with the subject in a sitting position at screening and each subsequent study
visit. Body weight was also measured at all visits.

6.4.4.5. Electrocardiograms

Electrocardiograms were to be performed according to the predetermined schedule (Table 1).
Analysis of ECGs included abnormal ECG patterns and measurements of appropriate
intervals (i.e., heart rate, PR interval, QRS interval, QT interval, and QT, interval).
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6.5. Data Quality Assurance

Pharmacia was responsible for independent internal quality assurance audits of the clinical
study processes at company sites worldwide. An independent audit of this clinical study was
not performed, as documented in Appendix 1.8.

Monitoring visits to the study site were made periodically during the trial to ensure that all
aspects of the protocol were followed. Source documents were reviewed for verification of
agreement with data on the CRFs.. The investigator/institution guaranteed access to source
documents by Pharmacia and appropriate regulatory agencies.

A CRF was required and completed for each included subject. Data were entered directly
onto original CRF pages. The completed original CRFs were the sole property of Pharmacia
and were not to be made available in any form to third parties, except for authorized
representatives of appropriate Health/Regulatory Authorities, without written permission
from Pharmacia. To enable evaluations and/or audits from Health Authorities/Pharmacia and
to comply with international regulations, the investigator agreed to keep pertinent records for
15 years. Pertinent records included the identity of all participating subjects (sufficient
information to link records, e.g., CRFs and hospital records), all original signed Informed
Consent Forms, copies of all CRFs, and detailed records of drug disposition.

All data were entered into the database and checked for accuracy with logical checks.
Standard Pharmacia database release checks were performed prior to database lock. All data
handling procedures were conducted according to Pharmacia standard operating procedures.

6.6. Statistical Methods Planned in the Protocol and Determination of
Sample Size

6.6.1. Statistical and Analytical Plans

This was an uncontrolled, open-label observational study of subjects treated with reboxetine
to generate important long-term safety data on the treatment with 8-10 mg reboxetine daily.
The study was limited to subjects who participated in a PNU supported or sponsored trial
within the previous 2 weeks.

Appendix 1.9 contains further documentation of the statistical methods. Appendix 1.10
includes documentation of inter-laboratory standardization methods.

6.6.1.1. Analysis of Efficacy and Safety Variables

Descriptive statistics were to be generated for both the efficacy and safety variables. These
were to include minimum, maximum, mean and standard deviation for continuous variables.
For categorical response variables, proportions of subjects in each category of interest were to
be provided. Efficacy measures were to be summarized by visit, and AEs were to be listed by
subject.
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6.6.1.2. Interim Analysis

No interim analysis was performed.

6.6.2. Determination of Sample Size
Not applicable.

6.7. Changes in the Conduct of the Study or Planned Analyses

6.7.1. Protocol Amendments

The original protocol (dated 11 May 1999) was amended 6 times (amendments dated 7 July
1999, 10 March 2000, 7 February 2001, 10 May 2001, 13 September 2001, and 15 February
2002); the final protocol and amendments can be found in Appendix 1.1.

Amendment No. 1 (7 July 1999) made the following changes to the protocol: in study
procedures changes were made to allow for a smooth transition of subjects from the previous
reboxetine study into the open-label study without a break in reboxetine treatment or the
inconvenience to the subject of having the same visit activities repeated over a short period of
time. Some of the changes were simply corrections and clarifications. The main changes
included the following:

e Data from the final visit activities of the previous reboxetine study could now be used
for the Screen/Day 1 visit if the Screen/Day 1 activities occurred within 14 days of the
final visit of the previous reboxetine study.

e New Appendix 2 was added detailing safety laboratory assessments.

e A cautionary note regarding concomitant use of inducers and inhibitors of cytochrome
p450-3A4 was added; a list of inhibitors and inducers of cytochrome p450 3A4 was
also added for reference (i.e., new Appendix 3).

e Allowed for the use of thyroid function (TSH and Tj) test results done within
9 months of Screen/Day 1 for this study in determining subject eligibility at
Screen/Day 1.

e (Gl at Screen/Day 1 now included only the “Severity of Illness” portion.

Amendment No. 2 (10 March 2000) can be summarized as follows: the original protocol was
written to allow subjects previously enrolled in another reboxetine trial to continue
reboxetine treatment for an additional 24 weeks or until 3 months after reboxetine received
FDA approval, whichever occurred first. Due to the delay in FDA approval, some subjects
were going to exceed the allowed 24-week treatment period. Therefore, this amendment was
written to allow site physicians to assess the need for continued reboxetine therapy on a case-
by-case basis. If both the physician and the subject agreed that continued therapy with
reboxetine was warranted, reboxetine treatment for an additional 48 weeks and continued
routine safety assessments could now be provided (up to 72 weeks total treatment per
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subject). The other stipulations for subject termination in the original protocol still applied.
It was the responsibility of the investigator to obtain signed and dated consent from subjects
prior to inclusion in this study extension (i.e., for Amendment No. 2). A new consent form
was provided at this time (Appendix 1.3). In addition, Amendment No. 2 documented some
changes in study personnel.

Amendment No. 3 (7 February 2001) was written to update changes in study personnel and to
define the visit windows for the extension protocol.

Amendment No. A (10 May 2001) can be summarized as follows: the original protocol, as
modified by Amendment 2, was written to allow subjects previously enrolled in another
reboxetine trial to continue reboxetine treatment for an additional 72 weeks or until 3 months
after reboxetine received FDA approval, whichever occurred first. This amendment was
written to allow site physicians to assess the need for continued reboxetine therapy on a case-
by-case basis. If both the physician and the subject agreed that continued therapy with
reboxetine was warranted, reboxetine treatment for an additional 24 weeks and continued
routine safety assessments could now be provided (up to 96 weeks total treatment per
subject). The other stipulations for subject termination in the original protocol still applied.
It was the responsibility of the investigator to obtain signed and dated consent from subjects
prior to inclusion in this second study extension (i.e., for Amendment No. A). A new consent
form, allowing reboxetine treatment for up to 96 weeks, was provided at this time (Appendix
1.3). In addition, Amendment No. A documented some changes in study personnel.

Amendment No. B (13 September 2001) can be summarized as follows: the original
protocol, as modified by Amendments No. 2 and A, was written to allow subjects previously
enrolled in another reboxetine trial to continue reboxetine treatment for an additional

72 weeks and 96 weeks, respectively, or until 3 months after reboxetine received FDA
approval, whichever occurred first. This amendment was written to further extend the study
period from 96 weeks to 120 weeks. Site physicians were again to assess the need for
continued reboxetine therapy on a case-by-case basis. If both the physician and the subject
agreed that continued therapy with reboxetine was warranted, reboxetine treatment for an
additional 24 weeks and continued routine safety assessments were to be provided (up to 120
weeks total treatment per subject). The other stipulations for subject termination in the
original protocol still applied. It was the responsibility of the investigator to obtain signed
and dated consent from subjects prior to inclusion in this third study extension (i.e., for
Amendment No. B). A new consent form, allowing reboxetine treatment for up to

144 weeks, was provided at this time (Appendix 1.3).

Amendment No. C (15 February 2002) can be summarized as follows: The original protocol,
which was modified by Amendment 2, Amendment A, and Amendment B was written to
allow subjects previously enrolled in another reboxetine trial to continue reboxetine treatment
for an additional 72 weeks, 96 weeks, and 120 weeks respectively or until 3 months after
reboxetine received FDA approval, whichever occurred first. This amendment would further
extend of the protocol period from 120 weeks to 144 weeks. Site physicians will again assess
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the need for continued reboxetine therapy on a case-by-case basis. If both the physician and
the subject agree that continued therapy with reboxetine is warranted, reboxetine treatment
for an additional 24 weeks and continued routine safety assessments may be provided (up to
144 weeks total treatment per subject). The other stipulations for subject termination in
section 5.1 of the protocol still apply. It is the responsibility of the Investigator to obtain
signed and dated consent from subjects prior to inclusion in this fourth study extension
(Amendment #C). After IRB approval of this amendment, all subjects who enter the study at
the site should sign the most recent version of the informed consent form (allowing
reboxetine treatment for up to 144 weeks).

6.7.2. Changes in the Statistical Plan

Efficacy measures were to be summarized by visit. Since the study was extended to 72
weeks, 96 weeks, 120 weeks, and 144 weeks, summary statistics were provided at the end of
the original 24-week treatment period and each extension period instead, and last-
observation-carried-forward (LOCF) methods were employed within each of these periods.
For ease with terminology, from this point forward, “extension period” includes the initial
24-week treatment period.

Appendix 1.9 contains further documentation of the statistical methods.

6.7.2.1. Handling of Missing Data

The version of the HAMD scale used in this study allowed for a “can’t rate” response. These
responses were treated as missing data. LOCF methods were employed within each of the
extension periods, for each of the individual questions. If a HAMD total score could not be
derived within an extension period due to missing data within that extension period, then the
last non-missing result from the previous extension was carried forward. Baseline values
were not carried forward to any of the extension periods.

6.7.2.2. Derived Variables

A HAMD total score was derived based on the responses from all 25 questions. If a response
was missing or “can’t rate”, then a total score could not be derived at that time point. For
missing values, the LOCF methods were employed.

In order to more easily compare the results of this study with those from other RBX studies
using the standard 17-item HAMD score, a HAMD-17 equivalent was created using the
following HAMD-25 items: HAMD-1, HAMD-6, HAMD-9 through HAMD-14, HAMD-16,
and HAMD-18 through HAMD-25.

Pharmacia — Company Confidential
Page 29 of 54



01000003669135\ 1.0\ Approved\ 17-Mar-2004 13:52

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

PNU-155950E / Reboxetine (Edronax™) 950E-CNS-0005-071-SR
Clinical Study Report for Study 950E-CNS-0005-071 Final: 30 January 2004
7. RESULTS

7.1. Study Subject Information
7.1.1. Disposition of Subjects

Table 2 summarizes the subject disposition and reasons for study discontinuation. Further

information on subject disposition can be found in Section 11.1, Table T1.1; and a by-subject

listing of reasons for early termination can be found in Appendix 3.1, Listing 3.1.1.

A total of 69 subjects were enrolled at 18 study sites in this study and all subjects received at
least one dose of study drug and were therefore included in all safety analyses (i.e., Safety
Population). The Modified Intent-to-Treat (MITT) population consisted of 68 subjects and
included all subjects who received at least one dose of study drug with at least one post-
baseline efficacy measure. Subject #231042 had no post-baseline efficacy measure, and
discontinued due to a protocol violation (non-compliance with office visits).

A total of 37 subjects (53.6%) completed the initial 24-week treatment period, 17 subjects

(24.6%) completed the 72-week treatment period, 9 subjects (13.0%) completed the 96-week

treatment period, 7 subjects (10.1%) completed the 120-week treatment period, and
2 subjects (2.9%) completed the 144-week treatment period.

Table 2 Subject Disposition

Reboxetine

(N=69)
Subject Disposition n %

Enrolled in open-label study 69 (100%)
Safety population’ 69 (100%)
Modified Intent-to-Treat (MITT) population2 68 (98.6%)
Completed 24 weeks 37 (53.6%)
Completed 72 weeks 17 (24.6%)
Completed 96 weeks 9 (13.0%)
Completed 120 weeks 7 (10.1%)
Completed 144 weeks 2 (2.9%)
Total Subjects who Discontinued 55 (79.7%)
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Reboxetine
(N=69)
Subject Disposition n %
Reasons for discontinuation:
Adverse event 11 (15.9%)
Protocol violation 7 (10.1%)
Consent withdrawn 6 (8.7%)
Lost to follow-up 4 (5.8%)
Protocol specific withdrawal criteria 2 (2.9%)
Lack of efficacy 12 (17.4%)
Progression of disease 1(1.4%)
Improvement 1(1.4%)
Other 11 (15.9%)
! Safety population included all subjects who received at least one dose of study
drug.

MITT population included all subjects who received at least one dose of study drug
with at least one post-baseline efficacy measure.

Source: Section 11.1, Table T1.1

Section 11.1, Table T1.1 details subject disposition through the several study extensions.
Subjects had the option of continuing RBX treatment through 72, 96, 120, or 144 weeks. A
subject could decline to continue in the study at any of these time points without being
considered an early discontinuation. Of the subjects who continued, 55 (79.7%) subsequently
terminated the study prematurely. The most common reasons for these later discontinuations
were lack of efficacy (12 subjects, 17.4%), AEs (11 subjects, 15.9%), and other (11 subjects,
15.9%. Details regarding each of these subjects and the specific reasons for discontinuation
can be found in Appendix 3.1, Listing 3.1.1.

7.1.2. Protocol Deviations

A summary of protocol deviations can be found in Section 11.1, Table T1.2. A total of 8
subjects were noted to have protocol deviations. Six of these subjects were discontinued
because of protocol violations involving non-compliance with either dosing or study visits;
one subject was discontinued for taking concomitant Klonopin (clonazepam) for anxiety; and
one subject answered “yes” to exclusion criterion No. 7 (history or presence of
gastrointestinal, liver, or kidney disease, or other conditions known to interfere with the
absorption, distribution, metabolism, and excretion of drugs), however, this subject was
enrolled in the study and subsequently discontinued due to progression of disease.

7.1.3. Data Sets Analyzed

The Safety Population (n=69) was used for all safety analyses (i.e., AEs, clinical laboratory
assessments, vital signs, and ECGs). All 69 subjects enrolled in the study received at least
one dose of study drug and were therefore included in the Safety Population. The MITT
Population (n=68) was used for all efficacy analyses (i.e., HAMD-25, HAMD-17, and CGI)
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and included all subjects who received at least one dose of study drug with at least one post-
baseline efficacy measure. See Table 2 above.

7.1.4. Demographic and Other Baseline Characteristics

Summary tables regarding subject sex and race, age, marital status, current employment
status, and occupational group (All Enrolled Subjects) can be found in Section 11.1, Tables
T2 through T6, respectively. Statistical summaries of baseline vital signs and height/weight
(All Enrolled Subjects) can be found in Section 11.1, Tables T7 and T8, respectively.
Summary tables regarding medical history, physical examination findings, treatment status,
hospitalization for this condition, and mood disorders (All Enrolled Subjects) can be found in
Section 11.1, Tables T9, T10, T12.1, T12.2, and T12.3, respectively. Serum pregnancy test
results at baseline for all enrolled female subjects can be found in Section 11.1, Table T11.

Subjects in this study ranged in age from 20 to 66 years (mean = 46.7 years), and the majority
were women (68.1%) and Caucasian (88.4%). Table 3 summarizes subject demographics at

baseline.
Table 3 Subject Demographics at Baseline (All Subjects Enrolled)
Reboxetine
Demographic Variable (N=69)
Age (years) Mean + SD 46.7 £ 10.35
Range 20 - 66
Weight (pounds) Mean + SD 173 £39.3
Range 112 - 300
Height (inches) Mean + SD 66.8 +3.9
Range 60-76
Sex [n (%)] Male 22 (31.9%)
Female 47 (68.1%)
Race [n (%)] Caucasian 61 (88.4%)
Black 6 (8.7%)
Hispanic 2 (2.9%)

Source: Section 11.1, Tables T2, T3, and T8

Regarding other baseline characteristics: 37.7% of subjects were currently married (Section
11.1 Table T4); most (53.6%) were employed full-time(Section 11.1 Table T5); 33.3% were
in technical, sales, and administrative support occupations (Section 11.1 Table T6); nothing
remarkable was noted for medical histories or physical examinations (Section 11.1 Table T9
and T10, respectively); all enrolled subjects (100%) were being treated as outpatients for their
condition (Section 11.1 Table T12.1); the majority (92.8%) had never been hospitalized for
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their condition (Section 11.1 Table T12.2); and 24.6% had recurrent moderate depressive
disorder (Section 11.1 Table T12.3).

7.1.4.1. Efficacy Variables at Baseline

Statistical summaries of baseline efficacy variables for the MITT Population can be found in
Section 11.1, Tables T15.1 through T15.4, and Table T16.

Table 4 summarizes the HAMD-25, HAMD-17, and CGI Severity of Illness scales at

baseline.
Table 4 HAMD-25, HAMD-17, and CGI Severity of Illness Mean = SD Scores at
Baseline (All Enrolled Subjects)
Reboxetine
Efficacy Variable (N=69)
HAMD-25 Total Score N 65
Mean + SD 13.7+£8.3
Range 0-36
HAMD-17 Total Score N 66
Mean + SD 9.2+52
Range 0-23
CGil Severity of lliness [n (%)] Normal, not at all ill 9 (13.0%)
Borderline ill 21 (30.4%)
Mildly ill 18 (26.1%)
Moderately ill 19 (27.5%)
Markedly ill 2 (2.9%)

Note: Three subjects had at least one HAMD item marked “can’t rate” at baseline.
Therefore, the HAMD-25 total score at baseline could be derived for 65 subjects and
the HAMD-17 total score at baseline could be derived for 66 subjects.

Source: Section 11.1, Tables T15.1, T15.3, and T16

Mean HAMD-17 and HAMD-25 total scores by previous treatment group are summarized in
Table 5.

Table 5 HAMD-25 and HAMD-17 Mean £ SD Total Scores at Baseline by
Previous Treatment Group (MITT Population)
Previous Treatment Group HAMD-25 HAMD-17
Reboxetine N 52 53
Mean = SD 13.2 £ 8.56 8.9+5.31
Placebo N 13 13
Mean + SD 15.5+7.15 10.1£4.75

Source: Section 11.1, Tables T15.2 and T15.4
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7.1.5. Concomitant Medications and Other Therapies

All concomitant medications used during the study were to be recorded. Concomitant
medications were coded using the SUDDS dictionary. A summary of the number of subjects
using each concomitant medication can be found in Section 11.1, Table T14.

The majority of subjects (68 of 69, or 98.6%) were taking, or had recently taken, some sort of
concomitant medication. The concomitant medications taken by more than 20% of the
subjects during treatment were Advil (24.6%), ibuprofen (23.2%), multivitamins (23.2%),
and aspirin (20.3%).

A summary of subject history of other psychoactive drug therapy can be found in Section
11.1, Table T13. Eight subjects (11.6%) had been treated with psychotropic medications
other than antidepressants, as follows: three subjects (4.3%) had used alcohol; four subjects
(5.8%) had been prescribed Ambien (zolpidem); and one subject (1.4%) had been prescribed
two different strengths (15 and 30 mg) of Restoril (temazepam).

7.2. Dosage Information

7.2.1. Extent of Exposure

Statistical summaries of the extent of study drug exposure (in days) by extension period for
the safety population can be found in Section 11.4, Table T39; and a listing of the extent of
study drug exposure by subject can be found in Appendix 3.5, Listing 3.5.1. The minimum
number of days on treatment was 7 days, and the maximum was 673 days.

7.2.2. Treatment Compliance

The overall compliance with the dosing regimen is summarized for the MITT population in
Section 11.4, Table T40. The majority of subjects (81%) were in the dosing compliance
range of <70% to 79% during the study.

7.3. Efficacy Results

Statistical summaries of all efficacy variables (including HAMD-25, HAMD-17, and CGI)
for the MITT population can be found in Section 11.2, Tables T17 through T22.

7.3.1. Hamilton Rating Scale for Depression

Three subjects had at least one HAMD item marked “can’t rate” at baseline and therefore a
total score could not be derived for these subjects. All change from baseline HAMD-25
comparisons were based on 65 subjects. An equivalent to the usual HAMD-17 score was
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calculated using 17 of the 25 items found in the HAMD-25; 66 subjects had all 17 of these
items at baseline and were included in the change from baseline HAMD-17 comparisons.

Table 6 summarizes the change from baseline for HAMD-25 and HAMD-17 using LOCF

methods.
Table 6 Mean Change from Baseline in HAMD-25 and HAMD-17 Scores (MITT
Population) (LOCF)
HAMD-25 HAMD-17

Study Mean Change SD of Change Mean Change SD of Change

Visit N from Baseline from Baseline N from Baseline from Baseline
Week 24 65 -2.6 9.92 66 -1.3 6.65
Week 72 29 -3.7 12.63 30 -2.0 8.16
Week 96 11 -9.4 8.74 12 -5.3 5.82
Week 120 7 -11.9 11.94 7 -6.3 8.54
Week 144 5 -15.4 6.8 6 -8.5 5.09

Note: Three subjects had at least one HAMD item marked “can’t rate” at baseline Therefore, the
HAMD-25 total score could be derived for 65 subjects and the HAMD-17 total score could be derived
for 66 subjects.

Source: Section 11.2, Tables T18 and T20

For the main efficacy variable, HAMD-25, subject scores showed a continuous decrease from
baseline through 144 weeks of treatment with RBX. The same can be said for the HAMD-17
scores, though the magnitude of the changes were smaller than those noted for the
HAMD-25.

7.3.2. Clinical Global Impression Scales

Table 7 summarizes the change from baseline for the CGI Severity of Illness scale using
LOCF methods. As can be seen in Table 7, based on the CGI Severity of Illness scale, the
subjects in this study gradually improved over time. From Week 72 on, greater than half of
the subjects were considered “normal, not at all ill.” By 72 weeks there were no subjects
considered “severely ill”’; by 96 weeks, there were no subjects considered “mildly,
moderately, or markedly ill.”
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Table 7 Change in CGI Severity of Illness During the Study (MITT Population)
(LOCF)

Reboxetine (N=68)
Week 24 Week 72 Week 96 Week 120 Week 144

CGI Severity Level n % n % n % n % n %
Normal, not at all ill 23 338% 17 548% 11 917% 7 875% 5 83.3%
Borderline ill 20 294% 5 161% 1 83% 0 00% 0 0.0%
Mildly ill 12 176% 3 9.7% 0 0.0% 1 12.5% 1 16.7%
Moderately ill 9 132% 5 161% 0 00% O 00% 0 0.0%
Markedly ill 2 2.9% 1 32% 0 00% O 00% 0 0.0%
Severely ill 2 29% 0 00% O 00% O 00% 0 0.0%
Total 68 100% 31 100% 12 100% 8 100% 6 100%

Source: Section 11.2, Table T21

Table 8 summarizes the change from baseline for the CGI Global Improvement scale using
LOCF methods. The results for this CGI scale mirrored those presented above for the CGI
Severity of Illness scale—the subjects gradually demonstrated improvement over time. From
Week 72 on, greater than half of the subjects were considered “much improved” and “very
much improved.”

Table 8 Change in CGI Global Improvement During the Study (MITT
Population) (LOCF)

Reboxetine (N=68)
Week 24 Week 72 Week 96 Week 120 Week 144

CGIl Improvement Level n % n % n % n % n %
Very much improved 17 25.0% 13 419% 9 750% 7 875% 5 83.3%
Much improved 12 176% 6 194% 1 83% 0 0.0% 1 16.7%
Minimally improved 10 147% 3 97% 0 0.0% 1 125% 0 0.0%
No change 16 235% 3 97% 2 167% 0 0.0% 0 0.0%
Minimally worse 10 147% 4 129% 0 00% O 00% 0 0.0%
Much worse 2 29% 1 32% 0 00% O 00% 0 0.0%
Very much worse 1 1.5% 1 3.2% 0 0.0% 0 0.0% 0 0.0%
Total 68 100% 31 100% 12 100% 8 100% 6 100%

Source: Section 11.2, Table T22

7.3.3. Drug Dose, Drug Concentration, and Relationships to Response

No data were collected during this open-label continuation study regarding relationships
between drug dose, serum drug concentration, and clinical response.
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7.3.4. Drug-Drug and Drug-Disease Interactions

No data were collected during this open-label continuation study regarding drug-drug or
drug-disease interactions.

7.3.5. Efficacy Conclusions

Subjects continuously treated with open-label RBX for up to 144 weeks showed gradual
improvement in their condition (i.e., MDD) as demonstrated by change from baseline results
in HAMD-25, HAMD-17, CGI Severity of Illness, and CGI Global Improvement scales.

7.4. Safety Results

7.4.1. Adverse Events Noted at Baseline

A summary table regarding AEs noted at screening by previous treatment group can be found
in Section 11.3, Table T23.

A total of 40 subjects (73%) previously treated with reboxetine had experienced AEs prior to
entry into this study, as did 10 subjects (71%) previously treated with placebo (Section 11.3,
Table T23). The most prevalent AEs experienced during previous studies were constipation
(RBX group, 18%:; placebo group, 21%), dry mouth (RBX group, 24%:; placebo group, 14%),
and insomnia (RBX group, 18%; placebo group, 29%).

7.4.2. Treatment-Emergent Adverse Events

All AEs experienced during the course of the study were recorded and coded using the
COSTART coding dictionary. Summary tables regarding treatment-emergent AEs,
treatment-emergent AEs by maximum severity, treatment-emergent AEs considered related
to study drug, SAEs, and AEs resulting in early termination can be found in Section 11.3,
Tables T24 through T28, respectively.

7.4.2.1. Brief Summary

Of the 69 subjects enrolled, 57 subjects (82.6%) reported at least one AE during the study, of
which 45 subjects (65.2%) experienced at least one drug-related AE. Concerning maximum
AE severity in the 57 subjects who experienced an AE while taking reboxetine: 15 subjects
(21.7%) reported mild AEs; 25 subjects (36.2%) reported moderate AEs; and 17 subjects
(24.6%) reported severe AEs. Nine subjects (13.0%) discontinued early due to treatment-
emergent AEs, and four subjects (5.8%) experienced SAEs. No deaths occurred during the
study.

Table 9 presents an overview of the number and percentage of subjects who had at least one
treatment-emergent AE (overall, drug-related, or serious) or who discontinued due to an AE
during the treatment period.
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Table 9 Overall Summary of Treatment Emergent Adverse Events (Safety
Population)
Reboxetine (N=69)
n %
Subjects reporting at least one AE 57 82.6%
Subjects reporting at least one drug-related AE' 45 65.2%
Subjects reporting at least one SAE 4 5.8%
Subjects who discontinued due to an AE 9 13.0%

' An AE was considered drug-related if, in the opinion of the investigator, there

was a reasonable possibility that the event was related to the study drug.
Source: Section 11.3, Tables T24, T26, T27, and T28

7.4.2.2. All Treatment-Emergent Adverse Events

The 57 subjects (82.6%) with at least one AE during the study reported a total of 265 events.
The frequency of treatment-emergent AEs is summarized by COSTART body system in
decreasing order of frequency in Table 10. Subjects reported AEs most frequently in the
nervous (50.7%), body (47.8%), and digestive (42.0%) systems.

Table 10 Number (%) of Subjects Reporting Treatment-Emergent Adverse Events
by COSTART Body System Arranged in Decreasing Order of Frequency

(Safety Population)
Reboxetine (N=69)
COSTART Body System n %
Nervous 35 50.7%
Body as a Whole 33 47.8%
Digestive 29 42.0%
Cardiovascular 14 20.3%
Respiratory 13 18.8%
Skin 12 17.4%
Urogenital 10 14.5%
Special Senses 8 11.6%
Musculo-Skeletal 7 10.1%
Metabolic and Nutritional 4 5.8%
Endocrine 1 1.4%
Hemic and Lymphatic 1 1.4%

Source: Section 11.3, Table T24

The most commonly reported treatment-emergent AEs (i.e., those reported in at least 5% of
the subjects) are summarized in Table 11. The most frequently reported AEs were headache
(26.1%), insomnia (21.7%), and constipation (15.9%).
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Table 11 Most Commonly Reported (in 25% of Subjects) Treatment-Emergent
Adverse Events by COSTART Body System and Preferred Term (Safety

Population)
COSTART Reboxetine (N=69)
Body System/Preferred Term' n %

BODY AS A WHOLE

Headache 18 26.1%

Upper respiratory infection 10 14.5%

Localized pain 6 8.7%

Trauma 4 5.8%
DIGESTIVE

Constipation 11 15.9%

Dry mouth 10 14.5%

Diarrhea 4 5.8%

Nausea 4 5.8%

Vomiting 4 5.8%
NERVOUS

Insomnia 15 21.7%

Anxiety 10 14.5%
RESPIRATORY

Sinusitis 6 8.7%
SKIN

Diaphoretic 6 8.7%
CARDIOVASCULAR

Palpitation 4 5.8%

Arranged in decreasing order of frequency within a body system.
Source: Section 11.3, Table T24

Most of the 265 reported AEs were mild to moderate (235 AEs, or 88.7%) in intensity. There
were 30 AEs (or 11.3%) reported as severe by 17 subjects (24.6%).

7.4.2.3. Drug-Related Treatment-Emergent Adverse Events

An AE was considered drug-related if, in the opinion of the investigator, there was a
reasonable possibility that the event was related to the study drug. Adverse events that were
judged by the investigators to have been related to the study medication were reported by
45 subjects (65.2%). The most frequently reported (i.e., those reported in at least 5% of the
subjects) drug-related AEs are summarized in Table 12.
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Table 12 Treatment-Emergent Adverse Events Considered Related' to Study Drug
as Reported in 25% of Subjects by COSTART Body System and
Preferred Term (Safety Population)

COSTART Reboxetine (N=69)
Body System/Preferred Term? n %

DIGESTIVE

Dry mouth 10 14.5%

Constipation 8 11.6%
NERVOUS

Insomnia 11 15.9%

Anxiety 6 8.7%
BODY AS A WHOLE

Headache 9 13.0%
SKIN

Diaphoretic 6 8.7%
CARDIOVASCULAR

Palpitation 4 5.8%

An AE was considered drug-related if, in the opinion of the investigator, there

was a reasonable possibility that the event was related to the study drug.

2 Arranged in decreasing order of frequency within a body system.

Source: Section 11.3, Table T26

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

7.4.3.1. Deaths
No deaths were reported during this study.

7.4.3.2. Serious Adverse Events

Serious adverse events were reported by 4 subjects (5.8%) and these are summarized by
COSTART body system and preferred term in Table 13.
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Table 13 Number (%) of Subjects Reporting Serious Adverse Events by
COSTART Body System and Preferred Term (Safety Population)

COSTART Reboxetine (N=69)
Body System/Preferred Term n %

CARDIOVASCULAR

Atrial Fibrillation 1 1.4%
NERVOUS

Depressive Symptoms 1 1.4%

Suicidal Tendency 1 1.4%
UROGENITAL

Menorrhagia 1 1.4%

Source: Section 11.3, Table T27

Subject #51041 was hospitalized for depression, but later recovered. Subject #361035
reported suicidal ideation and was discontinued from the study. Subject #361065
experienced atrial fibrillation with rapid atrial response and was referred to a cardiologist; the
subject subsequently recovered from this event. Subject #361056 was hospitalized for
excessive menstrual bleeding, from which she subsequently recovered. None of these SAEs
were considered by the investigator as related to treatment with RBX. Brief narratives for
each SAE can be found in Section 7.4.3.4.

7.4.3.3. Discontinuations Due to Adverse Events

A total of 11 subjects (15.9%) were listed in the database as having discontinued early from
the study due to AEs (Appendix 3.1, Listing 3.1.1); however, two of these subjects (#361066
and #361069) discontinued due to AEs that began during their previous study and prior to the
current study, and therefore these two subjects were not included in Section 11.3, Table T28.
For the sake of completeness, all 11 subjects who discontinued early from the study because
of AEs are listed in Table 14.
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Table 14 Subjects Who Discontinued Due to Adverse Events (Safety Population)

Subject Study Week Adverse Event(s) Leading to Discontinuation
#41021 120 Nervousness
#81016 24 Constipation; urinary retention
#131032 72 Weight increase
#151023 24 Insomnia
#181050 72 Choking
#361056 72 Dyspnea
#361059 24 Appetite decreased; dry mouth
#361064 72 Headache
#361066* 24 Constipation
#361068 72 Reaction unevaluable
#361069* 24 Chills; palpitation; nausea; insomnia; dyspnea

*

Adverse event began during the previous study and prior to the current study.
Source: Appendix 3.1, Listing 3.1.1 and Section 11.3, Table T28

7.4.3.4. Narrative Summaries of Deaths, Serious Adverse Events, and Other
Significant Adverse Events

Subject #361035 was a 22-year-old woman with concurrent asthma and insomnia, who
developed new onset suicidal ideation while receiving RBX 4 mg BID for approximately

8 months in this study. Concomitant medications included albuterol, aspirin, and zolpidem
tartrate. The subject was hospitalized and discontinued from the study. The physician
reported that the event was not related to RBX treatment.

Subject #361056 was a 50-year-old woman with a history of heavy menstrual bleeding, and
she was hospitalized for excessive menstrual bleeding. The subject was receiving RBX 4 mg
BID for approximately 3 months in this study. Concomitant medications included Provera,
Chromagen, and Lo/Ovral. RBX was discontinued, and the subject underwent a total
abdominal hysterectomy, bilateral salpingo-oophorectomy. No complications occurred and
the subject recovered. The physician reported that the event was not related to RBX
treatment.

Subject #361065 was a 78-year-old woman with concurrent hypertension and a history of
intermittent arrhythmia absoluta with atrial fibrillation and myocardial infarction. She
developed pulmonary hypertension while receiving RBX 4 mg BID for approximately

2 years. Concomitant medications included citalopram, metoprolol, furosemide, captopril,
and amlodipine. RBX was discontinued, however, the subject did not improve.
Subsequently, she was diagnosed with CREST syndrome (i.e., Calcinosis, Raynaud’s
disease, Esophageal dysmotility, Sclerodactyl, and Telangiectasia). The physician reported
that the event was not related to RBX treatment.

Subject #51041 was a 30-year-old woman with concurrent insomnia who developed
worsening depressive symptoms while receiving RBX 10 mg/day for approximately 5 months
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in this study. Concomitant medications included zolpidem tartrate. RBX was discontinued
and the subject was hospitalized. She subsequently recovered, and the physician reported
that the event was not related to RBX treatment.

7.4.4. Clinical Laboratory Evaluation

The laboratory normal ranges can be found in Section 11.3, Table T29. Shift tables from
screening through the treatment period for hematology, serum chemistry, and urinalysis
assays can be found in Section 11.3, Tables T30 through T32. Individual listings of subjects
with laboratory values outside the normal range are presented in Appendix 3.2, Listings 3.2.1,
3.2.2, and 3.2.3 for hematology, serum chemistry, and urinalysis, respectively.

The reference range for evaluation of laboratory values (i.e., from hematology, serum
chemistry, and urinalysis assays) was defined as the lower limit of the normal range minus
20% to the upper limit of the normal range plus 20%.

All laboratory values outside the reference range were evaluated by a clinician and judged to
be isolated incidences that were not clinically significant.

7.4.4.1. Hematology

Most hematology parameters were within the reference range at baseline and remained within
the reference range during treatment with RBX. Treatment-emergent hematology values
inside the reference range at baseline but outside the reference range during treatment are
summarized in Table 15.
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Table 15 Treatment-Emergent Hematology Values Outside the Reference Range

(Safety Population)

Hematology Parameter Number' (%) of Subjects
Hematocrit 0 (0.0%)
Hemoglobin 0 (0.0%)
Mean Corpuscular Volume 0 (0.0%)
Reticulocyte 6 (11.5%)
Total Neutrophils 0 (0.0%)
Lymphocytes 0 (0.0%)
Monocytes 0 (0.0%)
Eosinophils 1(1.9%)
Basophils 0 (0.0%)
Leukocytes (WBC) 0 (0.0%)
Erythrocytes (RBC) 0 (0.0%)
Platelet Count 1(1.9%)

' Number of subjects who had values inside the reference range at baseline but

outside the reference range during treatment.

Percent = (number of subjects who had values inside the reference range at
baseline but outside the reference range during treatment) / (total number of
subjects who had a baseline value and treatment value for this particular assay).

Source: Section 11.3, Table T30

7.4.4.2. Serum Chemistry

Most serum chemistry parameters were inside the reference range at baseline and remained
inside the reference range during treatment. Treatment-emergent serum chemistry values
inside the reference range at baseline but outside the reference range during treatment are
summarized in Table 16.
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Table 16 Treatment-Emergent Serum Chemistry Values Outside the Reference
Range (Safety Population)
Serum Chemistry Parameter Number’ (%) of Subjects

ALT/SGPT 1(1.9%)

AST/SGOT 0 (0.0%)

Alkaline Phosphatase 1(1.9%)

Bilirubin, Total 0 (0.0%)

Blood Urea Nitrogen (BUN) 0 (0.0%)

Carbon Dioxide 0 (0.0%)

Chloride 0 (0.0%)

Creatinine 0 (0.0%)

Glucose 8 (15.1%)

Potassium 0 (0.0%)

Sodium 0 (0.0%)

Uric Acid 2(3.8%)

T4 0 (0.0%)

TSH 0 (0.0%)

' Number of subjects who had values inside the reference range at baseline but

outside the reference range during treatment.

Percent = (number of subjects who had values inside the reference range at
baseline but outside the reference range during treatment) / (total number of
subjects who had a baseline value and treatment value for this particular assay).

Source: Section 11.3, Table T31

7.4.4.3. Urinalysis

There appeared to be a greater effect on urinalysis parameters than other laboratory values
since more subjects showed shifts to values outside the reference range among urinalysis
parameters than among the hematology or serum chemistry assays. However, as noted above,
all laboratory values outside the reference range were evaluated by a clinician and judged to
be isolated incidences that were not clinically significant. Treatment-emergent urinalysis
values that were inside the reference range at baseline but outside the reference range during
treatment are summarized in Table 17.
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Table 17 Treatment-Emergent Urinalysis Values Outside the Reference Range

(Safety Population)

Urinalysis Parameter Number' (%) of Subjects
Appearance 18 (34.0%)
Bilirubin 1(1.9%)
Blood 10 (18.9%)
Color 8 (15.1%)
Glucose 2 (3.8%)
Leukocytes 9 (17.0%)
Nitrite 1(1.9%)
Protein 10 (18.9%)
Ketone 4 (7.5%)
pH 0 (0.0%)
Specific Gravity 0 (0.0%)
Urobilinogen 0 (0.0%)

' Number of subjects who had values inside the reference range at baseline but outside the

reference range during treatment.

Percent = (number of subjects who had values inside the reference range at baseline but outside
the reference range during treatment) / (total number of subjects who had a baseline value and
treatment value for this particular assay).

Source: Section 11.3, Table T32

7.4.5. Electrocardiograms

Summary statistics for continuous ECG variables at screen and at the end of each extension
period (LOCF) can be found in Section 11.3, Table T33. Global ECG results by visit can be
found in Section 11.3, Table T34. An individual listing of subjects with abnormal ECG
results is presented in Appendix 3.3, Listing 3.3.1.

Global ECG results are summarized in Table 18. Most subjects had normal ECGs at baseline
that remained normal during treatment. Only two subjects (#321044 and #361065) had
clinically relevant ECG abnormalities. Subject #321044 was a 55-year-old male whose ECG
was abnormal at screening and remained abnormal throughout the study. Subject #361065
was a 50-year-old male whose ECG was normal until the Week 120 visit. See Appendix 3.3,
Listing 3.3.1, for details regarding these two subjects’ ECG results.
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Table 18 ECG Global Results (Safety Population)

Study Visit Normal ECG Abnormal ECG; Abnormal ECG;
n (%) Not Clinically Relevant Clinically Relevant

n (%) n (%)

Screen 59 (92.2%) 4 (6.3%) 1(1.6%)

(n=64)

Week 24 53 (89.8%) 5 (8.5%) 1(1.7%)

(n=59)

Week 72 27 (79.4%) 6 (17.6%) 1(2.9%)

(n=34)

Week 96 8 (88.9%) 1(11.1%) 0 (0.0%)

(n=9)

Week 120 10 (83.3%) 1(8.3%) 1(8.3%)

(n=12)

Week 144 4 (100.0%) 0 (0.0%) 0 (0.0%)

(n=4)

Source: Section 11.3, Table T34

7.4.6. Vital Signs and Body Weight

Statistical summaries of baseline vital signs and height/weight (All Enrolled Subjects) can be
found in Section 11.1, Tables T7 and T8, respectively. Statistical summaries of change from
baseline for systolic blood pressure, diastolic blood pressure, pulse, and body weight can be
found in Section 11.3, Tables T35 through T38, respectively. An individual listing of
subjects with significant changes in vital signs or weight is presented in Appendix 3.4,
Listing 3.4.1.

No clinically relevant mean changes from baseline occurred in vital signs or weight during
treatment with RBX. While the mean change from baseline for weight shows a decrease of
approximately 19 pounds by Week 144, this outcome was based on a very small number of
subjects (i.e., <12 subjects after Week 96). As can be seen in Appendix 3.4, Listing 3.4.1,
only two subjects (#41021 and #361035, both female) experienced what was considered to be
significant weight loss during the study, one by Week 20 and the other by Week 32, and one
of these subjects was actually dieting. Another subject (#131032, female) actually
experienced what was considered to be a significant weight gain by Week 24.

Mean (SD) changes from baseline in vital signs and weight during the study are summarized
in Table 20.
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Table 20 Change from Baseline in Vital Signs and Weight (Safety Population)

Mean Change SD of Change
Vital Sign Study Visit N from Baseline from Baseline
Systolic Blood Week 24 68 1.9 12.58
Pressure (mmHg) Week 72 31 1.9 17.47
Week 96 12 6.9 17.58
Week 120 7 8.1 20.71
Week 144 6 7.3 21.08
Diastolic Blood Week 24 68 0.1 9.74
Pressure (mmHg) Week 72 31 -1.7 9.81
Week 96 12 0.7 9.04
Week 120 7 2.0 6.63
Week 144 6 1.3 7.76
Pulse (bpm) Week 24 68 1.9 12.75
Week 72 31 0.0 15.67
Week 96 12 6.3 8.30
Week 120 7 0.0 15.36
Week 144 6 -2.7 19.70
Weight (Ibs) Week 24 68 -3.4 7.83
Week 72 31 -6.0 14.55
Week 96 12 -14.3 12.93
Week 120 7 -15.7 18.57
Week 144 6 -19.3 18.39

Source: Section 11.3, Tables T35 through T38

7.4.7. Safety Conclusions

Reboxetine was well tolerated in this open-label rescue and therapy continuation study. The
majority of AEs reported were mild or moderate in severity. Nine subjects (13.0%)
discontinued early due to treatment-emergent AEs, and four subjects (5.8%) experienced
SAEs. No deaths occurred during the study. Adverse events that were judged by the
investigator to have been related to study drug administration were reported in the majority
(65%) of subjects while taking RBX. The most frequently reported drug-related AEs during
this extension study were insomnia, dry mouth, headache, and constipation, none of which
were considered new or unexpected AEs with this class of compound.

Most hematology, serum chemistry, and urinalysis parameters were inside the reference range
at baseline and remained inside the reference range during treatment. All laboratory values
outside the reference range were evaluated by a clinician and judged to be isolated incidences
that were not clinically significant. In addition, no clinically relevant changes occurred in
ECGs, vital signs, or weight during the study.
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8. DISCUSSION AND OVERALL CONCLUSIONS

This was an uncontrolled, open-label, rescue and continuation therapy study of subjects
treated with RBX, limited to subjects who had participated in a previous PNU supported or
sponsored trial within the previous 2 weeks. This study was originally designed to generate
important long-term safety data and to make RBX available to subjects while FDA approval
was pending. In addition, treatment guidelines recommend continuing antidepressant
medication for several months after remission of the symptoms of depression.** Subsequently,
the study protocol was amended six times to allow for continued RBX treatment for up to
144 weeks.

A total of 69 subjects were enrolled at 18 study sites, and all subjects received at least one
dose of study drug and were therefore included in all safety analyses. The MITT population
(for efficacy analyses) consisted of 68 subjects and included all subjects who received at least
one dose of study drug with at least one post-baseline efficacy measure. A total of 37
subjects (53.6%) completed the initial 24-week treatment period, 17 subjects (24.6%)
completed the 72-week treatment period, 9 subjects (13.0%) completed the 96-week
treatment period, 7 subjects (10.1%) completed the 120-week treatment period, and

2 subjects (2.9%) completed the 144-week treatment period. Subjects ranged in age from

20 to 66 years (mean = 46.7 years), and the majority were women (68.1%) and Caucasian
(88.4%).

Reboxetine was well tolerated in this open-label study. The majority of AEs reported were
mild or moderate in severity. Nine subjects (13.0%) discontinued early due to treatment-
emergent AEs, and four subjects (5.8%) experienced SAEs. No deaths occurred during the
study. Adverse events that were judged by the investigator to have been related to study drug
administration were reported in the majority (65%) of subjects while taking RBX. The most
frequently reported drug-related AEs during this extension study were insomnia, dry mouth,
headache, and constipation, none of which were considered new or unexpected AEs with this
class of compound. No clinically relevant changes occurred in clinical laboratory
assessments, ECGs, vital signs, or weight during the study.

Regarding the secondary assessments of efficacy in this open-label study, subjects
continuously treated with RBX for up to 144 weeks showed gradual improvement in their
condition (i.e., MDD) as demonstrated by change from baseline results in HAMD-25,
HAMD-17, CGI Severity of Illness, and CGI Global Improvement scales.
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VS / AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 23MARQ0)

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

B pie rovcasscoisiosan VITAL SIGNS / AE & CONCOMITANT MEDICATION End of

Principal Monitor: Saeeduddin Ahmed, M.D. / STUDY MEDICATION RECORD Week 32

DataFax #153 Plate #015 Seq. #032
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

[ No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [J Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O2tbs [ 2Y,tabs [ other, specify:

Initials or Signature: Page 69



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

9 zhgfmﬁcia Protocol 950ECNS0005-071
PO principal Monitor: Saeeduddin Ahmed, M.D. STUDY TERMINATION REPORT
.|

DataFax #153 Plate #018 Seq. #072
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y 'y y y m m d d
Principal
Investigator Country us

Date of last dose of study medication:

Did patient complete 24/72 weeks of treatment? Yes No

If No, choose one primary reason for withdrawal:

STUDY TERMINATION REPORT

1 Adverse event — = Fill in/ update Adverse Event page

» Protocol violation ———® Explain in Comments section below

3 Consent withdrawn —® Explain in Comments section if necessary

4 Lost to follow-up

5 Protocol specific withdrawal criteria —® Explain in Comments section below

¢ Lack of efficacy

; Progression of disease

g Improvement

o Other, specify:

COMMENTS

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 23MARQ0)

Investigator’s Signature: Page 68/103




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

9 Pharmacia  Protocol 950ECNS0005-071 CONTINUATION ASSESSMENT

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. CASE REPORT FORM
.|

DataFax #153 Plate #028 Seq. #024
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y 'y y y m m d d
Principal
Investigator Country us

1. linterviewed the subject today, reviewed the subject’s history, current mental and physical symptoms
and am of the opinion that continuation of Reboxetine treatment is indicated at this time:

[ Yes (gotoitem?2)

[ No  (perform the ORIGINAL End of Week 24 Final Visit activities and Study Termination Report)

CONTINUATION ASSESSMENT CRF

2. | discussed the possible benefits, risks and alternatives of continuing Reboxetine treatment with the
subject, and the subject concurs with my decision:

[0 Yes (gotoitem3)

[ No  (perform the ORIGINAL End of Week 24 Final Visit activities and Study Termination Report)

3. If the responses to items 1 and 2 are “Yes”, has the amendment #2 informed consent been presented
to and signed by the subject?

[0 Yes (perform the NEW End of Week 24 Visit activities listed on NEW End of Week 24 tab)

[0 No  (perform the ORIGINAL End of Week 24 Final Visit activities and Study Termination Report)

Signature of person who performed this evaluation (must be licensed physician who is noted on 1572):

Signature: Date:

Signature of primary investigator if assessment was performed by designee: O na
(NOTE: If same as above, please check “N/A”)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 23MARQ0)

Signature: Date:

CONT



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

SAMPLE REVIEWED

PATIENT CONSENT FORM
MAY 14 199

~p
Protocol No. 950ECNS0005-071 Name of InvestigMO E ‘
IND Number _53,206

Name of Study: Open-label Reboxetine Rescue and Continuation Therapy
IRB Approval Date

Version #

You are being asked if you wish to take part in a research study of an experimental
drug. Your decision to take part in this study is voluntary. Deciding not to participate
will not cause you to lose any benefits associated with your health care.

If you decide to participate, your involvement with the study will last for up to 6
months (24 weeks or less of which involve taking medication), although in practice it
may be shorter. After you meet study qualifications, you will be taking study drug each
day you are in the study.

Please read this consent form carefully and ask as many questions as you like before
deciding whether you want to participate. It is anticipated that about three to five
subjects will be involved with this study at this office.

If you decide to participate, you may quit the study at any time without losing any
benefits that you would otherwise have. Quitting the study early will not affect your
present or future medical care.

PURPOSE OF STUDY

The purpose of this research study is to make the drug reboxetine available to subjects
who have previously participated in clinical trials with this agent, and for whom it is
determined by their physician or psychiatrist that continuing on reboxetine would be
beneficial. A major objective of this study is to monitor the safety and efficacy of this
drug.

Reboxetine is an experimental drug, that is, it has not been approved for marketing in
the United States. Reboxetine has been extensively tested throughout the world for
depression and has been marketed in England since July, 1997, under the trademark
EDRONAX. It has since been approved in ten other European countries and an
application to market this drug has been filed with the U.S. Food and Drug
Administration. The European approvals have led to over 35,000 prescriptions being
filled.

5/11/99 Page 1



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

Sample Consent Form

STUDY PROCEDURES
This is what will happen if you agree to participate in the study.

Before you start the study, the study doctor will talk with you for approximately an
hour about your symptoms, record your medical and psychiatric history, and give you a
physical examination, including determination of your weight and vital signs. At the
same visit, you will provide a urine sample, have blood drawn, and have an
electrocardiogram (a tracing of the electrical signals from your heart using sensors
placed on your chest, arms, and/or legs). As part of this study, the electrocardiogram
will be repeated up to three times during the study, and blood and urine samples will
be collected up to four additional times during the study. The amount of blood drawn
at each of these time periods will be about 20 milliliters (1%4 tablespoons). At the
beginning of the study, your urine will be tested to see if you have taken any drugs
other than those provided in the study. Your vital signs (including blood pressure,
pulse and respirations) and weight will be monitored at each visit.

To participate in this study, subjects must meet eligibility criteria, primarily to ensure
that it is safe for them to participate in this study.

Once you qualify as above, you will begin taking reboxetine twice a day, one tablet in
the morning and 1 to 1'% tablets in the evening. Throughout the study you will be asked
to keep a diary to record your doses of study drug. You will need to bring this diary and
your medication bottle(s) with you at each clinic visit.

You will be seen in the clinic before the start of this study, during weeks 1, 2, 4 and
then about every 4 weeks for the last 20 weeks of the study. If your participation in this
study is for less than 6 months, then your visit schedule may differ from this. If you
end the study early, we ask that you make every effort to come back for a final visit.
This is important because your doctor will perform final assessments and discuss
treatment options with you.

At each of these clinic visits, you will complete forms that ask questions about your
symptoms, about any problems you may be having, and about your lifestyle. All of
these forms will take a total of approximately 50 minutes to complete.

You cannot participate in this study for more than six months. In addition, your
physician or psychiatrist may remove you from the study, if he or she thinks this is in
your best interest. If you become or plan to be pregnant (or suspect that you are
pregant), you may not participate in this study. You may also be withdrawn from the
protocol if you do not agree to follow its procedures, since continuing under these
circumstances would put you at risk.

Other reasons you may be withdrawn from the protocol include: Your physician or
psychiatrist no longer participates in it; the study is discontinued by Pharmacia and
Upjohn; or three months have elapsed after U.S. Food and Drug Administration’s

5/11/99
Page 2



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

Sample Consent Form

approval of reboxetine. If you are withdrawn from this study, other treatment options
will be discussed with you, although these may not be free of charge.

RISKS OR DISCOMFORTS

Blood samples will be drawn from a vein in your arm. The risks of having blood drawn
may include fainting or pain. There could be bruising or infection at the site where the
blood was drawn.

The following side effects have been commonly reported with reboxetine: dry mouth,
constipation, headache, nausea, increased sweating, sleeplessness, sleepiness, light-
headedness, rapid heartbeat, dizzy sensation, burning or prickling sensations, sexual
problems, and urinary hesitancy. It is possible that you may experience one or more of
these effects. In studies conducted to date, these side effects have gone away, in
general, when the drug was stopped. If you experience sleepiness, dizziness, or light-
headedness please refrain from (or use your best judgment while) driving or engaging
in potentially hazardous activity. Other side effects may also occur, but most of these
are less common or rare.

Use of illicit drugs and consumption of alcohol during the study may increase the risk
of adverse events and may cause harmful interactions with the study medication.
This effect could make driving or operating machinery dangerous.

All medications taken (including over the counter) should be reported to your physician,
so that appropriate advice about their safety can be given.

RESTRICTIONS

If you are a woman, you should not become pregnant while participating in this study,
because the drug might affect your unborn child. If you are nursing a child you should
not participate in this study. Women patients will have a pregnancy test before they
start the study, and periodically during the study. If there is any chance you could
become pregnant, you must agree to use a reliable birth control method during the
study and for at least a month after stopping the study drug. Examples of acceptable
birth control methods include birth control pills, IUD, diaphragm, long-acting progestin
contraceptives, or use of condoms and spermicide. If this applies to you, you and your
doctor should discuss this before your participate in this study.

If you plan to become pregnant in the next 9 months, do not participate in this study.

If you become or are found to be pregnant while you are taking study medication or
within 30 days after stopping study medication, you must inform the study doctor. The
study doctor must then report your pregnancy and its outcome to Pharmacia &
Upjohn.

You must not use any other sedative or tranquilizer (like Halcion®, Xanax®, Valium, or

Librium) while you are participating in this study. You must not use any type of street

5/11/99
Page 3



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

Sample Consent Form

drug. Before the study begins, your urine will be tested to make sure you have taken
no other drugs.

UNFORESEEABLE RISKS

In addition to the risks described above, there may be other discomforts or risks to you
from this study drug that we do not yet know about.

BENEFITS

Your benefits for participating in this study include a free psychiatric examination and
up to six months of free treatment that might relieve your symptoms. Also you will
have free laboratory tests and a medical examination including an electrocardiogram.
You may give the results of these tests to your regular doctor.

An indirect benefit is the opportunity to possibly help yourself and other patients with
depression by contributing to the knowledge of this new drug.

ALTERNATE TREATMENT

If you choose not to participate in the study, alternate treatment for your medical
condition is available. That treatment could consist of psychotherapy or drugs or both
and could be provided within a psychiatric clinic or by a private psychiatrist or other
medical doctor.

CONFIDENTIALITY

If you volunteer to participate, your study information will be recorded on case report
forms and sent to the study sponsor, which is Pharmacia & Upjohn. Pharmacia &
Upjohn representatives, members of the local review committee which has approved
this study, and governmental regulatory agencies may need to look at your medical
records to verify the study records. Your signature on this form indicates you have
authorized this access to your records in the event it is warranted.

Records which identify you will be kept confidential and, to the extent permitted by the
applicable laws and/or regulations, will not be made publicly available. Your name will
not appear in any research report or publication.

COMPENSATION FOR INJURY

Pharmacia & Upjohn will pay for required medical treatment for any study-related
physical injury. An injury is considered study related if it is caused by study activities
that are different from the treatment you would have received if you were not in the
study. Pharmacia & Upjohn assumes no obligation to pay for the medical treatment of
other injuries or illnesses, nor to pay any other type of compensation.

5/11/99
Page 4



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

Sample Consent Form

NEW INFORMATION ON STUDY DRUG

If any significant new information about the study drug becomes available during your
participation in the study, and that information might affect your willingness to
continue the study, the doctor in charge of the study will tell you about it.

QUITTING THE STUDY EARLY

You may decide to quit the study at any time and the study physician may remove you
from the study at any time for medical reasons or if you fail to follow instructions
during the study. There is also a possibility the study could be stopped by Pharmacia &
Upjohn before your participation is complete.

If you leave the study early for any reason:

5/11/99

you will not lose any benefits that you would otherwise have;
it will not affect your present or future medical care;

you will be asked to undergo a final examination, lab tests, ECG and relevant
assessments concerning your symptoms; and

you must return any unused study drug and empty bottles to the study doctor.

Page 5



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

Sample Consent Form

VOLUNTEER’S STATEMENT

I voluntarily consent to participate in this study.
I have read and understand this statement of informed consent and the risks described.
I understand that I will receive a copy of this signed and dated consent form.

I understand that I may withdraw my consent at any time.

Signature of Study Volunteer Date Time

Signature of Witness Date Time

IF YOU HAVE QUESTIONS about this study, call one of the following people:

at( )

[Investigator]

at ()

[Subinvestigator]

IF YOU HAVE QUESTIONS about your rights as a research volunteer, call:

at( )

[Patient Advocate/IRB Member]

IF YOU THINK YOU HAVE EXPERIENCED a study-related injury, call:

at( )

[Investigator]

5/11/99
Page 6



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

REBOXETINE
950ECNS0005-071

Product:

Protocol:

Investigator: Jay Amsterdam

Contact Information
University of Pennsylvania
Depression Research Unit
3535 Market Street, 3rd Floor
Philadelphia, PA 19104

Attn: Chanel Brown-Morris
Phone: 215 662 3462
Fax: 215 662 6443

IRB(s)

Joseph Sherwin, PhD
University of Pennsylvania
Office of Regulatory Affairs
3508 Market Street, Suite 230
Philadelphia, PA 19104

Sub-Investigator(s)
Cara Grugan

John P. O'Reardon, MD
Mary Hooper

Miriam Hundert, RN

Investigator: James Barbee

Contact Information
LSUMC-Touro Anxiety and Mood
Disorders Clinic

1401 Foucher Street

Suite R-115

New Orleans, LA 70115

Attn: Lisa Gulledge, MS, CCRC
Phone: 504-897-8559
Fax: 504-897-8547

IRB(s)

Gary Stein, MD

Touro Infirmary IRB
1401 Foucher Street
New Orleans, LA 70115

M. Wayne Hurst, PhD
LSUMC IRB

433 Bolivar Street

New Orleans, LA 70112

Sub-Investigator(s)

Anthony G. Johnson, MD

Jeanne C. Dunne, RN, BSN, CCRC
Juli D. Bean, BS

Lisa S. Sullivan, MS, CCRC

Mark H. Townsend, MD

Nancy C. Lehman, MD

Investigator: Anita Clayton

Contact Information
University of Virginia

Center for Psychiatric Clinical Research

2955 Ivy Road
Charlottesville, VA 22903

Attn: Rita Lackey, RN
Phone: 804-243-4631
Fax: 804-243-4716

IRB(s)
David Peura, MD

University of Virginia Health Systems

Box 483
Charlottesville, VA 22908

Sub-Investigator(s)
Kathleen McClure, RN
Ludmila Kryzhanovskaya, MD
Richard Carter, BA

Rita J. Lackey, RN

Walter Mason, RN

Zachariah Dameron, MD

Investigator: Harry Croft

Contact Information

The Croft Research Group
Physicians Plaza |

8038 Wurzbach Rd., Suite 480
San Antonio, TX 78229

Attn: Kim Howerton
Phone: 210-692-1222
Fax: 210-692-9994

Date Created: Wednesday, April 23 2003

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Cindy L. Johnston, MD
Dean A Faulk, MD

Eva J. Lopez, MD
Joseph R. Luna, lll, MD
Robert L. Still, MD
Susan A. Lee, MD

Page 1 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

REBOXETINE
950ECNS0005-071

Product:

Protocol:

Investigator: Eugene DuBoff

Contact Information

Denver Center for Medical Research
4704 Harlan Street

Suite 500

Denver, CO 80212

Attn: Marilyn Greenwalt
Phone: 303-477-1880
Fax: 303-480-1086

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Barb D'Albey, Ph.D.
Charles W. Baucum, MD
Huette Thompson

Jennifer Meriwether, Asst. CRC

Kelly Shea, Asst. CRC

Lorie Gose, Psy.D.

Marilyn Greenwalt, CCRC
Michelle Powell, MA

Pat Brummett, MSW, LCSW
Peggy Ralston, RN, ANP
Philip G. Smaldone, MD
Priscilla Zink

Robin Linsenmeyer, MA
Veronica Bozman, CRC

Investigator: David Dunner

Contact Information

University of Washington Center for
Anxiety and Depression

4225 Roosevelt Way, NE

Suite 306C

Seattle, WA 98105

Attn:
Phone: 206-543-6768
Fax: 206-543-7565

IRB(s)

Paul H. Lange, MD
University of Washington
Human Subjects Division
Box 355752

Seattle, WA 98195

Sub-Investigator(s)
Beth Fahlberg, ARNP
Helen Hendrickson, MD
Kerri Halfant, MD
Margaret Martin, ARNP
Lori Miyamoto, ARNP

Investigator: Naresh Emmanuel

Contact Information

Medical University of South Carolina
Clinical Research Section
Charleston, SC 29425-0472

Attn:
Phone:
Fax:

Date Created: Wednesday, April 23 2003

IRB(s)

Edward C. Conradi, MD
Office of Research Integrity
501 Wachovia Bank Building
P.O. Box 250857
Charleston, SC 29425

Sub-Investigator(s)
Alexander Morton, Pharm D
Marsha Cisa, RN

Naresh Emmanuel, MD
Olga Brawman-Mintzer, MD
Rebecca Kapp, RN

Sarah Book, MD

Page 2 of 10



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

CredITs Report -
Protocol Investigators: Contact Information, IRBs and Sub-Investigators

Product: REBOXETINE
Protocol: 950ECNS0005-071

Investigator: Maurizio Fava

Contact Information IRB(s) Sub-Investigator(s)
Massachusetts General Hospital Thelma Bennett Albert Yeung, MD
50 Stanford Street Massachusetts General Hospital Andrea C. Hutchins, BA
Suite 401 Subcommittee on Human Studies :

A N MD
Boston, MA 02114 Human Research Office, Lawrence nd.relw |eren.berg,

House Christina Dording, MD

Attn: Karen Kelly Boston, MA 02114 Dan Viad losifescu, MD
Phone: 617-726-8727 David Mischoulon, MD, PhD
Fax: 617-724-3028 Emma C. Wright, BS

Jane Erb, MD

Johanna Gordon, BA
John Worthington, MD
Jonathan Alpert, MD, PhD
Joyce Tedlow, MD

Karen E. Kelly, BA
Kathryn A. Bottonari, BA
Laura M. Polania, BA
Margarita Lia Delgado
Megan M. Smith, BA
Shamasah Sonawalla, MD
Timothy Peterson, PhD
Nicole Neault, BA

Megan E. Hughes, BA
Grace Rubenstein, BA
Heidi Montoya, BA
Robert Lee Gresham, BA
Ella Masson, BA

Julie Ryan, BA

Jessica L. Murakami, BA
Yasmin Mahal, BA

Investigator: James Ferguson

Contact Information IRB(s) Sub-Investigator(s)
Pharmacology Research Clinic William C. Jacobs Fares J. Arguello, MD
448 E. 6400 South Western IRB James G. Johnson, MSW
Suite 200 3535 Seventh Avenue S.W. ;

Richard J. Ingebretsen, PhD, MD
Salt Lake City, UT 84107 Olympia, WA 98508 ichard .. Ingebretsen

Richard N. Shingleton, PhD
Attn: Amy Holman Shellie M. Waterman, MSW

Phone: 801-261-0445
Fax: 801-261-0445

Date Created: Wednesday, April 23 2003 Page 3 of 10



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

CredITs Report -
Protocol Investigators: Contact Information, IRBs and Sub-Investigators

REBOXETINE
950ECNS0005-071

Product:

Protocol:

Investigator:  William Gilmer

Contact Information
Northwestern University
675 N. St. Clair Street
Suite 20-250

Chicago, IL 60611

Attn: Carolyn Cooler
Phone: 312-695-6929
Fax: 312-695-6276

IRB(s)

Peter Lichtenthal, MD
Northwestern University
Abbott Hall, 5th Floor

710 North Lake Shore Drive
Chicago, IL 60611

Sub-Investigator(s)
Amber Bauer
Carolyn Cooler, RN
Laura Tomasello, RN
Pedro Dago, MD
Peter Alahi, MD
Susan Genell

Investigator: Uriel Halbreich

Contact Information

SUNY Clinical Center, BB 170
Biobehavioral Program

462 Grider Street

Buffalo, NY 14020

Attn: Cary Midla
Phone: 716-898-4312
Fax: 716-892-0431

IRB(s)

James B. Lee, MD

SUNY at Buffalo School of Medicine
Institutional Review Board

135 Cary Hall

Buffalo, NY 14214

Sub-Investigator(s)
Cary Midla

Jean Willis, RN
Linda Kahn, PhD
Ranga Ram, MD

Investigator: Saul Helfing

Contact Information

Oregon Center for Clinical Investigations

Oakridge Medical Clinic
4309 Oakridge Road
Lake Oswego, OR 97035

Attn: James O'Keefe
Phone: 503-675-1911
Fax: 503-675-7825

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Dale Mortimer, MD
S. David Glass, MD
Michael Duran, MD

Investigator: Scott Hoopes

Contact Information

Pacific Coast Clinical Coordinators (PC3)

960 Broadway Ave., Suite 110
Boise, ID 83706

Attn: Tara Billera
Phone: 208-345-6213
Fax: 208-345-4015

Date Created: Wednesday, April 23 2003

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Graham Wetherley, MD
Grant Belnap, MD

Lisa Lawrence, NP
Loretta Amy, CCRC

Page 4 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

REBOXETINE
950ECNS0005-071

Product:

Protocol:

Investigator: Elly Lee

Contact Information

The Irvine Clinical Research Center
16259 Laguna Canyon Road
Irvine, CA 92618

Attn: Tonya Haugen
Phone: 949-753-1663
Fax: 949-753-4761

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)

Elly R. Lee, MD

Laura A. Wise, RN, CCRC
Michael J. Wolf, MD
Nancy Wassom, RN
Phillip Cohen, MD

Sid Rosenblatt, MD, FACP

Investigator: Andrew Leuchter

Contact Information

University of California, Los Angeles
Neuropsychiatric Institute

Room 37-432

Los Angeles, CA 90024

Attn: Jennifer Lara
Phone: 310-825-5028
Fax: 310-825-7642

IRB(s)

Carmine Clemente, PhD

University of California, Los Angeles
Office for the Protection of

2107 Ueberroth Bldg - 169407

Los Angeles, CA 90095

Sub-Investigator(s)
Heather Krell, MD

lan Cook, MD

Michelle Abrams

Robert V. Ashley, MD
Robin R. May, MD

Sam Zeim

Timothy W. Fong, , MD
John Zebulon Little 1ll, MD
Jennifer Lara

Elizabeth Kostrey, MD
Barbara E.Siegman, MD

Investigator: Michael Liebowitz

Contact Information

The Medical Research Network, L.L.C.

123 West 79th Street
Suite 106
New York, NY 10024

Attn: Ester Salman

Phone: 212-595-5012
Fax: 212-595-5013

Date Created: Wednesday, April 23 2003

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)

Carmen Berovides

Ester Salman, BS

Iris Amarante, BA

J. Arturo Sanchez-LaCay, MD
Lisette Caimares, AS

Maria Christensen, BA
Michelle Ozuna

Peter Ruiz, MD

Roberto Lewis-Fernandez, MD

Page 5 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

REBOXETINE
950ECNS0005-071

Product:

Protocol:

Investigator: Peter Londborg

Contact Information

Seattle Clinical Research Center
901 Boren Avenue

Suite 1800

Seattle, WA 98104

Attn: David Holmgren
Phone: 206-624-4587
Fax: 206-624-6975

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)

August T. Piper, Jr., MD

Carol J. Collins, MD

Debra Beckman, BSN, ARNP
Expedita L. Castro, MD

Joyce Buchanan, MSN, ARNP
Krista Dierks-Spencer, PhD

Laurel Peters, RN, MS, MA, MFCC
Mary Richter, MD

Investigator: Patrick McGrath

Contact Information

New York State Psychiatric Institute
Depression Evaluation Service
1051 Riverside Drive

New York, NY 10032

Attn: Teri Koenig, RN
Phone: 212-543-5764
Fax: 212-543-5326

IRB(s)

John Rainer

New York State Psychiatric Institute
1051 Riverside Drive

New York, NY 10032

Sub-Investigator(s)
Deborah Deliyannides, MD
Frederic Quitkin, MD
Jonathan Stewart, MD

Investigator: Robert Moreines

Contact Information
ClinSearch, Inc.

1700 Galloping Hill Road
Kenilworth, NJ 07033

Attn: Ina Marritt
Phone: 908-241-1022
Fax: 908-241-2212

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Alison Weiner, MD
Clifford Goldman, MD
Mark Roffman, PhD

Investigator: Francisco Moreno

Contact Information

AHSC/Psychiatry
1501 N. Campbell Avenue
Tucson, AZ 85724-5002

Attn: Francisco Moreno, MD

Phone: 520-626-6672
Fax: 520-626-6050

Date Created: Wednesday, April 23 2003

IRB(s)

David Johnson, MD

University of Arizona Human Subjects
Comittee

1622 E. Mabel

Tucson, AZ 85724

Sub-Investigator(s)

Alan J. Gelenberg, MD
Francisco Moreno, MD

Judith Steward, RN, MSN

Larry Onate, MD

Lynda Zentner

Patricia Collins-Joyce, RN, BSN
Penny Palmer

Page 6 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

REBOXETINE
950ECNS0005-071

Product:

Protocol:

Investigator: Dennis Munjack

Contact Information

Southwestern Research Institute
435 North Bedford Drive, Suite 216
Beverly Hills, CA 90210

Attn: Gretchen Seipp
Phone: 310-858-7448
Fax: 310-858-7489

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Christine Szeto, MD
Christophen Cutter, MD
Debbie Gibbs, RN

Eva Cwynar-Kohut, MD
John J. Murphy, MD
Kimberly Russell

Mark Gerard, MD
Michael Marsh, MD
Richard Kroop, MD
Sourpik Avakian, MD
Zdravka Velkova, MD

Investigator: Erik Nelson

Contact Information
Biological Psychiatry Program

University of Cincinnati Medical Center

231 Bethesda Avenue/ML 0559
Cincinnati, OH 45267-0559

Attn: Geii Kmetz/Erik Nelson, MD
Phone: 513-558-5117
Fax: 513-558-2882

IRB(s)

Frederick Samaha, MD

University of Cincinnati Medical Center
140 Health Professions Way

Eden and Bethesda Avenue
Cincinnati, OH 45267-0567

Sub-Investigator(s)
Lesley M. Arnold, MD
Marlene P. Freeman, MD
Pallivi Chandra

Paul E. Keck, Jr., MD
Susan L. McElroy, MD

Investigator: Stephen Prover

Contact Information
Western Clinical Research
23441 Madison Street, #310
Torrance , CA 90505

Attn: Loran Lord

Phone: 310 378 5003
Fax: 310 378 8277

Date Created: Wednesday, April 23 2003

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)

Claude T.H. Friedman, MD

Irwin Savodnik, MD

Jennifer L. Lisak, PA-C

Jessica K. Patay, CCRC

Nancy Davis-Zinner, PhD

Norman R. Zinner, MD, MS, FACS
Richard C. Palmer, MD

Page 7 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

Product: REBOXETINE

Protocol: 950ECNS0005-071

Investigator: Mark Rapaport

Contact Information
UCSD Dept of Psychiatry
8950 Villa LaJolla Drive
Suite 2243

LaJolla, CA 92037

Attn: Cristin Barrett
Phone: 858 622 6122
Fax: 858 450 1491

IRB(s)

Lucille Pearson, Director
University of California, San Diego
Human Subjects Program

9500 Gilman Drive

LaJolla, CA 92093-0052

Human Subjects Committee
9500 Gilman Drive
LaJdolla, CA 92093

Sub-Investigator(s)

A. Robin Aylor, Ph.D
Brandy Isaacks, MA

Cristin Barrett

Diane Cole

Douglas R. Dolnak, DO
Gloria E Bensussen, MD, MPH
Greg Panicia, MD

Olavo Pinto, MD

Patricia Rodgers, RN, MSN
Raymond T. Mawhinney, BA
Rodney Rivera

Shane Gomes, MA
Shannon V. Chavez, MD
Wessel P. Dirksen, MD

Investigator: Ralph Richter

Contact Information

Clinical Pharmaceutical Trials, Inc.
1705 E. 19th Street

Suite 406

Tulsa, OK 74104

Attn: Mary Donovan
Phone: 918 743 4374
Fax: 918 743 3081

IRB(s)

William C. Jacobs

Western IRB

3535 Seventh Avenue S.W.
Olympia, WA 98508

Sub-Investigator(s)
Ivette Farmer, MD, MPH
Mark A. Kelley, MD
Susan Corkran, MD

Investigator: Jeffrey Smith

Contact Information
Radiant Research, Inc.
151 Old Jones Road
Duncan, SC 29334

Attn: Susan Asley

Phone: 864-989-0890
Fax: 864-989-0209

Date Created: Wednesday, April 23 2003

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Douglas A. Fullington, MD
Douglas C. Owens, MD
Tony R. Goodbar, MD

Page 8 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

Product: REBOXETINE

Protocol: 950ECNS0005-071

Investigator: Stephen Stahl

Contact Information

Institute for Psychopharmacologic
Research

5857 Owens Avenue, Suite102
Carlsbad, CA 92009

Attn: William Brown
Phone: 760-931-8857
Fax: 768-931-8713

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
William Brown

Investigator: Michael Thase

Contact Information

University of Pittsburgh Medical Center
Western Psychiatic Institute and Clinic
3811 O'Hara Street, Room 435BT
Pittsburgh, PA 15213

Attn: Lisa Stupar
Phone: 412-624-5078
Fax: 412-624-3284

IRB(s)

Samuel Gershon, MD

University of Pittsburgh Health Sciences
IRB

3500 Fifth Avenue

Pittsburgh, PA 15213

Sub-Investigator(s)
Antonio Hardan, MD
Duane Spiker, MD
Edward S. Friedman, MD
Eric Nofzinger, MD

Erin Scutella

James W. Stein

Janice L. McGeary, RN
Judith A. Lis, RN, MSN
Luann S. Shutt, RN, MSN
Marlene N. O'Leary
Michael Lightfoot

Ripu D. Jindal, MD
Robert H. Howland, MD
Susan R. Berman

Susan S. Hogarty

Investigator: Madhukar Trivedi

Contact Information
University of Texas
Southwestern Medical Center
St. Paul POS | #520

Dallas, TX 75235

Attn: Shannon Baker

Phone: 214-648-4231
Fax: 214-648-4210

Date Created: Wednesday, April 23 2003

IRB(s)

Perrie M. Adams, PhD

University of Texas Southwestern
Medical Ctr.-IRB

5323 Harry Hines Blvd.

Dallas, TX 75235

Sub-Investigator(s)
Brandi O'Neal

Jim Seibold, PhD

Kelly Kopf

Patricia Lupton, PAC
Prabha Sunderajan, MD
Shannon Baker

Shivani Myer, MD

Page 9 of 10



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

CredITs Report -

Protocol Investigators: Contact Information, IRBs and Sub-Investigators

Product: REBOXETINE

Protocol:

950ECNS0005-071

Investigator: Teresa Walsh

Contact Information

Oregon Center for Clinical Investigations,

Inc.

572 West 11th Avenue
Suite #332

Eugene, OR 97401

Attn: Gina Tiel
Phone: 541-341-6565
Fax: 541-341-3370

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)

David Strutin, MD

Gina M. Tiel, MS

James Grimm, MD

Jocelyn Bonner, MD
Raymond N. Englander, MD
Tamara D. Henley, CCRC
Theresa Walsh, MD

Investigator: John Zajecka

Contact Information

Rush-Presbyterian-St. Luke's Medical

Center

Woman's Board Depression
1725 W. Harrison St., Suite 955
Chicago, IL 60612

Attn: Helen Jeffries

Phone: 312-942-3527
Fax: 312-942-2177

Date Created: Wednesday, April 23 2003

IRB(s)

William C. Jacobs

Western Institutional Review Board
3535 Seventh Avenue, S.W.
Olympia, WA 98502

Sub-Investigator(s)
Jan Fawcett, MD
Jeffrey Ross, MD
William Miles, MD

Page 10 of 10
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Anhang
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

(New Tab)

NOTE: Complete the NEW “Continuation Assessment case report form” (CONT CRF) prior to
completing any other assessments.

Original END OF WEEK 72 Activities
(Complete if subject is NOT continuing on further Reboxetine Treatment)

+ Complete the following CRFs:
Page # Form

95 Physical Examination
96 Vital Signs / AE & Concomitant Medication / Study Medication Record
97 Pregnancy Test / Electrocardiogram (ECG)

Note: Mail duplicate original ECG to Premier.
98-101 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)
102 Clinical Global Impressions (CGl)
103 Study Termination Report

+ Draw End of Week 72/Final Visit safety laboratory assessment tests (Serum Chemistry,
Hematology, Urinalysis, Pregnancy Test)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 96).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form

+ Collect and check subject’s Dosing Diary and study medication compliance. Record on CRF
page 96.

New END OF WEEK 72 Activities
(Complete if subject IS continuing on further Reboxetine Treatment)
+ Complete the following CRFs:
Page # Form

96 Vital Signs / AE & Concomitant Medication / Study Medication Record
98-101 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 96).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 96.
+ Dispense Week 73-80’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 80 visit.



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

E zhgfmﬁcia Protocol 950ECNS0005-071
PO principal Monitor: Saeeduddin Ahmed, M.D. TRANSMITTAL FORM
.|

DataFax #153 Plate #500 Seq. #072
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

Original END OF WEEK 72 / FINAL VISIT
All End of Week 72 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

= iffaxed Page#  Form

E' O CONT Continuation Assessment Case Report Form

=

% O 95 Physical Examination

) O 96 Vital Signs / AE & Concomitant Medication / Study Medication Record
O 97 Pregnancy Test / Electrocardiogram (ECG)
O 98 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 99 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 100 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 101 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4
O 102 Clinical Global Impressions (CGl)
O 103 Study Termination Report

As Needed Form
O AEF Adverse Event Form

O CM Concomitant Medication Form

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)



&

TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

Pth’jlfmﬁCia Protocol 950ECNS0005-071
PO principal Monitor: Saeeduddin Ahmed, M.D. TRANSMITTAL FORM
.|

DataFax #153 Plate #500 Seq. #072
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

New END OF WEEK 72
All End of Week 72 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

if faxed Page # Form

O CONT Continuation Assessment Case Report Form

O 96 Vital Signs / AE & Concomitant Medication / Study Medication Record

O 98 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 99 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 100 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 101 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form
O AEF Adverse Event Form

| CM Concomitant Medication Form



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

9 Pharmacia  Protocol 950ECNS0005-071 CONTINUATION ASSESSMENT

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. CASE REPORT FORM
.|

DataFax #153 Plate #028 Seq. #072
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

1. linterviewed the subject today, reviewed the subject’s history, current mental and physical symptoms
and am of the opinion that continuation of Reboxetine treatment is indicated at this time:

[0 Yes (gotoitem?2)

[J No  (perform the ORIGINAL End of Week 72 Final Visit activities and Study Termination Report)

CONTINUATION ASSESSMENT CRF

2. | discussed the possible benefits, risks and alternatives of continuing Reboxetine treatment with the
subject, and the subject concurs with my decision:

[0 Yes (gotoitem3)

[ No  (perform the ORIGINAL End of Week 72 Final Visit activities and Study Termination Report)

3. Ifthe responses to items 1 and 2 are “Yes”, has the amendment #A informed consent been presented
to and signed by the subject?

[0 Yes (perform the NEW End of Week 72 Visit activities listed on NEW End of Week 72 tab)

[0 No  (perform the ORIGINAL End of Week 72 Final Visit activities and Study Termination Report)

Signature of person who performed this evaluation (must be licensed physician who is noted on 1572):

Signature: Date:

Signature of primary investigator if assessment was performed by designee: O na
(NOTE: If same as above, please check “N/A”)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Signature: Date:

CONT



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

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 80

+ Complete the following CRFs:

Page # Form

104 Vital Signs / AE & Concomitant Medication / Study Medication Record
105-108 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 104).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 104.

+ Dispense Week 81-88’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 88 visit.



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

E zhgfmﬁcia Protocol 950ECNS0005-071
PO principal Monitor: Saeeduddin Ahmed, M.D. TRANSMITTAL FORM
.|

DataFax #153 Plate #500 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

END OF WEEK 80
All End of Week 80 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

= iffaxed Page#  Form

=

g O 104 Vital Signs / AE & Concomitant Medication / Study Medication Record

(%2}

E O 105 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 106 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 107 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 108 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

O AEF Adverse Event Form
| CM Concomitant Medication Form
O 122 Study Termination Report

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

9 Phammacia  Protocol 950ECNS0005-071

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION End of
Principal Monitor: Saeeduddin Ahmed, M.D. / STUDY MEDICATION RECORD Week 80

DataFax #153 Plate #015 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): lbs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 104



25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

&Upiohn  principal Monitor: Saeeduddin Ahmed, M.D. DEPRESSION :25-|TEM HAMD: - Page 1 of 4 Week 80

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

HAMILTON PSYCHIATRIC RATING SCALE FOR

End of

DataFax #153 Plate #010 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,

pessimism, “Locked in”, occasional weeping, apathy, decrease in

experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I am no good at all.” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate
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25-ITEM HAMD - Page 2 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

h Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESSION :25-|TEM HAMD: - Page 2 of 4 Week 80

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of

DataFax #153 Plate #011 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness

D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness
[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent
D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

|:| 3 Suicidal ideas, gestures, or plans

D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate
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Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

h Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESSION :25-|TEM HAMD: - Page 3 of 4 Week 80

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of

DataFax #153 Plate #012 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13. Loss of appetite
D o Absent |:| 2 Loss of appetite, severe or constant: constipation
|:| 1 Loss of appetite, mild or occasional |:| Can't rate
14. Loss of weight
D o Absent D » Three pounds or more over the past month
D 1 One or 2 pounds over the past month D Can't rate
15. Weight gain
[ o Absent O , Gained 3 or more pounds over the last month
D 1 Gained 1 or 2 pounds over the past month D Can't rate
16. Loss of energy
D o No loss of energy D 2 Marked interferences with functioning (decrease in work and
o . . activities), feelings of heaviness or achiness
D 1 Subjective loss of energy or feelings of tiredness
D Can't rate
17. Loss of interest
[J o Noloss of interest | , Severe loss of interest in most activities, including clothes,
. ) food, and appearance
D 1 Mild loss of interest
|:| Can'trate
18. Work and activities
D o Absent D 3 Considerably diminished performances of work or routine activities,
D S hat d d effici Fortiul . and/or d d more things are neglected or postponed indefinitely, virtually
1 omew_at ecreased efficiency, efiortiu NEss, andjor Gecrease unproductive; avoids social contacts, nothing seems pleasurable,
interest in or gets less pleasure from hobbies, interest, social no interests
contacts
D 4 Unable to work, nonproductive, completely immobilized
|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in D Can'trate
hobbies, social events
19. Loss of libido
D o No change D o Almost total loss of interest and sexual activity
D 1 Some loss of interest and performance D Can't rate
20. Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

[ o Absent

D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat

“hyper” or jittery.

D 4 Pervasive apprehension, tension, irritability, constant ruminative
worrying

|:| 4 Panic attacks: phobias restrict activity

D Can't rate
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Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

h Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESSION :25-|TEM HAMD: - Page 4 of 4 Week 80

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of

DataFax #153 Plate #013 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) . has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:

Initials or Signature: Page 108



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

Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 88

+ Complete the following CRFs:

Page # Form

109 Vital Signs / AE & Concomitant Medication / Study Medication Record
110-113 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 109).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 109.

+ Dispense Week 89-96’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 96 visit.



TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

zhgfmﬁda Protocol 950ECNS0005-071
PO principal Monitor: Saeeduddin Ahmed, M.D. TRANSMITTAL FORM
.|

DataFax #153 Plate #500 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

END OF WEEK 88
All End of Week 88 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

if faxed Page # Form

O 109 Vital Signs / AE & Concomitant Medication / Study Medication Record

O 110 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 111 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 112 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 113 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

O AEF Adverse Event Form
| CM Concomitant Medication Form
O 122 Study Termination Report



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

hamacia Protocol S50ECNSD005.071 VITAL SIGNS / AE & CONCOMITANT MEDICATION End of

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. / STUDY MEDICATION RECORD Week 88
.|

DataFax #153 Plate #015 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): lbs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 109



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

harmada. Protocol 950ECNS0005.071 HAMILTON PSYCHIATRIC RATING SCALE FOR End of

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESS|ON=25-|TEM HAMD:-Pagelof4 Week 88
IR I IER INNEEE N INEN N b AN

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

DataFax #153 Plate #010 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,

pessimism, “Locked in”, occasional weeping, apathy, decrease in

experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I am no good at all.” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

harmada. Protocol 950ECNS0005.071 HAMILTON PSYCHIATRIC RATING SCALE FOR End of

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESS|ON=25-|TEM HAMD:-Page20f4 Week 88
IR I BN INNEEE N I AN AN B A

25-ITEM HAMD - Page 2 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

DataFax #153 Plate #011 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness

D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness
[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent
D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

|:| 3 Suicidal ideas, gestures, or plans

D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

harmada. Protocol 950ECNS0005.071 HAMILTON PSYCHIATRIC RATING SCALE FOR End of

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESS|ON=25-|TEM HAMD:-PageSOM Week 88
IR I AER INNEEE F IREEN N B AN

25-ITEM HAMD - Page 3 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

DataFax #153 Plate #012 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13.

14.

15.

Loss of appetite

[ o Absent

O 1 Loss of appetite, mild or occasional
Loss of weight

[ ¢ Absent

D 1 One or 2 pounds over the past month
Weight gain
[ o Absent

D 1 Gained 1 or 2 pounds over the past month

|:| » Loss of appetite, severe or constant: constipation

D Can't rate

D » Three pounds or more over the past month

|:| Can'trate

|:| » Gained 3 or more pounds over the last month

D Can't rate

16.

17.

18.

19.

Loss of energy

[J o Noloss of energy

D 1 Subjective loss of energy or feelings of tiredness

Loss of interest
[J o Noloss of interest

D 1 Mild loss of interest

Work and activities

[ o Absent

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social

contacts

|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in

hobbies, social events
Loss of libido

[J ¢ Nochange

D 1 Some loss of interest and performance

D 2 Marked interferences with functioning (decrease in work and
activities), feelings of heaviness or achiness

D Can't rate

D , Severe loss of interest in most activities, including clothes,
food, and appearance

|:| Can't rate

D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,
no interests

D 4 Unable to work, nonproductive, completely immobilized

D Can't rate

D o Almost total loss of interest and sexual activity

|:| Can'trate

20.

Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

[ o Absent

D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat

“hyper” or jittery.

D 4 Pervasive apprehension, tension, irritability, constant ruminative
worrying

|:| 4 Panic attacks: phobias restrict activity

D Can't rate
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Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

&Upiohn  principal Monitor: Saeeduddin Ahmed, M.D. DEPRESSION :25-|TE|V| HAMD: - Page 4 of 4 Week 88

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of

DataFax #153 Plate #013 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) . has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:

Initials or Signature: Page 113



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

Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 96 / FINAL VISIT

+ Complete the following CRFs:

Page # Form

114 Physical Examination
115 Vital Signs / AE & Concomitant Medication / Study Medication Record
116 Pregnancy Test / Electrocardiogram (ECG)

Note: Mail duplicate original ECG to Premier.
117-120 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)
121 Clinical Global Impressions (CGI)

122 Study Termination Report

+ Draw End of Week 96/Final Visit safety laboratory assessment tests (Serum Chemistry,
Hematology, Urinalysis, Pregnancy test)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 114).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form

+ Collect and check subject’s Dosing Diary and study medication compliance. Record on CRF
page 114.



TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

Pharmacia  Protocol 950ECNS0005-071

Principal Monitor: Saeeduddin Ahmed, M.D. TRANSMITTAL FORM

DataFax #153 Plate #500 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

END OF WEEK 96 / FINAL VISIT
All End of Week 96 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

if faxed Page # Form

O 114 Physical Examination

O 115 Vital Signs / AE & Concomitant Medication / Study Medication Record

O 116 Pregnancy Test / Electrocardiogram (ECG)

O 117 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 118 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 119 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 120 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4
O 121 Clinical Global Impressions (CGI)

O 122 Study Termination Report

As Needed Form
O AEF Adverse Event Form

O CM Concomitant Medication Form



PHYSICAL EXAMINATION

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

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

End of Week 96/

Principal Monitor: Saeeduddin Ahmed, M.D. PHYSICAL EXAMINATION Final Visit

DataFax #153 Plate #004 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

INSTRUCTIONS: Check appropriate box to indicate current physical findings. Describe any abnormalities, indicating left or right
where applicable. If evaluation of the category is not performed, write “Not Done”.

HEAD AND NECK IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
EENT / MOUTH IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
P CHEST / LUNGS IF ABNORMAL, BRIEFLY DESCRIBE
H D Normal D Abnormal
Y HEART IF ABNORMAL, BRIEFLY DESCRIBE
S D Normal D Abnormal
I BREASTS (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
C D Normal D Abnormal
A BACK / SPINE (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
L D Normal D Abnormal
ABDOMEN IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
EXTREMITIES IF ABNORMAL, BRIEFLY DESCRIBE
F D Normal D Abnormal
SKIN IF ABNORMAL, BRIEFLY DESCRIBE
I D Normal D Abnormal
N LYMPH NODES (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
D D Normal D Abnormal
| NERVOUS SYSTEM IF ABNORMAL, BRIEFLY DESCRIBE
N D Normal D Abnormal
G MENTATION IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
S
ENDOCRINE IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
OTHER ABNORMAL PHYSICAL FINDINGS? | IF YES, BRIEFLY DESCRIBE
D No D Yes
COMMENTS:

Initials or Signature:
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VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

hamacia Protocol S50ECNSD005.071 VITAL SIGNS / AE & CONCOMITANT MEDICATION End of Week 96/

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. /| STUDY MEDICATION RECORD Final Visit
.|

DataFax #153 Plate #015 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): lbs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 115



PREGNANCT TEST/ECG

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

B Pharmacia  Protocol 950ECNS0005-071 End of Week 96/

Principal Monitor: Saeeduddin Ahmed, M.D. PREGNANCY TEST/ELECTROCARDIOGRAM (ECG) Final Visit

DataFax #153 Plate #017 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

PREGNANCY TEST (Serum)
NOT DONE, Reason: ] Male O surgically sterile [ Postmenopausal (>2 years)

DONE, Result: [] Negative [ Positive [ Inconclusive

| Note: If test is positive or inconclusive, subject should be removed from the study.

ELECTROCARDIOGRAM (ECG)

Date ECG Performed Time : hours
y oy ¥y oy mom d d (00:01 - 24:00)

Date of last dose .
of study medication Time : hours
y vy y y m m d d (00:01 - 24:00)

Are there any clinically significant changes noted from Screen ECG? [] No O ves

Note: Please mail a duplicate original Electrocardiogram (ECG) to PREMIER. |

Initials or Signature: Page 116



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

harmada. Protocol 950ECNS0005.071 HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 96/

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESS|ON$25-|TEM HAMD:-PageloM Final Visit
IRN I BN INNEEE N INEN I IEEEE

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

DataFax #153 Plate #010 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,

pessimism, “Locked in”, occasional weeping, apathy, decrease in

experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I am no good at all.” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

harmada. Protocol 950ECNS0005.071 HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 96/

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESS|ON$25-|TEM HAMD:-PageZOM Final Visit
IRR I BN INNEEE N L AN R I

25-ITEM HAMD - Page 2 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

DataFax #153 Plate #011 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness

D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness
[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent
D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

|:| 3 Suicidal ideas, gestures, or plans

D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate

Page 118



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

harmada. Protocol 950ECNS0005.071 HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 96/

& Upjohin Principal Monitor: Saeeduddin Ahmed, M.D. DEPRESS|ON$25-|TEM HAMD:-PageSOM Final Visit
IRN I IER INNEEE IR EEN I IEEEE

25-ITEM HAMD - Page 3 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

DataFax #153 Plate #012 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13.

14.

15.

Loss of appetite

[ o Absent

O 1 Loss of appetite, mild or occasional
Loss of weight

[ ¢ Absent

D 1 One or 2 pounds over the past month
Weight gain
[ o Absent

D 1 Gained 1 or 2 pounds over the past month

|:| » Loss of appetite, severe or constant: constipation

D Can't rate

D » Three pounds or more over the past month

|:| Can'trate

|:| » Gained 3 or more pounds over the last month

D Can't rate

16.

17.

18.

19.

Loss of energy

[J o Noloss of energy

D 1 Subjective loss of energy or feelings of tiredness

Loss of interest
[J o Noloss of interest

D 1 Mild loss of interest

Work and activities

[ o Absent

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social

contacts

|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in

hobbies, social events
Loss of libido

[J ¢ Nochange

D 1 Some loss of interest and performance

D 2 Marked interferences with functioning (decrease in work and
activities), feelings of heaviness or achiness

D Can't rate

D , Severe loss of interest in most activities, including clothes,
food, and appearance

|:| Can't rate

D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,
no interests

D 4 Unable to work, nonproductive, completely immobilized

D Can't rate

D o Almost total loss of interest and sexual activity

|:| Can'trate

20.

Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

[ o Absent

D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat

“hyper” or jittery.

D 4 Pervasive apprehension, tension, irritability, constant ruminative
worrying

|:| 4 Panic attacks: phobias restrict activity

D Can't rate
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25-ITEM HAMD - Page 4 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

Pharmacia  Protocol 950ECNS0005-071

&Upiohn principal Monitor: Saeeduddin Ahmed, M.D. DEPRESSION 325-|TEM HAMD: - Page 4 of 4 Final Visit

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 96/

DataFax #153 Plate #013 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) . has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression

|:| Can'trate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:
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CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

B Pharmacia  Protocol 950ECNS0005-071 End of Week 96/

Principal Monitor: Saeeduddin Ahmed, M.D. CLINICAL GLOBAL IMPRESSIONS (CGlI) Final Visit

DataFax #153 Plate #016 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , miay in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

STUDY TERMINATION REPORT
(End of Week 96)



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

Pharmacia
& Upjohn

STUDY TERMINATION REPORT - Instructions

DEFINITION OF STUDY TERMINATION REPORT

Study Termination Report refers to the end of study medication period. It is not meant for temporary
withdrawal or for the end of follow-up or observation period.

* Always refer back to the Subject’s Dosing Diary and double check the day of last study medication.
This date must be in accordance with other visit dates (i.e., not be before the first visit or after the last visit).

* If the subject did NOT complete the treatment period as defined in the study protocol, choose one primary
reason for withdrawal. Try to find out what lies behind the withdrawal, e.g., why a consent was withdrawn or
a protocol violation happened. Do not enter that cause on this form, but keep it ready for review. Do not be too
quick to enter “Lost to follow-up”, subjects sometimes return.

* Always choose the most severe reason. Example: If the subject withdrew the informed consent and had side
effects that caused problems, check “Adverse event”.

* Termination: The Study Termination Report page must be completed and submitted for all subjects who
were assigned study medication.



STUDY TERMINATION REPORT

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 30MAY01)

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

Pharmacia  Protocol 950ECNS0005-071 End of Week 96/

Principal Monitor: Saeeduddin Ahmed, M.D. STUDY TERMINATION REPORT Final Visit

DataFax #153 Plate #018 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

Date of last dose of study medication:

Did patient complete 96 weeks of treatment? Yes No

If No, choose one primary reason for withdrawal:

1 Adverse event — B Fill in/ update Adverse Event page

» Protocol violation ———® Explain in Comments section below

3 Consent withdrawn —® Explain in Comments section if necessary

4 Lost to follow-up

5 Protocol specific withdrawal criteria —® Explain in Comments section below

¢ Lack of efficacy

; Progression of disease

g Improvement

o Other, specify:

COMMENTS

Investigator’s Signature: Page 122
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

B Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

Clinical Global Impressions (CGl)
(End of Week 32 to 88)

NOTE: Please insert the CGI case report form in the appropriate visits.



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 32

DataFax #153 Plate #016 Seq. #032
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGIL.W32



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 40

DataFax #153 Plate #016 Seq. #040
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGIL.W40



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 48

DataFax #153 Plate #016 Seq. #048
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGl. w48



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 56

DataFax #153 Plate #016 Seq. #056
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGIL.W56



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 64

DataFax #153 Plate #016 Seq. #064
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGIL.W64



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 80

DataFax #153 Plate #016 Seq. #080
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGIL.W80



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 88

DataFax #153 Plate #016 Seq. #088
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: CGl.wW88



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

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071 (Amendment B)

NOTE: Complete the NEW “Continuation Assessment case report form” (CONT CRF) prior to
completing any other assessments.

Original END OF WEEK 96 Activities
(Complete if subject is NOT continuing on further Reboxetine Treatment)
+ Complete the following CRFs:
Page # Form

114 Physical Examination
115 Vital Signs / AE & Concomitant Medication / Study Medication Record
116 Pregnancy Test / Electrocardiogram (ECG)

Note: Mail duplicate original ECG to Premier.
117-120 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)
121 Clinical Global Impressions (CGI)
122 Study Termination Report

+ Draw End of Week 96/Final Visit safety laboratory assessment tests (Serum Chemistry,
Hematology, Urinalysis, Pregnancy Test)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 115).
Complete the following if indicated.

AEF Adverse Event Form
CM Concomitant Medication Form

+ Collect and check subject’s Dosing Diary and study medication compliance. Record on CRF
page 115.

New END OF WEEK 96 Activities
(Complete if subject IS continuing on further Reboxetine Treatment)
+ Complete the following CRFs:

Page # Form
Informed Consent - (Not included in this set of Case Report Forms, also do not fax to DataFax)

CONT Continuation Assessment Case Report Form
115 Vital Signs / AE & Concomitant Medication / Study Medication Record
116 Pregnancy Test / Electrocardiogram (ECG)

Note: Mail duplicate original ECG to Premier.
117-120 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

121 Clinical Global Impressions (CGI)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 115).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form

+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 115.

+ Dispense Week 97-104's supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 104 visit.



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

9 Pharmacia  Protocol 950ECNS0005-071
& Upjohn TRANSMITTAL FORM
|

DataFax #153 Plate #500 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

Original END OF WEEK 96 / FINAL VISIT
All End of Week 96 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

= iffaxed Page#  Form

E' O CONT Continuation Assessment Case Report Form

% | 114 Physical Examination

) O 115 Vital Signs / AE & Concomitant Medication / Study Medication Record
O 116 Pregnancy Test / Electrocardiogram (ECG)
O 117 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 118 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 119 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 120 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4
O 121 Clinical Global Impressions (CGl)
O 122 Study Termination Report

As Needed Form
O AEF Adverse Event Form

| CM Concomitant Medication Form

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)



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

9 Pharmacia  Protocol 950ECNS0005-071
& Upjohn TRANSMITTAL FORM
|

DataFax #153 Plate #500 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

New END OF WEEK 96
All End of Week 96 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

= iffaxed Page#  Form

% Informed Consent - (Not included in this set of Case Report Forms, also do not fax to DataFax)

% O CONT Continuation Assessment Case Report Form

" O 115 Vital Signs / AE & Concomitant Medication / Study Medication Record
O 116 Pregnancy Test / Electrocardiogram (ECG)
O 117 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 118 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 119 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 120 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4
O 121 Clinical Global Impressions (CGl)

As Needed Form
O AEF Adverse Event Form

| CM Concomitant Medication Form

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)



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

E Pramaia  Protocol 50ECNS0005-071 CONTINUATION ASSESSMENT

P CASE REPORT FORM
- - - - __- |

DataFax #153 Plate #028 Seq. #096
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

1. linterviewed the subject today, reviewed the subject’s history, current mental and physical symptoms
and am of the opinion that continuation of Reboxetine treatment is indicated at this time:

[0 Yes (gotoitem?2)

[J No  (perform the ORIGINAL End of Week 96 Final Visit activities and Study Termination Report)

CONTINUATION ASSESSMENT CRF

2. | discussed the possible benefits, risks and alternatives of continuing Reboxetine treatment with the
subject, and the subject concurs with my decision:

[0 Yes (gotoitem3)

[ No  (perform the ORIGINAL End of Week 96 Final Visit activities and Study Termination Report)

3. Ifthe responses to items 1 and 2 are “Yes”, has the amendment #A informed consent been presented
to and signed by the subject?

[0 Yes (perform the NEW End of Week 96 Visit activities listed on NEW End of Week 96 tab)

[0 No  (perform the ORIGINAL End of Week 96 Final Visit activities and Study Termination Report)

Signature of person who performed this evaluation (must be licensed physician who is noted on 1572):

Signature: Date:

Signature of primary investigator if assessment was performed by designee: O na
(NOTE: If same as above, please check “N/A”)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

Signature: Date:

CONT



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

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 104
+ Complete the following CRFs:
Page # Form
123 Vital Signs / AE & Concomitant Medication / Study Medication Record
124 Clinical Global Impressions (CGl)

125-128 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 123).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 123.

+ Dispense Week 105-112’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 112 visit.



Pharmacia  Protocol 950ECNS0005-071
& Upjohn

TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

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

TRANSMITTAL FORM
- - - |

DataFax #153 Plate #500 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us
END OF WEEK 104

All End of Week 104 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box
if faxed Page # Form

O 123 Vital Signs / AE & Concomitant Medication / Study Medication Record

O 124 Clinical Global Impressions (CGI)

O 125 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 126 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 127 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 128 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

O AEF Adverse Event Form
O CM Concomitant Medication Form
O 144 Study Termination Report



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION
/ STUDY MEDICATION RECORD End of Week 104

DataFax #153 Plate #015 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ ves If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:
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CLINICAL GLOBAL IMPRESSIONS (CGI)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 104

DataFax #153 Plate #016 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]
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9 Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Uplo DEPRESSION 525-ITEM HAMD: - Page 1 of 4 End of Week 104
IR IR IENEER IR IREN AN AN

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

DataFax #153 Plate #010 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. y 'y oy y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,

self-pity, worrying, decrease in social interests and activity level,
pessimism, “Locked in”, occasional weeping, apathy, decrease in

experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity

|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I'am no good at all” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate
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Pharmﬁcia Protocol 950ECNS0005-071

HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjon DEPRESSION (25-ITEM HAMD) - Page 2 of 4 End of Week 104

DataFax #153 Plate #011 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness

D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness

[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent
D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

O 3 Suicidal ideas, gestures, or plans
D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate
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DataFax #153 Plate #012 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13.

14.

15.

Loss of appetite

[ o Absent

O 1 Loss of appetite, mild or occasional
Loss of weight

[ ¢ Absent

D 1 One or 2 pounds over the past month
Weight gain
[ o Absent

D 1 Gained 1 or 2 pounds over the past month

|:| » Loss of appetite, severe or constant: constipation

D Can't rate

D » Three pounds or more over the past month

|:| Can'trate

|:| » Gained 3 or more pounds over the last month

D Can't rate

16.

17.

18.

19.

Loss of energy

[J o Noloss of energy

D 1 Subjective loss of energy or feelings of tiredness

Loss of interest
[J o Noloss of interest

D 1 Mild loss of interest

Work and activities

[ o Absent

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social
contacts

|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in
hobbies, social events

Loss of libido

[J ¢ Nochange

D 1 Some loss of interest and performance

D 2 Marked interferences with functioning (decrease in work and

activities), feelings of heaviness or achiness

D Can't rate

D o Severe loss of interest in most activities, including clothes,

food, and appearance

|:| Can't rate

D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,

no interests

D 4 Unable to work, nonproductive, completely immobilized

D Can't rate

D o Almost total loss of interest and sexual activity

|:| Can'trate

20.

Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

[ o Absent

D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat
“hyper” or jittery.

D 4 Pervasive apprehension, tension, irritability, constant ruminative

worrying

|:| 4 Panic attacks: phobias restrict activity

D Can't rate
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IR IER INNEER IR NN R AD AR

DataFax #153 Plate #013 Seq. #104
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) ' has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities

25-ITEM HAMD - Page 4 of 4

D » Moderate - e.g., symptoms from more than one system,
occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking
at hands or clothing, leg movements) for large proportion of D Can't rate
interview

TOTAL SCORE:

Initials or Signature: Page 128




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

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 112
+ Complete the following CRFs:
Page # Form
129 Vital Signs / AE & Concomitant Medication / Study Medication Record
130 Clinical Global Impressions (CGlI)

131-134 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 129).
Complete the following if indicated.

AEF Adverse Event Form
CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 129.

+ Dispense Week 113-120’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 120 visit.



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

9 Pharmacia  Protocol 950ECNS0005-071
& Upjohn TRANSMITTAL FORM
|

DataFax #153 Plate #500 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us
END OF WEEK 112

All End of Week 112 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

= iffaxed Page#  Form

2 O 129 Vital Signs / AE & Concomitant Medication / Study Medication Record

é O 130 Clinical Global Impressions (CGI)
O 131 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 132 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 133 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 134 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

O AEF Adverse Event Form
O CM Concomitant Medication Form
O 144 Study Termination Report

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION
/ STUDY MEDICATION RECORD End of Week 112

DataFax #153 Plate #015 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ ves If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 129



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

CLINICAL GLOBAL IMPRESSIONS (CGl) End of Week 112

DataFax #153 Plate #016 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: Page 130



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

9 Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 10f4 End of Week 112
IR IIEE INNEEE I AN A R AN

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

DataFax #153 Plate #010 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,

pessimism, “Locked in”, occasional weeping, apathy, decrease in

experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I'am no good at all” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
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Pharmﬁcia Protocol 950ECNS0005-071

HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 2 of 4 End of Week 112

DataFax #153 Plate #011 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness

D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness

[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent
D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

O 3 Suicidal ideas, gestures, or plans
D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate
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Pharmﬁcia Protocol 950ECNS0005-071

HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 3 of 4 End of Week 112
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DataFax #153 Plate #012 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13.

14.

15.

Loss of appetite

[ o Absent

O 1 Loss of appetite, mild or occasional
Loss of weight

[ ¢ Absent

D 1 One or 2 pounds over the past month
Weight gain
[ o Absent

D 1 Gained 1 or 2 pounds over the past month

|:| » Loss of appetite, severe or constant: constipation

D Can't rate

D » Three pounds or more over the past month

|:| Can'trate

|:| » Gained 3 or more pounds over the last month

D Can't rate

16.

17.

18.

19.

Loss of energy

[J o Noloss of energy

D 1 Subjective loss of energy or feelings of tiredness

Loss of interest
[J o Noloss of interest

D 1 Mild loss of interest

Work and activities

[ o Absent

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social
contacts

|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in
hobbies, social events

Loss of libido

[J ¢ Nochange

D 1 Some loss of interest and performance

D 2 Marked interferences with functioning (decrease in work and

activities), feelings of heaviness or achiness

D Can't rate

D o Severe loss of interest in most activities, including clothes,

food, and appearance

|:| Can't rate

D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,

no interests

D 4 Unable to work, nonproductive, completely immobilized

D Can't rate

D o Almost total loss of interest and sexual activity

|:| Can'trate

20.

Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

[ o Absent

D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat
“hyper” or jittery.

D 4 Pervasive apprehension, tension, irritability, constant ruminative

worrying

|:| 4 Panic attacks: phobias restrict activity

D Can't rate
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Pharmacia  Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

9 &Upjon DEPRESSION (25-ITEM HAMD) - Page 4 of End of Week 112
AR IIEE INNEEE A SR AN A R A

DataFax #153 Plate #013 Seq. #112
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) ' has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities

25-ITEM HAMD - Page 4 of 4

D » Moderate - e.g., symptoms from more than one system,
occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking
at hands or clothing, leg movements) for large proportion of D Can't rate
interview

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

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 120 / FINAL VISIT

+ Complete the following CRFs:

Page # Form

135 Medical History

136 Physical Examination

137 Vital Signs / AE & Concomitant Medication / Study Medication Record
138 Pregnancy Test / Electrocardiogram (ECG)

Note: Mail duplicate original ECG to Premier.
139 Clinical Global Impressions (CGI)
140-143 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

144 Study Termination Report

+ Draw End of Week 120/Final Visit safety laboratory assessment tests (Serum Chemistry,
Hematology, Urinalysis, Pregnancy test)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 137).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form

+ Collect and check subject’s Dosing Diary and study medication compliance. Record on CRF
page 137.



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

9 Pharmacia  Protocol 950ECNS0005-071
& Upjohn TRANSMITTAL FORM
|

DataFax #153 Plate #500 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

END OF WEEK 120 / FINAL VISIT
All End of Week 120 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box

= iffaxed Page#  Form

é O 135 Medical History

% O 136 Physical Examination

) O 137 Vital Signs / AE & Concomitant Medication / Study Medication Record
O 138 Pregnancy Test / Electrocardiogram (ECG)
O 139 Clinical Global Impressions (CGl)
O 140 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
O 141 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
O 142 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
O 143 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4
O 144 Study Termination Report

As Needed Form
O AEF Adverse Event Form

| CM Concomitant Medication Form

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)



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

Pharmacia - Protocol 950ECNS0005-071
& Upjohn

MEDICAL HISTORY

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

pI

MEDICAL HISTORY

End of Week 120/
Final Visit

DataFax #153 Plate #003 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation

Site No. F M L y
Principal
Investigator Country

US

INSTRUCTIONS: Check appropriate box to indicate medical history of disorders in the areas listed below.

Include any surgeries or hospitalizations under the appropriate category. Describe or
comment if “History” box is checked.

DO NOT INCLUDE PSYCHIATRIC HISTORY

om =

r >» 0

< A O 4 »

HEENT / MOUTH DESCRIBE / COMMENT
D None D History

CARDIOVASCULAR DESCRIBE / COMMENT
D None D History

PULMONARY DESCRIBE / COMMENT
D None D History

GASTROINTESTINAL DESCRIBE / COMMENT
D None D History

RENAL / URINARY TRACT DESCRIBE / COMMENT
D None D History

MUSCULOSKELETAL DESCRIBE / COMMENT
D None D History

NEUROLOGIC DESCRIBE / COMMENT

(including convulsive disorders)
D None D History

DERMATOLOGIC DESCRIBE / COMMENT
D None D History

METABOLIC / ENDOCRINE DESCRIBE / COMMENT
D None D History

HEMATOLOGIC DESCRIBE / COMMENT
D None D History

ALLERGIC DESCRIBE / COMMENT
D None D History

OTHER (Specify) DESCRIBE / COMMENT

Initials or Signature:
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PHYSICAL EXAMINATION

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

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

End of Week 120/
PHYSICAL EXAMINATION Final Visit

DataFax #153 Plate #004 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

INSTRUCTIONS: Check appropriate box to indicate current physical findings. Describe any abnormalities, indicating left or right
where applicable. If evaluation of the category is not performed, write “Not Done”.

HEAD AND NECK IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
EENT / MOUTH IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
P CHEST / LUNGS IF ABNORMAL, BRIEFLY DESCRIBE
H D Normal D Abnormal
Y HEART IF ABNORMAL, BRIEFLY DESCRIBE
S D Normal D Abnormal
I BREASTS (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
C D Normal D Abnormal
A BACK / SPINE (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
L D Normal D Abnormal
ABDOMEN IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
EXTREMITIES IF ABNORMAL, BRIEFLY DESCRIBE
F D Normal D Abnormal
SKIN IF ABNORMAL, BRIEFLY DESCRIBE
I D Normal D Abnormal
N LYMPH NODES (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
D D Normal D Abnormal
| NERVOUS SYSTEM IF ABNORMAL, BRIEFLY DESCRIBE
N D Normal D Abnormal
G MENTATION IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
S
ENDOCRINE IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
OTHER ABNORMAL PHYSICAL FINDINGS? | IF YES, BRIEFLY DESCRIBE
D No D Yes
COMMENTS:

Initials or Signature:
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VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Pharmacia  Protocol 950ECNS0005-071
& Upjohn

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION End of Week 120/
/ STUDY MEDICATION RECORD Final Visit

DataFax #153 Plate #015 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ ves If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 137



PREGNANCT TEST/ECG

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

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

9 zhl% nacia Protocol 950ECNS0005-071 End of Week 120/

PREGNANCY TEST/ELECTROCARDIOGRAM (ECG) Final Visit

DataFax #153 Plate #017 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

PREGNANCY TEST (Serum)
NOT DONE, Reason: ] Male O surgically sterile [ Postmenopausal (>2 years)

DONE, Result: [] Negative [ Positive [ Inconclusive

| Note: If test is positive or inconclusive, subject should be removed from the study.

ELECTROCARDIOGRAM (ECG)

Date ECG Performed Time : hours
y oy ¥y oy mom d d (00:01 - 24:00)

Date of last dose .
of study medication Time : hours
y vy y y m m d d (00:01 - 24:00)

Are there any clinically significant changes noted from Screen ECG? [] No O ves

Note: Please mail a duplicate original Electrocardiogram (ECG) to PREMIER. |

Initials or Signature: Page 138



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001

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

9 zhl% nacia Protocol 950ECNS0005-071 End of Week 120/

CLINICAL GLOBAL IMPRESSIONS (CGl) Final Visit

DataFax #153 Plate #016 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , My in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]
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25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

Pharmﬁcia Protocol 950ECNS0005-071

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 10t 4 Final Visit

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

HAMILTON PSYCHIATRIC RATING SCALE FOR

End of Week 120/

DataFax #153 Plate #010 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,

pessimism, “Locked in”, occasional weeping, apathy, decrease in

experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I'am no good at all” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate
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Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

Pharmﬁcia Protocol 950ECNS0005-071

DEPRESSION 525-ITEM HAMD: - Page 2 of 4 Final Visit

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 120/

DataFax #153 Plate #011 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness

D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness

[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent
D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

O 3 Suicidal ideas, gestures, or plans
D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate
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Pharmﬁcia Protocol 950ECNS0005-071

DEPRESSION 525-ITEM HAMD: - Page 3 of 4 Final Visit

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 120/

DataFax #153 Plate #012 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13.

14.

15.

Loss of appetite

[ o Absent

O 1 Loss of appetite, mild or occasional
Loss of weight

[ ¢ Absent

D 1 One or 2 pounds over the past month
Weight gain
[ o Absent

D 1 Gained 1 or 2 pounds over the past month

|:| » Loss of appetite, severe or constant: constipation

D Can't rate

D » Three pounds or more over the past month

|:| Can'trate

|:| » Gained 3 or more pounds over the last month

D Can't rate

16.

17.

18.

19.

Loss of energy

[J o Noloss of energy

D 1 Subjective loss of energy or feelings of tiredness

Loss of interest
[J o Noloss of interest

D 1 Mild loss of interest

Work and activities

[ o Absent

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social

contacts

|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in

hobbies, social events
Loss of libido

[J ¢ Nochange

D 1 Some loss of interest and performance

D 2 Marked interferences with functioning (decrease in work and
activities), feelings of heaviness or achiness

D Can't rate

D o Severe loss of interest in most activities, including clothes,
food, and appearance

|:| Can't rate

D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,
no interests

D 4 Unable to work, nonproductive, completely immobilized

D Can't rate

D o Almost total loss of interest and sexual activity

|:| Can'trate

20.

Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

[ o Absent

D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat

“hyper” or jittery.

D 4 Pervasive apprehension, tension, irritability, constant ruminative
worrying

|:| 4 Panic attacks: phobias restrict activity

D Can't rate
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DEPRESSION 525-ITEM HAMD: - Page 4 of 4 Final Visit

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

HAMILTON PSYCHIATRIC RATING SCALE FOR End of Week 120/

DataFax #153 Plate #013 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) ' has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:
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E Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

STUDY TERMINATION REPORT
(End of Week 120)



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

Pharmacia
E & Upjohn
STUDY TERMINATION REPORT - Instructions

DEFINITION OF STUDY TERMINATION REPORT

Study Termination Report refers to the end of study medication period. It is not meant for temporary
withdrawal or for the end of follow-up or observation period.

* Always refer back to the Subject’s Dosing Diary and double check the day of last study medication.
This date must be in accordance with other visit dates (i.e., not be before the first visit or after the last visit).

* If the subject did NOT complete the treatment period as defined in the study protocol, choose one primary
reason for withdrawal. Try to find out what lies behind the withdrawal, e.g., why a consent was withdrawn or
a protocol violation happened. Do not enter that cause on this form, but keep it ready for review. Do not be too
quick to enter “Lost to follow-up”, subjects sometimes return.

* Always choose the most severe reason. Example: If the subject withdrew the informed consent and had side
effects that caused problems, check “Adverse event”.

* Termination: The Study Termination Report page must be completed and submitted for all subjects who
were assigned study medication.



STUDY TERMINATION REPORT

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 150CT2001)

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

9 ghsztFrJ nacia Protocol 950ECNS0005-071 End of Week 120/

STUDY TERMINATION REPORT Final Visit

DataFax #153 Plate #018 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

Date of last dose of study medication:

Did patient complete 120 weeks of treatment? Yes No

If No, choose one primary reason for withdrawal:

1 Adverse event — B Fill in/ update Adverse Event page

» Protocol violation ———® Explain in Comments section below

3 Consent withdrawn —® Explain in Comments section if necessary

4 Lost to follow-up

5 Protocol specific withdrawal criteria —® Explain in Comments section below

¢ Lack of efficacy

; Progression of disease

g Improvement

o Other, specify:

COMMENTS

Investigator’s Signature: Page 144
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9 Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071 (Amendment C)

NOTE: Complete the “Continuation Assessment case report form” (CONT CRF) prior to
completing any other assessments.

END OF WEEK 120 Activities

If subject is continuing Reboxetine Treatment past Week 120, complete the following
activities. Please refer to your previous binder for the CRFs pages.

+ Complete the following CRFs:

Page # Form
Informed Consent - (Not included in this set of Case Report Forms, also do not fax to DataFax)
CONT Continuation Assessment Case Report Form - (Included in this binder)
137 Vital Signs / AE & Concomitant Medication / Study Medication Record
138 Pregnancy Test / Electrocardiogram (ECG)

Note: Mail duplicate original ECG to eRT (eResearch Technology).
140-143 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

139 Clinical Global Impressions (CGI)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 137).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 137.

+ Dispense Week 121-128'’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 128 visit.



CONTINUATION ASSESSMENT CRF

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Phar CONTINUATION ASSESSMENT
& Upj

¥ CASE REPORT FORM End of Week 120
- - - - - |

oﬁﬁia Protocol 950ECNS0005-071

DataFax #153 Plate #028 Seq. #120
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

1. linterviewed the subject today, reviewed the subject’s history, current mental and physical symptoms
and am of the opinion that continuation of Reboxetine treatment is indicated at this time:

[0 Yes (gotoitem?2)

[ No  (perform the ORIGINAL End of Week 120 Final Visit activities and Study Termination Report)

2. | discussed the possible benefits, risks and alternatives of continuing Reboxetine treatment with the
subject, and the subject concurs with my decision:

[0 Yes (gotoitem3)

[ No  (perform the ORIGINAL End of Week 120 Final Visit activities and Study Termination Report)

3. Ifthe responses to items 1 and 2 are “Yes”, has the amendment #C informed consent been presented
to and signed by the subject?

[ Yes (perform the next visit)

[ No  (perform the ORIGINAL End of Week 120 Final Visit activities and Study Termination Report)

Signature of person who performed this evaluation (must be licensed physician who is noted on 1572):

Signature: Date:

Signature of primary investigator if assessment was performed by designee: O na
(NOTE: If same as above, please check “N/A”)

Signature: Date:

CONT



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

Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 128
+ Complete the following CRFs:
Page # Form
145 Vital Signs / AE & Concomitant Medication / Study Medication Record
146 Clinical Global Impressions (CGlI)

147-150 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 145).
Complete the following if indicated.

AEF Adverse Event Form
CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 145.

+ Dispense Week 129-136’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 136 visit.



TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Pharn
& Upj

oﬁﬁia Protocol 950ECNS0005-071

TRANSMITTAL FORM End of Week 128

DataFax #153 Plate #500 Seq. #128
Subject Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us
END OF WEEK 128

All End of Week 128 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box
if faxed

O

O00a0aod

Page # Form

145 Vital Signs / AE & Concomitant Medication / Study Medication Record

146 Clinical Global Impressions (CGl)

147 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
148 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
149 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
150 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

|

O
O
O
O

AEF Adverse Event Form
CM Concomitant Medication Form
PE Physical Examination

PGECG Pregnancy Test / Electrocardiogram (ECG)

STDYTERM  Study Termination Report



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

acia  Protocol 950ECNS0005-071
pjohn

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION
/ STUDY MEDICATION RECORD End of Week 128

DataFax #153 Plate #015 Seq. #128
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 145



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Pharn
&U

P CLINICAL GLOBAL IMPRESSIONS (CGlI) End of Week 128
- - - -——-- - - - - -

oﬁﬁia Protocol 950ECNS0005-071

DataFax #153 Plate #016 Seq. #128
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , miay in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: Page 146



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

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Uplohn DEPRESSION 525-ITEM HAMD: - Page 1 of 4 End of Week 128
IR IER INNEER IR INE IR NN

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

DataFax #153 Plate #010 Seq. #128
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F L y 'y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,
pessimism, “Locked in”, occasional weeping, apathy, decrease in
experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I am no good at all.” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate

Page 147



25-ITEM HAMD - Page 2 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

Pharmﬁcia Protocol 950ECNS0005-071

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

HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjon DEPRESSION (25-ITEM HAMD) - Page 2of 4 End of Week 128

DataFax #153 Plate #011 Seq. #128
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness
D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness
[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent

D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

O 3 Suicidal ideas, gestures, or plans
D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate

Page 148



25-ITEM HAMD - Page 3 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Uplohn DEPRESSION 525-ITEM HAMD: - Page 3 of 4 End of Week 128
IR IEE INNEER R INEE IR EEN

DataFax #153 Plate #012 Seq. #128
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13. Loss of appetite

D o Absent |:| 2 Loss of appetite, severe or constant: constipation
|:| 1 Loss of appetite, mild or occasional |:| Can't rate

14. Loss of weight
|:| o Absent D » Three pounds or more over the past month
D 1 One or 2 pounds over the past month D Can't rate

15. Weight gain
[ o Absent O 2 Gained 3 or more pounds over the last month
D 1 Gained 1 or 2 pounds over the past month D Can't rate

16. Loss of energy

D o No loss of energy D 2 Marked interferences with functioning (decrease in work and
activities), feelings of heaviness or achiness

D Can't rate

D 1 Subjective loss of energy or feelings of tiredness

17. Loss of interest

[J o Noloss of interest | , Severe loss of interest in most activities, including clothes,
) ) food, and appearance
D 1 Mild loss of interest

D Can't rate
18. Work and activities

D o Absent D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,
no interests

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social
contacts

D 4 Unable to work, nonproductive, completely immobilized
|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in D Can'trate
hobbies, social events

19. Loss of libido

D o No change D 2 Almost total loss of interest and sexual activity

D 1 Some loss of interest and performance D Can't rate

20. Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

D o Absent D 4 Pervasive apprehension, tension, irritability, constant ruminative
) ) L . i worrying
D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat I:I 4 Panic attacks: phobias restrict activity

“hyper” or jittery. D Can't rate

Page 149
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Uplohn DEPRESSION 525-ITEM HAMD: - Page 4 of 4 End of Week 128
IR IEE INNEER R IR IR IR NN

DataFax #153 Plate #013 Seq. #128
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) . has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:

Initials or Signature: Page 150




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

Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 136
+ Complete the following CRFs:
Page # Form
151 Vital Signs / AE & Concomitant Medication / Study Medication Record
152 Clinical Global Impressions (CGlI)

153-156 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 151).
Complete the following if indicated.

AEF Adverse Event Form
CM Concomitant Medication Form
+ Check subject’s Dosing Diary and study medication compliance. Record on CRF page 151.

+ Dispense Week 137-144’s supply of study medication to the subject. Give Subject Dosing Diary,
Dosing Diary instructions and AM/PM dosing instructions to subject.

+ Schedule subject for End of Week 144 visit.



TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Pharn
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oﬁﬁia Protocol 950ECNS0005-071

TRANSMITTAL FORM End of Week 136

DataFax #153 Plate #500 Seq. #136
Subject Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us
END OF WEEK 136

All End of Week 136 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box
if faxed

O

O00a0aod

Page # Form

151 Vital Signs / AE & Concomitant Medication / Study Medication Record

152 Clinical Global Impressions (CGl)

153 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
154 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
155 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
156 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

|

O
O
O
O

AEF Adverse Event Form
CM Concomitant Medication Form
PE Physical Examination

PGECG Pregnancy Test / Electrocardiogram (ECG)

STDYTERM  Study Termination Report



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

acia  Protocol 950ECNS0005-071
pjohn

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION
/ STUDY MEDICATION RECORD End of Week 136

DataFax #153 Plate #015 Seq. #136
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 151



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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P CLINICAL GLOBAL IMPRESSIONS (CGlI) End of Week 136
- - - -—--- - - - - -

oﬁﬁia Protocol 950ECNS0005-071

DataFax #153 Plate #016 Seq. #136
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , miay in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: Page 152



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

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 10f4 End of Week 136
IARIINE INNEEE N AN INEE InN

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

DataFax #153 Plate #010 Seq. #136
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F L y 'y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,
pessimism, “Locked in”, occasional weeping, apathy, decrease in
experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I am no good at all.” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate

Page 153



25-ITEM HAMD - Page 2 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

Pharmﬁcia Protocol 950ECNS0005-071

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

HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 2of 4 End of Week 136

DataFax #153 Plate #011 Seq. #136
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness
D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness
[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent

D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

O 3 Suicidal ideas, gestures, or plans
D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate

Page 154



25-ITEM HAMD - Page 3 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 3 of 4 End of Week 136
IARIINE INNEEE A RER INEE InN

DataFax #153 Plate #012 Seq. #136
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13. Loss of appetite

D o Absent |:| 2 Loss of appetite, severe or constant: constipation
|:| 1 Loss of appetite, mild or occasional |:| Can't rate

14. Loss of weight
|:| o Absent D » Three pounds or more over the past month
D 1 One or 2 pounds over the past month D Can't rate

15. Weight gain
[ o Absent O 2 Gained 3 or more pounds over the last month
D 1 Gained 1 or 2 pounds over the past month D Can't rate

16. Loss of energy

D o No loss of energy D 2 Marked interferences with functioning (decrease in work and
activities), feelings of heaviness or achiness

D Can't rate

D 1 Subjective loss of energy or feelings of tiredness

17. Loss of interest

[J o Noloss of interest | , Severe loss of interest in most activities, including clothes,
) ) food, and appearance
D 1 Mild loss of interest

D Can't rate
18. Work and activities

D o Absent D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,
no interests

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social
contacts

D 4 Unable to work, nonproductive, completely immobilized
|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in D Can'trate
hobbies, social events

19. Loss of libido

D o No change D 2 Almost total loss of interest and sexual activity

D 1 Some loss of interest and performance D Can't rate

20. Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

D o Absent D 4 Pervasive apprehension, tension, irritability, constant ruminative
) ) L . i worrying
D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat I:I 4 Panic attacks: phobias restrict activity

“hyper” or jittery. D Can't rate
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Upjohn DEPRESSION (25-ITEM HAMD) - Page 4 of End of Week 136
IARIINE INNEEE A SR IR D Inn

DataFax #153 Plate #013 Seq. #136
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) . has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:

Initials or Signature: Page 156




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

Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF WEEK 144
+ Complete the following CRFs:
Page # Form
157 Vital Signs / AE & Concomitant Medication / Study Medication Record
158 Clinical Global Impressions (CGl)

159-162 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD)

* Question subject regarding Adverse Events and Concomitant Medications (CRF page 157).
Complete the following if indicated.

AEF Adverse Event Form

CM Concomitant Medication Form

+ Draw End of Week 144 safety laboratory assessment tests (Serum Chemistry, Hematology,
Urinalysis, Pregnancy test)

+ Collect and check subject’s Dosing Diary and study medication compliance. Record on CRF
page 157.



TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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oﬁﬁia Protocol 950ECNS0005-071

TRANSMITTAL FORM End of Week 144

DataFax #153 Plate #500 Seq. #144
Subject Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us
END OF WEEK 144

All End of Week 144 case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box
if faxed

O

O00a0aod

Page # Form

157 Vital Signs / AE & Concomitant Medication / Study Medication Record

158 Clinical Global Impressions (CGl)

159 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 1 of 4
160 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 2 of 4
161 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 3 of 4
162 Hamilton Psychiatric Rating Scale for Depression (25-item HAMD) - Page 4 of 4

As Needed Form

|

O
O
O
O

AEF Adverse Event Form
CM Concomitant Medication Form
PE Physical Examination

PGECG Pregnancy Test / Electrocardiogram (ECG)

STDYTERM  Study Termination Report



VS | AE & CONCOMITANT MED. / STUDY MED. RECORD

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

acia  Protocol 950ECNS0005-071
pjohn

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

VITAL SIGNS / AE & CONCOMITANT MEDICATION
/ STUDY MEDICATION RECORD End of Week 144

DataFax #153 Plate #015 Seq. #144
Subject i Subject’s Date of
Number Initials Evaluation
Site No. Fom oL y vy y y m m d d
Principal
Investigator Country us
VITAL SIGNS
Weight /
(without shoes): Ibs Sitting Blood Pressure: mmHg
Systolic Diastolic
Sitting Pulse: Jmin Temperature: . °F
Respiration Rate: Imin

Were any clinically significant changes in vital signs observed at this examination?

1 No O Yes, specify*:

* If any changes are considered to be an Adverse Event, also complete an ADVERSE EVENT FORM (AEF).

ADVERSE EVENTS AND CONCOMITANT MEDICATION

If there is any change in reported adverse event(s) from previous visits, please update ADVERSE EVENT FORM (AEF).

Has the subject had any new adverse events since the last visit?

[ no [ Yes If Yes, record the event(s) on the ADVERSE EVENT forms.

Have there been any changes in concomitant medication since the last visit?

O no [ Yes If Yes, update the CONCOMITANT MEDICATION forms.

STUDY MEDICATION RECORD

Total number of tablets Total number of tablets
returned today: . dispensed today:

Did the subject skip drug for more than 2 doses per week?

O no O ves Comments, if any:

Since the last visit, what has been the subject’s usual total daily dose?

O 2tabs [ 2Y,tabs [ Other, specify:

Initials or Signature: Page 157



CLINICAL GLOBAL IMPRESSIONS (CGI)

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)
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P CLINICAL GLOBAL IMPRESSIONS (CGlI) End of Week 144
- - -~ -—--- - ___-—-— - - -

oﬁﬁia Protocol 950ECNS0005-071

DataFax #153 Plate #016 Seq. #144
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

A. Severity of lliness  Considering your total clinical experience with this particular population, how mentally ill is this patient at
this time? (Please check only ONE)

[ , Normal, not at all ill

O , Borderline il

O , miay in

O 4 Moderately ill

O . Markedly il

O ; severely il

O 7 Among the most extremely ill patients

B. Global Improvement RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO DRUG
TREATMENT.

Compared to the patient’s condition at DAY 1 (Day 1), how much has the patient changed?
(Please check only ONE)

| , Very much improved

O » Much improved

[ ; Minimally improved

[ . No change

[ s Minimally worse

O ¢ Much worse

O ; Very much worse

C. Efficacy Index RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY. (Please check only ONE)

Tolerability: side effects

Do not P
significantly E]Itger;flgfgnwt:{h Outweigh
ACTIVITY None interfere with atient's therapeutic
patient's fp tioni effect
functioning unctioning

MARKED

Vast improvement, complete or nearly 1O 2 1 +dJ
complete remission of all symptoms

MODERATE

Decided improvement, partial remission of 5 |:| 6 |:| 7 |:| 8 |:|
symptoms

MINIMAL

Slight improvement which does not alter o] w[7] u[7] 2]

status of care of patient

UNCHANGED OR WORSE B[] 1] 5[] 16 ]

Initials or Signature: Page 158



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

Phamacia_Protocol 950ECNS0005-071 HAMILTON PSYCHIATRIC RATING SCALE FOR

& Uplohn DEPRESSION SZS-ITEM HAMD: - Page 1 of 4 End of Week 144
IR IEE INNEER IR IRE NN INEN

25-ITEM HAMD - Page 1 of 4

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

DataFax #153 Plate #010 Seq. #144
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F L y y y y m m d d
Principal
Investigator Country us
25 ITEM HAMD

INSTRUCTIONS: The time frame for this scale is the past week, except where otherwise indicated on specific items.

1. Depressed mood

[ o Absent

D 1 Mild - gloomy attitude, may be accompanied by infrequent
weeping spells, sad, blue, waning of interests

|:| » Moderate - may be accompanied by feelings of inadequacy,
self-pity, worrying, decrease in social interests and activity level,
pessimism, “Locked in”, occasional weeping, apathy, decrease in
experience of pleasure

|:| 3 Severe - may be characterized by hopelessness, greater
tendency to withdraw socially, near absence of interest or
participation in other than essential activities, hardly
anything produces pleasure, weeping may be frequent
(or beyond tears)

|:| 4 Extreme symptoms - complete withdrawal

|:| Can'trate

2. Distinct quality of mood
[ ¢ No distinct qualities

|:| 1 Mild or moderate (slightly different)

|:| , Severe (definitely different)

D Can't rate

3. Lack of reactivity
|:| o Reactive mood (mood varies according to situation)

D 1 Mild to moderate lack of reactivity (patient’s mood is
somewhat reactive but also has a constant depressive
overtone)

D , Severe lack of reactivity (patient's mood lacks any reactivity to
situational factors)

|:| Can'trate

4. Diurnal variation
[ ¢ No variation in mood

D 1 Mild variation between a.m. and p.m.

D , Definite variation between a.m. and p.m.

|:| Can't rate

5. Worthlessness

] o Not present

|:| 1 Mild feelings of low self-esteem evident only from questioning

D , Feelings of worthlessness

D 3 Strong feelings of worthlessness - differs from “2" by degree
(“I am no good at all.” “Inferior to all others.”)

D 4 Delusions of worthlessness (‘I am a heap of garbage.”
“l am a sinner.” etc.)

|:| Can'trate

6. Guilt
[ o Absent
D 1 Feelings of self-reproach, self-blame, specific instance of lapse

|:| 2 Thoughts that negative events or reactions were caused by
oneself; general or many instances or lapses for which one
feels guilty; stronger convictions of one’s guilt

|:| 3 Belief that illness might be a punishment, possibly
delusional guilt

D 4 Delusional guilt, with hallucinations

D Can't rate

Page 159
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Subject i Subject’s Date of
Number Initials Evaluation
Site No. F y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

7. Helplessness
D o Not present

|:| 1 Patient reports mild feelings of helplessness upon questioning
(“There are some things that | can't change.”)

D , Moderate feelings of helplessness (*l can’t seem to change
most things in my life.”)

|:| 3 Strong feelings of helplessness (*I can't change anything in my
life)

|:| 4 Strong feelings of helplessness and has given up routine
activities of normal life (decreased personal hygiene,
doesn't get out of bed, difficulty feeding self, etc.)

D Can't rate

8. Hopelessness
[ ¢ Not present

D 1 Intermittently doubts that things will improve but can be reassured

|:| » Consistently feels hopeless but accepts reassurances

|:| 3 Expresses feelings of discouragement, despair, pessimism about
the future, which cannot be dispelled

D 4 Spontaneously and inappropriately perseverates, “I'll never
get well” or equivalent

D Can't rate

9. Suicide
[ o Absent

D 1 Feels life is not worth living

|:| 2 Wishes he were dead or any thoughts of possible death to
himself

O 3 Suicidal ideas, gestures, or plans
D 4 Attempted suicide (any serious attempt rated 4)

D Can't rate

Insomnia
10. Early
[ o Absent

D 1 Occasional (fewer than 3 days a week), mild, trivial (less than
1-hour delay)

11. Middle
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1-hour delay in returning to sleep)

12. Late
[ o Absent

|:| 1 Occasional (fewer than 3 days a week), mild (less than
1 hour early)

D , Frequent (3 or more times per week) and severe (1 hour or
more delay)

|:| Can'trate

|:| » Frequent (several times per night with difficulty returning to
sleep, 3 or more times per week) and severe (1 hour or more
to return to sleep)

|:| Can'trate

|:| » Frequent (3 or more days per week) and severe (1 hour or
more early)

D Can't rate
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DataFax #153 Plate #012 Seq. #144
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

13. Loss of appetite

D o Absent |:| 2 Loss of appetite, severe or constant: constipation
|:| 1 Loss of appetite, mild or occasional |:| Can't rate

14. Loss of weight
|:| o Absent D » Three pounds or more over the past month
D 1 One or 2 pounds over the past month D Can't rate

15. Weight gain
[ o Absent O 2 Gained 3 or more pounds over the last month
D 1 Gained 1 or 2 pounds over the past month D Can't rate

16. Loss of energy

D o No loss of energy D 2 Marked interferences with functioning (decrease in work and
activities), feelings of heaviness or achiness

D Can't rate

D 1 Subjective loss of energy or feelings of tiredness

17. Loss of interest

[J o Noloss of interest | , Severe loss of interest in most activities, including clothes,
) ) food, and appearance
D 1 Mild loss of interest

D Can't rate
18. Work and activities

D o Absent D 3 Considerably diminished performances of work or routine activities,
more things are neglected or postponed indefinitely, virtually
unproductive; avoids social contacts, nothing seems pleasurable,
no interests

D 1 Somewhat decreased efficiency, effortfulness; and/or decreased
interest in or gets less pleasure from hobbies, interest, social
contacts

D 4 Unable to work, nonproductive, completely immobilized
|:| , Decreased performance, neglects or delays some things;
withdraws from unnecessary activity, decreased participation in D Can'trate
hobbies, social events

19. Loss of libido

D o No change D 2 Almost total loss of interest and sexual activity

D 1 Some loss of interest and performance D Can't rate

20. Psychic anxiety - anxious, tense, jittery, nervous, restless, “up tight,” apprehensive, frightened, scared, irritable, worrying

D o Absent D 4 Pervasive apprehension, tension, irritability, constant ruminative
) ) L . i worrying
D 1 Transient tension, occasional irritability, mild exaggeration of worrying

|:| , Fairly constant tension, more frequent irritability, somewhat I:I 4 Panic attacks: phobias restrict activity

“hyper” or jittery. D Can't rate
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DataFax #153 Plate #013 Seq. #144
Subject i Subject’s Date of
Number Initials Evaluation
Site No. F M L y y y y m m d d
Principal
Investigator Country us

25 ITEM HAMD - Continued

21. Somatic anxiety - (Note: Symptoms are rated on the basis of the report of symptoms in the following systems (a) respiratory:
labored breathing, shortness of breath, smothering or choking feelings, etc.; (b) cardiovascular: flushing, accelerated heart rate,
palpitations, faintness, chest pain or discomfort, etc.; (c) gastrointestinal: indigestion, stomach upset, heartburn, stomach cramps,
diarrhea, etc.; (d) genito-urinary frequency; (e) sweating; (f) giddiness, blurred vision, tinnitus; (g) neuromuscular, trembling or shaking,
headaches, muscle tension, dizziness, tingling, etc.)

D o Absent D 3 Severe - symptoms so uncomfortable that patient frequently

, ) . has trouble taking part in activities
|:| 1 Mild - one or more symptoms, complains of some discomfort but

continues to participate in daily activiies |:| 4 Extreme - multiple systems that are incapacitating, i.e.,

bodily discomfort precludes taking part in any activities
D » Moderate - e.g., symptoms from more than one system,

occasionally patient can't take part in activities because D Can't rate
of bodily discomfort

22, Hypochondriasis

[ o Absent [ ; strong conviction of presence of physical disease,

o ) ) B querulous attitude

O 1 Preoccupation with health, bodily function, trivial or
doubtful symptoms | 4 Hypochondriacal delusions and hallucinations, e.g., rotting,

N ) blockages, etc.
D » Much preoccupation with physical symptoms, thoughts

of organic disease [ cantrate
23. Insight
D o Acknowledges being depressed or ill D » Denies being ill
|:| 1 Acknowledges illness but attributes cause to unlikely factors, e.g., |:| Can't rate

bad food, climate, overwork, etc.

24. Retardation

[ o Absent [ ; mterview difficutt, prolonged
D 1 Slight retardation at interview; flattening of affect and fixity of D 4 Complete stupor
expression
D Can't rate

D , Obvious retardation at interview; monotonous voice; delay in
answering, motionless

25. Agitation

|:| o Absent |:| » High level of agitation, includes fidgeting, obvious restlessness as
well as the patient getting up during the interview, pacing, etc.
|:| 1 Low level of agitation, fidgeting, obvious restlessness (e.g., picking P geting up 9 pacing
at hands or clothing, leg movements) for large proportion of D Can't rate
interview
TOTAL SCORE:

Initials or Signature: Page 162
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Rharmaca Open-label Reboxetine Rescue and Continuation Therapy

PROTOCOL 950ECNS0005-071

END OF STUDY

If subject completed the study or terminated the study early, complete the following activities.

Page # Form
PE Physical Examination

PGECG Pregnancy Test / Electrocardiogram (ECG)
Note: Mail duplicate original ECG to eRT (eResearch Technology).
STDYTERM  Study Termination Report



TRANSMITTAL FORM

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

acia  Protocol 950ECNS0005-071
pjohn

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

TRANSMITTAL FORM End of Study

DataFax #153 Plate #500 Seq. #501
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

End of Study
All End of Study case report forms should be faxed to the DataFax system (1-888-272-7778).

Check box
if faxed Page # Form

O PE Physical Examination

O PGECG Pregnancy Test / Electrocardiogram (ECG)
Note: Mail duplicate original ECG to eRT (eResearch Technology).

O STDYTERM  Study Termination Report



PHYSICAL EXAMINATION

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
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PHYSICAL EXAMINATION End of Study

DataFax #153 Plate #004 Seq. #501
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

INSTRUCTIONS: Check appropriate box to indicate current physical findings. Describe any abnormalities, indicating left or right
where applicable. If evaluation of the category is not performed, write “Not Done”.

HEAD AND NECK IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
EENT / MOUTH IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
P CHEST / LUNGS IF ABNORMAL, BRIEFLY DESCRIBE
H D Normal D Abnormal
Y HEART IF ABNORMAL, BRIEFLY DESCRIBE
S D Normal D Abnormal
I BREASTS (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
C D Normal D Abnormal
A BACK / SPINE (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
L D Normal D Abnormal
ABDOMEN IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
EXTREMITIES IF ABNORMAL, BRIEFLY DESCRIBE
F D Normal D Abnormal
SKIN IF ABNORMAL, BRIEFLY DESCRIBE
I D Normal D Abnormal
N LYMPH NODES (Optional) IF ABNORMAL, BRIEFLY DESCRIBE
D D Normal D Abnormal
| NERVOUS SYSTEM IF ABNORMAL, BRIEFLY DESCRIBE
N D Normal D Abnormal
G MENTATION IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
S
ENDOCRINE IF ABNORMAL, BRIEFLY DESCRIBE
D Normal D Abnormal
OTHER ABNORMAL PHYSICAL FINDINGS? | IF YES, BRIEFLY DESCRIBE
D No D Yes
COMMENTS:

Initials or Signature:

PE
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PREGNANCY TEST/ELECTROCARDIOGRAM (ECG) End of Study

DataFax #153 Plate #017 Seq. #501
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

PREGNANCY TEST (Serum)
NOT DONE, Reason: ] Male O surgically sterile [ Postmenopausal (>2 years)

DONE, Result: [] Negative [ Positive [ Inconclusive

| Note: If test is positive or inconclusive, subject should be removed from the study.

ELECTROCARDIOGRAM (ECG)

Date ECG Performed Time : hours
y oy ¥y oy mom d d (00:01 - 24:00)

Date of last dose .
of study medication Time : hours
y vy y y m m d d (00:01 - 24:00)

Are there any clinically significant changes noted from Screen ECG? [] No O ves

Note: Please mail a duplicate original Electrocardiogram (ECG) to eRT (eResearch Technology). |

Initials or Signature: PGECG



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

Pharmacia
& Upjohn

STUDY TERMINATION REPORT - Instructions

DEFINITION OF STUDY TERMINATION REPORT

Study Termination Report refers to the end of study medication period. It is not meant for temporary
withdrawal or for the end of follow-up or observation period.

* Always refer back to the Subject’s Dosing Diary and double check the day of last study medication.
This date must be in accordance with other visit dates (i.e., not be before the first visit or after the last visit).

* If the subject did NOT complete the treatment period as defined in the study protocol, choose one primary
reason for withdrawal. Try to find out what lies behind the withdrawal, e.g., why a consent was withdrawn or
a protocol violation happened. Do not enter that cause on this form, but keep it ready for review. Do not be too
quick to enter “Lost to follow-up”, subjects sometimes return.

* Always choose the most severe reason. Example: If the subject withdrew the informed consent and had side
effects that caused problems, check “Adverse event”.

* Termination: The Study Termination Report page must be completed and submitted for all subjects who
were assigned study medication.



STUDY TERMINATION REPORT

Protocol 950ECNS0005-071 FINAL 05JUL99 (amended 0SMAR2002)

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

Pharn
&U

P STUDY TERMINATION REPORT End of Study
- - - - - -

oﬁﬁia Protocol 950ECNS0005-071

DataFax #153 Plate #018 Seq. #501
Subject i Subject’s Date of
Number Initials Evaluation
Site No. FomoL y 'y y y m m d d
Principal
Investigator Country us

Date of last dose of study medication:

Did patient completed the treatment as per protocol? Yes No

If No, choose one primary reason for withdrawal:

1 Adverse event — B Fill in/ update Adverse Event page

» Protocol violation ———® Explain in Comments section below

3 Consent withdrawn —® Explain in Comments section if necessary

4 Lost to follow-up

5 Protocol specific withdrawal criteria —® Explain in Comments section below

¢ Lack of efficacy

; Progression of disease

g Improvement

o Other, specify:

Last Visit the patient attended: WEEK

COMMENTS

Investigator’s Signature: STDYTERM




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

Appendix 4. Individual Patient Data Listings
These data listings are available electronically upon request.
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Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
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der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitdt

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

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

Pharmacia & Upjohn 950ECNS0005-071

Amendment

1 IDENTIFYING INFORMATION FOR AMENDMENT

Amendment Number: C
Amendment Date: 15 February 2002
Product: PNU-155950E (Reboxetine)

2 IDENTIFYING INFORMATION FOR ORIGINAL DOCUMENT

Document Number: 950ECNS0005-071

Document Type: Study Protocol

Title: Open-label Reboxetine Rescue and Continuation Therapy
Protocol Number: 950ECNS0005-071

Project / Product Identifier: 53,206
Author(s) / Study Director: ~ Monica Froeschke, RN
Issue / Approval Date: 11 May 1999

3 PREVIOUS AMENDMENTS

Amendment Number: 1 2 3 A B
Amendment Date: 7 July 10 March 7 February 10 May 13 September
1999 2000 2001 2001 2001

4 AMENDMENT SUMMARY

The original protocol, which was modified by Amendment 2, Amendment A, and
Amendment B was written to allow subjects previously enrolled in another reboxetine
trial to continue reboxetine treatment for an additional 72 weeks, 96 weeks, and 120
weeks respectively or until 3 months after reboxetine received FDA approval, whichever
occurred first. This amendment would further extend of the protocol period from 120
weeks to 144 weeks. Site physicians will again assess the need for continued reboxetine
therapy on a case-by-case basis. If both the physician and the subject agree that
continued therapy with reboxetine is warranted, reboxetine treatment for an additional
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Pharmacia & Upjohn 950ECNS0005-071

5.1

5.2

24 weeks and continued routine safety assessments may be provided (up to 144 weeks
total treatment per subject). The other stipulations for subject termination in section 5.1
of the protocol still apply. It is the responsibility of the Investigator to obtain signed and
dated consent from subjects prior to inclusion in this fourth study extension
(Amendment #C). After IRB approval of this amendment, all subjects who enter the
study at the site should sign the most recent version of the informed consent form
(allowing reboxetine treatment for up to 144 weeks).

SPECIFIC CHANGES

Change in Section 5.1, Duration/Schedule of Events, page 8

Reason for change: Extension of protocol an additional 24 weeks for subjects
benefiting from reboxetine (per investigator’s and subject’s assessment).

a. Description of Change
From: Treatment will continue for 120 weeks or until (which ever is sooner):

To: Treatment will continue for 144 weeks or until (which ever is sooner): ...

Change in Section 7.2, Treatment Schedule, page 11

Reason for change: An additional 24 weeks are added to the section added by
Amendment #B. The total number of weeks a subject can be enrolled in this
protocol will now be 144 weeks. After IRB approval of this amendment, all
subjects who enter the study at the site should sign the most recent version of the
informed consent form (allowing reboxetine treatment for up to 144 weeks).

a. Add to section (portion in bold)

At the end of 72 weeks of reboxetine treatment, the primary investigator or designee
at each site shall interview the patient, review the subject’s history, current mental
and physical symptoms, and determine if further reboxetine treatment is warranted.
If it is decided that the patient should continue on reboxetine treatment, the
investigator, or designee, should complete the Continuation Assessment Case
Report Form (for Week 72 extension). Subjects must sign and date a revised
informed consent document prior to inclusion in this study extension.

At the end of 96 weeks of reboxetine treatment, the primary investigator or designee
at each site shall interview the patient, review the subject’s history, current mental
and physical symptoms, and again determine if further reboxetine treatment is

2 (6)
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warranted. If it is decided that the patient should continue on reboxetine treatment,
the investigator, or designee, should complete the Continuation Assessment Case
Report Form (for Week 96 extension). Subjects must sign and date a revised
informed consent document prior to inclusion in this study extension.

At the end of 120 weeks of reboxetine treatment, the primary investigator or
designee at each site shall interview the patient, review the subject’s history,
current mental and physical symptoms, and again determine if further
reboxetine treatment is warranted. If it is decided that the patient should
continue on reboxetine treatment, the investigator, or designee, should
complete the Continuation Assessment Case Report Form (for Week 120
extension). Subjects must sign and date a revised informed consent document
prior to inclusion in this study extension.

3 (6)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Pharmacia & Upjohn 950ECNS0005-071
6 APPROVAL (AMENDMENT #C; 15 FEB 2002)
Study Management Site Management
Karen Richard, MS Christopher P. Cirillo, BS, CCRA
100 Route 206 North 100 Route 206 North
Peapack, NJ 07977 Peapack, NJ 07977
(908) 901-8534 (phone) (908) 901-8828 (phone)
(908) 901-1944 (fax) (908) 901-1946 (fax)

R A ) )

. /o s <

ﬁ‘\ v (4 ka2 ] /%/% oz/ [ 7/ 20°Z
S1gnature Date /Sl gnature " Date
Medical Director

Gerri E. Schwartz, PhD
100 Route 206 North
Peapack, NJ 07977
(908) 901-8960 (phone)
(908) 901-1944 (fax)

C}TMOQ*HCT Mw 0L~

Slgnature Date

6 (6)




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

Pharmacia 950ECNS0005-071

Amendment

1 IDENTIFYING INFORMATION FOR AMENDMENT

Amendment Number: 3
Amendment Date: 7 February 2001
Product: PNU-155950E (Reboxetine)

2 IDENTIFYING INFORMATION FOR ORIGINAL DOCUMENT

Document Number:

Document Type: Study Protocol
Title: Open-label Reboxetine Rescue and Continuation Therapy
Protocol Number: 950ECNS0005-071

Project / Product Identifier: 53,206
Author(s) / Study Director: ~ Christopher P. Cirillo
Issue / Approval Date: 11 May 1999

3 PREVIOUS AMENDMENTS
Amendment Number: 1 2

Amendment Date: 7 July 1999 10 March 2000

4 AMENDMENT SUMMARY

The reason for this Amendment is to update the changes in study personnel and to
define the visit windows for the extension protocol.

1(4)



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

Pharmacia 950ECNS0005-071

5 SPECIFIC CHANGES

5.1 Change in Study Personnel, page 1.
Reason for change: Study management moved from Kalamazoo to
Peapack.

From:

Clinical Study Team Leader
Saeeduddin Ahmed, MD
1021-298-167, Pharmacia and Upjohn
7000 Portage Road

Kalamazoo, MI 49001

(616) 833-1461 (phone)

(616) 833-1473 (fax)

To:

Study Management, Medical
Gerri E. Schwartz, PhD

100 Route 206 North
Peapack, NJ 07977

(908) 901-8960 (phone)
(908) 901-1944 (fax)

From:

Trial Conduct Team Leader

Monica Froeschke, RN

1021-298-167, Pharmacia and Upjohn
7000 Portage Road

Kalamazoo, MI 49001

(616) 833-9612 (phone)

(616) 833-1473 (fax)

To:

Study Management, Operational
Christopher P. Cirillo, BS, CCRA
100 Route 206 North

Peapack, NJ 07977

(908) 901-8828 (phone)

(908) 901-1946 (fax)

24
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Pharmacia 950ECNS0005-071

From:

TCT member

Aksana Ajayi, MS

1021-298-167, Pharmacia and Upjohn
7000 Portage Road

Kalamazoo, MI 49001

(616) 833-0467 (phone)

(616) 833-1473 (fax)

To:

Program Management, Operational
Karen Richard, MS

100 Route 206 North

Peapack, NJ 07977

(908) 901-8534 (phone)

(908) 901-1944 (fax)

5.2 Define Visit Windows

Reason for Change: Visit windows were never defined for this
extension protocol but were taken from M2020-0034.

From:
M2020-0034 carried over visit windows:

Weekly Visits (weeks 1, 2, & 4) +/- 1 day
Monthly Visits (weeks 8, 12, 16, 20, 24) +/- 2 days
Extended Visits (weeks 32, 40, 48....) unspecified

To:
Newly Defined 950ECNS0005-071 Visit Windows:

Weekly Visits (weeks 1, 2, & 4) +/- 3 days
Monthly Visits (weeks 8, 12, 16, 20, 24) +/- 7 days
Extended Visits (weeks 32, 40, 48....) +/- 7 days

34
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Pharmacia 9S0ECNS0005-071
6 APPROVAL (AMENDMENT #3; 07 FEB 2001)
Stuq Management., Medical Program Management, Operational
Gerri E. Schwartz, PhD Karen Richard, MS
100 Route 206 North 100 Route 206 North
Peapack, NJ 07977 Peapack, NJ 07977
(908) 901-8960 (phone) (908) 901-8534 (phone)
(908) 901-1944 (fax) (908) 901-1944 (tax)

M{‘/‘L EM Z /% o/ /{/c/_/z,_/ & /KL/,. L Sl P/
ngnature Date ngnaturc Date

Study Management, Operational
Christopher P. Cirillo, BS, CCRA
100 Route 206 North

Peapack, NJ 07977

(908) 901-8828 (phone)

(908) 901-1946 (fax)

/%« /e

Si gnarure/ < Date
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Pharmacia & Upjohn 950ECNS0005-071

Amendment

1 IDENTIFYING INFORMATION FOR AMENDMENT

Amendment Number: A
Amendment Date: 10 May 2001
Product: PNU-155950E (Reboxetine)

2 IDENTIFYING INFORMATION FOR ORIGINAL DOCUMENT

Document Number: 950ECNS0005-071

Document Type: Study Protocol

Title: Open-label Reboxetine Rescue and Continuation Therapy
Protocol Number: 950ECNS0005-071

Project / Product Identifier: 53,206
Author(s) / Study Director: ~ Monica Froeschke, RN
Issue / Approval Date: 11 May 1999

3 PREVIOUS AMENDMENTS
Amendment Number: 1 2 3
Amendment Date: 7 July 1999 10 March 2000 7 February 2001

4 AMENDMENT SUMMARY

The original protocol, then which was modified by Amendment 2, was written to allow
subjects previously enrolled in another reboxetine trial to continue reboxetine treatment
for an additional 72 weeks or until 3 months after reboxetine received FDA approval,
whichever occurred first. This amendment would allow site physicians to assess the
need for continued reboxetine therapy on a case-by-case basis. If both the physician and
the subject agree that continued therapy with reboxetine is warranted, reboxetine
treatment for an additional 24 weeks and continued routine safety assessments may be
provided (up to 96 weeks total treatment per subject). The other stipulations for subject
termination in section 5.1 of the protocol still apply. It is the responsibility of the

1 (6)
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5.1

5.2

Investigator to obtain signed and dated consent from subjects prior to inclusion in this
second study extension (Amendment #A). After IRB approval of this amendment, all
subjects who enter the study at the site should sign the most recent version of the
informed consent form (allowing reboxetine treatment for up to 96 weeks).

A new consent form template is provided to sites in this mailing with changes from
the previous template noted: deletions marked by strikethreugh, and additions noted
by double underlines.

SPECIFIC CHANGES

Change in Study Personnel, page 1.

Reason for change: Change in Pharmacia statistician work assignments.
From: John Landry

To: Cynthia Bartlett
Pharmacia Canada
Liberty Centre

3500 Steeles Ave., East
Tower 4, 4th Floor
Markham, Ontario
Canada L3R 0X1

(905) 755-3384 (phone)
(905) 755-3113 (fax)

Change in Section 5.1, Duration/Schedule of Events, page 8

Reason for change: Extension of protocol an additional 24 weeks for subjects
benefiting from reboxetine (per investigator’s and subject’s assessment).

a. Description of Change
From: Treatment will continue for 72 weeks or until (which ever is sooner):

To: Treatment will continue for 96 weeks or until (which ever is sooner): ...

2 (6)
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5.3 Change in Section 7.2, Treatment Schedule, page 11

Reason for change: An additional 24 weeks are added to the section added by
Amendment #2. The total number of weeks a subject can be enrolled in this
protocol will now be 96 weeks. After IRB approval of this amendment, all subjects
who enter the study at the site should sign the most recent version of the informed
consent form (allowing reboxetine treatment for up to 96 weeks).

a. Description of Change

From: At the end of 24 weeks of reboxetine treatment, the primary investigator or
designee at each site shall interview the patient, review the subject’s history, current
mental and physical symptoms, and determine if further reboxetine treatment is
warranted. Subjects must sign and date a revised informed consent document prior
to inclusion in this study extension (Amendment #2).

To: Atthe end of 72 weeks of reboxetine treatment, the primary investigator or
designee at each site shall interview the patient, review the subject’s history, current
mental and physical symptoms, and determine if further reboxetine treatment is
warranted. If it is decided that the patient should continue on reboxetine treatment,
the investigator, or designee, should complete the Continuation Assessment Case
Report Form (for Week 72 extension). Subjects must sign and date a revised
informed consent document prior to inclusion in this study extension.

3 (6)
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6 APPROVAL (AMENDMENT #A3; 07 MAY 2001)

Study Management
Karen Richard, MS

100 Route 206 North
Peapack, NJ 07977
(908) 901-8534 (phone)
(908) 901-1944 (fax)

?‘i/a/z/ o 2 4,444,6 S/7/07

Site Management
Christopher P. Cirillo, BS, CCRA
100 Route 206 North

Peapack, NJ 07977

(908) 901-8828 (phone)

(908) 901-1946 (fax

Si énature Date

%“// 5/7/le

~si gnature Dhate
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Amendment

1 IDENTIFYING INFORMATION FOR AMENDMENT

Amendment Number: B
Amendment Date: 13 September 2001
Product: PNU-155950E (Reboxetine)

2 IDENTIFYING INFORMATION FOR ORIGINAL DOCUMENT

Document Number: 950ECNS0005-071

Document Type: Study Protocol

Title: Open-label Reboxetine Rescue and Continuation Therapy
Protocol Number: 950ECNS0005-071

Project / Product Identifier: 53,206
Author(s) / Study Director: ~ Monica Froeschke, RN
Issue / Approval Date: 11 May 1999

3 PREVIOUS AMENDMENTS
Amendment Number: 1 2 3 A
Amendment Date: 7 July 1999 10 March 2000 7 February 2001 10 May 2001

4 AMENDMENT SUMMARY

The original protocol, which was modified by Amendment 2 and Amendment A, was
written to allow subjects previously enrolled in another reboxetine trial to continue
reboxetine treatment for an additional 72 weeks and 96 weeks, respectively or until 3
months after reboxetine received FDA approval, whichever occurred first. This
amendment would further extend of the protocol period from 96 weeks to 120 weeks.
Site physicians will again assess the need for continued reboxetine therapy on a case-by-
case basis. If both the physician and the subject agree that continued therapy with
reboxetine is warranted, reboxetine treatment for an additional 24 weeks and continued
routine safety assessments may be provided (up to 120 weeks total treatment per
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5.1

5.2

subject). The other stipulations for subject termination in section 5.1 of the protocol still
apply. It is the responsibility of the Investigator to obtain signed and dated consent from
subjects prior to inclusion in this third study extension (Amendment #B). After IRB
approval of this amendment, all subjects who enter the study at the site should sign the

most recent version of the informed consent form (allowing reboxetine treatment for up
to 144 weeks).

SPECIFIC CHANGES

Change in Section 5.1, Duration/Schedule of Events, page 8

Reason for change: Extension of protocol an additional 48 weeks for subjects
benefiting from reboxetine (per investigator’s and subject’s assessment).

a. Description of Change
From: Treatment will continue for 96 weeks or until (which ever is sooner):

To: Treatment will continue for 120 weeks or until (which ever is sooner): ...

Change in Section 7.2, Treatment Schedule, page 11

Reason for change: An additional 24 weeks are added to the section added by
Amendment #A. The total number of weeks a subject can be enrolled in this
protocol will now be 120 weeks. After IRB approval of this amendment, all
subjects who enter the study at the site should sign the most recent version of the
informed consent form (allowing reboxetine treatment for up to 120 weeks).

a. Description of Change

From: At the end of 72 weeks of reboxetine treatment, the primary investigator or
designee at each site shall interview the patient, review the subject’s history, current
mental and physical symptoms, and determine if further reboxetine treatment is
warranted. If it is decided that the patient should continue on reboxetine treatment,
the investigator, or designee, should complete the Continuation Assessment Case
Report Form (for Week 72 extension). Subjects must sign and date a revised
informed consent document prior to inclusion in this study extension.

2 (6)
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To: At the end of 72 weeks of reboxetine treatment, the primary investigator or
designee at each site shall interview the patient, review the subject’s history, current
mental and physical symptoms, and determine if further reboxetine treatment is
warranted. If it is decided that the patient should continue on reboxetine treatment,
the investigator, or designee, should complete the Continuation Assessment Case
Report Form (for Week 72 extension). Subjects must sign and date a revised
informed consent document prior to inclusion in this study extension.

At the end of 96 weeks of reboxetine treatment, the primary investigator or
designee at each site shall interview the patient, review the subject’s history,
current mental and physical symptoms, and again determine if further
reboxetine treatment is warranted. If it is decided that the patient should
continue on reboxetine treatment, the investigator, or designee, should
complete the Continuation Assessment Case Report Form (for Week 96
extension). Subjects must sign and date a revised informed consent document
prior to inclusion in this study extension.

5.3 Additional Safety Assessments

Reason for Change: During the preparation of Amendment B, it was discovered
that Amendment A inadvertently omitted Laboratory and ECG assessments to be
completed at the Week 72 Visit.

a. Description of Change

From: Laboratory and ECG assessments from Week 72 Visit should be postponed
to the Week 96 or Early Termination Visit.

To: Laboratory and ECG assessments will be completed at the Weeks 72, 96, and
120 or at any Early Termination Visit.

5.4 Additional Efficacy Assessments

Reason for Change: During the preparation of Amendment B, it was discovered
that Amendment 2 inadvertently omitted the completion of CGI-I assessments after
Week 24.

b. Description of Change

From: (new section)

3(6)
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To: CGI-I assessments will now be completed at all visits. If a patient has already
completed visits that now require the CGI, the corresponding CGI case report form
should be marked NOT DONE.

4(6)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Pharmacia & Upjohn 9S0ECNS0005-071
6 APPROVAL (AMENDMENT #B; 13 SEPT 2001)
Study Management Site Management
Karen Richard, MS Christopher P. Cirillo, BS, CCRA
100 Route 206 North 100 Route 206 North
Peapack, NJ 07977 Peapack, NJ 07977
(908) 901-8534 (phone) (908) 901-8828 (phone)
(908) 901-1944 (fax) (908) 901-1946 (fax)

7 - . ,
%/u,_;u K{) Zmﬁmﬂ 2/13/0/f M, ?/j Z/Ol
S{gnature Date Signature,: ’ " Date
Medical Director
Gerri E. Schwartz, PhD
100 Route 206 North

Peapack, NJ 07977
(908) 901-8960 (phone)
(908) 901-1944 (fax)

@W ?//§/é/

/
Signature /S Date

[ SIS
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APPENDIX 1.1 PROTOCOL AND AMENDMENTS

1.1 Amendment C 15-Feb-2002
1.2 Amendment B 13-Sep-2001

1.3 Amendment A 10-May 2001
1.4  Amendment 3 07-Feb-2001

1.5 Amendment 2 10-Mar-2000
1.6  Amendment I 17-Jul-1999

1.7 Protocol 11-May-1999
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APPENDIX 1.2 SAMPLE CASE REPORT FORMS
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APPENDIX 1.3 SAMPLE INFORMED CONSENT
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APPENDIX 1.4 LIST OF INVESTIGATORS AND INDEPENDENT ETHICS
COMMITTEES

1.4  Investigator and IRB Information
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APPENDIX 1 STUDY INFORMATION

Appendix
Appendix
Appendix
Appendix
Appendix
Appendix
Appendix
Appendix
Appendix

1.1
1.2
1.3
1.4
1.5
1.6
1.7
1.8
1.9

Protocol and Amendments

Sample Case Report Forms

Sample Informed Consent

List of Investigators and Independent Ethics Committees
Curriculum Vitae for Investigators

List of Subjects Receiving Drug by Batch
Randomization Scheme — Not Applicable

Audit Certificates — Not Applicable

Documentation of Statistical Methods

Appendix 1.10 Inter-Laboratory Standardization Methods — Not Applicable
Appendix 1.11 List of Publications Based on the Study — None
Appendix 1.12 Supporting Documentation Referenced in the Report
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APPENDIX 2 SUPPORTIVE STATISTICAL TABLES AND FIGURES

Appendix 2.1 Subject Disposition, Demographics, and Baseline Characteristics Summary Tables

Table T1.1 Subject Disposition (All Enrolled Subjects)
Table T1.2 List of Subject Protocol Deviations (All Enrolled Subjects)

Table T2 Demographics — Sex and Race (All Enrolled Subjects)

Table T3 Demographics — Age (All Enrolled Subjects)

Table T4 Demography — Marital Status (All Enrolled Subjects)

Table T5 Demography — Current Employment Status (All Enrolled Subjects)
Table T6 Demography — Occupational Group (All Enrolled Subjects)

Table T7 Baseline Vital Signs (All Enrolled Subjects)

Table T8 Baseline Demographics — Weight and Height (All Enrolled Subjects)
Table T9 Medical History (All Enrolled Subjects)

Table T10 Physical Findings (All Enrolled Subjects)

Table T11 Serum Pregnancy Test (All Enrolled Female Subjects)

Table T12.1  Treatment Status (All Enrolled Subjects)

Table T12.2  Hospitalization For This Condition (All Enrolled Subjects)

Table T12.3  Mood Disorders (All Enrolled Subjects)

Table T13 History of Other Psychoactive Drugs (All Enrolled Subjects)

Table T14 Concomitant Medication Use by SUDDS Code (Safety Population)

Table T15.1  HAMD-25 Total Score at Baseline (MITT Population)

Table T15.2  HAMD-25 Total Score at Baseline by Previous Treatment Group (MITT
Population)

Table T15.3 HAMD-17 Total Score at Baseline (MITT Population)

Table T15.4  HAMD-17 Total Score at Baseline by Previous Treatment Group (MITT
Population)

Table T16 Clinical Global Impressions: Severity of Illness at Baseline (All Enrolled
Subjects)

Appendix 2.2 Efficacy Data Summary Tables

Table T17 HAMD-25 Total Scores: Mean Change from Baseline at Week 24 by
Previous Treatment Group (MITT Population, LOCF)

Table T18 HAMD-25 Total Scores: Mean Change from Baseline (MITT Population,
LOCF)

Table T19 HAMD-17 Total Scores: Mean Change from Baseline at Week 24 by
Previous Treatment Group (MITT Population, LOCF)

Table T20 HAMD-17 Total Scores: Mean Change from Baseline (MITT Population,
LOCF)

Table T21 Clinical Global Impressions: Severity of Illness (MITT Population, LOCF)

Table T22 Clinical Global Impressions: Global Improvement (MITT Population,
LOCF)
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Appendix 2.3 Safety Data Summary Tables

Table T23 Adverse Events at Screening by Previous Treatment Group (All Enrolled
Subjects)

Table T24 Treatment Emergent Adverse Events (Safety Population)

Table T25 Treatment Emergent Adverse Events by Maximum Severity (Safety
Population)

Table T26 Subjects with Treatment Emergent Adverse Events Related to Study
Medication by Body System and COSTART Preferred Term (Safety
Population)

Table T27 Subjects with Serious Treatment Emergent Adverse Events by Body System
and COSTART Preferred Term (Safety Population)

Table T28 Treatment Emergent Adverse Events Resulting in Early Termination (Safety
Population)

Table T29 Laboratory Normal Ranges

Table T30 Hematology Assays: Shift Frequencies from Screen through Treatment
Period (Safety Population)

Table T31 Serum Chemistry Assays: Shift Frequencies from Screen through Treatment
Period (Safety Population)

Table T32 Urinalysis Assays: Shift Frequencies from Screen through Treatment Period
(Safety Population)

Table T33 ECG: Summary Statistics (Continuous Variables) at Screen and at the End of
Each Extension Period (Safety Population, LOCF)
Table T34 ECG: Global Result by Visit (Safety Population)

Table T35 Systolic Blood Pressure: Change from Baseline (Safety Population)
Table T36 Diastolic Blood Pressure: Change from Baseline (Safety Population)
Table T37 Pulse: Change from Baseline (Safety Population)

Table T38 Weight: Change from Baseline (Safety Population)
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APPENDIX 3

Appendix 3.1
Listing 3.1.1

Appendix 3.2
Listing 3.2.1
Listing 3.2.2
Listing 3.2.3

Appendix 3.3
Listing 3.3.1

Appendix 3.4
Listing 3.4.1

Appendix 3.5
Listing 3.5.1

PATIENT CLINICAL DATA LISTINGS

Discontinued Subjects
Reason for Early Discontinuation — Subject Listing (All Enrolled
Subjects)

Individual Laboratory Values Outside the Normal Range

Hematology Assays: Listing of Subjects with Values Outside Normal
Range (Safety Population)

Serum Chemistry Assays: Listing of Subjects with Values Outside
Normal Range (Safety Population)

Urinalysis Assays: Listing of Subjects with Values Outside Normal
Range (Safety Population)

Abnormal ECG Results
Subjects with Abnormal ECG Results (Safety Population)

Significant Vital Sign Results
Subjects with Significant Changes in Vital Signs (Safety Population)

Compliance and/or Drug Concentration Data
Extent of Exposure by Subject (Safety Population)
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