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Rel . Page:

Title of study: Multicentre, Multinational Double-Blind Study of the Activity and Tolerability of Reboxetine
v Fluoxetine in Patients Suffering from Major Depressive Episodes

Investigators: Dr HJ Mdller, Dr W Seeler, Dr B Ziegler, Dr B Pflug, Dr J Lopez Ibor, Dr E Alvarez, DrJ
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Publication (reference): None

Study perlod: Agpril 1991 - May 1993 | cunical Phase: m

Oljectives: To assess the activity and tolerability af reboxetine in comparison with fluoxetine in patients
suffering from major deprossive episodes.

Methodology: In this prospective, double-blind, randomised, parallel group, multicentre and multinational
trial, patients underwent an initial wash-out period of 4-7 days (14 days in case of MAOI administration and 3-
4 weeks in the case of previous fluoxetine treatment) after which they received one of two treatments: oral
reboxetine 4 mg twice daily (b.i.d.) or oral fluoxetine 20 mg once daily (0.d.) for 8 weeks. After 4 weeks, the
dosages could be increased if necessary as follows: reboxetine 4 mg each morning and 6 mg each sftemoon or
fluoxetine 20 mg b,i.d. The response to treatment was assessed using the Hamiiton Depression Rating Scale
(HAMD), Clinical Global Impression (CGI), the Montgomery and Asberg Depression Rating Scale (MADRS),
Patient Global Impression (PGI), the Social Adsptation Self-ovalustion Scale (SASS) and Quality of Sleep.
Patient self-assessment results are reported separately in the Addendum 1 to the present report.

Bafety and tolersbility were assessed by the reporting of any adverse events and assessment of vital rigns
(supine and standing blood pressure and heart rate), Iaboratory tests, and ECG.

Number of subjects (planned and analysed): 220 patients were to be recruited in the study. One hundred
and sixty-eight patients from 16 centres were randomised to treatment with either reboxetine (79) or fluoxetine
(89).

Dingnesis and main criteria for incluslon: Patients were diagnosed according to the DSM-III-R
classification. The severity of depression was evaluated using the HAMD scale. Criteria for inclusion were ag
follows: (1) Patients of either sex, of any race, aged 18 to 65 years, with a diagnosis of acute Major Depressive
Episodes, not accompanied by psychotic festures (DSM-III-R) with the current episode having been present for
1-8 months; (2) Initial (pre-treatment) total score for the 21-ibem had to be >22.
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Pharmacis Spa referving to part IV of the
Name of finished product: dossler
P " Ref.:
Nome ol active ingredients)y: | "
Reboxetine Page:

Test product: capsules containing RBX methanesulphanate tablets

Unit dese: 4 mg (two 2 mg tablets) or 6 mg (three 2 mg tablets) reboxetine (free base)

Mode of adminlsiration: by oral route, b.id.

Baich no.: 4 mg: SF1264; 6 mg: 8F1132, SF1291

Daration of trestment: 8 weeks

Reference therapy: Fluoxetine 20 mg tablets in capsules

Unit dese: 20 mg fluoxetine

Mode of administration: by oral route o.d.(fluoxetine), with o.d. dummy placebo

Batch no.: SF1128, 8F1307, 8F1340 (fluoxetine), 8F1247 (dommy placebo)

Criteria for evaluation:

Effieacy

Study ond-point: difference of HAMD total score decrease at Inst assessment vs baseline

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

Time to response: no. of days to onset of response confirmed at all subsequent svailsble assessments
Other variables used for evaluating efficacy were the CGI and the MADRS.

Safety

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

Clinically relevant modifications of blood pressure (BP) and heart rate (HR) (220% vs baseline), or such
modifications associated with critical values (2160 or <100 mmHg for systolic BP; 2100 or <70 mmHg for
diastolic BP; 2100 or <50 beats/min for HR). Orthostatic hypotension (decrease of systolic BP 230 mmbg
from lying to standing). Clinically relevant changes of laborstory tests and abnormal ECG findings according
to standardised criteria,

Statistical Method:

Efficacy

Efficacy variables, including HAMD total score, MADRS total score and CGI were summarised by descriptive
statistios (mean, median, standard deviation (8D), minimum, maximum, or distribution of frequency of scores)
a8 calculated both at each visit and considering the last valid observation, for both trestment groups. The
number of patients showing inoreases, decreases or no changes in Severity of Tliness score at last valid
observation in comparison with baseline were also analysed. The primary end-point for efficacy analysis was
the mean changes of HAMD total score at last valid observation respect to baseline. 95% confidence interval
(C.L) of the mean changes in each trestment group and of the between treatment difference were calculated.
The cumulative probability of the onset of response (time to response) was computed adopting the Kaplan-
Meier method and the between trestment comparison was carried out by the log-rank test.
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Vital signs were summarised by descriptive statistica, Patients with orthostatic hypotension (a decrease 230
mmHg of systolic blood pressure from lying to standing) were described.

In addition, the frequency of patients showing clinically relevant (20% or more vs baseline) changes or a
modification accompanied by absolute critical values (2160 or <100 mmHg for systolic blood pressure; 2100 or
<70 mmHg for diastolic blood pressure; 2100 or <50 bests/min for heart rate) at each evaluation time were
tabulsted.

ECQ were summarised in frequency tables showing normal/abnormal findings at each visit. Changes from
bageline (i.e. normal to abnormal and vice versa) were displayed.

For all the laborstory tests frequency of patients shifted from values below, within or above the normal range at
baseline to values below, within or above the normal range at cach visit were computed. The Stuart Maxwell
test was applied to test the changes in the distribution across categories at each visit vy baseline.

Continuous values of laboratory tests were standardised according to 8 method proposed by Chuang-Stein and
the Wilcoxon Rank Signed test for paired data was spplied in order to compare the values during treatment with
those recorded at baseline.

The cumulative rigk of developing the first adverse event, as well as individual adverse event and adverse event
clusters (newly emerged in 5% or more of patients in at least one treatment group) was estimated by Kaplan-
Meier method and the difference between treatments was tested by the log-rank test.

One hundred and sixty-eight patients (121 females and 47 males) were admitted to the study and randomised to
treatment. A tofal of 128 patients (76.2%) completed the study (59 reboxetine and 69 fluoxetine patients).
Overall, 40 patieats (23,8%) withdrew, 20 (25.3%) in reboxetine group and 20 (22.5%) in fluoxetine group.
Newly emerged adverse events were the main reason of trestment discontinuation in 9 (11.4%) patients and 6
(6.7%) patients in the reboxetine and fluoxetine groups, while deterioration of the depression was the msin
reagon for withdrawal in 4 and 6 patients in the two groups, respectively. Remaining cases of withdrawal were
non compliance (4 patients in each treatment group) and protocol violation or being lost to follow-up (3
reboxetine and 4 fluoxetine patients).

Efficacy

The mean HAMD total score was reduced from 28.6 at Day 0 to 9.4 at last sssessment, in the 76 reboxetine-
treated patients who had at least one assessment in addition to bageline, and to 7.3 at Day 56 in the 59 patients
who completed the study. In the 87 fluoxetine-treated patients with at least one assessment in addition to
baselive, the mean HAMD totzl score was reduced from 27.4 at Day 0 to 10.6 st last assesament, and to 7.8 at
Day 56 in the 69 patients still on treatment. The between treatment difference in HAMD total score decrease at
Inst assessment was of 2.4 points (95% C.L: -0.3 + 5.1).

The percentage of responders at each visit was similar in the reboxetine group and the fluoxetine group from
Day 14 onwards. At last assessment, 77.6% of the reboxetine-treated patients and 73.6% of the fluoxetine-
treated patients were classified as respanders, while 67.1% and 66.7%, respectively, were seen to be in
remission. The between trestment difference in the proportion of response was of 4.1% (95% C.L: -9.1% +
17.2%) in favour of reboxetine.

The camulative probability of response (confirmed at all available subsequent assessments), plotted according
to the Kaplan-Meier method showed a similsr pattern for patients on reboxetine and on fluoxetine (p=0.80).
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‘The additions] analyses, carried out in the sub-populstions of severe (CGI - Severity of Iliness: markedly to
extremely il at the admission) and melsncholic (DSM IV) patients, suggested that the reboxetine treatment was
superior to the fluoxetine in both sub-populations, considering the HAMD differences af last assessment vy
baseline. In severe cages (55 reboxetine- and 66 fluoxetine-treated patients), the between treatment difference
was of 5.3 points (95% C.L: 2.2 + 8.4), definitely different from 0, while in malancholic patients
(melancholic/not melancholic: 39/29 in the reboxetine and 39/38 in the fluoxetine group) the difference was 3.6
points (95% C.L: -0.5 + 7.7).

At last assessment, the perceatage of patients who were ‘much improved® and ‘very much improved® (CGI)
were 78.0% in the reboxetine group and 75.8% in the fluoxetine group, The proportion of the patients who had
no change of the global improvement were similar in the two trestment groups (6.5% and 3.0% on reboxetine
and fluoxetine, respectively), as well as the proportion of the ‘minimally worse’ patients (6.5% and 4.6% on
reboxetine and fluoxetine, respectively). Only in the fluoxetine treatment group there were 3.4% of paticnts
who were ‘much worse® and ‘very much worse’.
Mhtm,hmmlmmwmmI7.luDlme5.'lhthe76mbomaiua-
treated patients with st least one assessment in addition to baseline, and to 4.1 at Day 56 in the 59 reboxetine
patients who completed the study. In the fluoxetine-treated patients, values changed from 16.2 at Day Oto 6.2
at last assogsment (87 patients), and to 4.3 st Day 56 (69 assesved patients).

At last assegsment, side-effects were judged to outweigh efficacy in 10.4% of the reboxetine paticats and 11.5%
of the fluoxetine patieats. A clear benefit from therapy (ET > 2) was obtained in the majority of the patients in
both trestment groups (approximately 64% of the reboxetine-treated patients and 72% of the fluoxetine-treated
patients).

Safety: All the 168 patients who received study treatment were included in the safety analysis (79 reboxetine,
89 fluoxetine).

The occurrence of newly reported adverse events was similar in both groups during the study; 53/79 (67.1%)
reboxetine group patients reported 221 adverse events compared with 60/89 (67.4%) fluoxetine patients who
reported 180 adverse events. Discontinuation associated with adverse eveat was slightly more frequent in
reboxetine patients (11.4%) than in fluoxetine patients (6.7%). More frequently reported adverse events by
reboxetine-treated patients than fluoxetine-trested patients were dry mouth (34.2% vs 9.0%, respectively),
constipation (21.5% vs 6.7%), hypotension and related symptoms (19.0% vs 7.9%), urinary hesitancy/retention
(12.7% vz 1.1%) and parassthesia (6.3% vz 1.1%). Agitation/anxiety/nervonsness and disrrhoea were reported
more frequently in the fluoxetine group (11.2% and 6.7%) compared with the reboxetine group (3.8% and
1.3%).

‘The majority of adverse events were modemte in both trestment groups. Femalos suffered from adverse events
Iess than males when on reboxetine (64.9% vz 72.7%) and more frequently than males when on fluoxetine
(75.0% v 48.0%). The most relevant between-gender difference was related to the frequency of insomnis,
ngusea, tremor and paraesthesia, complained of mainly by female patients in both treatment groups and urinary
hesitancy, complained of mainly by male patients in the reboxetine group,

The estimate cumulative risk of adverse events (according to the Kaplan-Meier method and log-rank test) is
significantly higher on reboxetine than on fluoxetine for constipation, hypotension and relxted symptoms, dry
mouth and urinary hesitancy/retention. Jn addition the cumulative risk is higher, but not significsntly so, in
reboxetine than in fluoxetine patients for paraesthesia and, conversely, it is higher in flucxetine patients than in
reboxetine patients for diarrhoes and agitation / anxiety / nervousness.
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Safety (continued)
There were two serions adverse events during the study: suicide attemipt, occurred in one patient of each
treatment group.

‘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 mere frequently increased on
reboxetine and decreased on fluoxetine. A total of 6 patients in the lying position and 10 in the standing position
(8.1% of the 74 and 13.9% of the 72 evaluated patients, respectively) had clinically relevant increases at least
once in the reboXetine group vy a total of | patient in the lying position and 3 patients in the standing position
(1.2% of the 84 and 3.7% of the 82 evaluated patients, respectively) in the fluoxetine group. No clinically
relevant decreases (at least 20% vs baseline as well a3 such decreases associated with values <50 beate/min)
were observed on both trestment groups. No indication of effect on cardiac fimction emerged from ECG
recordings.

Conclusions

The efficacy of reboxetine and fluoxetine in patients with major depression, when administered for 8 weeks, as
evaluated by HAMD, MADRS and CGI scales, were similar, in terms of frequency, rate and extent of the
induced clinical improvement in the total population. Additional analyses carried out in sub-populations of
severe (CGI - Severity of [llness: markedly to extremely ili at admission to the study) and melancholic patients
show the reboxetine treatment to be superior to the fluoxetine treatment, in terms of mesn decrease of the
HAMD total score scale at the last assessment in both sub-populations. In the severely ill sub-population the
95% C.I of the between trestment difference supports the superiority of reboxetine (C.L 95%: 2.2 + 3.4).

The safety profiles of reboxetine and fluoxetine were also similar, as far ss vital signs, haematology and blood
chemistry tests and ECG examinations with the exception of heart rate which was more frequently increased on
reboxetine and decreased on fluoxetine, The frequency of adverse events was slightly higher in the reboxetine
group. The estimated cumulative risk of adverss events (according to the Kaplan-Meier method and log-rank
test) was significantly higher on reboxetine than on fluoxetine for constipation, hypotension and related
symptoms, dry mouth and urinary hesitancy/retontion. In addition, the cumulative risk was higher, but not
significantly so, in reboxetine patients than in fluoxetine patients for paraesthesia and, conversely, it was higher
in fluoxetine patieats for diarrthoea and agitstion/anxiety/nervousness, but again not significantly so.
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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 after a single oral dose in an animal model,
whereas tricyclic antidepressants were active only upon repeated administration [1].
Therefore, reboxetine was hypothesised to exert antidepressant efficacy of faster onset
than the antidepressents currently available in depressed patients. In addition,
comparison with imipramine 75 mg in healthy volunteers [2, 3] revealed that reboxetine
does not possess the marked sedative activity of imipramine, but rather
psychostimulating properties.

Pharmacokinetic studies in healthy volunteers [4], showed that average peak reboxetine
levels arc observed at 2 hours after oral administration, with remarkably stable levels 1-6
hours after administration; its plasma half-life was estimated as 13.2 hours and 73% of
the area under the curve following an oral dose was accounted for by unchanged
reboxetine.

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

A double-blind, parallel group, multicentre study in 258 patients hospitalised due to a
major depressive episode compared maximum doses of 8 mg reboxetine with 200 mg of
desipramine and placebo over a period of 4 weeks [6]. Reboxetine was found to be
more effective than placebo with decreases of >50% in Hamilton Depression Rating
Soale (HAMD) at the end of treatment in 63% of patients compared with 36% for
placebo and 46% for 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 11 results obtained in controlled conditions in patients suffering from major
depressive disorders indicate that reboxetine is an effective antidepressant agent with a
favourable therapeutic index with respect to desipramine. The present study was
designed to extend information obtained from placebo-controlled studies and to collect
comparative evidence of reboxetine's safety and efficacy vs a non-tricyclic antidepressant.
Fluoxetine was chosen as it shows favourable tolerability in comparison with tricyclic
antidepressants [7], and so, comparison of reboxetine with fluoxetine was expected to
provide a proper appraisal of the activity and tolerability of reboxetine.
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2. STUDY OBJECTIVES

To assess the activity and tolerability of reboxetine in comparison with fluoxetine in
patients suffering from major depressive episodes.

3. INVESTIGATIONAL PLAN
3.1 Study Design and Plan - Description and Rationale
3.1.1 OVERVIEW AND JUSTIFICATION

This phase II1 study was designed as a prospective, double-blind, randomised, parallel-
group, multicentre trial. Its aim was to compare the efficacy and tolerability of
reboxetine with that of fluoxetine, administered orally for 8 weeks, in adult patients with
major depressive episodes. The design of the study is shown overleaf,

A total of 220 patients with major depressive episodes was to be recruited in accordance
with the inclusion and exclusion criteria, and an informed consent obtained from each
patient prior to screening,

At screening, a full medical history and physical examination (including chest X-ray and
electrocardiogram (ECG)) were carried out and vital signs and laboratory values were
measured. Patients were classified according to the DSM-ITI-R classification and the
severity of depression was quantified using the Hamilton Depression Rating scale
(HAMD).

After an initial wash-out period of 4-7 days (14 days in case of MAOI administration and
3-4 weeks in the case of previous fluoxetine treatment), patients received one of two
treatments: oral reboxetine 4 mg twice daily (b.i.d.) or oral fluoxetine 20 mg once daily
(0.d.) plus placebo (0.d.) for 8 weeks. In case of inefficacy or unsatisfactory response,
combined with good tolerability, after 4 weeks, the dose could be increased if necossary
as follows: reboxetine 4 mg each moming and 6 mg each afternoon or fluoxetine 20 mg
b.i.d. for the remaining 4 weeks of the study,

The primary study end-point was defined as the absolute HAMD total score change vs
Day 0 at last assessment. Patients with at least a 50% decrease in the total HAMD score
compared with baseline were categorised as responders and those with a total HAMD
score of 10 or less were considered to be in remission. These were considered to be
additional end-points and their rates at last assessment were to be estimated for each
treatment groups. Other variables used for measuring efficacy were the Clinical Global
Impression (CGI), the Montgomery and Asberg Depression Rating Scale (MADRS), the
Social Adaptation Self-Evaluation Scale (SASS), Patient Global Impression (PGI) and
Quality of Sleep.
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Safety and tolerability were assessed by the reporting of any adverse events and
measurements of vital signs (blood pressure and heart rate (supine and standing)), ECG
and laboratory tests.

Patients willing to continue receiving the test treatment after completion of the 8 week
treatment period were maintained on the same medication under blind conditions until
the completion of the last patient in the study and collection of the Case Record Forms
(CRFs).

A follow-up visit was to be carried out for 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.

Reboxetine 8 mg/day Reboxetine 8 or 10 mg/day
Wash-out period
(4-7 days) Fluoxetine 20 mg/day Fluoxetine 20 or 40 mg/day.
Day 0 Day 28 Day 56

3.1.2 PROTOCOL AMENDMENTS

According to the original protocol, a run-in wash-out period of 7 days (14 days in case
of MAOI administration) was to be undertaken. A protocol amendment on 24 January
1991 stipulated that a wash-out period of 4-7 days (14 days in case of MAOI
adminigtration and 3-4 weeks in the case of previous fluoxetine treatment) was to be
implemented instead. For Australian country a second amendment, provided on 19
December 1991, allowed the short acting benzodiazepines (for instance temazepam) as
sleep inducer during either the wash-out or the study period. The third and fourth
amendments (the first only for Australian country) on 28 February 1992 stipulated that
the single blind placebo treatment during the wash-out period was not required. A copy
of the protocol amendments can be found in Appendix 12.1.1.

3.2 Ethics
3.2.1 ETHICS COMMITTEE
Approval from the Ethics Committees or Institutional Review Boards (IRBs) of the
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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 [RB. A central approval allowing the clinical
evaluation of the product was required and obtained in Argentina (for the specific
protocol), while local approvals were required and obtained in Germany, Australia and
Spain.

The Central/IRBs notifications of approval are kept in the trial master file.

The written approval of the Ethics Committee or IRB had to include the names and
professions of all its members. In accordance with local requirements, the investigators
were responsible for informing the Ethics Committees of any emergent problems, serious
adverse events or protocol amendmeats,

322 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 3 of Appendix 12.1.1). The translations in the
national languages and the individual centres forms containing the possible changes
requested by the Ethics Committees, if any, are kept in the study master file. The forms
were signed by the patient or the next of kin, and/or the investigator. In the latter case,
the signature of a witness was required to testify that full information was given to the
patient.

All unpublished documentation including the protocol, the CRF and the Investigator's
Brochure was confidential. These documents could not be disclosed to a third party
without the written consent of the Sponsor. The submission of these documents to the
Ethics Committee was expressly permitted. The investigators agreed that the Sponsor
maintained the right to utilise the results of this study, in their original form and/or in a
global report, for submission to the governmental and regulatory authorities of any
country.

33 Study Population

Adult patients who were under in-patieat care or attending out-patient or day-hospital
clinics of the participating centres were selected in accordance with the following
inclusion and exclusion oriteria.

3.3.1 INCLUSION CRITERIA

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

A diagnosis of acute major depressive episodes, not accompanied by psychotic
features (DSM-III-R) [8]; the current episode was to have been present for at least
one month but no more than 8 months

The initial (pre-treatment) total score for the 21-item HAMD [9] had to be >22

Informed consent was obtained from the patient or next of kin, and/or the
investigator (see Section 3.2.2)

332 EXCLUSION CRITERIA

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

Dysthymia/cyclothymia

Resistance to antidepressant treatment (defined as lack of response to at least two
previous courses of antidepressant therapy given at full doses for more than 1 month)

History of major depressive disorder associated with endocrine disorders: hypo- or
hyperthyroidism (defined as values at least 10% outside normal range values for TSH
and T,), adrenal insufficiency, etc.

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

Refisal by female patients of childbearing age to use effective contraception during
the study period

Past history of drug hypersensitivity

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

Evidence of Substance Use Disorder (DSM-III-R), currently or within the past
6 months

Chronic respiratory insufficiency (exoluded by physical examination and/or X-ray)

History or presence of gastrointestinal, hepatic or renal disease, or other conditions
kmown to interfere with the absorption, distribution, metabolism and excretion of
drugs

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

Symptoms of any other important clinical illness in the 4 weeks preceding the study
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~  Clinically relevant abnormal findings in the physical examination, laboratory tests
and/or ECG at admission

- Electroconvulsive therapy (ECT) in the previous 6 months

~ High risk of suicide

333 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 adverse events (see
Section 3.6.2.1)

- Lack of efficacy, defined as patients who showed worsening of the global clinical
picture (CGI - see Section 3.6.2.2) after at least 2 weeks of treatment

- Shift to mania

In the case of treatment discontinuation, the final set of tests was carried out wherever
possible.

334 SAMPLE SIZE - NUMBER OF PATIENTS PLANNED

Each of the planned 11 centres participating in the study were to recruit, within a period
of 1 year, a sample of 18-20 patients, so that a total of 220 patients was to be recruited
overall.

In fact, several of the centres who initially agreed to participate in the study never did so
for logistical reasons, and were replaced with other centres. As shown in the Principal
Investigators and Affiliation list (Appendix 12.1.4), 16 centres, located in 4 countries
(Argentina, Australia, Germany and Spain) participated in the study. In 13 of these
centres, the number of patients admitted was lower than 18, while recruitment was
extended in centres No 15 and 16 to well above the foreseen patient sample.
Recruitment was stopped after randomisation of 168 patients, approximately 24% below
the expected sample size.

Patients who dropped out of the study for any reason were not substituted. For those
patients selected for the study who dropped out at any time, documentation was to be
provided.

29 (1185)



090177e1803fla7b\Approved\Approved On: 12-Nov-2002 15:42

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

Pharmacia Document 9550083

34 Treatments
341 TREATMENTS TO BE COMPARED

After the amendments and an initial wash-out period of 4-7 days (14 days in the case of
monoamine oxidase inhibitors administration and, after the amendment, 3-4 weeks in the
case of previous fluoxetine treatment) patients received one of two treatments for

8 weeks: oral reboxetine 4 mg b.id. or oral flnoxetine 20 mg o.d. plus placebo o.d.. In
the case of ineffective or unsatisfactory response with good tolerability after 4 weeks of
treatment, the dose could be increased if necessary as follows: reboxetine 4 mg each
moming and 6 mg each aftemoon or fluoxetine 20 mg b.i.d.

342 [IDENTITY OF TEST TREATMENTS

Indistinguishable capsules containing either reboxetine 4 mg (two x 2 mg tablets) or
6 mg (three x 2 mg tablets) (4 mg: Batch No: SF1264; 6 mg: Batch No: SF1132,
SF1291) or fluoxetine 20 mg (one tablet) (Batch No: SF1128, SF1307, SF1340) plus
excipients (dummy placebo 4 mg, Batch No: SF1247) were supplied by the
Pharmaceutical Development Department of Pharmacia. Copies of certificates of
analysis for the test treatments are presented in Appendix 12.1.5.

343 DOSE SELECTION AND TIMING

All patients recruited for the study received either one capsule of reboxetine 4 mg b.i.d.
(morming and afternoon) or one capsule of fluoxetine 20 mg o.d. (morning) plus placebo
o.d. (afternoon) for 8 weeks. For patients who showed an ineffective or unsatisfactory
response (worsening, no change or minimal improvement in the CGI; see

Section 3.6.1.2) with good tolerability (especially non-symptomatic hypotension) after

4 weeks of treatment, the dose of reboxetine was allowed to be increased to 10 mg daily
(4 mg in the morning and 6 mg in the afternoon) and the dose of fluoxetine to 20 mg
b.i.d. for the remaining 4 weeks of the study. In those patients who displayed poor
tolerance at this increased dose, the dose was reduced to the previously well-tolerated
level

The treatment was administered at least 2 hours before or after meals.

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
desipramine and placebo [6], where the 8 mg/day dose regimen was proved to possess
antidepressant efficacy. The daily dose of fluoxetine was selected on the basis of
published evidence from controlled studies [10] and of manufacturer recommendations
[11].
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344 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 fluoxetine. In this list, in order to
make the patient unequivocally identifisble across centres by his assignment number, a
progressive number from 1 to 572 was generated. The test treatments were labelled
according to the randomisation sequence number. Each randomised patient was thea
identified by the corresponding treatment number. In spite of the anticipated break down
by centre of such a sequential list, in order to minimise the waste of drug supply, the
Iatter was shipped to the centres by complete blocks of four treatment each.

Patient allocation to treatment was done by the principal investigator at the end of the
wash-out period on the basis of the patient’s time of entry into the study, and on the
available treatment packages.

Randomisation list was prepared by Biometrics and Data Management Department of
Pharmacia Milano by SAS proc plan (version 5.18 - 6.06) and kept in 1 safe place until
the study was completed in the last patient and the CRFs were collected.

3.4.5 TREATMENT SUPPLY AND BLINDING

To ensure the double-blind nature of the study, indistinguishable test treatment in
identical cartons was to be identified using double labels indicating the protocol number,
patient number, treatment period, batch number and expire date (Enclosure 4 of
Appendix 12.1.1), The detachable half of the label was to be included in the appropriate
place in the CRF when used.

Eight cartons showing the patient number and the appropriate week of treatment (Week
1-8) were prepared for each patient. Each carton contained the medication necessary for
1 week of treatment (i.c. 16 capsules, one capsule b.i.d. and 2 additional capsules for
possible losses). Additional 4 cartons showing the patient number, the appropriate week
of treatment (Week 5-8) and the level of dosage (dose 2) were prepared for each patient
in case of"possible dose increases during the last 4 weeks of the study.

3.5 Treatment Proccdures

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.
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3.5.1 CONCOMITANT THERAPY

With the exception of hypnotics used for sleep induction on an “as required’ basis, no
concomitant medication was allowed on entry to 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 oould be administered and were not considered
protocol violations. The medication, dosage and frequency of administration was
recorded on the CRF. Chloral hydrate (0.5-1 g) was permitted at bed-time as a sloep
inducer on an 'as required' basis.

3.5.2 TREATMENT ACCOUNTABILITY AND COMPLIANCE

All drug supplics 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.

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 retumed by the patient. These used
cartons were returned to the study monitors during site visits. All unused medication
was to be retumed to the Sponsor at the end of the study.

3.6 Efficacy and Safety Variables

At screening, a full medical history and physical examination (including chest X-ray and
ECG) were carried out and vital signs and laboratory values were measured. Patients
were classified according to the DSM-III-R classification and the severity of depression
was evaluated using the HAMD scale.

3.6.1 EFFICACY

Every patient treated, with at least one assessment in addition to baseline, was evaluable
for efficacy analysis,

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,

,6.1.1 _ Hamilt i i

The severity of depression was evaluated using the HAMD at screening, and on Days 0,
7, 14, 21, 28, 42 and 56,

32 (1185)



090177e1803fla7b\Approved\Approved On: 12-Nov-2002 15:42

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

Pharmacia Document 9550083

The HAMD scale [9] 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.

A decrease of at least 50% in the total HAMD score compared with Day 0 was
considered to be an index of response, whereas a total HAMD score of 10 or less was
considered an index of remission.

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

Item Score range Factor
1.  Depressed mood (0-4) \'
2. Feelings of guilt (0-4) m
3. Suicide (0-4) m
4,  Insomnia early (0-2) Vi
5.  Insomnia middle (0-2) VI
6.  Insomnia late (0-2) VI
7.  Work and activities (0-4) v
8.  Retardation (0-4) A
9.  Agitation (0-4) i1}
10,  Anxiety (psychic) (0-4) I
11.  Anxiety (somatic) (0-4) I
12.  Somatic symptoms gastrointestinal (0-2) I
13.  Somatic symptoms general (0-2) I
14.  Genital symptoms (0-2) \'
15. Hypochondriasis (0-4) I
16. Loss of weight (0-2) I
17. Insight (0-2) 1
18.  Diumnal variation (0-2) v
19. Depersonalisation and derealisation (0-4) m
20.  Paranoid symptoms (0-3) m
21.  Obsessional symptoms (0-2) m
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More detailed definitions of the items included in the scale can be found in Enclosure 6
of Appeadix 12.1.1.

Factorialisation was carried out according to the ECDEU manual [12], to yield 6 factors:
Anxiety/somatisation (T), Weight (IT), Cognitive Disturbances (Ill), Diurnal Variation
(IV), Retardation (V), Sleep Disturbances (VI).
3.6.1.2 Clinical Global Impression
Severity of illness was assessed by the investigator using the CGI [12] on Days 0, 7, 14,
21, 28, 42 and 56.
The following scale was used

1. = normal, not at all ill

2. = borderline mentally ill

3. = mildlyill

4, = moderately ill
5. = markedlyill
6. = severelyill

7. = amongst the most extremely ill patients

The investigator also evaluated the effect of treatment at each visit, with reference to the
patients® condition at the start of the study, according to the following scale:

1. = very much improved
2. = much improved

3. = minimally improved
4. = no change

5. = minimally worse

6. = much worse

7. = very much worse

An Efficacy Index was then assessed by the investigator, as described in [12], as the ratio
between the subjective evaluation of improvement, scored from | (unchanged or
worsened) to 4 (marked improvement), and the subjective evaluation of tolerability
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scored from 1 (no side effects) to 4 (side effects outweigh therapeutic effect). The
Efficacy Index score ranges from 0.25 (no global benefit) to 4 (maximal global benefit),
Details of the Efficacy Index can be found in Enclosure 7 of Appendix 12.1.1.

6,13 Mon Asb ion Rating Soale
The MADRS [13] was measured on Days 0, 7, 14, 21, 28, 42 and 56.

This soale consists of ten items relating to depression selected from the 67 items in the
Comprehensive Pgychiatric Rating Scale [14]. The items contained in the MADRS were
selected on the grounds that they were sensitive to change. The ten items were as
follows:

1. Reported sadness

2. [Iuner tepsion

3. Apparent sadness

4, Suicidal thoughts

5. Inertia

6. Inability to feel

7. Pessimistic thoughts

8. Concentration difficulties

9. Reduced sloep

10. 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. In a proportion of cases (24.4% of the total sample) a score
of 0 to 6 was used, as in reference 13. Data have been pooled by dividing by two item
scores of the latter sample.

More detailed definitions of the items included in the scale can be found in Enclosure 8
of Appendix 12.1.1.

3.6.1.4 Patient Self-Evaluati

Each patient had to fill a "Self-Evaluation Booklet", a separate part of the CRF, on
Days 7, 14, 21, 28, 42 and 56. The booklet included three rating scales; the PGI (rating
the global change of the illness with reference to their general condition at the start of the
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study); the Quality of Sleep (assessing sleeping time and rating sleep characteristics and
quality) and the SASS (rating the patient social adjustment). The results collected with
these assessments will be reported in a separate Addendum to the present report.

3,62 SAFETY

Every patient who received one dose of test treatment was included in the safety
evaluation. For clinical and laboratory tests were analysed only patients with at least one
assessment in addition to baseline.

6.2. Ev
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 occurrence of adverse events was recorded on Days 0, 7, 14, 21, 28, 42 and 56.

Any newly observed sign or symptom (including clinically relevant Iaboratory
abnormalities), noticed by the investigators or reported by the patients were reported,
regardless of presumed relationship to the study medication, in the appropriate section of
the CRF (Adverse Event Report Form - Enclosure 13 of Appendix 12.1.1).

For each adverse event, the following information was entered in the CRF: description,
dato of onset, date of stopping, severity, drug cause-effect relationship, outcome, effoct
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 do usual activity
4. = unknown
Relationship to test drug was coded as definite, probable, possible, doubtful, unknown or

not related; as a guideline to coding the Karch and Lasagna modified criteria were used,
as shown in Enclosure 12 of Appendix 12.1,1.
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All serious’ and/or unexpected" adverse events had to be reported to study monitors
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, 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. Ifan 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 identification of events frequently recorded in patients on
antidepressant medication. The check-list is shown in Enclosure 11 of Appendix 12.1.1.
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.

3.6.2.2 Clinical and Laboratory Tests
Vital Signs

Body weight, temperature, blood pressure and heart rate (supine and standing) were
measured at screening, and on Days 0, 7, 14, 21, 28, 42 and 56.

Supine blood pressure and heart rate were measured in the moring after 5 minutes in the
supine position and standing blood pressure and heart rate were measured 1 to 2 minutes
after standing up.

ECG
An ECG was recorded at screening, on Days 28 and 56.

* Codo 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
Committee on the Safety of Medicines. BR J Clin Pharmac 1988; 26: 679-689.
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Chest X-ray

At baseline only, where facilities were available.
Laboratory Tests

Laboratory tests were recorded at screening, on Days 28 and 56.

The laboratory tests comprised the following: fill blood count, serum electrolytes, liver
enzymes, urinalysis, blood sugar, serum alkaline phosphatase, blood urea nitrogen
(BUN), serum creatinine, uric acid, total and direct bilirubin, total seram protein and
electrophoresis, serum cholesterol and triglycerides, and, at screening only, TSH and T,
For patients who withdrew prematurely for any reason, all the assessments, including
vital signs, ECG and laboratory tests, were to be performed.

3.7  Study Procedures and Flow Chart

3.7.1 SCHEDULE OF ASSESSMENTS

Pre- Treatment Day
Treatment
Assessment Screeming 0 7 14 21 28 42 56

Diagnosis: X
DSM-II-R

Medical history
Physical examination
Chest X-ray

ECG

Laboratory tests
Vital signs

21-item HAMD

CGI

MADRS

SASS

PGI

Quality of sleep X
Compliance check

Dispensing medication X
Adverse events b

oM oM M M X X

E I I B
EL O I B I B
oM M M M W X
CO T B R B B
E L . - SR B B
E I . B R B I A

E I -

EL T
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372 PROCEDURES AT EACH VISIT

At screening, a full medical history and physical examination (including chest X-ray and
ECG) were carried out and vital signs and laboratory values were measured. Patients
wore classified according to DSM-III-R and the severity of depression was evaluated
using the HAMD.

One month after treatment discontinuation, a follow-up visit was carried out for each
patient in order to monitor possible withdrawal reactions and to collect information on
any adverse events that had occurred during this period. For ethical reasons, patients
willing to continue receiving study drug after completion of the 8 weeks' treatment
period were provided with study medication and maintained on the same medication in
blind conditions until the study was completed in the last patient and the CRFs were
collected. Efficacy was assessed by HAMD and CGI at monthly visits. Adverse events
and vital signs were also recorded at monthly intervals and ECG and laboratory values at
3-monthly intervals. The medications were prepared as described for the initial double-
blind phase, but in monthly, instead of weekly, units (see Section 3.4.5).

33 GCP Compliance, Data Quality Assurance

The study was initiated before the formal adoption of GCPs 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.

The study was conducted in accordance with the Declaration of Helsinki, adopted by the
18th World Medical Assembly, Helsinki, June 1964, and amended by the 41st World
Medical Assembly, Hong Kong, 1989. A copy of declaration of Helsinki can be found in
Enclosure 14 of Appendix 12.1.1. Inter-rater reliability sessions with training purpose on
the instrument used for the assessment of change, and particularly on the HAMD, were
carried out during the investigators meetings organised by country and/or the monitoring
visits by employing 4 videotaped interviews.

During the study monitoring visits, made at regular intervals, the monitor validated the
content of the CRF against source documents, on the basis of the agreed procedures.

Trial master file, Data Listings and report audits were carried out by the Company
Quality Assurance Unit.

3.9 Statistical Analysis
39.1 SAMPLE SIZE CONSIDERATIONS
This trial mainly aimed at gathering information on the comparative effectiveness of

fluoxetine and reboxetine additional to the mformation provided by a similar 3-arm
placebo controlled study conducted at the same time, Ethical and the local medical

39 (1185)



090177e1803fla7b\Approved\Approved On: 12-Nov-2002 15:42

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

Pharmacia Document 9550083

practice prevented some countries (centers) from participating in the placebo controlled
trial, thus rising the need of an identical separate trial excluding the placebo arm. Results
of this trial were expected to be compared with the ones obtained by the 3 arm trial and
joint conclusion on the reboxetine and fluoxetine efficacy could be eventually driven.

For the above mentioned reasons, the study had mainly estimation rather than testing
purposes and therefore the number of patients made available by the participating centers
was challenged against the length of the end-point variable 95% confidence interval that
such a size was able to provide with.

The difference between baseline and the last post-baseline HAMD score, HAMD
decrease (see below for detailed definition), was taken as the outcome variable.

From the phase I experience [6] and from the literature [7] it seemed reasonable to
assume that the treatments groups would have shown a variability (expressed as standard
deviation) of 9 points,

The participating centers were able to recruit approximately 200 patients, among which
approximately 10% were expected to drop before the first post-baseline visit. Under
such assumption the expected length of the confidence interval of HAMD decrease was
to be 5.0 points of HAMD scale, 2.5 points each side.

Referring to secondary study end-points (see efficacy analyses) based on proporticns, the
same sample size allowed a length of confidence of 0.28 considering a proportion of 0.5
in each treatment group and the normal approximation method.

392 ANALYSES CARRIED OUT

3.92.1 Baseli jlity of

Baseline 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 all the patients entered into the study and subsequently randomised either to
reboxetine or to fluoxetine arm.

3922 Efficacy Analyses
Definitions
The following definition apply to the set of analysed data:

HAMD decrease The difference between the end of treatment and baseline
measurements of 21-HAMD total score, Either the last per-
protocol assessment, when the patient completed the study, or
the last assessment before dropping out was taken as the end of
treatment.
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Remission 21-HAMD total score lower than or equal to 10 (absolute value).
Response 21-HAMD total score decrease equal to or greater than 50% of

the pre-treatment value (Baseline: visit 0). According to this
definition and based on the inclusion criterion which required a
21-HAMD total score at entry at least equal or greater than 22,
all patients who achieved a remission (as defined above) were
included into the broader category of response (22*0.5=11).

Time to response  Number of days elapsing between the first visit date (Baseline)
and the date when first the patient achieved the response
(according to the above definition) which was afterwards
maintained until the end of the study or withdrawal.
This definition excludes patients who achieved occasional
response, but were not classified as such at the last observation.

Severe patients Patients scored 5 to 7 (markedly to extremely ill) on CGI-

Severity of Iliness scale [12] at entry.
Melancholic On the basis of applicable DSM IV criteria [15]: presence of
patients item 2, ie. loss of pleasure in all or almost all daily activities in

the DSM III-R classification at entry, and of at least three of the
following items in the Day 0 HAMD scale: late insomnia (item 6)
of maximal severity; agitation (item 9) or retardation (item 6) of
at least moderate severity; definite loss of weight (item 16) or
loss of appetite (item 12) of maximal severity; diurnal variation
with worsening in the moming (item 18); excessive or
inappropriate guilt (score 2 or 3 ofitem 2).

Methods

The data set analysed included all the patients entered, with the only exception of those
patients who did not have at least one post-baseline evaluation.

Efficacy variables, including HAMD and MADRS total scores, as well as CGI, were
summarised by descriptive statistics (mean, median, standard deviation -SD-, minimum,
maximum, or distribution of frequency of scores) as calculated both at each visit and
considering the last valid observation, in the two treatment groups, In particular, in
order to describe the time pattern of last valid observation values, one table reports
descriptive statistics visit by visit, only for those patients who dropped out of the study at
that particular time,

The frequency of patients improved, unchanged or deteriorated as for the CGl-Severity
of Tiness at last valid observation in comparison with baseline was also presented.
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The primary end-point for efficacy analysis was HAMD decrease. Ninety-five per cent
confidence interval of the between treatment difference was the basis for the efficacy
conclusion [16].

Additionally, in order to allow a comparison between the results of this study and those
of the above mentioned placebo controlled study, the following analyses have been
carried out in both studies:

Although not strictly necessary to the analysis of differences from baseline, homogeneity
of baseline 21-HAMD total scores across treatment groups was tested by ANOVA [17]
in order to assess the comparability of the disease severity within the two treatment
groups.

No transformation of the original variable was deemed necessary, as it results from the
outcome variable of the difference between two random varieties, and as such is known
to tend to be normally distributed; homogeneity of variances was tested by F test.
ANOVA for the comparison of the 21-HAMD decreases in the two treatment groups
was performed in order to obtain a more precise estimate of the variability.

Ninety-five per cent confidence intervals of the mean difference of each treatment were
computed using the standard error (SE) obtained by the ANOVA [18].

The same sets of analyses were carried out on the subset of severe and melancholic
patients as defined above.

Complementary to the quantitative analyses of 21~HAMD total score, the qualitative
analysis classifying the patients according to the above definition as either responder or
failure at last valid assessment was carried out. Ninety-five per cent confidence intervals
of the proportions in each treatment and of the between treatment difference were
computed [19].

The cumulative probability of the onset of response (time to response) was computed
adopting the Kaplan-Meier method and the between treatment comparison was carried
out by the log-rank test [20].

3923 I

Vital signs as measured at each assessment time were summarised by descriptive
statistios,

Patients with orthostatic hypotension (a decrease 230 mmHg of systolic blood pressure
from lying to standing) were described. Moreover, the frequency of patients showing
clinically relevant (20% or more vs baseline) change or a modification accompanied by
absolute critical values (=160 or <100 mmkHg for systolic blood pressure; 2100 or <70
mmHg for diastolic blood pressure; 2100 or <50 beats/min for heart rate) at each
evaluation time were tabulated.

ECGs have been summarised in frequency tables showing normal/abnormal findings at
each visit.
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Changes from baseline (i.e. normal to abnormal and vice versa) have been displayed.

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

- frequency and percentage of patients whose values were below, equal or
above the normal range at each visit. Either Mac Nemar test or Stuart
Maxwell test [21] 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 standardised according to a method
proposed by Chuang-Stein [22], using as reference values mainly the ones
reported in the Cecil Textbook of Medicine [23] (Appendix 12.1.8); the
Wilcoxon Rank Signed test for paired data was applied in order to compare the
values during treatment with those recorded at baseline [24].

The usage of statistical tests in this framework aimed mainly at providing screening tools
for selecting the relevant changes within each single examination; to this purpose the
tests were considered as statistically significant if p <0.01.

Moreover, abnormal values of laboratory tests defined as clinically relevant by predefined
criteria (Appendix 12.1.8) were specially considered and the frequency of patients
showing them were computed according to time interval. Clinically relevant
abnormalities were judged on the basis of the concordance with other examinations
evaluating the same organ functionality.

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

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 or for selected
aggregation of gymptoms (cluster) likely to share the same underlying mechanism or
described with synonyms. When severity of the events was considered, the worst
reported degree was selected. In order to explore possible differences, patients were
also olassified by sex and age.

The cumulative risk of developing the first adverse event, as well as individual adverse
event and adverse event clusters (newly emerged in 5% or more of patients in at least
one treatment group) was estimated by Kaplan-Meier method. Furthermore, the weekly
frequency of patients experiencing adverse events (either because of the onset of new
events or because of the persistence of those previously developed) was assessed.
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The events have been described by frequency tables according to duration, onset time,
symptomatic treatment, relationship to study medication, study drug adjustment,
dechallenge/rechallenge after action on study drug 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 recovery date, up to the last reporting date (approximate duration).

3.9.24 Changesin the Conduct of the Study or Planned Analysis
No deviation of the main endpoint was introduced into the final analysis.

In general, analyses carried out were consistent with the ones anticipated in the protocol
with a few exceptions:
a)  subset analyses of severe and melancholic patients was introduced.

b) safety was presented in a more articulated fashion than that enticipated into the
protocol.

Both the deviations were introduced to give a better picture of the product profile and no
extra claim is being done on the results obtained.

3.10  Data Management

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

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

Subsequently, data were scrubbed by an electronic procedure set up for this purpose
which generates listings of discrepancies between the actual value entered and predefined
algorithms. Computer programs generated for this purpose are archived in Biometrics
and Data Management Department.

These listings were reviewed by clinical personnel and editing of CRFs were requested at
the Investigator site, whenever appropriate,

Corrections were entered iterating the loop until the files were completely cleaned.

ECG tracings were olassified and subsequently grouped according to the codes reported
in Appendix 12.1.10. Previous and concomitant diseases were coded according to ICD9
dictionary [25]; concomitant drugs according to the Drug Reference List [26]; adverse
events according to the WHO-ART dictionary [27].

In the absence of an adequate WHO-ART dictionary code, blurred vision was coded
under the preferred term of vision abnormal and urinary hesitancy under the preferred
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term of micturition disorder. In addition is to be noticed that the dictionary subsuroes
under the preferred term of suicide: attempt suicide, suicide attempt and suicidal
tendency.

Reporting as well as statistical analyses were carried out with SAS PROCs (Version
6.07), apart from Stuart-Maxwell test and confidence interval calculation. The programs
relevant to the latter are appended in Appendix 12.1.11. A selection of statistical
analysis outputs is shown in Appendix 12.1.12,

4. STUDY PATIENTS
4.1 Disposition of Patients
The original randomisation list is given in Appendix 12.1.7.

One hundred and sixty-eight patients (121 females and 47 males) were admitted to the
study from April 1991 to March 1993 and randomised to treatment by investigators at 16
centres as shown in Table 1.

As shown in Table 2, a total of 128 patients (76.2%) completed the study (59 reboxetine
and 69 fluoxetine patients). Overall, 40 patients (23.8%) withdrew, 20 reboxetine
patients and 20 fluoxetine patients. Frequency and timing of withdrawal are shown in
Table 3.

Adbverse events or interourrent illness were the main reason for withdrawal in 15 patients
(reboxetine 9, fluoxetine 6). The adverse events associated with discontinuation in
individual cases are discussed in the Adverse Event Section (Section 8.2.3.2).
Deterioration was the reported reason for withdrawal in 10 patients (reboxetine 4,
fluoxetine 6). Four patients in each treatment group were withdrawn due to non-
compliance (uncooperative patients), while a total of 7 patients (reboxetine 3, fluoxetine
4) were withdrawn because of a protocol violation or being lost to follow-up visit.

The disposition of patients is shown in the following figure and in Table 2.
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Disposition of patients

168 patients randomised

168 patients received
treatment

| 79 reboxetine | | 89 fluoxetine |
59 completed 20 withdrew 69 completed 20 withdrew
study study

4.2 Protocol Deviations
Compliance with entry criteria

The frequency of non-compliance with inclusion/exclusion criteria of relevance for
infereatial purpose is given in Table 4. The most frequent reason for possible non-
compliance with one of the exclusion criteria was related to abnormalities of thyroid
function tests (5 (6.3%) reboxetine patients and 9 (10,1%) fluoxetine patients), possibly
suggestive of an underlying, undiagnosed endocrine disorder. For 4 reboxetine patients
(5.1%) and 5 fluoxetine patients (5.6%) the thyroid fimction tests were not available.
Non-protocolled concomitant medications during the wash-out period was administered
to 8.9% of the patients in the reboxetine group and 7.9% of the fluoxetine group. For 4
reboxetine patients, the duration of the present episode of major depression had not been
present for between one and eight months as required by the inclusion criteria (2
patients: < 1 month and 2 patients: > 8 months); for 1 reboxetine patient the duration
was missing.

Randomisation

Distribution and use of study medication were to be done, as mentioned in section 3.4.4,
in blocks of 4 treatments, uscd in sequence from the smallest to the highest number
according to patient temporal entry into the study. 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 centre was matched by a sequential criterion. Mismatching
between the foreseen treatment and the treatment actually received was identified as a
randomisation error.
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As reported in Table 5, errors in randomisation procedures led to administration of non-
randomised treatment to a small number of patients, with a similar frequency in both
treatment groups. Of'the 78 patients randomised to reboxetine, 11 received fluoxetine
instead, and of the 90 patients randomised to fluoxetine, 12 received reboxetine,

Assessment intervals

The summary statistics of the efficacy and safety assessment intervals in days from
treatment start are shown in Table 6. There were a few deviations from scheduled times
and were mainly related to screen and last laboratory tests and ECG evaluations. The
deviation rate was similar in both treatment groups.

Although the protocol specified that HAMD, CGL, MADRS and adverse events
assessments were to be performed on Days 0, 7, 14, 21, 28, 42 and 56, these
measurements were also done for some patients on Days 35 and 49. Results of these
measurements have been presented in the study tables for sake of completeness, but were
not be commented upon in this report as patient numbers on Days 35 and 49 were much
lower than on the other assessment days.

Concomitant medications

The frequency of administration of non-protocolled (because of their psychotropic
properties) concoritant medications is given by active principle in Table 7 and by class
in Table 8. Long-acting benzodiazepines were administered to 2 patients of the
reboxetine group and 3 of the fluoxetine group. Only one patient, from the reboxetine
group, received other non-protocolled psychotropic medications, One fluoxetine patient
consumed alcohol while on treatment,

4.3 Demographic Data

Summary statistics of demographic data are given by treatment group in Table 9 (sex,
age, weight, height) and Table 10 (race), and summarised below.
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Summary of Demographic Data

Reboxetine Fluoxetine
®=79) (n=89)
n (%) n (%)
Sex
fomale 57 72.2 64 719
male 22 278 25 28.1
Total KL 100 89 100
Race
Caucasian 78 98.7 89 100
Asian 1 13 - -
Total 79 100 89 100
Mean Sb Mean SD
Age (years) 44.0 12.6 43.6 118
Height (cm) 164.5 8.5 165.1 9.2
Weight (kg) 70.0 16.1 68.4 14.9

SD  standard devistion

The majority of patients in both groups were female. There was only one Asian patient
in the reboxetine group, all other patients were Caucasian. Both treatmeat groups were
well matched for age, height, weight and race,

43.1 DIAGNOSIS AND HISTORY OF THE DEPRESSIVE DISORDER

The frequency of the DSM-1II-R diagnostic classifications, the summary statistics of the
history of the depressive disorder, and the characteristics of the index episode are given
by treatment, and sex, in Tables 11 and 12, Recurrent Major Depressive Disorder
(DSM-LI-R No. 296.3) was diagnosed for the majority of patients in each treatment
group (59.5% in the reboxetine group and 52.8% of the fluoxetine group), while Major
Depression, Single Episode (DSM-III-R No. 296.2) was diagnosed in almost all
remaining cases, with the exception of I reboxetine patient who was diagnosed as
Schizoaffective Disorder (DSM-III-R No. 295.7), not in agreement with present episode
characteristics.

The age of onset, the median number of previous episodes of depression, the median

48(1185)



090177e1803fla7b\Approved\Approved On: 12-Nov-2002 15:42

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

Pharmacia Document 9550083

duration of the last episode and the median duration of the present episode of the
patients at entry into the study are shown below.

Previous History of Depression

Reboxetine Fluoxetine

n  Median Range n  Median Range
(min - max) (min - max)

Age of onset (years) 65 350 19 - 65 75 380 10- 64

Number of previous 43 2.0 1-10 42 20 1-20
episodes

Duration of the last 4 16.0 4-104 | 45 16.0 3-52
episode (weeks)

Duration of the present 78 9.5 2-156 | 89 12.0 4-28
episode (weeks)

The treatment groups wete well matched with regard to the number of previous episodes
and duration of the last episode of Depression. Whereas age at onset appears to be
glightly higher in the fluoxetine group and duration of present episode appears to be
longer still in the fluoxetine arm.

As shown in Table 12, the onset of the index episode was acute or subacute in the
majority of the patients in each treatment group (68.4% of the reboxetine patients and
58.4% of'the fluoxetine patients). A precipitating external stress was more frequently
present in the reboxetine patients (50.6%) than in the fluoxetine patients (46.1%).

432 SEVERITY OF DEPRESSION

The severity of the depression, according to the HAMD, MADRS and CGI scales, at the
various assessment intervals during the study is displayed in terms of summary statistics
in Tables 19, 34 and 27 and summarised for Day 0 below. There was no significant
difference between the treatment groups at Day 0 with regard to the mean HAMD and
MADRS total scores. Similarly, there were no relevant group differences for the initial
CGI scores, except for the frequency of patients judged severely or extremely ill. At
baseline, the patients judged as severe were more frequent on fluoxetine (31.0%) than on
reboxetine (22.1%), while, conversely, 2.6% of the patients on reboxetine were
extremely ill in comparison with 0% of the patients on fluoxetine.
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Severity of Depression at Day 0
Reboxetine Fluoxetine
n Mean )] n Mean SD
HAMD 76 28.6 5.3 87 274 4.1
MADRS 76 17.1 33 87 16.2 2.6
n (%) n (%)
CGI severity
Normal 0
Borderline mentally ill 0
Mildly ill 0 1 (L.1)
Moderately ill 22 (28.6) 20 (23.0)
Markedly ill 36 (46.8) 39 (44.8)
Severely ill 17 (22.1) 27 (31.0)
Extremely ill 2 (2.6) 0
Total 7 (100.0) 87 (100.0)

SD standard deviation

On the whole, there were no major imbalances between the two treatment groups in
terms of demography, psychiatric medical history and characteristics of the index
episode.

4.3.3 PREVIOUS ANTIDEPRESSANT TREATMENTS

Frequency of treatment of previous or index episode with different antidepressant drugs
is given by active principle in Table 13. As expected, tricyclic antidepressants were the
most frequently prescribed drugs; selective serotonin reuptake inhibitors and monoamine
oxidase inhibitors were infrequently mentioned. Active principles were similarly
represented in both treatment groups.

43.4 MEDICAL HISTORY

The medical history and medical examination findings at entry of the study are
summarised by single disease entity in Table 14 and by affected body system in Table 15.
A minority of the patients had history or presence of diseases other than the affective
disorder at admission. No imbalances among the two treatment groups were apparent.
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5 STUDY MEDICATION AND COMPLIANCE

The frequency of administration of different doses of each experimental treatment on
each study day is given by treatment in Table 16. The per protocol dose was
administered to the vast majority of the patients, with only a few exceptions. On Day 1,
12/79 (15.2%) of the reboxetine group patients and 11/89 (12.4%) of the fluoxetine
group patients received half of the protocolled mumber of daily capsules, because they
started treatment in the aftemnoon. This resulted in a Day 1 dose of 4 mg of reboxetine
and a Day 1 dose of 0 mg of fluoxetine (as the afternoon dose corresponded to placebo).
In both the reboxetine and fluoxetine treatment groups, a maximum of 3 patients per day
had the number of daily capsules decreased (for the various reasons indicated in the
individual data listing on the experimental treatment). These were mainly missed intake,
lost medication or emergence of signs/symptoms of intolerance.

As summarised in Table 16.1, at the end of the initial 4 weeks of treatment, 12 patients
of the reboxetine group (15.2% of the admitted) and 12 patients of the fluoxetine group
(13.5% of the admitted), had the daily dose increased according to the protocol
provisions to a dose cotresponding to 10 mg of reboxetine and 40 mg of fluoxetine

(60 mg for one patient), (level 2 dose). In the following days, a maximum of 3 patients
in the reboxetine group and 2 patients in the fluoxetine group switched to level 2 dose,
while a maximum of 3 patients per day in either treatment group had their number of
daily capsules decreased (for the reasons indicated in the individual data listing on the
experimental treatment). These were mainly including missed intake, lost medication or
emergence of signs/symptoms of intolerance.

Comparison of the daily dose administered (as reported in the compliance section of the
CRF in terms of number of capsules per day taken) with the expected dose (as indicated
in the experimental treatment section of the CRF in terms of number of capsules per day
foreseen) allowed calculation of the compliance with the treatment regimen. Full
compliance was defined where there was full agreement between the dose prescribed by
the attending physician (the per protocol dose or a lower dose mainly in case of adverse
events) and the dose reported to have been taken. The total compliance over the
treatment period was calculated for each patient and the patients were classified
accordingly (Table 17). In 75.9% of the reboxetine patients and 59.6% of the fluoxetine
patients, 100% compliance was reported.

Only in a few cases the reported compliance was lower than 80% (2 cases in the
reboxetine group and 3 in the fluoxetine group) or between 80 and 89% (1 case in each

group).

6. CONCOMITANT MEDICATIONS

The sbsolute frequencies of those patients who received concomitant medications (either
as a continuation of baseline therapy or as a newly introduced medication for treatment
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emergent events) during the treatment period is shown in Table 18. Chloral hydrate was
the most commonly prescribed concomitant medication at a similar frequency in both
treatment groups. In addition to those non-protocolled medications discussed previously
in Section 3.5.1, other drugs were occasionally administered, generally following the
emergence of adverse events, again at a similar frequency in both groups. The only
exception to this was paracetamol, which was administered somewhat more frequently to
patients in the fluoxetine group.

7. EFFICACY RESULTS
7.1 Hamilton Depression Rating Scale

Summary statistics of HAMD assessment at each visit in the observed cases are shown in
Table 19 (total scores), Table 20 (factors) and Table 21 (individual items). Summary
statistics of the last assessment are given in Table 22 (total scores), Table 23 (factors)
and Table 24 (individual items). The mean HAMD total score was reduced from 28.6 at
Day 0 to 9.4 at last assessment (mean decrease 19.2, 95% C.L: 17.3 +21.2), in the 76
patients randomised to reboxetine who had at least one assessment in addition to baseline
(3 patients had only baselive data), and to 7.3 at Day 56 in the 59 patients who
completed the study. In the 87 patients randomised to fluoxetine with at least one
assessment in addition to baseline (2 patients had only baseline data), the mean HAMD
total score was reduced from 27.4 at Day 0 to 10.6 at last assessment (mean decrease
16.8, 95% C.L: 14.9 = 18.6), and to 7.8 at Day 56 in the 69 patients still on treatment. In
order to give a better appraisal of the estimated mean decrease, the two-tailed 95% C.L
for each treatment arm are shown in Figure 1. The between treatment difference in
HAMD total score decrease at last assessment was of 2.4 points (95% C.L: -0.3 + 5.1).

The pattern of improvement of HAMD factors was similar in the reboxetine and
fluoxetine patients. At the last assessment, the greatest treatment differences were seen
in; Factor 111 (Cognitive disturbance) (median difference vs Day 0 of 0.67 [reboxetine
group] and 0.50 [fluoxetine group]) and Factor VI (Sleep disturbances) (median
difference vs Day 0 of 1,00 and 0.67 [reboxetine and fluoxetine group, respectively]).

Absolute and per cent frequency of patients who achieved response or remission is
shown (with 95% confidence intervals) by treatment group over time in Table 25 and at
last assessment in Table 26. The percentage of responders at each visit was similar in the
reboxetine group and the fluoxetine group from Day 14 onwards.

At last agsessment (Table 26), 77.6% of the reboxetine-treated patients and 73.6% of the
fluoxetine-treated patients were classified as responders, while 67.1% and 66.7%,
respectively, were seen to be in remission. The between treatment difference in the
proportion of response was of 4.1 % (95% C.L: -9.1% + 17.2%) in favour of reboxetine.
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The cumulative probability of response (confirmed at all available subsequent
assessments) is plotted according to the Kaplan-Meier method in Figure 2, Patients on
reboxetine and on fluoxetine had a similar cunulative rate of response (p=0.80).

Additional analyses were carried out on the sub-populations of patients classified as
markedly to extremely ill at admission (according to the CGI - Severity of Tiness scale)
and on those characterised as melancholic at admission (possible for 145 of the

168 patients admitted, in view of the missing information on time frame of diurnal
variation (scored as present at the relevant HAMD item)).

The mean decrease at last assessment of the HAMD total score in patients classified as
markedly to extremely ill at admission in the two treatment groups (55 reboxetine,

66 fluoxetine) is shown, together with the 95% confidence interval, in Figure 3. Also in
this sub-population, the mean decrease of the HAMD total score is higher in reboxetine
than in fluoxetine group patients and the difference was of 5.3 points (95% C.L: 2.2 +
8.4). This result excludes inferiority of reboxetine compared with fluoxetine and
indicates an advantage of reboxetine between 2.2 and 8.4 as measured by HAMD scale.

‘The mean decrease at last assessment of the HAMD total score in those patients which
could be classified as melancholic at admission in the two treatment groups
(melancholic/non-melancholic: 39/29 reboxetine, 39/38 fluoxetine), is shown, together
with the 95% confidence interval, in Figure 4. The between treatment difference in
HAMD decrease was of 3.6 points (95% C.L: -0.5 + 7.7).

7.2 Clinical Global Impression
7.2.1 SEVERITY OF ILLNESS

The distribution of the CGI severity scores at each visit in the observed cases is
presented by treatment group in Table 27, while the distribution of the scores at the last
assessment during the study is provided in Table 28. The distribution pattern is clearly
gimilar in the two treatment groups, particularly in the proportion of normal or borderline
cases in the two treatment groups. This corresponds, at last assessment, to 58.5% of the
cases on reboxetine and 56.3% of the cases on fluoxetine.

A shift table of the last value vs Day 0 (Table 29) showed that the CGI severity of illness
had decreased in 87.0% of reboxetine group patients, increased in 1.3% and remained
the same for 11.7% , whereas the CGI severity of illness had decreased in 89.7% of
fluoxetine group patients, increased in 3.4% and remained the same in 6,9%.
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722 GLOBAL IMPROVEMENT

The distribution of Global Improvement scores in CGI at each visit is shown by
treatment group in Table 30. The distribution of last assessment scores is shown in
Table 31.

At last assessment, the percentage of patients who were ‘much improved” and ‘very
much improved’ were 78.0% in the reboxetine group and 75.8% in the fluoxetine group.
The proportion of the patients who had no change of the global improvement were
similar in the two treatment groups (6.5% and 8.0% on reboxetine and fluoxetine,
respectively), as well as the proportion of the ‘minimally worse’ patients (6.5% and 4.6%
on reboxetine and fluoxetine, respectively). Only in the fluoxetine treatment group there
were 3.4% of patients who were ‘much worse’ and ‘very much worse’.

7.23 EFFICACY INDEX

The CGI efficacy index, which was assessed in order to relate therapeutio efficacy and
tolerability, is shown by treatment group at each visit in Table 32. The distribution of
Inst assessment values is shown in Table 33. At last assessment, side-effects were judged
to outweigh efficacy in 10.4% of the reboxetine patients and 11.5% of the fluoxetine
patients. A clear benefit from therapy (EI 2) was obtained in the majority of the
patients in both treatment groups (approximately 64% of the reboxetine-treated and 72%
of the fluoxetine-treated patients).

7.3 Montgomery and Asberg Depression Rating Scale

Summary statistics of MADRS assessment at each visit in the observed cases are shown
in Table 34 (total scores) and Table 35 (individual items). Summary statistics of the last
assessment are given in Table 36 (total scores) and Table 37 (individual items).

The mean total MADRS score was reduced from 17.1 at Day 0 to 5.7 at last assessment
in the 76 reboxetine group patients with at least one assessment in addition to baseline,
and to 4.1 at Day 56 in the 59 reboxetine patients who completed the study. In patients
randomised to fluoxetine, values changed from 16.2 at Day 0 to 6.2 at last assessment
(87 patients), and to 4.3 at Day 56 (69 assessed patients).

74 Efficacy Conclusions

The results of the planned analysis of the study end-point, i.e. the difference vs baseline
of the HAMD total score at the last assessment, indicate the antidepressant efficacy of
reboxetine to be similar to that of fluoxetine in the treatment of major depressive
episodes. Reboxetine was found to be similar to fluoxetine in terms of frequency, rate
and extent of the induced clinical improvement in the total population.

At last assessment, 77.6% of the reboxetine-treated patients and 73.6% of the fluoxetine-
treated patients were classified as responders, while 67.1% and 66.7%, respectively,
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were soen to be in remission. The between treatment difference in the proportion of
response was of 4.1% (95% C.L: -9.1% = 17.2%) in favour of reboxetine.

Additional analyses were carried out in the sub-populations of severe (CGI- severely
illness: markedly to extremely ill at the admission) and melancholic patients. In both
cases, the average improvement observed on reboxetine was greater than the one seen on
fluoxetine. In scvere cases, the difference between treatments was of 5.3 points (95%
C.1: 2.2 + 8.4), while in melancholic patients the difference was of 3.6 points ( 95%
CL:-05+7.7).

At last assessment, the percentage of patients who were ‘amch improved® and ‘very
much improved” were 78.0% in the reboxetine group and 75.8% in the fluoxetine group.
The proportion of the patients who had no change of the global improvement were
similar in the two treatment groups (6.5% and 8.0% on reboxetine and fluoxetine,
respectively), as well as the proportion of the ‘minimally worse’ patients (6.5% and 4.6%
on reboxetine and fluoxetine, respectively). Only in the fluoxetine treatment group there
were 3.4% of patients who were ‘much worse’ and ‘very much worse®.

At last assessment, side-effects were judged to outweigh efficacy in 10.4% of the
teboxetine patients and 11.5% of the fluoxetine patients. A clear benefit from therapy
(EI 22) was obtained in majority of the patients in both treatment groups (approximately
64% of the reboxetine-treated patients and 72% of the fluoxetine-treated patients).

The mean total MADRS score was reduced from 17.1 at Day 0 to 5.7 at last assessment
in the 76 reboxetine group patients with at least one assessment in addition to baseline,
and to 4.1 at Day 56 in the 59 reboxetine patients who completed the study. In patients
randomised to fluoxetine, values changed from 16.2 at Day 0 to 6.2 at last assessment
(87 patients), and to 4.3 at Day 56 (69 assessed patients).

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.

79 reboxetine patients and 89 fluoxetine patients. For clinical and laboratory tests were
analysed only patients with at least one assessment in addition to baseline.

8.1.2 TOTAL DRUG EXPOSURE

As shown in Table 16, of the 79 and 89 patients exposed to reboxetine and fluoxetine, 74
and 82, respectively, were treated for at least 4 weeks, while 59 and 69 were treated for
at least 8 weeks.
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8.2 Adverse Events
8.2.1 ANALYSIS OF ADVERSE EVENTS

The number of patients with adverse events and the number of adverse events during the
study are grouped by sex in Table 38, by age classes in Table 39 and by DSM-III-R
diagnosis in Table 40; 67.1% of the reboxetine patients and 67.4% of the fluoxetine
patients exposed had 221 and 130 adverse events, and an average of 4 and 3 adverse
events per patient, respectively.

Females suffered from adverse events less than males when on reboxetine (64.9% vs
72.7%) and more frequently than males when on fluoxetine (75.0% vs 48.0%). Patients
on reboxetine aged 31 to 45 years had adverse events more frequently than patients who
were aged 18-30 or over 45 (72.4%, 64.3%, 63.9%, respectively). For fluoxetine, both
patient groups aged 18 to 30 and 31 to 45 (69.2% and 70.3%, respectively) had adverse
events more frequently than patients aged over 45 years (64.1%).

Patients with no history of previous depressive illness, diagnosed as Major Depressive
Episodes (296.2) complained of adverse events less frequently than recurrent cases
(296.3), more so on reboxetine (58.1% vs 74.5%) than fluoxetine (66.7% vs 68.1%).

8211 Al Cent Fi

The absolute and per cent frequency of patients suffering from adverse events is grouped
by event and sex in Tables 41 (all events) and 42 (adverse events split by body system,
with relevant events grouped in clusters) and by body system and sex in Table 43.
Among the most frequently reported events (5% of exposed patients in at least one
group), the following were reported more frequently in the reboxetine group than in the
fluoxetine group: dry mouth (34.2% vs 9.0%), constipation (21.5% ws 6.7%),
hypotension and related symptoms (19.0% vs 7.9%), urinary hesitancy/retention (12.7%
vs 1.1%), paraesthesia (6.3% vs 1.1%).

Adverse events more frequently reported in the fluoxetine group than in the reboxetine
group wero agitation/anxiety/nervousness (11.2% vs 3.8%) and diarthoea (6.7% vs
1.3%).

The most relevant between-gender difference was related to the frequency of insomnia,
nauses, tremor, paraesthesia and urinary hesitancy. Insommia was reported by 14.0% of
female patients vs 9.1% of male patients on reboxetine and 14.1% of female patients vs
0% of male patients on fluoxetine. Nausea was reported by 12.3% and 12.5% of female
patients in the reboxetine and fluoxetine groups, respectively, compared with 9.1% of
male patients in the reboxetine group and 4.0% of'male patients in the fluoxetine group.
Tremor was reported by 7.0% of female patients on reboxetine and 7.8% of fluoxetine vs
0% of male patients in both groups; paraesthesia was reported by 8.8% and 1.6% of
female patients on reboxetine and fluoxetine, respectively vs 0% of male patients in both
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treatment groups. Conversely, utinary hesitancy was reported by 27.3% of male
reboxetine patients vs 3.5% of female reboxetine patients, while it was reported by 0% of
male patients vs 1.6% of female patients in the fluoxetine group.

The most frequent adverse events, therefore, were disorders of the gastro-intestinal (GI)
system (36.7% in the reboxetine group and 28.1% in the fluoxetine group), and nervous
system (NS) disorders (27.8% and 28.1%, respectively). Autonomic NS disorders
affected 38.0% and 14.6% of reboxetine and fluoxetine patients, respectively, whilst
psychiatric disorders affected 20.3% and 23.6%, respectively and cardiovasculsr
disorders were reported in 25.3% and 12.4% of reboxetine and fluoxetine patients,
regpectively. Urinary system disorders occurred in 15.2% of the reboxetine patients vs
5.6% of the fluoxetine patients (Table 43).

8212

The occurrence of adverse events is grouped by week of onset and event or body system
in Tables 44, 45 and 46, respectively. The majority of events in both the reboxetine and
fluoxetine groups emerged initially during treatment, within the first week (autonomic
NS disorders, 65.7% and 58.8%, respectively; GI disorders, 67.5%, 34.1%; central and
peripheral NS disorders, 44. 1%, 24.3%; psychiatric disorders, 40.0%, 22.2%;
cardiovascular disorders, 33.3%, 30.8%, urinary system disorders, 64.3%, 20%).

8213 i

The cumulative rigk of developing the first adverse event, as well as adverse event
clusters or individual events reported in at least 5% of the patients in at least one
treatment group is described according to the Kaplan-Meier method and analysed by the
log-rank test in Figures 5 to 18. As shown in Figure 5, the cunmlative risk of developing
at least one adverse event is sfightly higher in the reboxetine group compared with the
fluoxetine group (particularly during the early stages of treatment), but not significantly
so (p = 0.307). As for individual events or clusters, the cumulative risk is significantly
higher on reboxetine than on fluoxetine for dry mouth (p = 0.0001), constipation (p =
0.004), urinary hesitancy/retention (p = 0.003) and hypotension and related symptoms
(p=0.035). In addition, the cumulative risk is higher, but not significantly so, in
reboxetine than in fluoxetine patients for paraesthesia (p = 0.067) and, conversely, it is
higher in fluoxetine patients for diarrhoea (p = 0.076) and agitation/anxiety/nervousness
(p =0.073).

8.2.1.4 Dose-relationship

The absolute frequency of adverse events is grouped by maximal severity and by dose
taken on the onset day and in the three preceding days in Table 47. For none of'the
events and treatments is there any indication of increased frequency or severity in
patients switched according to the protocol to the higher dose level, corresponding to
10 mg/day for reboxetine and to 40 mg/day for fluoxetine.
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5 imal S

The maximal severity of adverse events is grouped by sex, age and DSM-III-R
classification in Table 48 and event or body system in Tables 49 and 50, respectively.
Events on reboxetine and fluoxetine were most frequently of moderate severity (56.6%
and 60.0%, respectively), severe events accounting for 24.5% and 20.0% of the
occurrences of these patient groups. There were no major between-gender differences
for severity of adverse events in the fluoxetine group. In the reboxetine group, the
events of mild and moderate severity were more frequent in male than in female patients
(25.0% vs 16.2% and 62.5% vs 54.1%, respectively), while severe events were more
frequently reported in female patients (29.7% vs 12.5%). The severity of events for the
majority of the affected body systems were moderate; 24.5% and 33.3% of the patients
with events on reboxetine and fluoxetine, respectively, for central and peripheral NS
disorders and 30.2% and 18.3% for GI disorders (Table 50). However, 20.0% of
adverse events were also mild for G disorders in the fluoxetine group compared with
15.1% in the reboxetine group.

82.1.6 Duration

Summary statistics of the duration of adverse events are described in Table 51. The
median duration was 12 days for reboxetine and 9 days for fluoxetine. Among the most
frequent events, the median duration was higher in the reboxetine group than in the
fluoxetine group for dry mouth (reboxetine 28 days, fluoxetine 21 days), insomnia

(29 days and 14 days, respectively), constipation (17 days and 13 days, respectively),
blurred vision (28 days and 12 days, respectively) and agitation (19 days and 12 days,
respectively). The median duration was higher in the fluoxetine group than in the
reboxetine for increased sweating (reboxetine 13 days, fluoxetine 21 days), urinary
hesitancy (7 days and 15 days, respectively) and paraesthesia (8 days and 35 days,
respectively).

8.2.1.7 Symptomatic Treatment

As shown in Table 52, 22.2% and 30.0% of the eveats on reboxetine and fluoxetine,
respectively, required symptomatic treatment in 56.6% and 53.3% of affected patients.
Insomnia was the most frequent event leading to symptomatic treatment,

8.2.1.8 Modification of Study Medication gnd Patient Outcome

As ghown in Table 53, no change in study medication was required for 83.7%, 86.1% of
the events for reboxetine and fluoxetine patients, respectively, while the dafly dose was
reduced in 1.8%, 2.8% of the cases, or the treatment temporarily interrupted in 0.5%,
1.7%, respectively. According to the adverse event outcome reported by the
investigator, 11.3% and 5.0% of the cases in the reboxetine and fluoxetine groups,
respectively, contributed to withdrawal. The individual cases of patients withdrawn due
to adverse events are described in Section 8.2.3.2.
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As shown in Table 54, of the 30 and 17 events requiring modification of the study
medication in the reboxetine and fluoxetine groups, the majority (60.0% and 41.2%,
respectively) did not disappear following the modification of the regimen. The patient
outcome (grouped by event and action taken on study medication in Table 55)
corresponds to full recovery in 44.7% (36.7% [reboxetine] and 58.8% [fluoxetine]) of
the cases in both treatment groups following modification of the treatment regimen, and
in 59.3% (55.0% [reboxetine] and 64.4% [fluoxetine]) of the cases of unchanged study
medication. In these cases of unchanged study medication, the event was still present at
last assessment in 26.7% of the reboxetine cases and 20.9% of the fluoxetine cases, or
the patient had incompletely recovered (recovered with sequelae) in 0.5% of the
reboxetine cases and 0.6% of the fluoxetine cases.

8.2.1 lence

The prevalence of adverse events is grouped by week of treatment and event, event
cluster or body system in Tables 56, 57 and 58. Among most frequent events, in keeping
with the selection of the most tolerant population over the treatment period, the
proportion of affected patients tended to decrease during treatment, particularly during
the last two weeks, in all treatment groups, with the exception of dry mouth and
insomnia in the reboxetine group, and of insomnia, increased sweating and tremor in the
fluoxetine group.

The overall prevalence of adverse events in both treatment groups is shown in Figure 19.
The propertion of patients affected by at least one adverse event during the different
weeks of treatment was slightly higher on reboxetine than on fluoxetine, particularly
during the initial 3 weeks and last week of treatment. Only during the fourth week of
treatment the proportion was slightly higher on fluoxetine than on reboxetine.

8.2.1.10 Relationship B Adverse d Medicati

The relationship between adverse events and study medication, as judged by the
investigators on the basis of Karch and Lasagna modified criteria (Enclosure 12 of
Appendix 12.1.1) is described in Table 59. The majority of events in the reboxetine and
fluoxetine groups (35.7%, 31.1%, respectively) were judged possibly related, while
28.5% and 27.2%, respectively, were judged probably related and 0.5% and 2.8%,
respectively, were judged definitely related. Among the most frequent events, the
maximal frequency of definite/probable relationship was present for nausea and relsted
symptoms (31.3%, 56.5%), headache/migraine (22.7%, 21.4%), dry mouth (33.3%,
25.0%), hypotension and related symptoms (40.0%, 22.2%) and constipation (33.3%,
71.4%) for reboxetine and fluoxetine patients, respectively.

822 ADVERSE EVENT SUMMARY

Of the 79 reboxetine patients and 89 fluoxetine patients who received study medication,
53 (67.1%) and 60 (67.4%) patients, respectively, reported a total of 221 (reboxetine),
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and 180 (fAuoxetine) adverse events (4 and 3 events per patient, respectively) (Table 38).
The cumulative risk of occurrence of adverse events was not significantly different
between the two treatment groups (Figure 5). The prevalence of adverse events during
the study indicates a slightly higher proportion of patients with adverse events in the
reboxetine than in the fluoxetine group (Figure 19), particularly in the initial three and in
the final weeks of treatment, and slightly higher on fluoxetine than on reboxetine only in

the fourth week.
8221 ity of A
The maximum severity of adverse events is presented in Tables 48, 49 and 50, and
summarised as follows:
Severity of Adverse Events
Number of Patients
Reboxetine Fluoxetine*
Mild Moderate Severe Mild Moderate Severe
10 30 13 10 36 12
* two patients missing

‘The majority of adverse events were moderate in both groups.
8222 nd Gender-Related Effects

Females suffered from adverse events less than males on reboxetine (64.9% vs 72.7%)
and more frequently than males on fluoxetine (75.0% vs 48.0%) (Table 38). Patients on
reboxetine aged 31 to 45 years had adverse events more frequently than patients who
were aged 18-30 or over 45 (72.4%, 64.3%, 63.9%, respectively). In the fluoxetine
group, the patients aged over 45 years had adverse events less frequently (64.1%) than
both patients aged 18 to 30 and 31 to 45 (69.2% and 70.3%, respectively) (Table 39).

The most relevant between-gender difference was related to the frequency of insomnia,
nausea, tremor, paraesthesia and urinary hesitancy. The adverse events complained of
more frequently by female patients than male patients on reboxetine and fluoxetine ,
respectively were insomnia (14.0%, 14.1% [female patients] vs 9.1% and 0%

[male patients]), nausea (12.3% on reboxetine and 12.5% on fluoxetine [female patients]
v$ 9.1% and 4.0% [male patients]), tremor (7.0%, 7.8% [female patients] vs 0% in both
treatment groups [male patients]) and paraesthesia (8.8%, 1.6% [female patients] vs 0%
in both treatments [male patients]). Urinary hesitancy was reported more by male
patients than female patients (27.3%, vs 3.5%, respectively) in reboxetine-treated
patients, while it was reported by 0% of male vs 1.6% of the female fluoxetine-treated
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patients (Table 41).

8.2.23 Frequently Reported Adverse Events

Adverse events which occurred in 5% or more of the patients in at least one of the
treatment groups are presented by body system in the following table:

Adverse Events Occurring in 5% or More of Patients in at least one Group

Reboxetine Fluoxetine
(a=T79) (n=89)
Body system Adverse event No. of % of No. of % of
patients  patients | patients  patients
withevent exposed | withevent exposed
GI disorders Nausea and related 13 165 15 16.9
symptoms
Constipation 17 215 6 6.7
Diarrhoea 1 1.3 6 6.7
Pgychiatric disorders  Insomnia 10 12,7 9 10.1
Agitation / anxiety 3 38 10 1.2
/ nervousness
Autonomic NS Dry mouth 27 342 8 9.0
disorders
Increased sweating 7 89 7 79
General cardiovascular Hypotension and 15 19.0 7 7.9
disorders related symptoms
Central and peripheral Headache / 17 215 20 25
NS disorders migraine
Tremor 4 5.1 5 56
Paraesthesia 5 63 1 1.1
Body as a whole - Asthenia / fatigue. 4 5.1 5 56
General disorders
Urinary system Urinary 10 12.7 1 1.1
disorders hesitancy/retention
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Headache/migraine and nausea and related symptoms were the most common adverse
events in both groups, with 21.5% and 16.5% for reboxetine patients, respectively, and
22.5% and 16.9% of fluoxetine patients reporting these events. In addition, 34.2% of
reboxetine patients reported dry mouth, 19.0% reported hypotension and related
symptoms, 21.5% reported constipation and 12.7% reported urinary hesitancy/retention;
the corresponding percentages in the fluoxetine group were 9.0%, 7.9%, 6.7% and
1.1%, respectively. Agitation/anxiety/nervousness and diarrhoea were reported more
frequently in the fluoxetine group (11.2% and 6.7%) compared with the reboxetine
group (3.8% and 1.3%).

As for individual events or clusters, the estimate of the cumulative risk of adverse events
(according to the Kaplan-Meier method and log-rank test), is significantly higher on
reboxetine than on fluoxetine for constipation, hypotension and related symptoms, dry
mouth and urinary hesitancy/retention. In addition, the cumulative risk is higher, but not
significantly so, in reboxetine than in fluoxetine patients for paraesthesia and. conversely,
it is higher in fluoxetine than in reboxetine patients for diarrhoea and
agitation/anxiety/nervousness,.

823 SERIOUS ADVERSE EVENTS, DEATHS AND ADVERSE EVENTS
ASSOCIATED WITH WITHDRAWAL

823 i Death

Two patients suffered from serious adverse events during the course of this study:
attempted suicide occurred in one patient of each treatment group. Case histories for
these patients are provided in Appeadix 12.2.1.

8.2.3.2 Adverse Events Associated with Withdrawal

Fifteen patients: 9 reboxetine (11.4%) and 6 fluoxetine (6.7%) had adverse eveats or
intercurrent illnesses cited as the main reason for withdrawal from the study (Table 60).
The nature of the adverse events preseat at withdrawal is summarised as follows:
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Adverse Events Associated with Withdrawal

Treatment Adverse event Patientno, Relationship to
study drug
Reboxetine Gl disorders
Nausea 37 Probable
Vomiting 129 Possible
Constipation 196, 503 Doubtful, Possible
Dyspepsia 387 Missing
Psychiatric disorders
Insommnia 104, 4 Possible, Probable
Sommolence 503 Possible
Suicide attempt 335 Unknown
Autonomie NS disorders
Dry mouth 34, 129, Probable, Missing,
503 Possible
General cardiovascular disorders
Dizziness 196,335,  Unknown,
503 Doubtful, Possible
Central and peripheral NS
disorders
Headache 37 Probable
Paraesthesia 104 Doubtful
Body as a whole
Fever 37 Possible
Rash 387 Possible
Fatigue 503 Possible
Liver and biliary system
disorders
Hepatic enzymes & 4,196 Possible, Unknown
Hepatitis infectious 196 None
Urinary system disorders
Urinary retention 34 Probable
Urinary hesitancy 503 Possible
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Adverse Events Associated with Withdrawal (continued)

Treatment Adverse event Patient no. Relationship to
study drug
Fluoxetine Gl disorders
Nausea 396 Probable
Vomiting 438 Possible
Diarrhoea 438 Posgible
Gastritis 6 Doubtful
Psychiatric disorders
Insomnia 22 Probable
Agitation 396 Possible
Suicide attempt 66 Doubtful
Autonomic disorders
Dry mouth 66 Possible
Increased sweating 66 Possible
Urinary system disorders
Urinary hesitancy 396 Probable
Respiratory disorders
Bronchitis 438 Possible
Upper respiratory tract 391 Missing
infection
Body as a whole
Rash maculopapular 391 Probable

83  Laboratory Tests
83.1 SUMMARY STATISTICS OF LABORATORY VALUES

As shown in Table 61, there were no significant changes compared to baseline for any of
the laboratory tests after one and two months of treatment in the reboxetine group,
although after one month of treatment there was a decrease, but not significant so (p =
0.014) of the CT values (median difference: -0.73 mEqg/1).

A significant (p<0.01) deorease in gamma-GT after one month (median difference: -1.78

U/) and two months of treatment (median difference: -3.69 U/l) was present in the
fluoxetine group.
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832 URINALYSIS

Frequency of abnormal findings at baseline and during the treatment period or at last
assessment, are shown in Tables 62 and 63, respectively. No indication of increased
frequencies of abnormal findings as compared with baseline emerged. In fact, there was
no indication of increased proportions of patients shifting from absence to presence of
albumin, glucose, WBC and RBC compared with baseline, both at the various
assessment intervals (Table 64) and at the last available assessment (Table 65). The
same conclusions apply to the specific gravity of the urine (Table 66 and 67).

83.3 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 period in Table 68.
A statistioally significant shift in the distribution of the frequencies toward lower values
was found for gamma-GT after one and two months of treatment (p<0.01; Maxwell's
test), in the fluoxetine group and for CI after one month of treatment in the reboxetine
group.

834 ABNORMAL LABORATORY VALUES OF CLINICAL RELEVANCE

The distribution pattern of patients with clinically relevant abnormal values is given by
variable and period of treatment in Table 69. 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 vatiables
measured in the reboxetine and fluoxetine groups.

84 Vital Signs
84.1 BLOOD PRESSURE AND HEART RATE

Summary statistics of blood pressure and heart rate values and changes vs baseline at
each visit during the study are presented in Tables 70, 71, 72, 73 and 74. There were no
important trends apparent in mean and median blood pressure and heart rate values and
changes during the study.

The absolute and per cent frequency of patients at each visit showing a modification of
20% or more vs baseline is given in Table 72, while the absolute frequency of patients
showing such a modification accompanied by absolute critical values (=160 or

<100 mmHg for systolic blood pressure; 2100 or <70 mmFig for diastolic blood
pressure; 2100 or <50 beats/min for heart rate) at least once is given in Table 73.

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 in both groups. For heart rate, a higher proportion of patients with at least 20%
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inoreased values vs baseline, as well as such increases associated with values

2100 beats/min was observed during all the treatment period in reboxetine- than in
fluoxetine-treated patients in both positions. A total of 6 patients in the lying position
and 10 in the standing position (8.1% of the 74 and 13.9% of the 72 evaluated patients,
tegpectively) had clinically relevant increases at least once in the reboxetine group vs a
total of | patients in the lying position and 3 patients in the standing position (1.2% of
the 84 and 3.7% of the 82 evaluated patients, respectively) in the fluoxetine group. No
clinically relevant decreases (at least 20% v baseline as well as such decreases associated
with values <50 beats/min) were observed on both treatment groups.

The number and percentage of patients with orthostatic hypotension at each visit is
presented in Table 74. At baseline, the event was present in 1 fluoxetine patient and

2 reboxetine patients. Subsequently, the event had a low frequency at all visits, affecting
a maximum of 7.9% of the reboxetine patients on Day 7 and 1.3% of the fluoxetine
patients on Day 28.

842 BODY WEIGHT

Summary statistics of the body weight values (kg) at the various assessment intervals
during the study are given in Table 75, while the absolute and per cent frequency of
patients showing higher (>2.5 kg), lower (<2.5 kg) or similar values compared with
baseline are given in Table 76. No trends toward modification and no difference between
the reboxetine and fluoxetine groups were apparent.

843 BODY TEMPERATURE

Individual data are reported in Appendix 12.2.2 - Listing 20.0. No changes in
temperature of note were apparent.

8.5 Electrocardiogram

As shown in Table 77, 146 patients (68 of the reboxetine and 78 of the fluoxetine group)
had their ECG recorded at baseline, 14.4% of whom showed at least one ECG
abnormality (16.2% reboxetine and 12.8% fluoxetine). During the study, 132 patients
(61 reboxetine and 71 fluoxetine patients) had their ECG recorded after one month of
treatment, and 120 (56 reboxetine and 64 fluoxetine patients) after two months of
treatment, Of these patients, 16.4% (after one month of treatment) and 16.1% (after
two months of treatment) had at least one ECG abnormality recorded during treatment in
the reboxetine group. The equivalent proportions in the fluoxetine group were 9.9%
(after one month) and 7.8% (after two months). As shown in Table 78, during the study,
the per cent frequency of normalisation of ECG recordings in patients with at least one
abnormality at entry was always consistently higher than the frequency of af least one
newly emerged abnormality in patients with normal tracing at baseline in both treatment
groups. At the last assessment of the study (Table 79), of the 21 patients (11 reboxetine
and 10 fluoxetine) who had had st least one abnormality at baseline, 54.5% on
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reboxetine and 80% on fluoxetine were reported as normal. Among the 125 patients (57
reboxetine and 68 fluoxetine) with normal tracings at baseline, 10.5% of the reboxetine-
and 5.9% of the fluoxetine-treated patients showed at least one abnormality during the

study.

The frequency of individual abnormalities at admission and during the study is shown by
treatment group in Table 80. At screening, individual abnormalities are present in a
maximum of 16.2% (several types) of the 68 cvaluated cases of the reboxetine group and
in 15.4% (several types) of the 78 evaluated cases in the fluoxetine group with a
maximum for sinus bradycardia in both treatment groups (2.9% and 5.1% on reboxetine
and fluoxetine, respectively) and conduction disorder in only the reboxetine group
(2.9%). During treatment, the frequencies of all observed abnormalities were not
modified to any significant extent in each treatment group. As shown in Table 81, at the
last assessment, for all abnormalities and treatment groups, the proportion of newly
observed cases among normal baseline cases is lower than the proportion of normatised
cases among abnormal baseline cases. Newly emerged abnormalities never reported at
baseline occurred in 8 reboxetine patients and 4 fluoxetine patients. The most common
of these was sinus tachycardia (6 reboxetine and 0 fluoxetine) and sinus bradycardia

(0 reboxetine and 2 fluoxetine).

The frequencies of randomised patients with at least one abnormality by abnormality
group during the study is shown in Table 82. At screening, from 1.5% (other disorders)
to 5.9% (conduction disorders, thythm disorders) of the evaluated patients in the
reboxetine group and 2.6% (ischemic signs, conduction disorder and other disorders) to
6.4% (rhythm disorders) in the fluoxetine group showed at least one abnormality of the
indicated groups. During treatment, the frequencies were decreased for all groups in
both treatment groups, except for "rhythm disorders” in the reboxetine group (increased
to 11.5% after one month and to 10.7% after two months of treatment) and for
"conduction disorder" in the fluoxetine group (increased to 4.2% after one month and to
3.1% after two months of treatment). As shown in Table 83, at last assessmeat, the
proportion of newly emerged cases was slightly higher in the reboxetine group (7 thythm
disorders, 1 ischemic sign) than in the fluoxetine group (2 thythm disorders,

2 conduction disorders).

8.6 Safety Conclusions

All the 168 patients who received study treatment were included in the safety analysis
(79 reboxetine, 89 fluoxetine),

The occurrence of newly reported adverse events was similar in both groups during the
study; 53/79 (67.1%) reboxetine group patients reported 221 adverse events compared
with 60/89 (67.4%) fluoxetine patieats who reported 180 adverse events.
Discontinuation associated with adverse event was slightly more frequent in reboxetine
patients (11.4%) than in fluoxetine patients (6.7%). More frequently reported adverse
events by reboxetine-treated patients than fluoxetine-treated patients were dry mouth
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(34.2% vs 9.0%, respectively), constipation (21.5% vs 6.7%), hypotension and related
symptoms (19.0% vs 7.9%), urinary hesitancy/retention (12.7% vs 1.1%) and
paraesthesia (6.3% vs 1.1%). Agitation/anxiety/nervousness and diarthoea were
reported more freguently in the fluoxetine group (11.2% and 6.7%) compared with the
reboxetine group (3.8% and 1.3%).

The majority of adverse events were moderate in both treatment groups. Females
suffered from adverse events less than males when on reboxetine (64.9% vs 72.7%) and
more frequently than males when on fluoxetine (75.0% vs 48.0%). The most relevant
between-gender difference was related to the frequency of insomnia, nausea, tremor and
paraesthesia, complained of mainly by female patients in both treatment groups and
urinary hesitancy, complained of mainly by male patients in the reboxetine group.

The estimate cumulative risk of adverse events (according to the Kaplan-Meier method
and log-rank test) is significantly higher on reboxetine than on fluoxetine for
constipation, hypotension and related symptoms, dry mouth and urinary
hesitancy/retention, In addition, the cumulative risk is higher, but not significantly so, in
reboxetine than in fluoxetine patients for paraesthesia and, conversely, it is higher in
fluoxetine patients than in reboxetine patients for diarthoea and agitation / anxiety /
nervousness.

There were two serious adverse events (attempted suicide occurred in one patient of
each treatment group) during the study.

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 more frequently increased under reboxetine and decreased under fluoxetine.
A total of 6 patients in the lying position and 10 in the standing position (8.1% of the 74
and 13.9% of the 72 evaluated patients, respectively) had clinically relevant increases at
least once in the reboxetine group vs a total of 1 patients in the lying position and 3
patients in the standing position (1.2% of the 84 and 3.7% of the 82 evaluated patients,
respectively) in the fluoxetine group. No olinically relevant decreases (at least 20% vs
baseline as well as such decreases associated with values <50 beats/min) were observed
on both treatment groups.

No indication of effect on cardiac function emerged from ECG recordings.
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9. DISCUSSION

One hundred and sixty-eight patients were admitted to this prospective, double-blind,
randomised, parallel group, multicentre study of reboxetine (4 mg b.i.d.) and fluoxetine
(20 mg 0.d.), and randomised to treatment. A total of 128 patients (76.2%) completed
the study (59 reboxetine and 69 fluoxetine patients). Overall, 40 patients (23.8%)
withdrew, 20 reboxetine patients and 20 fluoxetine patients.

The response to treatment was assessed using the HAMD scale, the CGI and the
MADRS.

The mean HAMD total score was reduced from 28.6 at Day 0 to 9.4 at last assessment,
in the 76 patients randomised to reboxetine who had at least one assessment in addition
to bageline, and to 7.3 at Day 56 in the 59 patients who completed the study. In the

87 patients randomised to fluoxetine with at least one agsessment in addition to baseline,
the mean HAMD total score was reduced from 27.4 at Day 0 to 10.6 at last assessment,
and to 7.8 at Day 56 in the 69 patients still on treatment, The between treatment
difference in HAMD total score decrease at last assessment was of 2.4 points (95%
C.L:-0.3 +5.1).

The percentage of responders at each visit was similar in the reboxetine group (28.0%)
and the fluoxetine group (25.0%) from Day 14 onwards. At last assessment, 77.6% of
the reboxetine-treated patients and 73.6% of the fluoxetine-treated patients were
olassified as responders, while 67.1% and 66.7%, respectively, were seen to be in
remission. The between treatment difference in the proportion of response was of 4.1 %
(95% C.L.: -9.1% + 17.2%) in favour of reboxetine. The cummlative probability of
response (confirmed at all available subsequent assessments), plotted acoording to the
Kaplan-Meier method was a similar rate for patients on reboxetine and on fluoxetine
(p=0.80) among the total population.

The additional analyses, carried out in the sub-populations of severe (CGI - Severity of
Tliness: markedly to extremely ill at the admission) and melancholic patients, suggested
that the reboxetine treatment was superior to the fluoxetine in terms of improvement of
the clinical picture, in both sub-populations, considering the HAMD differences at last
assessment vs baseline. In severe cases (55 reboxetine- and 66 fluoxetine-treated
patients), the between treatment difference was of 5.3 points (95% C.L: 2.2 + 8.4),
definitely different from 0, while in mefancholic patients (melancholic/not melancholic:
39/29 in the reboxetine and 39/38 in the fluoxetine group) the difference was 3.6 points
(95% C.L: -0.5 +7.7).

The percentage of patients who were ‘much improved’ and ‘very mmch improved” at last
assessment were 78.0% in the reboxetine group and 75.8% in the fluoxetine group. The
proportion of the patients who had no change of the global improvement were similar in
the two treatment groups (6.5% and 8.0% on reboxetine and fluoxetine , respectively) as
well as the proportion of the ‘minimally worse® patients (6.5% and 4.6% on reboxetine
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and fluoxetine , respectively). Only in the fluoxetine treatment group there were 3.4% of
patients who were ‘much worse’ and ‘very much worse’,

At last assessment, side-effects were judged to outweigh efficacy in 10.4% of the
reboxetine patients and 11.5% of the fluoxetine patients. A clear benefit from therapy
(EI 22) was obtained in the majority of the patients in both treatment groups
(approximately 64% of the reboxetine-treated patients and 72% of the fluoxetine-treated

patients).
The mean total MADRS score was reduced from 17.1 at Day 0 to 5.7 at last assessment
in the 76 reboxetine group patients with at least one assessment in addition to baseline,

and to 4.1 at Day 56 in the 59 reboxetine patients who completed the study. In patients
randomised to fluoxetine, values changed from 16.2 at Day 0 to 6.2 at last assessment
(87 patients), and to 4.3 at Day 56 (69 assessed patients).

All the 168 patients who received study treatment were included in the safety analysis
(79 reboxetine, 89 fluoxetine). For clinical and laboratory tests were analysed only
patients with at least one assessment in addition to baseline,

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, and ECG.

The ocourrence of newly reported adverse events was similar in both groups during the
study; 53/79 (67.1%) reboxetine group patients reported 221 adverse events compared
with 60/89 (67.4%) fluoxetine patients who reported 180 adverse events.
Discontinuation associated with adverse event was slightly more frequent in reboxetine
patients (11.4%) than in fluoxetine patients (6.7%). More frequently reported adverse
events on reboxetine than on fluoxetine were dry mouth (34.2% vs 9.0% , respectively),
constipation (21.5% vs 6.7%), hypotension and related symptoms (19.0% vs 7.9%),
urinary hesitancy/retention (12.7% vs 1.1%) and paraesthesia (6.3% vs 1.1%).
Agitation/anxiety/nervousness and diarrhoea were reported more frequently in the
fluoxetine group (11.2% and 6.7%) compared with the reboxetine group (3.8% and
1.3%).

The majority of adverse events were moderate in both treatment groups., Females
suffered from adverse events less than males when on reboxetine (64.9% vz 72.7%) and
more frequently than males when on fluoxetine (75.0% vs 48.0%). The most relevant
between-gender difference was related to the frequency of insomnia, nausea, tremor and
paraesthesia, complained of mainly by female patients in both treatment groups and
urinary hesitancy, complained of mainly by male patients in the reboxetine group. The
estimated cummulative risk of adverse events (according to the Kaplan-Meier method and
log-rank test) is significantly higher on reboxetine than on fluoxetine for constipation,
hypotension and related symptoms, dry mouth and urinary hesitancy/retention. In
addition, the cumulative risk is higher, but not significantly so, in reboxetine-treated
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patients than in fluoxetine-treated patients for paraesthesia and, conversely, it is higher in
fluoxetine patients than in reboxetine patients for diarrhoea and agitation / anxiety /
Tervousness.

There were two serious adverse events (attempted suicide occurred in one patient of
each treatment group) during the study.

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 more frequently increased (20% or more) under reboxetine and decreased
under fluoxetine.

No indication of effect on cardiac function emerged from ECG recordings.

71(1185)



090177e1803fla7b\Approved\Approved On: 12-Nov-2002 15:42

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

Pharmacia Document 9550083

10. CONCLUSION

The efficacy of reboxetine and fluoxetine in patients with major depression, when
administered for 8 weeks, as measured by HAMD, MADRS and CGI scales, were
gimilar, in terms of frequency, rate and extent of the induced clinical improvement in the
total population, but additional analyses carried out in sub-populations show reboxetine
treatment to be superior to fluoxetine treatment, in terms of mean decrease of the
HAMD scale at the last assessment, in melancholic and severe patients. In the latter case
the C.1. of the between treatment difference supports the superiority of reboxetine.

The safety profiles of reboxetine and fluoxetine were also similar, as far as vital signs,
haematology and blood chemistry tests and ECG examinations, with the exception of
heart rate, which was more frequently increased on reboxetine and decreased on
fluoxetine.

The frequency of patients with adverse events was similar in the two treatment groups,
while the number of adverse events per patient was slightly higher in the reboxetine
group. The estimated cumulative risk of any adverse events (according to the Kaplan~
Meier method and log-rank test) is similar on reboxetine and fluoxetine, while it was
significantly higher on reboxetine than on fluoxetine for constipation, hypotension and
related symptoms, dry mouth and urinary hesitancy/retention. In addition, the
cumulative risk is higher, but not significantly so, in reboxetine-treated patients then in
fluoxetine-treated patients for paraesthesia and, conversely, it is higher in fluoxetine-
treated patients than in reboxetine-treated patients for diarthoea and
agitation/anxiety/nervousness,
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