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1. INTRODUCTION

A prospective, double-blind, randomised, controlled, parallel group, multicentre and
multinational trial was carried out to assess the activity and tolerability of reboxetine in
comparison with placebo and fluoxetine in patients suffering from Major Depressive Episodes
(DSM-1II-R classification). Patients of either sex, of any race, aged [8 to 65 years, with a
diagnosis of Major Depressive Episode, not accompanicd by psychotic features (DSM-III-R)
with the current episode present for 1-4 months and with a pre-treatment total score for the
2[-item Hamilton Depression Rating Scale (HAMD) = 22, could participate in the study.

Three hundred and eighty-one patients from 33 centres were randomised to treatment with
either reboxetine (126), fluoxetine (127) or placebo (128). Following an initial wash-out period
of 4-14 days (= 3 weeks in case of fluoxetine administration), patients received reboxetine 4
mg b.i.d., fluoxetine 20 mg o.a.d. or placebo for eight weeks. At the end of the 4th Week of
treatment the dose could be increased to 10 mg/day reboxetine or 40 mg/day fluoxetine up to
the end of the study.

Safety and tolerability were assessed by the reporting of adverse events and assessment of vital
signs (supine and standing blood pressure and heart rate), laboratory tests, and ECG. Efficacy
was weekly assessed by using the HAMD Scale, the Clinical Global Impression Scale (CGI),
the Montgomery and Asberg Depression Rating Scale rated by the investigators and by using
the patient Global Impression Scale (GIS), the Social Adaptation Self-evaluation Scale (SASS)
and the Quality of Sleep Evaluation Questionnaire filled in by the patient. The statistical
analysis was focused on the rating scales total scores (change of HAMD total score vs baseline
being the study end-point) and on the frequency of response, defined as at least 50% decrease
compared to the baseline value of HAMD total score, and of remission, defined as a total
HAMD score of 10 or less.

Safety and tolerability results as well as efficacy results coming from the investigator
assessments are reported in report no. 9550080. Patient self-assessment results are reported
separately in this Addendum,

2. DESCRIPTION OF THE PATIENT SELF-EVALUATION INSTRUMENT

The instrument includes 3 different scales/questionnaires: the GIS, the Quality of Sleep
Evaluation Questionnaire and the SASS. The following paragraphs describe the scales and how
information was collected. A patient’s self-assessment booklet was prepared. Translations into
local languages (English, French, ltalian, Portuguese, and Polish) were used. Patient’s self-
asscssment was performed at baseline and then at weekly intervals, for all assessments except
GIS, which was performed for the first time at Day 7.

2.1 Global Impression Scale
The patient global impression score was collected on a ten levels visual-analogue scale. At
each assessment interval the patient was requested to choose a level between 0 and 10

corresponding to his/her degree of glabal improvement with respect to his/her conditions at
entry into the study. A score lower than 5 indicates that the patient’s condition worsened, and

7 (209)
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a score above 5 indicates that his/her condition improved. A score of' 5 corresponds to a global
condition unchanged.

The GIS score, corresponding to the patient’s global assessment of change vs baseline, was
assessed at weekly intervals, from Day 7 on.

2.2 Quality of Sleep

The quality of sleep was assessed by a five items multiple choice questionnaire. The items are
analysed separately, since a total score would be meaningless. Each question was answered
with a score from | (best score) to 4 (worst score). The items concern:

- Time to fall asleep (Immediately, After 15-30 min., After one hour or more, No sleep at all).
- Presence of dreams (Not at all, A little bit, Moderately, All the night).

- Awakenings during the night (No times, 1-2 times for a short period, 1-2 times for a long
period, 3 times or more),

- Quality of rest the morning after (Fully rested, Quite rested, A little bit tired, Tired and
fatigued).

- Quality of sleep (Very good, Good, Fair, Poor).

In addition, in the same CRF form, patients were requested to indicate the time of falling
asleep and of waking up (hour and minute).

2.3 Social Adaptation Self-evaluation Scale

This third part of the self evaluation instrument has been devised to assess the level of social
adaptation of the patients. It includes 20 items, each with 4 levels of choice, from 0 (worst) to
3 (best). Results of the scale validation will be reported elsewhere [Internal Report, in
preparation]. The 20 items allow cotllection of information on many different components of
social adjustement:

- Interest in occupation or home related activities.
- Quality of activities.

- Interest in hobbies/leisures,

- Quality of spare time.

- Interest in family relationships.

- Quality of family relationships.

- Quantity of extra-family relationships.

8 (209)
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- Interest in extra-family relationships.

- Quality of extra-family relationships.

- Value attached to extra-family relationships.
- Interdependence patient-social circle.

- Compliance with social rules,

- Quest for community activities.

- Inquiry/Learning.

- Interest in cultural matters.

- Difficulty in communicating.

- Feeling of exclusion.

- Interest in personal physical appearance.
- Management of resources.

- Organisation of environment.

The information has been analysed item by item as well as globally, computing a total SASS
score.

3. STATISTICAL ANALYSIS

The analysis was intended as an exploratory analysis on secondary efficacy assessments.

Scores and indexes were submitted to ANOVA, to test the between treatments differences of
average values over time and at last assessment. In case of significant F test, a pairwise t test
was used, to test the differences between each pair of treatments (least significant difference
and Bonferroni test). Categorical data were submitted to Chi-Square test of the differences
between fiequencies in the three treatment groups. Indexes of improvement between
assessments were calculated in order to avoid the problem of dependent samples and to take
into consideration possible differences between patients at baseline, defined as [S]:

(Total score at last assessment - Total score at bascline) / Total score at baseline.

9 (209)
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4, RESULTS

4.1 Patients Population

Three hundred eighty one patients were involved in the study. Only 354 patients provided
information on self-assessment. In addition, for 21 patients only baseline information was
provided.

Tn summary, not evaluable patients included:

Not evaluable patients Fluoxetine Placebo Reboxetine
No information provided 11 11 5
Day 0 only * 5 6 10

* index of improvement not evaluable

Some patients did not complete all the scales/questionnaire of the self-assessment instrument at
every visit: therefore the number of patients included in the analysis varies between
assessments. However, all the information collected was analysed.

4.2 Global Impression Scale

42,1 WEEKLY ANALYSIS OF OBSERVED CASES

The number of patients included in the analysis is given below.

Treatment | D7 | DI4 | D21 D28 | D35 | D42 | D49 | D56 [Remission

Fluoxetine 89 86 81 82 77 72 72 68 39
Placebo 91 86 80 78 71 66 60 60 22
Reboxetine | 88 84 81 76 74 06 65 65 45

Total 268 | 256 | 242 | 236 | 222 | 205 | 197 | 193 105

Two hundred seventy four patients provided at least one GIS evaluation.

The average values of the GIS Scale in the three treatment groups at the weekly assessments
are given in Table | and Appendix 1, and depicted hereafter.

10 (209)
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Global Impression Scale (means)
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Up to Day 14, the degree of improvement is similar in the three groups, with no significant
difference between them.

From Day 21 to Day 42, the active treatment groups are significantly different from placebo,
while there is no significant difference between fluoxetine and reboxetine.

From Day 49, the improvement in the reboxetine group appears superior to the fluoxetine
group, but that difference reaches statistical significance only at Day 56.

The rate of improvement is maximal at Day 35 on placebo, at Day 42 on fluoxetine, and at Day
56 on reboxetine.

4.2.2 LAST VALID OBSERVATION

The frequency distribution of GIS scores at last assessment is given by treatment group in
Table 2 of Appendix |. The difference between the three groups is statistically significant
(p=0.005, Chi-Square test).

Mean values of the GIS scores at last assessment are given in Table 3 of Appendix 1. Again
the difference between both active drugs and placebo is statistically significant (p < 0.05),
while the difference between reboxetine and fluoxetine average values is not significant.
However, the median value in the reboxetine group is | point higher than in the tluoxetine and
2 points higher than in the placebo group. The 25% to 75% percentiles of the median scores
are smaller in the reboxetine group, compared to the fluoxetine and placebo groups, and do not
include scores indicating unchanged or deteriorated global condition (5 or less). In fact, as
shown in Table 2, 79.3% of the patients of the reboxetine group have a final score of at least 6,
i.e. corresponding to an improved global condition, compared to 70.7% of the patients of the
fluoxetine group and to 56.4% only of the placebo group.

4.2.3 PATIENTS IN REMISSION

Forty five, 39 and 22 of the 274 analysed patients were in remission at the end of treatment in
the reboxetine, fluoxetine and placebo group, respectively. As shown below, in all treatment

11 (209)
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groups on Day 7 the average GIS value is 6, indicating a perception of quick improvement on
the average in this sub-population. On Day 14 the three treatment groups have a
superimposable mean perception of improvement, while from the third Week on, the pattern of
the mean GIS values becomes more variable, with no important differences between the three
treatment groups.

Mean values by treatment

Treatment | Day 7 | Day 14 | Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56

Fluoxetine 5.86 6.69 7.31 7.54 7.49 8.09 8.31 8.76
Placebo 5.94 6.68 6.78 7.37 7.82 7.84 8.11 8.24

Reboxetine 6.05 6.71 7.58 7.70 8.26 8.53 8.89 8.92

s F
GIS means of patients in remission per week compared a—P
with total patients. =R
9 ..
I
7.
6g
5 O
4 ]
3.
2 s e
1 -
0 — { f —+ = |
1 2 3 4 5 6 7 8

Considering the difference between the sub-populations eventually in remission in the three
groups and the total population, it appears that the sub-population eventually in remission with
placebo and the total patient sample have a perception of improvement rate very similar: the
placebo-treated sub-population eventually in remission seems to have a better initial condition,
but does not secem to recover faster than the global mean trend. The mean perception of
improvement in the two active drug groups is only marginally higher, up to the final
assessment.

4.3 Quality of Sleep

4.3.1 SLEEPING TIME

The use of chioral hydrate (CH) at a dose of 500-1000 mg at night on p.r.n. basis was allowed
according to the protocol. In order to evaluate the possible differences between groups
according to use of CH more accurately, only patients for whom both Day 0 and Day 56
assessments of sleep duration were available have been analysed. Among these patients, 16
patients of the reboxetine, 10 patients of the fluoxetine and 9 patients of the placebo group

12 (209)
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received CH at least once during the study period, while 43, 50 and 44 patients, respectively,
did not.

The average improvement in sleeping time (in minutes) on reboxetine, fluoxetine and placebo
in patients receiving CH and in patients not receiving CH is shown below.

Mean increase of sleep duration in minutes

090177e1803f24f5\Approved\Approved On: 09-Dec-2003 16:12

Group Reboxetine Fluoxetine Placebo
With CH 84.4 92.5 157.2
Without CH 45.8 427 10.7
Total 56.0 51.0 34.0

Difference of sleeping time between D0 and D56

with CH
160 - _ g Without CH

[ === E.

Fluoxetine Placebo Reboxetine

The effect of both active drugs on sleeping time is very clear. The effect of CH is more evident
in the placebo group than in the active treatment groups, the improvement of sleeping time
when CH is added to placebo being more important and statistically significant (p = 0.032).

In the reboxetine and fluoxetine groups, the addition of CH treatment is associated with an
improvement of sleeping time twice as important as no addition, but the difference is not
statistically significant.

Considering the total population, at the end of the study the patients on placebo show a non

significant average increase of sleep duration of 34 minutes, compared to 51 minutes for the
fluoxetine group and to 56 minutes for the reboxetine group.

13 (209)
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4.3.2 QUALITY OF SLEEP: WEEKLY ANALYSIS OF OBSERVED CASES

The frequencies of the scores of the five questionnaire items at weekly assessment intervals are
given in Table 5 by treatment, together with the significant p values of the Chi-Square test, and
the means of scores in Table 4 of Appendix 2. Percent frequencies of patients by couple (1 and
2, 3 and 4) of item score at baseline, as well as at Weeks 4 and 8 are shown hereafter.

Item : Time to fall asleep (% frequency of patients).

Week 0 4 8

score | bhest worst best worst best worst
F 452 54.8 70.7 20.3 76.1 23.9
P 30.9 69.1 52.6 51.6 60.3 39.7
R 39.0 61.0 71.0 29.0 81.5 18.5

A clear-cut improvement of the time to fall asleep is present in the three groups at the Week 4
evaluation, with small improvement thereafter. The distribution of the frequencies in the active
drugs groups is somewhat different from the placebo group in view of the higher frequency of
patients scored 1 (immediate fall asleep) or 2 (after 15-30 minutes) and the lower frequency of
patients scored 3 (after 1 hour or more) at Weeks 4 and 8 compared to baseline. Differences,
however, do reach statistical significance at Weeks 5 and 6 only.

Item : Presence of dreams (% frequency of patients).

Week 0 4 8

score| bhest worst best worst hest worst
F 64.3 357 590.8 40.2 71.6 284
P 47.6 52.4 71.8 28.2 67.2 32.8
R 622 37.8 80.3 19.7 87.7 12.3

The distribution of the frequencies is similar over time in the placebo and fluoxetine groups,
with a small improvement for placebo at Week 4 that disappears at Week 8. Presence of
dreams is clearly lower in the reboxetine group, between treatment difference reaching
statistical significance from Week 4 to 8.

Item : Awakenings during the night (% frequency of patients).

Week 0 4 8

score| bhest worst hest worst best worst
F 393 60.7 68.4 31.6 77.6 22.4
P 28.6 71.4 52.1 47.9 60.3 39.7
R 41.5 58.5 77.0 23.0 87.7 12.3

14 (209)
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From Week 4 to Week 8 some differences between the three groups can be noticed:

- in the reboxetine group, the large majority of the patients scored their sleep either 1 (no
awakenings, 44%) or 2 (1-2 short awakenings, 43%).

- in the fluoxetine group, patients answers were mainly 2 (55%), or 1 (22%).

- in the placebo group, the majority of the patients scored their sleep either 2 (48%) or 3 (1-2
long awakenings, 32%).

A general improvement in the number of awakenings is present from Week 0 to Week 4, with
some differences between the three groups that reach a significant level since Week 5.

Item : Quality of rest the morning after (% frequency of patients).

Week 0 4 8

score | best Worst best worst hest worst
F 21.4 78.0 50.6 49 4 56.7 433
P 20.2 79.8 38.5 Gl.5 50.0 50.0
R 293 70.7 03.2 36.8 80.0 20.0

At Week 0 no difference between the three groups is apparent. At Week 4, the distribution of
the frequencies indicates an improvement in all the three groups, somewhat more marked in the
reboxetine group. At Week 8, some other differences between the three groups are apparent:

- 80 % of patients in the reboxetine group feel fully or quite rested in the morning (score 1 or
2), compared to 57 % in the fluoxetine group and to 50 % in the placebo group.

- About 30% of patients in both placebo and fluoxetine groups feel a little bit tired in the
morning (score 3) vs 12% in the reboxetine group.

The Chi-Square test indicates a signilicant difTerence between treatments at Weeks 3 and 5 to
8.

Item : Quality of sleep (% frequency of patients).

Week 0 4 8

score| bhest Worst hest worst hest worst
F 19.0 81.0 47.6 524 58.2 41.8
P 16.7 83.3 34.6 65.4 448 55.2
R 19.5 80.5 57.9 42.1 73.8 26.2

At Week 0 no difference between the three groups is apparent. At Week 4, the frequency of
patients scoring 3 and 4 (worst) decreases dramatically, particularly on active treatments and
58% of the patients on reboxetine judged their sleep as good or very good (score 1 or 2),
compared to 48 % of the patients on fluoxetine and to 35% of those on placebo.

15 (209)
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This difference is maintained at Week 8, when 74% of the patients on reboxetine rated their
sleep as good or very good, compared to 58% of the patients on fluoxetine and to 45% of
those on placebo.

The Chi-Square test indicates a significant difference between treatments from Week 4 to
Week 8.

4.3.3 HAMD SLEEP-RELATED ITEMS

The HAMD sleep-related items provide information about insomnia (early, middle, late), as
detailed in Appendix 2, Some of the patient groups previously commented are worth
discussing. Only the patients providing information on both Quality of Sleep Evaluation
Questionnaire and HAMD Scale have been selected for the analysis.

The mean values of each item at weekly intervals in the three treatment groups are shown in
the following tables and figures.

Score mean values of early insomnia

Treatment | Day0 | Day7 | Day 14 ] Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56

Fluoxetine 1.35 1.22 1.09 0.90 0.84 0.90 0.91 0.85 0.77
Placebo 1.48 1.39 1.29 1.18 1.17 1.08 0.98 1.13 1.10

Reboxetine 1.22 1.28 1.16 1.11 0.94 0.96 0.80 0.66 0.66

—&— Fluoxetine
—— Placebo
—&— Reboxetine

Early Insomnia : Means by visit.

Visit
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Score mean values of middle insomnia

Treatment | Day0 | Day7 | Day 14 | Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56
Fluoxetine 1.01 0.84 0.76 0.63 0.57 0.60 0.61 0.61 0.55

Placebo 1.13 0.96 0.82 0.83 0.83 0.81 0.71 0.65 0.69
Reboxetine .14 1.31 1.03 1.02 0.81 0.73 0.42 0.55 0.46
—&—Fluoxetine
Middle Insomnia : Means by visit —B—placebo
—&—Rehoxetine

Visit

Score mean values of late insomnia

Treatment | Day0 | Day7 |[Day 14{ Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56

Fluoxetine 0.98 0.76 0.76 0.49 0.51 0.44 0.38 0.41 0.49
Placebo 1.12 1.00 0.83 0.72 0.72 0.68 0.59 0.65 0.67

Reboxetine 1.09 1.01 0.83 0.68 0.57 0.47 0.41 0.38 0.37

. . —&—Fluoxetine
Late Insomnia : Means by visit —&— Placebo

—a&— Reboxetine

12 1

Visit
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The above pattern indicate a greater improvement on active drugs compared to placebo,
though the difference is not significant. As for early insomnia, which reflects depressive
anxiety, as well as for [ate insomnia, which reflects more specifically depressed mood, in the
placebo arm the results indicate maximal effect at Week 6 (Day 42), and deterioration at
Weeks 7 and 8, which is the classical evolution with placebo medication.

Initially during treatment, up to Day 21-35, fluoxetine appears slightly more active than
reboxetine on all sleep items. On the contrary, reboxetine appears slightly more effective at the
last assessment intervals.

In fact, when comparing the mean values of the HAMD items in the three treatment groups at
Day 0 and Day 56, the baseline condition is found to be similar in the three groups, early
insomnia being marginally less severe in the reboxetine group, and middle and late insomnia
less severe in the fluoxetine group, while the Day 56 condition is more severe in the placebo
group than in the active treatment groups for all the three items and only marginally less severe
in the reboxetine than in the fluoxetine group.

DAY TREATMENT EARLY MIDDLE LATE PATIENTS NO.
INSOMNIA INSOMNIA INSOMNIA

Fluoxetine 1.35 1.01 .98 92
Do Rehoxetine 1.22 1.14 1.09 91
Placebo [ .48 1.13 1.12 93
Fluoxetine .77 0.55 (.49 71
D56 Rebuoxetine 0.60 0.46 0.37 65
Placeho 1,10 (.69 0.67 [}

HAMD sleep items at DO and D56.

:’? ; _ Oearly
1’4 1. 2 middle
’ Ll
12+ e
I —“ﬁ’_w
038 T — —
0.6 - L - -
04 - N ) =3
0,2 71 N - e -
0 4 N " 72 1. X L

F DO P DO R DO F D56 P D36 R D56

Several consistencies between the findings from the HAMD insomnia items and the Quality of
Sleep Evaluation Questionnaire are apparent. The effect of treatments on HAMD early
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insomnia item seems to parallel the one on time to fall asleep item with a slight difference in
favour of reboxetine, compared to fluoxetine and placebo. Similarly the improvement of the
HAMD middle insomnia item has a similar pattern to the number of awakenings item.

As shown below, patients in remission on placebo suffer from early rather than late insomnia:

Score mean values of insomnia items in the remission cases of placebo group

HAMD item Day 0 | Day 7 | Day 14 | Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day S6

Early insomnia 1.5 1.31 1.05 1.05 0.84 0.71 0.56 0.89 0.67
Middle insomnia 1.32 1.00 0.74 0.79 0.63 0.41 0.33 0.22 0.28
Late insomnia 1.05 1.00 0.74 0.58 0.53 0.24 Q.11 0.28 0.17

As shown below, the group of patients who received CH was on the average slightly more
severely affected at baseline than the patients who did not receive CH.

GROUP EARLY INSOMNIA | MIDDLE INSOMNIA [ LATE INSOMNIA
Fluoxetine with CH 1.46 1.18 1.25
Fluoxetine without CH 1.30 0.94 0.86
Reboxetine with CH 1.43 1.43 1.33
Rehoxetine without CH 1.11 1.00 0.97
Placebo with CH 1.58 L.16 1.29
Placeho without CH 1.44 1.11 1.03

Day 0 and Day 56 results in patients taking CH and in the whole group are shown below.

DAY TREATMENT EARLY MIDDLE LATE PATIENTS NO.
INSOMNIA INSOMNIA INSOMNIA
Fluoxetine+CH 146 .18 1.25 28
DO Reboxetine+CH 143 143 1.33 30
Placehot+CH 1.58 116 1.29 31
All patients 1.35 1.09 1.06 276
Fluoxetine+CH (.50 0.61 0.56 18
D56 Reboxetine+CH 0.76 0.65 .65 17
Placebo+CH 0.82 0.91 0.64 11
All patients (.84 0.50 0.51 197
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Contrary to the results of the analysis of sleep duration from the Quality of Sleep Evaluation
Questionnaire, the improvement of HAMD sleep-related items is similar in the three treatment
groups.

The principal component analysis (PCA) [1, 2, 9, 10], carried out on the results of the Quality
of Sleep Evaluation Questionnaire and HAMD sleep-related items, indicates relative absence of
concordance between the results coming from the two scales. Indeed, as shown in the Table
reported below, PCA evidentiated three factors. Representation of the items of the two scales
for factors 2 and 3 is given in the figure reported below. The items of two scales clearly reside
in different plans. This global difference between the two groups of items is the result of a
structural difference linked to the principle of the analysis itself, but it shows an opposite
representation of the items from the HAMD Scale and the items from the self-evaluation of
sleep, meaning that the investigator’s point of view about the patient condition was different
from the point of view of the patient about his/her own condition (self- vs hetero-evaluation).
However, PCA results show a negative correlation between HAMD late insomnia and quantity
of dreams, as well as a negative correlation between early insomnia and quality of rest.

Score

Factor Time to fall | Quantity of | Number of Quuality of Quility of 1LAMD HAMD HAMD
asleep dream awakenings vest sleep early middle late
by night i i i i i i

Factor 1| 0.19 0.11 0.20 0.19 0.22 0.17 0.18 0.18

Factor2| 0.21 0.86 0.10 -0.09 -0.01 -0.07 -0.30 -0.39

Factor 3| 0.22 0.00 -0.09 -0.58 -0.32 0.73 0.37 -0.18
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PCA of the data set holding HAMD sleep items and QS ones.

Factor map F2 (X axis) - F3 (Y axis)

Early i
Middle
"
- Aslcep
A, S B
Z ) g\somnia Drcaming
Slecp eg_
Rest 2 E
Factor 2
Item definition in the graph
Early HAMD carly insomnia
Middle HAMD middle insomnia
Late HAMD fate insomnia
Asleep Time to fail asteep
Dreaming Quantity of dream
Insomnia Number of awakenings
Steep Quality of sleep
Rest Quulity of rest
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4.4 Social Adaptation Self-evaluation Scale

4.4.1 WEEKLY ANALYSIS OF OBSERVED CASES

Mean value of SASS fotal scores.

15 —B—Fuoxetine |

10 + e i ‘ : | ¥ Placebo

B o e . . .| 8—Reboxetine |

0 — A b A - L —
DO D7 D14 D21 D28 D35 D42 D49 D56

The statistical significance (p value) of the individual comparisons is indicated below.

COMPARISON D7 | DI4 | D21 | D28 | D35 | D42 | D49 | DS6
Placebo vs Fluoxetine 0.02710.03410.018 |0.0014] 0.001 |0.005| 0.015 | 0.004
Placebo vs Reboxetine 0.02210.007(0.000| 0.000 | 0.000}0.000| 0.000 [ 0.000
Fluoxetine vs Reboxetine NS | NS |0.022] NS NS [0.003]0.00015| 0.001

As shown above, a statistically significant difference between active drugs and placebo is
present from Day 7 on (p < 0.034 ). From Day 42 until Day 56, the difference between the
average values of total SASS score in the fluoxetine and reboxetine groups is statistically
significant (p < 0.003). Considering the total SASS score at Day 56 statistically significant
differences are present as indicated below:

- Placebo vs Fluoxetine : p=0.001
- Placebo vs Reboxetine : p = 0.000
- Fluoxetine vs Reboxetine : p = 0.009

4.4.2 LAST VALID OBSERVATION, ALL PATIENTS

The distribution of frequencies of total SASS score at the last assessment in all patients is
given by score class [4, 6, 8] and treatment in Table 6 of Appendix 3. A last valid observation
score of 21 to 30 is more frequent on placebo than on active drugs. As to the comparison
between the two active treatments:
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- 28% of the fluoxetine-treated patients and 14% of the reboxetine-treated patients
have a last assessment score between 36 and 40.

- 16% of the patients of the fluoxetine group and 35% of the reboxetine group have a
last assessment score of 41 or more.

In fact the ANOVA results (see Appendix 3) indicate a significant difference between each pair
of the three treatments.

4.4.3 CHARACTERISTICS OF PATIENTS IN REMISSION

SASS total score mean values, patients in remission

_m— Fluoxetine [
| —_@— Placebo
—m—Reboxetine|

e . ,
D14 D21 D28 D35 D42 D49 D56

f t d

The statistical significance (p value) of the individual comparisons is shown below.

COMPARISON D21 D28 D3s D42 D49 D56
Placebo 15 Fluoxetine NS NS NS NS NS NS
Placebo vs Reboxetine NS 0.032 | 0.0035 | 0.0019 0.011 0.0052
Fluoxetine vs Reboxetine 0.044 NS 0.026 0.0 0.0007 | 0.0032

Considering the sub-sample of patients eventually in remission [6], there is no significant
difference between fluoxetine SASS total score and placebo at any of the assessment intervals.
On the contrary, a significant difference between placebo and reboxetine remission groups is
present from Day 28 on (p < 0.032), and between fluoxetine and reboxetine remission groups
from Day 35 on (p < 0.026).

Comparing the remission cases with the non remission cases in the placebo group at Day 0 and
Day 56, differences ot the SASS total score are present as indicated below:

- in placebo-treated patients eventually in remission, there is a significant improvement
at Day 56, compared to Day 0, of 9.4 points (p = 0.0006).

- in patients eventually not in remission the improvement at Day 56 compared to Day 0
is still statistically significant, but is smaller (4.7 points, p = 0.000).
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- at Day 56 the remission group is significantly different from the non remission group
(5.7 points, p =0.012).

- there is no statistically significant difference between the two groups at Day 0
(difference of 1 point).

In conclusion, patients eventually in remission on reboxetine were improved in their social
behaviour as assessed by the total SASS score significantly more than patients eventually in
remission on both placebo and fluoxetine from Day 35 on. The analysis has been therefore
extended to SASS items, in order to identify those responsible for the observed difference
between freatments in the total score.

4.4.4 ANALYSIS OF THE SASS ITEMS

In order to characterize in terms of moditication of the different social adaptation components
the population susceptible of clear-cut improvement of the clinical picture, the Day 0 mean
values of the SASS items of the placebo remission group have been compared with those of all
patients not in remission at the end of the study [3,7].

Remission and non remission cases in the placebo group at Day 0.

B Placebo remission group

1,8000 g Non remission group
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1: Interest in occupation or home activities 11 : Interdependence: patient/social circle
2: Quality of activities 12 : Compliance with social rules

3: Interest in hobbies/leisures 13 : Quest for community activities

4: Quality of spare time 14 : Inquiry/Learning

5 [Interest in family relationships 15: Interest in cultural matters

6 :  Quality of family relationships 16 : Difficulty in communicating

7 : Quantity of extra~family relationships 17 : Feeling of exclusion

8: [Interest in extra-family relationships 18 : Interest in personal physical appearance
9 : Quality of extra-family relationships 19 : Management of resources

—
>

: Value attached to extra-family relationships 20 : Organisation of environment
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A significant difference between the two groups is only present for the items “Value attached
to extra-family relationships" (p = 0.009), and "Organisation of environment" (p = 0.024).

Few other items differentiate the remission from the non remission cases in the placebo group
at Day 0. Compared with the non remission group profile, the remission patients on placebo
have on average more interest in their home or professional activities, and a better quality of
these activities. They have better extra-family relationships (quality, quantity, value attached to
extra-family relationships, quest for community activities), and feel more adequate in terms of
organisation of the environment. On the other hand, the interest in relationships with family
members is lower than in non remission patients, the feeling of exclusion and the difficulties in
communicating are higher. The other items are very similar to those of the non remission
patients.

Comparing the social adaptation profile of patients in remission on fluoxetine and on
reboxetine, it appears that at baseline, there is no difference between the two active drugs on
any items except for "Difficulty in communicating" (about 0.5 point lower in the fluoxetine
than in the reboxetine group). At Day 56, this difference is still about 0.5 point and still
significant.

Mean value of SASS items of patients in remission

with active drugs at D56, B Fluoxetine D56
M Reboxetine D56

1,00

0,50

0,00~

L : Interest in occupation or home activities 11 : Interdependence: patient/social circle
2: Quality of activitics 12 : Compliance with social rules

3: Interest in hobbics/leisures 13 : Quest for community activities

4: Quality of spare time 14 : Inquiry/Learning

5: Interest in family relationships 15: Interest in cultural matters

6 : Quality of family relationships 16 : Difficulty in communicating

7+ Quantity of extra-family relationships 17 : Feeling of exclusion

8: Interest in extra-family relationships 18 : Interest in personal physical appearance
9 : Quality of extra-family relationships 19 : Management of resources

10 : Value attached to extra-family relationships 20 : Organisation of environment
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All items related to the quality of relationships or activities (no. 2, 4, 5, 6, 9, 10, 11, 20) are on
average very similar in the two active treatment groups. For few other items (no. 3, 7, 15, 18)
the reboxetine group is not significantly different from the fluoxetine group. However, the
reboxetine remission group is significantly better (see Table 7) than the fluoxetine remission
group at Day 56 for the following items :

- Interest in occupation or home related activities (p = 0.003).
- Quantity of extra-family relationships (p = 0.021).

- Compliance with social rules (p = 0.025).

- Quest for community activities (p = 0.000).

- Inquiry/Learning (p = 0.009).

- Feeling of exclusion (p = 0.011).

- Management of resources (p = 0.023).

In conclusion, the quality of remission in patients treated with reboxetine appeared superior to
the one associated with fluoxetine treatment in terms of social adaptation as far as interest in
social contacts and activities, including intellectual ones, and improvement in feeling of
exclusion and resources management ability.

4.4.5 THE SASS IMPROVEMENT INDEX

The index of improvement has been calculated in each patient as follows:

(Total score at last assessment - Total score at baseline) / Total score at baseline.

The summary statistics of the improvement index (from Appendix 3) are reported below.

090177e1803f24f5\Approved\Approved On: 09-Dec-2003 16:12

Treatment N Mean SD Median 25%-75% p value <

Fluoxetine 116 0.393 0.591 20% 0/0.74 0.0001
Placebo 116 0.201 0.556 9% -0.06/0.35 0.0

Reboxetine 117 0.477 0.581 23 % 0.06/0.93 0.0001

Both mean values and percent improvement median values are clearly different between the
placebo group and the active treatment groups, the differences between the average values
being statistically significant for both comparisons. While mean and median values in the
reboxetine group are only slightly higher compared to the fluoxetine group (and not
significantly different), the 25%-75% percentiles are different:

- in the fluoxetine group, 50 % of the patients improve more than 20 % of the baseline score
during the study period, and 25 % improve more than 74 % of the baseline score.

- in the reboxetine group, 50 % of the patients improve more than 23 % of the baseline score

during the study period, but 25 % improve their social behaviour more than 93 % of the
baseline score.
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5. DISCUSSION AND CONCLUSIONS

This study, which included 381 out-patients affected by Major Depressive Disorders, followed
for eight weeks, was carried out to assess the efficacy and tolerability of reboxetine compared
to placebo and fluoxetine.

The purpose of the part of the study here reported, based on a self-evaluation method, was to
quantify and compare reboxetine, fluoxetine and placebo effects, as perceived by the patients,
through three scales, the GIS, the Quality of Sleep Evaluation Questionnaire, and the SASS.

The statistical analysis carried out on the results of the GIS self-assessment showed a
significant difference between active drugs and placebo from Day 21, and a statistically
significant difference in favour of rcboxetine with respect to fluoxetine at Day 56. Last
assessment analysis confirmed significant differences between active drugs and placebo, but the
difference between reboxetine and fluoxetine did not reach statistical significance. In the sub-
population of patients eventually in remission, no difference between treatments was apparent.

As for the results of the Quality of Sleep Evaluation Questionnaire, reboxetine and fluoxetine
had a similar effect on sleep duration, in both cases clearly but not significantly superior to
placebo. The association of chloral hydrate resulted most effective in patients on placebo than
in patients on active treatments. The association fluoxetine-chloral hydrate appeared relatively
more effective than the association reboxetine-chloral hydrate, though the difference did not
reach statistical significance.

The number of awakenings during the night was significantly lower in the reboxetine group
than in the fluoxetine and placebo groups from Week 5 on. The between treatments difference
is also significant and in favour of reboxetine as soon as at Week 4 for the quality of rest and
the quality of nocturnal sleep. Comparison of the results from the Quality of Sleep Evaluation
Questionnaire and HAMD sleep-related items proved difficult, and the principal component
analysis suggested that the content of information of the two scales is mostly non concordant.
However, also the pattern of HAMD sleep-related items confirmed the action of the active
drug on sleep disorders, though the differences between treatments do not reach statistical
significance.

Few papers have been published so far on the measurement of the disturbances of social
adaptation, so strictly associated with the depressive illness, and particularly on patient self-
assessment [11]. However, the proposed instruments are quite complex: e.g. the questionnaire
proposed in [11] includes 42 questions and requires 15 to 20 minutes to complete “depending
on the patient’s reading ability and comprehension”. The SASS has been designed to provide a
simple instrument for patient self-assessment and minimise incomplete data collection in the
frame of clinical trials of new antidepressant agents.

The statistical analysis carried out on the total score of the SASS after 8 weeks of treatment
showed significantly greater effect of both active treatments compared to placebo in improving
social behavior and the superiority of reboxetine compared to fluoxetine, These results were
confirmed by the statistical analysis carried out on the last available assessment.
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In the subpopulation of patients eventually in remission, no difference between fluoxetine and
placebo groups emerged, whereas a significantly higher average total score was apparent in the
reboxetine group from Day 28-35 on, indicating higher efficacy of reboxetine on the dimension
of social behavior. The quality of remission in patients treated with reboxetine appeared
superior to the one associated with placebo and fluoxetine treatment in terms of social
adaptation as far as interest in social contacts and activities, including intellectual ones, and
improvement in feeling of exclusion and resources management ability. These results, obtained
in a short term treatment, should be particularly relevant for the long term maintenance therapy
of the depressive disorder aimed at prevention of depressive relapses and recurrences.
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7. APPENDICES
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APPENDIX 1

1. Global Impression Scale

Table 1

GIS: weekly analysis of observed cases,
mean values and p values of the individual comparisons

mean values

Means by Day7 Dayld4 | Day2l | Day28 | Day3S | Day42 | Day49 | DayS6

treatment
Fluoxetine 5.19 5.83 6.59 6.82 0.95 7.29 7.43 7.43
Placebo 5.10 5.51 5.91 6.13 6.37 6.47 6.55 6.60

Reboxetine 5.57 6.27 6.80 7.07 7.30 7.51 7.88 3.05

p values
Day7 Dayl4 | Day2l | Day28 | Day35 | Day42 | Day49 | DayS6
PusF 0.34 0.113 0.002 0.018 0.018 0.003 0.0015 | 0.009
PwR 0.023 0.0014 | 0.0002 | 0.0003 | 0.0014 | 0.000 0.000 0.000
FwR 0.0505 | 0.035 0.22 0.17 0.14 0.075 0.081 0.033
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Table 2

GIS: Frequency distribution of scores at last valid ebservation

Last GIS value Fluoxetine Placebo Reboxetine Total
0 2 (2.27) [ (1.12) 0 3
1 1 (1.14) | 4 (4.49) 1 (1.19) 6
2 1 (1.14) | 4 (449 | 6 (114 11
3 4 (4.55) | 3 (3.37) 2 (2.38) 9
4 8 (9.09 [ 11 (1236) [ 5 (5.95) 24
5 10 (11.36) | 14 (15.73) 4 (4.76) 28
6 5 (5.68) | 14 (15.73) | 7 (8.33) 26
7 17 (19.32) | 14 (15.73) | 15 (17.86) 46
8 14 (15.91) | 15 (16.85) | 14 (16.67) 43
9 17 (1932 | 4 (4.49) | I3 (15.48) 34
10 9 (10.23) | 5 (5.62) |17 (20.24) 31
Total 88 89 84 261
Statistics DF Value Probability
Chi-Square 20 37.166 0.011

Likelihood Ratio of Chi-Square 20 39.818 0.005 (Difference)

32 (209)



090177e1803f24f5\Approved\Approved On: 09-Dec-2003 16:12

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

Pharmacia Document 9550081
Table 3
GIS: Summary statistics of last valid observation
Treatment N Mean SD Median| 25%-75%
Fluoxetine 88 6.83 2.4 7 5-9
Placebo 89 5.88 2.32 6 4-8
Reboxetine 84 7.2 2.46 8 6-9
ANOVA : R-Square = 0.052 F test = 0.001

GIS: last valid observation, between treatment differences and p values

Difference of means Reboxetine-Placebo = 1.326 [CI: 0.45 to 1.8] (significant difference)
Difference of means Fluoxetine-Placebo = 0.953 [CI: 0.09 to 1.8] (significant difference)
(according to LSD and Bonferront test)
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2. Used scale

PATIENT GLOBAL IMPRESSION

From study start my general conditions are:

|

Qe WWORSENED IMPROVED_ 1,
[l
!

0 1 2 3 4 5 6 7 8 9 10

| I | 1 l | | | ! | |

ssmuchas Markedy  Moderately  Slightly  Unchanged Slightly  Moderately Markedy  Asmudhas

one &an one can
imagine imagine
By using the above scale, please write the score corresponding to your present condition

Investigator's signature
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APPENDIX 2
1. Quality of Sleep
Table 4

Mean scores at each weekly assessment interval

Item: Time to fall asleep

Treatment Day 0 | Day 7 | Day 14| Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56
Fluoxetine 2.51 2.46 2.33 2.30 2.17 2.14 2.24 2.13 2.04
Reboxetine 2.51 2.40 2.33 2.14 2.12 2.03 1.88 1.97 1.94

Placebo 2.66 2.58 2.58 2.46 2.44 2.35 2.36 2.33 2.22

Item: Presence of dreams

Treatment Day 0 [ Day 7 | Day 14 | Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56
Fluoxetine 2.23 2.22 2.22 2.2§ 2.30 2.23 2.33 2.35 2.12
Reboxetine 2.23 2.02 2.11 2.05 1.95 1.97 1.85 1.89 1.82

Placebo 2.27 2.25 2.13 2.14 2.21 2.17 2.03 2.13 2.02

Item: Awakenings during the night

Treatment Day 0 | Day 7 | Day 14 | Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56
Fluoxetine 2.75 2.46 2.28 2.23 2.17 2.12 2.24 2.22 2.09
Reboxetine 2.73 2.70 2.38 2.36 2.22 2.08 1.85 1.94 1.72

Placebo 2.89 2.64 2.37 2.34 2.36 2.37 2.30 2.35 2.27

Item: Quality of rest the morning after

Treatment Day 0 | Day7 | Day 14 | Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56
Fluoxetine 3.18 2.89 2.76 2.72 2.48 2.52 2.49 2.42 2.32
Reboxetine 3.01 2.93 2,61 2.52 2.32 2.22 1.94 1.98 2.00

Placebo 3.16 2.97 2,88 2.75 2.72 2.65 2.50 2.68 2.48

Item: Quality of sleep

Treatment Day 0 | Day 7 | Day 14| Day 21 | Day 28 | Day 35 | Day 42 | Day 49 | Day 56

Fluoxetine 3.33 3.06 2.84 2.68 2.59 2.52 2.56 2.33 2.35

Reboxetine 3.22 3.08 2.79 2.64 2.43 2.35 2.07 2.08 2.05

Placebo 3.40 3.19 2.99 2.90 2.88 2.77 2.73 2.73 2.60
35 (209)
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Table §

Percent frequency of patients by score level at each assessment interval

Item : Time to fall asleep

Week 0 1 2

score| I 2 3 4 1 2 3 4 1 2 3 4
F 83 [369] 50 48 | 56 |46.1 {449 34 [ 11.6]|4541419} 12
P 48 [ 26216431 48 | 33 [396([528 | 44 [ 35 329624 1.2
R 1341256573 ] 37 |125] 364 | 50 1.1 [ 108]422 ] 47 0

Week 3 4 5

p=0.03

score 1 2 3 4 1 2 3 4 1 2 3 4
F 11,1 15061358 25 1345731281 1.2 |132] 566|303 0
P 38 | 4751475 12| 6.4 14621449 | 2.6 7 535136.6| 2.8
R 15 S5 | 287 1.3 | 184 (526|276 | 1.3 (243|487} 27 0

Week [ 7 8
p=0.006
score| [ 2 3 4 1 2 3 4 1 2 3 4
F 11.1 | 542 | 34.7 0 18.1 | 5141 30.6 0 164 | 59.7 | 23.9 0
P 62 149214311 15 10 | 483 40 1.7 1121 4831379 1.7
R |242]5761] 18.2 0 20.1 |1 50.8 | 23.1 0 24615691 18.5 0

Cochran Mantel Haenszel Test for general association between item level and
treatment group after adjusting for the visit value : p=0.001.
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Table S (continued)

Item : Presence of dreams

Week 0 1 2

score| [ 2 3 4 1 2 3 4 1 2 3 4
F (262381226 13.1|213[393|348| 45 1741477302 4.6
P 19.1 1405 [ 32.1 | 83 | 231 (374|308 | 88 | 235|424 |294 | 47
R 1951427 (329 | 49 | 26,1 | 51,1 |17.0| 57 | 214|488 |274 | 24

Week 3 4 5

p=0.01 p=0.06

score| [ 2 3 4 I 2 3 4 1 2 3 4
F 173|444 (346| 37 |134{463 (366} 3.7 | 132|513 {31.6] 3.9
P [213] 45 [325] 12 | I8 |538 179103 (19714791282 42
R 25 [462 | 25 | 38 [ 276|526 17.1 | 2.6 |31.1 405284 | O

Week 6 7 8
p=0.05 p=0.02 p=0.07
score| J 2 3 4 1 2 3 4 1 2 3 4
F | 1391472306 83 | 11.1 {514]292| 83 | 179537239 45

P 2464771246 3.1 15 [ 583 25 1.7 2763971293 | 34
R [313}522(134| 3 308508169} 1.5 {323 [554[108] 15

Cochran Mantel Haenszel Test for general association Detween item level and
treatment group after adjusting for the visit value : p=0.001.
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Table 5 (continued)

Item : Awakenings during the night

Week 0 1 2

p=0.01

score| [ 2 3 4 1 2 3 4 1 2 3 4
F 83 | 309|381 |226}|159 284|466 | 9.1 | 198 | 43 [26.7] 10.5
P 95 [19.1 1405|309 | 55 | 41.8 363|165 | 153|423 (294|129
R 8.5 329354232 9.1 |364]295]| 25 107 | 53.6 | 22.6 | 13.1

Week 3 4 5

p=0.02

score 1 2 3 4 ! 2 3 4 1 2 3 4
F 2351407 1247 | 11.1 12564271207 11 {276|408[21.1]10.5
P 125 | 487 | 31.3 | 7.5 [ 16.9 (402|299 | 13 183 | 33.8 | 409 7
R 1751438212 | 17.5121.1 {474 197 | 11.8| 23 54 | 149 | 8.1

Week 6 7 8

p=0.006 p=0.04 p=0.001

score| [/ 2 3 4 1 2 3 q 1 2 K 4
F 25 [ 417 ] 18 1531264375236 125(2241552|104 (119
P 185 ]43.1 | 246 13.8 15 50 20 15 12.1 | 483 [ 328 | 6.9
R [403 (328|254 | .5 [26.1]585[108)] 46 |446|43.1| 7.7 | 4.6

Cochran Mantel Haenszel Test for general association between item level and
treattnent group after adjusting for the visit value : p=0.001.
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Table 5 (continued)

Item : Quality of rest the marning after

Week 0 1 2

score| [ 2 3 4 1 2 3 4 1 2 3 4
F 2.4 19 [ 369|417} 56 258|427 (258 | 93 |33.7|29.1][27.9
P 24 11791369429 44 | 253 (395|308 3.5 2943881282
R 6.1 2321341366} 23 1307386284 ) 48 [464]32.1] 16.7

Week 3 4 5
p=0.04 p=0.10 p=0.02
score|{ [ 2 3 4 1 2 3 4 !/ 2 3 4
F 99 12721444 [ 185 | IL.1 {395 | 37 | 124 | 92 |434 (303 | 17.1
P 1.3 13421493152 | 7.7 [ 308 | 43.6| 179 | 42 | 394 |43.7 | 12.7
R 10 [413 325162 17.1 46,1 25 | 11.8 | 189|473 | 27 6.8
Week 6 7 8
p=0.002 p=0.001 p=0.003
score| 7 2 3 4 1 2 3 4 1 2 3 4
F 97 (444 1333 (125 11.1 4721306 11.1 1239328269164

P 7.7 |415] 40 | 108 | 6.7 [367 (383|183 | 86 [ 414|345 155
R |28.4]507] 164} 45 |33.9] 40 20 | o.1 [ 27.7(523 123} 77

Cochran Mantel Haenszel Test for general association between item level and
treatment group after adjusting for the visit value : p=0.001.
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Table 5 (continued)
Item : Quality of sleep

Week 0 1 2

score| 1 2 3 4 1 2 3 4 1 2 3 4
F 1.2 | 1781274536 34 {202 (438|326 58 |29.1]|40.7]244
P 0 16.7 12261 60.7| 3.3 Il 494 1363 1.2 [ 223|494 |27.1
R 37 [ 158 (354|451 34 [21.6|38.6(364| 36 |345|41.7]202

Week 3 4 5

p=0.04 p=0.02

score| I 2 3 4 1 2 3 4 1 2 3 4
F 99 (284|457 | 16 73 1402 39 | 134132303 [44.7|11.8
P 2.5 25 1525 20 5.1 1295]372 282 7 352 | 31 |268
R 10 | 33.8 35 21211451434 1263|158 |135(459|324| 8.1

Week 6 7 8

p=0.001 p=0.002 p=0.009

score| I 2 3 4 1 2 3 4 1 2 3 4
F 1391306 | 41.7 | 139 [ 153 [ 431|347 | 69 | 209|373 |239]| 179
P 4.6 | 354 | 385|215 5 36.7 | 38.3 20 09 | 379|345 207
R [239]448 | 284 3 308 13691262 6.1 {308 [43.1]169]| 92

Cochran Mantel Haenszel Test for general association between item level and
treatment group after adjusting for the visit value : p=0.001.
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2. HAMD sleep-related items

Improvement of HAMD sleep-related items
at Day 56 vs baseline - all the patients.

Treatment Early Insomnia Middle Insomnia Late Insomnia
Fluoxetine 43 % 45 % 50 %
Reboxetine 46 % 60 % 66 %
Placebo 31 % 39 % 40 %

Improvement of HAMD sleep-related items

at Day 56 vs basceline - remission cases of placebo group.

Early Insomnia

Middle Insomnia

Late Insomnia

Placebo remission
group

55 %

73 %

84 %

Improvement of HAMD sleep-related items

at Day 56 vs baseline - patients taking CH compared to all the patients.

Early Insomnia Middle Insomnia Late Insomnia
Fluoxetine + CH 48 % 48 % 55%
Reboxetine + CH 47 % 55 % 51%
Placebo + CH 48 % 22 % 50 %
All patients 38 % 47 % 52 %
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3. Used scale
QUALITY OF SLEEP

(Self-evaluation Scale)

Instruction: Please answer all questions A - IS by crossing out the appropriate answer.

Please check only answer for each question.

Time of falling asleep: h:  min: time of waking up: h:  min:

Regarding your lust [-2 nights, do you consider that:

A. After having turn off the light you have fallen asleep:

Immediately

After 15-30 minutes
After one hour or more
Not sleep at all

o~

B. Have you been dreaming during the night?

Not at all

A litle bit
Moderately
All the night

e W o~

C. How many times did you awake during the night?

No times

1-2 times for a short period of time
1-2 times for a long period of time
3 times or more

4 bo ~

D. Do you wake up in the morning:

Fully rested and fresh
Quite rested

A little bit tired

Tired and fatigued

oo to

E. Generally, do you think that your sleep was:

Very good
Good
Fair

Paoor

Lo~

Sleep medication (name) duse (mg)

42 (209)
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3. Used scale (continued)

HAMD SLEEP-RELATED ITEMS

4. Insomnia early

0 No difficulty falling asleep.
Complains of occasional difficulty falling asleep - i.e., more than 1/2 hour.
2 Complains of nightly difficulty falling asleep.

—_—

5. Insomnia middle

0 No difficulty.
I Patient complains of being restless and disturbed during the night.
2 Waking during the night - any getting out of bed rates 2 (except for purposes of voiding).

6. Insomnia late

0 No difficulty.
Waking in early hours of the morning but goes back to sleep.
Unable to fall asleep again if hie gets out of bed.

[ S
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APPENDIX 3

1. Social Adaptation Self-evaluation Scale

Table 6

SASS total score at Iast valid observation:
frequency distribution by score class.

090177e1803f24f5\Approved\Approved On: 09-Dec-2003 16:12

Classes Fluoxetine () Placebo (“0) | Reboxetine (%) Total
<20 16 (13) 27 (23) 8 (7) 51
20<.<25 16 (13) 25 (22) 16 (14) 57
25<.<30 14 (12) 23 (20) 15 (13) 52
30<.<£35 19 (16) 13 (1) 21 (18) 53
35<.<40 32 (28) 16 (13) 16 (14) 64
40<.<45 9 (®) 7 () 21 (18) 37
> 45 10 (8) 5 4) 20 (17) 35
Total 116 116 117 349

ANOVA : R-Square = 0.086

F test = 0.0001

Multiple comparison tests (same results with LSD and Bonferroni)

Reboxetine N=117 Mean=35.2
Fluoxetine N=L16 Mean=32.3
Placebo N=116 Mean=27.7

The 3 groups are significantly different between each other with a 5% risk
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SASS index of improvement by treatment:
Student t test.

FwP RysP FrsR
Difference between 0.192 0.275 0.08
mean values
p value 0.0054 0.000 NS
ANOVA : R-Square = 0.039 F test = 0.001

Multiple comparison tests (same results with LSD and Bonferroni)

Reboxetine N=117 Mean=0,48
Fluoxetine N=116 Mean=0.39
Placebo N=116 Mean=0.20

The active drug groups are significantly different from the placebo group with a 0.05 o level,
but they are not different between each other.
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SASS total score mean values - remission and non remission cases.

—a-—F - Remission Mean value of SASS total scores.
45 —-—m& -~ F - Non remission
---&--- P - Remission
-l - P - Non remission e il
40 A R -Remission et
m  R-Non remission . - — /: ———A
PR a7 A
T -:A - A ™~ ]
] L ] |
o .a | |-
20
15 + t t t t t t —
bo b7 D14 D21 D28 D35 D42 D49 D56
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2. Used scale

SOCIAL ADAPTATION SELF-EVALUATION SCALE
(SASS)

You are asked to answer some simple questions, stating what your opinion is at this
moment . Please answer all questions and circle one answer for each question.

Thank you.

1/ Do you have an occupation? YES NO
If "yes":
A. Are you interested in your occupation? YES NO
if "no":

B. How interested are you in your home-related activities?

3- very 2- moderately
I- alittle 0- not at all

2/ Do you pursue this occupation/these activities with:

3-alot of enjoyment? 2- some enjoyment?
1- only a liitle enjoyment? 0- no enjoyment at all?

3/ How interested are you in hobbies/lcisure?
3- very 2- moderately
1-alittle 0- not at all
4/ Is the quality of your spare time:
3- very good? 2- good?
1- fair? 0- unsatisfactory?
5/ How frequently do you seek contact with members of your family (spouse, children,
parents, etc.)?

3- very frequently 2- frequently
|- rarely 0- never

6/ Is the state of relations in your family:

3- very good? 2-good ?
1- fair? 0- unsatisfactory?

48(209)
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7/ Outside of your family, do you have relationships with:

3- many people? 2- some people?
I- only a few people? 0- nobody?

8/ Do you try to form relationships with others:

3- very actively? 2- actively?
1- moderately activity? 0- in no active way?

9/ How -in general - do you rate your relationships with other people?

3- very good 2- good
I- fair 0- unsatisfactory

10/ What value to you attach to your relationships with others?

3- great value 2- some value
1- only a little value 0- no value at all

11/ How often do people in your social circle seck contact with you?

3- very often 2- often
I- rarcly 0- never

12/ Do you observe social rules, good manners, politeness, etc.?

3- always 2- most of the time
1- rarely 0- never

13/ To what extent are you involved in community life (clubs, church, etc.)?

3- full 2- moderately
1- slightly 0- not at all

14/ Do you like searching for information about things situations, and people to
improve your understanding of them?

3- very much 2- moderately
1- not much 0- not at all

15/ Are you interested in scientific, technical, or cultural information?

3- very 2- moderately
1- only slightly 0- not at all

16/ How often do you find it difficult to express your opinions to people?

0- always I- often
2- sometimes 3- never
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17/

18/

19/

20/

How often do you feel rejected, excluded from your circle?
0- always 1- often
2- sometimes 3- never

How important do you consider your physical appearance to be?

3- very 2- moderately
1 not very much 0- not at all

To what extent do you have difficulties in managing your resources and
income?

0- always 1- often

2- sometimes 3 - never
Do you feel able to organise your environment according to your wishes and
needs?

3- very much so 2- moderately
1- not very 0- not at all

That's all. Thank you for answering the questions.

For official use : Total score =
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8. INDIVIDUAL DATA

51 (209)



090177e1803f24f5\Approved\Approved On: 09-Dec-2003 16:12

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

Pharmacia Document 9550081

8. INDIVIDUAL DATA (continued)

8.1 Global Impression Scale (GIS)
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Pat. No.| Treatment | GISO | GIST | GIS2 | GIS3 | GIS4 | GIS5 | GIS6 | GIS? | GIS8
652 F 6 6 8 7 8 8 7 8 7
653 | F 7 7 6 8 8 8 8 8 8
654 | R 7 7 8 10 ) 10 9 10 10
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8. INDIVIDUAL DATA (continued)

8.2  Quality of Sleep
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8. INDIVIDUAL DATA (continued)

8.3 Social Adaptation Self-evaluation Scale (SASS)
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