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Listing No.
Listing No,

Listing No.

Listing No.

Listing No.

Listing No.,

Listing No.

Listing No..

Listing No.

Listing No.

Listing No.

Listing No.

10.2

10.3

_—

0.4

11.0

2.1

—

22

p—

23

Experimental treatment

Assigned vs randomised treatment

Reasans for discontinuation of the treatment - open phase

Reasons for discontinuation of the treatment - double-blind phase

Paticnts not evaluable for cfficacy

Hamilton Depression Rating Scale - open phase

Hamilton Depression Rating Scale - double-blind phase ~ treatment: reboxetine
Hamilton Depression Rating Scale - double-blind phasé - treatment: placebo
Meontgomery Asberg Depression Rating Scale - open phase

Montgomery Asberg Depression Rating Scalc - double-blind phase - treatment:
reboxetine :

Montgomery Asberg Depression Rating Scale - double-blind phase - treatment:
placcbo

Clinical Global Impression (CGI) - open phase
Clinical Global Impression (CGJ) - double-blind phase - treatment: reboxetine

Clinical Global Impression (CGI) - double-blind phase ~ treatment: placebo

Zung Self Rating Depression Scale - open phase

Zung Self Rating Depression Scale - double-blind phase - treatment: reboxetine
Zung Sell Rating Depression Scale - double-blind phase - treatment: placebo
Adverse Events - open phase

Adverse Events - doublc-blind phase

Laboratory data - open phase

Laboratory data - double-blind phase - treatment: rcboxe(ing

Laboratory data - double-blind phase - treatment: placebo

Lzlbc;rzltox'g' data - clinicaily relevant abnormalities - open phase

laboratory data - clinically relevant abnormalities - double-blind phase

Urinalysis - opcn phase
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Listing No.

Listing No.

Listing No.

Listing No.

Listing No.

Listing No.

12.2.3 CRFs

13.1

13.2

—_

3.3

+.1

Urinalysis - double-blind phase - treatment: reboxctine

Urinalysis - double-blind phase - treatment: placebo

Vital signs - open phase

Vital signs - double-blind phase - treatment: reboxetine

Vital signs - double-blind phasc - treatment: placebo

Orthostatic hypotension - open phase

Orthostatic hypatension - double-blind phase - treatment: reboxetine
Orthostatic hypotension - double-blind phase - treatment: placcbo
Vital signs changes of clinical relevance - open phase

Vital signs changes of clinical relevance - double-blind phase - treatment:
reboxetine

Vital signs changes of clinical relevance - double-blind phase - treatment:
placebo .

ECG tracings: patients always normal - open phasc

ECG tracings: patients always normal - double-blind phase

ECG tracings: patients with at least one abnormality - open phase

ECG tracings: patients with at least one abnormality - double-blind phase

Ophthalmologic examination at baseline and at last assessment (randomised
paticnts) - trcatment: reboxctine

Ophthalmologic cxamination at baseline and at last assessment (randomised -

patients) - treatment: placebo

2598
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AUC
b.i.d.

BP

BUN

CGI

CRF

Ccv
DSM-111-R
ECG
ECT

GI
HAMD
HR
MADRS
NS

R&D
REM

SD

SEM
Zung SDS

LIST OF ABBREVIATIONS AND TERMS

Area under the plasma levels curve

twice daily

blood pressure

blood urea nitrogen

clinical global impression

casc record form

cardio-vascular system

diagnostic and statistical manual - 3rd edition - revised
electrocardiogram

Electroconvulsive therapy

gastro-intestinal system

Hamilton depression rating scale

heart rate

Montgomery-Asberg depression rating scale
nervous system

research and development

rapid eye movement

standard deviation

standard crror of the mean

Zung self-rating depression scale
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REBOXETINE - PROTOCOL 20124/013

SYNOPSIS
Name of Company: Individual study table referring to | (For national authority use
part IV of the dossier only)
Pharmacia
Ref.: .
Name of finished product:
Vol.:
Name of active ingredient(s):
Page:
Reboxetine

Title of study: Multicentre, multinational double-blind study of the activity and tolerability of reboxetine vs placebo in the
continuation therapy of major depressive episodes

Investigators: Prof M Versiani, Dr R Castiglioni, Prof K Emst, Prof A Lipcsey, Prof P Gaszner, Dr L Mehilane, Dr
Osztorliarics, Prof A Szucs, Dr T Hortobagyi.

Study centres: Federal University, Rio de Janeiro, Brazil, Hopital Sainte Marguerite, Marseille, France; Neurologische
Universitiitsklinik, Rostok, Germany; Janos General Hospital, Budapest, Hungary, National Institute for Nervous and Mental
Diseascs, Budapest, Hungary, Tartu University, Estonia; Megyei Korhaz Psychiatriai, Gyor, Hungary, Hollos Jozsef Megyei
Korhdz, Keeskemet, Hungary, Varosi Korhdz Psychiatriai, Osztilya, Nagykanizsa, Hungary.

Publication (reference): None

Study period: May 90 - March 93 Clinical Phase: 111

Objectives: To assess the activity and tolerability of reboxetine in comparison with placebo in the maintenance therapy of
Major Depressive Disorders. '

Methudology: In this prospective, double-blind, randomised, placebo-controlled, parallel group, multicentre and
multinational frial, patients underwent an initial wash-out period of 1-2 weeks, after which they received reboxetine 4 mg
b.id. for six wecks., Responders (50% decrease of the total Tlamilton Depression Rating Scale (HAMD) score) were
randomiscd to treatment with either reboxetine 4 mg b.id. or placebo for a maximum of one year or until relapse (total
HAMD score increased by at least 50% and of at least 18). The response to treatment was assesscd using the HAMD scale,
Clinical Global Tmpression (CGI), the Montgomery and Asberg Depression Rating Scale (MADRS) and the Zung Self-Rating
Depression Scale (Zung SDS).

Safety and tolerability were assessed by the reporting of any adverse events and assessment of vital signs (supine and standing
blood pressure and heart rate), laboratory tests, ECG and ophthalmological examination.

Number of subjects (planned and analysed): 300 paticnts were to be recruited for the double-blind phase of the study. 358
patients from 9 centres entered the open phase and 286 patients from 8 centres were randomised to treatment with either
reboxetine (145) or placebo (141). Three patients were randomised to treatment with either reboxetine (2) or placebo (1) but
never received it. They were excluded from the analysis. Thus, 283 patients received randomised treatment.

Diagnosis and main criteria for inclusion : Paticuts were diagnosed according to the DSM-II-R classification and were
also assessed by the Composite Diagnostic Evaluation of Depressive Disorders (CODE-DD).  The severity of depression was
quantified using the ITAMID scale. Criteria for inclusion were as follows: (1) Patients of either sex, of any race, aged 18 to 65
years, with a diagnosis of acute recurrence of Major Depressive Disorders, not accompanied by psychotic features (DSM-TTT-
R) and not chronic in course, as shown by the CODE-DD variables: 'Acute onset' or 'Subacute onset' present and 'Prolonged
duration' absent, (2) Initiul (pre-treatment) total score for the 2 1-item HAMD and the Day 0 total score had to be > 18,
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Name of Company: Individual study table referring to | (For national authority use only)
part 1V of the dossier

Pharmacia
Ref.:

Name of finished product:
VYol.:

Name of active ingredient(s):
Page:

Reboxetine

Test product: tablets containing reboxetine methanesulphonate
unit dose: 4 mg reboxetine (free base)

made of administration: by oral route, b.i.d.

batch no.: $F1032, SF1106

Duration of treatment: Open phase: 6 weceks; double-blind phase : maximum period of one year or until relapse

Reference therapy: Placebo (excipients alone) indistinguishable tablets

unit dose:

mode of administration: by oral route

batch no.: SF1030, SF1111

Criteria for evaluation:

Efficacy

Response: HAMD total score decreases equal to or greater than 50% compared to the baseline value (Visit 0).
Remission: HAMD total score lower than or equal to 10 (absolute value).

Relapse: Increase in HAMD total score equal to or greater than 50% compared with the value at randomisation (Visit 6) and
HAMD total score equal to or greater than 18 (absolute value).

Time to relapse: Number of days elapsing between the randomisation date (Visit 6) and the date when the patient was first
classificd as "relapse”.

Time to treatment failure: Number of days elapsing between randomisation date (Visit 6) and date of relapse or of
withdrawal from the study for any reason other than improvement.

Maintenance of the responee: Cumulative probability of the long lasting effect of the treatment based on the time to treatment
taiture :

Safety

Reporting of adverse events, measurements of vital signs (supine and standing blood pressure and heart rate), laboratory tests,
ECG, and ophthalmological examination.

Statistical Method: The primary analysis of treatment effectiveness (main end-point) was based on the comparison of the
proportion of patients experiencing at least one relapse in the long-term treatment period following randomisation, out of the
total number of randomised patients, in each of the two treatment groups. A chi-square test was applied in order to test the
null hypothiesis. ’

The time patterus of relapses in the two treatinent groups, were described by the Kaplan-Meier method and compared by the
log-rank test,

The crude rate of patients who did not relapse at least once and who did not withdraw (umless because of improvement)
during the first six and the following six months of the double-blind period, respectively, were compared between the two
treatment groups by chi-square test, in order to test the maintenance of the response achieved in the open phase in the two
periods separately. In addition, the relapse-free time pattern in the two groups was described according to the Kaplan-Meier
method and between-treatment difference was tested by the log-rank test. The remission rate at the last assessment of the
double-blind phase was calculated and the between-treatment difference tested (chi-square test).
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The cumulative risk of developing the first adverse event during the treatment period was estimated by the Kaplan-Meier
method (open phase only). Furthermore, the weekly (run-in phasc) or monthly (double-blind phase) frequency of patients
presenting adverse events (either because of the onset of new cvents or because of the persistence of those previously
developed) was assessed.

Results

358 patients entered the open phase of the study, 263 females and 95 males, with a mean age of 43.2 ycars. During the
: double-blind phase of the study, 143 patients received reboxetine and 140 received placebo. 79 reboxetine and 65 placebo
recipients completed the study.

Efficacy At the end of open reboxetine, 76% of patients were responders and 50% of patients were in remission (HAMD
total score 10 or less). At the last assessment of the open reboxetine treatment, the ITAMD total score was reduced from 29.6
at bascline to 12.9, the MADRS total score from 18.4 to 7.8, while the percentage of patients whose condition was “very much
improved” and “much improved” according to CGI scores was 45.8 and 31.3, respectively.

Among the 133 responder patients randomised to reboxetine, 21.8% relapsed during the long-ter treatment, while 56.1% of
the 132 responder patients randomised to placebo relapsed, the between-treatment difference being highly significant
(p<0.01). The time pattern of the relapse rate analysed according to the Kaplan-Meier method indicates a significantly
increased risk of relapse on placebo compared with reboxetine (p=0.0001). The proportion of patients in remission at the last
assessient of the double-blind treatment phase was significantly higher on reboxetine (78.2%) than on placebo (44.7%)
(p<0.001).

These results are confirmed by the analysis of the secondary efficacy variables. In the 133 responder patients randomised to
reboxetine, the mean HAMD score was reduced from 29.2 at baseline to 8.8 at week 6 and to 5.9 at Week 52 in the 76
assessed patients still on maintenance reboxetine. In the 132 responder patients randomised to placebo, HAMD scores fell
from 30.1 to 9.1 at Week 6 but increased to 11.1 at Week 52 in the 62 assessed paticnts still on treatment, Similarly, the
mean tota]l MADRS scores fell from 5.3 at Week 6 to 3.1 at Week 52 in the 76 assessed patients still on maintenance
eboxetine, compared with a rise from 5.3 to 7.0 in the 62 patients on placebo. The percentage of patients whose CGI score
was “very much improved” increased from 62.4% at Week 6 to 94.7% at Week 52 on reboxetine in contrast to a marginal
increase from 57.6% to G4.5% at Week 52 on placebo.

The additional analysis of the frequency of absence of relapse during the initial six months and subsequent six months of
freatiment indicates that the advantage aver placebo in the maintenance of the response is present also in the second half of the
one year treatment period (88.0 vs 59.2% of the reboxetine- and placebo-treated patients, respectively).

Safety: All the patients who received study treatment were included in the safety analysis, i.c. 358 paticnts in the open phase
and 283 patients (143 reboxetine, 140 placebo) in the double-blind phase of the study.

During the open phase of the study, 52% of the patients reported adverse events and 3.6% discontinued reboxetine medication
due to adverse cvents. Most frequently reported were dry mouth (19% of the patients), constipation (17%), urinary
hesitancy/retention and increased sweating (8%), tachycardia and insomnia (6% each), and decreased libido (5%). The
occurrence of newly reported adverse events was similar on reboxetine and placebo during the double-blind phase of the
study; 40/143 reboxetine recipients reported 56 adverse events compared with 32/140 placebo recipients who reported 48
adverse events, however, the prevalence of adverse events was higher in the reboxetine than in the placebo group and
discontinuation due to adverse event was more frequent on reboxetine (4.2%) than on placebo (1.4%). Most frequently
reported was constipation (8% on reboxetine, 4% on placebo). The majority of adverse events were mild. Adverse events
were reported more frequently by men than women, particularly on reboxetine. This was particularly the case for urinary
hesitancy, urinary retention and decreased libido. There were three serious adverse cvents during the study (suicide and
generalised convulsive episode on open reboxetine, hallucinations on placebo). The one death was the result of suicide.
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There was no indication of modifications in laboratory tests that were of clinical significance.

Vital signs were not modified to any significant extent, with the exception of heart rate, which was significantly increased
(20% or more) under reboxetine fo values of 100 beats/min or higher in approximately 10 to 15% of the patients, also on
long-term treatment and particularly on stunding.

No indication of effect on cardiac function emerged from ECG recordings. The ophthalmological examination did not provide
indications of treatment related changes.

Conclusions: The etficacy of reboxetine maintenance therapy in responders, as measured by HAMD, MADRS and CGL
scales, was markedly superior to that of placebo in patients with major depression, when administered for up to one year. The
tolerability of reboxetine administered on a loug-term basis was highly acceptable, as shown by the safety profile which was
marginally superior to placebo for the incidence of adverse events and clinically significant tachycardia and similar to placebo
for modifications of other vital signs, hacmatology and blood chemistry tests, ophthalmological and ECG cxaminations.
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1. INTRODUCTION

Reboxetine (FCE 20124 or (2RS, aRS)- 2-[o-(2-ethoxy-phenoxy) benzyl] morpholine) is a
new chemical compound which is highly potent in the pharmacological and biochemical
tests predictive of antidepressant efficacy such as reserpine antagonism, norepinephrine
reuptake inhibition and REM sleep latency increase [1]. Reboxetine also demonstrates the
ability to prevent the effects of clonidine, an oy noradrenergic receptors agonist, after a
single oral dose, in an animal model where tricyclic antidepressants were active only upon
repeated administration [1]. Therefore, reboxetine was hypothesised to exert antidepressant
efficacy of faster onset than the antidepressants currently available in depressed patients. In
addition, comparison with imipramine 75 mg in a Q-EEG study in healthy volunteers
revealed that reboxetine does not possess the marked sedative activity of imipramine, but
rather psychostimulating properties [2, 3].

The pharmacokinetic properties of reboxetine have been evaluated following administration
of single oral doses to healthy volunteers [4]. Average peak levels were observed 2 hours
after administration, with remarkably stable levels 1-6 hours after administration; reboxetine
plasma half-life was estimated as 13.2 hours and circulating radioactivity was accounted for
principally (73% of AUC) by unchanged reboxetine.

An early phase 11, 4-week, multicentre study in 98 patients in which reboxetine was
administered at fixed-changing doses, with maximum doses between 4 and 12 mg, showed
that the compound was well tolerated at doses of up to 10 mg/day [5].

A double-blind parallel group multicentre study in 258 patient$ hospitalised due to a major
depressive episode compared maximum doses of 8 mg of reboxetine with 200 mg of
desipramine and placebo administered over a period of 4 weeks [6]. Reboxetine was found
to be more effective than placebo with decreases > 50% in Hamilton Depression Rating
Scale (-IAMD) at the end of treatment in 63% of patients (36% under placebo and 46%
under desipramine). These decreases were present after 14 days of treatment in 31% of
reboxetine patients and 22% of desipramine patients. More reboxetine patients complained
of headache and urinary retention, whereas more desipramine patients experienced dry
mouth, sweating and blurred vision. Cardiovascular adverse events were relatively rare but
appeared with slightly higher frequency in the desipramine group (hypotension and
tachycardia).

Phase IT results obtained in controlled conditions in short-term studies in patients suffering
from Major Depressive Disorders indicate that reboxetine is an effective antidepressant
agent with a favourable therapeutic index with respect to desipramine. It is, however,
recognised that the treatment of the depressive episode up to apparent resolution of
symptoms is insufficient and long-term treatment is recommended, particularly in the case of
recurrent depression [7, 8]. The present study was designed to evaluate the efficacy of
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reboxetine in the long-term, continuation therapy of major depressive episodes, and its
tolerability during long-term administration.

2. STUDY OBJECTIVES

To assess the activity and tolerability of reboxetine in comparison with placebo in the
maintenance therapy of Major Depressive Disorders.

3. INVESTIGATIONAL PLAN

3.1  Study Design and Plan - Description and Rationale

3.1.1 OVERVIEW AND JUSTIFICATION

This phase 111 study was designed as a prospective, double-blind, randomised, placebo-
controlled, parallel group, multicentre and multinational trial of the long-term efficacy and
tolerability of reboxetine administered orally for up to one year to adult patients with a
major depressive episode who had previously responded to a 6-week course of reboxetine.
The design of the study is shown overleaf.

A total of 300 patients with Major Depressive Disorders was to be recruited according to
the inclusion and exclusion criteria, and an informed consent obtained from each patient
before screening.

At screening, a full medical history and physical examination (including ophthalmological
examination, chest X-ray and electrocardiogram (ECG)) were carried out together with
measurement of vital signs and laboratory tests. Patients were classified according to the
Diagnostic and Statistical Manual - 3rd edition - revised (DSM-III-R) classification and the
severity of depression was quantified using the HAMD score. Patients were also assessed
by the Composite Diagnostic Evaluation of Depressive Disorders (CODE-DD), a
psychiatric composite diagnostic system, the results of which are reported separately in the
Addendum 1 and 2 to the present report.

After an initial wash-out period of 1-2 weeks, patients received reboxetine 4 mg b.i.d. for
6 weeks. Responders (= 50% decrease of the total HAMD score) were randomised to
treatment with either reboxetine 4 mg b.i.d. or placebo for a maximum of one year or until
relapse (total HAMD score increased by at least 50% and of at least 18). Relapse rate and
time was defined as the study end-point; the between-treatment ditference in relapse rate
and cumulative risk of relapse were statistically analysed by the chi-square test and the log-
rank test, respectively.

Other variables used for measuring efficacy were the Clinical Global Impression (CGI), the
Montgomery and Asberg Depression Rating Scale (MADRS) and the Zung Self-Rating
Depression Scale (Zung SDS).
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Safety and tolerability were assessed by the reporting of any adverse events and assessment
of vital signs (supine and standing blood pressure and heart rate), laboratory tests, ECG and
ophthalmological examination.

Patients willing to continue receiving the test treatment after completion of a one year
treatment period could be maintained on the same medication under blind conditions until
the completion of the last patient in the centre.

A follow-up visit was carried out in each patient one month after treatment discontinuation
in order to monitor possible withdrawal reactions and collect information on any events
since treatment discontinuation.

A copy of the final protocol can be found in Appendix 12.1.1.

Overall Design

Reboxetine 4 mg b.i.d.

' Wash-out ' Reboxetine 4 mg b.i.d.

Placebo

L 1 1 |
0 Week 6 1 Year
Baseline

f T T 1

Wash-out Open phase Double-blind phase
period
(1-2 weeks)

3.1.2  PROTQCOL AMENDMENTS

A protocol amendment was introduced (January 24, 1991) to extend the wash-out period to
3-4 weeks in patients who had had previous treatment with fluoxetine.

Four centres initially expected to participate were not active in the study for organizational
reasons which prevented the possibility of long-term patient follow-up (Laboratoire de
Pharmacologie Clinique, Centre Hospitalier Ponchaillou, Rennes, France and Klinika
Psychiatrikzna, Szczecin, Poland) or due to political emergencies (two centres at the
National Psychiatric Hospital, Panama). To make up the deficiency in patient numbers, the
study was extended to include centre numbers 11, 12 and 13 (See Appendix 12.1.4) in
Hungary, while the population expected to be recruited was increased in centre numbers 1
and 10, in order to maintain the recruitment capacity needed for the proposed sample size.
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3.2 Ethics

3.2.1 ETHICS COMMITTEE

Approval from the Ethics Committees or Institutional Review Boards (IRBs) of the
participating centres, in accordance with the regulations and requirements of individual
countries, had to be obtained before the study could be undertaken. It was the

. responsibility of each of the investigators to submit the study protocol with its attachments
to the Ethics Committee or IRB. A central approval allowing the clinical evaluation of the
product was required and obtained in Hungary and Estonia (for the specific protocol), while
local approvals were required and obtained in Germany, Brazil and France. In the latter
case, the approval was obtained on a draft version of the protocol, marginally different from
the final one.

The investigators were responsible, in accordance with local requirements, for informing the
Ethics Committee/IRB of any emergent problems, serious adverse reactions or protocol
amendments.

The notifications of approval are kept in the Pharmacia's trial master file.

3.2.2 DECLARATION OF HELSINK!

13
The study was carried out according to the principles embodied in the Declaration of
Helsinki, adopted by the 18th World Medical Assembly, Helsinki, June 1964, and amended
by the 29th World Medical Assembly, Tokyo, October 1975, by the 35th World Medical
Assembly, Venice, October 1983 and the 41st World Medical Assembly, Hong Kong, 1989,
A copy of the Declaration of Helsinki can be found in Enclosure 10 of Appendix 12.1.1.

3.2.3 PATIENT INFORMATION

Before entering the study, an explanation of the nature, duration, purpose of the study and
action of the compound had to be given to each patient in such a manner that he/she was
made aware of the potential risks, inconveniences or adverse events that could occur, and
could express his/her informed consent to participation. The proposed consent form is
enclosed (Enclosure 1 of Appendix [2.1.1); local translations and/or the forms adopted in
response to individual Ethical Committee suggestions can be found in the trial master file.
The forms were signed by the patient or the investigator. In the latter case, the signature of
a witness was required to testify that full information was given to the patient.
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3.3  Study Population

Adult patients who were attending out-patient clinics or were newly admitted (within
2 weeks) to the Psychiatric departments of the participating centres were selected in
accordance with the following inclusion and exclusion criteria. :

3.3.1 INCLUSION CRITERIA
The criteria for participation in this study were as follows:
- Patients of either sex, of any race, aged 18 to 65 years

- A diagnosis of acute recurrence of Major Depressive Disorders, not accompanied by
psychotic features (DSM-ITI-R) [9] and not chronic in course, as shown by the CODE -
DD [10] variables: 'Acute onset' or 'Subacute onset' present and 'Prolonged duration'
absent

- The initial (pre-treatment) total score for the 21-item HAMD [11] and the Day O total
score had to be > 18

- Informed consent was obtained from the patient and/or next of kin (see Section 3.2.3).

3.3.2  EXCLUSION CRITERIA .

Exclusion criteria for patients recruited to this study were as follows:

- Patients with a first episode of Major Depressive Disorder

- History of Major Depressive Disorder associated with endocrine disorders: hypo- or
hyperthyroidism (confirmed by rT3, followed by T3 and T4 in the case of negative
findings on admission), adrenal insufficiency, etc

- Pregnancy (excluded by a pregnancy test at the end of the wash-out period)

- Refusal to use contraception during the study period

- Past history of drug hypersensitivity

- Participation in a clinical study with an investigational compound in the four weeks
preceding the study )

- Evidence of substance or drug abuse presently or within the past six months

- Chronic respiratory insufficiency
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- History or presence of gastrointestinal, hepatic or renal disease, or other conditions
known to interfere with the absorption, distribution, metabolism and excretion of drugs

- History of seizures or serious brain injury; current evidence of clinically important
haematopoietic or cardiovascular diseases; current evidence of urinary retention or
glaucoma

- Symptoms of any other important clinical illness in the four weeks preceding the study

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

- Electroconvulsive therapy (ECT) in the previous six months,

3.3.3 WITHDRAWAL CRITERIA
Patients could be withdrawn from the study at any time for the following reasons:
- Voluntary withdrawal by the patient

- Unacceptable toxicity, defined as the occurrence of serious and unexpected adverse
events or the persistence of non-tolerable signs or symptoms which were not alleviated
by reducing the dose to the lower dosage level

- Lack of efficacy during the open initial treatment phase, which applied to patients who
after completion of at least two weeks of treatment showed worsening of the global
clinical picture (Clinical Global Improvement - CGI - see Section 3.5.1.2).

In the case of treatment discontinuation, the final complete battery of tests was carried out
wherever possible. :

3.3.4 SAMPLE SIZE - NUMBER OF PATIENTS PLANNED

Each of the 10 centres participating in the study were to recruit, within a period of one year,
enough patients to collect a sample of 30 patients who fulfilled the criteria for entering the
double-blind phase of the study, so that a total of 300 patients was to be recruited overall.

As already mentioned in Section 3.1.2., in 4 centres the study never started for logistical
reasons, 3 new centers were included and recruitment was extended in centre numbers |
and 10 to well above the foreseen patient sample. Recruitment was stopped after
randomisation of 286 patients of the 358 recruited. The sample size was consistent with the
one calculated for an “intent to treat” analysis.
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3.4 Treatments

3.4.1 TREATMENTS TO BE COMPARED

After an initial wash-out period of 7 days (14 days in the case of monoamine oxidase
inhibitors' administration, 3-4 weeks in case of fluoxetine following the protocol
amendment), patients received reboxetine 4 mg b.i.d. for 6 weeks. Responders (= 50%
decrease of the total HAMD score) were randomised to treatment with either reboxetine
4 mg b.i.d. or placebo (one tablet b.i.d.) for a maximum of one year or until relapse (total
HAMD score increased by at least 50% and of at least 18).

3.4.2 IDENTITY OF TEST TREATMENTS

Indistinguishable scored tablets containing either reboxetine 4 mg plus excipients (Batch
No: SF1032, SF1106) or excipients only (placebo, Batch No: SF1030, SF1111) were
supplied by the Sponsor. Copies of certificates of analysis for the test treatments are
presented in Appendix 12.1.5.

3.4.3 DOSE SELECTION AND TIMING

All patients recruited for the study received one tablet of reboxetine 4 mg b.i.d. from Day 1
to Day 42 (i.e., for 6 weeks). The daily dose of reboxetine was chosen on the basis of the
results of the previously mentioned open dose finding study 5], in which daily doses of 8 to
10 mg were found to be associated with the best therapeutic index, and of the controlled
phase II study vs desimipramine and placebo [6], where the 8 mg/day dose was proved to
possess antidepressant efficacy. At the end of this open treatment phase, patients showing a
response were randomised to treatment with either reboxetine 4 mg b.i.d. or placebo (one
tablet b.i.d.) for a maximum period of one year or until relapse.

The treatment was administered in the morning (10 a.m.) and in the evening (6 p.m.).
Treatment had to be taken at least 2 hours before or after meals.

The daily dose could be reduced to half a tablet (2 mg b.i.d. for reboxetine) in the case of
emergence of non-tolerable signs or symptoms.

3.4.4 METHOD OF ASSIGNING PATIENTS TO TREATMENT GROUPS

A randomisation list balanced within each centre and every 4 assignments was originally
generated for patient allocation either to reboxetine or placebo. In the list in order to make
the patient unequivocally identifiable across centres by his assignment number, a progressive
number from 1 to 390 was generated. The test treatments were labelled according to the
randomisation sequence number. Each randomised patient was then identified by
corresponding treatment number. In spite of the anticipated break down by centre of such a
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sequential list, in order to minimize the waste of drug supply, the latter was shipped to the
centres by complete blocks of four treatment each. This led to the utilization of study
medication by centers other than those to which it was initially allocated.

At the end of the 6-week open treatment of the acute episode of major depression, patients
eligible for the double-blind phase of the study were given by investigators an independent
sequence number from the one assigned during the open phase, according to the time they
complete it. Assignment of treatment was done in a double-blind fashion by matching this
sequence number and the treatment box number.

3.4.5 TREATMENT PACKAGING AND BLINDING

For the initial open treatment of the acute episode, six amber glass bottles showing the
patient number and the appropriate week of treatment (Week | to 6) were prepared for
each patient. Each bottle contained the medication necessary for each of the first six weeks
of treatment with reboxetine (i.e. 16 tablets, one 4 mg tablet b.i.d. and 2 additional tablets
for possible losses).

For the double-blind continuation therapy in patients who responded, glass amber bottles
showing the patient number and the treatment period Week 7-8, Week 9-10, Week 11-12,
and so on up to Week 51-52 were prepared for all the patients. These bottles contained the
medication necessary for the two-week treatment periods between visits up to a maximum
of one year (i.e. 32 tablets of either reboxetine 4 mg or placebo, representing one tablet
b.i.d. and 4 additional tablets for possible losses).

To ensure the double-blind nature of the study, indistinguishable test treatment in identical
amber bottles was identified using double labels indicating the protocol number, patient
number, treatment period, batch number and expiry date (Enclosure 2 of Appendix 12.1.1).
The detachable half of the label was to be included in the appropriate place in the CRF when
used.

The investigators were given individual sealed envelopes containing the information on
patient's treatment, and these were to be opened only in case of emergency necessitating
treatment identification. In the event of an emergency, the investigators were to notify the
study monitor immediately (within 24 hours), and were to report a full description of the
reasons for opening the code on the Adverse Event Form in the CRF. The sealed individual
codes were to be returned to the Sponsor at the end of the study.

3.4.6 CONCOMITANT THERAPY
No concomitant medication was allowed during the study. In the case of events arising

during the course of the study, non-psychotropic medications which were considered
necessary for the patient's welfare could be administered and were not considered protocol
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violations. The medication, dosage and frequency of administration were recorded on the
CRF. Chloral hydrate was permitted at bed-time as a sleep inducer on an 'as required' basis.

3.4.7 TREATMENT SUPPLY, ACCOUNTABILITY AND COMPLIANCE

All drug supplies were handled under the direct responsibility of the investigators and held
by the Hospital Pharmacy. The study monitors checked drug storage conditions during site
visits. i

The investigators were responsible for drug accountability and kept a record of the test
compounds received from the Sponsor as well as the drugs dispensed to each patient on the
occasion of each visit. The upper label from each of the weekly cartons dispensed to each

" patient was detached and fixed in the appropriate space in the CRF. On the same occasion,
cartons of the previous supply were returned by the patient and remaining capsules were
counted (and the resulting figure reported in the CRF) to estimate compliance. These used
cartons were returned to the study monitors during site visits. All unused medication was
to be returned to the Sponsor at the end of the study.

3.5  Efficacy and Safety Variables

At screening, a full medical history and physical examination (including ophthalmologic
examination, chest X-ray and ECG) were carried out including a measurement of vital signs
and laboratory tests. Patients were classificd according to the DSM-III-R classification [9],
and the severity of depression was quantified using the HAMD scale [11]. Patients were
also assessed by the Composite Diagnostic Evaluation of Depressive Disorders (CODE-
DD) [10], a psychiatric composite diagnostic system, the results of which are reported
separately in an 'ad hoc' report.

3.5.1 EFFICACY

Patients were classified according to the CODE-DD at screening, on Day 42 (Week 6),
after 6 and 12 months of treatment and/or at the time of withdrawal.

Patients were seen at regular intervals throughout the study and the following efficacy
assessments carried out at the specified intervals. All psychiatric evaluations and ratings
were to be carried out by the same observer for a given patient and in the same setting and
at the same time of day if possible.

3.5.1.1 Hamilton Depression Rating Scale

The severity of depression was measured using the HAMD at screening, Days 0, 7, 14, 21,
28, 35, 42 and every two weeks during double-blind phase study.
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The HAMD scale contained 21 items, each of which was scored (0-2, 0-3 or 0-4) to reflect
whether the symptom was absent, trivial, mild, moderate or severe. Some of the items were
more heavily weighted than others. The scores for all the symptoms were added together to
give a global judgement of the severity of the depression.

The 21-item list of the HAMD used in this study is as follows:

Ttem Score range Factor
1. Depressed mood (0-4) A%
2. Feelings of guilt (0-4) 111
3. Suicide (0-4) 111
4, Insomnia early (0-2) VI
5. Insomnia middle (0-2) Vi
6. Insomnia late (0-2) VI
7. Work and activities ‘ 0-4) \%
8. Retardation (0-4) \%
9. Agitation (0-4) 111
10, Anxiety (psychic) (0-4) I
11.  Anxiety (somatic) (0-4) I
12.  Somatic symptoms gastrointestinal (0-2) 1
13.  Somatic symptoms general (0-2) I
14, Genital symptoms (0-2) Vv
[5.  Hypochondriasis (0-4) I
16.  Loss of weight (0-2) I
17.  Insight (0-2) 1
18.  Diurnal variation (0-2) v
19.  Depersonalization and (0-4) m
Derealization ‘
20. Paranoid symptoms (0-3) I
21.  Obsessional symptoms {0-2) jill

More detailed definitions of the items included in the scale can be found in Enclosure 4 of
Appendix 12.1.1
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Factorialisation was carried out according to the ECDEU manual [12], to yield six factors:
anxiety/somatisation (I), weight (II), cognitive disturbances (III), diurnal variation (IV),
retardation (V) and sleep disturbances (VI),

3.5.1.2 Clinical Global Impression

The Clinical Global Impression (severity of illness, global improvement and efficacy index)
was administered according to the ECDEU manual [12]. Severity of illness was assessed by
the investigator at Days 0, 7, 14, 21, 28, 35, 42 and every two weeks during the double- '
blind treatment period. The following scale was used:

...
I

normal, not at all ill

2 = borderline mentally ill
3 = mildlyill

4 = moderately ill

S = markedly ill

6 = severely ill

7

= among the most extremely ill patients

In addition, the investigator evaluated the global improvement at each visit, with reference
to the baseline assessment, according to the following scale:

= very much improved

= much improved v

= minimally improved

no change

= minimally worse

= much worse

EUTNC NP SN SO S S R
i

= very much worse

An Efficacy Index was then assessed in accordance with the degree of improvement of a
patient and the disability deriving from the side effects experienced. Details of the CGI and
its Efficacy Index can be found in Enclosure 5 of Appendix 12.1.1.
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3.5.1.3 Montgomery and Asberg Depression Rating Scale

The MADRS [13] was measured at Days 0, 7, 14, 21, 28, 35, 42 and at monthly intervals
thereafter.

This scale consists of ten items relating to depression selected from the 67 items in the
Comprehensive Psychopathological Rating Scale [14] in view of their sensitivity to change
[13]. The ten items are as follows:

Reported sadness

Inner tension

Apparent sadness

Suicidal thoughts

Inertia

Inability to feel

Pessimistic thoughts

Concentration difficulties

W® kW e

Reduced sleep

.._.
<

Reduced appetite

The scale requires a structured interview for completion. A score of 0 to 3 for each item
was used, as in reference 14. More detailed definitions of the items included in the scale can
be found in Enclosure 6 of Appendix 12.1.1.

3.5.1.4 Zung Self-Rating Depression Scale

The Zung SDS [15] was measured at Days 0, 7, 14, 21, 28, 35, 42 and at monthly intervals
thereafter.

The scale consisted of 20 statements which patients were asked to choose the appropriate
answer for out of the following:

- None or a little of the time
- Some of the time

- A good part of the time

- Most or all of the time

A score of between 0-4 or 4-0, depending on the statements, was awarded to the answers

and the score for all the answers was totaled in order to give the Zung SDS score. The 20
statements used are shown in Enclosure 7 of Appendix 12.1.1
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3.5.2 SAFETY

3.5.2.1 Adverse Events

Spontaneously Reported

Patients were notified of any possible adverse events they might experience and were
instructed to report any such adverse event to the investigators immediately.

The ocourrence of adverse events was recorded at Day 0, 7, 14, 21, 28, 35, 42 and every
two week thereafter.

Any adverse event, noticed by the investigators or reported by the patients was reported,
regardless of presumed relationship to the study medication, in the appropriate section of
the CRF (Adverse Event Report Form - Enclosure 8 of Appendix 12.1.1).

For each adverse event, the following information was entered the CRF: description, date of
onset, date of stopping, severity, drug cause-effect relationship, outcome, effect of
withdrawal of treatment and rechallenge. The investigators also had to note if the double-
blind code had been broken, the action taken regarding the test drug (none, dose reduced or
discontinued) and any treatment given as a result of the adverse event.

Severity was coded as follows:

1 = mild - awareness of sign or symptom, but easily tolerated

2 moderate - discomfort enough to cause interference with usual activity
" 3 = severe - incapacitating with inability to work or due usual activity

4 unknown

Relationship to test drug was coded by the physician as definite, probable, possible,
doubtful, unknown or not related, according to Karch and Lasagna modified criteria as
shown in Enclosure 9 of Appendix 12.1.1.

All serious” and/or unexpected” adverse events had to be reported to study monitors in the
Sponsor subsidiary immediately (within 24 hours), and the details recorded on an Adverse
Event Report Form. Serious adverse event was defined as any experience that was
(potentially) fatal or life-threatening, disabling, incapacitating, requiring inpatient
hospitalisation, causing a congenital anomaly or cancer, or due to an overdose.

Code of Federal Regulation, Vol 21, Part 312, Revised as of April 1 1987, page 75.
** Bem JL, Breckenridge AM, Mann RD, Rawlins MD. Review of yellow cards (1986): report to the
Committec on the Safety of Medicines. BrJ Clin Pharmac 1988; 26: 679-690.
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Unexpected Adverse Event

Unexpected adverse event was defined as any adverse experience that was not identified in
nature, severity or frequency in the current Investigator's brochure for the study.

The same procedure applied for all patients who died during the course of the study or
within 30 days of completion, irrespective of whether the event was judged as related to
treatment. If an autopsy was performed, a copy of the pathological report was to be sent to
the Sponsor.

Adverse Events Reported Through a Check-List

The presence or absence of selected adverse events was solicited through a check list
especially designed for the identifying events frequently reported in patients on
antidepressant medication. These events could be either reported by the patient or observed
by the investigator.

+
For each adverse event, the same procedure as for spontaneously reported adverse events
was followed in terms of recording of information in the CRF (Adverse Event Report Form)
and reporting of the 'serious' or 'unexpected' adverse event to the Sponsor.

3.5.2.2 Clinical and Laboratory Tests

Vital Signs
Blood pressure and heart rate (supine and standing) were measured at screening, on Days 0,
7,14, 21, 28, 35, 42 and every two weeks thereafter.

Supine blood pressure and heart rate were measured in the morning after 5 minutes in the
supine position and standing blood pressure and heart rate were measured | to 2 minutes
after standing up.

ECG

An ECG was recorded at screening, on Days 14, 28, 42 and every two months in the
double-blind period of the trial.

Ophthalmological examination

A standard ophthalmological examination, including assessment of visual acuity, colour
vision, intraocular pressure, visual field, slit lamp examination of lens and cornea, and
dilated fundus examination was performed at screening and the end of the double-blind
period of the trial.

Laboratory Tests

Laboratory tests were recorded at screening, on Days 14, 28, 42 and every two months in
the double-blind period of the trial.
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The laboratory tests comprised the following: full blood count, serum electrolytes, liver
enzymes, blood sugar, serum alkaline phosphatase, blood urea nitrogen (BUN), serum
creatinine, uric acid, total and direct bilirubin, total serum protein and electrophoresis,
serum cholesterol and triglycerides, T3, T3 and T4 (at screening only), and urinalysis.

Laboratory tests were also measured for patients who withdrew prematurely because of a
serious adverse event.

3.6  Study Procedures and Flow Chart

3.6.1 SCHEDULE OF ASSESSMENTS

3.6.1.1 Schedule of Assessments - Open Treatment Phase

Pre-treatment Treatment day

Assessment screening 0 7 14 21 28 35 42
Medical history X

Physical examination X

Ophthalmological X

examination

Chest X-ray X

ECG X X X X
DSM-III-R/CODE-DD X X
21-item HAMD X X X X X X X X
CaGl X X X X X x X
MADRS X X X X X X X
Zung SDS X X X X X x X
Adverse events X X X X X X X
Vital signs X X X X X X x X
Laboratory tests x* x X x
Dispensing medication X X X X X X X
Compliance check X X X X X X X

* T3, T3 and T4 at screening only
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3.6.1.2 Schedule of Assessments - Double-blind Treatment Phase )

End of week
Assessment 8 52 -
Ophthalmological examination *
ECG " E N W mN =

*

DSMIII-R/CODE- DD

21-item HAMD X X X X X X X X
CaGl X X X X X X X X
MADRS B ® 3] H ®#
Zung SDS E = £3]
Adverse events X X X X X X X X
Vital signs X X X X X X X X

Laboratory tests
Dispensing medication x x x X X X X

Compliance check X X x x X X X X

b S X every two weeks
....... every month

W Mevery two months
3.7  GCP Compliance and Data Quality Assurance

The study was initiated before the formal adoption of Good Clinical Practice guidelines by
European Regulatory Authorities and in the absence of Company Standard Operating
Procedures. However, operating procedures for study monitoring and co-ordination were
defined and are described in Attachment A of Appendix 12.1.1.

Training on diagnostic assessment was carried out during the first investigator meeting and
during the site visit performed by the Scientific Co-ordinator of the study. Inter-rater
reliability sessions on the instrument used for the assessment of change, particularly on the
HAMD, were carried out during monitoring visits for training purposes by employing four
videotaped interviews.
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During the monitoring visits, which were made at regular intervals, the monitor validated
the content of the CRF against source documents on the basis of the agreed procedures.

Site, trial master file and report audits were carried out by the Company Quality Assurance
Unit.

3.8  Statistical Analysis

3.8.1 POWER CONSIDERATIONS

The main evaluation of treatment effectiveness was based on the comparison of the
proportion of patients experiencing relapse (see below for definition) during the double-
blind phase in each of the two treatment arms (reboxetine and placebo) out of the number of
randomised patients.

In agreement with this goal, the following system of hypotheses was set up:

Ho: mppx 2 1 pie

H,:ngex<m pLe

where 1 zpy and o pyc are the true relapse rates in the reboxetine and the placebo treated
population, respectively.

Given the fact that a 15% difference in relapse rate was considered as a clinically relevant
difference and assuming that 50% of placebo-treated patients were expected to relapse
within one year, 135 patients in each arm were required to reject the null hypothesis at a
one-tail o-level = 0.05 and with a power (1 - B) = 0.80 for the alternative hypothesis of a
difference (8 = 1 pLc ~ T rux) as high as, or higher than, 15%.

Taking into account that 20% of the patients entering the run-in phase could not have
achieved the response at the end of this phase, 358 patients were to be recruited.

3.8.2 PLANNED ANALYSIS

The main comparison was to be carried out on the basis of the rate of relapse (% of
randomised patients experiencing relapse (as defined in Section 3.8.3.2)) using a test based
on binomial distribution. The relapse time within each treatment group was to be estimated
by the Kaplan-Meier method and compared by the log-rank test.
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’

In addition, the remission rate (% of randomised patients experiencing remission at the last
assessment and at the end of the |-year treatment period) was to be compared between the
two treatment groups.

The frequency of patients showing a clinically relevant decrease (= 20 mmHg) in standing
systolic blood pressure was to be compared between the two groups.

Adverse events were to be presented by listing, patient-by-patient, all events and the
cumulative frequencies of occurrence by treatment. If there were clinically significant
differences in the occurrence of adverse events between treatment groups, these were to be
compared.

Laboratory data was to be classified as normal or abnormal according to the normal ranges

of the performing laboratory and the frequency of the abnormal results after treatment
compared between the two treatment groups.

3.8.3 ANALYSIS CARRIED OQUT

3.8.3.1 Baseline Comparability of Treatment Groups

Bascline characteristics (e.g. age, diagnosis, age at onset, number of previous episodes)
which might have influenced the main end-point of the study were summarised considering
both all the patients entered into the run-in phase and only the patients subsequently
randomised either to reboxetine or placebo in the double-blind phase. In this latter
presentation, patients were grouped according to the treatment they were allocated to
afterwards, in order to verify the comparability of the two treatment groups.

3.8.3.2 Efficacy Analyses

Efficacy Criteria

The following definition and selection applies to the set of data analysed at the end of open
phase:

Remission: HAMD total score lower than or equal to 10 (absolute value).
Response: HAMD total score decrease equal to or greater than 50% compared to

the baseline value (Visit 0). According to this definition, and based on
the inclusion criterion which required a total score of HAMD at entry
of at least 18, not all patients who achieved remission (as defined
above), were included in the broader category of response (18*0.5=9).
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The following definition and selection applies to the set of data analysed during double-blind

phase:

Relapse: Increase in HAMD total score equal to or greater than 50% compared
with the value at randomisation (Visit 6) and HAMD total score equal
to or greater than 18 (absolute value).

Time to relapse: Number of days elapsing between the randomisation date (Visit 6) and

the date when the patient was first classified as "relapse” according to
the above definition.

Time to censoring: Number of days elapsing between randomisation (Visit 6) and
withdrawal from the study for reasons other than occurrence of relapse
or deterioration requiring study treatment discontinuation (classified in
the end-of-treatment summary as deterioration).

Time to treatment

failure: Number of days elapsing between randomization date (visit 6) and date
of relapse or of withdrawal from the study for any reason other than
improvement.

Maintenance of
the response: Cumulative probability of the long lasting effect of the treatment based
on the time to treatment failure.

Double-blind Phase

Patients who entered the double-blind phase of the study but who did not fulfil the criterion
of response were excluded from efficacy analysis.

The primary analysis of treatment efficacy (main end-point) was based on the comparison of
the proportion of patients experiencing at least one relapse in the long-term treatment
period following randomisation, out of the total number of randomised patients, in each of
the two treatment groups. In this analysis, patients withdrawing for any reason were
classified according to whether or not they had relapsed during the observation period. A
chi-square test [16] was applied in order to test the null hypothesis.

The cumulative probabilities of relapsing in the two treatment groups were described by the
Kaplan-Meier method and compared by the fog-rank test {17].

The same analysis was carried out for the sub-group of patients in remission at the end of
the initial 6 weeks of treatment.

In both analyses, patients withdrawn for any reason were considered censored at the time of
withdrawal. In order to ensure that the censoring patterns in the two treatment groups were
comparable and independent of the treatment, the Kaplan-Meier curves of time to censoring
were provided.
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The crude rate of patients who did not relapse at least once and who did not withdraw
(unless because of improvement) during the first six and the following six months of the
double-blind period, respectively, were compared between the two treatment groups by chi-
square test, in order to test the maintenance of the response achieved in the open phase in
the two periods separately. The denominator of the analysis in the last six months includes
all the patients who did not relapse or withdraw in the preceding six months. In addition,
maintenance of the responce including both the total observation period of 52 weeks and
the first 6 months after randomisation (up to week 26) in the two groups was described
according to the Kaplan-Meier method and between-treatment difference was tested by the
log-rank test.

As planned in the protocol, the remission rate at the last assessment of the double-blind
phase was calculated and the between-treatment difference tested (chi-square test).

Moreover, the total scores for HAMD, MADRS, Zung SDS, and CGI variables have been
summarised by descriptive statistics at each visit and considering the last valid observation,
in the two treatment groups.

3.8.3.3 Safcty Analyses

All the analyses were carried out on two sets of data, according to the study design. The
first set refers to the run-in phase and includes all the patients entered into the study, while
the second set includes only the randomised patients and considers the assessments
performed during both run-in and double-blind period, in order to give an overview of the
safety of the whole study period (randomised patients who did not receive any dose in the
double-blind phase have been excluded). In both cases, the values collected before the start
of run-in phase were considered as reference values for the comparison vs baseline.

Vital Signs

Vital signs as measured at each assessment time were summarised by descriptive statistics.
Patients with orthostatic hypotension (a decrease > 20 mmHg of the systolic blood pressure
from lying to standing) were described. Finally, the frequency of patients showing clinically
relevant changes (220% or more vs baseline) or such a modification accompanied by
absolute critical values (= 160 or £ 100 mmHg for systolic blood pressure; = 100 or < 70
mmHg for diastolic blood pressure; 2 100 or £ 50 beats/min for heart rate) at each
evaluation time were tabulated.

ECG

ECG results have been summarised in frequency tables showing normal/abnormal findings at
each visit. Changes from baseline ( i.e. normal to abnormal and vice versa, or changes in
type of abnormality) have been displayed. ’
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Laboratory Examinations

For all the laboratory examinations and within each of the two treatment groups, the
following analyses have been provided:

- frequency and percentage of patients whose values were below, within or above the
normal range at baseline and shifted to values below, within or above the normal
ranges at each visit. Either the MacNemar test or Stuart Maxwell test [18] has been
applied in order to test if the distribution across categories at baseline differs from the
distribution at each visit.

— continuous values of laboratory tests were standardized according to the method
proposed by Chuang-Stein [19], using as reference values the one reported in the
Cecil Textbook of Medicine [20]; the Wilcoxon Rank Signed test for paired data [21]
was applied in order to compare the values during treatment with those recorded at
baseline.

The usage of statistical tests in this framework aimed mainly at providing screening tools for
selecting relevant changes within each single examination, which were to be considered
clinically relevant on the basis of the concordance with other examinations evaluating the
same organ function. As an arbitrary pragmatic criterion statistical significance was claimed
when p value was lower than 0.01.

Moreover, abnormal values of laboratory tests defined as clinically relevant by pre-defined
criteria (Appendix 12.1.8) were specially considered and frequencies of clinically relevant
abnormalities calculated.

Adverse Events

In the analysis of adverse events, attention has been focused on treatment-emergent signs
and symptoms, i.e. events that were not present at baseline that appeared during treatment
or, if present at baseline, that became more severe during treatment. The analyses were
essentially descriptive and, for each set of patients (see above) and each treatment group,
they were performed both in terms of the number of patients complaining of adverse events
and the number of events. '

Each event has been classified as occurring during the run-in phase or the double-blind
phase depending on its onset. In the assessment of the frequency of patients with adverse
events, each patient was counted once in any given phase, provided that he/she complained
of one or more events occurring during that phase. The analyses were performed taking
into account the occurrence of at least one sign or symptom, the occurrence of at least one
event for each body system and, in detail, the occurrence of each type of sign or symptom.
When severity of the events was considered, the worst reported degree was selected. In
order to explore possible differences, patients were also classified by sex and age.
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The cumulative risk of developing the first adverse event during the treatment period was
estimated by the Kaplan-Meier method (open phase only). Furthermore, the weekly (run-in
phase) or monthly (double-blind phase) frequency of patients presenting adverse events
(either because of the onset of new events or because of the persistence of those previously
developed) was assessed.

The events have been described by frequency tables according to duration, onset time,
symptomatic treatment, relationship to study medication, study drug adjustment and
outcome. The duration of any event was computed as the number of days from its onset up
to its recovery or, in the absence of a recovery date, up to the last reporting date
(approximate duration).

3.9 Data Management

Data management was carried out in the Biometrics and Data Management Department of
Pharmacia, Milan.

CRFs data were entered into an IBM 3090 computer (according to the arrival flow) through
data entry masks generated by SAS FSP release 6.06 and 6.07.

ECG tracings were classified and subsequently grouped according to the codes reported in
Appendix 12.1.9. Previous and concomitant diseases were coded according to ICD9
dictionary [22]; concomitant drugs were coded according to the Drug Reference List [23];
and adverse events according to the WHO-ART dictionary [24]. In the absence of an
adequate code and preferred term, "urinary hesitancy" was coded as "micturition disorder”,
and "blurred vision" as "vision abnormal”. The mentioned events therefore appear in the
tables under the indicated terms.

Subsequently, data were scrubbed by an electronic procedure set up to this purpose which
generates listings of discrepancies between the actual value entered and pre-defined
algorithms. Computer programs generated for this purpose are archived in the Biometrics
and Data Management Department. These listings were reviewed by clinical personnel and
editing of CRFs was requested at the Investigator site, whenever appropriate. Corrections
were entered, repeating the loop until the files were completely clean.

Reporting, as well as statistical analyses, were carried out with SAS PROCs (version 6.07),
apart from the Stuart-Maxwell test. The programs relevant to the latter are appended in
Appendix 12.1.10. A selection of statistical analyses outputs is shown in Appendix 12.1.11.
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4. STUDY PATIENTS
4.1  Disposition of Patients

Three hundred and fifty-eight patients were recruited to the open phase of this study at nine
centres. Recruitment by centre is shown in Table 1. Centre numbers 1 and 10 recruited the
majority of the patients, 41.9% and 21.2% respectively, while patient inclusion was minimal
in centre numbers 2 (4 patients), 3 (10 patients), and 8 (7 patients). The remaining centres

admitted 20-38 patients each to the study. Patient disposition is summarised in Table 2. A
total of 322 patients (89.9%) completed the open phase of the study in accordance with the
protocol and 36 patients (10.1%) withdrew. The main reasons for withdrawal are shown in
Table 3.

One patient committed suicide. The narrative summary of the event is enclosed (Appendix
12.2.1); 13 patients (3.6% of the population admitted) dropped out due to adverse events
(see Section 8.2.3.2); deterioration and unco-operativeness caused discontinuation in 10
and 11 cases, respectively (approximately 3% of the admitted patients).

Two hundred and eighty-six patients from 8 centres were randomised to treatment with
either reboxetine (145) or placebo (141) as shown in Table 4. Three patients (centre 10:
no. 36/36, 83/60, 18/283) were randomised to treatment with either reboxetine (2 cases) or
placebo (1 case) but never received it. They were excluded from the analysis.

The frequency and timing of withdrawals, according to protocol provisions or for other
reasons, during the double-blind phase is indicated by reason in Table 5.

Lack of efficacy was given as a reason for withdrawal twice as often by placebo recipients
(36 patients, 25.7% of the randomised and treated cases) compared with reboxetine
recipients (17 patients, 11.9%). Adverse events were associated with withdrawal in six
patients under reboxetine (4.2% of the randomised and treated patients) and two patients
under placebo (1.4%). In total, 64 patients (44.8% of the randomised and treated cases)
discontinued the double-blind treatment in the reboxetine group and 75 (53.6% of the
randomised and treated cases) in the placebo group. Discontinuations were mainly apparent
within the seventh months of treatment.
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The overall picture of patient disposition is shown below.

Disposition of patients

358 patients
entered open
phase

36 failed to complete the open
phase in accordance with the
protocol

36 were excluded from double-
blind phase

286 entered double-blind
phase

283 received randomised
treatment

143 reboxetine 140 placebo
79 completed 64 withdrew 65 completed 75 withdrew
study study
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4.2 Protocol Deviations

42,1 COMPLIANCE WITH ENTRY CRITERIA

The frequency of non-compliance with inclusion/exclusion criteria of relevance for
inferential purposes is given in Table 6. The most frequent reason (8.7% of the patients) for
possible non-compliance with the exclusion criteria was related to abnormalities of thyroid
function tests, suggestive of possible underlying, undiagnosed, endocrine disorder.
Psychotropic medication with a possible influence on baseline assessments that was not
allowed was administered during the wash-out period in 2.5% of the patients.

4.2.2 CONCOMITANT MEDICATIONS

The frequency of administration of concomitant drugs not allowed by the protocol due to
their psychotropic properties during the open and double-blind phase is given in Table 7.
This refers mainly to long-acting benzodiazepines, rarely administered and with similar
frequency in the placebo and reboxetine groups.

4.2.3  RESPONSE CRITERION (HAMD TOTAL SCORE DECREASED BY 50% OR MORE) FOR
ADMISSION TO DOUBLE-BLIND PHASE

The frequency of non-compliance with the response criterion is given in Table 8. As
already mentioned, this applied to 18 cases, 10 randomised to reboxetine and 8 to placebo.
All but two cases were improved in comparison with baseline, the improvement being
superior to 40% in seven cases. As mentioned, these patients were excluded from efficacy
analyses.

4.2.4  RANDOMISATION

Distribution and use of study medication were to be done, as previously mentioned, in
blocks of 4 treatments, used in sequence from the smallest to the highest number according
to patient temporal entry into the study; each centre was supposed to receive and use only
complete blocks. In order to provide a discrepancy log with respect to the randomisation
sequence, patients were listed according to their study entry date and the treatment foreseen
to be assigned according to the random sequence of the blocks available at the center was
matched by a sequential criterion. Mismatching between the foreseen treatment and the
treatment actually received was identified as a randomisation error.

As reported in Table 9, errors in randomisation led to administration of the alternative
experimental treatment in 49 patients (17.3%), but the within-centre error rate was highly
variable (0-50%). However, as shown in Table 10, this randomisation error was evenly
distributed in the reboxetine and the placebo groups (24 and 25 cases, respectively). In
addition, in eight cases, four per group, problems in material supply led to utilization of the
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material left by drop-out cases, which was therefore “out of randomisation” and they were
analysed as for the actual treatment received. ‘

4.2.5 ASSESSMENT INTERVALS

The summary statistics of the efficacy and safety assessment intervals are shown in Table
11. The range of days from treatment start indicates little, if any, deviation from the
protocol time-schedule for the majority of assessment intervals.

4.2.6 WITHDRAWALS FOR PROTOCOL VIOLATION

Ten patients (6 reboxetine, 4 placebo) were withdrawn from the double-blind phase of the
study because of protocol deviations as shown overleaf’

Protocol Deviations Causing Withdrawal from the Double-blind Phase of the Study

Protocol deviation Reboxetine - Placebo Total
Anxiolytic intake 2 1 3
Pregnancy 1 0 1
Misuse of study medication supply 3 1 4
Other 0 2 2
Total 6 4 10

4.3 Demographic Data

Demographic data of the whole sample admitted to the open phase and of the two
subsamples subsequently randomised to reboxetine and placebo treatments for the double-
blind phase of the study are given in Table 12 and 13 respectively and are presented below:
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Summary of Demographic Data

Open phase

Double-blind phase

Reboxetine Reboxetine Placebo
n (%) n (%) n (%)
Sex female 263 73.5 115 79.3 95 674
male 95 26.5 30 20.7 46 326
Total 358 100 145 100 141 100
; Mean SD Mean SD Mean SD
Age (years) 43.2 11.8 43.4 1.6 423 12.2
Height (cm) 165.6 8.4 165.3 7.5 165.4 8.9
Weight (kg) 66.7 13.0 67.2 13.4 66.0 11.8

Female patients were prevalent in both treatment groups, and particularly so in the
reboxetine group. The reboxetine and placebo treatment groups were well matched for age,

height and weight.

4.3.1 SEVERITY OF DEPRESSION

The severity of depression, according to the HAMD, CGI and MADRS scales, at entry and
at the different time intervals during the open phase of the study, is described in Tables 25,
29 and 35. As shown below, the severity of depression at entry in the total population was
similar to the one of randomised patients and, among randomised patients, there was no
important difference between the treatment groups at Day 0.
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Severity of Depression at Day 0 in all patients

n Mean Sh

HAMD 358 29.6 5.6
MADRS 358 18.4 4.1
n (%)
CGI severity
Normal 0
Borderline mentally il 0
Mildly ill 7 3 (0.8)
Moderately ill 30 8.4)
Markedly il 223 (62.3)
Severely ill 87 (24.3)
Extremely ill 5 “4.2)
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Severity of Depression at Day 0 in Randomised Patients

Reboxetine Placebo
n Mean SD n Mean ~ SD
HAMD 145 29.1 5.5 141 29.7 5.7
MADRS 145 17.9 4.0 141 18.6 4.2
n (%) n (%)
CGI severity
Normal 0 0
Borderline mentally ill 0 0
Mildly ill 1 0.7 1 ©0.7)
Moderately ill 12 8.3) 13 (9.2)
Markedly ill 89 61.4) 91 (64.5)
Severely ill 37 (25.2) 32 (22.7)
Extremely ill 6 “4.2) 4 (2.8)

4.3.2  PREVIOUS HISTORY OF DEPRESSION

Frequency of DSMIII-R diagnostic classifications and summary statistics (including mean
with SD as well as median values with range) of features of the history of the mental
disorder in the total population and in the randomised patients are shown in Tables 14 and
15 respectively.

The median age at onset of the depressive disorder, the median number of previous episodes
of depression, the median duration of the last episode and the median duration of the
present episode in the total population and in the randomised patients at entry are presented
for each treatment group in the following table:
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Previous History of Depression in the Total Population and in Randomised Patients

All patients Reboxetine Placebo

n Median (range) | n  Median (range) | n  Median (range)

Age at onset 356 34 (11-63) | 145 34 (13-60) | 139 32 (11-62)
(years)

Number of 35 3 (1-15) | 145 3 a-15 139 3 (1-10)
previous
episodes
Duration of the | 354 24 (2-364) | 143 24 (3-364) | 139 24 (2-364)
last episode
(weeks)
Duration of the { 354 8  (0.1-364) | 144 8  (0.1-364)| 139 10 (0.6-208)
present episode
(weeks)

The treatment groups were well matched and similar to the admitted population for all
aspects.

The frequency of previous antidepressant therapy by active principle is described in Table
16. As expected, tricyclic antidepressants were the most frequently prescribed and were
similarly represented in the reboxetine and placebo groups.

4.3.3 MEDICAL HISTORY

Medical history in the total population and in the two groups of patients randomised to
reboxetine and placebo is given in Table 17 and summarized by body system in Table 18.
Worth noting is the slightly higher frequency of diseases of the circulatory system in the
reboxetine group.
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5. STUDY MEDICATION AND COMPLIANCE

The frequency of each dose of the experimental treatment administered in each study day is
given in Tables 19 (open phase), 20 and 21 (double-blind phase, reboxetine and placebo,
respectively). The per protocol dose was reportedly administered to almost all patients
during-the whole treatment period. The few exceptions mainly concerned instances of
decrease of the daily dose or temporary treatment interruption in a maximum of 7 patients
per treatment day during the open phase and of 2 and 3 patients in the reboxetine- and
placebo-treated patients, respectively, during the double blind phase.

Comparison of the administered dose, as reported in the compliance section of the CRF,
with the expected dose, as indicated in the experimental treatment section of the CRF,
allowed calculation of the compliance with the treatment regimen; full compliance was
defined in the case of correspondence between the dose prescribed (the per protocol one or
a lower one prescribed by the physician, e.g. in case of adverse events) and the dose
reportedly taken. A global compliance over the treatment period was calculated and
patients were classified accordingly, as reported in Table 22, In 99% of the cases during the
open phase and in 97 and 98% of the reboxetine- and placebo-treated cases during the
double-blind phase, the reported compliance was 100%.

6. CONCOMITANT MEDICATION

The frequency of patients receiving a concomitant medication at least once is indicated by
active principle in Table 23 (open phase) and 24 (double-blind phase). Most frequently
newly administered was chloral hydrate as sleep inducer. In addition to the psychotropic
medications not allowed by protocol administered in few cases in bath treatment groups,
already commented in Section 4.2.2, other drugs were only seldom administered, generally
following the eniergence of adverse events, with no major differences in frequency of
administration between reboxetine and placebo.

7. EFFICACY RESULTS

7.1 Open Phase of the Study

7.1.1 HAMILTON DEPRESSION RATING SCALE

Summary statistics of total HAMD scores at each visit in the observed cases are shown in
Table 25 and for individual HAMD factors in Table 26. The last assessment of the open
phase is summarised in Table 27.

At the last assessment, the mean total HAMD score was reduced from 29.6 at baseline to
12.9. Among HAMD factors, the median of the differences vs baseline indicates maximal
improvement for the factors 'retardation' (1.5 points), 'diurnal variation' and

‘anxiety/somatisation' (1 point), corresponding to those most severely effected at baseline.
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As summarised in Table 28, a total of 272 patients (76.0% of the admitted) were responders
at Week 6 and of them 179 patients (50.0% of the admitted) were seen to be in remission.

7.1.2  CLINICAL GLOBAL IMPRESSION

7.1.2.1 Severity of Tllness

The distribution of the CGI severity scores at each visit of the open phase in the observed
cases is presented in Table 29, while the distribution of the scores at last assessment is
summarised in Table 30. A clear-cut modification of the overall picture is apparent, with
the majority of the patients being markedly to severely ill at baseline (90.8%) and normal to
mildly ill at last assessment (69.8%).

The shift table of the last value vy Day 0 (Table 31) showed that the majority of patients had
the severity of illness decreased (87.7%) and only 2.0% increased.

7.1.2.2 Global Improvement

The distribution of the CGI global improvement scores at each visit of the open phase in the
observed cases are shown in Table 32. The last assessment of CGI improvement during the
open phase of the study is summarised in Table 33.

The proportion of patients who were 'very much improved' increased from 0.8% at Week 1
to 50.5% at Week 6 and patients who were 'much improved' increased from 10.3% at Week
1 to 33.4% at Week 6. At the last assessment the majority of patients was classified as
significantly improved, either very much (45.8%) or much (31.3%).

7.1.2.3 Efficacy Index

Summary statistics of the efficacy index, which attempts to weigh up the therapeutic benefit
i.e. therapeutic effect vs side effects, are shown in Table 34. The mean and median efficacy
index indicate a therapeutic effect outweighing side effects (1.5 or above) from Week 2
onwards.

7.1.3  MONTGOMERY-ASBERG DEPRESSION RATING SCALE

Summary statistics of MADRS total scores at each visit in the observed cases and at last
assessment are shown in Table 35 and 36, respectively. The average MADRS total score
was reduced from 18.4 at baseline to 7.8 at the last assessment.

7.1.4  ZUNG SELF-RATING DEPRESSION SCALE

Summary statistics of the Zung SDS total scores at each visit in the observed cases and at
the last assessment are given in Tables 37 and 38, respectively. Complete data were
obtained at baseline and at least one visit in only 317 of the 358 admitted patients. In this
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subset of cases, the average Zung SDS total score was reduced from 57.1 at baseline to
41.3 at the last assessment.

7.2 Double-blind Phase

As mentioned, efficacy results have been analysed and are presented at each visit during the
open and double-blind phases of the study for those patients who received randomised
treatment, after exclusion of the 18 patients (10 of the reboxetine and 8 of the placebo
group) admitted to randomised treatment while not complying with admission response
criteria.

7.2.1 HAMILTON DEPRESSION RATING SCALE

7.2.1.1 HAMD Total Score

Sﬁmmary statistics of total HAMD scores at each visit are shown in Table 39 for the
reboxetine group and in Table 40 for the placebo group. Summary statistics of the HAMD
total scores at the last assessment in the two treatment groups are given in Table 41.

In the 133 responder patients subsequently randomised to reboxetine, the mean HAMD
total score was reduced from 29.2 at Week 0 to 8.8 at Week 6. This improvement was
slightly increased in the patients continuing to receive the experimental treatment, with an
average score of 5.9 at Week 52 in the 76 assessed patients still on treatment. The mean
HAMD total score in the 132 responder patients subsequently randomised to placebo was
reduced from 30.1 at Week 0 to 9.1 at Week 6, i.e. similarly to the above. This
improvement was maintained in the patients continuing to receive the experimental
treatment, a marginal deterioration being apparent in the 62 assessed patients still on
treatment at Week 52 (11.1 points). Last assessment mean HAMD scores were 7.9 and
13.9 in reboxetine and placebo arm respectively. This unbiased comparison confirmed the
difference between the two treatments.

Study End-Points

The number of randomised responder patients who relapsed at least once is shown by
treatment group in Table 42. Among the 133 responder patients randomised to reboxetine,
21.8% fulfilled the criterion for relapse at least once during the study, while 56.1% of the
132 responder patients randomised to placebo did, the between-treatment difference being
highly significant (p< 0.001).

The pattern of the time to relapse according to the Kaplan-Meier method in the two
treatment groups is shown in Figure 1. The cumulative risk of relapse is clinically and
statistically significantly higher under placebo than under reboxetine (p=0.0001); under
reboxetine, the relapses mainly occurr within the first 3-4 months of follow-up, while under
placebo, the cumulative probability of relapse increases almost steadily up to the end of the
observation period.

60 (2598)



090177e1803f2135\Approved\Approved On: 11-Nov-2002 19:17

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

Pharmacia Document 9550077

In order to exclude the influence of the missed abservations, due to possible differences
between the two groups in drop-out rate, on the above findings, the censoring pattern was
calculated, and is reported in Figure 2. No difference between the two groups is apparent.

When the results are considered in terms of maintenance of the response (defined as absence
of relapse or relapse-free) (Figure 3), the cumulative probability is clinically and statistically
significantly higher under reboxetine than under placebo (p=0.0001).

A further analysis was carried out that tested separately the differences between the two
groups in the proportion of relapse-free patients during the first six months and the last six
months of the study. As shown in Table 43, again a clinically and statistically significant
difference between the two groups is apparent in both treatment periods (p<0.001), with
60.9 vs 40.2% of the patients being relapse-free under reboxetine and placebo respectively
in the initial six months and 88.0 vis 59.2% of the reboxetine- and placebo-treated patients
who entered the last six months of treatment being relapse-free at all available observations.

In addition, the time pattern of relapse was described according to the Kaplan-Meier
method on the subset of patients in remission at the end of the open phase (Figure 4). In
this subset of patients, the rate of relapse was lower than in responder patients in both
treatment groups, but particularly so in the initial three months after randomisation in the
placebo group. In any case, the between-treatment difference was again highly significant
(p<0.001).

The number of randomised responder patients in remission at the last assessment is shown
by treatment group in Table 44; 78.2% of the reboxetine-treated patients and 44.7% of the
placebo-treated patients were in remission at the last assessment, the between-treatment
difference being highly significant (p<0.001).

7.2.1.2 HAMD Factors

Summary statistics of the HAMD factors in the responder patients randomised to reboxetine
or placebo at the different assessment intervals in the observed cases are given in Tables 45
and 46, respectively. The pattern of the medians of the differences vs baseline indicates that
the factors maximally improved in the first six weeks of open reboxetine treatment, i.e.
retardation, diurnal variation and anxiety/somatisation. Retardation and
anxiety/somatisation had a further marginal improvement in the patients continuing to
receive reboxetine upon long-term treatment, but not in those receiving placebo.

In addition, sleep disturbances also appeared to be more clearly ameliorated in the patients
continuing to receive reboxetine than in those under placebo medication.
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7.2.2  CLINICAL GLOBAL [MPRESSION

7.2.2.1 Severity of Illness

The distribution of the CGI severity scores at each visit is given in Table 47 and the
summary of last assessment values is presented in Table 48. The distributions of the scores
at Week 6 were similar in the two groups, with 20.3 and 25.0% of the responder patients
randomised to reboxetine and placebo, respectively, being judged normal, 39.1 and 34.8%
borderline and 29.3 and 28.0 mildly ill. With continuation of treatment, the most clear-cut
difference between the two groups is related to the proportion of patients classified as
normal, relatively stable up to a maximum level of 33.9% in the placebo group and steadily
increasing up to 73.7% at Week 52 in the reboxetine group. At the last assessment, 48.1%
of the reboxetine- treated cases were judged normal, compared to 22.7% of the placebo-
treated cases. A shift table of the last value vs Day 0 (Table 49) showed that the severity of
illness under reboxetine had decreased in 95.5% of patients, increased in 2.3% of patients
and remained the same for 2.3% of patients, whereas under placebo, severity of illness had
decreased in 83.3% of patients, increased in 6.1% of patients and remained the same in
10.6% of patients.

7.2.2.2 Global Improvement

The distribution of CGI scores at the different weeks of treatment is shown by treatment
group in Table 50 and the summary of last assessment values is given in Table 51. At Week
6 the proportion of much to very much improved patients was similar in the two groups.
With continuation of treatment, the proportion of very much improved cases tended to
remain stable (between 50 and 60%, 64.5% at Week 52) under placebo, while a progressive
increase was apparent under reboxetine, up to a maximum of 94,7% at Week 52. At last
assessment very much improved cases were 72.9 and 42.4% in the reboxetine and placebo
groups, respectively.

7.2.2.3 Efficacy Index

Summary statistics of the efficacy index at each visit are shown in Table 52 and 53 for the
reboxetine- and placebo-treated patients, respectively. No major differences between the
two groups are apparent.

7.2.3 MONTGOMERY-ASBERG DEPRESSION RATING SCALE

Summary statistics of the total MADRS scores at each visit are shown in Table 54 and
summarised for the last assessment in Table 55. The total MADRS score was reduced from
17.9 and 18.7 at Week 0 in the responder patients subsequently randomised to reboxetine
and placebo, respectively, to 5.3 at Week 6 in both groups.

A further progressive improvement was apparent in the patients continuing to receive
reboxetine, up to 3.1 on average in the 76 patients assessed at Week 52, while a slight
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progressive deterioration was observed in the patients continuing to receive placebo, up to
7.0 on average in the 62 patients assessed at Week 52.

7.2.4  ZUNG SELF-RATING DEPRESSION SCALE

Summary statistics of the total Zung SDS scores at each visit are shown in Table 56 and
summarized for the last assessment in Table 57. In the placebo and reboxetine groups .

124 and 128 patients, respectively, had a complete assessment of the scale at their last
assessment of the double-blind phase. Among these patients, 122 and 123, respectively, had
a full assessment at Week 6. The total Zung SDS score was similar in the two treatment
groups both at baseline (58.1 and 55.8 in the placebo and reboxetine group, respectively)
and at Week 6 (38.8 and 36.3, respectively). A further progressive slight improvement was
apparent in the patients continuing to receive reboxetine, up to 32.0 on average in the 75
patients with complete assessment at Week 52, while this was not the case in the patients
continuing to receive placebo, with an average score of 40.6 points in the 58 patients with
full assessment at Week 52.

7.3 Efficacy Conclusions

The planned analyses of the study end-points, i.e. frequency and rate of relapse, indicates
that reboxetine is effective in the maintenance therapy of Major Depressive Disorders.
These results are confirmed by the analysis of the secondary efficacy variables.

The additional analysis of the frequency of absence of relapse during the initial six months
and subsequent six months of treatment indicates that reboxetine is effective in both
situations, thus suggesting that the observed findings could be connected with prevention
not only of relapse of the index episode, but also of recurrence of new episodes.

8. SAFETY RESULTS

8.1 Safety Population and Extent of Exposure

8.1.1 NUMBER OF PATIENTS IN SAFETY ANALYSIS
All the patients who received study treatment were included in the safety analysis, i.e.

358 patients in the open phase and 283 patients (143 reboxetine, 140 placebo) in the
double-blind phase of the study.

8.1.2 TOTAL DRUIG EXPOSURE

The number of patients exposed for six weeks, 2, 3, 6, 9 and 12 months is given in
Table 58. Of the 358 patients entered, 285 were exposed to reboxetine at least for six
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weeks, 124 at least for three months, 101 at least for 6 months, and 79 at least for 12
months.

8.2 Adverse Events

8.2.1 ANALYSIS OF ADVERSE EVENTS

8.2.1.1 Open Phase

The number of patients with adverse events and the number of adverse events during the
open phase of the study are grouped by sex in Table 59 and by age classes in Table 60;
51.9% of the patients exposed had at [east one, and an average of 2, adverse events; males
suffered from adverse events more frequently (62.1%, 95% C.1. 51.6-71.9%) than females
(48.3%, 95% C.1. 42.1-54.5%); patients 31 to 45 years old had adverse events more
frequently, though not statistically significantly so, (59.0%, 95% C.I. 50.5-67.1%) than
patients over 45 years (43.6%, 95% C.I. 35.7-51.7%).

Absolute and Per Cent Frequency

The absolute and percentage frequency of patients suffering from adverse events and of
adverse events is grouped by event and sex in Tables 61 (all events) and 62 (aggregated by
body system), and by body system and sex in Table 63. Most frequently reported were dry
mouth (19.0% of the patients) and constipation (16.8%). Reported in 1 to 10% of the
patients were increased sweating (8.1%), tachycardia and insomnia (6.1% each), micturition
disorder (corresponding to urinary hesitancy, 5.6%), decreased libido (5.0%), dizziness
(4.5%), abnormal vision (corresponding to blurred vision) and paresthesia (3.4 and 3.1%,
respectively), tremor and headache (2.8 and 2.5%, respectively), and urinary retention
(2.2%). The most relevant between-gender difference was related to the frequency of
micturition disorders (urinary hesitancy) and urinary retention, complained of mainly by
male patients (18.9 and 7.4% respectively) and of decreased libido, again complained of
mainly by males (11.6%).

Most frequently affected, therefore, was the autonomic nervous system (26.5% of the
patients, most frequently affected system in female patients with adverse events, 57.4%),
and the gastro-intestinal (GI) system (18.7%). Psychiatric and cardiovascular (CV)
disorders affected 12.6 and 10.9% of the patients, respectively, while central and peripheral
nervous system (NS) and vision disorders appeared in 8.7 and 3.9% of the patients,
respectively. Urinary system disorders affected 8.1% of the overall population, but 26.3%
of male patients, and corresponded to the most frequently affected system in male patients
with adverse events (42.3%).

Occurrence

The occurrence of adverse events is grouped by week of onset and event or body system in
Tables 64 and 65, respectively. The cumulative risk of developing the first adverse event

64 (2598)



090177e1803f2135\Approved\Approved On: 11-Nov-2002 19:17

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

Pharmacia Document 9550077

during treatment is described according to the Kaplan-Meier method in Figure 5. The
majority of events emerged initially during treatment, within the first week (autonomic NS
disorders, 78.1% of the cases; psychiatric disorders, 60.4%; central and peripheral NS
disorders, 58.3%; GI system, 56.9%;) or within the second week of treatment (urinary
system disorders, 68.8%; CV disorders, 55.4%; vision disorders, 62.5%).

Maximal Severity

The maximal severity of adverse events is grouped by sex and event or body system in
Tables 66 and 67, respectively. The majority of events (61.3% of the patients with events),
particularly in females (63.8%), but also in males (55.9%) were of mild severity, severe
events being reported in 10.2% of the patients. Mildness characterised the severity of
events for the vast majority of the affected body system: 81.1% of the patients for the
autonomic NS disorders; 79.1% for the Gl system disorders; 72.4% for the urinary system
disorders; 71.4% for the vision disorders; 67.7% for the central and peripheral NS
disorders, 59.0% for the CV disorders; 57.8% for the psychiatric disorders. However,
among above commented events, most frequently reported as severe were urinary system
disorders, severe in 5 cases (17.2%).

Duration

Summary statistics of the duration of adverse events are described in Table 68. Overall the
median duration was of 22 days. Among the most frequent events (8 or more episodes), the
median duration was above the overall median figure and up to 39 days for dry mouth,
constipation, increased sweating, insomnia, decreased libido, abnormal vision (blurred
vision), and tremor; it was below the overall median figure (minimum of 6 days) for
headache, urinary retention, tachycardia and paresthesia.

Symptomatic Treatment

As shown in Table 69, 5.3% of the events required symptomatic treatment in 8.6% of the
affected patients. Insomnia was the most frequent event leading to symptomatic treatment.

Modification of Study Medication and Patient Qutcome

As shown in Table 70, no change in study medication was applied for 89.6% of the events,
while the daily dose was reduced in 2.4% of the cases, or the treatment temporarily
interrupted in 0.5%. Adverse events were the main reason of treatment withdrawal or
contributed to it in 7.2% of the cases. This was most frequently seen for tachycardia (4
cases) and for dry mouth, constipation, libido decreased and urinary hesitancy (2 events
each). The individual cases of patients withdrawn due to adverse events are described in
Section 8.2.3.2.As shown in Table 71, of the 38 events requiring modification of the study
medication, the vast majority (81.6%) disappeared following the modification of the
regimen. In fact the patient outcome, grouped by event and action taken on study
medication in Table 72, corresponds to full recovery in 78.9% of the cases following
modification of the treatment regimen, and in 51.2% of the cases of unchanged study
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medication, the event being still present at last assessment in 45.8% of the latter cases or
incompletely recovered (recovered with sequelae) in 2.7%.

Relationship Between Adverse Events and Study Medication

The relationship between adverse events and study medication, as judged by the
investigators on the basis of Karch and Lasagna modified criteria (Enclosure 9 of Appendix
12.1.1) is described in Table 73. The majority of events (63.6%) were judged possibly
related, while 12.8% and 9.9% were judged probably and definitely related, respectively.
Among the most frequent events, the maximal frequency of definite/probable relationship
was present for dry mouth (36.2%), decreased libido (36.9%), dizziness (33.3%), and
urinary retention (37.5%).

8.2.1.2 Double-blind Phase

Absolute and Per Cent Frequency

The absolute and per cent frequency of patients with adverse events and the total number of
adverse events newly reported during the run-in open treatment with reboxetine in the two
groups of patients subsequently randomised to reboxetine and placebo and those newly
reported during the controlled phase of the study are grouped by treatment and sex in Table
74 and by treatment and age classes in Table 75. During the run-in phase, the frequency of
adverse events in the females was higher in the patients subsequently randomised to placebo
(57.4%) than in those subsequently randomised to reboxetine (50.0%). In contrast, in
males the frequency of adverse events was higher in patients subsequently randomised to
reboxetine (65.5%) than in those randomised to placebo (58.7%). During the controlled
phase, the overall frequency of newly reported adverse event episodes was marginally
different in the two treatment groups: 22.8% of the exposed patients in the placebo group
(95% C.1. 16.2-30.7%) and 28.0% in the reboxetine group (95% C.I. 20.8-36.1). However
in double-blind phase, in males the difference was somewhat more marked (though with
largely overlapping C.1.s): 41.4% of the male patients exposed to reboxetine had at least
one event, compared with 28.3% of the male patients exposed to placebo. As shown in
Table 75, the marginally higher frequency of adverse events under reboxetine is due to the
higher frequency of events in patients over 45 years (31.2%, 95% C.1. 20.2-44.1% in the
reboxetine group, vs 19.3%, 95% C.I. 10.0-31.9% in the placebo group).

The frequency of patients suffering from adverse events and the frequency of adverse events
are grouped by treatment, event and sex in Table 76 and by treatment, body system and sex
in Table 77. Most frequently newly reported during the double-blind phase were
constipation (8.4 and 4.3% of the patients under reboxetine and placebo, respectively),
insomnia (4.9 and 5.0% under reboxetine and placebo), micturition disorder (corresponding
to urinary hesitancy, 2.8 and 1.4% under reboxetine and placebo), tachycardia (2.8 and
2.9% under reboxetine and placebo), headache (2.8 and 2.9% under reboxetine and
placebo), hypertension (2.8 and 1.4% under reboxetine and placebo), rash (2.1% under
reboxetine). The most relevant between-gender difference is related to the frequency of
micturition disorders (urinary hesitancy), complained of mainly by male patients (10.3 and
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2.2% under reboxetine and placebo, respectively). As shown in Table 77, the only between-
treatment difference for the most frequently affected body system was related to urinary
system disorders, affecting 3.5 and 1.4% of the reboxetine- and placebo-treated patients,
and 13.8 and 2.2% of male patients under reboxetine and placebo, respectively.

Occurrence

The time of occurrence of newly reported adverse events in the different time intervals
during the run-in reboxetine treatment and double-blind reboxetine or placebo treatment is
reported by event in Table 78 and by body system in Table 79. During the double-blind
phase, newly reported events mainly emerged initially after randomisation and within the
eighth month of therapy, consistently with the selection of the responder and tolerant
population with treatment continuation.

Maximal Severity

The maximal severity of newly reported adverse events during the run-in and double-blind
phase is grouped by sex and event or body system in Tables 80 and 81, respectively.
Similarly to the open phase, during the double-blind phase the majority of patients (72.5%
of the patients with events under reboxetine, 81.3% under placebo), particularly females
(75.0 and 89.5% in the two groups, respectively), but also males (66.7 and 69.2%,
respectively) suffered from events of mild severity. Severe events, however, were reported
only under reboxetine in four patients (constipation, tachycardia, perineal pain, chest pain).
As for the open phase, mildness characterised the severity of events for the vast majority of
the affected body systems in both treatment groups. This was also the case of urinary
system disorders, mild in four of the five affected patients under reboxetine (two out of two
under placebo).

Duration

Summary statistics of the duration of newly reported adverse events in the run-in and
double-blind phase in the two treatment groups are described in Table 82. During the
double-blind phase, the overall median duration was 28 days in the reboxetine and 19 days
in the placebo group. Among most frequent events, the median duration was higher in the
reboxetine than in the placebo group for constipation (91 vs 43 days) and micturition
disorders (urinary hesitancy) (118 vs 25 days).

Symptomatic Treatment

As shown in Table 83, during the double-blind phasé under reboxetine, 21.4% of the newly
emerged events required symptomatic treatment (6.3% under placebo) in 17.5% of the
affected patients (6.3% under placebo).

Modification of Study Medication and Patient Outcome

As shown in Table 84, 8 adverse events emerged in the run-in phase caused or contributed
to treatment discontinuation after randomisation in the reboxetine group: dry mouth (2
cases), constipation (3 cases), libido decreased (2 cases) and urinary retention (1 case). The
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same holds for one case of constipation under placebo. During the double-blind phase, no
change in study medication was applied for 87.5% of the events newly emerged in both the
reboxetine and placebo groups; reduction of the daily dose was applied in one case of -
tachycardia in the reboxetine group and treatment was temporarily interrupted in two cases
under placebo (headache and hypertension) and one case under reboxetine (perineal pain).
Newly emerged adverse events were the main reason for treatment withdrawal or
contributed to it in S cases under reboxetine (constipation, two events; tachycardia, rash and
angina, one event each) and in four cases under placebo (constipation, two events;
hypertension and hallucinations, one event each). The individual cases of patients
withdrawn due to adverse events during the double-blind treatment are described in Section
8.2.3.2.

As shown in Table 85, the vast majority of the events requiring modification of the study
medication disappeared following the change of the regimen. In fact the patient outcome,
grouped by event and action taken on study medication in Table 86, for the events occurred
during the double-blind phase, corresponds to full recovery in 85.7 and 97.6% of unchanged
treatment regimens in the reboxetine and placebo group and in 57.1 and 66.7% of the cases
following modification of the reboxetine or placebo treatment, the event still being present
at the last assessment in the remaining cases.

Relationship Between Adverse Events and Study Medication

The relationship between adverse events and study medication, as judged by the
investigators on the basis of Karch and Lasagna modified criteria (Enclosure 9 of 12.1.1)
are described in Table 87. Of the 56 newly emerged events in'the reboxetine group, 25.0%
were judged probably and definitely related; this was the case for 4.2% of the 48 events
newly emerged under placebo. Among most frequent events, the maximal frequency of
definite/probable relationship is present for constipation (50.0%, 33.3% under placebo).

Prevalence

The prevalence of patients complaining of adverse events and the prevalence of adverse
events in the different time intervals during the run-in reboxetine treatment and double-blind
reboxetine or placebo treatment is reported in Table 88. Prevalence of patients with
adverse events in the different weeks of treatment of the run-in and double-blind phase is
given in Figure 6.

The proportion of patients with adverse events is relatively stable on long-term reboxetine
treatment, with a pattern consistent with the selection of the responder and tolerant
populations and minimal figures of 25% in the 81 and 79 patients still on treatment at
Weeks 50 and 52. On the contrary, it decreases steadily under placebo, up to a minimum of
3% in the 65 patients still on treatment at Week 52.

The prevalence of adverse events in the different time intervals during the run-in reboxetine
treatment and double-blind reboxetine or placebo treatment is reported by event in Table 89
and by body system in Table 90. During the double-blind phase, all events have a maximal
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prevalence during the first month after randomisation, to decrease steadily thereafter under
placebo, while remaining relatively stable under reboxetine. In the 79 patients still on
treatment with reboxetine during the twelfth month, maximal prevalence was observed for
dry mouth (8.9%, absent under placebo), constipation (8.9%, 1.5% under placebo),
micturition disorders (urinary hesitancy, 6.3%, absent under placebo), decreased libido,
increased sweating and abnormal vision (blurred vision) (2.5% each, absent under placebo).

8.2.2 ADVERSE EVENT SUMMARY

Of the 358 patients exposed to reboxetine during the open phase of the study, 186 patients
(51.9%) reported a total of 374 adverse events (2.0 per patient) (Table 59). The
occurrence of adverse events was similar on reboxetine and placebo during the double-blind
phase of the study; 40/143 reboxetine recipients (28%) reported 56 adverse events and
32/140 placebo recipients (22.8%) reported 48 adverse events (Table 74).The prevalence of
adverse events during the double-blind phase indicates a higher proportion of patients with
adverse events in the reboxetine than in the placebo group up to the 1-year assessment

(Figure 5).

8.2.2.1 Severity of Adverse Events

The maximum severity of adverse events is presented in Tables 66, 67, 80 and 81 and
summarised as follows:

No. of patients
Reboxetine Placebo

Mild Moderate Severe Total | Mild Moderate Severe Total

Open phase 114 53 19 186 - - -
Randomised

patients

Run-in phase 47 24 5 76 52 24 5 81
Double-blind 29 7 4 40 26 6 0 32
phase

The majority of adverse events were mild.

8.2.2.2 Age- and Gender-Related Effects

During the open phase of the study, adverse events were reported more frequently in male
(62%) than in female patients (48%) (Table 59). More frequent in males were urinary

hesitancy (19% vs 1%), urinary retention (7% vs 0.4%) and decreased libido (12% vs 3%)
(Table 61). During the double-blind phase of the study also adverse events emerged more
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frequently in males, particularly under reboxetine (41%, 28% under placebo), than in

. females (25%, 20% under placebo) (Table 74). Again, urinary hesitancy and retention were
more frequent in males (10% and 3%, 2% and 0% under reboxetine and placebo,
respectively) than in females (1% hesitancy, under both reboxetine and placebo) (Table 76).

The proportion of patients reporting adverse events during the open phase of the study was
minimal for patients aged 46 and over; 57% of patients aged 18-30 years, 59% of patients
aged 31-45 years and 44% patients aged 46 years and over reported adverse events

(Table 60). This was not confirmed for the events newly emerged during the double-blind
phase (Table 75).

8.2.2.3 Frequently Reported Adverse Events

Adverse events which occurred in 5% or more of the patients during the open phase of the
study are presented by body system in the following table:

Adverse Events Occurring in $% of Patients or More - Open Phase (Table 62)

Reboxetine
Body system Adverse event No. of % of
patients with patients
event exposed
Autonomic nervous Mouth dry 68 19
system disorders Sweating increased 29 8
Gastrointestinal system  Constipation 60 17
disorders
Urinary system Urinary 28 8
disorders hesitancy/retention
Cardiovascular Tachycardia 22 6
disorders
Psychiatric disorders Insomnia 22 6
Libido decreased 18 5
Constipation and dry mouth were the most common adverse events during the open phase
of the study.

The incidence of adverse events in randomised patients occurring during the double-blind
phase of the study is presented overleaf, by body system, for those events that occurred in
2% of patients or more under reboxetine.
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Adverse Events Occurring in 2% or More of Randomised Patients - Double-blind

Phase
Reboxetine (n=143) Placebo (n=140)
Body system Adverse event No. of % of No. of % of
patients  patients | patients patients
( with exposed with exposed
event event

Gastrointestinal ~ Constipation 12 8 6 4
system disorders
Psychiatric Insomnia 7 5 7 5
disorders
Urinary system  Urinary 5 3 2 1
disorders hesitancy/retention
Cardiovascular  Tachycardia 4 3 4 3
disorders

Hypertension 4 3 1
Central and Headache 4 3 3
peripheral
nervous system
disorders
Skin and Rash 3 2 - -
appendages

Constipation was the most common newly emerged adverse event with 8% of reboxetine

recipients and 4% of placebo recipients reporting this event,
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8.2.3 SHRIOUS ADVERSE EVENTS, DEATHS AND ADVERSE EVENTS LEADING TO
WITHDRAWAL

8.2.3.1 Serious Adverse Events and Deaths

Three adverse events (suicide and generalized convulsive episode on open reboxetine,
hallucinations on placebo) were reported as serious. Case histories for these patients are
provided in Appendix 12.2.1.

8.2.3.2 Adverse Events Leading to Withdrawal

Thirteen patients (3.6%) withdrew from the open phase of the study because of adverse
events ( Table 3). Eight patients (6 on reboxetine, 4.2%, 2 on placebo, 1.4%) withdrew
from the double-blind phase of the study because of adverse events (Table 5). The nature
of the adverse events present at withdrawal in these patients is summarised as follows:

Adverse Events Leading To Withdrawal

Study Treatment Patient no. Adverse event Relationship to
period study drug
Open phase Reboxetine  1-103; 3-5; 3-9; Tachycardia Probable, definite,
1-49 : probable, probable
10-6; 13-12% Urinary hesitancy Possible, unknown
1-63;10-6 Constipation Possible, probable
1-7; 1-63 Libido decreased Probable, definite
1-7; 3-6 Dry mouth Definite
1-63 Urinary retention Probable
10-6 Increased sweating Possible
1-49 Vomiting Definite
1-103 Dizziness Probable
Postural Hypotension Probable
1-54 Rash Probable
[-57 Diarrhoea Probable
1-147 Tremor Probable
Agitation Probable
3-5 Anxiety Possible
3-6 Tatigue Definite
Headache Possible
3-11 Convulsions None
12-30 Suicide Unknown
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Double- Reboxetine 1-90/134; Constipation Probable, probable
blind 10-49/43
1-18/15; Libido decreased Definite, probable
1-56/319
3-7/71 Tachycardia Probable
1-90/134 Urinary retention Probable
10-26/290 Angina pectoris None
Chest pain Unknown
Placebo 12-18/109 Hallucinations Unknown
10-4/272 Hypertension Doubtful
Oedema Doubtful

* prostatic malignancy subsequently diagnosed

8.3  Laboratory Tests

8.3.1 OPEN PHASE OF THE STUDY

8.3.1.1 Summary Statistics of Laboratory Values

Summary statistics of the laboratory values after standardization according to the method
proposed by Chuang-Stein (19), are shown by variable and week of treatment in Table 91.
Differences vs baseline indicate a significant (p<0.01, Wilcoxon rank signed test) decrease
of white blood cells at Week 6 in males (median difference 0.07 x10%/mmn®), of gamma GT
in males and females at Weeks 2 and 4, and in males at Week 6 (median differences 0.05-
0.12 U/), and of total cholesterol in females at Week 2 and 6 (median differences 0.06-0.08
mg/dl), and a significant increase of phosphate in males and females at Week 2 (median
differences 0.11-0.13 mEq/1).

8.3.1.2 Urinalysis

Urinalysis results for each patient are given in Appendix 12.2.2. No abnormalities were
detected during the open phase of treatment.

8.3.1.3 Abnormal Laboratory Values

The number and percentage of patients whose values shifted from within, below, or above
the normal range to values within, below or above the normal range are given by week in
Table 92. A statistically significant shift in the distribution of the frequencies toward lower
values was found at Week 2 for neutrophils and at Week 4 for chlorides, while a statistically
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significant shift in the distribution of the frequencies toward higher values was found at
Week 4 for total proteins and at Week 6 for calcium (p<0.01; Maxwell's test).

8.3.1.4 Abnormal Laboratory Values of Clinical Relevance

The distribution pattern of patients with clinically relevant abnormal values, as defined on
the basis of selected criteria (Appendix [2.1.8) are given by variable and week of
assessment in Table 93. The frequency of clinically relevant abnormal values was low and
similar to baseline, with the possible exception of direct bilirubin which increased more than
100% and up to 191% over the upper limit of the normal range in 2.7% of the patients at
Week 4 (1.6% at baseline), but in only 0.7% of the patients at Week 6.

8.3.2 DOUBLE-BLIND PHASE

8.3.2.1 Summary Statistics of Laboratory Values

Summary statistics of laboratory values after standardization according to the method
proposed by Chuang-Stein (19), are shown by variable and week of treatment in Table 94,

In the reboxetine group differences vs baseline indicate a significant (p<0.01) increase of red
blood cells at Week 42 and 52 in females (median differences 0.06-0.07 x105/mm3), of
monocytes at Week 42 and 52 in females (median differences 0.25%), of beta-globulins at
Week 26 and 42 in males (median differences 0.33-0.54 g/dl), of gamma-globulins in
females at Week 52 (median difference 0.24 g/dl), of sodium at Week 26, 34 and 42 in
females (median differences 0.09-0.10 mEq/1), of phosphates at Week 52 in females (median
difference 0.07 mEq/l); and a significant decrease of eosinophils in females at Week 10, 18,
26 and 42 (median differences 0.25%), of gamma-GT in females at Weeks 26, 34, 42 and
52 (median differences 0.10-0.27 U/1), of alkaline phosphatase in females at Weeks 10, 18,
26, 34, 42 (median differences 0.04-0.10 U/l), of alphal-globulins in females at Weeks 10,
18, 26, 42, 52 (median differences 0.13-0.24 g/dl).

On placebo, differences vs baseline indicate a significant (p<0.01) increase of monocytes at
Week 34,42 and 52 in females and at Week 42 in males (median differences 0.16-0.42%), of
total proteins at Week 26 and 34 in males (median differences 0.15-0.20 g/dl), of gamma-
globulins in males at Week 18, 26, 34, 42 and 52 (median difference 0.23- 0.50 g/dl), of
sodium at Week 26, 42 and 52 in males (median differences 0.18-0.24 mEq/l), of potassium
at Week 26, 34 and 42 in males (median differences 0.15-0.20 mEq/l), of phosphates at
Week 34 and 42 in females (median difference 0.13-0.25 mEq/1); and a significant decrease
of white blood cells in females at Week 10 and {8, and in males at Week 10 (already present
at Week 6, on reboxetine), (median differences 0.06-0.08 x10%/mm®), of gamma-GT in
females at Weeks 26, 34, 42 and 52 and in males at Weeks 18, 34, 42 and 52 (median
differences 0.12-0.22 U/l), of alkaline phosphatase in females and males at Weeks 10, 18,
26, 34, 42 and 52 (median differences 0.13-0.23 U/), of alphal-globulins in females at
Week 10, 18 and 26 (median difference 0.08-0.18 g/dl), of total cholesterol in females at
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Week 34 and 42 (median differences 0.06-0.20 mg/dl), and of triglycerides at Week 26 in
males (median difference 0.14 mg/di).

8.3.2.2 Urinalysis

Urinalysis data for each patient at each visit is presented in Appendix 12.2.2. No
abnormalities were detected on randomised treatment.

8.3.2.3 Abnormal Laboratory Values

The number and percentage of patients shifted from values within, below or above the
normal range to values within, below or above the latter are given by week in Table 95. In
the reboxetine group, a statistically significant shift in the distribution of the frequencies
toward lower values was found at Week 26, 42 and 52 for alphal-globulins (shifted
however toward higher values at Week 10), and at Week 10, 18 and 42 for chlorides, while
a statistically significant shift in the distribution of the frequencies toward higher values was
found at Week 26 and 42 for sodium (p<0.01; Maxwell's test).

In the placebo group, a statistically significant shift in the distribution of the frequencies
toward lower values was found at Week 10, 18 and 52 for alphal-globulins, and at Week
10 and 42 for chlorides, while a statistically significant shift in the distribution of the
frequencies toward higher values was found for eosinophils at Week 26 and 42, for
monocytes at Week 34, 42 and 52 and for alpha2-globulins at Week 42.

8.3.2.4 Abnormal Laboratory Values of Clinical Relevance

The distribution pattern of patients with clinically relevant abnormal values is given by
variable and week of assessment in Table 96. Frequency of clinically relevant abnormal
values was similarly low in the two treatment groups over the study period; no significantly
increased frequency over baseline was present for any of the variables measured in both
reboxetine and placebo recipients.

8.4  Vital Signs

8.4.1 BLOOD PRESSURE AND HEART RATE

8.4.1.1 Open Phase

Summary statistics of blood pressure and heart rate values and changes vs baseline at each
visit during the open phase of the study are presented in Table 97a-f and 98, respectively.
There were no important trends apparent in mean and median vital signs values and changes
during the open phase of the study.

The frequency of patients at each visit of the open phase who showed a modification of
20% or more vy baseline or such a modification accompanied by absolute critical values
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(2 160 or < 100 mmHg for systolic blood pressure; 2 100 or £ 70 mmHg for diastolic
blood pressure; 2 100 or £ 50 beats/min for heart rate) are given in Tables 99 and 100,
respectively. Similar proportions of patients (maximum 6%) showed an increase and a
decrease of possible clinical relevance for the systolic blood pressure in lying and standing
position and for the diastolic blood pressure in standing position. For the lying diastolic
blood pressure, the proportion of patients with an increase of possible clinical relevance was
slightly higher (6-10%) than the proportion of patients with a decrease (3-4%). For the
heart rate, the proportion of patients with at least 20% increased values (13-21% and 18-
21% in lying and standing position, respectively) was always higher than the proportion of
patients with at least 20% decreased values (5-6% and 3-6% in lying and standing positions,
respectively).

Similar proportions of patients (maximum 3%) showed an increase and a decrease of
possible clinical relevance associated to critical values for the systolic blood pressure in
lying position. For the lying diastolic blood pressure and for the standing systolic and
diastolic blood pressure, the proportion of patients showing a decrease was always higher
than those showing the oppasite, the maximal difference being observed in standing position
(0.3-0.8% v 1.8-3.7% for the systolic; 0.3-2.4 % vy 4-5.7 % for the diastolic). Almost no
patient showed a clinically relevant decrease of heart rate to values of 50 beats/min or
lower, while 5-8% in lying and 9-13% in standing had an increase of at least a 20%
associated with values of 100 beats/min or higher.

The number and percentage of patients with orthostatic hypotension (a decrease of

> 20 mmHg in the standing systolic blood pressure as compared to the lying pressure) at
each visit are presented in Table 101. The event had a low frequency at all visits, affecting a
maximum of 2% of the patients at Week 3, with no major changes in frequency vs baseline.

8.4.1.2 Double-blind Phase

Summary statistics of blood pressure and heart rate values and changes vs baseline at each
visit during the double-blind phase of the study are presented in Table 102a-f and 103,
respectively. There were no important trends apparent in mean and median blood pressure
values and changes during the double-blind phase as compared to the run-in reboxetine
treatment, while the heart rate mean and median values and changes indicate maintenance
on reboxetine of the small increase observed in the run-in phase, while a slight decrease was
apparent on placebo.

The frequency of patients at each visit of the double-blind phase showing a modification of
20% or more vs baseline or such a modification accompanied by absolute critical values

(2 160 or < 100 mmHg for systolic blood pressure; 2 100 or < 70 mmHg for diastolic
blood pressure; 2 100 or £ 50 beats/min for heart rate) are given in Tables 104 and 105,
respectively.

During the run-in phase, the proportion of patients with an increase of possible clinical
relevance of the lying diastolic blood pressure was slightly higher than the proportion of
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patients with a decrease in the group subsequently randomised to reboxetine. During the
double-blind phase, the proportions of patients showing an increase and a decrease of
possible clinical relevance for the systolic and diastolic blood pressure in lying and standing
position were similar to the one apparent in the run-in phase in both reboxetine and placebo
groups. As for the lying and standing heart rate, the higher proportion of patients with at
least 20% increased values apparent in the run-in phase continued to be observed during the
double-blind phase in the reboxetine-treated patients, but not in the placebo-treated ones.

The proportions of patients showing a decrease of possible clinical relevance of blood
pressure associated with critical values tended to be slightly higher than those showing the
opposite for all blood pressure measurements in the run-in and double-blind phase on both
reboxetine and placebo. The proportions of patients with an increase of heart rate of at
least 20% associated with critical values were always more.prevalent than the opposite
during the run-in and double-blind phase in both treatment groups and particularly on
standing. However, during the double-blind phase a progressive decrease of the proportion
of patients with this event was observed on placebo (present in 0 to 7% of the patients at
the different visits), but not on reboxetine (present in 8 to 18%).

The number and percentage of patients with orthostatic hypotension at each visit are
presented in Table 106. As reported for the open phase, the event had a low frequency at
all visits, affecting a maximum of 3.6% of the patients on reboxetine and of 2.1% of the
patients on placebo.

8.4.2 BoODY WEIGHT

Summary statistics of the body weight values (Kg) during the open and double-blind phase
of the study are given in Tables 107 and 108, respectively. No trends toward modification
and no difference between the reboxetine and placebo groups were apparent.

843 BODY TEMPERATURE

Summary statistics of the body temperature values (°C) during the open and double-blind
phase of the study are given in Tables 109 and 110, respectively. No trends toward
modification and no difference between the two treatment groups were apparent.

8.5 Ophthalmological Examination

The results of the intraocular pressure measurement and of the global assessment of the
detected abnormalities at baseline and at the last control visit of the double-blind treatment
in the randomised patients are listed in Appendix 12.2.2. No modifications of note were
apparent in either treatment group.
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8.6  Electrocardiogram

8.6.1 OPEN PHASE ‘

As shown in Table 111, among the 355 patients with ECG recorded at baseline and at least
once during the open phase, 56 (15.8%) showed at least one ECG abnormality at entry into
the study. This percentage frequency remained stable at the assessments made every two
weeks up to Week 6, when 14,1% of the 319 evaluated cases had at least one abnormality.
As shown in Table 112, during the fortnightly assessments of the open phase, frequency of
normalisation of ECG recordings in patients with at least one abnormality at entry was
always consistently higher (52.8, 43.4 and 54.9%) than frequency of at least one newly
emerged abnormality in patients with normal tracing at baseline (7.4. 7.5 and 8.2%). At the
last assessment of the open phase, of the 56 patients with at least one abnormality at
baseline, 53.6% were reportedly normal, while among the 299 patients with normal tracings
at baseline, 9.0% showed at least one abnormality (Table 113).

The frequency of individual abnormalitics at admission and every two weeks during the
study is shown in Table 114. In baseline conditions, individual abnormalities are present in
a maximum of 5.1% of the 355 evaluated cases (sinus tachycardia). During treatment the
frequencies of all observed abnormalities were not modified to any significant extent. As
shown in Table [15, at the last assessment of the open phase, for all abnormalities the
proportion of newly observed cases among normal baseline cases is lower than the
proportion of normalised cases among abnormal baseline cases. Newly emerged
abnormalities never reported at baseline include left bundle branch block and repolarisation
disturbances, recorded in one and two cases, respectively.

The frequencies of patients with at least one abnormality by abnormality group are shown in
Table 116. At baseline, from 2.8% (other disorders) to 6.2% (rhythm disorders) of the
evaluated patients showed at least one abnormality of the indicated groups. The percentage
frequencies were not modified to any significant extent up to Week 6. As shown in Table
117, at the last assessment of the open phase, for all abnormality groups, the proportion of
newly emerged cases was far lower than the proportion of normalised cases.

8.6.2 DOUBLE-BLIND PHASE

As shown in Table 118, among the 135 patients with ECG recorded at baseline and at least
once during the double-blind phase in each treatment group, 14.2 and 16.3% in the
reboxetine and placebo group, respectively, had at [east one ECG abnormality recorded at
the end of the reboxetine open treatment. At the two-monthly assessments up to Week 52,
the proportion of abnormal ECG recordings was similar in the two treatment groups, in the
range of 13.4 to 6.4% in the reboxetine- and 15.4 to 7.0% in the placebo-treated patients.
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As shown in Table 119, during the two-monthly assessments of the double-blind phase, the
frequency of normalisation of ECG recordings in patients with at least one abnormality at
entry was always consistently higher than the frequency of at least one newly emerged
abnormality in patients with normal tracing at baseline in both treatment groups. At the last
assessment of the double-blind phase (Table 120), of the 22 patients with at least one
abnormality at baseline in either treatment group, 72.7 and 59.1% were reportedly normal in
the reboxetine and placebo groups, respectively, while among the 113 patients with normal
tracings at baseline in either treatment group, 6.2 and 4.4% of the reboxetine and placebo
recipients showed at least one abnormality.

The frequency of individual abnormalities at admission and during the open reboxetine and
double-blind treatment phases in randomised patients is shown by treatment group in

Table 121. At the end of the open reboxetine treatment individual abnormalities are present
in a maximum of 4.5% (non-specific ST-T wave changes and sinus tachycardia) of the 134
evaluated cases of the reboxetine and in 5.9% (sinus tachycardia) of the 135 evaluated cases
of the placebo group. During the double-blind treatment, the percentage frequencies of all
observed abnormalities were not modified to any significant extent in either treatment
group. As shown in Table 122, at the last assessment of the double-blind phase, for all
abnormalities and both treatment groups, the proportion of newly observed cases among
normal baseline cases is lower than the proportion of normalised cases among abnormal
baseline cases. Abnormalities never reported at baseline newly emerged in rare cases and
with similar frequency in the reboxetine and placebo groups.

The frequencies of randomised patients with at least one abnormality by abnormality group
during the open reboxetine and double-blind treatment are shown in Table 123. At the end
of the open reboxetine treatment, from 2.2% (other disorders) to 6.7% (ischemic signs and
rhythm disorders) of the evaluated patients in the reboxetine group and from 1.5 (other
disorders) to 8.1 (rhythm disorders) in the placebo group showed at least one abnormality
of the indicated groups. During the double-blind phase, the proportion of patients with at
least one of each group of abnormalities was not modified to any significant extent in either
treatment group. As shown in Table 124, at the last assessment of the double-blind phase,
for all groups of abnormalities, the proportion of newly emerged cases was similar in the
two treatment groups, and in both groups far lower than the proportion of normalised cases.

8.7  Safety Conclusions

All the patients who received study treatment were included in the safety analysis, i.e.
358 patients in the open phase and 283 patients (143 reboxetine, 140 placebo) in the
double-blind phase of the study.

During the open phase of the study, 52% of the patients reported adverse events and 3.6%
discontinued reboxetine medication due to adverse events. Most frequently reported were
dry mouth (19% of the patients), constipation (17%), urinary hesitancy/retention and

increased sweating (8%), tachycardia and insomnia (6%), and decreased libido (5%). The
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occurrence of newly reported adverse events was similar on reboxetine and placebo during
the double-blind phase of the study; 40/143 reboxetine recipients reported 56 adverse
events compared with 32/140 placebo recipients who reported 48 adverse events, however,
the prevalence of adverse events was higher in the reboxetine than in the placebo group and
discontinuation due to adverse event was more frequent on reboxetine (4.2%) than on
placebo (1.4%). Most frequently newly reported was constipation (8% on reboxetine, 4%
on placebo). The majority of adverse events were mild. Adverse events were reported
more frequently by men than women, particularly on reboxetine. This was particularly the
case for urinary hesitancy, urinary retention and decreased libido. There were three serious
adverse events during the study (suicide and generalized convulsive episode on open
reboxetine, hallucinations on placebo). The one death was the result of suicide.

There was no indication of modifications in laboratory tests that were of clinical
significance.

Vital signs were not modified to any significant extent, with the exception of heart rate,
which was significantly increased (20% or more) under reboxetine to values of

100 beats/min. or higher in approximately 10 to 15% of the patients, also on long-term
treatment and particularly on standing.

No indication of effect on cardiac function emerged from ECG recordings. The
ophthalmologic examination did not provide indications of treatment related changes.

9. DISCUSSION

This was a multicentre, double-blind study to investigate the efficacy and tolerability of
reboxetine compared with placebo in patients with a DSM-III-R diagnosis of Major
Depressive Disorder and an HAMD total score of at least 18. After an initial period during
which patients received reboxetine 4 mg bid for six weeks, responders (50% or greater
decrease of the HAMD total score) were randomised to receive maintenance therapy with
reboxetine 4 mg bid or placebo for up to one year. The study end-points were frequency
and time to relapse and frequency of remission at last assessment of the double-blind
treatment phase and these were to be compared between treatment groups. Three hundred
and fifty-eight patients entered the open phase of the study, 286 entered the randomised
phase of the study, 143 received reboxetine and 140 placebo; among whom 133 and 132
were responders at Week 6 and were considered evaluable for efficacy; 79 reboxetine and
65 placebo recipients completed the 1-year treatment period. Of the 36 patients withdrawn
from the open phase, one patient committed suicide, 13 dropped out due to adverse events,
and 10 for lack of efficacy. During the double-blind phase of the study, 6 reboxetine
recipients and 2 placebo recipients withdrew due to adverse events. Thirty-six and 17
discontinued placebo and reboxetine medication, respectively, according to protocol
provisions, due to deterioration of the clinical picture, the time pattern of dlscontmuatlons
not related to deterioration being similar in the two treatment groups.
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Efficacy. At the end of open reboxetine, 76% of patients were responders and 50% of
patients were in remission (HAMD total score 10 or less). At the last assessment of the
open reboxetine treatment, the HAMD total score was reduced from 29.6 at baseline to
12.9, the MADRS total score from 18.4 to 7.8, while the percentage of patients whose
condition was “very much improved” and “much improved” according to CGI scores was
45.8 and 31.3, respectively. These results, though obtained in uncontrolled conditions,
strongly support the antidepressant efficacy of reboxetine in the therapy of acute depressive
episodes.

Among the 133 responder patients randomised to reboxetine, 21.8% relapsed during the
long-term treatment, while 56.1% of the 132 responder patients randomised to placebo
relapsed, the between-treatment difference being highly significant. The time pattern of the
relapse rate analysed according to the Kaplan-Meier method indicates a significantly
increased risk of relapse on placebo compared with reboxetine. The proportion of patients
in remission at the last assessment of the double-blind treatment phase was significantly
higher on reboxetine (78.2%) than on placebo (44.7%). The analysis of the study end-
points proves the efficacy of reboxetine in the maintenance therapy of Major Depressive
Disorders, the between-treatment differcnce being statistically and clinically highly
significant.

These results are confirmed by the analysis of the secondary efficacy variables. In the 133
responder patients randomised to reboxetine, the mean HAMD score was reduced from
29.2 at baseline to 8.8 at Week 6 and to 5.9 at Week 52 in the 76 assessed patients still on
maintenance reboxetine. In the 132 responder patients randomised to placebo, HAMD
scores fell from 30.1 to 9.1 at Week 6 but increased to 11.1 at Week 52 in the 62 assessed
patients still on treatment. Similarly, the mean total MADRS scores fell from 5.3 at Week 6
to 3.1 at Week 52 in the 76 assessed patients still on maintenance reboxetine, compared
with a rise from 5.3 to 7.0 in the 62 patients on placebo. The percentage of patients whose
CGI score was “very much improved” increased from 62.4% at Week 6 to 94.7% at Week
52 on reboxetine in contrast to a marginal increase from 57.6% to 64.5% at Week 52 on
placebo.

The additional analysis of the frequency of maintenance of the response during the initial six
months and subsequent six months of treatment indicates that the advantage over placebo in
the maintenance of the response is present also in the second half of the one year treatment
period (88.0 vis 59.2% of the reboxetine- and placebo-treated patients, respectively). As
reported for imipramine [25], sertraline [26] and paroxetine [27], the observed findings can
be interpreted as indicative of a preventive effect, not only of relapse of the index episode,
but also of the recurrence of new episodes.

The additional analysis on the subset of patients in remission at the end of the open phase
confirmed literature data [28] on the increased risk of relapse in patients with residual
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depressive symptoms, as well as the advantage of reboxetine over placebo in the population
in remission at randomisation.

Safety. Reboxetine had no effect of clinical significance on either laboratory tests, ECG,
ophthalmoscopic examination or vital signs during either the acute or the long-term
treatment phase, with the exception of the heart rate, which was significantly increased
(20% or more) under reboxetine to values of 100 beats/min or higher in approximately 10
to 15% of the patients, also on Jong-term treatment and particularly on standing.

During the open phase of the study, 52% of the patients reported adverse events and 3.6%
discontinued reboxetine medication due to adverse events. Most frequently reported were
dry mouth (19% of the patients), constipation (17%), urinary hesitancy/retention and
increased sweating (8%), tachycardia and insomnia (6%), libido decreased (5%).

The occurrence of newly reported adverse events was similar on reboxetine and placebo
during the double-blind phase of the study: 40/143 reboxetine recipients reported 56
adverse events compared with 32/140 placebo recipients who reported 48 adverse events.
Prevalence of adverse events was higher in the reboxetine than in the placebo group.
Discontinuation due to adverse event was infrequent, but more frequent on reboxetine
(4.2%) than on placebo (1.4%). The most frequently newly reported event was
constipation (8% on reboxetine, 4% on placebo).

The majority of adverse events were mild. Adverse events were reported more frequently
by men than women, particularly on reboxetine. This was particularly the case for urinary
hesitancy, urinary retention and decreased libido. Three serious adverse events were
reported during the study (suicide and generalized convulsive episode on open reboxetine,
hallucinations on placebo). The one death was the result of suicide.

10. CONCLUSION

The efficacy of reboxetine maintenance therapy in responders, as measured by HAMD,
MADRS and CGI scales, was markedly superior to that of placebo in patients with major
depression, when administered for up to one year. The tolerability of reboxetine
administered on a long-term basis was highly acceptable, as shown by the safety profile
which was marginally superior to that of placebo for the incidence of adverse events and for
clinically significant tachycardia and similar to placebo for modifications of other vital signs,
haematology and blood chemistry tests, ophthalmologic and ECG examinations.
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PHARMACIA CNS R&D
REBOXETINE PROTOCOL 013
TABLE NO: 6
FREQUENCY OF PROTOCOL VIOLATIONS AT ADMISSION

NO. %
PATIENTS EXPOSED 358 100.00
HAMD TOTAL SCORE <18 1 0.28
THYROID TESTS ABNORMALITIES (*) 3 8.68
NOT ALLOWED MEDICATION DURING WASH-OUT 9 2.51
DSM IR 296.2 1 0.28

{*) > 10% deviaton from normal range limits
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PHARMACIA CNS R&D
REBOXETINE PROTQCOL 013

TABLE NO: 7

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

FREQUENCY OF PATIENTS RECEIVING CONCOMITANT DRUGS NOT ALLOWED BY PROTOCOL,
BY ACTIVE PRINCIPLE

CLASS

ACTIVE PRINCIPLE

BASELINE

NEWLY ADMINISTERED

OPEN

DOUBLE BLIND

REBOXETINE

REBOXETINE | PLACEBO

BENZODIAZEPINES

OXAZEPAM

1

LOPRAZOLAM

1

NITRAZEPAM

DIAZEPAM

FLUNITRAZEPAM

LORMETAZEPAM

CENTRAL GV

CLONIDINE

PHENOTHIAZINES

ALIMEMAZINE

CYAMEMAZINE

THIORIDAZINE

OTHER SEDATIVES

HYDROXYZINE

MEPROBAMATE

K CLORAZEPATE +
ACEPROMAZINE +
ACEPROMETAZINE
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PHARMACIA COHRDO77
REBOXETINE - PROTOCOL 201247013

TABLE No.: 12

DEMOGRAPHIC DATA OF PATIENTS IN OPEN PHASE

SEX: MALE N 95
% 26.54

SEX: FEMALE N 263
* 73.46

AGE(years): mean 43.18
stdev 11.83

median 43.00

min 18

max (13

' N 358
unk. 0

HEIGHT (cm): mean 165.59
stdev 8.38

median 165.00

min 150

max 200

N 358

unk. L]

HEIGHT(kg): mean 66.68
stdov 13.00

median 65.00

min L]

max 126

N 358

unk. 0
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PHARMACIA CBSBG077
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 13

DEMOGRAPHIC DATA OF RANDOMIZED PATIENTS

TREATMENT
REBOXETINE PLACEBO
SEX: MALE N 30 46
%z 20.69 32.62
SEX: FEMALE N 115 95
% 79.31 67.38
AGE{years): mean 43.38 42.33
stdev 11.58 12.23
median 42.00 41.00
min 18 2t
max 64 &5
N 145 141
unk. 0 [}
HEIGHT(om) : mean 165.32 165.35
stdev 7.53 a.a8
median 165.00 164.00
min 150 150
max 184 198
N 145 141
unk. 0 [}
HEIGHT (kg): maan 67.19 66.02
stdev 13.35 11.84
median 67.00 65.00
min 41 42
max 120 108
N 145 141
unk. 0 0
101
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNSSRRD077
REBOXETINE - PROTOCOL 201247013

TABLE No.: 14

DIAGNDSIS AND HISTORY OF MENTAL DISORDERS OF PATIENTS IN OPEN PHASE

DIAGNOSIS  296.2 N 1
% 0.28
296.3 N 357
z 99.72
AGE OF mean 34.65
ONSET stdev 10.62
(years) median 34.00
min 1
max 63
N 356
unk. 2
NUMBER OF mean 3.17
PREVIOUS stdev 2.14
EPISODES median 3.00
min 1
max 15
N 356
unk. 2
DURATION mean 30.29
OF LAST stdev 34.81
EPISODE median 24,00
(woeks) min 2
max 364
N 354
unk. 4
DURATION mean 13.91
OF PRESENT stdev 25.11
EPISODE median 8.00
(ueaks) min 0.14
max 364
N 354
unk. 4
CHARACT . exacerbation N 38
OF PRESENT recurrence N 308
EPISODE different N 1
unk. N ]
ONSET OF acute N 89
PRESENT subacute N 224
EPISODE insidious N 43
unk. N 2
PRECIPIT. absent N 254
EXTERNAL prob.present N 59
STRESS def.preasent N 45
unk. R 0
-
102

DIAGNOSIS: 296.2=Major Depressive Disorder,First Episcde
296.3=Major Depressive Disorder,Recurrent Episocde



090177e1803f2135\Approved\Approved On: 11-Nov-2002 19:17
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PHARMACIA CHESEOD077
REBOXETINE - PROTOCOL 201247013

TABLE No.: 15

DIAGNDSIS AND HISTORY OF MENTAL DISORDERS OF RANDOMIZED PATIENTS

TREATMENT
REBOXETINE PLACEBO
DIAGNOSIS  296.2 N 0 1
% 0.00 0.71
296.3 N 145 140
b4 100.00 99.29
AGE OF mean 34.39 33.81
ONSET stdev 10.28 10.08
(yoars} median 34.00 32.00
min 13 11
max 60 62
N 145 139
unk. Q 2
NUMBER OF mean 3.39 2.95
PREVIOUS stdev 2.49 1.77
EPISODES median -3.00 3.00
min 1 1
max 15 10
N 148 139
unk. 0 2
DURATION mean 30.51 31.57
OF LAST stdev 36.74 37.64
EPISODE median 24.00 24.00
{weeks) min 3 2
max 364 364
N 143 139
unk. 2 2
DURATION mean 13.93 14.96
OF PRESENT stdev 31.48 21.71
EFISODE median 8.00 10.00
(weeks) min 0,14 0.57
max 364 208
N 144 139
unk. 1 2
CHARACT. exacerbation N 13 15
OF PRESENT recurrence N 129 117
EPISODE different N 3 8
unk. N 0 [}
ONSET OF acute N 36 37
PRESENT subacute N 97 a2
EPISODE insidious N 10 22
unk. N 2 []
PRECIPIT. absent N 96 102
EXTERNAL prob.present N 30 16
STRESS def .present N 19 23
unk. N [ [}
103

DIAGNOSIS: 296.2=Major Depressive Disorder,First Episade
296.3=Major Depressive Disorder ,Racurrent Episade
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CRESERDQ77

REBOXETINE - PROTOCOL 20124/013

TABLE

Na.: 16

PREVIOUS ANTIDEPRESSIVE TREATHMENT BY ACTIVE PRINCIPLE

Open Phasze Randomised Patients
All patients Placebo Rebaxetine
No % Na % No

Patients 358 100.0 140 100.0 143 100.0
AMITRIPTYLINE 76 21.2 29 20.7 31 21.7
MAPROTILINE 74 20.7 30 21.4 26 18.2
IMIPRAMINE 49 13.7 15 10.7 21 14.7
DIBENZEPIN 34 9.5 15 10.7 12 8.4
CLOMIPRAMINE 14 3.9 6 4.3 5 3.5
TRIMIPRAMINE 14 3.9 [ 4.3 5 3.5
FLUOXETINE 1" 3.1 4 2.9 3 2.1
FLUVOXAMINE 8 2.2 4 2.9 2 1.4
MOCLOBEMIDE 6 1.7 3 2.1 2 1.4
TRAZODONE 4 1.1 2 1.4 1 0.7
TRANYLCYPROMINE 3 0.8 1 0.7 2 1.4
NORTRIPTYLINE 2 0.6 1 0.7 1 0.7
PAROXETINE 2 0.6 1 0.7 1 0.7
MIANSERIN ‘2 0.6 1 0.7
NIALAMIDE 2 0.6 1 0.7
VILOXAZINE 2 0.6 1 0.7
DESIPRAMINE 2 0.6
DOSULEPIN 2 0.6
TIANEPTINE 1 0.3 1 Q.7
AMINEPTINE 1 0.3
KEDIFOXAMINE 1 0.3
PIPOFEZINE 1 0.3
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA COGEMO77

REBOXETINE - PROTGCOL 201247013
TABLE No.: 17

MEDICAL HISTORY FINDINGS OF SCREENED PATIENTS

Praevious diseases Open Phase Randomised Patients
All patients Reboxetine Placabo
No % on Pt. No % on Pt. No % on Pt.

Patients 358 100.0 143 100.0 140 100,0
NEURALGIA/NEURITIS NOS 10 2.8 8 5.6 2 1.4
APPENDICITIS NOS 9 2.5 2 1.4 7 5.0
OTHER SOFT TISSUE DIS [ 1.7 3 2.1 3 2.1
ANGINA PECTORIS ‘ 5 1.4 4 2.8 1 0.7
PNEUMONIA, ORGANISM NOS 3 1.1 1 0.7 2 1.4
MEASLES UNCOMPLICATED 4 1.1 1 0.7 3 2.1
ACUTE TONSILLITIS 3 0.8 1 0.7 1 C 0.7
PULMONARY TB NOS 2 0.6 2 1.4
UTERINE LEIOMYOMA 2 0.6 , 2 1.4
HYPERTENSION NOS 3 0.8 2 1.4 1 0.7
MYOCARDITIS NOS 4 1.1 2 1.4 2 1.4
ASTHMA NOS 2 0.6 1 a.7
CHOLELITHIASIS 2 0.6
NEPHRITIS NOS 2 0.6 1 0.7 1 0.7
OTHER PYELONEPHRITIS 2 0.6 1 0.7 1 0.7
FEMALE PELVIC INFLAM DIS 2 0.6 1 0.7
CHRONIC ULCER OF SKIN z 0.6 1 0.7
RHEUMATISH NOS 3 0.8 1 0.7 2 1.4
GASTRITIS/DUODENITIS NOS 2 0.6 1 0.7 1 0.7
INFECTIOUS ENTERITIS NOS 1 0.3 1 0.7
VIRAL HEPATITIS 1 0.3 1 0.7
HEPATITIS A H/0 COMA 2 0.6
SARCOIDOSIS 1 0.3 1 0.7
MALIG NEO FEMALE BREAST 1 0.3 1 0.7
OTHER GU NEOPLASM NOS 1 0.3
ENDOCRINE/NERV NEO NOS 1 0.3 1 0.7
OPEN-ANGLE GLAUCOMA 1 0.3

' OTITIS MEDIA NOS 1 0.3
RHEUM HEART DIS NEC/NOS 1 0.3 1 0.7
ESSENTIAL HYPERTENSION 1 0.3
ACUTE MYOCARDIAL INFARCT 1 0.3
CHR ISCHEMIC HRT DIS NOS 1 0.3 1 0.7
PERICARDIAL DISEASE NOS 1 0.3
CHRONIC SINUSITIS NOS 1 0.3 1 0.7
INFLUENZA 1 Q.3 1 0.7

(CONTINUVED) 1 0 S



090177e1803f2135\Approved\Approved On: 11-Nov-2002 19:17

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

PHARMACIA COGBOO077

REBOXETINE - PROTOCOL 201247013
TABLE No.: 17

MEDICAL HISTORY FINDINGS OF SCREENED PATIENTS

Previous diseases Open Phase Randamised Patients

All patients Reboxetine Placebo

No % on Pt. No % on Pt. No % on Pt.
CHRONIC BRONCHITIS NOS 1 0.3 t 0.7
STOMACH ULCER NoS 2 0.6 1 0.7
PARALYTIC ILEUS 1 0.3 1 0.7
HEPATITIS IN VIRAL DIS 2 0.6 2 1.4
CHOLECYSTITIS NEC . 2 0.6 1 0.7 1 0.7
KIDNEY INFECTION 1 0.3 1 0.7
CALCULUS OF KIDNEY 2 0.6 1 0.7
CYSTITIS NOS 1 0.3 1 0.7
SALPINGO-DOPHORITIS NOS 1 6.3 1 0.7
CERVICITIS 1 0.3 1 0.7
VAGINITIS 1 0.3 1 0.7
MUCOUS POLYP OF CERVIX 1 0.3 1 0.7
OTH FEMALE GENITAL DIS 1 0.3
ECTOPIC PREGNANCY NOS 1 0.3 1 0.7
POLYARTHRITIS NOS 1 8.3 1 0.7
MONOARTHRITIS NOS 1 0.3 1 0.7
BRACHIAL NEURITIS NOS 1 6.3 1 0.7
POLYMYALGIA RHEUMATICA 2 0.6 1 0.7
PALPITATIDNS 2 0.6 1 0.7
PULMONARY TUBERCULOSIS 1 0.3 1 0.7
SCARLET FEVER 1 0.3 1 0.7
CHICKENPOX 1 0.3
DIS BILIRUBIN EXCRETION 1 0.3
THROMBOCYTOPENIA NOS 1 0.3 1 0.7
DISORDERS OF THE GLOBE 1 0.3 1 0.7
DIS TYMPANIC MEMB NEC 1 0.3 1 0.7
THROMBOPHLEBITIS LEG NOS 1 0.3 1 0.7
CHR T A DIS 1 0.3 1 0.7
VIRAL PNEUMONIA 1 0.3 1 0.7
INGUINAL HERNIA NOS 1 0.3 1 0.7
HYPERPLASIA OF PROSTATE 1 0.3 1 0.7
PSORIASIS/LIKE DISORDERS 1 0.3 1" 0.7
RHEUMATOID ARTHRITIS 1 0.3 1 0.7
LUMBOSACRAL NEURITIS NOS 1 0.3 1 0.7
TACHYCARDIA NOS 1 0.3 1 0.7
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARHACIA CNFSREDOT77

REBOXETINE - PROTOCOL 201247013
TABLE No,: 18

MEDICAL HISTORY FINDINGS OF SCREENED PATIENTS BY BODY SYSTEM

Provious diseasex (bady system) Open Phase Randomised Patients

All patients Reboxetine Placebo

No |%Zon Pt.] No (% on Pt.[ No (% on Pt.

Patients 358 100.0 143 100.0 140 100.0

MUSCOLOSKELETAL 8¥S. AND CONNETIVE

TISSUE 26 7.3 17 1.9 8 5.7

GASTRO-INTESTINAL SYSTEM 21 5.9 8 5.6 10 7.1

CARDIOVASCULAR SYSTEM 18 5.0 10 7.0 5 3.6

RESPIRATORY SYSTEM 14 3.9 5 3.5 6 4.3

INFECTIOUS AND PARASTITIC DISEASE 14 3.9 3 2.1 8 5.7

NEOPLASHM 5 1.4 4 2.8

GENITOURINARY SYSTEM 16 4.5 5 3.5 8 5.7

SKIN AND SUBCUTANEOUS TISSUE '3 0.8 2 1.4

NERVOUS SYSTEM AND SENSE ORGANS 4 1.1 1 0.7 1 0.7

PREGNANCY ,CHILDBIRTH AND PUERPERIUM 1 0.3 1 0.7

SYMPTOMS, SIGNS AND ILL DEFINED

CONDITIONS 3 0.8 2 1.4

ENDOCR., NUTRIT. AND METAB. DISEASES 1 0.8

BLOGD AND BLOOD-FORMING ORGANS 1 0.3 1 0.7
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNESRRO07 7
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 19

EXPERTMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: OPEN

VISIT/DAYS OF DOSE (mg/day)
TREATMENT

[} 4 [ 8 Total

No [ % No | % No | % No | % Ne | %

358( 100( 3s8( 100
357(99.7| 358| 100
357(99.7| 358| 100
356(99.7| 357| 100
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@ W
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o
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354G| 100| 354 100

350|98.9| 354 100
350|98.9| 354 100
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350|98.9| 354( 100
350(98.9| 354| 100
350(98.9| 354] 100
344|98.9| 348} 100
7187.5 8| 100
1] 100 1| 100
346/99.1| 349| 100
347(99.4| 349 100
344|98.9]| 348 100
343(98.8( 347| 100
343199.4| 345 100
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323(99.1| 326| 100
323/99.1( 326] 100
323|99.1| 326] 100
316{99.1 319} 100

14| 106 14| 100
321(99.1) 324] 100
321199.1| 324{ 100
321(99.1| 324| 100
321(99.1| 324| 100
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CN3SHBBO0O77
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 20

EXPERIMENTAL TREATHMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: D.B.
AND TREATMENT: REBOXETINE
VISIT/DAYS OF DOSE (mg/day)
TREATMENT
0 2 4 6 8 Total
No | % No | % No | % No | % Na | % No | %
8 1 1| 0.7 142|99.3| 143] 100
2 1| 0.7 142]99.3| 143| 100
3 1| 0.7 142199.3] 143| 100
4 1| a.7 142|99.3( 143| 100
5 1] 0.7 14299.3] 143] 100
6 1| 0.7 142(99.3| 143| 100
7 2| 1.4 141(98.6( 143| 100
8 1} 0.7 142|99.3| 143| 100
9 1| 0.7 142]99.3| 143| 100
10 1] 0.7 142(99.3| 143 100
" 1| 0.7 142|99.3| 143{ 100
12 1| 0.7 142{99.3| 143 100
13 1) 0.7 142|99.3| 143| 100
1% 1| 0.7 140|99.3| 141| 100
15 5| 100 5| 100
16 2| 100| 2| 100
17 1| 100 1} 100
18 1| 100 1| 100
19 1| 100 1| 100
20 1| 100 1( 100
21 1| 100 1| 100
9 1 1| 100 1| 100
2 1| 100 1| 100
3 1| 100 1| 100
4 1| 100 1| 100
5 1| 100 1| 100
6 1| 100 1{ 100
7 1| 100} 1| 100
10 1 1} 0.7 1 0.7| 135/98.5] 137| 100
2 1| 0.7| 135/99.3| 136| 100
3 1| 0.7]| 135199.3{ 136] 100
4 1| 0.7 435/99.3| 136| 100
5 1| 0.7 135|99.3| 136 100
6 1| 0.7 135(99.3( 136| 100
7 1| 0.7 435/99.3] 136| 100
8 1] 0.7 135{99.3( 136/ 100
9 1| 0.7 135|99.3( 136| 100
10 1| 0.7 435|99.3| 136| 100
1 1| 0.7 135|99.3| 136| 100
12 1| 0.7 135|99.3| 136{ 100
13 1) 0.7 135/99.3| 136| 100
14 1| 0.8 1] 0.8 129|98.5| 131| 100
15 3| 100| 3| 100
12 1 ' 128| 100 128| 100
1z8| 100| 128| 100
3 128{ 100§ 128; 100
4 128| 100| 128] 100
5 128| 100| 128| 100
6 1z8| 100( 128| 100
7 128| 100| 128] 100
8 128| 100| 128] 100
' 9 128| 100| 128| 100
10 1z2a8| 100| 128| 100
11 128| 100| 128 100
12 128] 100| 128{ 100
! 13 128| 100| 128 100
14 122| 100( 12z] 100
18 s| 100 s| 100
14 1 124| 100| 124( 100
2 124| 100{ 124| 100
3 124| 100| 124| 100
&4 124| 100 124 100
5 124| 100] 124| 100
6 124| 100 124{ 100
7 124| 100| 124| 100
(CONTINUED)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CERERDO77
REBOXETINE - PROTOCOL 201247013

TABLE No.: 20

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: D.B.
AND TREATMENT: REBOXETINE
VISIT/DAYS OF DOSE (mg/day)
TREATMENT
0 2 4 6 a8 Tatal
No | % No | % No | % No | % No | % No | %
14 8 124| 100 124] 100
9 124 100| 124| 100
10 124 100| 124| 100
1" 124 100} 124| 100
12 124 100 124| 100
13 123] 100 123] 100
14 120{ 100§ 120{ 100
15 5| 100 5| 100
16 1 122{ 100| 122| 100

2 "122| 100| 122{ 100
3 122| 100| 122| 100
4 122| 100| 122| 100
5 12z( 100| 122 100
[ 122| 100 122| 100
7 122| 100 122| 100
8 122| 100| 122| 100

9 122 100 122| 100
10 122 100 12z2| 100
1" 122| 100| 122| 100
12 121| 100( 121| 100
13 121| 100 121] 100
1% 121| 100| 121| 100
15 1| 100 1| 100
18 1 114 100| 114| 100

2 114| 100] 114 100
3 114( 100]| 114 100
4 114| 100( 114| 100
5 114| 100( 114 100
6 114 100| 114 100
7 1t4| 100( 114 100
8 114 100 114 100

9 114 100| 114| 100
10 114| 100| 114| 100
1 114| 100 114| 100
12 1| 0.9 113|99.1| 114 100
13 1| 0.9 112(99.1| 113| 100
14 2| 1.8 109|98.2| 111 100
20 1 109| 100| 109 100
2 109| 100| 109 100
3 109| 100 109| 100
4 109| 100 105] 100
5 109| 100| 109| 100
6 109 100 109 100
7 109| 100| 109| 100
8 109| 100| 109| 100
9 109| 100| 109| 100
10 109 100{ 109| 100
1 109| 100| 109| 100
12 109| 100| 109| 100
13 109| 100( 109] 100
14 109| 100| 109] 100
15 3| 100 3| 100
22 1 105) 100| 105| 100
2 108| 100( 108| 100
3 105| 100( 108| 100
4 105| 100( 108| 100
5 108| 100( 105| 100
6 105| 100( 105| 100
? 105] 100] 108| 100
8 106| 100| 105 100
9 105( 100| 105 100
10 105| 100| 108| 100
1" 105| 100| 108| 100
12 105| 100| 105| 100
13 105| 100 105( 100
(CONTINUED) 110
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARNACIA QY5 BE)77
REBOXETINE - PROTOCOL 20124013

TABLE Na.: 20

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: D.B.

AND TREATHENT: REBOKETINE

VISIT/DAYS OF DOSE (mg/day)

TREATMENT

[} 2 4 6 8 Total
Na | % No | % No | % No | % Na | % No | %

22 1% 103 100( 103| 100
15 2| 100 2z} 100

26 1 10z| 100| 02| 100
2 10z| 100( 102 100
3 10z| 100| 102] 100
4 102| 100( 102| 100
s 102| 100| 10z 100
6 10z| 100| 10z| 100
7 102| 100| 102| 100
8 102| 100( 102{ 100
s 10z| 100 102| 100
10 10z| 100| 102| 100
1 10z( 100 10z| 100
12 1| 1.0 101]99.0| 02| 100
13 101| 100 101] 100
1 97| 100 97{ 100
15 4 100 4] 100

26 1 101| 100| 101] 100
2 101| 100{ 101| 100
3 101| 100{ 101| 100
4 101| 100| 101| 100
5 101| 100| 101( 100
6 101| 100| 101 100
7 101| 100} 101 100
a3 101} 100{ 101| 100
9 101| 100| 101| 100
10 101| 100( 101] 100
1 101| 100{ 101{ 100
12 101| 100| 104| 100
13 101| 100] 101| 100
1% 99/ 100 99| 100
15 2| 100 2| 100
16 1| 100{ 1| 100
17 1| 100{ 1| 100
18 1| 100{ 1| 100
19 1| 108} 1| 100
20 1| 100| 1| 100
21 1| 100| 1] 100
22 1 100 1} 100
23 1| 10| 1] 100
24 1| 100| 1| 100
25 1| 100| 1| 100
26 1| 00| 1| 100
27 4| 100 1| 100
28 1| 100| 1| 100

28 1 97| 100 97| 100

97| 100 97| 100

3 97| 100| 97| 100
% 97| 100 97| 100
5 97| 100{ 97| 100
6 97| 100 97| 100
7 97| 100 97| 100
a 97| 100 97| 100
9 97| 100| 97| 100
10 97| 100 97| 100
1 97| 100 97| 100
12 97| 100{ 97| 100
13 97| 100 97| 100
1% 96| 100| 96| 100
15 2| 100f 2| 100
16 1| 00| 1| 100
17 1| 00| 1| 100
18 1| 100 1| 100
19 1| 100 1} 100
20 1| 100} 1| 100

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

PHARMACTIA OWS; 8&P077
REBOXETINE - PROTOCOL 201247013

TABLE No.: 20

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: D.B.
AND TREATMENT: REBOXETINE
VISIT/DAYS OF DOSE (mg/day)
TREATMENT
0 2 4 6 8 Total

No | % No | % No | % Ne | % No | % No | %

28 21 1| 10| 1| 100
22 1| 100 1| 100
23 1| 100 1| 100
26 1| 100 1| 100
25 1| 100[ 4| 100
26 1| 00| 1| 100
27 1| 100 1] 100
28 1| 100 1] 100
29 1| 100{ 1| 100
30 1] 100 1| 100
a1 1| 100f 1| 100
32 1} 100{ 1| 100
a3 1| 100| 1| 100
34 1| 100 1| 100
as 4| 100 1| 100
36 1| 100 1] 100
a7 1| 100 1] 100
a8 1| 100] 1| 100
as 1] 100 | 100
40 1| 100 1| 100
4 1} 10| 1| 100
42 1| 100/ 1| 100

30 1 90| 100| sa| 100

90| 100 90| 100
3 90( 100{ 90| 100
4 90{ 100 90 100
5 90| 100 50| 100
6 90| 100 90( 100
7 90| 100( 90! 100
8 90| 100 90) 100
92 90| 100 20} 100

10 90( 100 90| 100

1 90| 100( s0| 100

12 ' g0( 100 s0( 100

13 90| 100| s0( 100

1% as| 100| ' 89| 100

15 21 100 2| 100

16 1| 100 1| 100

. 17 1] 100 1| 100
18 1| 100 1| 100

19 1| 100 1| 100

20 1| 100 1| 100

21 1} 100 1( 100

22 1| 100 1| 100

23 1( 100 1} 100

26 1| 100 1| 100

25 1| 100 1| 100

26 1] 100 14| 100

27 1| 100 1| 100

28 1| 100 1! 100

32 1 as| 100 as] 100

as| 100| as| 100
3 88| 100 as; 100
4 88| 100; as| 100
5 83| t00| a8 100
6 8a| 100| as| 100
7 88| 100| a8} 100
8 88| 100 88| 100

9 88| 100 88| 100
10 88| 100 88| 100
11 as| 100] a8 100
12 88| 100| a8} 100
13 as| 100{ 88| 100
14 87| 100| 87| 100
15 1] 100 1( 100
(CONTINUED) 1 1 2
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA Q)5 RGI77
REBOXETINE - PROTOCOL 201247013

TABLE Na.: 20

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: D.B.

AND TREATMENT: REBOXETINE

VISIT/DAYS OF DOSE (mg/day)

TREATMENT

0 2 4 6 a8 Total
No | % No | % No | % No | % | No | % No | %

34 1 87| 100( 87| 100
2 a7 100 87| 100
3 87| 100 87| 100
4 87| 100| 87| 100
5 87| 100| 87 100
6 87| 100 87{ 100
7 87| 100 87 100 '
a 87| 100 87| 100
9 87| 100 87| 160
10 87| 100 87| 100
11 87| 100 87 100
12 87| 100 87| 100
13 87| to0| 87| 100
14 86| 1o0| 86| 100
15 1| 100 1| 100

36 1 84| 100 84| 100

84| 100| 84| 100

3 84| 100| 84| 100
&4 84( 100| 84} 100
5 84( 100 84| 100
6 84( 100 84| 100
7 84| 100 84| 100
8 84 100 84{ 100
9 84 100| 84 100
10 84| 100 84| ,100
1 84 100{ 84| 100
12 84| 100 84| 100
13 84| 100 84| 100
14 82| 100 82| 100

38 1 83| 100| 83| 100
2 83| 100( &3] 100
3 83| 100 83| 100
4 83( 100| 83| 100
5 83( 100| 83| 100
6 83| 100{ 33| 100
7 83| 100 83| 100
a 83| 100 a3| 100
9 83| 100{ 83| 100
10 83| 100 83| 100
" 83| 100 83| 100
12 83| 100 83| 100
13 83 100 83| 100
14 83| 100 83 100
15 1| 100 11 100

40 1 8z| 100 82| 100

82| 100 a&z2| 100

3 82| 100( 82| 100
4 82| 100| 82{ 100
5 az| 100| 82| 100
[ 82| 100 az| 100
7 82| 100 &2} 100
8 82| 100 82| 100
9 8z 100| 82| 100
10 82| 100( 82| 100
1" 8z( 100| 82| 100
12 82| 100 8z( 100
13 [ 82| 100{ 82| 100
1% 77} 100 ?77( 100
15 1| 100 1| 100

42 1 az| 100 8z| 100
2 82| 100| 8z} 100
3 82| 100| &2| 100
4 82| 100f 82| 100
5 82 100 82| 100
6 82| 100| 82 100

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

PHARNACIA G0 S€077
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 20

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT

PHASE: D.B. }

AND TREATMENT: REBOXETINE

VISIT/DAYS OF DOSE (mg/day)

TREATMENT

0 2 4 [ 8 Total
No | % [No |2z [No|2% [Nef % |Ne|x |WNolfzx

42 7 az| 100| 82| 100
8 i 82| 10| 82| 100
9 82| 100 a2| 100
10 82| wo| 82| 100
11 82| 100| az2| 100
12 sz} 10| 82| 100
13 az! 100 az| 100
4 8z| 100 82| 100
15 & 100! 4| 100

44 1 az| 100 82| 100

82| 100| 82| 100

3 az| 100{ 82| 100
P 82| 100 82| 100
5 82| 100 82| 100
6 8z 100 82| 100
7 8z| 100 82| 100
8 az| 100 82| 100
9 az| 100 82| 100
10 82 100 az| 100
1 az| 100 82| 100
12 82| 100] 82| 100
13 az| 100 82| 100
16 81} 100 81| 100

46 1 81} 100 81| 100
2 81| 100{ 81| 100
3 81} 100 81| 100
4 81 100 81| 100
5 a1| 100 81| 100
6 a1| 100 81| 100
7 81| 100 a1| 100
8 81 100 a1| 100
9 a1| 100 a1| 100
10 81| 100 81| 100
1" 81| 100 81| 100
12 a1| 100 81| 100
13 81| 100 a1 100
1% 78| 100 78] 100

48 1 81| 100{ a1| 100
2 a1| 100{ a1 100
3 a1| 100 a1 100
4 a1 100 81| 100
[] 81| 100 84| 100
6 81} 100 a1| 100
7 81| 100| a1| 100
a 81| 100 81| 100
9 . a1| 100 81| 100
10 81 100{ 81| 100
1M 81| 100 81| 100
12 81} 10| 81| 100
13 81| 100{ 81| 100
1% 78| 100 73| 100
15 8| 100 a| 100

50 1 80| 00| 80| 100
2 so| 100 80| 100
3 80| 100 80| 100
4 80| 100 80| 100
5 80| 100 80| 100
6 80| 100 80] 100
7 80| 100| ao| 100
8 80| 100 80f 100
9 so| 100 80| 100
10 80| 100{ 80| 100
1 so| 100{ 80| 100
12 80| 100| 8o 100
13 80| 100 80| 100
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

REBDXET:::R’-MEEST%E"’%ZJZD 13

TABLE Na.: 20

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATHENT

PHASE: D.B.
AND TREATMENT: REBOXETINE
VISIT/DAYS OF DOSE (mg/day)
TREATMENT
0 2 4 6 8 Total

No | % No | % No | % No | % No | % No | %

50 1% 75| 100 75| 100
15 3| 100{ 3| 100
52 1 79| 100 79| 100

79| 100{ 79| 100
3 79| 100| 79| 100
4 79| 100 79| 100
5 79| 100| 79| 100
6 79| 100| 79| 100
7 79| 100| 79| 100
S 79| 100| 79| 100
9 79| 100| 79| 100

10 79| 100 79( 100

1" 79| 100 79| 100

12 79( 100 79| 100

13 792( 100 79| 100

14 78| 100 78| 100

15 6| 100 6| 100
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA @B5O077
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 21

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT (CAPSULES TAKEN)

PHASE: D.B.

AND TREATMENT: PLACESO

VISIT/DAYS OF DOSE (mg/day)

TREATMENT

0 4 8 Total
No [% | No | % | No| % No | %

8 1 1| 0.7] 139(99.3| 140| 100
2 1] 0.7| 139|99.3| 140| 100
3 1| 0.7( 139{99.3| 140 100
4 1| 0.7( 139(99.3| 140 100
5 1| 0.7{ 139|99.3| 140| 100
6 1| 0.7{ 139(99.3} 140| 100
7 1) 0.7| 139|99.3]| 140| 100
a 1| 0.7| 139{99.3| 140| 100
9 1( 0,7] 139(99.3| 140| 100
10 1| o.7| 139|99.3| 140] 100
11 1( 0.7| 139{99.3| 140} 100
12 1| 0.7| 139{99.3| 140 100
13 1| 0.7{ 139)|99.3| 140] 100
14 1| 0.7| 136{99.3| 137| 100
15 1|14.3] 6|85.7 7| 100

10 1 1{ 0.7| 135/99.3| 136 100
2 1| 0.7( 135{99.3| 136| 100
a 1| 0.7| 135(99.3| 136| 100
4 1| 0.7| 135|99.3| 136| 100
5 4| 0.7| 135|99.3| 136| 100
6 1| 0.7| 135(99.3| 136 100
7 1| 0.7| 135|99.3| 136| 100
8 1| 0.7 135|99.3} 136] 100
9 1| 0.7| 135{99.3| 136| 100
10 1| 0.7 134|99.3| 135| 100

- 1 1| 0.7| 134{99.3| 135| 100

12 1| 0.7| 134(99.3| 135| 100
13 1} 0.7| 134|99.3| 13as| 100
14 1| o.a| 130|99.2] 131| 100
15 2| 100 2| 100

12 1 1| o.8{ 132{99.2| 133| 100
2 1| 0.8| 132|99.2| 133 100
3 1| 0.8| 131]99.2| 132| 100
4 1| o0.8{ 131]99.2] 132| 100
3 1] o.8| 131|99.2] 132| 100
6 1| o.8[ 131}99.2| 132| 100
7 1| 0.8 131|99.2| 132] 100
8 1| o.8| 130/99.2] 131| 100
9 1| 0.8| 130)99.2| 131] 100
10 1| 0.8| 130|99.2| 131 100
1 1| 0.8 130|99.2| 131 100
12 1| 0.8| 130{99.2| 131| 100
13 1} 0.8| 130|99,2| 131 100
14 2| 1.6] 121{98.4| 123| 100
15 2| 100 2| 100

14 1 1| o0.8| 124(99.2| 125| 100
2 1| 0.8| 124|99.2; 125 100
3 1| 0.8] 124{99.2| 125| 100
4 1| 0.8} 124(99.2| 125| 100
5 1| o.8| 124|99.2| 125 100
6 1| 0.8( 124(99.2| 125| 100
7 1| o.a| 124|99.2| 125 100
8 1| o.8| 124|99.2{ 125| 100
9 1| 0.8| 124]|99.2| 125| 100
10 1| o0.8| 124[99.2| 125| 100
1 1| 0.8| 124{99.2| 125/ 100
12 2| 1.6] 123|98.4( 1258 100
13 1] 0.8] 122|99.2| 123| 100
14 1| 0.8| 11999.2| 120 100
15 4| 100 4] 100

16 1 1| o.8| 122|99.2| 123| 100
2 1! 0.8{ 122|99.2| 123| 100
3 1| o0.8| 122{99.2| 123| 100
4 1| o.8| 122{99.2| 123 100
5 1| o0.8( 122|99.2| 123 100
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA O, 88007 7
REBOXETINE - PROTGCOL 201247013

TABLE No.: 21

EXPERTMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSHENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT (CAPSULES TAKEN)

PHASE: D.B.

AND TREATMENT: FLACEBO

VISIT/DAYS OF DOSE (mg/day)

TREATMENT

Q 4 8 Total
No | % No | % No | X% No | %

16 6 1) 0.8] 122(99.2| 123( 100
7 1] 0.8| 122({99.2| 123| 100
8 1| 0.8| 122{99.2| 123| 100
9 11 0.8 1| 0.8 121{98.4| 123]| 100
10 1} 0.8 1| 0.8| 121}98.4| 123| 100
" 1| 0.8 122]99.2| 123]| 100
12 1| 0.8 122|99.2{ 123| 100
13 1| 0.8] 122{99.2| 123| 100
14 1| 0.8| 121)|99.2] 122| 100
15 1| 100 1| 100

18 1 2| 1.7{ 115(98.3| 117| 100
2 2| 1.7] 115|98.3; 117( 100
3 2] 1.7 115|98.3| 117| 100
4 2| 1.7| 115|98.3( 117| 100
5 2{ 1.7 115(98.3| 117 100
6 2{ 1.7| 115{98.3| 117| 100
7 2| 1.7] 115|98.3{ 117| 100
8 1] 0.9 2| 1.7 114|97.4 117| 100
9 2| 1.7} 115|98.3| 117| 100
10 2| 1.7| 115|98.3( 117] 100
17 1| 0.9 115{99.1| 116| 100
12 41| 0.9 115{99.1| 116| 100
13 1( 0.9| 115|99.1; 116 100
14 1| 0.9] 114[/99.1| 115 100
15 1| 100 1} 100

20 1 1| 0.9 1 0.9] 106|9a.1| 108 100
2 1] 0.9 1| 0.9| 106]/98.1| 108| 100
3 1] 0.9 1| 0.9 106{98.1] 108| 100
4 1| 0.9 2| 1.9| 104|97.2] 107| 100
5 1| 0.9 1| 0.9 104|98.1| 106 100
6 1} 0.9 1| 0.9 104{98.1| 106| 100
7 1 0.9 1| 0.9 104|98.1| 106/ 100
8 1] 0.9 1| 0.9] 104(98.1| 106| 100
9 1| 0.9 1| 0.9 104[98.1| 106| 100

, 10 1| 0.9 1| 0.9| 104(98.1| 106 100

11 1} 0.9 11 0.9| 104|98.1| 106( 100
12 1] 0.9 1| 0.9] 104(98.1] 106; 100
13 1] 0.9 1| 0.9| 104(98.1] 106 100
14 1] 0.9 1| 0.9] 104(9a.1] t06) 100
15 1|33.3 2|66.7 3| 100
16 14 100 1| 100
17 1| 100 1| 100
18 1| 100 1( 100

22 1 1{ 1.0 100(99.,0| 101| 100
2 1| 1.0| 100{99.0| 101| 100
3 1| 1.0 100|%99.0| 101| 100
4 1| 1.0| 100!99.0| 101| 100
5 1| 1.0| 100|99.0( 01| 100
[ 1| 1,0} 100]99.0{ 101| 100
? 1| 1.8| 100|99.0] 101 100
2 1] 1.0| 99(99.0| 100{ 100
9 1| 1.0 99(99.0| 100 100
10 1] 1.0 9%9(99.0; 100/ 100
11 1| 1.0 99(99.0| 100{ 100
12 1l 1.0| 99(992,0| 100 100
13 1] 1.0 99|99.0( 100| 100
14 1| 1.0 99(99.0] 100( 100
15 1| 100 1| 100

24 1 1| 1.1| 94|98.9| 98| 100
2 1] 1.1 94(98.9 95| 100
3 11 1.1 94(98.9 95| 100
4 1 1.1 94(98.9 95| 100
s 1] 1.1| 94(98.9( 95| 100
6 11 1.1 94)|98.9 95| 100
7 1 1.1 94|98.9] 95| 100 !

(CONTINUED) 1 1 7
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA QN6 BT 7
REBOXETINE - PROTGCOL 201247013

TABLE No.: 21

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT (CAPSULES TAKEN)

PHASE: D.B.
AND TREATHENT: PLACEBO
VISIT/DAYS OF DOSE (mg/day)
TREATMENT
0 4 [ Total

No % No | % No | % Na %

24 8 1| 1.1] 94)|98.9) 95| 100
9 1] 1.1 94(98.9| 85| 100
10 11 1.1| 94;98.9( 95| 100
11 1 1.1| 94/98.9| 95| 100
12 1 1.1| 94|98.9{ 98| 100
13 1( 1.1 94{98.9] 95| 100
1% 1| 4.1} 94|/98.9( 95{ 100
15 7| 100 7| 100
26 1 91| 100{ 91{ 100

91| 100 91| 100
3 91| 100{ 91| 100
4 21| 100] 91| 100
5 91| 100| 91| 100
6 91| 100| 91| 100
7 91| 100 91| 100
8

1 1.1 950|98.9| 91| 100

9 91| 100| 91} 100
10 91| 100 9t/ 100
11 91| 100| 91| 100
12 91| 100( 91| 100
13 91) 100 91| 100
1% 88 100( 83| 100
15 2| 100 2| 100
16 1| 100 1| 100
17 1| 100 1| 100
138 1 100 1| 100
19 1] 100 1{ 100
20 1} 100 1| 100
21 1] 100 1{ 100
22 1) 100 1| 100
23 1| 100 1| 100
24 1| 100 1| 100
28 1 88| 100 8&| 100

2 aa( 100( &a( 100
3 88| 100 88( 100
4 88| 100( 88| 100
5 88| 100f a8 100
6 aal 100| 88| 100
7 as| 100{ 8&s| 100
8 83| 100| 88| 100

9 as| 100| 88| 100
10 as| 100| &s8| 100
11 as| 100| as| 100
12 8a| 100{ 88| 100
13 88| 100 asi 100
14 87 100| &7 100
15 2( 100 2| 100
30 1 a3| 100| 83( 100

83| 100{ 83} 100
3 83| 100 83| 100
4 83| 100| &3] 100
) 83| 100{ a3| 100
6 83| 100; 83| 100
7 83| 100| 83| 100
a 83| 100| 83| 100
9 83| 100 83| 100

10 a3| 100| 83| 100
11 83| 100{ 83| 100
12 83| 100 83| 100
13 83| 100 83| 100
14 83| 100( 83| 100
15 z| 100] 2| 100
32 1 80| 100| 80| 100
2 80| 100 80| 100
3 80| 100 80| 100
(CONTINUED)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA 0Y$8E077
REBOXETINE - PROTOCOL 201247013

TABLE No.: 21

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSNENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT (CAPSULES TAKEN)

PHASE: D.B.

AND TREATMENT: PLACEBO

VISIT/DAYS OF DOSE (mg/day)

TREATMENT

0 4 8 Total
No | % No | % Ne | % No | %

32 & 80( 100| 80| 100
5 ao| 100 8o 100
6 80f 100 80| 100
7 80{ 100( 80| 100
8 80| 100| 80| 100
9 a0| 100{ 80| 100
10 ao0| 100{ 80| 100
1" 80| 100{ 80| 100
12 ao| 100 80| 100
13 80| 100 80( 100
14 78| 100 78| 100

34 1 79| 100} 79( 100
2 79| 100 79| 100
3 79{ 100; 79( 100
4 79| 100| 79| 100
5 79| 100 79{ 100
é 79| 100 79{ 100
7 79| 100 79| 100
a 79| 100 79} 100
9 79( 100 79| 100
10 79| 100 72| 100
1 79| 100 79( 100
12 79| 100 79| 100
13 79| 100 79] 100
14 79{ 100f{ 79{ 100
15 2| 100 2| 100

36 1 78| 100 78} 100
2 78| 100 78( 100
3 78| 100 78| 100
4 78| 100 78| 100
5 78( 100 78( 100
6 78| 100 78] 100
7 78( 100 78] 100
a8 78( 100 78| 100
92 78| 100 78 100
10 78| 100 78( 100
1 78| 100 78| 100
12 78| 100 7a( 100
13 ’ 78| 100| 78| 100
14 78| 100 75| 100

38 1 76| 100 76| 100

76| 100 76| 100

3 761 100 76| 100
4 76| 100| 76| 100
5 76( 100 76| 100
[ 76f 100 76| 100
7 76| 100 76| 100
8 76| 100 76| 100
9 76| 100 76| 100
10 76| 100 76| 100
1" 76| 100 76| 100
12 76| too 76| 100
13 76| 100 76| 100
14 75| 100 75| 100

40 1 74| 100 74| 100
2 74| 100 74| 100
3 741 100( 74| 100
4 74| 100 74{ 100
5 74| 100 74| 100
6 74| 100 74| 100
7 74| 100 74{ 100
8 74 100 74| 100
9 74| 100 74| 100
10 74| 100 74| 100
1 74( 100 74| 100

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

PHARNACIA Y5:28)77
REBOXETINE - PROTOCOL 201247013

TABLE No.: 21

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT (CAPSULES TAKEN)

PHASE: D.B.
AND TREATMENT: PLACEBO
VISIT/DAYS OF DOSE (mg/day)
TREATHMENT
0 4 8 Total

No | % No | % No | % No | %

40 12 74| 100 74| 100
13 74| 100 74( 100
14 70{ 100( 70( 100
15 1] 100 1] 100
42 73( 100 73( 100

H
H 73( 100 73| 100
3 73( 100| 73| 100
4 73| 100 73| 100
5 73| 100 73| 100
6 73{ 100 73| 100
7 73| 100| 73| 100
[ 73| 100{ 73| 100
9 73| 100{ 73| 100

10 73| 100 73] 100
" 73} 100( 73{ 100
12 73| 100 73| 100
13 73| 100 73{ 100
14 69 100| 69| 100
15 3! 100 3| 100
44 1 70| 100 70| 100
2 70| 100{ 70| 100

3 70| 100{ 70} 100
4 70| 100 70| 100
5 70( 100{ 70{ 100
6 70{ 100( 70| 100
7 70| 108! 70( 100
8 70( 100 70{ 100

9 70| 100 76| 100
10 70| 100 70| 100
1 76| 100 70] 100
12 70( 100 70| 100
13 70{ 100 70| 100
14 70| 100 70| 100
15 2| 100 z| 100
46 1 68| 100| &38| 100

68| 100 68| 100
3 68| 100{ 68| 100
4 68| 100 68) 100
5 68) 100( 68| 100
6 68| 100| 68| 100
7 68| 100 &8 100
8 68| 100{ 68| 100

9 68| 100| 68| 100
10 68| 100| 68| 100
11 68| 100 63| 100
12 68| 100 68| 100
13 68| 100{ 48[ 100
14 64| 100 64| 100
15 1| 100 1| 100
48 1 66| 100 66| 100

2 66| 100| 66| 100
3 66| 100| 66| 100
4 66| 100| 66| 100
5 66| 100| 66( 100
[ 66| 100| 66| 100
7 66| 100| 66| 100
8 66 100] 66| 100

9 66| 100 66{ 100
10 66| 100] 66| 100
11 66| 100 66| 100
12 661 100 66| 100
13 66 100 66| 100
14 61 100 61| 100
15 6| 100 6| 100
50 1 66 100, 66| 100
(CONTINUED)
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA €8 ROR)77
REBOXETINE - PROTACOL 20124/013

TABLE No.: 21

EXPERIMENTAL TREATMENT: NUMBER OF PATIENTS ACCORDING TO DOSE TAKEN ON EACH DAY AND ON DAYS OF ASSESSMENT DURING THERAPY
BY PHASE AND ASSIGNED TREATMENT (CAPSULES TAKEN)

PHASE: D.B.
AND TREATMENT: PLACEBO
VISIT/DAYS 'OF DOSE (mg/day)
TREATMENT
0 4 8 Total

50 2 66| 100 6&6] 100
3 66 100| 6] 100
4 66 100| 66| 100
5 66| 100| 66( 100
6 66| 100 66| 100
7 66 100 66| 100
8 66| 100 66| 100
9 66| 100 66| 100
10 66| 100 66| 100
" 66| 100 66( 100
12 66| 100 66| 100
13 66 100| 66| 100
14 63| 100 63| 100
15 s| 100 S| 100
52 1 65 100 65] 100

65| 100( 65| 100
3 65( 100| 65! 100
4 €5( 100| 65| 100
5 65( 100| 65) 100
6 65| 100( 65( 100
7 65( 100| 65| 100
8 65| 100 &5( 100
9 65| 100 &5( 100

10 65| 100( 65 100

11 65| 100 &5( 100

12 65 100 65 100

13 €5| 100 65! 100

14 63| 100 631 100

15 2( 100 2| 100
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

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

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

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

PHARMACIA CNS & RD
REBOXETINE - PROTOCOL 20124//013

TABLE N. 43

DOUBLE BLIND PHASE
PROPORTION OF RELAPSE-FREE PATIENTS DURING THE FIRST AND THE LAST 6 MONTHS OF TREATMENT

Reboxetine Placebo
Months Total  Relapse - Free Pts (¥ Total  Relapse - Free Pts (%) Chi-Square Test
N N (%) N N (%)
1-6 133 81 (60.9%) 132‘ 53 @02%) X =114
= 0.001
7-12 73 66 (88.0 %) 49 2 (592%) X =137
P < 0.001

(*) Patients who didn’t relapse al least once during the indicated period and who didn’t withdraw unless because improvement, are included.




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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

100°0>d ¢°0S =9JENbS TYD ! JUBNIEIJ} USBMIB] UOSTJIEdNOD

0T => 3H0JS V101l ITVIS INILVY NOLTINVH ‘NOISSINIY

148

0°a0T 2T 0° 00T T AVICL
PR 65 z'8L bOT S3A
£'58 ss e 12 62z oN
NOISSIHIY
% N % N
ogmavd aNTLIXCEIY
INIHLYINL

g3YIAISNOD NI3F ION IAVH ISVHd NI-NNY 40 GN3I JHL LV ¥IANOJS3¥ ION SINITIVd

INSWIYIBL AT INIHSSISSY LSV LV NOISSIHIY NI SINIILvd
9 :TON ITEVL

ET0/52T0C T030103d - 3INILIXOHIH
a3y SNJ YIOVHEVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

o]
-
=i
(UINRIINOD)
00’0 00°0 00°0 00°0 00’0 00°0 ooa go’c 0o‘c {00°0 |00°0C |00'O 0’0o 00’0 (1] 00°G |00°0 ury
st o £L°0 210 gL'0 (9L°0 [ ra] 6L'0 [eL'0 8L°0 |9L7°0 12’0 |€2'0 (®BZ°O 1E°0 |[9E°0 [LETO ais
sL°0 #L°0 €L'0 SL'0 |Ht'0 |SL°C LL'e |9L°0 00°0 |¥L°0 (9L°0 LZ'0 |S2°0 |[¥E'D |¥h°0 |E9'0 |8L°O ueay
JINVEENLSIO
86 Loe 404 oL FA%Y 6L Lk LZL L €el €EL tEel tEL €EL EEL EEL £EL pojenTeny FAILINDOT (€
00°0 00’0 [ ] go'o og"o go'¢c |00°0 |o0'0 (00°0 |00°0 |00°C |00°Q 000 ao°o 00’0 000 oo‘o “33JTPp uerpey
0¢°0 an’o ac o go o 0o°o oo‘o 00°0c |00°0 {@0°0 |0G'0 f00°0 oG- g gog |o0°O 00°0 Q0°Q ao'o uerpey
0o*Z (o002 6o~z 0o’z 00°Z 00"z 00°2 (00°2 00°0 |00°€E (00°Z ([00°2 go°2 00°2 00 (00°Z 00°€ xey
o0°0 oo°oQ 0 o 60’0 00°0 ao‘o ao°o "0 060 000 |00°0 |00°C |00°C |0D°0 a'o |00°0 009 UuTK
0s'0 ez o LE"O €5°0 6450 4570 L5700 \HS°0 65°0 [EE‘0 |E¥'0 (950 (BS°'C 29'0 |€L°'C |68°0 Qs
SL'a [3 2] 20°0 éL'0 a0 2z 0 6L°0 pZ'e (00°0 |€2°0 (4070 |EL°O 0z'0 |2g'0 92°Q0 |LE°0 1970 ueoy
86 toL 2oL eot L 6LL [ 343 L2ZL t €EL €EL €EL €€l £€L €€l £EL €EL poegenteny IHATIM :2 '
L b— [£L'b- |&LTU- [ALU- |£b78- |&LTE- |ALTE- JLLTB- |ABCL- |ALTL- |4LTL- |00°L- |€8°0- |49°0- |0§70- |4L70- (0070 "F3TP uUETpaR
0s°0 05°'0 0s°0 0s°0 os°o 0s o es'0 05°0 J&L'0 [0S0 |0S°C |4970 |E®TQ D[ S P2 2 4 EE° L (-3 UETpoR
0s°L 00'2 0s°L  |£97L  |EBTL ooz ao'Zz |os‘L [4E°0 (0S'L  |EE‘L £9°L £9°L |EB'L ERL |EE"Z |EE°C XER
0070 900 g0 [ [-ha] ogo oo'o 00‘0 (000 (430 (00°0 |0Q°0 (0G0 {00°D (] oo o Lo 0s°o ury
6Z2°0 ZE"0 62°0 |[EE'D HE°Q 70 [8E°0 cE’o %€°'0 |LE'0 |BE0 |0%°0 "0 |SR°0 (E%°0 [ 0] ais
sh'0 s a s o 95°0 %0 §5°0 |8S°0 |[€S°0 (£L°0 (€570 [LS°0 (S9°0 |18'0 |E6°0 |HL°L SEL 13°L uesy NOILY
-ZIIVROS/RLATXRV
86 tot HoL BOE 433 6LL (343 L2 3 €EL €€L €el €EL >3 EEL €EL £EL pajenteay 33
42 (14 az -3 at ol zt 13 6 8 9 S ] € z 3 a
dISIA INIIIXOBIY INFRIVIAL

9 AISIA LV H30NOJS3IY SINIILVA JHI ZTNO ONINIQISNOD
O0AVG OL GIBVAROD SV LISIA HIVI IV JIVOS SHILVY NOISS3IU4IA NOLTINVH J0 S¥0LIVd 30 SISATVNV TVIIISIIVIS

G4 i'ON J1BVL

€L0/%2ZL0Z TT0D0L0Y¥d - INILIXOE3N
034 SO VIOVRYVHL

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



fiir Qualitat

1tut

9550077

Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Inst

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

<
i
-
(Q3NNEINOD)
86 Lot HoL 80L a1 6L Lzt L2L L £EL EEL €EL EEL EEL €EL €EL " |EEl FONVEINLSIA
pajenieag 4331s 9
§4'L- {SL°L- |05°L- [0S b~ |SL°L- [SL°L- |SL°L- |SL°L- |00°Z- [SL°L- [0S°L- |0S°R- [SZ°L- |00°L- |@5°0- [SZ°0- |00°0 *IITP ueIpey
05°0 {0S°0 0§°0 |0s'0 |0S°O0 0S°0 |0S°0 0S'0 [00°0 |05°0 |Si£t@ (S4°0 (00°L  (SECL 05°L |00°2 00°2 ueIpay
Gz'z |SL°L §Z°Z |0Q'2 S2°¢ 05°2 |§2'Z |SiL'L |o0T0 |00"Z (OSTL  |S&TF |00°Z  [SATE 00"€ |00°'E [S2T°€E xeg
oo o 00°¢ 00°'c (00°0 |00°0 0o‘0 (000 00'0 |(00'C (co"0 (000 (00O (000 |0O°O 00°0 0§'¢  [S4'0 oTR
(3] Z5°0 94°0 |S7°0 (9970 0S‘0 [LS'0 [Ev°0 2%°0 (BE°0 |Sk°0 |8%°0 |4S°0 90 |[45°0 |8%°0 ars
P00 [8B%°CG (¥5°0 |SS°0 ([€S'0 |SS'0 (9S5°C L570 [00°0 €S0 |H49°0 |SL°0  |H6°0 |4L°L £ |s8'L {4 ueay
86 (%13 Hhot g0l Ly 6Lt (%47 Lzl L EEL €EL €EL EEL €EL €EL el £€1 pojenteag| NOILVOAVIIY S
00°L- |[00°L- {00°L- [QO°L- {@0°L- {0Q"L- |00°L- |0O°L- [0O"4- {00°'L- |0O°L~ |00°L- |0OO°L- |OO‘'EL- |00O°0 |00°0 j0G°O "33TP WeTPoR
00°0 0o°0 00°0 00°0 [00°0 (00°0 |(@0°Q0 go‘o0 (00°C (00°0 (00°0 (000 j0G0°'O0 oG L oot go°L 0o°L weTpoy
00‘z |(00°2 0¢°2 00°L |00°Z (0D°Z |00°2 00°Z |00°0 |oD"Z |[0@°Z {00°Z |0@°Z |00'Z gz (00°2Z 00°2 xey
90'0 (00°0 (@0'O oo°a 000 [gG*0 (00°0 00'0 (00@‘0 00°0 {0070 |00°C |00°Q 6’0o go*e |00°Q ao°o uTR
L%°0 {9%°0 (8»'0 (%0 [0S0 |(6%°0 [(0S°0 |[€5°0 y5'0 |90 [L9'0 ([29°'C [S9°O TL'O0 (EL°D 0L°0 als
22'0 |[s2'¢ |s2'¢ |[s2'0 |OE"O |62°0 |BZ'O0 (@2°0 |00°0 |ZE'O |SE"0 |LH°0 (€ESTO0 (6970 98°0 |e0°L e’ ueay
NOILVIdVA
86 1oL »oe 8oL LLL 6LE 2L LTL L EEL €EL £EL €EL €€l €El €EL €EL pejeEnTRAgz TVNINIA Y
£9°0- l|£9'0~ li970- |£9°0- |4970- [49°0- |49°0- |£9°0- |€EB°0- |£9°0- [£L9°0- |0S°0- j0S°0- |0S°0- |€E€°0- [&L°0- |o0°C *33TP URTpOR
L0 |LETO 00°0 j4L°0 |4k'0  |ZL70 |ALTO [43°0 j00°@ (LLTO0  [£L°0  |4L°0 |4LC0 [EE'C  (€€°0 [49°'0 |€B'O uerpay
FINVEINLSIC
00t L9°0 £9°0 £9°0 |€8°0 [4L°L |60°L (€8°0 |00°0 (€80 (0S°0 |LL°E (€20 |LL'E €E°'L [EETL 00°2 zey GAILINDGD ‘€
e f44 0z 13 9L 2l (43 ot 6 e 9 s k] € z 3 0
1ISIA . INIIIXOEIN INIHIVIYL

9 LISIA 1V ¥§30NOSS3Y SINIILVd JHL AINO ONIN3QISNOD
0AVG OL Q3AVIROD SV LISTA HIVE LIV TIVIS ONILVE NOISSIU4Id NOLTINVH JO S30IOVd JO SISATVNY TVIIISILVIS

G :'ON 3TAVL

€LO/HZL0Z TOJ0L04d - ANIIIXOHIR
Q34 SNJ VIOVHYVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

-t
bl
~i
(U3NNIINOD)
00°L- |00t~ |00°L- [00°v- |o0°L- [00°L- |00°L- |@e°L- [€E'O- |0O'%- |L9°0- |4970- |49°0- [EE"0- |EE"0- |00°O og*o *33TP wetpay
EE'D L9°0 €EE°0 05°'0 L9700 £9°0 £5°0 |£9°0 |EEO0 |L9°0 L9°0 |£970 0ot go°L |EE'L  |EETL £9°L ueTpay
00'2 (&9°1 00°2 00°Z |49°E L9°L L9°L 00°Z [EE"0 |OD'T |L9'L 11 4 09"z go'z ooz |00°Z2 |00°2 XeR
a0’ 0 00’0 |00°0 00’0 o0g°0 a0'o 00°0 |00°0 |EE'0 |0C'O 00"0 |00°C (0070 go*g |oD"o |Oo0°'e |00°'C uTR
sq°0 0%°0 |E%°0 9% 6E°0 |S¥'0 8?°0 |0S°0 L2°0 Lz"a |[¥yte {6%°0 (2570 (LET0 (W0 (¥h°0 ais
JINVEINLSIa
Ls°a 950 |25'0 8570 45°0 |45'0 |65°0 |Z9°0 |EE'O |L9°0 t2°0 |69°0 |z®'0 |LZ6°0 |Zb°L [62°L |SH°L ueeR d3371s 9
e (14 ez ;13 9t #l <L oL 6 e 9 S L € 2 3 o
IISIA ANII3X0U3d INIHLIVIEL

9 ILISIA 1V ¥3GNOdS3Y SINIILVd IHL AINO ONIN3AISNOD
0AVA OL CIIVAKOD SV IISTA HOVI IV TI93S ONILVE NOISSIUI3d NOLTINVH 30 SEOLOVA J0 SISATVNY TVOILSILVIS

G :°oN JTEVL

€LO0/%ZLOZ 70301034 - 3INIIIKOE3N

@34 SNJ VIJVRIVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

(Q3NNIINOY)
00°¢ (0OD'0 {00‘'C |Q0°0 (00°0 |00°0 oo a go°o 00°0 |00°0 0g"o |o@°e 06’0 000 uTR
9L'e (sL'0 [4'0 (910 [LLe |LAL'O -1 ] 0zZ°0 |6L'0 [4L°O gL°a0 jLrO Lz o 6L°0 ais
SL'a (4170 |SL°0 |StT@ [wL'0 [SL°0 5L°0 SL°0 mr.a‘ L0 #7170 |EL°O §L°0 |st°a ueay

FONVEENLSId

9L LL LL 8L 64 6L 6L [11:] (2] €8 58 [A: €6 L6 pejenteag JAILINSOD ‘€
Q0" 0 00°0 |00°0 00°0 (00°Q a0 000 oo°g 0o0°Q 00°0 00°'0 |00°0 00'0 |00'C ‘3FTP WETpoR
0o'o |oco'0 |00'0 |00°0 |00°0 06" 0 oo"o 00’0 00°0 00°0 Qoo jo0'0 00'0 f(o0°0 wetpeR
00°z j00°Z 00°2 00'Zz (00'Z |00°2 002 002 o0z |oe°2 00°'z |00°2 ao°e 002 ey
00°0 00°0 (00°Q 0o'o 00°'0 00°g go°o 00°¢C 00’0 jo0°D 00°0 00‘o0 0gto 0070 uTH
%570 9%°0 LE"0 |&%°0 [89°0 |ES'O §5°0 |L%°0 05 0 150 L5°0 |SE°Q 2L°0 |E®'D as
9L°c ZL'¢ |80°0 |EL°0 |BZ2°O 8t'0 22°'C %L°0 S g (L0 6L°0 |80'0 LE°0 Lo ueay

9L Lt LL 8L 6L 6L 6L [11:] te €8 sg L8 €6 L6 pajenTeay IHOI3M :2
g€E'L €EL- |EE'L- [€E'L- |EE"L- [€E°L- [€E"L-~ [SZ°8- [EE"L- |LL°L- |LL"L- |EE°B- jALTL- LLCL- *FITP ueIpeR
£€€°0 05°0 |0S°0 05°'0 {0S'0 (0S°0 |EE"Q 05°cG 05'0 |0S°0 0§'0 |0S'0 050 |0S°0 WETPOR
£€E"L 1% 00tk &L 0s L 0S°L |EE’L £9°L |EE'L 00°L 1 2 2 0o0'tL €E°L [€8°L ey
00°0 go'o |(00°0 00°0 000 00'0 |00°0 00°0 00°0 (00°0 00°0 [ ] 00°¢ |00°0 UTH
0E'0 |2€'0 |0€'0 |62°0 [SE°0 |%¥E'0 |¥E'O |SE'O 0E“0 |62°'0 SE'0 [ZZ2°0 9Z‘c |0€E'0 ais

Zh 0 |LB°0 [9%°0 |Sh'O0 |Lk°O0  |8%°0 490 (870 S%°0 |S%¥'0 |47°0 |LB°0 8h'0 |%%'C uesR HOILV

~ZLLVROS/ALITXNV

94 LL LL :12 64 6L 6L o8 [%:] €8 S8 L8 €6 23 pajenteag L1 8

<s as - oh iy L ot 8E 9€ e (44 oE 8z 92
1ISIA BNIITX0TIE INIHIVIEL

9 1ISIA IV ¥3GNO4SIY SINIILVd JHL ATNO SNINIAISNOD

0AVG 01 GIAVAROI SV LISTA HIVE IV JTVDS ONILVA NOISS3¥SI0 NOLIINVH JC SHOLIVE J0 SISATVAY IVOLISIIVIS

§% :°oN ITAVL

€10/4Z1L0Z T000108d - INILIXOBIX
033 SNJ VIDOVHYVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

152



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

Anhang

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

(QIANIINGD)

9L LL LL :73 6L 6L 6L ] te €8 S8 L8 €6 L6 JONVEINISIa

pajenteagy 43318 9
00°2- [SL'L- |GL L~ [S& L~ |S4°L- {0078~ |S&°L~ |S&'L- |G4°- (|SL°L- |SL°L- |SL°1- |SL°L- [SL'L- *33Tp weTpay
§Z°'0 |S2°'0 |S2°0 |S§¢"0 |[SZ°0 |S2°0 |S2°0 §z'0 |0S°0 05°0 as°0 05°9@ 0s°0 |s2°0 ueTpay
SZ°L T 0s°L 05"t (op'Z |00°2 111 24 902 |00°Z |Si°L SL°L 0s°L (s52°'2 [ 084 Xel
00°0 00’0 (c00°O go"a |o0°0 00°0 00°0 6o a 000 oo'ao 0o'g 00°a 00'0 000 Utk
LE'0 [LE'O0 |BE'G |6E°0 (ZH'O (ZH'0 |O%°Q 9%°a  (H%°0 |EH'0 €%°0 8E°0C |8E'0 |SETO as
LE'0 [B8E"0 |[BE'0 |SE‘O0 |L¥'0 |6E°0 [BED 870 Ls*g 05'0 9%'0 |SH'0 |ER'0  |6E°O uesy

9L e LL BL 6L 64 6L og Le €8 S8 L8 €6 i6 peienteaz NOILVYQ3VI3d =S
00°L- |(00°L- |[00°L- [00°L- [BO"L- |oO°L- |00°¢- |0O°L- (00°L- ]OO°Ll- |0CG°L- |[00°L- [O0°L- [O0°L- “33TPp ueTpsy
[ 0] 0o o 000 0G0 |00°Q ao-o 00°'0 00°C¢ |00°0 660 0070 0o0'o |0c"0 |0CG°0 werpel
co°L 002 0oL 00°L |0B°E a0°2 06°'e 00"t j00°'2 002 oo°L ae’L 00°2 oo'z zey
00'c |o00'0 00°0 |00'C (e0°0 (000 go°¢ go'a |an'c 000 oo"o oo-a 000 ac'o UEK
6Z'0 |€E'C |LZ'0 |6Z°0 |OE'O0 |(Z%°0 "D JEE0 [6ETO 9€°0 2e’0 LE°0 S0 (eER'0 s
60°'0 {60°0 [80°0 |60°0 (OL'@ (%#L°0 |9L°0 €1°0 (S0 zt’o 2L'0 |9L°C |®L'0 Lz-a ueay

NOILVIEVA

9L LL iL 8L 6L 6L 64 (1] Le €8 S8 L8 €6 L6 pojenteng TVNENIa ¥
£9°0- (£9°0- [£9°0- |£970- |£9°0- |4970- |£9°0- |£9°0- |£970- [£9°0- |£49°0- |49°0- [£9°0- |£9°0- “3ITP UETPOR
LL°0  J4LT0 [£2T0 [LLTO {ALTO LL°0 (L0 AT B A S ] LL°0 jLL'O 00'o0 00°0 (4170 ueTpol

FINVEENLSIa

€8°0 |€8°'0 |€8"0 |05°0 |49°0 (€80 [L970 &L oot 6oL |00°L |E8°0 0L o0l XeR 3ATILINSOQ GE

g 0S5 % 9y b < 0% BE 9¢ e (2 6E k14 92
1ISIA INILIX0EIE INTHLVIHL

9 LISIA LV YIGNOJS3IY SINIIIVd FHL AINO INIH3IQISNOD
0AVd Ol Q3IAVIHOD SV 1ISIA HOVI 1V FIVOS ONILVY NOISS3YJ3q NOLTIRVE 30 SHOIOVI JO0 SISATVNY TVOILISILIVLES

sh

{'ON J1EVE

ELO/H2ZL0Z 'T000108d - INILIXOHAY
a3¥ SN) VIOVRHEVAd

153

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

LL°b- |po"1- |oo"1- {@0°L- |0B°L- |00°L- |00'L~ |8C°L- JOO"L- 10D°L- |00°L- (00°L- {00°¢- [00°L- ‘FITp ueTpay
€€°6 |€€'0 |€€°0 ([EE"0 |EE'0 |E€E°0 (€0 (€E'0 [L9°0 |EE'O0 ([EE'O (EE'O0 |EE'O |EE'O UETpaR
EE"L 00°L [EE"L |EE'L [EE'L |EE'L L4971 00"z |00"Z |EE'L [EE'L £9°L 14971 00'2 XeR
ag o 00°0 80"0 |0o0°0 j00°0 00‘0 |00°0 |00°0 (90°0C |G0°0 [00°O0 [ 1] go°0 00°0 UTR
SE'0 [EE°0 6€°0 |9€'0 |6E'0 |YE'0 |9E°C |HHTO |0H'O [LE"OD |[9E°0 |8E°0 LE°0  |LBtO ais
JINVEINISIA
ZE'0 |EE'O 0y'0 |¥h'0 |20 |L¥'0 [O¥'@ (267G (990 |¥%°0 |¥H°0 6%°0 6%°0 |[L%°0 ueeR 43378 9
25 05 8y 9% i 24 0% e 9€ he ZE [11-4 8z 92
LISIA INILIX0G3E INIRIVIYL

9 1ISIA LV ¥30NOdS3I¥ SINIILVd JHL AINO ONI¥IUISKROD

GAVE OL G3¥IVAROD SV IISIA HIVE 1V TIVIS OMIIVE NOISSIHJIU NOLTIRVH JO SYOLIVA 30 SISATVNY TVIILISILIVLS

-

S :'OoN TNEVL

ELO/LZL0Z T000108d - ANILINOEIH
03y SND VIDVRAVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

154



fiir Qualitét

1tut

9550077

Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Inst

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

us
e
-l
(G3aNNI1NOD)
o0'o |oo'o 00°0 (0070 00°0 (00°Q 00°'0 00°0 ae'c 00°0 go'o 000 00°0 Q0’0 000 00°0 |4r°0 uTR
9z'0 |92'0 |v2°0 |4¥2°0 [sz'0 |e2°@ |Zz'0 (12'0 |LZ'@ |0Z'0 |9rD (020 |€2°0 ([HE'O [HETD |SE'0 [EETO ars
wzZ'a (HZto Zz'0 |€2°0 €Z2°0 |SZ 0 0z°0 [ Fa ) 0z'a 6L°0 st'o tz'e  (82°0 05'0 6%°0 £9°0 (%870 weol
FONVEENLSIA
88 26 L6 hot ({3 e (123 143 ezl 2€l ZEL 2el ZEL 2EL ZEL ZEL ZEL pejenyeayg JAILINDQD €
090 00°¢ 00°0 |00°0 o0'a |06°¢ |00°0 ae"o 00°0 00" 0 00°0 go'o 0go 00°a Q0’0 on'o 0o‘o “33TP uerpay
co'o 00’0 00°'0 (00’0 an-g {00°0 (0O'0 e0°0 00°0 60" 0 000 goa 000 [ )] oo°o og'o0 go‘o weTpay
00‘'Z |00°2 g0’z (0072 go“z (00°Z 00'2 |00°Z 00°z 00°'2 00°2 002 0o°e 00°2 a0~z oo’z 00°e ey
go'o 00‘o 0070 ag o 0ge‘o (00°0 00°0 00°'0 oo‘e 00‘0 00'0 00°0 go'a on'o go"o go‘o ao°o0 uTR
£9°0 [SS°0 03°0 |&¥%°0 29°0 |95°0 (SS5°0 ZL'e €5°0 £€E'Q 9€'0 LE'O ¥s°0 w50 090 89'0 |88'0 als
L2°0 [8L°0 gz'a |HyL°0 §2'0 |02°0 zz a %E°0 2L°0 £0°0 6070 oL'o  |8L'e  (WL°0 £€2°0 2E0 22°0 weoR
e <6 L6 7oL oL b 133 sLL S21 : 744 2eL ZEl ZEL CEL ceL Zet 2EL 2EL pejentesnly AHITAM ‘2
- evv- [eve- feve- [avcL- [Botu- |etcr- (00 b- [£bcb- [4LTL- (LLTL- [00°L- (€B70- 1£9°0- |0G'0- |4L°0- |00°O "33TP UETpeR
05'0 |£9'0 |L9'@ {L9°0 |[£9°0 |L9°0 |L9'0 |£970 (4970 |£2°0 [0S0 [£9°0 |€8°0 |0O'L |S2'L 05°L  [EB'L uerpay
L3°L  [EB'L 00°2 |&L°2 00"z |(90°z |€8°L |00°Z (€B'L . L9 LL°L 0S5 L 4 %4 00°g L'z [EE'Z  |EETC ey
00’0 ao‘o 00°0 g0 00°'0 (0070 00°0 00°0 00'0 0g e 00°'o 000 av'o aon‘o 06°0 [1[: 081} as*o uryg
90 |o%'0 |e¢'0 j9b'0 |ev'0 |evw'o (BE'0 |10 |6E°O0 |EETO |0ETO [€E°0 |LE'O |O%'0 ([BR'O  |6%°0 |L%°D ais
50 |ze'o |ee‘0 |[@9'0 |69°0 |B9°0 290 |[49°0 |[s9°0 |09°0 |SS°0 [69'@ (SBTO (LO'L |i2°l |SR'L [69°L uesy NOILV
-ZILVHOS/AIITXNY
8% 26 L6 201 oLt oL 6LL 52ZL -4 4 €l ZEL zel cel Z€L ZEL zEL ZEL psjenieay 12 2
gz 72 gz oc @ 9L Bl et 13 -] 9 S L € < 3 o
1ISIA 0830V1d INIKLVIIL

9 LISIA 1V ¥30NOJS3d SINIILVd FHL AINO ONIYIAISNOI
OAVE Ol 03YVAROD SY LISIA HOV3 IV FIVIS ONIIVE NOISSIHJST NOLITHVH JO SHOLIVY J0 SISATIVNV TVOILSIIVLS

9% i°ON JTEVL

€L0/4Z102 T020104d ~ INILIXOEIY
O34 SND VIDVHEVAd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



fiir Qualitat

1tut

9550077

Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Inst

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

@
n
i
(QINNILINGD)
e 6 L6 wolL oL gL 61l S2t acL CEL ZEL 2€L 2EL ZEL ceL el ZEL JONVEdnLsia
pajenieagy 43318 9
05°L- |os - |os‘t- [os*e- |05 L- |os i- |05 L- |0G°L- [0S°L- |0§7L- [0S°L- [SZ°L- |00°L- |SL°0- {05°0- [GZ°0- |DO°O *3¥Tp uerpel
SL°0 SL4°0 SL°0 SL°0 [SL°0 [SL°0 |S4'0 |SL°0 [S4°0 |SL°@ |SL°0 (S4°0 [00°L |S2°i SL'L 002 5¢°¢ ueTpsy
§2°'z |0S‘2 00°'E |G4°2 05°2 0s°2 ge'e 0s° e oa‘z |sL°L 0s L 00°2 |00°€E |SL°C 00"€E |92°E |[S2°€E xay
00'o0 |0G'C 00°'0 ge o [ 1] 00°0 00°'0 000 00’0 (co'o |oo'0 (00°C |00°0 |00°Q 0s°a §2°a 5271 uIR !
05°0 [6%'0 65'0 09°0 (6S°0 65°0 05°0 {S5°0 %5°0 |2%°0 |[9€E'0 [6ED |80 |BS'Q 19°0 65°0 9%'0 ais
SL°0 8470 £L°0 SL°0 S4°0 €L°0 |9L°0 €L°0 |HL°0 4970 |99°'0 |S8°C (BO'L [9E°E 29°L 26°1 02z - ueay
98 26 L6 hot ol 9tL 611 sz 149 (415 Zel ZEL ZEL ZEL 2EL Zel 2EL pejentesl| NOILVOQEVIIY S
00°t- [00°t- |e0°L~ [o0'L- |0O°L- |0O°L- j0B°L- {00°L- [0O'L- |00°L- [0O"L- |00°L- [DO°L- |00°O 00°0 an'o 0o°o “IFEP UEEpoR ,
00°0 00°0 on°o en'e 00°0 00°0 00’0 000 000 00°0 (0G°0 (00O |0D°L (OO°F o0°t o0°y [ 2 ueTpay
00"z jo00°¢ 00z 00°2 002 o2 00°2 062 00°2 00°Z {00°Z |o0'Z |00°C [00°'% 00'z 1] 4 op°z xey
o0'o oo‘o 000 00°0 o0°n e0‘o0 00'0 00°0 00°0 00°0 |0@‘0 (00°0 (0070 000 [ ] 00" 0 000 ury
95'0 e9°0 29'0 6570 Ls'0 S5°0 e5°0 4LS°0 [8H°0 Z25'e (€S°'0 [L9%°0 |09°'0 |€E970 6970 #.°0 B0 als
L0 |B%°0 0%#'0 AN ] ZE'0 (8E'0 |€°0 6E'0 [ZE'0 |EE"0 |E€E'0 [L%°0C |95°0 (9970 z8"0 S0 ELL ueay )
NOIIVISVA
o8 6 L6 HoL (113 ot (137 s2L k: 4% CEL ZEL 2EL zel 2€L CEL 2EL ZeL pejenieny TPNENIA %
£19°0- |£9°0- [£9°0- |£970- |£370- |£9°0- |£9°0- |£9°0- |£9°0- |£970- |£2°0- (£9°0- |05°O0- [0S0~ |EE'D- [LL°O- |007O *33TP ueTpal
LL'0 A0 LL'0  jatTe Lo LL°0 AR I P4 AR £L°0 [Z1°0 |4L°0 |4rC0 |€ETO (2H°0 L9'0 |EB°0 ueTpeR
FONVESNLSIA
A oot oot a0t €E°L os°L o'l 00t op't |e8°0 |49°0 [€8°0 (00°L 0S°L (4971 £9°L  jeBTL xey FAILINDOD ‘€
9¢ e [ oz ;12 it k12 413 at 8 92 -1 L4 € (1 L 0
LISIA 083IVId INIHIVIAL

9 1ISTA 1V ¥3ANOJS3¥ SINIIIVd JHL A'INO ONIYIAISNOD
0AVGE OL QIAVANOI SV IISIA HIVA LV ITVIS ONILVH NOISSIUAIA NOLIINVE JO SHOLIVI IO SISKIVAV IVOILISIIVIS

9% :'ON 3T8V1

ELO/HZLOZ T00010dd - NILIXOTH
@338 SHO VIOVHEVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



fiir Qualitat

1tut

9550077

Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Inst

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

Anhang

@
n
i
(QINNILINGD)
e 6 L6 wolL oL gL 61l S2t acL CEL ZEL 2€L 2EL ZEL ceL el ZEL JONVEdnLsia
pajenieagy 43318 9
05°L- |os - |os‘t- [os*e- |05 L- |os i- |05 L- |0G°L- [0S°L- |0§7L- [0S°L- [SZ°L- |00°L- |SL°0- {05°0- [GZ°0- |DO°O *3¥Tp uerpel
SL°0 SL4°0 SL°0 SL°0 [SL°0 [SL°0 |S4'0 |SL°0 [S4°0 |SL°@ |SL°0 (S4°0 [00°L |S2°i SL'L 002 5¢°¢ ueTpsy
§2°'z |0S‘2 00°'E |G4°2 05°2 0s°2 ge'e 0s° e oa‘z |sL°L 0s L 00°2 |00°€E |SL°C 00"€E |92°E |[S2°€E xay
00'o0 |0G'C 00°'0 ge o [ 1] 00°0 00°'0 000 00’0 (co'o |oo'0 (00°C |00°0 |00°Q 0s°a §2°a 5271 uIR !
05°0 [6%'0 65'0 09°0 (6S°0 65°0 05°0 {S5°0 %5°0 |2%°0 |[9€E'0 [6ED |80 |BS'Q 19°0 65°0 9%'0 ais
SL°0 8470 £L°0 SL°0 S4°0 €L°0 |9L°0 €L°0 |HL°0 4970 |99°'0 |S8°C (BO'L [9E°E 29°L 26°1 02z - ueay
98 26 L6 hot ol 9tL 611 sz 149 (415 Zel ZEL ZEL ZEL 2EL Zel 2EL pejentesl| NOILVOQEVIIY S
00°t- [00°t- |e0°L~ [o0'L- |0O°L- |0O°L- j0B°L- {00°L- [0O'L- |00°L- [0O"L- |00°L- [DO°L- |00°O 00°0 an'o 0o°o “IFEP UEEpoR ,
00°0 00°0 on°o en'e 00°0 00°0 00’0 000 000 00°0 (0G°0 (00O |0D°L (OO°F o0°t o0°y [ 2 ueTpay
00"z jo00°¢ 00z 00°2 002 o2 00°2 062 00°2 00°Z {00°Z |o0'Z |00°C [00°'% 00'z 1] 4 op°z xey
o0'o oo‘o 000 00°0 o0°n e0‘o0 00'0 00°0 00°0 00°0 |0@‘0 (00°0 (0070 000 [ ] 00" 0 000 ury
95'0 e9°0 29'0 6570 Ls'0 S5°0 e5°0 4LS°0 [8H°0 Z25'e (€S°'0 [L9%°0 |09°'0 |€E970 6970 #.°0 B0 als
L0 |B%°0 0%#'0 AN ] ZE'0 (8E'0 |€°0 6E'0 [ZE'0 |EE"0 |E€E'0 [L%°0C |95°0 (9970 z8"0 S0 ELL ueay )
NOIIVISVA
o8 6 L6 HoL (113 ot (137 s2L k: 4% CEL ZEL 2EL zel 2€L CEL 2EL ZeL pejenieny TPNENIA %
£19°0- |£9°0- [£9°0- |£970- |£370- |£9°0- |£9°0- |£9°0- |£9°0- |£970- |£2°0- (£9°0- |05°O0- [0S0~ |EE'D- [LL°O- |007O *33TP ueTpal
LL'0 A0 LL'0  jatTe Lo LL°0 AR I P4 AR £L°0 [Z1°0 |4L°0 |4rC0 |€ETO (2H°0 L9'0 |EB°0 ueTpeR
FONVESNLSIA
A oot oot a0t €E°L os°L o'l 00t op't |e8°0 |49°0 [€8°0 (00°L 0S°L (4971 £9°L  jeBTL xey FAILINDOD ‘€
9¢ e [ oz ;12 it k12 413 at 8 92 -1 L4 € (1 L 0
LISIA 083IVId INIHIVIAL

9 1ISTA 1V ¥3ANOJS3¥ SINIIIVd JHL A'INO ONIYIAISNOD
0AVGE OL QIAVANOI SV IISIA HIVA LV ITVIS ONILVH NOISSIUAIA NOLIINVE JO SHOLIVI IO SISKIVAV IVOILISIIVIS

9% :'ON 3T8V1

ELO/HZLOZ T00010dd - NILIXOTH
@338 SHO VIOVHEVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

(Q3nNNIINGD)
00°0 00'0 00°'0 (000 on‘o 00’0 og'e |oo"Q 00°0 00°0 (00°'0 00°0 000 uTH
82°0 (4270 9z2'0 [9¢°0 L2'0  |L2°0 Z2°0 |9%2°0 ([S2°0 Lz'o (€270 L2°0 |92°0 ars
£2°0 te'0 [82°0 ([62°0 62°0 [S2°0 |€2°0 |BZ'0 |[B2°0 [92°0 (HZT°O w2°a |92°0 uesH

FINVENNLSIA

29 €9 €9 s9 L9 13 (74 €L SL 9L LL og s8 pejenteay JAILINIOD :E
0¢'0 |00°0 (1 o} oo'o 00°0 00°0 ¢0°0 |o0°0 (000 06°0 00°'0 00°0 0g o “33TP URTPSK
00'G (00°0 ao0°o 00°0 00°'0 |00'O 00°0 00'0 |00°Q 00°0 00°0 op'o |ooo ueTpel
00°2 (00°2 00"z joo0°Z 141 2 00°2 002 g0z |(00°2 00'Z (002 00°Z2 |00°2 b
900 (o0'¢c (00°0 (00°C 00‘'0 |00°C ao‘o 00 00’0 c0'0 (@076 00’0 (00°0 aTy
25°0 (0S°0 109'0 (4970 63°0 L0 29’6 |L%'0 |80 |95°0 |95°0 |(8S°0 |69°0 aris
"0 (B0 0 L2'a 82'0 Lz'o 0E"0 “|O0L°0 (OLTO SL°D [BL"O [BLTO 0zZ°0 (62°0 ueay

z9 €9 €9 59 L9 0L L €L S& 9L iL og S8 pejenteay LHOI3H 2
Lhcb- b= [evu- lentt- [Z1ck- Jabcb- |LbTL- jALTL- [£LCL- [ZRCu- fALTE- (AL~ JARTL- “33TPp uerpey
§L°0 |L9°0 L9°0 |L9°0 €8°0 £9°0 L9°0 [L9°0 (49°'0 £92°0 |L9°0 L9°C 0570 uerpay
oS°L (EE'L 0s°L  |os°t 0sL €E°L 0S°L  |EB°L  {L9°L EE'L |L9°L s’ 00°2 xey
00°0 (00°0 og'e |00°0 ‘o 000 00"0 |00°0 00’0 00°0 ao‘o gog'o |og"O uIR
00 |4ETO 050 [LE°C 0%°0 [BE'0 [LE'0 |6E°0 |6E'0 |9E°O0 LETD 9E'Q {9E°0 ais

0L°0 [B9°0 69°0 [99°0 04°0 [§9°0 |59°0 |59°'0C [¥9°'0 |[¥9°0 |99°0 590 09°0 ueeR ROILY

-ZILVROS/ALIATXNVY

<9 €2 £9 s9 L9 0L [ 74 €L p:74 9L L oe S8 pajenTeAy 1

25 g 87 9% %y il of 8€ 9€ He cE 0E 8C
1ISIA 0820V1d INIHIVIEL

9 LISIA LV ¥IONOJSAY SINIIIVd 3HL ATHO ONINIAISNOD

0AVQ OF UIYVANOI SV IISIA HIVA IV JTVDS ONILVY NOISSI¥4IA NOLTIRVH JO S¥0LIVE J0

9% iTON I'IEVE

€L0/42L02 TOJOL0¥d - INILIX0E3H
a3¥ SNJ VIOVRAVHD

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

SISATVAV TVOLISIIVIS

158



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

(Q3NNILINOD)

29 €9 £9 59 L9 0L [ 72 €L -77 9L &L og S8 JINVENNISIA

pajenTeagy J33'I8 9
06°L- [GL'L- |0S°L- {0S°L- |0S°L- |0S°L- [0S°L- |0SL- os'L- |os't- [os°1- [og°L- [os°E- *¥3TP werpay
GL'0 |SL°0 |S£°0 [S4*n [SL°0 [G64°C |S&°0 [S4'0 [SL°0 |S4°0 |G4°C [00°L  |SLTO ueTpay
00°2 SL°L s2°2 05°¢ sg'e SL°L 111 04 0s°2 SL°L SLTL 00'2 05°2 0572 Xeg
Q-0 ga°o ao‘a ([ ) 00'0 00’0 [:1:ha 1] ga°o oo 06°0 00°0 [T ] [ 1] Ut
§5°0 0s°0 H5°0 25°0 €S°0 6%7°0 6770 0%°0 €5°0 2570 5570 FA- N 1s'o ars
SLT0 £9°0 #4°0 9L 0 BLTO 2L°0 69°0 08’0 280 8L°0 5870 28°0 9L°0 uwey

29 €9 €9 59 L9 0L L4 €L Se 9L &L og S8 nium,:.nm?m NOILVQ¥vI3y :S o)
00°k- {00°t- |00°L- |00°L- [oO'L- [00°F- |00°L- |00°%- [00°L- (0O°- {0O0°L- [00°L- |00°L- ‘FJTp veTpay Vh

oo'o 00'¢ [oo0-0 [1]: a1} ao‘o 000 ¢o'o g0'o 00’0 [+1i D] 00°'0 000 go°o uBRTPay
002 0a°e 90°L o't 1] 4 002 00°¢ 0o’z 00°2 1] 4 00°2 00°2 00° 2 xeg
0o°0 0o"0 00°a 000 00°‘c 00’0 90°0Q [11ca 1} Qo°o aoo 00’0 090°0 ¢Go° o uIR
5570 6570 9%°a 6%°0 #9'0 190 €5°0 §5°0 09°0 #9°0 w50 65°0 ¥5°0 als
£e°0 £%°0 62°0 BE'O 55'0 s 0 8%°0 "0 2°0 6% 0 8e°0 8’0 Z4°0 uesly

NOTIVI¥VA

29 €9 £9 S9 L9 oL | 72 €L sS4 94 (74 ] S8 pajenTeAy TVNEAIA =4
65'0- |05°0- |0S°0- |05°0- [0G°0- [85°0- [£9°0- [0S°C- (0S°0- [BG°0- (£9°0- |4L970- [49°0- “FFTP ueTpsH
L0 €E'OQ €E'OD LL°0 €E°0 LL'o A} €E'O FAS ] FA ] A1) Lo (A ] ueTpsy

FONVEINLSIO

00't |ZitL j£bcE et 4L erL (€870 &L lALTL (E€ETL |00°L (LML |00 xey AAILINIOD ‘€

S 0S % 9% Yy kA (1] BE 9€ YE 44 e |z
1ISIA QE30V]d INIRIVINL

9 LISTA LV ¥2CNOJS3I¥ SINIILVd FHL ATNO ONIYIQISROI
0ZAVQ Ol QIEVANOD SV LISIA HIV3 IV 3TVOS ONILVH HOISSIYdad NOLTIWVH 40 SBOLIVY 30 SISATVAV TVOILSIIVIS

9% :°ON J1EVL

€L0/92L0Z TT0D0L0¥d - ANLLIX0GIA
azd SN VIOVREVEd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

(Q3NNILINOD)

29 €9 £9 59 L9 0L [ 72 €L -77 9L &L og S8 JINVENNISIA

pajenTeagy J33'I8 9
06°L- [GL'L- |0S°L- {0S°L- |0S°L- |0S°L- [0S°L- |0SL- os'L- |os't- [os°1- [og°L- [os°E- *¥3TP werpay
GL'0 |SL°0 |S£°0 [S4*n [SL°0 [G64°C |S&°0 [S4'0 [SL°0 |S4°0 |G4°C [00°L  |SLTO ueTpay
00°2 SL°L s2°2 05°¢ sg'e SL°L 111 04 0s°2 SL°L SLTL 00'2 05°2 0572 Xeg
Q-0 ga°o ao‘a ([ ) 00'0 00’0 [:1:ha 1] ga°o oo 06°0 00°0 [T ] [ 1] Ut
§5°0 0s°0 H5°0 25°0 €S°0 6%7°0 6770 0%°0 €5°0 2570 5570 FA- N 1s'o ars
SLT0 £9°0 #4°0 9L 0 BLTO 2L°0 69°0 08’0 280 8L°0 5870 28°0 9L°0 uwey

29 €9 €9 59 L9 0L L4 €L Se 9L &L og S8 nium,:.nm?m NOILVQ¥vI3y :S o)
00°k- {00°t- |00°L- |00°L- [oO'L- [00°F- |00°L- |00°%- [00°L- (0O°- {0O0°L- [00°L- |00°L- ‘FJTp veTpay Vh

oo'o 00'¢ [oo0-0 [1]: a1} ao‘o 000 ¢o'o g0'o 00’0 [+1i D] 00°'0 000 go°o uBRTPay
002 0a°e 90°L o't 1] 4 002 00°¢ 0o’z 00°2 1] 4 00°2 00°2 00° 2 xeg
0o°0 0o"0 00°a 000 00°‘c 00’0 90°0Q [11ca 1} Qo°o aoo 00’0 090°0 ¢Go° o uIR
5570 6570 9%°a 6%°0 #9'0 190 €5°0 §5°0 09°0 #9°0 w50 65°0 ¥5°0 als
£e°0 £%°0 62°0 BE'O 55'0 s 0 8%°0 "0 2°0 6% 0 8e°0 8’0 Z4°0 uesly

NOTIVI¥VA

29 €9 £9 S9 L9 oL | 72 €L sS4 94 (74 ] S8 pajenTeAy TVNEAIA =4
65'0- |05°0- |0S°0- |05°0- [0G°0- [85°0- [£9°0- [0S°C- (0S°0- [BG°0- (£9°0- |4L970- [49°0- “FFTP ueTpsH
L0 €E'OQ €E'OD LL°0 €E°0 LL'o A} €E'O FAS ] FA ] A1) Lo (A ] ueTpsy

FONVEINLSIO

00't |ZitL j£bcE et 4L erL (€870 &L lALTL (E€ETL |00°L (LML |00 xey AAILINIOD ‘€

S 0S % 9% Yy kA (1] BE 9€ YE 44 e |z
1ISIA QE30V]d INIRIVINL

9 LISTA LV ¥2CNOJS3I¥ SINIILVd FHL ATNO ONIYIQISROI
0ZAVQ Ol QIEVANOD SV LISIA HIV3 IV 3TVOS ONILVH HOISSIYdad NOLTIWVH 40 SBOLIVY 30 SISATVAV TVOILSIIVIS

9% :°ON J1EVL

€L0/92L0Z TT0D0L0¥d - ANLLIX0GIA
azd SN VIOVREVEd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

(QINNIINCGD)

e €8°0 3 e‘'e & 60°6 3% [ X414 Lz 082 |%E 9€°%E |Bh INIl3X0og3d ét
82l (BL7O t 95°L [ 95 L e oL 0L €l 16°82 LE 6SEE €Y hh°€Z |0€ 0932V1d
L2ZL #6°E g 4200 £l £8°22 62 gz°sz |ce 08°LE  |8% 3NIl3X0934 a
L 0000t |L 3NIl3xoa3y 6
ZEL 25°L 2 9L°0 2 zZLze 91 €L°22 ot eh'2h |99 S%°02 |42 ag33VTd
€EL 05°4 4 20°6 Zk 2E'9Z |SE CE'6Z |6E €B'EE |5 INIITX093d )
ZEL F4- z L2 oL L3 £0°82 i€ S8°HE 9% 00°Se |EE 0430v1d
E£EL s’ z LL°6 €L CE'6Z |6E oL'6e |28 0E°02 |42 INIITX0G3d 9
ZEL SS°'%H 9 L9791 zc BE'LE |0S 90°LE Ly S8°6 213 0830V1d
£EL SL°0 L LO'E % BLTZL Ll oL'6E 2§ BoT0E | 0% 62451 6L INT1IX0934 g
2EL 28°L 14 60’6 <t ¢5°92 |SE BL'ER LS sL°st 0z §S'% 2 04930V1d
£EL SL°0 3 92'S A L0 4T |9E 98°2% LS 0B gL [S2 9z°g L INIIIX0E3d k]
€L 8L'E 1 L6'St (24 L9°Ly  |SS EE'EE |W% 0E"S £ 0930v1d )
EEL 9z'T € z0'6 cL 98°sh L9 HE'SE | Lb LLt9 6 SL°0 i 3INI1IX093y € m
CEL 9470 L 85°L oL L6°1Z (62 €0°€ES 0 6E"#L (:13 L2°2 € 0830V1d
EEL 92°S 4 90°%Z |TE BB°LS [69 08 el |ST SNIIFX0E3y 4
2EL [9L°0 L 1675l ,vN 90°95 |WL aL7sz  |wE 5L 2 agadvia
€EL |SL°0 v €S°0L k1 6E"9G |SL 2E"6Z 6E LO"E L] INIlIX0e3y L
¢ElL |E0'E ? L6712 (-3 L6°S9 |48 60°6 4 0830v1d
EEL [LD'E v L84z €E L7229 |EB 2076 t43 SL°0 L JNI1LIXoa3y Y

INIHIVIIL "ON 1ISIA

N Z Mox N % Moy N Z Mod N Z MO3 N Z Moy R % Hox N % Mod N
TIVIOL (TIT ATIHIYERT] TII A1I¥IAIS| TII ATAIAEVR 111 TII AT0TIN | T1I ATIVINGR IVREON
ATILVEIAON INITH30¥08
SSIANTIY J0 ALI¥IAIS

9 IISTA LV ¥3OGNOJS3Y SINAILVd JHLI X'INO ORISIQISNOD
ALI¥IAIS :*NOISSIUJRI TVEOTD TVIINITA

Ly i'ON FTAVL

€L0/%21L0Z J0J0108d - INILIXOTTY
® ) U84 SND VIOVRYVHd

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

Anhang

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



+~
<
+~
. p—
R )
<
@ (QAANIINOD)
=
i oe sz'L i se'it |6 oo'se |g¢  [oo'se (e Jostar [m 0g30v1d
= L8 st'L L st b 6L'€t |21 lez'sz |zz  [29'ss [is ANILIR083Y o€
=
O se gL' [t wz'g (¢ tr9e [1e |eerse lee |ez'st 1 0839v1d
wn
K= €6 g0°L L ot's |v  |eL'sr (s |ee'wz (g2 |scces  os ANILIX08TY 8z
&) 28 ez |z tz'z |z |eme sz |1etov | |eccez oz 0830v1d
m L6 01 L st's |§  jeww |m |oe'ez |6z [ewcen By INI13X08TY 9z
A z6 6oL |1 'z |z ot's |8 |evez |sz [setse [ve  [revez ez 0833¥1d
AOn 86 zoL i vz |z so'y (v lee'st |9 [es'sz |9z |oovos  |ew INT13X0EIY w2
= L6 gL |t e v sz'e |8 |estoe |og  |ee'sz sz |oetez ez 0E3V1d
m N Lo 26l | zeer v [weez fee  |wstsy o ANE1IFKOEE 2z
m S HoL 96°0 |1 se'e  |n w5°LL |er  [socez [ve  [ze'we |oe  |ve'sz |ez oEFIVId
= ray
EC) i w1 960 |1 96'0 |1 €9 e zoul ist  |ecie [ee  [ebsy |ew aNL1asesay 0z e
> W oLL w'e b co'or [t |ooces |ee  [ieoe |vE  |sw'sz ez 083¥1d m.w
MQ 20t se'L |z e v 95's 19 [wrer |tz |osez 1 |wow | aNII3X08TY 8L
P .
M( seL s |9 se'L |6 te'sz (e |se'ze |sE  |oovsz |6z 0833V1d
mm L e (b ss'8  |ov [ss'er ez |eees jee  |vo'se [uw INLIIX0ETY 9L
wn
h% 6iL gL |2 I O R R R o R s 0833v1d
<
=N 7 6L w80 |1 9e'e  |v ov'gs  [oo |ervoz | [eetie [se  |ezise |ow ANILIKOEIN ol
en =
mm szL 080 |1 o'z e oy |o o0'ss [s¢ |os'se [zv  |ovzz ez 0839V1d 2zl
ﬂu ..m ANIRAVISL| “ON LISTA
A 7 N jzwuom| N |xmod | N |zMoM | N | zMow | N | xMoM | N |zmox | N |xmwom| N
5 % IVIOL|TT1 ATINSALX3| 71T AT33AIS| TII ATCIRVH 11T TII A10TIH | TIT ATIVINSR,  IVREON
] ATALVEIA0H aNIT¥30d08
= m SSANTIT 30 ALT43ATS
£
s m 9 LISIA LV ¥3AKO4S3¥ SINITLV AL ATNO ONINJUISNOD
g = ALI¥3AIS :NOISSIUAKI TVE0I9 TYIINITD
)
g 2 £y i'ON 3TEVL
p—
B &
v~ £10/52102 1000L08d - INTITXOGIN
033 SKD VIIVRAVHA
o =
A ©
wn
W
)
(=)
=]

Anhang

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

C(QIANNILNGD)

LL 0E°L L 6L L 9 BE'€EC |81 €5°L9 |2s 3KRIr3X0g3d 0s
€9 65°L i 0L’z |8 86°92 |4l LS8 (8L 9L'0E (6L 0830¥'1d
174 0E°L L 6%°9 s 9E'EZ |8l £€8°89 (€S JNLLIXOEIN ey
59 €2°6 9 26°9E |¥%C €2°62 |61 29°%2  |9L 0gIIVId
8L - L 8z°L 3 98°2 Z 6L Lz [Lb BG'EL |L4S SNLI3X093d 9%
L9 SH0r (£ LE'LE |SZ 5862 |02 6E°ZZ |SI 0g30VId
6L 4Z'1 L 08°€ € 6S° L 9 9%°9L  |E 68°0L |95 SNIXL3IX0EIY kad
0z LS L4 #L'LE |92 E¥TLE |22 LL'SE (8L 0830V1d
6L - €5°2 2 €S°2 4 90°S 7 stz GE'B9 |HS dNI 3IX083d <y
e #0°L s H§°22 (9L 68'LYy |HE w52z |9l 083V 1d
64 &L 3 08°€E € 65°4 2 8Lz |9 9549 |IS mzuwn.mxenmﬁ (3]
€L wL ¢ 4 (3] € 882 |¥C 29'SE |92 99°'9C |8l 0g30V1d
(2] 05°2 Z SL'E € §¢°9 E 0s'zez (8L a0°'S9 |2S INILIX0E3Y €€ “
SL £€°'6 L 00°9€ |LZ €E'LE |82 €E'LL (€L 083IV1d =
2] €C°E 2 0L € € (A% S 9r"EZ |6l €7°99 €9 INIIIKOEIE 8€
9% 6874 9 9L"BE |62 BSLE _{H2 LE'ZZ 4D 0830V'1d
€8 | 34 [ s0°ZL (a3 aL"ye |0z S2°L9 LS ANIE3X083d HE
LL 60°6 L 96°8E |0E LL'LE  |BE 8L 02 |91 0830V'1d
58 BLY L 62°Sk |EL 88°'52 |22 §9°LS |6% ANILIX0EIY 4

JINIH1VIAL “ON LISIA

N Z Mod N % MO N % KoY N % MOoY¥ N % Hoy L] Z Mo¥ N Z HO¥ N
TVIOL|TII ATFR3ELIXT | T1I AT3¥IAIS | T1I ATCIRVR TIL TII AT0TIH | 71T ATIVANIH “IVRMON
ATIIVYIA0R SNITE3CN0E
SS3NTTI J0 ALIZIAIS

9 LISIA 1V J3UNO4SIY SINSIIVd FHL AINO ONEH3QISROQ
ALTI¥IAAS *NOISSIUJKI TVE0TY TVOINIT

Ly *°ON ITEVL

£10/4Z21L0Z2 70001084 - 3INIIIXOEIY
038 SNO VIDVNEVAd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

C(QIANNILNGD)

LL 0E°L L 6L L 9 BE'€EC |81 €5°L9 |2s 3KRIr3X0g3d 0s
€9 65°L i 0L’z |8 86°92 |4l LS8 (8L 9L'0E (6L 0830¥'1d
174 0E°L L 6%°9 s 9E'EZ |8l £€8°89 (€S JNLLIXOEIN ey
59 €2°6 9 26°9E |¥%C €2°62 |61 29°%2  |9L 0gIIVId
8L - L 8z°L 3 98°2 Z 6L Lz [Lb BG'EL |L4S SNLI3X093d 9%
L9 SH0r (£ LE'LE |SZ 5862 |02 6E°ZZ |SI 0g30VId
6L 4Z'1 L 08°€ € 6S° L 9 9%°9L  |E 68°0L |95 SNIXL3IX0EIY kad
0z LS L4 #L'LE |92 E¥TLE |22 LL'SE (8L 0830V1d
6L - €5°2 2 €S°2 4 90°S 7 stz GE'B9 |HS dNI 3IX083d <y
e #0°L s H§°22 (9L 68'LYy |HE w52z |9l 083V 1d
64 &L 3 08°€E € 65°4 2 8Lz |9 9549 |IS mzuwn.mxenmﬁ (3]
€L wL ¢ 4 (3] € 882 |¥C 29'SE |92 99°'9C |8l 0g30V1d
(2] 05°2 Z SL'E € §¢°9 E 0s'zez (8L a0°'S9 |2S INILIX0E3Y €€ “
SL £€°'6 L 00°9€ |LZ €E'LE |82 €E'LL (€L 083IV1d =
2] €C°E 2 0L € € (A% S 9r"EZ |6l €7°99 €9 INIIIKOEIE 8€
9% 6874 9 9L"BE |62 BSLE _{H2 LE'ZZ 4D 0830V'1d
€8 | 34 [ s0°ZL (a3 aL"ye |0z S2°L9 LS ANIE3X083d HE
LL 60°6 L 96°8E |0E LL'LE  |BE 8L 02 |91 0830V'1d
58 BLY L 62°Sk |EL 88°'52 |22 §9°LS |6% ANILIX0EIY 4

JINIH1VIAL “ON LISIA

N Z Mod N % MO N % KoY N % MOoY¥ N % Hoy L] Z Mo¥ N Z HO¥ N
TVIOL|TII ATFR3ELIXT | T1I AT3¥IAIS | T1I ATCIRVR TIL TII AT0TIH | 71T ATIVANIH “IVRMON
ATIIVYIA0R SNITE3CN0E
SS3NTTI J0 ALIZIAIS

9 LISIA 1V J3UNO4SIY SINSIIVd FHL AINO ONEH3QISROQ
ALTI¥IAAS *NOISSIUJKI TVE0TY TVOINIT

Ly *°ON ITEVL

£10/4Z21L0Z2 70001084 - 3INIIIXOEIY
038 SNO VIDVNEVAd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

SS3INTII 40 ALTAIAIS

(G3NNIINGD)

L] 00°sz (L g0°'sz i 00°G2 |¢ 00°s2 3 dNILIX083¥ 92
L) 00°'sz |1 go-g2 e0°'sz |b 00'S2 3 083IvId
3 00°00L 3NILIX083d e
El 00°02 3 00°02 00’09 |€E 083VId
€ EE'EE |L €E'EE |1 €E‘LE |1 INILIXO83Y 22
L 62 4L L5°82 |2 98°2% |€ 624l 3 . 083VId
€ €E'EE |1 £9°99 (¢ GNIL3X083d 0z
2 €E"tE EEEE |2 EE'EE [T 0830v1d
k4 00°52 a0°'se L 00°'sz |t 00°S2 3 INILIX08Td 8l
9 00° 05 £L9°9E L L9°9¢  |L L9 9L L 0832¥1d
] tLreL g iy €E'EE |E LLoLL 3 INILIX0EIY 2L
€ EE'EE L9°99 |2 0830V1d
[ oo‘gol |2 ANILIX0EId Bl
9 L9°5E 3 00" 0S £9°91 L L3791 L 0830¥1d
Z 00° 00t 3NIl3xXog3d 2t
£ EE'EE |1 EE'EE |1 ge'ee (L 0832v1d
9 £L2°9L EE'EE |2 979t L EE'EE [T INILIIX0934 113
5 0000t | 3NIL3IX0833 6
K} 00°52 00'os |T o0‘se (1 0830v'1d
S eo’oz |L 00°0% |2 000y |2 INILIXOETY 1

INIFRIVIZL "ON LISIA

N % Hod N % Mo¥ N % Moy R % KoY N % Mod N X MO¥ N %MoY L.}
TPIOL 171 ATINFUIXA | TII AT3ZIAIS| TII ATAIRAVR 1T TII FIOTIN | TII ATIVINIR TYHION
AT3LVIIAOR JNITd3q¥04

) 9 LISIA 1V 330NOJS3d SINITIVd JH1 ATRO ONIHIUISNOO
ININSSISSV ISV - XLTY3AIS :NOISSTIJHI IVEOTD TVIINTTD

8y

{°ON JTEVE

€L0/92L0Z T0J010¥d ~ ANILIKOEIY
U834 SND YIOVREVHL

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

165



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

SSANTTI J0 AIIVIAIS

(TINNIINOQ}

c 06°0s |l 00'0s |1 0830V1d
L 00’00t |L dNIL3X0§33 9y
2 00"0s |L 00°'0S 0g30V1d
L o0°oob |1 INILIX083d h
€ €E'EE 2 £E'EE €E'EE |L QEIIV1d Zy
i goooL |L Qga0v1d oY
4 0000l |T 0gIVId
3 go*oot |L ANILIXOTIY g€
zZ 00°ooL 2 0830¥1d
2 00°00L |b INILIX0G3Y 9t
5 00" 00L |l 083IVTd
b4 00°0s 00705 1 ANILIX0THY e
13 00°00L (L 0832VId
4 00°05 3 oo‘os L SNILIXoTIY ZE
€ €E'EE |b €E'EE (1L €E'eE (b 0g30VId
2 0005 |t 00'0S ANILIX083E [
S 00°'0% |2 00°'0% 00°02 L 0830V1d
g €E'EE | EE'EE (2 €E'EE INILIXOEAY :r4
€ L9992 |2 €E'EE  |L 0830V1d 92

JINIHLVIYL ‘ON 1ISIA

N % Moy N % Mo N % Mo¥ N % MO¥ N Z MO¥ N % MOY¥ N Z Mo¥ N
IVI0OL) TIXI AT3R3RIXI| TIE AT3HIAIS| TII ATCIAYVR 111 7113 ATQUIR | TII ATIVINIR IYRION
A13LVEIAON 3NITH30¥08

9 LISIA IV 330NO4SI™ SINIILIVd 3FHL A'TNO INISIQISNGD
ANIHSSISSY ISVT - ALIYIAIS ‘NOISSIULRI TVEDTI TVIINIT

87 :°ON JTAVI

EL0/9210Z '1000504d - INIELIX0EIN
G234 SNI VIIVRAEVRD

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

166



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

SSANTTI J0 AIIVIAIS

(TINNIINOQ}

c 06°0s |l 00'0s |1 0830V1d
L 00’00t |L dNIL3X0§33 9y
2 00"0s |L 00°'0S 0g30V1d
L o0°oob |1 INILIX083d h
€ €E'EE 2 £E'EE €E'EE |L QEIIV1d Zy
i goooL |L Qga0v1d oY
4 0000l |T 0gIVId
3 go*oot |L ANILIXOTIY g€
zZ 00°ooL 2 0830¥1d
2 00°00L |b INILIX0G3Y 9t
5 00" 00L |l 083IVTd
b4 00°0s 00705 1 ANILIX0THY e
13 00°00L (L 0832VId
4 00°05 3 oo‘os L SNILIXoTIY ZE
€ €E'EE |b €E'EE (1L €E'eE (b 0g30VId
2 0005 |t 00'0S ANILIX083E [
S 00°'0% |2 00°'0% 00°02 L 0830V1d
g €E'EE | EE'EE (2 €E'EE INILIXOEAY :r4
€ L9992 |2 €E'EE  |L 0830V1d 92

JINIHLVIYL ‘ON 1ISIA

N % Moy N % Mo N % Mo¥ N % MO¥ N Z MO¥ N % MOY¥ N Z Mo¥ N
IVI0OL) TIXI AT3R3RIXI| TIE AT3HIAIS| TII ATCIAYVR 111 7113 ATQUIR | TII ATIVINIR IYRION
A13LVEIAON 3NITH30¥08

9 LISIA IV 330NO4SI™ SINIILIVd 3FHL A'TNO INISIQISNGD
ANIHSSISSY ISVT - ALIYIAIS ‘NOISSIULRI TVEDTI TVIINIT

87 :°ON JTAVI

EL0/9210Z '1000504d - INIELIX0EIN
G234 SNI VIIVRAEVRD

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

166



9550077

168

ZEL 909 e te oL 13 £E'E8 |oLL 0932V1d
£EL 92°'¢ € ge e € 6%°56 |42l . 3NIIIXoTIY
ENIFRIVIYL
N Z Koy N % MO¥ N % MO¥ N
TVI0L QISYIIINI JINVHD ON a3asvadozq
ALI¥3ATS

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9 LISIA 1V JYIOQNOJSIY SINIIIVd JHL A'ING INTIIAISNOD
ALI¥IA3S (0 AVT SA ANIVA 1SV1) JTAVL LJIRS

6% :'oN ITAVL

£L0/4%2102 TOD0L0¥d - INIIIXOEIY
a2y SN VIIVREVRd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

(QIANNILINOD)
1128 %870 L He'6 123 EE'6L |EC 65704 |YB INILIXOGIE 1
821 (08’0 2 0g g 3 09°L z 09°'s L 00°0% [0S gz 1S |v9 0833vV1d
Lz S9°1 z 60°6 113 99'0C |S2 09°89 |€B INIIIX0TIY zL
82l |8L°0 [ 3 8L°0 i 6" 0L ol 18°2¢ 2% 69°%5 |04 0430V1d
L3L 6L°0 L S¥°6 (4% sS0°Zz (82 TL Ly |98 INIIIROEIY oL
t 00°00L (U INILIXOHIY 6
ZEL A0 4 z 289 6 §5°6Z |6t 2L'29 |28 0830V'd
€EL gL'0 2 9ec°s L 95°SZ |4E 2n°89 L6 3NILIX083Y g
<L €0°E 4 GE"6E zZs BS LS 9L 0833V1d
£€1 9C°9 L EE"Z2E |E¥Y 'z9 |E9 SNILIX0TIY 9
z€EL t2°atL Hl 12°9% L9 BL'ER LS 0830v1d
E£EL S0 ] 20°6 (413 9E°Hy 65 98'S% (2] SNILIX0T3Y s
ZEl €0°E k4 €Lz (114 £2°25 |69 L6'LZ |62 0830¥1d Mndv
£EL SL°0 i S0z B2 €9°25 |04 96°62 - |#E JNIL3IX093E y -1
2EL 8’9 6 0L ¥y 65 L9°ty |SS 28°9 6 08930V1d
€EL Sé°0 13 29°9% 29 09°0%7 |%S t0"2L 43 ANILIX0E9IY €
2EL 9Lt 0 3 2Ly €2 90°95 |%L Lz iz |8z S9°H 9 0E3IVId
EEL 9z 2z £ 6L°51 iz B8°LS 69 96°5Z |¥E [3- e ANILIX083Z <
el §5°% 9 28795 |{SL €0°82 LE L9°0L 13 0833V1d
£EL s2°s 4 L8 8% |59 BO'EE |¥¥ 8zl (S a5’ Zz INILIX0TEIY 3
INIHIVINL "ON LISIA
L % Hod N % Hod N % Kod N % Ho¥ N X Ho¥ N X Moy N % KoY N
IVI0L 3sYoN 3S30M BINN 3SHOM ZONVHD OX Q3A0YdNI  |{Q3A0HLHI HONH Q3A04dRI
HONR 3¥3A ATIVRINIR ATIVRINIR HONN Xd3A
INTHIACHJKI TVEOTD

9 1ISIA IV J3ANOJSIE SINIAIIVd JHI ATNO INI¥IAISNOD
INTHIAQEAHI TVEOTO :NOISSIULHI TVE0TD IVIINITD

05 :°oN INEVL

E€L0/%2002 T020108d - 3NILIXOG3IY
a3 SNJ VIOVRAVHD

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

(G3INNIINDD)
LL 6076 4 96°8¢ |0E S6°LS (0% 0830VId
S8 52’8 L 9L°L6 (8L JNILIX0EIY 43
o8 §Z°L 3 0S°4 9 0S°LE  (0€ SLTES (€Y 0830v1d
[2] 6%l (€L 90°58 |4¥¢ 3NI13X0oE3y¥ (114
58 ‘ (YA} L 00°'0% |HE 62°SS  |i¥ 0830V1d
€6 B0'L L sL'e Z €702 (61 HE'9L WL SNILIX093NY ez
88 L2'e Z £2°2 2 60" %E 0€ 9€°L9  |%S 0832v1d
L6 £€0°L 3 Zl'y k4 erTHL |BL Ly°08 (8L INIIIX0EIN 9z
26 60°L 3 60°1L 12 0L'8 8 60°92 (%2 H0°€2? (8S 0g33v1d
86 o't 13 20°L t 90°€E € SE"LL LL 8§°LL (9L ANIIIR0E3Y e
L6 60°€ € 8Z°6 6 €6°0E (O 0L°9S |SS 0830V1d
Lot H6'S 9 L8°8L 6L S2°SL (9L INIL3IX0ETa zz =
40t §8°€ L] 511 2L 8Lz |62 EL'9S (65 0933V1d w.d“
»01 96°0 L 96°0 3 S8°€ L] L2 8L 64 96°SL |64 JNILIX0EI 0z
QER S§°H s sL'g 6 9€°98 0% L6°05 |95 0g32V1d
80¢ (€670 3 €6°0 3 8y'9 L S8°92 |62 19°%9 |04 3NE1IX093y a
122 Sh'E i £0°Th L1 LL'OE  |SE LE*HG (€9 0832V1d
133 $9°0 13 S5°¢ oL 80°€e (LT Z5°L9 |64 INIIIX0EIY p13
6L1 9L (4 98°L 6 5%y |ES 22 9y |SS 9g930V1d L 13
ANIHLVIEL "ON IISIA
| % Moy N % Moy N % KoYy N Z HOY N X MOY 4 Z MO¥ 4 % MO N
Tviod ISHOH JS¥OM HONK 3sHoM | 39NVHD ON QIAQHJHI |GIACHJHI HION G3A0EdRI
HONK A¥3A ATIVRINIR STIVRINIR HOAN X¥3A
JINIRIAQYLRI TIVEOTD

9 1ISIA LV J30NOJSIY SINIILVd 3HL ATNC ONIN3IAISNCI
INTHIAOZINT TVE0TI *NOISSIIIRI TVE0TI TVIINITI

0§ :°ON JTEVL

€L0/%210Z T1000108d - INIIIXOEU3Y
@24 SND VIOVRIVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

(GINNILINOD)
9L 92°S k4 Bl'he (2L ANTLIX0GIY s
€9 2576 2 9L"0E |61 ZE'09 |SE 083JIV1d
LL og"L 3 6L°L 9 t6°06 (04 3NI13X093y ) 0g
€9 65°L L 2576 9 £5°82 (8L ZE'09 |SE 083IVId
LL og°L 3 06°€ € 18°% [tL INILIIX0TI ey
<9 6974 L'l 8E'SE (€T S6°95 |LE 0830¥v1d
8L B8z L 13 95°¢ e 5L°96 |S& INII3X0E3Y 9%
£9 S%°oL L H8°2€ [¢2 2L°9S |8E 0830V1d
6L £Z°L 13 98’8 L L8°68 L JNI1IX083Y kil
0L BL°L g 98°2¢ €2 00°09 |2 0832V1d
6L €5°2 2 €E"9 S LL°le |2t JNIIIX0EIH 2%
1 75 S¥'8 9 gL 6t |Ht €8°LL LS 0830V1d <t
6L Lz L 3 6E°LL |6 Y¥E"L8 |69 INILIKOFIN (1] .171—
€L he'e 2 L'y € #L°0E |22 La'E? 9% 0832V1d
1} SL°E € oo°or |8 §2°98 |69 INIIIX0EIY g€ :
sS4 £€E€°6 4 L9°0e €2 o002 Sy 0830Vv1d i
[X:] €2°L |3 886 e 68°8B8 {24 INILIXOEIE 9€ W
94 Le's 4 #8°9¢ (82 S6°€S 12 0g30v1d ,
£8 #2°0L (6 9L"68 |HL 3NIIIX0E9I e
LINSHIVIYL "ON 1ISIA
N % KO3 N % Mod N % MOoY N % Mo¥ N % noy N % HO¥ N % Moy N
V0L 3ASYOU 35304 HINK JSHOM JINVHI OH TIACHIRI | GIADEJNI HORK QIAQEJRE
HONH ZY¥3A ATIVRINIR ATIVHINIR HONH A¥3A
LNIWIADISKI TVEDTD

9 IISIA IV 330NOdS3¥ SINITIVd THL A'INO ONIH3IQISNCOD
ANIRIAOYIKI TVE0TI *NOISSIALNI TVEC1D TVIINITD

0§ :°ON 378V1

€L0/%2L0Z 1000L08d - INILIXOEIY
Q34 SND VIJVRAVHY

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

9 6Z°LL (£ 6L°9Z |SL 2s°'%9 0y 0830v1d 25
INIRIVIYL| “ON LISIA
N % Mox¥ N % Ho¥ N X MO¥ N % Mod N z MOy N % MO8 N %MoY N
vi01 3SH0M JSYOM HINK JSHOM SONVE] ON U3JACYdRI |OQ3IAOEIKI HONR QIAQEIRI
HONN A¥3A ATIVRINIR ATIVRINIR BONR Z¥3A

INIHIAQYdKI 'IVE0TD

9 JISIA 1V ¥3ANOdS3IN SINIIIVd FHL ATNO DNINIATSNOD
JNIRIAQHRT TVE0TD :ROISSIHINI TVEDTD IVOINITO

0s

$°oN 318V

E10/5210Z 10D0108d - INLLIROEIH
034 SNJ VIJVREVHd

172

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

C(Q3NNIINOD)
L] . 00°'0§8 |2 00°0S Z INILIX083E 22
k4 00°52 L 00°S2 3 00'0s |2 0€33V1d
L agroge |L INILIX083d »z
-3 00°0% |2 goon |2 00°02 L 0830V1d
€ EE'EE |l £49°99 2 SNILIX093Y cz
L 6Z°%L |L Ls°892 |2 L5°82 |2 £L5°82 2 a930v1d
€ EE'EE |L €E'EE 13 EE'EE 3 ANIIIXoEE oz
9 00°05 |E £9°9L 11 £9°9L L L9°9L 3 0830V1d
7 00°S% 2 00"os |2 00°s2 L ANILIX093d 1%
9 00°05 |E L9°9L I L9°9L ] L9° 9L 3 0830v1d
6 Laat L L Lok L wa'ey % INILIXOEIE 9t
€ EE'EE |L €EE'EE |l >8> L QE32V1d
2 g0°ooL |2 JNILIX0EIN 13 nﬂm
9 L9°91L L L9791 3 EE'EE (T £9°91 |1 L9°9L L 0830V1d ~1
4 00°0S (L no‘os  |L “INILIX093d 2L
£ EE'EE (L EE'EE |1 EE'EE |1 08IV
9 EEEE |T L9°91L 3 go'os |E INILIK0E3d ol
[ go"ooL |L JRI1IIXO08IY 6
'3 00°'SZ  |1L 00°0S (2 08°52 13 0830V1d
S 00°0y |2 00°0% |E ANILIIX0g3d 8
INTHLVIL “ON LISIA
N % MOY N % Moy N Z Mod N % MO¥ N % Moa N % HO¥ N X HOd N
V10l JSY0M JSY0M HONK JsyoM FONVHO ON Q3IACYdRI  [GIAOHLRI HONW GIAOHEJRT
HINK A¥3A ATIVRINIK ATIVRININ BOAH Zd3A
ININIACEJNI TVE0TI

9 I1ISIA IV 33aNOJSIY SINIILVA JHL AINO ONINIAISNOD
INIHSSISSV ISV1 - ININIAOUANI 'Tv€0T9 :NOISSIHJHI TVEDTI TVIINITD

1S :ON J1EVL

€L0/5210Z '1000108d - INILIXOBIA
a8y SND VIOVHEVHd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



9550077

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

(G3ANILNOD)
2 60'0s L so'os | 0830V1d
4 00°00L |1 SNIIIX0T3d 9%
2 - (00" 08 3 ‘ 00'0s |1 0g30vV1d
3 o0°ooL |L ANIIIXOEIY s
€ €E'EE (L £9°99 |2 0930vV1d o
[ oo'goL |L 0830V1d o%
4 0¢° 001 |2 Q830¥Id
i ao ool | GNILIXO9IY 8E
[4 go°ooL (2 QE30VId
L co-oas b JNIL3X093Y 9€
L oo'ook |L 083IV1d
2 oo‘ool |2 ANILITX0ETS HE
-3
12 00°00% |t 0832v1d Fad
4 00°05 |t 00°05 |t INILIXCE3Y <t -
€ EE'EE | L9°99 (2 0833V1d
2 60705 |1 00°05 |L INILIX0E3d 11>
s go*aez (b 00°0% (€ 00°'0Z {1 083V
9 EE'EE |2 EE'EE |Z €E'EE |2 INILIX0E3Y 82
€ L9799 |2 €E'EE |L 08930V1d gz
INIRIVIYL “ON IISIA
N z Moy N Z MOd N % MO¥ N % Moy L % Mo¥ N % Mod N % MOY N
viol 3sdoN JSHOH HONW FSUOH FINVHD ON TIAOHGHI | OG3ACHJNHI RO GIAOAJRT
HOOH A¥3A ATIVRININ ATIVRININ HINR Z43A
ININIACHIRI TVEOTD

9 IISIA 1V ¥3GNOJSTY SINIIIVd JHL ATTNG ONINIAISNOD
INIFNSSASSY 1SV1 - INTRIAOAARI TVE01D :NOISSIIJNI TVE013 TVOINITD

LS :°ON ITaVL

€L0/%Z1L0Z T000108d - 3NIZIXO0E3d
U838 SN VIDVRYVHJ

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60



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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550077

JNINIAOHJRI TVEOTD

z€L [zsor |z L |z 90 | 88°'zZL |£L |evBv (%2 |€£722 |oe  lEzwiEy  [9g 0830v1d
€EL 0s'L |2 €S°EL 8L (€02 (9L [e6"zL |46 ANTAIXOLIE
LNINLVIAL pUATH
29 [T VI P 6b'hz |51 (25 v9  |ow 0830v1d
9z 9z's % we've  |zL INL1IKOEY 2
v 00°00L |t 09IV
L oo'ooL |t ANI1TKOEIY 0s
INFRIVIEL| 'ON IISIA
N |xMow| N |zModw | N |zmou| N |xMOE | N | xzMo¥| N |xKOX| N | xzMod | N
WiLoL ISHOM 3SH0M HODK asdoK FINVHD ON GIAONJKI |CIAOHJRI HONK|  Q3AOHANI
HINH AHIA ATIVRININ ATIVRININ HONH A%3A

9 IISIA LIV ¥IOGNOLSIY SINIILVd JHL ATNO ONIYIAISNGI
INIKSSISSY ISVT - LINIWIACURI TVE0I9 NUISSIELNI TVE0TD TVIINITD

1§ :'OoN ITEVL

ELO/HZL02 T030108d - INILIX0EIH
a3yd SNO VIOVREVAd

LT:6T 200Z-AON-TT :UQ panoiddy\paroiddw\SETZ}E08TS.LTO60

175



090177e1803f2135\Approved\Approved On: 11-Nov-2002 19:17

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

PHARMACIA Ciy35 77
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 52

STATISTICAL ANALISYS OF EFFICACY INDEX
CONSIDERING ONLY THE PATIENTS RESPONDER AT VISIT 6

REBOXETINE N MEAN MEDIAN STDEV MIN MAX MISSING
VISIT NO.

1 ’ 133 1.32 1.00 0.79 0.50 4.00 0
2 133 1.83 2.00 0.95 0.50 4.00 0
3 133 2.22 2.00 1.05 1.00 4,00 a
4 133 2.58 3.00 1.07 1.00 4,00 ]
L 133 2.90 3.00 1.07 1.00 4.00 0
6 133 3.09 4.00 1.01 1.00 4.00 0
8 133 3.03 3.00 1.05 0.67 4.00 0
9 1 4.00 4.00 . 4.00 4.00 0
10 127 3.03 3.00 1.03 0.67 4.00 1]
12 121 3.02 3.00 1.02 0.50 4.00 0
14 119 3.12 4,00 1.01 1.00 4.00 0
16 117 3N 4.00 1.01 0.67 4.00 0
18 108 3.14 4.00 1.01 1.00 4.00 []
20 104 3.29 4.00 0.99 1.00 4.00 1]
22 101 3.33 4.00 0.94 1.00 4.00 a
24 98 3.22 4.00 1.00 1.00 4.00 L]
26 97 3.27 4.00 1.00 1.00 4,00] 0
28 23 3.28 4.00 0.97 1.00 4.00 a
30 87 3.40 4.00 a.a8 1.50 4.00 []
32 as 3.43 4.00 0.89 1.50 4.00 [}
34 83 3.40 4.00 0.93 1.50 4.00 0
36 81 3.33 4.00 0.93 1.50 4.00 1]
38 80 . 3,33 4.00 0.93 1.50 4.00 0
40 79 3.37 4,00 0.91 1,50 4.00 a
42 79 3.35 4.00 0.93 1.50 4.00 0
44 79 3.35 4.00 0.92 1.50 4.00 0
46 78 3.45 4.00 0.89 2.00 4.00 0
48 ?7 3.49 4.00 0.88 1.50 4#.00 0
50 77 3.47 4.00 0.88 1.50 4.00 0
52 76 ‘ 3.49 4.00 0.87 1.50 4.00 0

176
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PHARHACTA CNSSRRDQ77
REBOXETINE - PROTOCOL 20124/013

TABLE No.: 53

STATISTICAL ANALISYS OF EFFICACY INDEX
CONSIDERING ONLY THE PATIENTS RESPONDER AT VISIT 6

PLACEBO N HEAN MEDIAN STDEV HIN HAX HISBING
VISIT NO.

1 132 1.23 1.00 0.64 0.50 3.00 0
2 132 1.74 2.00 0.87 0.50 4.00 [
3 132 2.07 2.00 0.95 0.50 4.00 ]
4 132 2.37 2.00 1.01 0.50 4.00 0
5 132 2.69 3.00 0.98 1.00 4.00 ]
6 132 3.04 3.00 0.99 1.00 4.00 L]
8 132 3.02 3.00 1.03 0.50 4.00 [
10 128 3.06 .00 0.98 1.00 4%.00 0
12 1285 3.10 4.00 1.08 1.00 4.00 1]
% 119 3.12 3.00 0.96 1.00 4.00 0
16 116 3.09 3.00 1.01 1.00 4.00 0
12 110 3.12 3.00 0.99| 1.00 &4.00 0
20 104 3,10 3.00 1.02 1.00 4.00 0
22 97 3.13 3.00 0.98 1.00 4.00 0
24 92 3.21 3.50 0,91 1.00 4.00 0
26 a8 3.35 4.00 0.88 1.00 4.00 0
28 as 3.31 4,00 0.81 1.00 4.00 0
30 80 3.15 3.00 0.88 1.00 4.00 0
32 7?7 3.18 3.00 0.91 1.50 4.00 (]
34 76 3.23 3.50 0.88 1.50 4.00 ¢
36 75 3.33 4.00 0.82 1.50 4.00 0
38 73 3.39 4.00 0.84 1.00 4.00 ]
40 71 3.52 4.00 6,75 2.00 4.00 [
42 70 3.41 4.00 0.80 1.50 4.00 0
hly 67 3.42 4.00 0.78 1.50 4.00 0
46 65 3.46 %.00 a.81 1.33 4.00 0
48 63 3.43 4.00 0.83 1.00 4.00 0
50 63 3.45 4.00 0.76 1.50 4.00 0
52 62 3.51 4.00 0,74 1.50 4.00 0
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