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LIST OF ABBREVIATIONS AND TERMS

b.id twice daily

BUN blood urea nitrogen

CGl clinical global impression

CRF case record form

DSM-III-R diagnostic and statistical manual - third edition - revised
ECG electrocardiogram

ECT electroconvulsive therapy

gamma GT gamma glutamyl transpeptidase

GCP Good Clinical Practice

HAMD Hamilton depression rating scale

IRB Institutional Review Board

MADRS Montgomery-Asberg depression rating scale
REM rapid eye movement

SD standard deviation

SGOT serum glutamic-oxaloacetic transaminase
SGPT serum glutamic-pyruvic transaminase

T3 triiodothyronine

T4 thyroxine
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SYNOPSIS
Name of Company: Individual study table referring to 9;1?3';) national authority use
Pharmacia Spa part IV of the dossier
Name of finished product: Vol.:
Name of active ingredient(s): Page:
Reboxetine

Title of the study Phase II controlled study of the activity and tolerability of reboxetine in comparison with
placebo in patients hospitalized for Major Depressive Disorder (Protocol ADE 009,
internal report 9550321)

Investigators: S Levine, R Deo, E Stonehill, M Cozzolino, H Mathew, SK Chakravarti, Sharma, PK
Mukherjee

Study centers: No. 7 centers involved in England:
- Oldham & District General Hospital, Oldhain
- Central Middlesex Hospital, London
- Roundwood Day Hospital, Willesden London
- Staincliffe General Hospital, Dewsbury
- St. Luke's Hospital, Huddersfield
- Hartwood Hospital, Shotts
- Monklands Dist. Gen. Hospital, Airdrie

Publication (reference): none

Study period: Nov. 87 - June 89 Clinical Phase: 11

Objectives: To evaluate the antidepressant activity and the tolerability of reboxetine in comparison
with placebo in Major Depressive Episode.

Methodology: A multicenter double blind, parallel group design where in each center subjects were
randomly allocated to experimental treatment in number of 10. The patients received 1
capsule b.i.d (4 mg) from Day 1 to Day 3, 3 capsules daily (6 mg) from Day 4 to Day 7
and 2 capsules b.i.d (8 mg) from Day § do Day 28.

Number of subjects (planned and actual, total and for each treatment): 80 patients to be recruited, 50
patients (33 females and 17 males) entered the study: 26 were treated
with reboxetine while 24 with placebo.

Diagnosis and criteria for inclusion: Patients aged from 21 to 65 with DSM-III diagnosis of Major
Depression Episode with presence of illness for at least one month
and the Hamilton Depressions rating scale total score >18. For each
patient the correspondence with ICD-9 diagnostic classification has
been also reported. Informed consent has been provided from all the
patients.
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SYNOPSIS (continued)

Individual study table referring to | (For national authority use

Name of Company:

Pharmacia Spa part IV of the dossier only)
Name of finished product: Vol.:

Name of active ingredient(s):

Reboxetine Page:

Duration of treatment: 28 days

Test product: Capsules containing reboxetine methanesulphonate
dose: 2 mg (free base)

mode of administration: by oral route

batch no.: SF 898

Reference therapy: placebo capsules

dose: -

mode of administration: by oral route

batch no.: SF 897

Criteria for evaluation:

efficacy criteria: 17-items Hamilton Depression Rating scale (HAMD), Clinical Global Impression (CGI),
Montgomery-Asberg  Depression Rating Scale and Levine-Pilowsky Depression
Questionnaire. The study end point was defined as a decrease of at least 50% of
HAMD total score.

safety criteria: Vital signs (lying and standing heart rate, body weight and body temperature)
laboratory tests, ECG and adverse events were monitored.

Statistical methods: Confidence interval of the between treatment difference in response rate at Day 28
and last assessment and cumulative risk of emergence of adverse events according to
Kaplan-Meier method and log-rank test.
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SYNOPSIS (continued)

Name of Company:

Individual study table referring to | (For national authority use

safety:

Pharmacia Spa part IV of the dossier only)
Name of finished product: Vol.:
Name of active ingredient(s):
. Page:
Reboxetine
Results:
efficacy: In view of the inconclusiveness of the study the analysis of the efficacy assessments has been

limited to the HAMD and CGI rating scale.

At admission the mean HAMD total score was 25.33 (SD 3.55) in the reboxetine group and
25.27 (SD 4.94) in the placebo group. The end point of the study, a 50% decreased of HAMD
total score after 28 days of treatment, was reached by 12 patients (46.1% of the exposed) in the
reboxetine group and by 7 patients (29.2%) in placebo group. At the last assessment the
corresponding figures were respectively 14 (53.8%) and 9 (37.5%) in reboxetine and in placebo
group. As far as the Clinical Global Impression is concerned, at admission, most of the patients
in both group has been judge as “moderately ill” (50% in reboxetine group and 66.7% in
placebo group) or “markedly ill” (25% and 38.5% in placebo group and reboxetine group
respectively). At last assessment, 8.7% of the patients on placebo and 7.7% of patients on
reboxetine were considered “normal”. Only 13% of the patients on placebo were judged to be
“borderline mentally ill” compared to 42.3% on reboxetine. At last assessment the cases much
and very much improved were 34.8% on placebo and 53.9% on reboxetine while the efficacy
index scores were more frequently of 1 or lower in patients treated with placebo (47.8%) than in
patients treated with reboxetine (30.8%). In the latter group the maximum efficacy index of 4
was scored in 23.1% of patients, compared to 13.0% of the cases on placebo.

Fifteen patients of placebo group (62.5%) and 18 in reboxetine (69.23%) complained of 39 and
42 adverse events (AEs), respectively. The most frequently reported AEs (under reboxetine and
placebo respectively) were headache (33.3 and 26.6%), constipation (27.7 and 33.3%), dry
mouth (33.3 and 26.6%), nausea (16.6 and 20%). The analysis of the cumulative risk of
developing the first adverse event during the treatment showed no differences between the two
groups. The maximal severity of AEs more frequently reported was moderate on both reboxetine
(66.7%) and placebo (64.3%). No significant modifications of note were apparent in both groups
on results of laboratory tests. Vital signs and ECG assessment did not indicate differences of any
relevance between the two treatment groups.

Conclusions: Both frequency of response (at least 50% decrease of HAMD total score) and CGI-Severity

of Hiness and Global Improvement distribution of scores suggest antidepressant activity of
reboxetine in comparison with placebo when administered for 4 weeks to hospitalized
patients at fixed-changing doses, with maximum doses of 8 mg/day. The extent of the
difterence vy placebo, as estimated in this sample of 50 patients, is compatible with the study
heing conclusive (i.e. allowing rejection of the null hypothesis) in the foreseen total sample of
40 patients per treatment arin.
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1. INTRODUCTION

Reboxetine (FCE 20124 or (2RS, aRS)-2- [o- (2-ethoxy-phenoxy) benzyl] morpholine)
is a new norepinephrine re-uptake inhibitor, highly potent in the pharmacological tests
predictive of antidepressant activity in patients, such as reserpine antagonism and REM
sleep latency increase [1]. In a model in rodents (prevention of clonidine-induced
hypothermia) where tricyclic antidepressants were effective only after multiple doses, a
single oral administration of reboxetine prevented clonidine-induced effect: on this basis
the compound was hypothesized to exert antidepressant efficacy of faster onset compared
to classical antidepressant agents in patients [1].

Pharmacodynamic studies in healthy volunteers have been carried out using single doses
from 0.2 to 5 mg. The administration of 5 mg was associated with orthostatic
hypotension accompanied by tachycardia. Single doses of 1 and 3 mg reboxetine were
compared to 75 mg of imipramine and placebo in a quantitative EEG and psychometric
study. Reboxetine induced dose-related modifications of EEG power bands and of
performance in psychometric tests suggestive of stimulating properties, while following
imipramine changes consistent with the known sedative activity of the compound were
apparent [2, 3].

Pharmacokinetics studies carried out administering 2 mg of '*C- FCE 20124 to 3
healthy volunteers showed that the compound is mainly eliminated by renal excretion,
with a plasma half life of 13.2h [4]. Steady-state levels are expected to be reached in
three days upon repeated administration.

A dose range finding multicenter 4-week study in 98 patient suffering from major
depressive episodes was carried out with fixed-changing doses, and maximum doses of 4
to 12 mg daily [S]. At the highest dosage hypotension accompanied by dizziness and
tachycardia newly appeared in 5 of the 12 patients exposed. Daily doses of 8 and 10 mg
were associated with maximal therapeutic benefit and minimal side-effects.

The present study was carried out to evaluate the efficacy and tolerability of reboxetine
in controlled conditions in comparison with placebo.
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2. STUDY OBJECTIVES

To evaluate the antidepressant activity and the tolerability of reboxetine in comparison
with placebo in Major Depressive Disorders.

3. INVESTIGATIONAL PLAN
3.1 Study Design and Plan - Description and Rationale

3.1.1  OVERVIEW AND JUSTIFICATION

The study was performed according to a multicenter double-blind, parallel group design
in 4 centers, expected to recruit 20 patients each in a period of 12 months. After an
initial drug-free wash-out period of 7-14 days, patients hospitalized due to a Major
Depressive episode (first episode or recurrence) were randomly allocated to treatment
with either reboxetine or placebo at increasing dosages from 4 mg/day (Day 1-3), to 6
mg/day (Day 4-7), and to 8 mg/day up to Day 28. The response rate (i.e. the frequency
of patients showing > 50% decrease of HAMD total score) at Day 28 was defined as the
study end-point. The total population of 40 patients per treatment arm was expected to
provide the test of the null hypothesis with a power of 0.8 in presence of a difference in
response rate of at least 30%, assuming a placebo response rate of 40% and a 0.05 one-
sided a level.

In view of the very slow recruitment rate (eventually corresponding to 50 patients
included in 18 months) the number of centers was extended to 7, and the protocol was
amended to extend inclusion capacity to day-hospital patients. These actions, however,
did not improve satisfactorily recruitment rate and an interim analysis of the results
obtained in the accrued sample of 50 patients was decided.

The results of the analysis showed a between treatment difference in response rate lower
than 30%, corresponding to 21% at Day 28. However, the calculated 90% confidence
interval (-1/43%) is compatible with the study being conclusive (i.e. allowing rejection
of the null hypothesis) if completed in the initially foreseen sample size.

3.1.2 PROTOCOL AMENDMENTS

As previously mentioned, a protocol amendment was implemented, to extend recruitment
capacity to day-hospital patients.
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3.2 Ethics
32.1 PATIENT INFORMATION

All patients were informed about the nature of the study and protocol requirement and
gave their consent to participation by signing the consent form.

3.3 Study population
3.3.1  INCLUSION CRITERIA

The patients admitted to the study were to be 21 to 65 years old and to fulfil the DSM-
III diagnostic criteria for Major Depression Disorders [6], with presence of symptoms
for at least one month, and with an HAMD total score > 18. The correspondence with
ICD-9 diagnostic classification was also reported for each patient.

332 EXCLUSION CRITERIA

For safety reasons, patients with pathologies known to interfere with the absorption,
distribution, metabolism and excretion of drugs as gastrointestinal, liver, or kidney
diseases were excluded. Important hematopoietic or cardiovascular illness as well as
current evidence of urinary retention, thyroid disease, glaucoma and abnormal findings
in the physical examination, laboratory tests or ECG, were also not compatible with
inclusion in the study.

Patients with an history of brain seizure or brain trauma, hypersensitivity to psychotropic
drugs, with evidence of substance use disorders, and patients who, during the four
weeks prior to inclusion, were treated with any drug with well-defined potential for
toxicity to a major organ, or displayed signs of any important clinical illnesses were also
excluded.

Finally, pregnant or breast feeding women, or patients who participated in clinical trials
with an investigational drugs within the six months preceeding the study were not
admitted.

333 WITHDRAWAL CRITERIA

The patients could discontinue the study in case of deterioration of the clinical status
reported as worsening of CGI-Global Improvement on Day 7 or Day 10. On Day 14, an
unchanged or worsened CGI-Global Improvement could also be considered as a reason
for discontinuation.
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Patients who dropped out because unwilling to continue, for administrative reasons or for
intercurrent medical illness without having completed at least 14 days of drug administration
were to be replaced while patients discontinued for inefficacy or intolerable adverse
reactions were not. At the moment of discontinuation, for any reason, a complete battery of
all clinical tests assessment was performed.

3.4 Treatments

3.4.1 TREATMENTS TO BE COMPARED

Reboxetine and placebo were administered orally in identical capsules, containing 2 mg
of reboxetine plus excipients or excipients only.

342 IDENTITY OF TEST TREATMENTS

Reboxetine (batch no. SF 898) and excipients (placebo batch no. SF 897) were both
manufactured by Farmitalia Carlo Erba.

3.43 DOSE SELECTION AND TIMING

Patients received 1 capsule b.i.d., at 10 a.m. and 8 p.m., from Day 1 to Day 3. If well
tolerated the dosage was increased to 2 capsules in the morning and 1 in the evening
from Day 4 to Day 7 and 2 capsules b.i.d. from Day 8 to Day 28. The study required
hospitalization for at least 14 days to assure adequate monitoring of tolerability of the
experimental treatment. After Day 14, the patient could be discharged in case of
improvement or if necessary at the discretion of the investigator. These patients
continued the treatment as “out-patients” receiving the needed capsules up to the
following visit foreseen at Day 21 and at Day 28.

Day-hospital patients, admitted following the protocol amendement, started treatment on
Monday, and on Friday received the exact number of capsules needed for the treatment
on the following Saturday and Sunday.

344  METHOD OF ASSIGNING PATIENTS TO TREATMENT GROUPS

A randomization list of progressive numbers randomly assigned to one of the two
treatments, balanced in blocks of 4 treatments, was prepared and the study medication
was labeled accordingly. Patients were allocated to the progressive treatment numbers on
the basis of their temporal entry into the study. Investigators were given individual
sealed envelopes, containing the information of the treatment actually administered to
each patient, to be opened in case of emergency necessitating treatment identification.
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345 TREATMENT SUPPLY AND BLINDING

For each patient one bottle containing 105 capsules (maximum needed +3) of either
reboxetine or placebo was provided; the bottles were labeled with the progressive
number of the patient according to the treatment code.

3.5 Treatment Procedures

351  PRE-TREATMENT WASH-OUT

Before starting the experimental treatment a drug-free wash out period of 7 days (14 days
in case of MAOI administration) was required.

3.52 TREATMENT CONDITIONS

The study required hospitalization (including day-hospital following the amendment) for
the initial two weeks of treatment to assure adequate monitoring of tolerability of the
experimental treatment. After Day 14, patients could be discharged in case of
improvement or if necessary at the discretion of the investigator, to continue treatment as
out-patients.

3.53 CONCOMITANT THERAPY

No concomitant medications were allowed to be administered during the study, except
for temazepan at bed-time as sleep inducer.

3.6 Efficacy and Safety Variables

3.6.1 EFFICACY

The efficacy evaluations included the 17-item Hamilton Depression Rating Scale
(HAMD) [7] and the Clinical Global Impression (CGI) [8] assessed on Day 0, 4, 7, 10,
14, 21 and 28, the Montgomery-Asberg [9] Depression Rating Scale, evaluated on Day
0,7, 14, 21 and 28, and the Levine-Pilowsky [10] Depression Questionnaire
administered to the patients on Day 0, 14 and 28.

The end-point of the study was defined as the frequency of decrease of at least 50% of
the total score of the Hamilton Depression Rating Scale (17 items HAMD).
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3.6.2 SAFETY

Safety assessments were carried out throughout the 28 days of treatment, always before
the morning dose.

3.6.2.1 Adverse Events

During the trial all the adverse reactions (AEs) solicited from patients using the AEs
check list (Newly Observed Signs and Symptoms), or spontaneously complained by the
patients, or observed by the investigator, were recorded along with time of onset,
duration, severity, outcome and drug-relationship. The information concerning any
serious AE were promptly reported to the Study Monitor in the UK.

3.6.2.2 Clinical and Laboratory Tests

Vital signs assessment included the measurement of blood pressure and heart rates (both
taken in lying position after 5 minutes rest and 2 minutes after standing-up) and body
temperature on Day 0, 4, 7, 14, 21 and 28 and of body weight on Day 0, 14 and 28.

Standard 12-leads ECG was recorded at pre-treatment and at the end of treatment
(unless cardiac complaints required additional investigations during the study).

Haematology and blood chemistry tests and urinalysis were performed at admission and
on Day 7, 14 and 28. In case of abnormal findings the cause had to be investigated and
the tests repeated. According to the inclusion/exclusion criteria, the thyroid function was
also tested at screening assaying the blood concentration of Ty and T,.

At Day 28, before the morning dose, 5 ml of blood were to be collected in heparinized
tubes for the determination of reboxetine plasma levels at steady-state.

3.7 GCP Compliance

This study has been performed according to the Tokyo revision of Helsinki declaration
and has been approved by the Southampton and South-west Hampshire Health
Authority Committee.

The study was carried out before the formal adoption af GCP guidelines by European
Regulatory Authorities and in the absence of Company standard operating procedures.
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3.8 Statistical Analysis
3.8.1 DETERMINATION OF SAMPLE SIZE

The calculated sample size of 40 patients per group provides the test of the null
hypothesis of no difference in response rate (defined as the frequency of patients showing
a decrease 250 % of the Hamilton Depression Scale total score at Day 28) between the
two treatments with a power of 0.8, i.e. 80% probability of rejecting it in presence of a
between treatments difference in response rate of at least 30%, assuming a 40% response
rate under placebo and 0.05 one-sided alpha level.

3.82  STATISTICAL ANALYSIS

3.82.1 Efficacy Analyses

Statistical tests appropriate for parametric and non parametric data were to be carried out,
including non-parametric test of the between treatment difference in response rate (see
above).

3.82.2 Safety

Descriptive statistics was to be provided. Laboratory tests results were to be classified as
normal or abnormal by comparison with the normal ranges provided by the performing
Laboratory, and frequencies of abnormal results after treatment were to be analysed, if
appropriate.

3.8.2.3 Changes in the Conduct of the Study or Planned Analysis

As mentioned above, following the very slow recruitment rate, the study was
discontinued. The analysis has therefore been limited to the study end-point, in order to
check if the between treatment difference in response rate was compatible with the
hypotheses made for the calculation of the sample size. In view of the small size of the
sample, the 90% confidence interval of the between treatment difference in response rate
at Day 28 and at the last assessment was calculated.

In view of the above, in the present report the documentation and analysis of efficacy
assessments has been limited to the HAMD and CGI scales, while the analysis has been
focused on safety assessments. As to the latter, an additional analysis of the cumulative
risk of emergence of adverse events according to the Kaplan-Meier method and log-rank
test [11] has been provided.
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3.9 Data Management

R&D Biostatistics Dpt. of Farmitalia Carlo Erba was responsible for data processing
and analysis.

CREF data were entered into an IBM 3090 computer through data entry masks generated by
SAS FSP release 6.06 and 6.07.

ECG tracings were classified and subsequently grouped according to the codes reported in
Appendix 12.1.7. Previous and concomitant diseases were coded according to ICD9
dictionary [12]; concomitant drugs according to the Drug Reference List [13]; adverse
events according to the WHO-ART dictionary [14].
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4. STUDY PATIENTS

4.1 Disposition of Patients

Fifty patients entered the study from November 1987 to June 1989 in the 7 centers
involved. Recruitment by centre is shown in Table 1. Twenty-six patients received
reboxetine and 24 placebo.

A total of 37 patients (20 of the reboxetine group and 17 of the placebo group)
completed the 28-day treatment period as foreseen by the protocol, while 6 and 7
patients, respectively, discontinued the study (Table 2). As shown in Table 3, 3 patients
from the placebo group discontinued because of adverse events (patient no. 23 because of
extrasystoles and agitation, patient no. 51 because of fatigue, paraesthesia and
intermenstrual bleeding, patient no. 65 because of macular rash); 3 patients were
withdrawn because of inefficacy, while | patient refused to continue with the treatment.
In the reboxetine group 1 patient dropped out for an adverse event (patient no. 8
paresthesias and cyanosis), 3 patients for inefficacy, 1 patient for administrative reason
and 1 patient for treatment refusal.

4.2 Demographic Data

The reboxetine group included 17 female and 9 male patients while the placebo group
included 16 female and 8 male patients. Patient’s age ranged from 24 to 64 years (mean
45.81, SD 11.30) in the reboxetine group and from 24 to 65 years (mean 47.04, SD
13.48) in the placebo group.

The two groups were also similar as for weight (mean/SD 69.21/11.50 kg in the
reboxetine group and 65.88/18.21 kg in the placebo group) and height (mean/SD
166.63/6.57 cm in the reboxetine and 164.26/9.58 cm in the placebo group (Table 4).

4.2.1  DIAGNOSIS AND HISTORY OF THE DEPRESSIVE DISORDER

Nineteen of the placebo-treated as well as of the reboxetine-treated patients had a
diagnosis Major Depressive Disorder, recurrent (DSM-III 296.3), while 5 patients in the
placebo group and 7 in the reboxetine group were at their first episode (DSM-IIT 296.2)
(Table 5). At the time of admission the severity of illness according to HAMD total
score and CGI-Severity of Illness were similar in the groups (see Tables 12, 14).

The duration of the index episode was somewhat higher in the reboxetine (mean/SD
32.19/83.99 weeks) than in the placebo group (mean/SD 19.63/21.08 weeks) (Table 7).
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The current episode was considered as an “exacerbation of a chronic condition” in 4
patients of the placebo group and 5 of the reboxetine group; a “recurrence of a similar
previous condition” for 14 patient and 13 patient of the reboxetine and placebo group,
respectively; and as “different from any previous episodes” only for 2 subjects treated
with placebo. In both groups for most patients (53.8 vs 58.3%, reboxetine vs placebo)
there were no precipitating external factors contributing to the onset of the current
episode (Table 6).

As for the history of the mental disorder, the number of previous episodes was ranging
from 1 to 20 in the placebo group and from 1 to 12 in the reboxetine group (median 4 in
both cases) (Table 8). The last episode had a relatively lower duration in the reboxetine
(mean/SD 12.15/10.89 weeks) than in the placebo group (mean/SD 24.68/33.12 weeks)
(Table 7).

422 MEDICAL HISTORY

The medical history of the two groups of patients, grouped by body system, is shown in
Table 9. In the placebo and reboxetine groups a total of 10 and 5 disorders, respectively,
were reported. Disorders of the digestive system were the most frequent (3 and 2 cases
in the reboxetine and placebo groups). No major differences between the two groups are
apparent.

423 PREVIOUS ANTIDEPRESSANT TREATMENTS
The frequency of previous antidepressant therapies administered to the patients is

described by active principle in Table 10. As expected, the most frequently prescribed
drugs were tricyclic antidepressant.
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5. STUDY MEDICATION

All the patients, except for two under placebo, have been reportedly treated according to
protocol, i.e. with 4 mg/day in the first 3 days, 6 mg/day from Day 4 to Day 7, and
with 8 mg/day from Day 8 to Day 28 (see Listing no. 15.1). Two patients on placebo
(no. 27, 75) had the daily dose decreased from 8 to 4 mg because of adverse events.
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6. CONCOMITANT MEDICATIONS

All the medications reportedly administered during the study period are summarized by
active principle in Table 11. In both groups the most frequently administered drug was
temazepam, as symptomatic treatment for insomnia. The other drugs have been mainly
administrated because of adverse reactions.
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7. EFFICACY RESULTS

In view of the inconclusiveness of the study the documentation and analysis of efficacy
assessments has been limited to the HAMD and CGI rating scales.

7.1 Hamilton Depression Rating Scale

Summary statistics of HAMD total scores at each visit in the two groups are shown in
Table 12, while summary statistics of HAMD total scores at the last assessment are
presented in Table 13. At admission to the study no difference between the two groups is
apparent: in patients allocated to reboxetine the mean HAMD total score was 25.33 (SD
3.55) while in patients allocated to placebo it was 25.27 (SD 4.94). The mean values to
the total scores were only marginally lower in the reboxetine group compared to the
placebo group on Days 21-28 (14.33-12.56, SD 6.62-8.3 vs 16.63-15.12, SD 6.16-8.28
respectively) as well as at last assessment (14.38, SD 8.9 vs 15.1, SD 8.5).

The “intent to treat” analysis of the frequency of patients reaching the study end-point,
i.e. a decrease of at least 50% of HAMD total score after 28 days of treatment (fully

evaluated cases) as well as at last assessment with respect to patients admitted is given
below.

Absolute and percent frequency of patients with at least 50% decrease of HAMD
total score among patients admitted

Assigned Day 28 last assessment
treatment

placebo 7/24 29.2% 9/24 37.5%
reboxetine 12/26 46.1% 14/26 53.8%
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Results of the calculation of the 90% confidence intervals of the between treatment
differences are given below.

Day 28 last assessment
between lower upper | between treatment | lower | upper
treatment limit limit difference limit limit
difference
16.9% -5% 39% 16.3% -6.5% 40

In the sub-sample of patients completing the study and fully evaluated, the between
treatment difference in response rate is somewhat higher than observed in the “intent to
treat” analysis, as shown below.

Absolute and percent frequency of patients with at least 50% decrease of HAMD
total score among patients completing the treatment period and fully evaluated

Assigned treatment Day 28
placebo 7717 41.2%
reboxetine 12/18 66.7%

7.2 Clinical Global Impression

7.2.1  SEVERITY OF ILLNESS

At entry into the study, most of the patients in both groups have been judged as
“moderately ill” (50% in the reboxetine group and 66.7% in the placebo group), or
“markedly ill1” (38.5% and 25% in the reboxetine and placebo groups, respectively). Only
8.3% of the cases in the placebo group and 11.5% of the cases in the reboxetine group
were judged to be “mildly ill” (Table 14).
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At last assessment, 8.7% of patients on placebo and 7.7% of patients on reboxetine
were considered “normal”. However, only 13% on the patients on placebo were judged
to be “borderline mentally ill”, compared to 42.3% of patients on reboxetine, while
frequency of “mildly ill” cases was similar in the two groups (26.1% on placebo and
26.9% on reboxetine), “moderately ill” patients were 39.1% in the placebo group and
only 7.7% in the reboxetine group. Most severely ill cases were similarly represented in
the reboxetine and placebo groups (Table 15).

Considering the shift of the severity of illness vs Day 0, 10 patients (43.5%) treated with
placebo showed a decrease of severity, 12 (52.2%) patients were unchanged and 1
patient (4.3%) became worse. In the reboxetine group the severity was judged to be

decreased in 19 patients (73.1%), unchanged in 5 (19.2%) and worsened in 2 patients
(7.7%). (Table 16)

7.2.2  GLOBAL IMPROVEMENT

The frequency distribution of global improvement scores vs baseline at each assessment
interval in the observed cases is shown in Table 17, while the corresponding results at
last assessment are given in the Table 18. Among patients treated for 28 days, 6 patients
on placebo (33.3%) and 12 patients on reboxetine (60%) were considered much to very
much improved, 5 patients on placebo and 4 on reboxetine were minimally improved, 4
cases on placebo and 2 on reboxetine were judged to be unchanged, while 3 cases on
placebo and 2 cases on reboxetine were considered to be worsened. At last assessment
again the most relevant between treatment difference is related to much to very much

improved cases, corresponding to 34.8% of the placebo-treated and to 53.9% of the
reboxetine-treated.

7.23  EFFICACY INDEX

The distribution of the Efficacy Index scores at the different time intervals is shown in
Table 19, while results at last assessment are given in Table 20.

At last assessment the Efficacy Index was more frequently of 1 or lower (no net benefit
from treatment) in patients treated with placebo (47.8%) than in patients taking
reboxetine (30.8%). In the latter group the maximum efficacy index of 4 (maximum

efficacy, no side-effects) was scored in 23.1% of the patients, compared to 13.0% of the
cases on placebo.
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724 EFFICACY CONCLUSIONS

Both frequency of response (at least 50% decrease of HAMD total score) and CGI-Severity
of Illness and -Global Improvement distribution of scores suggest antidepressant activity of
reboxetine in comparison with placebo when administered for 4 weeks to hospitalized
patients at fixed-changing doses, with maximum doses of 8 mg/day. The 90% confidence
interval of the between treatment differences of study end-point is compatible with the
study be conclusive (i.e. allowing rejection of the null hypothesis) in the foreseen total
sample of 40 patients per treatment arm.
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8. SAFETY RESULTS
8.1 Safety Population and Extent of Exposure

All treated patients have been included in the safety evaluation.

8.2 Adverse Events
8.2.1 ANALYSIS OF ADVERSE EVENTS

8.2.1.1 Absolute and Per Cent Frequency

As shown in Table 21, 15 patients of the placebo group (62.5%) and 18 in the reboxetine
group (69.23%) complained of 39 and 42 adverse events (AEs), respectively.

The most frequently reported AEs, under reboxetine and placebo respectively, were
headache (33.3 and 26.6%), constipation (27.7 and 33.3%), dry mouth (33.3 and
26.6%), nausea (16.6 and 20%), and agitation (20% only under placebo) (Table 22).
Newly reported AEs are grouped by body system in Table 23. No differences between
the two treatment groups are apparent.

8.2.1.2  Cumulative Risk of Emergence of Adverse Events

The analysis of the cumulative risk of developing the first AE during treatment is shown in
Figure 1. No significant difference between the two groups is apparent.

8.2.1.3 Maximal Severity

The maximal severity of AEs is reported by event in Table 24 and by body system in
Table 25. Events were more frequently moderate on both reboxetine (66.7%) and
placebo (64.3%), severe to very severe events being reported in two patients on both
reboxetine (reported events increased sweating, constipation and rash) and placebo
(reported events headache, constipation, nausea and vomiting).

8.2.1.4 Duration

The duration of AEs is described in Table 26. Among most frequent events the median
duration was similar under both treatments, except for dry mouth, constipation, vomiting
and sweating increased, longer lasting on placebo.
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8.2.1.5 Symptomatic Treatment

As shown in Table 27 the adverse events which occurred on placebo required

symptomatic treatment more often than those which occurred on reboxetine (28.2% vs
9.5% of the events).

8.2.1.6 Relationship Between Adverse Events and Study Medication

The relationship between AEs and study medication is illustrated in Table 28. Most of
the newly emerged events on reboxetine (61.9%) and on placebo (48.7%) were judged
by the investigators of “possible/doubtful” relationship with the experimental treatment.
Two cases were judged certainly related: an episode of dry mouth under reboxetine and a

case of constipation under placebo. Events were judged probably related more frequently
on placebo (30.8%) than on reboxetine (11 9%)

8.2.1.7 Modification of Study Medication

Modification of study medication, as a consequence of newly observed symptoms, is
described in Table 29. Six adverse events (15.4%) under placebo (agitation and
extrasystoles in patient no. 23, paresthesia, fatigue and intermenstrual bleeding in patient
no. 51, and rash in patient no. 65) and 2 (4.8%) under reboxetine (paresthesia and
cyanosis in patient no. 8) were associated with discontinuation of the study drug. In the
vast majority of the cases in both treatment groups the treatment regimen was not
modified following the events. However 51.3% of the adverse events occurred under
placebo and 45.2% of those occurred under reboxetine disappeared, while in 25.6 % of
the cases on placebo and in 50% of the cases on reboxetine the newly observed
symptoms were still present at the end of the observation period.

822  SERIOUS ADVERSE EVENTS

No serious events were reported during the study.

8.3 Laboratory Tests

8.3.1  SUMMARY STATISTICS OF LABORATORY VALUES

Summary statistics of results of laboratory tests are given by treatment group and

assessment interval in Table 30. No significant modifications of note were apparent in either
treatment group.
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832 URINALYSIS

Frequencies of normal and abnormal findings of urinalysis tests at the different
assessment intervals and at last assessment are given in Table 31 and 32, respectively.

No increased frequency of abnormal findings during treatment in either group was
noticed.

8.3.3 ABNORMAL LABORATORY VALUES

Frequencies of patients shifted from laboratory tests results below, within, or above the
normal range at baseline to values below, within, or above the normal range at the different
assessment intervals are given by treatment group and assessment interval in Table 33. No
significant modifications were apparent in either treatment group.

8.3.4  ABNORMAL LABORATORY VALUES OF CLINICAL RELEVANCE

Laboratory abnormalities have been defined as clinically relevant according to
standardized criteria. Individual abnormal findings are given, together with the
standardized criteria, in Table 34. Clinically relevant abnormal findings were observed
only occasionally during the treatment period. Possibly worth noting two cases of
lymphocytopenia, one under reboxetine (patient no. 76, from 1.8 thousands/m] at
screen to 0.9 after 4 weeks of treatment) and the second under placebo (patient no. 75,
from 1.4 thousands/ml at screen to 0.7 after 4 weeks of treatment) and one case of
transient thrombocytopenia under placebo (patient no. 27, from 247 thousands/ml at
screen to 93 thousand/ml after one week, back to normal at the following assessment).

8.4 Vital Signs
8.4.1  BLOOD PRESSURE AND HEART RATE

Summary statistic of lying and standing systolic and diastolic blood pressure and heart
rate are shown by assessment interval and treatment group in Table 35. No important
modifications with respect to baseline in either group are apparent.

Frequencies of change of systolic and diastolic blood pressure and of heart rate in lying
and standing position of clinical relevance vs baseline (at least 20% decrease or increase)
are reported in Table 36. Such modifications have been reported only occasionally
throughout the study period in both treatment groups.
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Frequency of patients with orthostatic hypotension (decrease of systolic blood pressure of

at least 30 mmHg from lying to standing) is shown in Table 37. The event was observed
in very few cases in both groups.

8.42 BODY WEIGHT

Summary statistics of body weight values are given by assessment interval and
treatment group in Table 38. No tendency toward modification and no differences
between the two groups were apparent.

843 BODY TEMPERATURE

Summary statistics of body temperature values are given by assessment interval and
treatment group in Table 39. No tendency toward modification and no differences
between the two groups were apparent.

8.5 Electrocardiogram

As shown in Table 40 only 6 patients in the placebo group and 9 patients in the
reboxetine group could be evaluated, having the ECG recorded at screen and at least
once during treatment. Modifications of ECG tracings in each treatment group are
described in Table 41. Newly emerged abnormal findings were observed in 3 patients per
treatment group. In the reboxetine group, ECG signs of repolarization disturbances
(patient no. 73), left anterior hemiblock and myocardial ischemia (patient no. 82) and
left ventricular hypertrophy (patient no. 89) were reported, while in the placebo group

left axial deviation (patient no. 55) and repolarization disturbances (patients no. 65 and
74) were apparent.

8.6 Safety Conclusions

Results of safety assessments, including adverse events, vital signs, laboratory tests and, in a

proportion of patients, ECG recording did not indicate differences of any relevance
between the two treatment groups.
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9. DISCUSSION

This multicenter double-blind, parallel group study was carried out to evaluate the
antidepressant activity and the tolerability of reboxetine in comparison with placebo in
patients affected by Major Depressive Disorder and with a HAMD total score of > 18.
The patients were treated for 28 days with 2 mg capsules of reboxetine in increasing
dosage, from 4 mg/day (Day 1 to Day 3) to 6 mg/day (Day 4 to Day 7) and 8 mg/day
(Day 8 to Day 28). The study end-point was a decrease of at least 50% of the HAMD
total score. Fifty patients entered the study, 26 received reboxetine and 24 placebo.
Among these patients, 17 under placebo and 20 under reboxetine completed the study.

Three placebo-treated and 1 reboxetine treated patients discontinued the study because of
adverse reactions, 3 per treatment group because of inefficacy. In addition 1 placebo-
treated patient refused to continue receiving the experimental treatment, while 1

reboxetine-treated patient witheld his consent and a second one discontinued for
administrative reasons.

According to an “intent to treat” analysis, the frequency of patients reaching the study
end-point, i.e. a decrease of at least 50% of HAMD total score after 28 days of
treatment (fully evaluated cases ), was of 12 out of 26 in the reboxetine group (46.1%)
and 7 out of 24 in the placebo group (29.2%). Therefore the between treatment
difference in response rate at Day 28 (17%, study end-point) was lower than 30%, the
hypothesis made in the calculation of the sample size. However, the calculated 90%
confidence interval (-5+39%) is compatible with the study be conclusive (i.e. allowing

rejection of the null hypothesis) if completed in the initially foreseen sample of 80
patients.

Considering the sub-sample of patients completing the study and fully evaluated, the
between treatment difference in response rate is somewhat higher than the one observed
in the “intent to treat” analysis: in fact in this case the percent frequency of response is of
66.7% on reboxetine, compared to 41.2% on placebo.

The most important differences between reboxetine and placebo were apparent from the
CGI-Severity of Illness scores at last assessment in comparison with baseline: in 73.1%
of the reboxetine-treated cases vs 43.5% of the placebo-treated cases the severity was
judged to be decreased, while in 19.2% vs 52.2%, respectively, it was considered
unchanged and in 7.7% vs 4.3% worse.

Reboxetine did not show any effect of clinical relevance on laboratory tests, vital signs,
and, in the small sample of evaluable cases, ECG.
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The occurrence of newly observed symptoms during the study period did not differ
between the two treatment groups.
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10. CONCLUSION

Both frequency of response (at least 50% decrease of HAMD total score) and CGI-Severity
of Illness and -Global Improvement distribution of scores suggest antidepressant activity of
reboxetine in comparison with placebo when administered for 4 weeks to hospitalized
patients at fixed-changing doses, with maximum doses of 8 mg/day. The extent of the
difference vs placebo, as estimated in this sample of 50 patients, is compatible with the
study be conclusive (i.e. allowing rejection of the null hypothesis) in the foreseen total
sample of 40 patients per treatment arm.
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PHARMACIA CNS R&D
9550321
REBOXETINE - PROTOCOL ADEOY
Table No.: 4

DEMOGRAPHIC DATA

Assigned treatment Age Height Height
Fomale Male Total Female Male Total Female Male Total

Placebo No 16 8 24 16 ? 23 14 5 19
Unknown 0 0 1] 0 1 1 2 3 5
Mean 44.06 53.00 47.04 64.61 68.80 65.88 161.43 172.20 164.26
STD 13.57 11.89 13.48 21.15 9.10 18.21 6.38 13.20 9.58
Median 42.50 58.50 46.50 61.20 71.00 66.00 160.50 170.00 162.00
Min 24.00 33.00 24.00 36.70 52.00 36.70 153.00 156.00 153.00
Max 65.00 64.00 65.00 119.00 78.00 119.00 172.00 190.00 190.00

Reboxetine |No 17 9 26 15 8 23 13 6 19
Unknown 0 [} 0 2 1 3 4 3 7
Mean 48.06 41.56 45.81 67.57 72.30 69.21 165.85 168.33 166.63
STD 10.37 12.36 11.30 11.46 11.65 11.50 5.70 8.50 6.57
Median 50.00 41.00 44.00 67.00 70.75 68.00 167.00 169.00 168.00
Min 31.00 24.00 26.00 50.00 56.90 50.00 155.00 155.00 155.00
Max 63.00 64.00 64.00 95.00 96.00 96.00 175.00 178.00 178.00

e

woight and height at screening visit
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PHARMACIA CNSQRRG§(0321

REBOXETINE - PROTOCOL ADEO9
TABLE No.: 8

HISTORY OF MENTAL DISORDERS
Number of previous episodes in patients whose diagnosis is DSM-III = 296.3

Placebo Reboxetine Total
No. 19 19 38
Unknown 0 ] ]
Mean 4.79 3.89 4.34
STD 4.53 3.18 3.89
Median 4.00 4.00 4.00
Min 1.00 1.00 1.00
Max 20 12 20

Lo
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PHARMACIA CNSR$50321

REBOXETINE - PROTOCOL ADE0S
Table No.: 9

MEDICAL HISTORY BY BODY SYSTEM

Body system Assigned treatment

Placebo Reboxetine

INFECTIOUS AND PARASTITIC

DISEASE 1

NERVOUS SYSTEM AND SENSE

ORGANS 1 2
CIRCULATORY SYSTEM 1
RESPIRATORY SYSTEM 1

DIGESTIVE SYSTEM 3 2
GENITOURINARY SYSTEM 2

SKIN AND SUBCUTANEOUS TISSUE 1
MUSCOLOSKELETAL SYS.AND

CONNETIVE TISSUE 1

Total 10 5

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

PHARMACIA CHS;RRD321
REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 1 PATIENT: 3 (SEX: Female)

Assigned treatment: Reboxetine

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value 1) (2)| value ) (2)| value 1) (2){ value 1) (2)

HB -15 (12-16.4) 17.0 3.7 15.3 16.4 15.3
RBC -15 (3.8-5.8) 5.3 4.8 5.1 4.8
HWBC +-30.0 (4-11) 14.1 28.2 13.6 23.6 14.3 30.0 10.5
HBC: L +-30.0 (20-45) 26.8 27.0 28.9 18.6 -7.0
WBC: E 30 (1-6) 2.2 3.0 0.9/ -10.0 3.9
PLATELETS +-30.0 (150-400) 449.0 12.3 471.0 17.7 487.0 21.7 377.0
NA+ +-10.0 (135-150) 142.0 141.0 142.0 140.0
K+ +-15.0 (3.5-5) 4.3 4.2 4.0 4.2
Ca++ +-15.0 (2.1-2.6) 2.1 2.3 2.2 2.2
PO4--~ +-15.0 (0.8-1.5) 0.9 0.9 1.2 1.1
SGOT 100 (2-29) 12.0 13.0 15.0 14.0
SGPT 100 (5-34) 10.0 12.0 14.0 14.0
GAMMA GT 100 (0-65) 23.0 31.0 30.0 33.¢0
ALK. PHOSPH. 100 (30-115) 112.0 11.0 109.0 98.0
GLUCOSE +-30.0 (3.5-10) 6.0 4.0 6.7 5.4
BUN 50 (2.5-7) 3.6 4.6 3.8 3.1
CREATININE 50 (59-120) 72.0 72.0 73.0 73.0
URIC ACID 30 (200-500) 241.0 202.9 203.5 199.2 -0.4
TOT BILIRUBIN 100 (3-20) 8.0 6.0 6.0 3.0
TOT. PROTEINS +-30.0 (60-80) 66.0 70.0 68.0 65.0
ALBUMINE +-30.0 (34-50) 47.0 48.0 48.0 46.0
TOT. CHOLEST. 30 (0-6) 6.2 3.6 5.8 6.1 1.6 6.7 10.9
TRIGLYCERIDES 30 (0.8-2) 1.8 3.3 64.1| (x) 3.6 80.7|(x) 2.8 40.3( (%)
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(1):

% deviation from limits of normal range

(2):

clinical relevance




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

PHARMACIA CN3SBD 321

REBOXETINE - PROTOCOL 20124/ADE0OS
TABLE No.: 34

-ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 1 PATIENT: 1 (SEX: Male)

\ssigned treatment: Placebo

Laboratory tests/X deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value (@ D) (2)| value (& D) (2)| value 1) (2)| value ) (2)

HB -15 (13-18) 15.0 14.5 15.2 15.5
RBC =15 (4-6.5) 5.2 4.5 4.6 4.7
‘WBC +-30.0 (3.9-12) 1.4 7.8 6.7 7.3
WBC: L +-30.0 (20-45) 19.1 -4.5 24.2 26.5 23.5
HBC: E 30 (1-6) 3.9 3.7 4.1 5.0
PLATELETS +-30.0 (100-600) 226.0 242.0 236.0 238.0
NA+ +-10.0 (134-145) 144.0 142.0 140.0 140.0
K+ +-15.0 (3.5-5) 4.0 4.4 4.0 4.2
SGPT 100 (2-29) 16.0 19.0 16.0 18.0
GAMMA GT 100 (0-65) 13.0 17.0 13.0 15.0
ALK. PHOSPH. 100 (30-260) 149.0 118.0 124.0 17.0
GLUCOSE +-30.0 (3.5-10) 4.3 6.4 5.4 5.7
BUN 50 (3-6.7) 3.3 4.3 4.3 5.0
CREATININE 50 (76-120) 76.0 97.0 81.0 96.0
URIC ACID 30 (180-340) 260.1 258.1 264.1 328.3
TOT BILIRUBIN 100 (2-17) 10.0 13.0 17.0 14.0
i TOT. PROTEINS +-30.0 (60-80) 75.0 70.0 74.0 71.0
{ ALBUNINE +-30.0 (35-46) 50.0 8.7 48.0 4.3 51.0 10.9 50.0 8.7
;TOT. CHOLEST. 30 (3.1-5.2) 7.1 36.7|(x) 5.8 12.2 5.8 12.2 5.9 14.1
iTRIGLYCERIDBS 30 (0.5-2) 3.3 64.5| (x) 1.3 1.3 1.3
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(1): % deviation from limits of normal range - (2): clinical relevance




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

PHARMACIA ONSBB 21
REBOXETINE - PROTOCOL 20124/ADE00S

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

CENTRE: 1 PATIENT: 10 (SEX: Male)
Assigned treatment: Placebo
Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value ) (2)} value 1) (2)} value 1) (2)| value 1) (2)
HB -15 (13-18) 14.6 14.0 14.8 14.0
HT -15 (0.4-0.54) 0.4 0.4 0.4 0.5
RBC -15 (4-6.5) 5.0 4.7 5.1 5.7
HWBC +-30.0 (3.9-12) 10.9 10.2 8.5 8.8
KBC: L +-30.0 (20-45) 10.7| -46.5|(x) 9.9 -50.5|(x) 17.2] -14.0 19.0 -5.0
KBC: E 30 (1-6) 7.0 16.7 2.7 2.8 3.0
PLATELETS +-30.0 (100-600) 329.0 317.0 340.0 326.0
NA+ +-10.0 (134-145) 143.0 141.0 141.0 140.0
K+ +-15.0 (3.5-5) 4.9 5.0 4.8 4.8
Ca++ +-15.0 (2.2-2.6) 2.4/ 2.6 2.5 2.5
PO4-- +-15.0 (0.8-1.5) 1.0 1.0 1.1 1.1
SGOT 100 (15-37) 17.0 18.0 20.0 26.0
SGPT 100 (2-29) 19.0 20.0 22.0 40.0 37.9
GAMMA GT 100 (0-65) 30.0 32.0 34.0 34.0
ALK. PHOSPH. 100 (30-260) 100.0 80.0 86.0 88.0
GLUCOSE +-30.0 (3.5-10) 5.2 5.1 5.2 5.1
BUN 50 (3-6.7) 7.4 10.4 9.5 41.8 8.8 31.3 6.8 1.5
CREATININE 50 (76-120) 107.0 117.0 106.0 104.0
URIC ACID 30 (189-340) 240.0 248.0 240.0 240.0
TOT BILIRUBIN 100 (2-17) 4.0 5.0 6.0 8.0
TOT. PROTEINS +-30.0 (60-80) 71.0 65.0 66.0 70.0
ALBUMINE +-30.0 (35-46) 45.0 43.0 42.0 44.0
TOT. CHOLEST. 30 (3.1-5.2) 6.2 19.2 6.3 21.2 6.3 21.2 6.4 22.3
TRIGLYCERIDES 30 (0.5-2) 1.9 2.0 1.9 1.9
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARNACIA CRESERD321

REBOXETINE - PROTOCOL 20124/ADE00S
TABLE No.: 34

-ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

CENTRE: 1 PATIENT: 12 (SEX: Male)
Assigned treatment: Reboxetine
Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14
value ) (2)| value 1) (2)| value 1) 2)

HB -15 (13-18) 16.6 16.0 15.8
RBC -15 (4-6.5) 5.4 6.8 4.6 6.9 6.2
WBC +-30.0 (3.9-12) 6.8 5.5 5.8
WBC: L +-30.0 (20-45) 24.0 26.6 28.8
HBC: E 30 (1-6) 5.9 12.6 110.0} (x) 9.2 53.3| (x)
PLATELETS +-30.0 (100-600) 291.0 310.0 306.0
NA+ +-10.0 (134-145) 141.0 139.0 140.0
K+ +-15.0 (3.5-5) 4.2 4.3 4.4
Ca++ +-15.0 (2.2-2.6) 2.6 2.3 2.4
PO4-- +-15.0 (0.8-1.5) 1.0 1.4 1.4
SGOT 100 (15-37) 22.0 16.0 18.0
SGPT 100 (2-29) 29.0 12.0 16.0
GAMMA GT 100 (0-6S) 24.0 5.0 8.0
ALK. PHOSPH. 100 (30-260) 133.0 89.0 88.0
GLUCOSE +-30.0 (3.5-10) 4.9 5.8 5.2
BUN 50 (3-6.7) 3.0 9.0 34.3 6.0
CREATININE 50 (76-120) 106.0 118.0 116.0
URIC ACID 30 (180-340) 240.2 295.8 280.2
TOT BILIRUBIN 100 (2-17) 4.0 2.8 6.0
TOT. PROTEINS +-30.0 (60-80) 76.0 69.0
ALBUMINE +-30.0 (35-46) 54.0 17.4 49.0 6.5 51.0 10.9
TOT. CHOLEST. 30 (3.1-5.2) 4.4 4.4 4.5
TRIGLYCERIDES 30 (0.5-2) 3.2 58.8| (%) 3.2 60.6((x) 3.1 56.1((x)
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(1): % deviation from limits of normal range - (2): clinical relevance



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

PHARMACIA DG RE321

REBOXETINE - PROTOCOL 20124/ADECO9

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

CENTRE: 1 PATIENT: 4 (SEX: Male)
issigned treatment: Reboxetine
Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value (1) (2}| value 1) (2)| value 1) (2)| value 1 (2)

HB -15 (13-18) 15.6 15.7 15.4 15.7
RBC -15 (4-6.5) 5.1 5.0 5.1 5.1
HBC +-30.0 (3.9-12) 7.5 7.1 7.5 7.0
WBC: L +-30.0 (20-45) 30.6 35.9 30.6 36.2
WBC: E 30 (1-6) 7.6 26.7 14.0 133.3| (x) 7.6 26.7 5.0
PLATELETS +-30.0 (100-600) 240.0 249.0 240.0 236.0
Na+ +-10.0 (134-145) 138.0 144.0 139.0 140.0
K+ +-15.0 (3.5-5) 4.0 4.6 4.5 4.6
Ca++ +-15.0 (2.2-2.6) 2.3 2.0 -9.1 2.2 2.3
PO4-- +-15.0 (0.8-1.5) 0.9 0.9 1.1 0.9
SGOT 100 (15-37) 17.0 20.0 18.0 34.0
SGPT 100 (2-29) 34.0 17.2 36.0 24.1 30.0 3.4 30.0 3.4
GAMMA GT 100 (0-65) 29.0 31.0 27.0 30.0
ALK. PHOSPH. 100 (30-260) 137.¢0 132.0 122.0 125.0
GLUCOSE +-30.0 (3.5-10) 12.2 22.0 4.6 5.9 4.6
BUN 50 (3-6.7) 4.5 3.9 3.9 2.3 -23.3
CREATININE 50 (76-120) 82.0 96.0 85.0 82.0
URIC ACID 30 (180-340) 186.8 204.1 187.8 201.1
TOT BILIRUBIN 100 (2-17) 14.0 10.0 8.0 1.0
TOT. PROTEINS +-30.0 (60-80) 70.0 66.0 66.0 67.0
ALBUMINE +-30.0 (35-46) 48.0 4.3 48.0 4.3 47.0 2.2 50.0 8.7
TOT. CHOLEST. 30 (3.1-5.2) 5.4 3.1 6.4 23.0 5.3 1.2 6.4 23.0
TRIGLYCERIDES 30 (0.5-2) 1.9 1.9 1.9 1.9
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7% deviation from limits of normal range
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clinical relevance




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

9550321
PHARMACIA CNS RED

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

CENTRE: 1 PATIENT: 9 (SEX: Male)

Assigned treatment: Placebo
Laboratory test/% deviation max Days of treatment

(range)

Screen 1-7 8-14 15-28
value (& D] (2)| value (& D] (2)| value (&) (2)| value 1) (2)

HB -15 (13-18) 14.7 14.7 14.6 14.9
HT -15 (0.4-0.54) 0.3] -22.5[(x) 0.3| -20.2](x) 0.3] -16.5|(x) 0.3 -25.5|(x)
RBC -15 (4-6.5) 4.8 4.8 4.9 4.9
HBC +-30.0 (3.9-12) 7.6 7.6 6.7 6.8
PLATELETS +-30.0 (100-600) 357.¢ 414.0 445.0 359.0
NA+ +-10.0 (134-145) 142.0 146.0 0.7 145.0 141.0
K+ +-15.0 (3.5-5) 4.4 4.0 4.0 4.1
Ca++ +-15.0 (2.2-2.6) 2.4 2.4 2.3 2.3
PO4-- +-15.0 (0.8-1.5) 1.1 0.9 0.9 1.0
SGOT 100 (15-37) 21.0 13.0 -13.3 13.0 -13.3 12.0 -20.0
SGPT 100 (2-29) 23.0 16.0 14.0 16.0
GAMMA GT 100 (0-65) 15.0 16.0 14.0 15.0
ALK. PHOSPH. 100 (30-260) 85.0 110.0 142.0 163.0
GLUCOSE +-30.0 (3.5-10) 7.8 5.2 5.2 5.5
BUN 50 (3-6.7) 5.0 4.3 4.9 5.8
CREATININE 50 (76-120) 111.0 103.0 103.0 99.0
URIC ACID 30 (180-340) 201.0 171.0 -5.0 203.0
TOT BILIRUBIN 100 (2-17) 10.0 20.0 17.6 12.0 12.0
TOT. PROTEINS +-30.0 (60-80) 72.0 77.0 74.0 74.0
ALBUMINE +-30.0 (35-46) 47.0 2.2 47.0 2.2 47.0 2.2 45.0
TOT. CHOLEST. 30 (3.1-5.2) 4.9 5.0 5.3 1.9 5.1
TRIGLYCERIDES 30 (0.5-2) 1.0 0.9 1.1 1.3
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA (9550321
REBOXETINE - PROTOCOL 20124/ADE00S

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 2 PATIENT: 21 (SEX: Female)

Assigned treatment: Reboxetine

Laboratory tests/Z deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value (& D] (2)| value ) (2){ value 1) (2)| value (& D) (2)

HB -15 (12-16.4) 12.5 13.6 13.2 12.7
RBC -15 (3.8-5.8) 4.0 4.5 4.2 4.0
WBC +-30.0 (4-11) 5.0 10.9 6.1 3.7 -7.5
WBC: N +-30.0 (2.5-7.5) 2.8 7.3 3.7 2.0 -20.0
WBC: L +-30.0 (1.5-3.5) 2.0 3.3 2.1 1.5
WBC: E 30 (0.04-0.44) 0.2 0.3 0.2 0.2
WBC: M 30 (0.2-0.8) 0.7 0.7 0.7 0.7
WBC: B 30 (0-0.1) 0.2 100.0) (%) 0.2 100.0|(x) 0.2 100.0(x) 0.2 100.0( (%)
PLATELETS +-30.0 (150-400) 191.0 199.0 203.0 220.0
NA+ +-10.0 (135-150) 140.0 138.0 137.0 141.0
K+ +-15.0 (3.5-5) 3.7 4.0 4.0 4.1
Ca++ +-15.0 (2.1-2.6) 2.3 2.4 2.5 2.3
PO4-- +-15.0 (0.8-1.5) 1.1 1.2 1.3 1.1
SGOT 100 (2-29) 23.0 13.0 14.0 21.0
SGPT 100 (5-34) 14.0 19.0 20.0 17.0
GAMMA GT 100 (0-65) 8.0 7.0 7.0 7.0
ALK. PHOSPH. 100 (30-115) 125.0 8.7 122.0 6.1 97.0 106.0
GLUCOSE +-30.0 (3.5-10) 4.6 5.5 5.0
BUN 50 (2.5-7) 6.2 4.8 6.4 3.8
CREATININE 50 (59-120) 73.0 79.0 114.0 88.0
URIC ACID 30 (200-500) 180.0f -10.0 177.0 -11.5 214.0 156.0 -22.0
TOT BILIRUBIN 100 (3-20) 9.0 6.0 7.0 8.0
TOT. PROTEINS +-30.0 (60-80) 69.0 68.0 73.0 69.0
ALBUMINE +-30.0 (34-50) 41.0 40.0 43.0 40.0
TOT. CHOLEST. 30 (0-6) 5.9 4.9 5.1 4.7
TRIGLYCERIDES 30 (0.8-2) 1.7 2.4 20.0 2.1 5.0 1.2
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CIS5RB0321

REBOXETINE - PROTOCOL 20124/ADE0O9
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 2 PATIENT: 22 (SEX: Female)

Assigned treatment: Placebo

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value 1 (2)]| value (& D] (2)| value 1) (2){ value «) (2)

HB -15 (12-16.4) 13.4 13.1 13.8 13.9
RBC -15 (3.8-5.8) 4.4 4.2 4.5 4.6
HWBC +-30.0 (4-11) 8.8 7.0 6.9 7.7
KBC: N +-30.0 (2.5-7.5) 6.6 4.9 4.7 5.6
HBC: L +-30.0 (1.5-3.5) 1.9 1.8 1.9 1.7
KBC: E 30 (0.04-0.44) ¢.3 0.3 0.3 0.3
KBC: M 30 (0.2-0.8) 0.7 0.7 0.7 0.7
KBC: B 30 (0-0.1) 0.2 100.0] (x) 0.2 100.0| (*) 0.2 100.0( (x) 0.2 100.0( (x)
PLATELETS +-30.0 (150-400) 358.0 320.0 352.0 374.0
NA+ +-10.0 (135-150) 141.0 140.0 131.0 -3.0 143.0
K+ +-15.0 (3.5-5) 3.6 3.6 4.7 3.8
Ca++ +-15.0 (2.1-2.6) 2.4 2.5 2.4 2.4
PO4-- +-15.0 (0.8-1.5) 1.5 1.4 1.3 1.1
SGOT 100 (2-29) 17.0 1.0 12.0 14.0
SGPT 100 (5-34) 13.0 16.0 15.0 16.0
GAMMA GT 100 (0-65) 10.0 10.0 10.0 1.0
ALK. PHOSPH. 100 (30-115) 165.0 43.5 177.0 53.9 182.0 58.3 189.0 64.3
GLUCOSE +-30.0 (3.5-10) 4 5.1 5.3 5.3
BUN 50 (2.5-7) .1 5.2 8.5 21. 6.2
CREATININE 50 (59-120) .0 69.0 89.0 5.0
URIC ACID 30 (200-500) .0 247.0 275.0 .0
TOT BILIRUBIN 100 (3-20) .0 10.0 10.0 .0
TOT. PROTEINS +-30.0 (60-80) .0 72.0 76.0 .0
ALBUMINE +-30.0 (34-50) .0 42.0 42.0 .0
TOT. CHOLEST. 30 (0-6) 4 23.3 7.5 25.0 7.3 21. .0 33.3|(x)
TRIGLYCERIDES 30 (0.8-2) .9 1.7 1.5 .1
GLOBULINS ALPHA 1 +-30.0 (1.5-4) .9 2.5 1.8
GIUBULINS ALPHA 2 +-30.0 (3.6-10.5) 1 6.2 7.5
GEABULINS BETA +-30.0 (6-12) .7 9.3 10.1
c@auuns GAMMA +-30.0 (6-16) 13.8 12.8 14.3
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(1): % deviation from limits of normal range - (2): clinical relevance



LABORATORY TEST: LISTING OF PATIENTS HITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

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

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

1):

9550321

PHARMACIA CNS RE&D

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

CENTRE: 2 PATIENT: 23 (SEX: Female)

Assigned treatment: Placebo

% deviation from limits of normal range

(2): clinical relevance

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7

value 1) (2)| value ) (2)
HB =15 (12-16.4) 14.5 15.0
RBC -15 (3.8-5.8) 4.5 4.9
HBC +-30.0 (4-11) 6.2 9.3
HBC: N +-30.0 (2.5-7.5) 4.1 6.8
WBC: L +-30.0 (1.5-3.5) 1.8 2.0
WBC: E 30 (0.04-0.44) 0.3 0.5 13.6
KBC: M 30 (0.2-0.8) 0.7 0.7
KBC: B 30 (0-0.1) 0.2 100.0 ] (*x) 0.2 100.0 | (x)
PLATELETS +-30.0 (150-400) 233.0 303.0
NA+ +-10.0 (135-150) 139.0 138.0
K+ +-15.0 (3.5-5) 3.6 3.5
Ca++ +-15.0 (2.1-2.6) 2.1 2.3
PO4-- +-15.0 (0.8-1.5) 1.3 1.2
SGOT 100 (2-29) 21.0 18.0
SGPT 100 (5-34) 15.0 17.0
GAMMA GT 100 (0-65) 81.0 24.6 42.0
ALK. PHOSPH. 100 (30-11S) 265.0 130.4| (x) 169.0 47.0
BUN 50 (2.5-7) 3.4 4.1
CREATININE 50 (59-120) 64.0 59.0
URIC ACID 30 (200-500) 164.0 ~-18.0 263.0
TOT BILIRUBIN 100 (3-20) 12.0 10.0
TOT. PROTEINS +-30.0 (60-80) 79.0 68.0
ALBUMINE +-30.0 (34-50) 32.0 -5.9 39.0
TOT. CHOLEST. 30 (0-6) 3.3 5.9
TRIGLYCERIDES 30 (0.8-2) 1.2 3.1 §5.0| (x)
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.6 2.5
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 7.5 6.3
GLOBULINS BETA +-30.0 (6-12) 7.9 10.0
GLOBULINS GAMMA +-30.0 (6-16) 12.1 9.2
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNSBEP)032]

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

-ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 2 PATIENT: 24 (SEX: Female)

\ssigned treatment: Reboxetine

'

|Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value 1 (2)| value (1) | (2)| value 1 (2)} value 1) (2)

HB -15 (12-16.4) 14.4 14.8 14.9 15.2
RBC -15 (3.8-5.8) 4.8 4.9 5.0 5.0
HBC +-30.0 (4-11) 10.5 8.5 9.0 7.7
HBC: N +-30.0 (2.5-7.5) 8.0 6.7 5.8 4.8 5.5
HBC: L +-30.0 (1.5-3.5) 1.9 2.0 2.8 1.9
HBC: E 30 (0.04-0.44) 0.6 36.4|(x) 0.6 36.4((x) 0.5 2.3 0.2
WBC: M 30 (0.2-0.8) 0.7 0.7 1.0 23.8 0.7
KWBC: B 30 (0-0.1) 0.2 100.0 (x) 0.2 100.0| (%) 0.0 0.2 100.0| (x)
PLATELETS +-30.0 (150-400) 416.0 4.0 432.0 8.0 346.0 404.0 1.0
NA+ +-10.0 (135-150) 142.0 142.0 144.0 142.0
K+ +-15.0 (3.5-5) 3.8 4.5 4.2 4.5
Ca++ +-15.0 (2.1-2.6) 2.2 2.4 2.4 2.3
PO4-- +-15.0 (0.8-1.5) 1.1 1.2 1.1 1.1
SGOT 100 (2-29) 25.0 46.0 58.6 47.0 62.1 42.0 44.8
SGPT 100 (5-34) 31.0 33.0 36.0 5.9 29.0
GANMA GT 100 (0-65) 22.0 21.0 22.0 22.0
ALK. PHOSPH. 100 (30-115) 133.0 15.7 144.0 25.2 130.0 13.0 135.0 17.4
GLUCOSE +-30.0 (3.5-10) 5.1 5.0 5.1 5.6
BUN 50 (2.5-7) 4.9 5.2 5.2 5.0
CREATININE 50 (59-120) 67.0 67.0 73.0 67.0
IURIC ACID 30 (200-500) 195.0 -2.8 171.0 -14.5 176.0 -12.0 169.0 -15.5
{TOT BILIRUBIN 100 (3-20) 9.0 8.0 12.0 9.0
'TOT. PROTEINS +-30.0 (60-80) 74.0 75.0 79.0 77.0
'ALBUMINE +-30.0 (34-50) 43.0 42.0 42.0| 43.0
TOT. CHOLEST. 30 (0-6) 8.1 35.0((x) 7.9 31.7|(x) 7.6 26.7 7.3 21.7
TRIGLYCERIDES 30 (0.8-2) 1.2 0.8 1.0 1.0
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNOREN3 2]

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 2 PATIENT: 25 (SEX: Female)

Assigned treatment: Reboxetine

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28

value (G ) (2)} value 1) (2)| value 1) (2)| value 1) (2)
HB -15 (12-16.4) 15.1 14.1 13.8 14.8
RBC -15 (3.8-5.8) 4.6 4.3 4.2 4.7
HBC +-30.0 (4-11) 6.8 4.1 4.2 4.1
HBC: N +-30.0 (2.5-7.5) 4.7 2.2 -12.0 2.3 -8.0 2.1 -16.0
KBC: L +-30.0 (1.5-3.5) 1.7 1.6 1.7 1.8
WBC: E 30 (0.04-0.44) 0.4 0.3 0.2 0.3
WBC: N 30 (0.2-0.8) 0.7 0.7 0.7 0.7
KWBC: B 30 (0-0.1) 0.2 100.0} (x) 0.2 100.0 (x) 0.2 100.0| (x) 0.2 100.0| (x)
PLATELETS +-30.0 (150-400) 354.0 221.0 255.0 335.0
NA+ +-10.0 (135-150) 140.0 141.0 141.0 141.0
K+ +-15.0 (3.5-5) 4.4 4.1 4.4 4.3
Ca++ +-15.0 (2.1-2.6) 2.5 2.5 2.5 2.5
PO4-- +-15.0 (0.8-1.5) 1.2 1.2 1.2 1.2
SGOT 100 (2-29) 15.0 14.0 18.0 16.0
SGPT 100 (5-34) 20.0 14.0 16.0 17.0
GAMMA GT 100 (0-65) 56.0 33.0 31.0 24.0
ALK. PHOSPH. 100 (30-115) 158.0 37.4 137.0 19.1 139.0 20.9 141.0 22.6
GLUCOSE +-30.0 (3.5-10) 5.9 4.8 5.4 5.7
BUN 50 (2.5-7) 4.5 5.0 4.0 5.1
CREATININE 50 (59-120) 63.0 67.0 68.0 65.0
TOT BILIRUBIN 100 (3-20) 10.0 10.0 10.0 14.0
TOT. PROTEINS +-30.0 (60-80) 70.0 68.0 70.0 72.0
ALBUMINE +-30.0 (34-50) 43.0 41.0 40.0 48.0
TOT. CHOLEST. 30 (0-6) 6.7 11.7 6.2 3.3 6.4 6.7 6.5 8.3
TRIGLYCERIDES 30 (0.8-2) 1.0 1.1 1.0 0.8
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.1 2.6
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 5.5 6.1
GEQBULINS BETA +-30.0 (6-12) 7.5 8.3
GLOBULINS GAMMA +-30.0 (6-16) 8.7 9.8
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(1): % deviation from limits of normal range - (2): clinical relevance




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

PHARMACIA CNSQR§B(Q321
REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 3 PATIENT: 26 (SEX: Female)

issigned treatment: Reboxetine

Laboratory test/% deviation max

Days of treatment

(range)
Screen 1-7 8-14 15-28
value (& D] (2)| value (& D] (2)| value (& D] (2)| value (G} (2)

HB -15 (12-16.4) 14.6 15.3 15.5 13.7
RBC -15 (3.8-5.8) 4.7 4.9 4.9 4.4
KBC +-30.0 (4-11) 7.8 7.0 6.1 5.4
HWBC: N +-30.0 (2.5-7.5) 6.5 4.7 3.6 3.1
HBC: L +-30.0 (1.5-3.5) 1.0 -33.3|(x) 1.8 2.0 1.9
HBC: E 30 (0.04-0.44) 0.3 0.6 36.4}(x) 0.4 0.4
WBC: M 30 (0.2-0.8) 0.7 0.7 0.7 0.7
HWBC: B 30 (0-0.1) 0.2] 100.0|(*) 0.2| 100.0{(x) 0.2 100.0}(x) 0.2| 100.0(|(x)
PLATELETS +-30.0 (150-400) 295.0 237.0 273.0 343.0
NA+ +-10.0 (135-150) 138.0 140.0 142.0 142.0
K+ +-15.0 (3.5-5) 3.6 3.8 3.7 3.8
Ca++ +-15.0 (2.1-2.6) 2.3 2.4 2.3 2.4
PO4-- +-15.0 (0.8-1.5) 1.1 1.0 0.9 1.1
SGOT 100 (2-29) 12.0 9.0 9.0 10.0
SGPT 100 (5-34) 7.0 12.0 12.0 11.0
GAMMA GT 100 (0-65) 11.0 19.0 19.0 17.0
ALK. PHOSPH. 100 (30-115) 160.0 39.1 189.0 64.3 202.0 75.7 190.0 65.2
GLUCOSE +-30.0 (3.5-10) 4.7 5.6 4.4 5.1
CREATININE 50 (59-120) 74.0 71.0 65.0 70.0
"URIC ACID 36 (180-500) 175.0 -2.8
: 30 (2.5-8) 3.8 3.4 3.5
ITO'I‘ BILIRUBIN 100 (3-20) 11.0 10.0 9.0 6.0
"ro‘r. PROTEINS +-30.0 (60-80) 70.0 74.0 74.0 73.0
| ALBUMINE +-30.0 (34-50) 34.0 40.0 40.0 41.0
{TOT. CHOLEST. 30 (0-6) 5.0 5.5 5.0 4.9
‘TRIGLYCERIDES 30 (0.8-2) 1.4 1.0 1.1 1.1
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

9550321
PHARMACIA CNS R&D

REBOXETINE - PROTOCOL 20124/ADE00S

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 3 PATIENT: 27 (SEX: Female)

Assigned treatment: Placebo

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 15-28 8-14
value 1) (2)| value (&) (2)| value 1) (2)]| value 1) (2)
HB -18 (12-16.4) 15.5 14.2 14.0
HT -15 (36-60) 43.0
-15 (0.37-0.47) 0.4 0.4

RBC -15 (3.8-5.8) 4.8 4.5 4.4
WBC +-30.0 (4-11) 10.4 4.3 9.1
WBC: N +-30.0 (2.5-7.5) 5.5 4.7 5.4
WBC: L +-30.0 (1.5-3.5) 4.7 34.3((x) 3.2
WBC: E 30 (0.04-0.44) 0.2 0.3 0.6 36.4|(x)
HBC: M 30 (0.2-0.8) 0.7 0.7 0.7
WBC: B 30 (0-0.1) 0.2 100.0| (x) 0.2 100.0{ (x) 0.2 100.0| (%)
PLATELETS +-30.0 (150-400) 247.0 93.0 -38.0|(x) 300.0
NA+ +-10.0 (135-150) 140.0 139.0 139.0 142.0
K+ +-15.0 (3.5-5) 3.9 3.3 -5.7 4,2 4.4
Ca++ +-15.0 (2.1-2.6) 2.4 2.3 2.3 2.4
P04 -~ +-15.0 (0.8-1.5) 0.9 1.1 0.9 1.0
SGOT 100 (2-29) 20.0 21.0 27.0 21.0
SGPT 100 (5-34) 23.0 16.0 23.0 19.0
GAMMA GT 100 (0-65) 57.0 60.0 34.0 44.0
ALK. PHOSPH. 100 (30-115) 121.0 5.2 127.0 10.4 118.¢0 2.6 130.0 13.0
GLUCOSE +-30.0 (3.5-10) 4.9 4.8 4.5 6.2
BUN 50 (2.5-7) 4.4 3.2 2.8 3.2
CREATININE 50 (59-120) 68.0 52.0 -11.9 76.0 60.0
URIC ACID 30 (200-500) 222.0 243.0 229.0
TOT BILIRUBIN 100 (3-20) 14.0 7.0 10.0 9.0
TOT. PROTEINS +-30.0 (60-80) 70.0 68.0 66.0 70.0
ALBUMINE +-30.0 (34-50) 38.0 39.0 41.0 41.0
Tm CHOLEST. 30 (0-6) 7.2 20.0 6.1 1.7 6.1 1.7 6.3 5.0
TCD LYCERIDES 30 (0.8-2) 1.3 0.8 0.8 1.5
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1):

% deviation from limits of normal range -

(2):

clinical relevance




LABORATORY TEST: LISTING OF PATIENTS KITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

PHARMACIA C@m:;Zl
REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

CENTRE: 3 PATIENT: 28 (SEX: Male)

Assigned treatment: Placebo

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

1):

% deviation from limits of normal range -

(2): clinical relevance

Laboratory test/Z% deviation max Days of treatment
(range)
Screen 1-7 8-14
value 1) (2)| value “) (2)| value (& )] (2)

HB -15 (13-18) 13.8 15.2
HT ~15 (36-60) 41.3

=15 (0.4-0.54) 0.4
RBC =15 (4-6.5) 4.4 4.9
HBC +-30.0 (3.9-12) 7.3 9.2
WBC: N +-30.0 (2-7.5) 5.2 5.9
WBC: L +-30.0 (1.5-4) 1.5 2.6
HBC: E 30 (0.04-0.44) 0.6 36.4|(x) 0.7 59.1|(x)
KBC: M 30 (0.2-0.8) 0.7 0.7
WBC: B 30 (0-0.1) 0.2| 100.0|(x) 0.2| 100.0|(x)
PLATELETS +-30.0 (100-600) 255.0 177.0
NA+ +-10.0 (134-145) 141.0 142.0 141.0
K+ +-15.0 (3.5-5) 3.8 3.6 3.8
Ca++ +-15.0 (2.2-2.6) 2.4 2.4 2.3
PO4-~ +-15.0 (0.8-1.5) 1.2 1.0 0.9
SGOT 100 (15-37) 19.0 16.0 16.0
SGPT 100 (2-29) 18.0 10.0 16.0
GAMMA GT 100 (5-52) 31.0 27.0 30.0
ALK. PHOSPH. 100 (95-260) 147.0 162.0 192.0
GLUCOSE +-30.0 (3.5-10) 5.0 4.2 4.6
BUN 50 (3-6.7) 2.7 -10.0 3.6 3.3
CREATININE 50 (76-120) 80.0 71.0 -6.6 79.0
TOT BILIRUBIN 100 (2-17) 11.0 8.0 9.0
TOT. PROTEINS +-30.0 (60-80) 72.0 68.0 72.0
ALBUMINE +-30.0 (35-46) 41.0 37.0 42.0
TOT. CHOLEST. 30 (3.1-5.2) 5.7 9.6 6.2 19.2 5.8 1.5
TRIGLYCERIDES 30 (0.5-2) 1.6 1.9 1.6
GLOBULINS ALPHA 1 +-30.0 (3-6) 6.0 3.2 2.0 -32.7{(x)
GLOBULINS ALPHA 2 +-30.0 (7-13) 13.0 8.8 6.3 -9.7
GLOBULINS BETA +-30.0 (7-14) 14.0 13.3 8.5
GLOBULINS GAMMA +-30.0 (10-20) 20.0 12.0 10.6

12¢




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

PHARNACIA CNS%B 0321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 52 (SEX: Female)

Assigned treatment: Placebo

Laboratory test/% deviation max Days of treatment

(range)

Screen 1-7 8-14 15-28
value «“) (2)| value (& )] (2)| value 1) (2)} value (G ] (2)

HB -15 (12-16.4) 11.4 ~5.0 10.4 -13.3 10.2 -15.0 10.5 -12.5
HT -15 (0.37-0.47) 0.3 -8.1 0.4 0.4 0.4
RBC ~-15 (3.8-5.8) 4.5 4,2 4.1 4.1
HBC +-30.0 (4-11) 10.3 7.2 a.5 9.6
HWBC: N +-30.0 (40-75) 91.0 21.3 56.0 79.0 5.3 80.0 6.7
WBC: L +-30.0 (20-45) 9.0| -55.0}(x) 39.0 17.0 -15.0 16.0 -20.0
HWBC: E 30 (1-6) 0.0 -100.0 3.0 1.0 3.0
HBC: M 30 (0-1) 0.0 0.0 2.0 100.0| (x) 1.0
WBC: B 30 (2-10) 0.0 -100.0 2.0 1.0 -50.0 0.0{ -100.0
PLATELETS +-30.0 (150-400) 525.0 31.3{(x) 508.0 27.0 414.0 3.5 432.0 8.0
NA+ +-10.0 (135-150) 140.0 139.0 139.0 136.0
K+ +-15.0 (3.5-5) 4.1 3.6 3.6 3.5
Ca++ +-15.0 (2.1-2.6) 2.5 2.2
PO4-- +-15.0 (0.8-1.5) 1.6 4.0 1.1
SGOT 100 (2-29) 29.0 25.0 21.0 18.0
SGPT 100 (5-34) 20.0 20.0 18.0 13.0
GAMMA GT 100 (0-65) 16.0 19.0 17.0 15.0
ALK. PHOSPH. 100 (4-13) 9.8 8.2 8.0 8.0
GLUCOSE +-30.0 (3.5-10) 4.9 5.0 6.9 6.1
BUN 50 (2.5-7) 4.3 5.2 4.7 4.7
CREATININE 50 (59-120) 79.0 62.0 72.0 70.0
TOT BILIRUBIN 100 (3-20) 7.0 4.0 5.0 5.0
TOT. PROTEINS +-30.0 (60-80) 82.0 2. 71.0 69.0 65.0
ALBUMINE "+-30.0 (34-50) 44.0 40.0 39.0 38.0
TOT. CHOLEST. 30 (0-6) 7.1 18. 7.4 7.0 16.
TRIGLYCERIDES 30 (0.8-2) 1.1 1.5 1.4
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 4.0 3.0 3.0 2.0
GEQBULINS ALPHA 2 +-30.0 (3.6-10.5) 9.0 7.0 8.0 6.0
GKOBULINS BETA +-30.0 (6-12) 13.0 8.3 10.0 10.0 10.0
GEQPULINS GAMMA +-30.0 (6-16) 13.0 11.0 9.0 9.0
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(1): % deviation from limits of normal range - (2): clinical relevance



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

PHARMACIA cNE@REP321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 53 (SEX: Male)

Assigned treatment: Reboxetine

(1): % deviation from limits of normal range

- (2):

clinical relevance

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14
value (& ] (2)| value 1) (2)| value (1) 2)
HB -15 (13-138) 17.6 17.3 17.0
HT =15 (0.4-0.54) 0.5 0.5 0.5
RBC -15 (4-6.5) 5.5 5.8 5.3
KBC +-30.0 (3.9-12) 14.6 21.7 9.1 9.5
WBC: N +~30.0 (40-75) 78.0 4.0 77.0 2.7 75.0
WBC: L +~30.0 (20-45) 20.0 16.0 -20.0 18.0 -10.0
WBC: E 30 (1-6) 1.0 5.0 6.0
WBC: M 30 (0-1) 1.0 1.0 1.0
KBC: B 30 (2-10) 0.0; -100.0 1.0 -50.0 1.0 -50.0
PLATELETS +-30.0 (100-600) 347.0 352.0 312.0
NA+ +-10.0 (134-145) 138.0 137.0 138.0
K+ +-15.0 (3.5-5) 4.7 4.7 4.7
Ca++ +-15.0 (2.2-2.6) 2.6 2.5 2.5
PO4- - +-15.0 (0.8-1.5) 1.2 1.1 1.0
SGoT 100 (15-37) 36.0 36.0 37.0
SGPT 100 (2-29) 57.0 96.6 72.0 148.3| (%) 78.0 169.0| (x)
GAMMA GT 100 (5-52) 34.0 41.0 45.0
ALK. PHOSPH. 100 (4-13) 6.3
100 (95-260) 81.0 -14.7 80.0 ~15.8
GLUCOSE +-30.0 (3.5-10) 6.1 9.5 10.2 2.0
BUN 50 (3-6.7) 4.1 3.3 3.0
CREATININE 50 (76-120) 96.0 108.0 91.0
URIC ACID 30 (180-340) 338.0 348.0 2.4 328.0
TOT BILIRUBIN 100 (2-17) 9.0 1.3 9.1
TOT. PROTEINS +-30.0 (60-80) 67.0 70.0 69.0
ALBUMINE +-30.0 (35-46) 43.0 46.0 45.0
< TOT. CHOLEST. 30 (3.1-5.2) 5.5 5.8 5.9 13.5 5.8 11.5
™ TRIGLYCERIDES 30 (0.5-2) 3.3 67.0}(x) 2.7 35.0} (x) 2.1 7.0
S
N
N
o
o
o
>
o
ZI
—
—
c
o
©
()
>
o
P
o
o
<
—_—
©
(&)
>
o
S
o
<
©
()
—
©
[}
™
o
[e]
i
()
~
N~
—
o
[*2]
o




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

PHARMACIA CNOBRED321
REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 5S4 (SEX: Female)

Assigned treatment: Placebo

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value 1) (2)| value 1) (2)| value 1 (2)| value (& D] (2)

HB -15 (12-16.4) 13.5 13.6 13.8 13.8
HT -15 (0.37-0.47) 0.4 0.4 0.4 0.4
RBC -15 (3.8-5.8) 4.3 4.4 4.3 4.7
HWBC +-30.0 (4-11) 7.6 7.6 6.9 5.3
WBC: N +-30.0 (40-75) 79.0 5.3 72.0 67.0 64.0
HBC: L +-30.0 (20-45) 16.0 -20.0 21.0 24.0 26.0
HBC: E 30 (1-6) 4.0 5.0 7.0 16.7 7.0 16.7
HBC: M 30 (0-1) 1.0 1.0 2.0 100.0| (x) 3.0 200.0) (x)
PLATELETS +-30.0 (150-400) 309.0 358.0 337.0 311.0
NA+ +-10.0 (135-150) 140.0 138.0 140.0 144.0
K+ +~15.0 (3.5-5) 4.6 4.7 5.0 4.7
Ca++ +-15.0 (2.1-2.6) 2.4 2.3 2.4 2.4
PO4-~ +-15.0 (0.8-1.5) 0.7| -18.7[(x) 0.8 -2.5 0.7 -12.5 0.8
SGOT 100 (2-29) 14.0 17.0 19.0 25.0
SGPT 100 (5-34) 17.0 19.0 22.0 26.0
GAMMA GT 100 (0-65) 17.0 14.0 38.0 22.0
ALK. PHOSPH. 100 (30-115) 87.0 91.0 77.0 100.0
GLUCOSE +-30.0 (3.5-10) 5.6 4.9 5.1 4.2
BUN 50 (2.5-7) 4.5 4.4 3.2 4.9
CREATININE 50 (59-120) 63.0 64.0 83.0 80.0
URIC ACID 30 (200-500) 251.0 282.0 242.0 355.0
TOT BILIRUBIN 100 (3-20) 4.8 3.2 5.1 5.8
TOT. PROTEINS +-30.0 (60-80) 70.0 71.0 74.0 72.0
ALBUNINE +-30.0 (34-50) 40.0 41.0 43.0 42.0
TOT. CHOLEST. 30 (0-6) 5.5 6.4 6.7 6.1 1.7 5.8
TRIGLYCERIDES 30 (0.8-2) 1.6 1.4 1.3 1.0
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(1):

% deviation from limits of normal range -

(2):

clinical relevance



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

PHARMACIA CNSQR§B(321
REBOXETINE - PROTOCOL 20124/ADE00Y

TABLE Na.:

34

-ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 55 (SEX: Male)

\ssigned treatment: Placebo

Laboratery test/% deviation max

Days of treatment

: (range)
Screen 1-7 8-14 15-28
value ) (2)| value 1) (2)| value 1) (2)| value 1) 2)

HB -15 (13-18) 15.6 15.6 15.8 15.6
HT =15 (0.4-0.54) 0.5 0.5 0.5 0.5
RBC -15 (4-6.5) 4.8 5.0 5.3 4.9
HBC +-30.0 (3.9-12) 6.4 7.7 5.8 7.5
WBC: N +-30.0 (40-75) 57.0 57.0 50.0 56.0
WBC: L +-30.0 (20-45) 35.0 35.0 42.0 36.0
HBC: E 30 (1-6) 6.0 6.0 7.0 16.7 6.0
HBC: M 30 (0-1) 1.0 1.0 1.0 1.0
WBC: B 30 (2-10) 1.0 -50.0 1.0 -50.0 1.0 -50.0
PLATELETS +-30.0 (100-600) 287.0 306.0 285.0 317.0
NA+ +-10.0 (134-145) 136.0 141.0 143.0 142.0
K+ +-15.0 (3.5-5) 5.3 6.0 5.3 6.0 5.1 2.0 4.8
Ca++ +-15.0 (2.2-2.6) 2.3 2.3 2.4 2.5
PO4-- +-15.0 (0.8-1.5) 2.0 33.3|(x) 1.1 1.3 1.3
SGOT 100 (15-37) 31.0 21.0 19.0 35.0
SGPT 100 (2-29) 26.0 14.0 16.0 27.0
GAMMA GT 100 (5-52) 10.0 8.0 16.0 18.0
ALK. PHOSPH. 100 (95-260) 111.0 105.0 96.0 95.0
GLUCOSE +-30.0 (3.5-10) 4.1 4.7 3.9 5.0
BUN 50 (3-6.7) 4.1 5.6
CREATININE 50 (76-120) 103.0 95.0 92.0 96.0
URIC ACID 30 (180-340) 317.0 361.0 6.2 355.0 4.4 389.0 14.4
TOT BILIRUBIN 100 (2-17) 5.5 2.7 4.8 5.6
TOT. PROTEINS +-30.0 (60-80) 67.0 64.0 67.0 66.0
ALBUMINE +-30.0 (35-46) 42.0 42.0 44.0 44.0
TOT. CHOLEST. 30 (3.1-5.2) 5.9 13.5 6.2 19.2 6.4 23.1 6.2 19.2
TRIGLYCERIDES 30 (0.5-2) 3.2 60.5((x) 5.1 153.0f (x) 3.8 87.5((x) 3.5 74.0|(x)
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(1): % deviation from limits of normal range - (2): clinical relevance




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

PHARNACIA CNOQB&0321

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 56 (SEX: Female)

Assigned treatment: Reboxetine

Laboratory test/% deviation max Days of treatment

(range)

Screen 1-?7 8-14 15-28
value (G D] (2)}| value 1) (2)| value ) (2)| value «) (2)

HB -15 (12-16.4) 13.0 13.0 12.3 12.3
RBC -15 (3.8-5.8) 4.6 4.6 4.3 4.3
HBC +-30.0 (4-11) 5.5 5.5 6.8 5.7
HWBC: N +-30.0 (40-7S) 49.0 49.0 60.0 52.0
HBC: L +-30.0 (20-45) 41.0 41.0 34.0 40.0
WBC: E 30 (1-6) 6.0 6.0 4.0 5.0
HBC: M 30 (0-1) 4.0 300.0((x) 4.0 300.0((x) 1.0 2.0 100.0((x)
HBC: B 30 (2-10) 0.0 -100.0 1.0 -50.0
PLATELETS +-30.0 (150-400) 363.0 363.0 314.0 299.0
NA+ +-10.0 (135-150) 140.0 140.0 143.0 140.0
K+ +-15.0 (3.5-5) 5.4 8.0 5.4 8.0 5.2 4.0 4.9
Cat++ +-15.0 (2.1-2.6) 2.5 2.5 2.5 2.5
PO4-- +-15.0 (0.8-1.5) 1.3 1.3 1.4 1.2
SGOT 100 (2-29) 15.0 17.0 1.0 9.0
SGPT 100 (5-34) 17.0 15.0 18.0 11.0
GAMMA GT 100 (0-65) 9.0 9.0 7.0 6.0
ALK. PHOSPH. 100 (30-115) 99.0 99.0 85.0 93.0
GLUCOSE +-30.0 (3.5-10) 5.0 5.0 5.4 5.7
BUN 50 (2.5-7) 5.2 5.2 4.4 5.1
CREATININE 50 (59-120) 65.0 65.0 62.0 61.0
URIC ACID 30 (200-500) 258.0 258.0 244 .0 255.0
TOT BILIRUBIN 100 (3-20) 6.2 6.2 6.0 7.0
TOT. PROTEINS +-30.0 (60-80) 74.0 74.0 71.0 72.0
ALBUMINE +-30.0 (34-50) 48.0 48.0 46.0 46.0
TOT. CHOLEST. 30 (0-6) 6.1 1.7 6.1 1.7 4.9 5.2
TRIGLYCERIDES 30 (0.8-2) 0.5 -37.5 0.5| -37.5 0.3| -60.0 0.4 -51.3
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1):

% deviation from limits of normal range

(2): clinical relevance




LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

PHARMACIA CNOSS0321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

CENTRE: 4 PATIENT: S8 (SEX: Male)

Assigned treatment: Reboxetine

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

Labaoratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14

value (1) ((2)| value (1) (2)| value (&} 2)
HB -15 (13-13) 13.3 13.3 13.1
HT -15 (0.4-0.54) 0.4 0.4 -2.3 0.4 -3.8
RBC -15 (4-6.5) 4.5 4.4 4.4
KWBC +-30.0 (3.9-12) 8.7 10.6 8.6
WBC: N +-30.0 (40-75) 70.0 71.0 69.0
WBC: L +-30.0 (20-45) 24.0 24.0 25.0
WBC: M 30 (0-1) 2.0 100.0|(x) 1.0 1.0
PLATELETS +-30.0 (100-600) 301.0 300.0 296.0
NA+ +-10.0 (134-145) 139.0 138.0
K+ +-15.0 (3.5-5) 4.4 3.8
Ca++ +-15.0 (2.2-2.6) 2.4 2.4
PO4-- +-15.0 (0.8-1.5) 1.2 1.3
SGOT 100 (15-37) 14.0 -6.7 16.0
SGPT 100 (2-29) 15.0 12.0
GAMMA GT 100 (5-52) 3.0 ~-40.0 3.0 -40.0
ALK. PHOSPH. 100 (95-260) 60.0 -36.8 52.0 ~45.3
GLUCOSE +-30.0 (3.5-10) 4.7 5.2
BUN 50 (3-6.7) 4.0 4.1
CREATININE 50 (76-120) 72.0 -5.3 66.0{ -13.2
URIC ACID 30 (180-340) 245.0 215.0
TOT BILIRUBIN 100 (2-17) 6.8 3.8
TOT. PROTEINS +-30.0 (60-80) 72.0 72.0
ALBUMINE +-30.0 (35-46) 45.0 44.0
TOT. CHOLEST. 30 (3.1-5.2) 4.3 4.1
TRIGLYCERIDES 30 (0.5-2) 0.7 1.2
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.3 2.8
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 5.0 5.5
GLOBULINS BETA +-30.0 (6-12) 7.1 8.4
GLOBULINS GAMMA +-30.0 (6-16) 12.5 11.5

(1): % deviation from limits of normal range - (2):

clinical relevance



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

PHARMACIA CNOS&0321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

-ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 60 (SEX: Female)

\ssigned treatment: Placebo

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value ) (2){ value 1 (2)| value 1 (2)| value 1 (2)
'HB -15 (12-16.4) 12.8 12.3 12.2 1.4 -5.0
IHT =15 (0.37-0.47) 0.4 0.4 0.4 0.3] -10.0
IRBC -15 (3.8-5.8) 4.2 4.3 4.3 4.0
KBC +-30.0 (4-11) 4.7 4.8 4.3 5.5
WBC: N +-30.0 (40-75) 56.0 52.0 48.0 58.0
HWBC: L +-30.0 (20-45) 36.0 41.0 43.0 31.0
HWBC: E 30 (1-6) 6.0 5.0 5.0 7.0 16.7
HWBC: M 30 (0-1) 2.0 100.0 (x) 2.0 100.0| (x) 2.0 100.0( (x) 2.0 100.0| (%)
KBC: B 30 (2-10) 0.0/ -100.0 1.0 -50.0 1.0 -50.0 2.0
,PLATELETS +-30.0 (150-400) 291.0 422.0 5.5 389.0 381.0
I NA+ +-10.0 (135-150) 142.0 142.0 143.0 141.0
K+ +-15.0 (3.5-5) 4.4 5.3 6.0 5.0 4.8
SGOT 100 (2-29) 24.0 16.0 23.0 24.0
SGPT 100 (5-34) 8.0 5.0 10.0 10.0
GAMMA GT 100 (0-65) 1.0 9.0 10.0 8.0
ALK. PHOSPH. 100 (4-13) 5.4
100 (30-115) 60.0 66.0 70.0

GLUCOSE +-30.0 (3.5-10) 3.8 5.2 4.9 4.4
BUN 50 (2.5-7) 3.0 3.8 4.0 4.1
CREATININE 50 (59-120) 71.0 80.0 77.0 65.0
TOT BILIRUBIN 100 (3-20) 11.0 10.4 12.3 4.3
TOT. PROTEINS +-30.0 (60-80) 82.0 2.5 76.0 77.0 72.0
ALBUMINE +-30.0 (34-50) 54.0 8.0 52.0 4.0 51.0 2.0 49.0
TOT. CHOLEST. 30 (0-6) 4.5 4.3 4.8 5.0
TRIGLYCERIDES 30 (0.8-2) 0.7 -16.2 0.6} -21.2 0.8 0.9
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.0 1.8 2.1 2.0
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 5.0 4.6 5.2 3.8
GLQBULINS BETA +-30.0 (6-12) 7.0 6.1 7.1 6.7
GLOBULINS GAMMA +-30.0 (6-16) 14.0 1.5 1.6 10.5
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(1): Z deviation from limits of normal range - (2): clinical relevance



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

PHARMACIA CIBSERO321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 61 (SEX: Female)

Assigned treatment: Placebo

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28

value (G D] (2)| value (@ )] (2)| value 1) (2)| value ) (2)
HB =15 (12-16.4) 13.9 14.3 13.9 13.6
HT =15 (0.37-0.47) 0.4 0.4 0.4 0.4
RBC -15 (3.8-5.8) 4.5 4.8 4.6 4.5
WBC +-30.0 (4-11) 9.9 8.0 8.5 7.7
WBC: N +-30.0 (40-75) 62.0 50.0 54.0 46.0
WBC: L +-30.0 (20-45) 27.0 40.0 33.0 43.0
WBC: E 30 (1-6) 5.0 6.0 7.0 16.7 5.0
KBC: B 30 (2-10) 1.0 ~50.0 1.0 -50.0 1.0 -50.0 1.0 -50.0
PLATELETS +-30.0 (150-400) 418.0 4.5 367.0 361.0 342.0
NA+ +-10.0 (135-150) 140.0 139.0 139.0 140.0
K+ +-15.0 (3.5-5) 4.9 4.8 4.2
Ca++ +-15.0 (2.1-2.6) 2.5 2.5 2.5 2.5
SGOT 100 (2-29) 20.0 25.0 30.0 3.4
SGPT 100 (5-34) 16.0 25.0 20.0
GAMMA GT 100 (0-65) 95.0 46.2 68.0 4.6 44.0 52.0
ALK. PHOSPH. 100 (30-115) 195.0 69.6 190.0 65.2 150.0 30.4 169.0 47.0
BUN 50 (2.5-7) 3.7 4.3 3.3 3.3
CREATININE 50 (59-120) 107.0 97.0 98.0
URIC ACID 30 (200-500) 379.0 403.0 458.0 439.0
TOT BILIRUBIN 100 (3-20) 10.8 5.6 8.2 4.1
TOT. PROTEINS +-30.0 (60-80) 67.0 69.0 67.0 66.0
ALBUMINE +-30.0 (34-50) 43.0 47.0 45.0 45.0
TOT. CHOLEST. 30 (0-6) 7.9 31.7|(x) 8.3 38.3|(x) 8.2 36.7)(x) 7.9 31.7|(x)
TRIGLYCERIDES 30 (0.8-2) 1.5 3.2 60.0 (%) 3.2 61.5{ (%) 3.8 92.0((x)
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 1.7 2.3 1.7 1.7
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 7.4 7.9 5.8 5.1
GLOBULINS BETA +-30.0 (6-12) 7.6 9.2 9.0 9.9
GLQBULINS GANMA +-30.0 (6-16) 7.3 9.0 8.2 7.8

0:B
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(1): % deviation from limits of normal range - (2): clinical relevance




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

PHARMACIA CNBRBID321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

-ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 63 (SEX: Female)

Assigned treatment: Reboxetine

1):

% deviation from limits of normal range -

(2): clinical relevance

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14
value 1) (2)| value 1) (2)] value 1) 2)

HB -15 (12-16.4) 15.3 15.5 15.4
HT ~15 (0.37-0.47) 0.4 0.5 0.5
RBC -15 (3.8-5.8) 4.9 5.3 5.0
HBC +-30.0 (4-11) 4.9 5.6 4.3
HBC: N +-30.0 (40-75) 57.0 53.0 48.0
WBC: L +-30.0 (20-45) 35.0 38.0 41.0
WBC: E 30 (1-6) 5.0 6.0 6.0
WBC: M 30 (0-1) 2.0 100.0) (x) 2.0 100.0f (x) 5.0 400.0|(x)
WBC: B 30 (2-10) 1.0 -50.0 1.0 -50.0
PLATELETS +-30.0 (150-400) 215.0 240.0 215.0
NA+ +-10.0 (135-150) 142.0 141.0 138.0
K+ +-15.0 (3.5-5) 5.1 2.0 4.4 5.0
Ca++ +-15.0 (2.1-2.6) 2.5 2.5 2.5
SGOT 100 (2-29) 14.0 27.0 24.0
SGPT 100 (5-34) 18.0 21.0 33.0
GAMMA GT 100 (0-65) 18.0 7.8
ALK. PHOSPH. 100 (30-115) 66.0 69.0 68.0
GLUCOSE +-30.0 (3.5-10) 4.6 4.7 4.6
BUN 50 (2.5-7) 7.6 8.6 6.8 6.1
CREATININE 50 (59-120) 104.0 84.0 82.0
URIC ACID 30 (200-500) 324.0 313.0 265.0
TOT BILIRUBIN 100 (3-20) 8.6 8.7 5.5
TOT. PROTEINS +-30.0 (60-80) 68.0 68.0 71.0
ALBUMINE +-30.0 (34-50) 49.0 49.0 50.0
TOT. CHOLEST. 30 (0-6) 7.3 21.7 7.3 21.7 6.9 15.0
TRIGLYCERIDES 30 (0.8-2) 1.0 1.5 0.9
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 1.6 1.9 2.0

<t GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 5.9 4.8 7.5

™ GLOBULINS BETA +-30.0 (6-12) 5.0 -16.7 8.5 8.1

g GLOBULINS GAMMA +-30.0 (6-16) 5.6 -6.7 7.8 7.5

(aN]

o

o

‘\.'

>

o

<

—

—

c

o

o]

(3]

>

(@)

P

o

o

<

—_—

°

()

>

o

L

o

<

©

[¢8)

-

©

QO

(90}

o

0

i

(&)

N~

N~

—

o

(*2}

o




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

PHARMACIA CN@RaD 321

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 64 (SEX: Male)

Assigned treatment: Reboxetine

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value 1) (2)| value “) (2)| value 1) (2)| value ) )

HB ~-15 (13-18) 15.2 15.4 15.3 15.6
HT -15 (0.4-0.54) 0.5 0.5 0.5 0.5
RBC -15 (4-6.5) 5.3 5.1 5.1 5.4
WBC +-30.0 (3.9-12) 7.1 8.4 8.0 6.9
HWBC: N +-30.0 (40-75) 75.0 71.0 68.0
HWBC: L +-30.0 (20-45) 17.0 -15. 21.0 22.0 19.0 -5.0
HBC: E 30 (1-6) 5.0 5.0 6.0 6.0
MBC: M 30 (0-1) 3.0} 200.0{(x) 2.0 100.0 (%) 3.0 200.0((x) 3.0 200.0| (%)
HBC: B 30 (2-10) 0.0f -100. 1.0 -50.0 1.0 -50.0 1.0 -50.0
PLATELETS +-30.0 (100-600) 273.0 235.0 258.0 270.0
NA+ +-10.0 (134-145) 139.0 140.0 139.0 142.0
K+ +-15.0 (3.5-5) 4.1 4.2 4.5 4.4
Ca++ +-15.0 (2.2-2.6) 2.4 2.3 2.4 2.5
P0O4-- +-15.0 (0.8-1.5) 1.3 1.2 1.2 1.4
sGoT 100 (15-37) 15.0 14.0 -6.7 27.0 13.0 -13.3
SGPT 100 (2-29) 15.0 15.0 24.0 16.0
GAMMA GT 100 (5-52) 3.2 ~40. 7.0 10.0 8.0
ALK. PHOSPH. 100 (95-260) 59.0 -37. 62.0 -34.7 68.0 -28.4 69.0 -27.4
GLUCOSE +-30.0 (3.5-10) 3.8 4.7 4.7 4.8
BUN 50 (3-6.7) 4.3 4.3 4.6 3.6
CREATININE 50 (76-120) 80.0 64.0 -15.8 77.0 97.0
URIC ACID 30 (180-340) 281.0 231.0 277.0 260.0
TOT BILIRUBIN 100 (2-17) 5.6 7.9 3.4 8.9
TOT. PROTEINS +-30.0 (60-80) 67.0 65.0 65.0 69.0
ALBUMINE +-30.0 (35-46) 44,0 42.0 43.0 46.0
TOT. CHOLEST. 30 (3.1-5.2) 6.4 23. 5.8 11.5 6.0 15.4 6.1 17.3
TRIGLYCERIDES 30 (0.5-2) 1.9 2.4 20.5 2.7 34.5)(x) 2.3 17.0
GLQBULINS ALPHA 1 +-30.0 (1.5-4) 2.2 2.3 2.5 2.6
GIEBBULINS ALPHA 2 +-30.0 (3.6-10.5) 7.1 6.1 7.0 6.8
GIDBULINS BETA +-30.0 (6-12) 7.6 7.2 8.1 7.7
GIOBULINS GAMMA +-30.0 (6-16) 10.6 9.2 10.7 10.5
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1):

% deviation from limits of normal range

(2):

clinical relevance




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

PHARMACIA CNSREB,0321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 4 PATIENT: 67 (SEX: Male)

issigned treatment: Reboxetine

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28

value 1) 1) (2)| value (@ D] «)
HB -15 (13-18) 16.3 17.4 16.2 16.4
HT -15 (0.4-0.54) 0.5 0.5 0.5 0.5
RBC -15 (4-6.5) 5.4 5.8 5.3 5.7
KBC +-30.0 (3.9-12) 6.5 6.5 6.4 6.7
KBC: N +-30.0 (40-75) 51.0 54.0 52.0 54.0
WBC: L +-30.0 (20-45) 43.0 39.0 35.0 40.0
KBC: E 30 (1-6) 4.0 5.0 6.0 5.0
HBC: M 30 (0-1) 2.0 100. 2.0 100.0 (%) 2.0 100.0 1.0
PLATELETS +-30.0 (100-600) 233.0 272.0 259.0 294.0
NA+ +-10.0 (134-145) 137.0 141.0 142.0 139.0
K+ +-15.0 (3.5-5) 4.6 4.5 4.4 4.7
Ca++ +-15.0 (2.2-2.6) 2.5 2.6 2.7 4.
PO4-~ +-15.0 (0.8-1.5) 0.9 1.0 1.0 1.3
SGOT 100 (15-37) 52.0 40 29.0 34.0 36.0
SGPT 100 (2-29) 31.0 6 26.0 24.0 29.0
GAMMA GT 100 (5-52) 26.0 33.0 26.0 36.0
ALK. PHOSPH. 100 (95-260) 52.0 -45, 60.0 -36.8 55.0 ~42.1 66.0 -30.
GLUCOSE +-30.0 (3.5-10) 4.9 4.6 4.7 5.2
BUN 50 (3-6.7) 5.7 4.9 6.0 7.0 4.
CREATININE 50 (76-120) 88.0 100.0 96.0 103.0
URIC ACID 30 (180-340) 402.0 18. 427.0 25.6 425.0 25.0 471.0 38.
TOT BILIRUBIN 100 (2-17) 4.3 5.0 3.1 9.7
TOT. PROTEINS +-30.0 (60-80) 69.0 73.0 71.0 78.0
ALBUMINE +-30.0 (35-46) 47.0 2. 50.0 8.7 50.0 8.7 53.0 15.2
TOT. CHOLEST. 30 (3.1-5.2) 7.3 40. 8.3 59.6|(x) 7.4 42.3 7.4 42.3
TRIGLYCERIDES 30 (0.5-2) 3.7 a3. 4.5 125.5| (%) 4.2 108.0 2.3 14.0
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 1.9 1.5 2.0
GEOBULINS ALPHA 2 +-30.0 (3.6-10.5) 4.5 6.5 5.0
GIDBULINS BETA +-30.0 (6-12) 8.5 6.4 5.2 -13.3 8.6
Gl(\)iBULINS GAMMA +-30.0 (6-16) 8.7 9.4
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(1): % deviation from limits of normal range - (2): clinical relevance



LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

PHARNACIA cNORBO321

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

CENTRE: 5 PATIENT: 72 (SEX: Female)

Assigned treatment: Placebo

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

Laboratory test/Z% deviation max

Days of treatment

(range)
Screen 8-14 15-28
value 1) (2)| value (&} (2)]| value 1 (2)
HB -15 (12-16.4) 14.8 14.0 14.5
HT -15 (0.37-0.47) 0.5 0.4 0.5
RBC -15 (3.8-5.8) 4.8 4.7 4.6
KBC +-30.0 (4-11) 6.7 5.3 4.5
WBC: N +-30.0 (2.5-7.5) 4.1 3.2 2.6
WBC: L +-30.0 (1.5-3.5) 2.2 2.0 1.4 -7.3
WBC: E 30 (0.04-0.44) 0.3 0.1 0.4
PLATELETS +-30.0 (150-400) 266.0 275.0 260.0
NA+ +-10.0 (135-150) 142.0 142.0 141.0
K+ +-15.0 (3.5-5) 4.2 4.4
Ca++ +-15.0 (2.1-2.6) 2.4 2.4 2.3
PO4-- +-15.0 (0.8-1.5) 1.3 0.8 -2.5
SGOT 100 (2-29) 18.0 21.0 14.0
SGPT 100 (5-34) 9.0 14.0 10.0
GAMMA GT 100 (0-65) 12.0 6.0 10.0
ALK. PHOSPH. 100 (30-115) 58.0 52.0 61.0
GLUCOSE +-30.0 (3.5-10) 5.3 3.4 -2.9
BUN 50 (2.5-7) 7.0 4.6 4.7
CREATININE 50 (59-120) 104.0 83.0 103.0
URIC ACID 30 (200-500) 256.0 215.0 225.0
TOT BILIRUBIN 100 (3-20) 6.5 6.3 8.2
TOT. PROTEINS +-30.0 (60-80) 69.0 65.0 66.0
ALBUMINE +-30.0 (34-50) 45.0 43.0 45.0
TOT. CHOLEST. 30 (0-6) 11.0 83.3)(x) 8.8 46.7| (%) 9.0 50.0] (x)
TRIGLYCERIDES 30 (0.8-2) 1.7 2.1 5.5 1.8
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 1.5 1.6 1.5
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 5.9 6.1 6.1
GLOBULINS BETA +-30.0 (6-12) 8.5 7.9 8.1
GLOBULINS GAMMA +-30.0 (6-16) 8.1 8.1 8.4
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LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

PHARMACIA cNOREO321

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

CENTRE: 5 PATIENT: 73 (SEX: Male)

Assigned treatment: Reboxetine

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

(1):

% deviation from limits of normal range -

(2): clinical relevance

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14

value 1) (2)] value ) (2)| value 1) (2)
HB -15 (13-18) 16.9 17.4 17.0
HT -15 (0.4-0.54) 0.5 0.5 0.6 2.8
RBC ~15 (4-6.5) 5.5 5.7 5.7
KBC +~30.0 (3.9-12) 10.4 8.8 9.6
KBC: N +-30.0 (2-7.5) 6.2 4.8 6.4
HBC: L +-30.0 (1.5-4) 3.2 3.5 2.6
HWBC: E 30 (0.04-0.44) 0.7 65.9((x) 0.4 0.4
WBC: M 30 (0.2-0.8) 6.2 0.1 -55.0 0.1 ~-50.0
PLATELETS +-30.0 (100-600) 288.0 386.0 397.0
NA+ +-10.0 (134-145) 142.0 141.0 141.0
K+ +-15.0 (3.5-5) 4.8 5.0
Ca++ +-15.0 (2.2-2.6) 2.6 2.5 2.6 0.4
PO4-- +-15.0 (0.8-1.5) 1.1 1.0 1.2
SGOT 100 (15-37) 30.0 17.0 18.0
SGPT 100 (2-29) 17.0 11.0 21.0
GAMMA GT 100 (5-52) 31.0 20.0 26.0
ALK. PHOSPH. 100 (95-260) 80.0 -15.8 82.0 -13.7 88.0 ~-7.4
GLUCOSE +-30.0 (3.5-10) 2.8 -20.0 4.9
BUN 50 (3-6.7) 6.1 4.6 5.7
CREATININE 50 (76-120) 107.0 87.0 107.0
URIC ACID 30 (180-340) 360.0 5.9 279.0 337.0
TOT BILIRUBIN 100 (2-17) 8.7 8.7 5.0
TOT. PROTEINS +-30.0 (60-80) 72.0 71.0 71.0
ALBUMINE +-30.0 (35-46) 48.0 4.3 47.0 2.2 46.0
TOT. CHOLEST. 30 (3.1-5.2) 6.8 30.8{ (x) 6.1 17.3 6.8 30.8((x)
TRIGLYCERIDES 30 (0.5-2) 3.1 55.5[(x) 3.4 68.5| (x) 5.3 166.0| (x)
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.4 2.8 2.3
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 7.2 6.2 7.7
GLOBULINS BETA +-30.0 (6-12) 8.6 8.6 7.0
GLOBULINS GAMMA +-30.0 (6-16) 10.4 9.9 9.9
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNg Fk?lp 321

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: § PATIENT: 74 (SEX: Male)

\ssigned treatment: Placebo

Laboratory test/% deviation max

Days of treatment

(1:

% deviation from limits of normal range -

(2):

clinical relevance

(range)
Screen 1-7 8-14 15-28
value 1) (2)| value (1) (2)| value ) (2)| value (&3] (2)

HB -15 (13-18) 16.9 17.1 17.3 16.4
HT -15 (0.4-0.54) 0.5 0.5 0.5 0.5
RBC -15 (4-6.5) 5.9 6.0 5.8 5.7
HWBC +-30.0 (3.9-12) 11.5 11.3 8.8 9.1
HBC: N +~30.0 (2-7.5) 7.6 1.2 7.6 0.9 4.8 5.2
HWBC: L +-30.0 (1.5-4) 2.9 2.9 3.0 3.2
HBC: E 30 (0.04-0.44) 0.5 4.5 0.5 2.3 0.5 20.5 0.4
WBC: M 30 (0.2-0.8) 0.5 0.2 0.4 0.3
HBC: B 30 (0-0.1) 0.1 20.0 0.1 10.0 0.1 0.1
PLATELETS +-30.0 (100-600) 226.0 284.0 280.0 231.0
NA+ +-10.0 (134-145) 140.0 139.0 135.0 139.0
K+ +-15.0 (3.5-5) 4.6 4.8 4.5 4.3
Ca++ +-15.0 (2.2-2.6) 2.5 2.5 2.5 2.6
PO4-~- +-15.0 (0.8-1.5) 1.0 1.3 1.0 1.5
SGOT 100 (15-37) 20.0 28.0 23.0 31.0
SGPT 100 (2-29) 32.0 10.3 32.0 10.3 35.0 20.7 35.0 20.7
GAMMA GT 100 (5-52) 54.0 3.8 43.0 45.0 52.0
ALK. PFOSPH. 100 (95-260) 107.0 101.0 98.0 127.0
GLUCOSE +-30.0 (3.5-10) 6.3 4.8 5.3 5.1
BUN 50 (3-6.7) 3.2 3.8 3.5 3.2
CREATININE 50 (76-120) 105.0 89.0 96.0 93.0
URIC ACID 30 (180-340) 484.0 42.4|(x) 450.0 32.4|(x) 441.0 29.7 492.0 44,71 (x)
TOT BILIRUBIN 100 (2-17) 8.2 3.8 10.1 . 5.8
TOT. PROTEINS +-30.0 (60-80) 73.0 73.0 69.0 75.0
ALBUMINE +-30.0 (35-46) 47.0 2.2 49.0 6.5 46.0 50.0 8.7
TOT. CHOLEST. 30 (3.1-5.2) 6.5 25.0 6.5 25.0 5.9 13.5 6.8 30.8|(x)
TRIGLYCERIDES 30 (0.5-2) 6.8 237.5{(x) 8.9 342.5((x) 7.8 291.5|(x) 8.0 302.0((x)
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.5 2.8 2.3 2.5
G ULINS ALPHA 2 +-30.0 (3.6-10.5) 2.7 ~25.0 6.9 6.0 6.8
GLQBULINS BETA +-30.0 (6-12) 7.4 7.9 7.1 7.4
GWULINS GAMMA +-30.0 (6-16) 12.1 1.3 10.8 10.6
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CIG5B0321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

~ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 5 PATIENT: 75 (SEX: Female)

issigned treatment: Placebo

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value (1) (2)| value 1 (2)| value 1 (2)| value ) (2)

HB -15 (12-16.4) 14.3 14.4 14.2 13.0
HT -15 (0.37-0.47) 0.5 0.5 0.4 0.4 0.4
RBC -15 (3.8-5.8) 4.8 4.9 4.6 4.5
HWBC +-30.0 (4-11) 5.0 3.9 -1.5 6.3 6.6
HBC: N +-30.0 (2.5-7.5) 3.2 2.8 4.2 5.6
HBC: L +-30.0 (1.5-3.5) 1.4 -6.0 1.2 -18.7 1.8 0.7 ~51.3j(x)
HBC: E 30 (0.04-0.44) 0.4 0.2 0.3 0.3
HWBC: B 30 (0-0.1) 0.1 0.1
PLATELETS +-30.0 (150-400) 189.0 176.0 208.0 229.0
NA+ +-10.0 (135-150) 148.0 145.0 142.0 139.0
Ca++ +-15.0 (2.1-2.6) 2.7 1.9 2.8 5.8 2.7 3.5 2.6
GAMMA GT 100 (0-65) 10.0 2.0 6.8 11.0
ALK. PHOSPH. 100 (30-115) 84.0 91.0 89.0 151.0 31.3
BUN 50 (2.5-7) 2.9 2.9 2.3 ~8.0 6.4
URIC ACID 30 (200-500) 239.0 273.0 251.0 282.0
TOT BILIRUBIN 100 (3-20) 9.1 7.4 6.7 11.1
TOT. PROTEINS +-30.0 (60-80) 69.0 70.0 65.0 62.0
ALBUMINE +-30.0 (34-50) 47.0 48.0 46.0 40.0
TOT. CHOLEST. 30 (0-6) 7.2 20.0 7.0 16.7 6.4 6.7 5.6
TRIGLYCERIDES 30 (0.8-2) 1.1 1.1 1.2 1.2
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.5 2.7 2.8 3.6
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 7.2 6.4 5.7 5.8
GLOBULINS BETA +-30.0 (6-12) 8.6 8.6 8.5 7.1
GLOBULINS GAMMA +-30.0 (6-16) 7.2 7.3 6.8 5.5 -8.3
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

ABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

ssigned treatment: Reboxetine

PHARMACTA cNORE0321

REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.: 34

CENTRE: 5 PATIENT: 76 (SEX: Male)

Laboratory test/% deviation max

Days of treatment

(range)
Screen 1-7 8-14 15-28
value (1 value 1) (2)| value 1 (1)

HB -15 (13-18) 14.3 14.5 15.0
HT -15 (0.4-0.54) 0.4 0.4 0.5
RBC -15 (4-6.5) 4.3 4.7 4.6
WBC +-30.0 (3.9-12) 6.1 6.3 6.1
WBC: N +-30.0 (2-7.5) 3.6 3.6 3.4
WBC: L +-30.0 (1.5-4) 1.8 2.0 2.1 -37.3
WBC: E 30 (0.04-0.44) 0.5 22. 0.5 13.6 0.6 25.0
HBC: M 30 (0.2-0.8) 0.1 ~70. 0.1 -70.0 0.1 -70.0 ~-80.0
WBC: B 30 (0-0.1) 0.1 0.1
PLATELETS +-30.0 (100-600) 226.0 331.0 296.0
NA+ +-10.0 (134-145) 141.0 140.0 142.0
K+ +-15.0 (3.5-5) 4.6 4.7 4.6 6
Ca++ +-15.0 (2.2-2.6) 2.7 2, 2.5 2.7 5.0 2.6 0.8
PO4-- +-15.0 (0.8-1.5) 1.5 0. 1.3 1.1 1.2
GAMNA GT 100 (5-52) 48.0 43.0 43.0 32.0
ALK. PHOSPH. 100 (95-260) 74.0 -22 72.0 -24.2 70.0 -26.3 75.0 -21.1
BUN 50 (3-6.7) 3.2 3.4 3.1 3.9
CREATININE 50 (76-120) 99.0 97.0 88.0 96.0
URIC ACID 30 (180-340) 241.0 294.0 343.0 0.9 320.0
TOT BILIRUBIN 100 (2-17) 6.8 4.6 5.6 5.8
TOT. PROTEINS +-30.0 (60-80) 76.0 74.0 77.0 72.0
ALBUMINE +-30.0 (35-46) 47.0 2.2 46.0 49.0 6.5 46.0
TOT. CHOLEST. 30 (3.1-5.2) 5.6 7.7 5.6 7.7 6.5 25.0 6.2 19.2
TRIGLYCERIDES 30 (0.5-2) 2.1 6.0 3.1 57.0|(x) 2.5 22.5 1.7
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.7 3.6 2.5 2.0
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 8.5 9.0 7.9 6.8
GLOBULINS BETA +-30.0 (6-12) 7.9 8.1 8.8 6.9
GLg?ULINS GAMMA +-30.0 (6-16) 1.4 15.6 12.9 10.3
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% deviation from limits of normal range

(2):

clinical relevance




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

PHARMACIA CFSERO 321

REBOXETINE - PROTOCOL 20124/ADEC09
TABLE No.: 34

LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 6 PATIENT: 82 (SEX: Male)

Assigned treatment: Reboxetine

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7 8-14 15-28
value ) (2)| value 1) (2)] value 1) (2)} value 1) (2)

HB =15 (13-18) 16.1 13.6 15.3 16.2
HT -15 (0.4-0.54) 0.5 0.4 0.4 0.5
RBC -15 (4-6.5) 5.3 4.3 4.9 5.1
KBC +-30.0 (3.9-12) 6.6 7.5 9.0 9.0
KBC: N +-30.0 (2-7.5) 6.8 4.9 5.7 5.2
WBC: L +-30.0 (1.5-4) 2.0 2.1 2.6 2.9
HWBC: E 30 (0.04-0.44) 0.5 4.5 0.3 0.5 2.3 0.6 43.2((x)
HBC: M 30 (0.2-0.8) 0.2 -25.0 0.2 6.3 0.4
HBC: B 30 (0-0.1) 0.1 0.1 0.1 0.1
PLATELETS +-30.0 (100-600) 280.0 287.0 306.0 300.0
Na+ +-10.0 (134-145) 140.0 139.0 140.0 139.0
K+ +-15.0 (3.5-5) 4.8 5.1 2.0
Ca++ +-15.0 (2.2-2.6) 2.1 -2.7 2.3 2.4 2.5
P04 -~ +-15.0 (0.8-1.5) 0.8 -2.5 0.9 0.8 1.1
GAMMA GT 100 (5-52) 5.0 19.0 19.0 29.0
ALK. PHOSPH. 100 (95-260) 78.0 -17.9 70.0 -26.3 73.0 -23.2 78.0 -17.9
GLUCOSE +-30.0 (3.5-10) 4.0 3.6 3.3 ~-5.7
URIC ACID 30 (180-340) 285.0 271.0 251.0 267.0
TOT BILIRUBIN 100 (2-17) 6.2 4.8 5.5 5.6
TOT. PROTEINS +-30.0 (60-80) 75.0 65.0 71.0 75.0
ALBUMINE +-30.0 (35-46) 43.0 36.0 40.0 42.0
TOT. CHOLEST. 30 (3.1-5.2) 7.6 46.2| (%) 6.8 30.8 (x) 7.7 48.1|(x) 8.2 57.7{(x)
TRIGLYCERIDES 30 (0.5-2) 2.2 8.5 3.4 68.0((x) 3.9 96.5|(x) 5.8 189.5((x)
GLOBULINS ALPHA 1 +-30.0 (1.S5-4) 2.3 2.6 1.7 2.6
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 7.4 7.2 10.1 8.5
GLOBULINS BETA +-30.0 (6-12) 8.6 7.3 6.1 8.3
GLOBULINS GAMMA +-30.0 (6-16) 13.7 12.1 13.1 13.6
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% deviation from limits of normal range -
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clinical relevance




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

PHARNACIA cN®RE0321

REBOXETINE - PROTOCOL 20124/ADE009
TABLE No.: 34

-ABORATORY TEST: LISTING OF PATIENTS KITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA
CENTRE: 6 PATIENT: 83 (SEX: Female)

issigned treatment: Placebo

Laboratory test/Z deviation max Days of treatment
(range)
Screen 1-7 15-28 8-14
value 1) (2)| value 1) (2)| value 1) (2)| value (& D] (2)

HB -15 (12-16.4) 13.1 14.3 15.8
HT =15 (0.37-0.47) 0.4 0.4 0.5
RBC -15 (3.8-5.8) 4.1 4.5 4.9
HBC +-30.0 (4-11) 6.2 7.6 8.9
WBC: N +-30.0 (2.5-7.5) 3.5 4.3 3.2
WBC: L +-30.0 (1.5-3.5) 2.1 2.7 4.8 29.1
HWBC: E 30 (0.04-0.44) 0.5 13.6 0.4 0.9 102.3) (x)
HBC: M 30 (0.2-0.8) 0.1 -70.0 0.2 -25.0 0.3
HBC: B 30 (0-0.1) 0.1 0.1
PLATELETS +-30.0 (150-400) 403.0 0.8 238.0 238.0
NA+ +-10.0 (135-150) 144.0 145.0 142.0 144.0
K+ +-15.0 (3.5-5) 4.1 4.0
Ca++ +-15.0 (2.1-2.6) 2.3 2.4 2.6 2.5
GAMMA GT 100 (0-65) 9.0 9.0 9.0 9.0
ALK. PHOSPH. 100 (30-115) 82.0 85.0 86.0 76.0
CREATININE 50 (59-120) 71.0 80.0 112.0
URIC ACID 30 (200-500) 223.0 209.0 183.0 -8.5 191.0 -4.5
TOT BILIRUBIN 100 (3-20) 4.8 6.5 8.9 8.4
TOT. PROTEINS +-30.0 (60-80) 62.0 66.0 76.0 64.0
ALBUMINE +-30.0 (34-50) 38.0 41.0 50.0 41.0
TOT. CHOLEST. 30 (0-6) 4.5 5.0 6.2 3.3 5.0
TRIGLYCERIDES 30 (0.8-2) 1.4 1.1 1.6 1.2
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 3.0 2.9 3.4 3.3
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 6.4 7.8 7.5 6.8
GLOBULINS BETA +-30.0 (6-12) 6.1 6.4 7.4 7.6
GLOBULINS GAMMA +-30.0 (6-16) 8.4 9.9 10.9 9.4
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(1): % deviation from limits of normal range - (2): clinical relavance




LABORATORY TEST: LISTING OF PATIENTS WITH LABORATORY ABNORMALITIES OF CLINICAL RELEVANCE ACCORDING TO SELECTED CRITERIA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

1):

PHARMACIA CN3SHBD321
REBOXETINE - PROTOCOL 20124/ADE009

TABLE No.:

34

CENTRE: 7 PATIENT: 89 (SEX: Female)

Assigned treatment: Reboxetine

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

% deviation from limits of normal range

(2):

clinical relevance

Laboratory test/% deviation max Days of treatment
(range)
Screen 1-7

value 1) (2)]| value ) (2)
HB =15 (12-16.4) 15.2 16.0
HT -15 (0.37-0.47) 0.5 0.5 5.1
RBC -15 (3.8-5.8) 4.9 5.3
WBC +-30.0 (4-11) 10.1 12.0 9.5
WBC: N +-30.0 (2.5-7.5) 6.9 7.7 2.8
HBC: L +-30.0 (1.5-3.5) 2.1 3.0
HWBC: E 30 (0.04-0.44) 0.5 13.6 0.6 36.4((x)
HBC: M 30 (0.2-0.8) 0.5 0.7
KBC: B 30 (0-0.1) 0.1 0.1 20.0
PLATELETS +-30.0 (150-400) 249.0 277.0
NA+ +-10.0 (135-150) 144.0 141.0
Ca++ +-15.0 (2.1-2.6) 2.4 2.4
GAMMA GT 100 (0-65) 51.0 60.0
ALK. PHOSPH. 100 (30-115) 146.0 27.0 164.0 42.6
URIC ACID 30 (200-500) 247.0 242.0
TOT BILIRUBIN 100 (3-20) 5.5 6.0
TOT. PROTEINS +-30.0 (60-80) 59.0 -1.7 63.0
ALBUMINE +-30.0 (34-50) 36.0 38.0
TOT. CHOLEST. 30 (0-6) 5.1 6.1 1.7
TRIGLYCERIDES 30 (0.8-2) 1.9 .5 72.5| (%)
GLOBULINS ALPHA 1 +-30.0 (1.5-4) 2.3 2.7
GLOBULINS ALPHA 2 +-30.0 (3.6-10.5) 5.6 6.1
GLOBULINS BETA +-30.0 (6-12) 6.8 7.9
GLOBULINS GAMMA +-30.0 (6-16) 8.3 8.3
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STATEMENT OF INVESTIGATOR

NAME OF INVESTIGATOR

INSTITUTION

HOME ADDRESS (and phone)'

NAME OF THE DRUG UNDER I’NVESTIGATION AND PROTOCOL NUMBER
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COLLEGES, URIVERSITIES, AND MEDICAL OR OTHER PROFESSIONAL SCHOOLS ATTENDED,
WITH DATES OF ATTENDANCE, DEGREES, AND DATES DEGREES WERE AWARDED.

POSTGRADUATE MEDICAL OR OTHER PROFESSIONAL TRAINING (INDICATE DATES, NAMES
OF INSTITUTIONS, AND NATURE OF TRAINING)
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TEACHING OR RESEARCH EXPERIENCE (INDICATE DATES, INSTITUTIONS, AND BRIEF
DESCRIPTION OF EXPERIENCE)

EXPERIENCE IN MEDICAL PRACTICE OR OTHER PROFESSIONAL EXPéRIENCE (INDICA
TE DATES, INSTITUTIONAL APPLICATIONS, NATURE OF PRACTICE, OR OTHER PRO-
FESSIONAL EXPERIENCE)
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bDsM 111 ENCL. 2

210 Diagnostic Categories

(b} Any of the following catatonic symptoms: stupor, mutism, nega-
tivism, posturing.

2- Without Psychotic Features. Meets the criteria for manic episode,
but no psychotic features are present.

0- Unspecified.

P~

| Major Depressive Episode

The essential feature is either a dysphoric mood, usually depression, or loss of
interest or pleasure in all or almost all usual activities and pastimes. This
disturbance is prominent, relatively persistent, and associated with other symp-
toms of the depress,ve syndrome. These symptoms include appetite disturbance,
change in weight, sleep disturbance, psvchomotor agitation or retardation,
decreased energy, feelings of worthlessness or guilt, difficulty concentrating or
thinking. and thoughts of death or cuicide or suicidal attempts.

An individua! with a depressive syndrome will usually describe his or her
mood as depressed. sad, hopeless, discouraged. down in the dumps, or in terms
of <ome other colloguial variant. Sometimes, however, the mood disturbance
mav not be expressed as a synonym for depressive mood but rather as a
complaint of “not caring anymore,” or as a painful inability to experience
pleasure. In a child with a depressive syndrome there may not be complaints
of anv dvephoric mood, but its existence may be inferred from a persistently
sad facial expression.

Lose of interest or pleasure is probably always present inam
cive episode to some degree, but the individual mav not complain of this or
iy members may notice it. Withdrawal
a

ajor depres-

even be aware of the loss, although fami
from friends and family and neglect of avocations that were previously
source of pleasure are common.
Appetite is frequently dicturbed, usually with loss of appetite, but occa-
sionally with increased appetite. When loss of appetite is severe, there may be
significant weight loss or, in the case of children, failure to make expected
weight gains, When appetite is markedly increased there may be significant
weight gain. )
Sleep is commonly disturbed, more frequently with insomnia present, but
sometimes with hypersomnia. The insomnia may involve difficulty falling asleep
(initial insomnia), waking up during sleep and then returning to sleep only wit
difficulty (middle insomnia), or early morning awakening (terminal insomnia).
Psychomotor agitation takes the form of inability to sit still, pacing, hand-
wringing, puliing or rubbing of hair, skin, clothing. or other objects, outbursts
of complaining or shouting, or pressure of speech. Psychomotor retardation may
take the form of slowed speech, increased pauses before answering, low or
body movements, a markedly decreased amount of
speech (poverty of speech), or muteness. (In children there may be hypoactivity

rather than psychomotor retardation.) A decrease in energy level is almost

monotonous speech, slowed

~1

-3
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invariably present, and is experienced as sustained fatigue even in the absence
of physical exertion. The smallest task may seem difficult or impossible to
accomplish.

The sense of worthlessness varies from feelings of inadequacy to com-
pletely unrealistic negative evaluations of one’s worth. The individual may
reproach himself or herself for minor failings that are exaggerated and search
the environment for cues confirming the negative self-evaluation. Guilt may be
expressed as an excessive reaction to either current or past failings or as exag-
gerated responsibility for some untoward or tragic event. The sense of worth-
lessness or guilt may be of delusional proportions.

Difficulty in concentrating, slowed thinking, and indecisiveness are fre-
guent. The individual may complain of memory difficulty and appear easily
distracted.

Thoughts of death or suicide are common. There may be fear of dying, the
belief that the individual or others would be better off dead, wishes to die, or
suicidal plans or attempts.

Associated features. Common associated features include depressed appear-
ance, tearfulness, feelings of anxiety, irritability, fear, brooding, excessive con-
cern with physical health, panic attacks, and phobias.

When delusions or hallucinations are present, their content is usually
clearly consistent with the predominant mood (mood-congruent). A common
delusion is that one is being persecuted because of sinfulness or some inade-
quacy. There may be nihilistic delusions of world or personal destruction,
somatic delusions of cancer or other serious illness, or delusions of poverty.
Hallucinations, when present, are usually transient and not elaborate, and may
involve voices that berate the individual for his or her shortcomings or sins.

Less commonly the content of the hallucinations or delusions has no
apparent relationship to the mood disturbance (mood-incongruent). This is
particularly the case with persecutory delusions, in which the individual may be
at a loss to explain why he or she should be the object of persecution. The
usefulness of the distinction between mood-congruent and mood-incongruent
psychotic features is controversial.

Age-specific associated features. Although the essential features of a major
depressive episode are similar in infants, children, adolescents, and adults, there
are differences in the associated features.

In prepubertal children separation anxietv may develop and cause the child
to cling, to refuse to go to school, and to fear that he or she or the parents will
die. A previous history of separation anxiety may result in more intense anxiety
symptoms with the onset of a major depressive episode.

In adolescent boys negativistic or frankly antisocial behavior may appear.
Feelings of wanting to leave home or of not being understood and approved of,
restlessness, grouchiness, and aggression are common. Sulkiness, a reluctance
to cooperate in family ventures, and withdrawal from social activities, with
retreat to one’s room, are frequent. School difficulties are likely. There may be
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inattention to personal appearance and increased emotionality, with particular
sensitivity to rejection in love relationships. Substance Abuse may develop.

In elderly adults there may be symptoms suggesting Dementia, such as dis-
orientation, memory loss, and distractibility. Loss of interest or pleasure in the
individual’s usual activities may appear as apathy; difficulty in concentration as
inattentiveness. These symptoms make the differential diagnosis of “‘pseudo-
dementia” (due to depression) from true Dementia (an Organic Mental Dis-
order) particularly difficult (p. 111).

Differential diagnosis of major depressive episode. An Organic Affective

Syndrome with depression may be due to substances such as reserpine, to
infectious diseases such as influenza, or to hypothyroidism. Only by excluding
organic etiology can one make the diagnosis of a major depressive episode. For
further discussion, see p. 117.
. Primary Degenerative Dementia or Multi-infarct Dementia, because of the
presence of disorientation, apathy, and complaints of difficulty concentrating or
of memory loss, may be difficult to distinguish from a major depressive episode
occurring in the elderly. If the features suggesting a major depressive episode
are at least as prominent as those suggesting Dementia, it is best to diagnose a
major depressive episode and assume that the features suggesting Dementia
represent a pseudo-dementia that is a manifestation of the major depressive
episode. In such cases the successful treatment of the major depressive episode
often results in the disappearance of the symptoms suggesting Dementia. If the
features suggesting Dementia are more prominent than the depressive features,
the diagnosis should be the appropriate form of Dementia, but the presence of
depressive features should be noted.

If a psychological reaction to the functional impairment associated with a
physical illness that does not involve the central nervous system causes a de-
pression that meets the full criteria for a major depressive episode, the Major
Depression should be recorded on Axis I, the physical disorder on Axis III, and
the severity of the psychosocial stressor on Axis 1V. Examples would include
the psychological reaction to the amputation of a leg or to the development of
a life-threatening or incapacitating illness.

In Schizophrenia there is usually considerable depressive symptomatology.
If an episode of depression follows an episode of Schizophrenia and is super-
imposed upon the residual phase of Schizophrenia, the additional diagnosis of
either Atypical Depression or Adjustment Disorder with Depressed Mood may
be made, but not Major Depression. An individual with a major depressive
episode may have psychotic symptoms; however, the diagnosis of Schizophrenia
is made in the presence of a full depressive syndrome only if the affective
symptoms follow the psychotic symptoms or are brief relative to the duration
of the psychotic symptoms. An individual with Schizophrenia, Catatonic Type,
may appear to be withdrawn and depressed, and it may be difficult to dis-
tinguish this condition from Major Depression with psychomotor retardation.
In such instances it may be necessary to rely on features that on a statistical
basis are associated differentially with the two disorders. For example, the
diagnosis of a major depressive episode is more likely if there is a family history
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of Affective Disorder, good premorbid adjustment, and a previous episode of
affective disturbance from which there was complete recovery.

The diagnosis of Schizoaffective Disorder can be made whenever the clin-
ician is unable to make a differential diagnosis between a major depressive
episode and Schizophrenia. Although no criteria for Schizoaffective Disorder
are provided in this manual, several examples of clinical situations in which
this diagnosis might be appropriate are given on p. 202.

In Dysthymic and Cyclothvmic Disorders there are features of the depres-
sive syndrome, but they are not of sufficient severity and duration to meet the
criteria for a major depressive episode. However, in some instances, a major
depressive episode is superimposed on one of these disorders. In such cases
both diagnoses should be recorded, since it is likely that after recovering from
the major depressive episode, either a Dysthymic or a Cyclothymic Disorder
will persist.

Chronic mental disorders, such as Obsessive Compulsive Disorder or Alco-
hol Dependence, when associated with depressive symptoms, may suggest a
Major Depression. The additional diagnosis of Major Depression should be
made only if the full depressive svndrome is present and persistent. In such

instances both the chronic mental disorder and the superimposed Major Depres-
sion should be recorded.

In Separation Anxiety Disorder, depressive symptoms are common, but if
the full depressive syndrome is not present, only Separation Anxiety Disorder
should be diagrosed. On the other hand, children with Separation Anxiety
Disorder may develop a superimposed major depressive episode, in which case
both diagnoses should be made.

Uncomplicated Bereavement is distinguished from a major depressive epi-
sode and is not considered a mental disorder even when associated with the full
depressive syndrome (sec p. 323}, However, if bereavement is unduly severe or
prolonged, the diagnosis may be changed to Major Depression.

Diagnosti. criteria for major depressive episode

A. Dy-phoric mood or loss of interest or pleasure in all or almost all usual
activities and pastimes. The dysphoric mood is characterized by symptoms
such as the following: depressed, sad, blue, hopeless, low, down in the
dumps, irritable. The mood disturbance must be prominent and relatively
persistent, but not necessarily the most dominant symptom, and does not
include momentary shifts from one dysphoric mood to another dysphoric
mood, e.g., anxiety 10 depression to anger, such as are seen in states of
acute psychotic turmoil. (For children under six, dysphoric mood may
have to be inferred from a persistently sad facial expression.)

B. At least four of the following symptoms have each been present
nearly every day for a period of at least two weeks (in children under
six, at least three of the first four).

180



090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

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

9550321

214 Diagnostic Categories

(1) poor appetite or significant weight loss (when not dieting) or
increased appetite or significant weisht gain (in children under
six, consider failure to make expected weight gains)

(2) insomnia or hyperson.nia

(3) psychomotor agitation or retardation (but not merely subjective
feelings of restlessness or being slowed down) (in children under six,
hypoactivity)

(4) loss of interest or pleasure in usual activities, or decrease in
sexual drive not limited to a period when delusional or hallucinating
(in children under six, signs of apathy)

(5) loss of energy; fatigue

(6) feelings of worthlessness, self-reproach, or excessive or inap-
propriate guilt (either may be delusional)

{(7) complaints or evidence of diminished ability to think or con-
centrate, such as slowed thinking, or indecisiveness not associated
with marked {oosening of associations or incoherence

(8) recurrent thoughts of death, suicidal ideation, wishes to be dead,
or suicide attempt

C. Neither of the following dominate the clinical picture when an affec-
tive syndrome fi.e., criteria A and B above) is not present, that is, befare it
developed or after it has remitted:

1) preoccupation with a mood-incongruent delusion or hallucina-
tion (see definition below!
{2} bizarre behavior

D. Not superimposed on either Schizophrenia, Schizophreniform Dis-
order, or a Paranoid Disorder.

E. Not due to any Organic Mental Disorder or Uncomplicated Bereave-
ment.

Fifth-digit code numbers and criteria for subclassification of major
depressive episode

(When psychotic features and Melancholia are present the coding sys-
tem requires that the clinician record the single most clinically significant
characteristic.)

6— In Remission. This fifth-digit category should be used when in the
past the individual met the full criteria for a major depressive episode but
now is essentially free of depressive symptoms or has some signs of the
disorder but does not meet the full criteria.

4- With Psychotic Features. This fifth-digit category should be used
when there apparently is gross impairment in reality testing, as when
there are delusions or hallucinations, or depressive stupor (the individual

18
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is mute and unresponsive). when possible, specify whether

features are mood-congruent or moo
fifth-digit 7 may be used instea
are mood-incongruent; otherwise, mood-congruence may

Mood-congruent Psychotic Features. Delusions or

whaose content is entirely consistent
sonal inadequacy, guilt, disease, deat
ment; depressive stupor (the in

Mood-incongr
whose content does not invol
quacy, guilt, disease, death, ni

cluded here are such symptom
insertion, thought broadcasting, and delusio
content has-no apparent relationship to any of the
above.

3- With Melancholia.

A. Loss of pleasure in all or almost all act
B. Lack of reactivity to usually pleasurable stimuli {
better, even temporarily, when something good happens).
C. Atleast three of the following:

(a) distinct guality of depressed mood. 1.
perceived as distinctly different from the kind of
enced following the death of a loved one

(b) the depression is regularly worse in the marning
() early morning awakening (at le
awakening)

{d) marked psychomotor retardation or a
{e' significant anorexia Of weight loss

{

fi excessive or inappropriate guilt

vities.

gitation

2-  Without Melancholia

0— Unspecified

OTHER FEATURES OF BOTH MANIC

Age at onset. The first manic episode of Bipo
before age 30. Major Depression may begin
the age at onset is fa

Course. Manic episodes typically
symptoms over a few davs.

months and are briefer and ¢nd more abruptly than major
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uent Psychotic Features. Delusions or hallu
ve themes of either personal inade-

hilism, or deserved punishment. n-

s as persecutory delusions, t
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at anv age, including in
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the ps;/chotic

d-incongruent. (The non-1CD-9-CM
d to indicate that the psychotic features
be assumed.)

hallucinations
with the themes of either per-
h, nihilism, or deserved punish-
dividual is mute and unresponsive).

cinations

hought

themes noted

doesn’t feel much

the depressed mood is

feeling experi-

ast two hours before usua! time of

AND MAJOR DEPRESSIVE EPISODES
lar Disorder typically occurs
fancy, and
irly evenly distributed throughout adult life.

begin suddenly, with a rapid escalation of

The episodes usually last from a few days to
depressive episodes.
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3
NEWLY OBSERVED SIGNS AND SYMPTOMS CHECK-LIST
1. AUTONOMIC 4, NEUROLOGICAL
~DRY MOUTH -RIGIDITY
-NASAL CONGESTION : -TREMOR
~BLURRED VISION -AKATHISIA
-CONSTIPATION -DYSTONIA
~URINARY HESITANCY -PARESTHESIAS
-URINARY RETENT [ON -SEIZURES
- INCREASED SALIVATION
-SWEATING 5._OTHER
~NAUSEA -SKIN-RASH
“VOMITING -URTICARIA
~DIARRHOEA -DECREASED APPETITE

-SEXUAL DISTURBANCES ~HEADACHE

-WEIGHT GAIN

2. _BEHAVIORAL TOXICITY “WEIGHT LOSS

-CONFUSIONAL REACTION

~EXCITEMENT/AGITATION

-INCREASED MOTOR ACTIVITY

-DECREASED MOTOR ACTIVITY

~INSOMNIA

-DROWSINESS

-LASSITUDE

~HYPOTENSION
~DIZZINESS
=CIRCULATORY COLLAPSE
=TACHYCARDIA
~HYPERTENSION
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PATIENT NO. |1 IPAENO.L_ 1 _ |
ALL NEWLY OBSERVED SIGNS AND SYMPTOMS
PROGRESSIVE NO. 1 2 3
SIGN OR SYMPTOM
SPONTANEOUSLY O | spoNTANEOUSLY [0 | sPoNTANEOUSLY O
REPORTED
UPON ENGUIRY O |uron ENQUIRY [ | upoN ENaUIRY ]
Oves O o 0 ves DOno Oves OJwo
PRESENT BEFORE START OF STUDY
7 unknown [ UNKNOWN [JUNKNOWN
DATE OF ONSET L 1 1 1 L 1 1 J L 1 1 |
MONTH DAY YEAR MONTH DAY YEAR MONTH DAY YEAR
DURATION (DURING TREATMENT ) X : n \ . { L L | 1 ;
DAYS HOURS MIN DAYS HOURS MIN DAYS HOURS MIN
SEVERITY -MILD O O ]
-MODERATE ad O O
-SEVERE O d0 O
-VERY SEVERE 0O _B |
%tﬁlonsmp TO =NONE ] ]
MEDICATION
-POSSIBLE, O ] O
DOUBTFUL
-PROBABLE O O O
-CERTAIN O O [
?&&?ﬂTQR SYMPTOM REQUIRE O ves Owo O ves O o Oves O wo
IF YES SPECIFY:
DRUG(S)
DAILY DOSE AND ROUTE OF
ADMINISTRAT ION
DURAT LON OF TREAT, (DAYS)
COURSE
<~DISAPPEARED, TRIAL DRUG CONTINUED ] O a
-PERSISTED, TRIAL DRUG CONTINUED O a O
~DISAPPEARED, AFTER REDUCT, OF DOSE O O O
-PERSISTED, AFTER REDUCT. OF DOSE O O O
~NOT TOLERATED, TRIAL DRUG O O O
DISCONTINUED: -TEMPORARILY 0 0 0
~DEFINITIVELY
FOLLOW-UP: DURATION AFTER DISCON- , | ¢ | R
TINUATION OF TRIAL DRUG o — DAYS

184

PATIENT OUTCOME
-FULLY RECOVERED

~RECOVERED WITH SEQUELAE
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PROT™OL Ly | 1 | | PAIENT MO, | PAGE MO, LI |

SiiES L0 31 7304,y DATE 4 L1 L4
DAY MONTH YEAR

CLINICAL GLOBAL IMPRESSION_(CGI)

A. SEVERITY OF ILLNESS

! CONSIDERING YOUR TOTAL CLINICAL EXPERIENCE WITH THIS PARTICULAR POPULATION, HOW MENTALLY ILL IS THE
PATIENT AT THIS TIME? .

NORMAL, NOT AT ALL ILL
BORDERLINE MENTALLY ILL

MILDLY ILL

G N E

MODERATELY ILL

MARKEDLY ILL

I D]

SEVERELY ILL

N

AMONG THE MOST EXTREMELY ILL PATIENTS

B. GLOBAL IMPROVEMENT (RATE TOTAL IMPROVEMENT WHETHER OR NOT, IN YOUR JUDGEMENT, IT IS DUE ENTIRELY TO
DRUG TREATMENT )

COMPAKED TO HIS CONDITION AT ADMISSION TO THE STUDY, HOW MUCH HAS HE CHANGED?
VERY MUCH IMPROVED

MUCH IMPROVED

BRSNS

MINIMALLY IMPROVED

NO CHANGE

&

MINIMALLY WORSE

MUCH WORSE

& B &

VERY MUCH WORSE

C. EFFICACY INDEX (RATE THIS ITEM ON THE BASIS OF DRUG EFFECT ONLY!

TOLERABILITY: SIDE EFFECTS %
!
|

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

DO NOT SIGNIFICAN- | SIGNIFICANTLY IN-
TLY INTERFERE WITH| TERFERE WITH PAT- | OUTWEIGH THERAPEU-
ACTIVITY NONE PATIENT'S FUNCTIO- | IENT'S FUNCTIONING | TIC EFFECT
NING
MARKED - VAST IMPROVEMENT, COMPLETE )
OR NEARLY COMPLETE REMISSION 1 2 3 4
OF ALL SYMPTOMS
MODERATE ~ DECIDED IMPROVEMENT, PARTIAL 5 6 7 8
REMISSION OF SYMPTOMS
MINIMAL - SLIGHT IMPROVEMENT WHICH DOES .
NOT ALTER STATUS OF CARE OF S 10 1 v
PAT LENT
UNCHANGED OR_WORSE 13 14 15 16
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tnclosure €

9550321 ASSESSENT e

PROTOCOLY  § ) § | JPMTENT MO, |1 JDATE | 1 Jpy [T U W W W W S |
DAY MONTH YEAR SCREEN

HAYD: HAMILTON DEPRESSION RATING SCALE

1 TENS

SCORE

1

DEPRESSED MXD (SADMESS, HOPELESS, MELPLESS, SORTHLESS )

0 = aABSENT

] = THESE FEELING STATES INDICATED ONLY ON QUESTIONING

2 = THESE FEELING STATES SPONTANEQUSLY REPORTED VERBALLY

3 « COMNICATES FEELING STATES MON-VERBALLY - 1,E., THROUGH FACIAL EXPRESSION, POSTLRE, VOICE, MND TENDENCY

TO WEEP
§ = PATIENT REPORTS VIRTUALLY OMLY THESE FEELING STATES IN HIS SPONTANEOUS VERBAL AND NON-VERBAL COMMNICA-

TION

2.

FEELINGS OF UILT

0 = ABSENT

1 = SELF REPROACH, FEELS ME MAS LET PEOPLE DOWN

2 = IDEAS OF GUILT OR RUMINATION OVER PAST ERRORS OR SINFUL DEEDS

3 = PRESENT JLLNESS 1S A PUNISHMENT, DELUSION OF GUILY
4 = HEARS ACCUSATORY OR DENUNCIATORY VOICES AND/OR EXPERIENCES THREATENING VISUAL HALLUC INATIONS

SUICIDE

0 = ABSENT

1 = FEELS LIFE 1S NOT WORTH LIVING

2 = WISHES HE WERE DEAD OR ANY THOUGHTS OF POSSIBLE DEATH TO SELF
3 = SUICIDE 1DEAS OR GESTURE

& = ATTE®TS AT SUICIDE (ANY SERIOUS ATTEMPT RATES &)

INSOAIA EARLY

0 = NO DIFFICULTY FALLING ASLEEP
1 = COMPLAINS OF OCCASIONAL DIFFICILTY FALLING ASLEEP - 1.E., MORE THAN § HDIR
2 = COMPLAINS OF NIGHTLY DIFFICLTY FALLING ASLEEP

INSOMIIA MITDLE

0 = W0 DIFFIQULTY
1 = PATIENT COMPLAINS OF BEING RESTLESS AND DISTURBED DURING THE NIGHT
2 = WAKING DURING THE NIGHT - ANY GETTING QUT OF BED RATES 2 (EXCEPT FOR PURPOSES OF VOIDING)

. INSOMNIA LATE

0 = %0 DIFFIQATY
1 = WAKING IN EARLY HDURS OF THE MORNING BUT GOES BACK TO SLEEP
2 = UNABLE TO FALL ASLEEP AGAIN IF HE GETS OUT OF BED

WORK AND ACTIVITIES

0 = Mo DIFFIQLTY

1 = THOUGHTS AND FEELINGS OF INCAPACITY, FATIGLE OR WEAKNESS RELATED TO ACTIVITIES; WORK OR HOBBIES

2 = LOSS OF INTEREST IN ACTIVITY; HOBBIES OR WORK - EITHER DIRECTLY REPORTED BY PATIENT, OR INDIRECT IN
LISTLESSNESS, INDECISION AND VACILLATION (FEELS HE MAS TD PUSH SELF TO WORK OR ACTIVITIES)

T = DECREASE IN ACTUAL TIME SPENT IN ACTIVITIES OR DECREASE IN PRODUCTIVITY. IN MOSPITAL, RATE 3 IF PATIENT
DOES NOT SPEND AT LEAST THREE MOLRS A DAY IN ACTIVITIES (HOSPITAL JOB OR HOBBIES) BXTLUSIVE OF WARD
CHORES

4 = STOPPED WORKING BECAUSE OF PRESENT ILLNESS. IN MOSPITAL, RATE & IF PATIENT ENGAGES IN NO ACTIVITIES EXCEFT
WARD OHDRES, OR IF PATIENT FAILS TO PERFORM WARD OMORES UNASSISTED

RETARDATION (SLOWNESS OF THOUGHT AND SPEECH, IMPAIRED ABILITY TO CONCENTRATE; DECREASED MOTOR ACTIVITY)

0 = NORMAL SPEECH AND THOUGHT

1 = SLIGHT RETARDATION AT INTERVIEW
2 = CBVIOUS RETARDATION AT INTERVIEW
3 = INTERVIEW DIFFICILTY

4 = COMPLETE STUPOR

9.

AGITATION

0 = NONE

1 = FIDGETINESS

2 = PLAYING WITH HANDS, MAIR, ETC.

3 = MOVING ABOUT, CAN'T SIT STILL

4 = HAND WRINGING, MAIL BITING, MAIR-PULLING, BITING OF LIPS

10, ANXIETY PSYCHIC
0 = N0 DIFFIQLTY
1 = SUBJECTIVE TENSION AND IRRITABILITY
2 = WORRYING ABOUT MINOR MATTERS
T = APPREMENSIVE ATTITUDE APPARENT IN FACE OR SPEECH
4 = FEARS EXPRESSED WITHOUT QUESTIONING
11, ANXIETY SOIMATIC
0 = ABSENT PHYSIOLDGICAL CONCOMITANTS OF ANXIETY, SUCH AS:
1 =M ~GASTRO- INTESTINAL: DRY MOUTH, WIND, INDIGESTION, DIARRHEA, CRAMPS, BELCHING
2 = MODERATE «CARDIO-VASCULAR : PALPITATIONS, MEADACHES
3 = SEVERE ~RESPIRATORY : HYPERVENTILATION, SIGHING

4§ = INCAPACITATING ~URINARY FREQUENCY
~SHEATING
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DAY MONTH YEAR
I T E M S SCORE

12. SOMATIC SYMPTOMS GASTROINTESTINAL

0 = N

1 = LOSS OF APPETITE BUT EATING WITHOUT STAFF ENCOURAGEMENT. HEAVY FEELINGS IN ABDOMEN

2 = DIFFICULTY EATING WITHOUT  STAFF URGING. REQUESTS OR REQUIRES LAXATIVES OR MEDICATION FOR BOWELS OR MEDICA-
TioN FOR 6.1, sywPTOms,

13, SOMATIC SYMPTOMS GENERAL
0 = NONE
1 = HEAVINESS IN LIMBS, BACK OR HEAD, BACKACHES, MEADACHE, MUSCLE ACHES., LOSS OF ENERGY AND FATIGABILITY,
2 = ANY CLEAR-CUT SYMPTOM RATES 2

l4. GENITAL SYNPTOMS

? ::lwsa (SYMPTOMS SUCH AS: LOSS OF LIBIDO, MENSTRUAL DISTURBANCES)

2 = SEVERE

15, HYPOCHONDRIASIS

0 = NOT PRESENT

1 = SELF-ABSORPTION (BODILY)

2 = PREOCCUPATION WITH HEALTH

3 = FREQUENT COMPLAINTS, REQUESTS FOR HELP, ETC.
4 = HYPOCHONDRIACAL DELLISIONS

16, LOSS OF WEIGHT (RATE EITHER A OR B)

A, WHEN RATING BY HiSTORY
0 = NO WEIGHT LOSS
1 = PROBABLE WEIGHT LDSS ASSOCIATED WITH PRESENT [LLNESS
2 = DEFINITE (ACCORDING TO PATIENT) WEIGHT LOSS
3 = NOT ASSESSED

B. ON WEEKLY RATINGS BY WARD PSYCHIATRISTS, WHEN ACTUAL WEIGHT CHANGES ARE MEASLRED
0 = LESS THAN 1 LB, WEIGHT LOSS IN WEEK
1 = GREATER THAN 1 LB, WEIGHT LOSS IN WEEK
2 = GREATER THAN 2 LB, WEIGHT LOSS IN WEEK
3 = NOT ASSESSED

17, INSIGHT

1) = ACKNOWLEDGES BEING DEPRESSED AND ILL
1 = ACKNOWLEDGES ILLNESS BUT ATTRIBUTES CAUSE TO BAD FOOD, CLIMATE, OVERWORK, VIRUS, NEED ROR REST, ETC.
2 = DENIES BEING ILL AT ALL
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mlllllgpArxmm.L_J_Jmm||||my [N IO I S | §

DAY MONTH YEAR

a0 SR, A3 0o 4is AT PRAN TP 23 2

1 2. INER TENSION

1, REFORTED SATNESS
REPRESENTING SUBJECTIVELY EXPERIENCED MDD, REGARDLESS OF WHETHER IT IS REFLECTED IN APPEARANCE OR NOT, INCLLDES
DEPRESSED MOOD, LOW SPIRITS, DESPONDENCY, NDTI’EFEELIPGGBEHGBEYUD!ELPNOHIW HOPE.

RATE ACCORDING TO INTENSITY, DURATION AND THE EXTENT TO WHICH THE MOOD IS INFLUENCED BY EVENTS.

ELATED MOOD IS SCORED ZERO ON THIS ITEM.

0 = OCCASIONAL SADNESS MAY OCCIR IN THE CIRCUMNSTANCES .
1 = PREDOMINANT FEELINGS OF SADNESS, BUT BRIGHTER MOMENTS OCCLR

2 = PERVASIVE FEELINGS OF SADNESS OR GLOOMINESS. THE MOOD 1S HARDLY INFLUENCED BY EXTERNAL CIRCLMSTANCES
3 = CONTINUOUS EXPERIENCE OF MISERY OR EXTREME DESPONDENCY

REPRESENTING FEELINGS OF ILL-DEFINED DISCOMFORT, EDGINESS, INNER TURMDIL., MENTAL TENSION MOUNTING TO PANIC,

DREAD AND ANGUISH.
RATE ACCORDING TO INTENSITY, FREQUENCY., DURATION AND THE EXTENT OF REASSURANCE CALLED FOR.

DISTINGUISH FROM SADNESS, WORRYING AND MUSCLRAR TENSION.

0 = PLACID. ONLY FLEETING INNER TENSION
1 = OCCASIONAL FEELINGS OF EDGINESS AND ILL-DEFINED DISCOMFORT
2 = CONTINUOUS FEELINGS OF INNER TENSION, OR INTERMITTENT PANIC WHICH THE PATIENT CAN ONLY MASTER WITH SOME

DIFFIQLTY .
3 = UNRELENTING DREAD OR ANGUISH, OVERNHELMING PANIC

3, APPARENT SADNESS
REPRESENTING DESPONDENCY, GLOOM AND DESPAIR (MORE THAN JUST ORDINARY TRANSIENT LOW SPIRITS) REFLE
FACIAL DPRESSION, AND POSTURE. RATE BY DEPTH AND INABILITY TO BRIGHTEN WP,

0 = NO SADNESS

1 = LOOKS DISPIRITED BUT BRIGHTENS UP OCCASIONALLY

Z'APPEARSSADANJLNWPYN.LNT\'ETIFQ
3‘EXTRB€AN3C(NTIMIIJSWAN’)IESP(NBCY

CTED IN SPEECH,

4. SUICIDAL THOUGHTS

REPRESENTING THE FEELING THAT LIFE 1S NOT WORTH LIVING,
AND PREPARATIONS FOR SUICIDE,

SUICIDAL ATTEMPTS SHOULD NOT IN THEMSELVES INFLUENCE THE RATING.

0 = BNJOYS LIFE OR TAKES IT AS IT COMES

1 = WEARY OF LIFE, ONLY FLEETING SUICIDAL THOUGHTS )

2 = MUCH BFTTER OFF DEAD. SUICIDAL THOUGHTS ARE COMMON, AND SUICIDE 1S CONSIDERED AS A POSSIBLE SOLUTION,
BUT WITHOUT SPECIFIC PLANS OR INTENTION

3 = EXPLICIT PLARS FOR SUICIDE WHEN THERE 1S AN OPPORTUNITY,

THAT A NATURAL DEATH WOULD BE WELCOME, SUTCIDAL THOUGHTS,

ACTIVE PREPARATION FOR SUICIDE

5. INERTIA
REPRESENTING A DIFFICULTY GETTING STARTED OR SLOWNESS INITIATING ND PERFORMING

DISTINGUISH FROM INDECISION AND FATIGUABILITY.

0 = NO DIFFICULTY IN GETTING STARTED. NO SLUGGISHNESS

1 = DIFFICULTIES IN STARTING NEW ACTIVITIES
2 = DIFFICULTIES IN STARTING VERY SIMPLE ROUTINE ACTIVITIES, WHICH ARE CARRIED OUT ONLY WITH EFFORT

3 = COMPLETE INERTIA. UNABLE TO START ANY ACTIVITY WITHOUT HELP

EVERYDAY ACTIVITIES.

6. INILITY TO FEEL

EXPERIENCE OF REDUCED INTEREST ‘IN THE SURROUNDINGS, OR ACTIVITIES THAT NORMALLY

REPRESENT ING THE SUBJECTIVE
REACT WITH ADEQUATE BMOTION TO CIRCUMSTANCES OR PEOPLE 1S REDUCED.

GIVE PLEASURE. THE ABILITY TO

DISTINGUISH FROM INERTIA.

O-Mlmsrmneammmssmmmm
l-mmmeM\s\ulm.mmuwmmm

3 = THE DXPERIENCE OF BEING EMOTIONALLY PARALYZED, INABILITY TO FEEL ANGER

2 = LOSS OF INTEREST lNMWlNS.lﬁSGFEEleSRRFRIBDSmmlNTMS
OR GRIEF, AND A COMPLETE OR EVEN

PAINFUL FAILLRE TO FEEL FOR CLODSE RELATIVES AND FRIENDS
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PROTOCOL L | | | | _JPATIENTNO. L _{ S DAE L1 ..} :fm N S 14 .
DAY MONTH YEAR
1 T E X 8 SCORE

7.

PESSIMISTIC THOUGHTS

REPRESENTING THOUGHTS OF GUILT, INFERIORITY, SELF-REPROACH, SINFUINESS, RE" TSE AND RUIN,

0 = NO PESSIMISTIC THOUGHTS

1 = FLUCTUATING IDEAS OF FAILURE, SELF-REPROACH OR SELF-DEPRECIATION

2 = PERSISTENT SELF-ACCUSATIONS, OR DEFINITE BUT STILL RATIONAL IDEAS OF GUILT OR SIN. INCREASINGLY PESSIMISTIC
ABOUT THE FUTWRE

3 = DELUSIONS OF RUIN, REMORSE AND UNREDEEMABLE SIN. ABSURD SELF-ACCUSATIONS

CONCENTRATION DIFFICULTIES

REPRESENTING DIFFICULTIES IN COULECTING ONE'S THOUGHTS MOUNTING TO INCAPACITATING LACK OF CONCENTRATION.
RATE ACCORDING TO INTENSITY, FREQUENCY, AND DEGREE OF INCAPACITY PRODUCED.

DISTINGUISH FROM FAILING MEMORY AND DISRUPTED THOUGHTS,

0 = NO DIFFICULTIES IN CONCENTRATING

1 = OCCASIONAL DIFFICULTIES IN COLLECTING ONE'S THOUGHTS

2 = DIFFICULTIES IN CONCENTRATING AND SUSTAINING THOUGHT WHICH INTERFERE WITH READING OR CONVERSATION
3 = INCAPACITATING LACK OF CONCENTRATION

REPRESENTING A SUBJECTIVE EXPERIENCE OF REDUCED DURATION OR DEPTH OF SLEEP COMPARED TO THE SUBJECT'S OWN
FITFUL SLEEP.

0 = SLEEP AS USUAL

1 = SLIGHT DIFFICULTY DROPPING OFF TO SLEEP OR SLIGHTLY REDUCED, LIGHT OR FITFUL SLEEP
2 = SLEEP REDUCED OR BROKEN BY AT LEAST 2 HOURS

3 = |FSS THAN TWO OR THREE HOURS SLEEP

10.

REDUCED APPETITE

REPRESENTING THE FEELING OF A LOSS OF APPETITE COMPARED WITH WHEN WELL

0 = NORMAL OR INCREASED APPETITE

1 = SLIGHTLY REDUCED APPETITE

2 = NDO APPETITE. FOOD IS TASTLESS, NEED TO FORCE ONESELF TO EAT
3 = MUST BE FORCED TO EAT. FOOD REFUSAL
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DO NOT WRITE IN THIS SPACE

PROUECT NO

INVESTIGATOR 5 NAME

PATIENT SINITIALS PATIENT NO
FIRST | MIC ! LAST

e ————— PATIENT NO

INVESTIGATOR NO

FOR USE N
COMPILING
CATA,
Z
W
Q.
[
Zz
O
a
-
-d
<
oo}
x
Q
L-4
—d
o
I
E
2
>
-
@
o
w
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o
Zz
x
a.
x
o
L
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>
-
|
Q
w
O
2
a
Q
o
Q.
ul
@
w
sa}
[
n
2
2
=
o
@]
w
@
I
fu—y

. visino 1
L.P.D. QUESTIONNAIRE
NAME (I FUIY .o e DATE
(Mr. Mrs. Miss)
AGE . ..o RELIGION. ... OCCUPATION ...
MARRIED: SINGLE: WIDOWED: DIVORCED: SEPARATED:
(Please tick where appropriate)
HOW 10Ng Nave yOU DEEN 7 ...
INSTRUCTIONS: Please answer these questions as quickly as possible.
Put a circle round your answer.
1. Are you more irritable towards other PEOPIE ... Yes
2. Have you lost interest in watChing tel@vISION ... Yeas
3. Do you have difficuity in falling asleep without tablets............................... Yes
4. Do you feel depressed all day JOMYG Yes
5. Do you feel slowed up in your TNIKING e e e e Yes
8. Have you any Serious MONeyY WOIMIES .. ... Yes N
7 Have you had any recent family WOIHI@S ... Yas N
8. Have you lost comeone you love INthe PaStYEAr ... Yes N
9.  Doyoufeelyouare abad PerSON ..o e Yes
10. Have you moved house in the past year.... Yes
11 Doyouavoid COmpany ... Yes 4
12, Isitmore difficult 10 CONCENITAte ON YOUR WOIK.............o.cooioo oo o fes M
13, Have you any hOUSING WOITIES ... oo Yes N
14, DO YOU WISh YOU WETE @DIE 10 CIY ....ooooiii oo oo Yes N
15. Doyou have a restless and disturbed sieep without tablets ... ... ... ... Yes N
16. Do you feel MOSt depressed in the @VENINGS ......................co..cooivoorioice oo Yes Nt
17. Are there times wnen you do not @1 depreSSeq ... Yes M
18. Do you have less interest in reading NEWSPAPEIS . ... Yes M
19, Do you think you will Qet BeMter ... Yes N
20. Do you feel that peopie are sometmes talking aDOUL YOU ... Yes M
21, Isiteasytofall asleep withouttablets ... ... Yes M
22, 1S YOUr @PPEMULe NOFMIAI ... ..o ittt oo oo oo Yes N
23. Have you lessINterestin SeX ... Yes N
24. Doyoufeeiyouare adurdento Others ...« Yes N
25, I life WORNIIVING ..o e Yes N

Please turn over
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N PROJECT NO

VEST § Nave INVESTIGATOR NO

PATIENT'S iNITIALS [mmem NO [ PATIENT MO

Ws‘*f . jLAST f J‘ wisitne 1

PAGE 11 0F 12
L.P.D. QUESTIONNAIRE

26, DOYOUCIY Q10U o R Yes
27 A€ YOU UNADIE 10 CIY ..o oo e oo e e Yes
28, Have you DECOME CONSUPALEA ..ot e e e e Yeo
29. Do you feel happier in the MOIMINGS ...........ooo oo oot e, SR
30, Do you suffer from @ dry MOULN... ... oo e e Yer
31, Have you less feeling for thOSE ClOSE 10 YOU ...t oo e Yes
32. Do you feel you are letting other DEOPIE OWN ..o oo oo Yes
33, Have you loSt your @pPetite ..o oo [T TTURRION . Yes
34, Have you had trouble at work in the Past YEar .. ... ves
35, DO YOU WISN YOU WETE GBAM ... oo oo oo e e e Y as
36. Do you waken much earlier than your usual time without tabiets ... ..o, Veg
37. Are you as good a person as Most Of YOUF FHENGAS ... oo oo Yes
38. Do you feel less depressed when you are With COMPANY ... oo oo Yzs
33. Do you think your iliness is @ punishment that yOU d@SEIVE .....................coooocoeveeoeee oo o Y8S
40. Do you have less interest in things you USUAIY @MY ........cocoi v oo oo Yes
41. Canyou sleep normally without tablets ... Yes
42. Do you waken at your usual time wWithOUt taDIBYS ... ... oo e o oo oo Yes
43. Do you think there is something seriously wrong with your body ... ... Yes
44, Is yourdepression the same all day I0nG...........oooi o e Yes
45. Do you find difficulty in relaxing ... Yas
46. Do you feel life is not worth living....................... ...................... O PP R PP T PP Yes
47. Have youlostweight.. ... TR OO PP PSSP Yes
48. Do you feel most depressed in the MOIMINGS ... .........o.iioi oot . Yes
49. Have you overheard people talking @DOU YOU.............ooiiiii o oo e Yes
50. Do you feel this iliness has been brought UPon you DY YOUISEH ..o oo Yesz
51. Do you teel slowed Up in doiNG thiNGS.........coviriories oo et e Yes
52. Does the future 100Kk NOPEFUL ... e Yes
53. Do you feel happierinthe evenings....................................... T OO RO R T OU PP PP UUORRRURURPOY Yes
534, Have you thought recently about ending your 1€ ..o oo Yes
55. Do you feel time passing MO SIOWIY. ... ..o Yes
56. Are you doing your work as well @S YOU USEU 10 . ... oo oo Yes
57. Canyou easily D8 ChEEIed UD ... .ot oo Yes

191

N



-Nov-2002 20:34

N

090177e18036afezi.\Approved\Approved On: 11

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

.

321
9550 Enclosure 9

DECLARATION OF HELSINKI

RECOMMENDATIONS GUIDING MEDICAL DOCTORS IN BIOMEDICAL RESEARCH
INVOLVING HUMAN SUBJECTS

ADOFTID BY THE 18TH WORLD MCDICAL AsscamoLy, HELsiki, FINLAND, 1964, AND AS REVISED BY THE 29TH WORLD
MEDpicAL AsscvBLY, TOKYO, JAPaN, 1975.

Med. J. Aust, 1976, 1: 206-207.

INTRODUCTION

11 & the miss.on of the medical ductor 10 safeguard the health of the
people.  His or her knowledpe and conscience are dedicated (o the
fulfillment of this mission.

The Declaration of Genera of the World Medical Associaiion binds
the doctor with the words, “The health of my patient will be my first
coanderation™, and the Internauonat Code of Medical Ethics declares
that, “Any act or adve which could weaken physical or mental
gesistance of a human being may be wted oaly in his interest™.

The purpose of biomedical research involving human subjects must
be to improve dugnosix, thetapeutic and prophylactic procedures
and the understanding of the actioiogy and pathogeneses of diseass.

In current mcdical praciice most diagnostic, therapeutic of

prophylactic procedures involve bazards. This applies a forriori 10
biomedical rcsearch.

Medical progress is based on research which ultimately must rest in
part on experimeniation involving human subgects.

In e ficld- of biomedical research a fundamental distinction must
be recognized betpcen medical research in which the abm s essentally
diagnostic or thcrapeutic for a panrcal. and medical rescarch. the
essential obpect of which s purely soenlific and without direct
diagnostic of therapeulc value 10 the persoa subsected 10 the rescarch.

Specia! caution must be exerciscd in the conduct of rescarch which
W2y anect the environment, and the welfare of animais used for
sesearch must be respected.

Because & is esscalat that the resulis of laboratory expenments
be applied 10 human beings to further scientific knowiedpe and 10
belp suffering humanity, The World Mcdical Associatron bas prepared
the following rccommendauons as 8 guide o every doctor in bwo-
medical rescarch involving human subjects. They should be kept
under review in the future. It must he d that the standards
83 drafied are only 2 guide to physscrans &l over the world  Doctors
are not rebie~cd froni crimial. el 3ad ethical responsibilities under
the laws of theit own countnes.

L BASIC PRINCIPLES

1. Biomedical research invoiving human subsects must coalorm to
prnctally accepued soentific punaipies and should be based on
8dequately performicd laboralory and animal experimentaiion and
o8 2 thorough knowicdpe of the scrcnific literature

2. The design and performance of each expenmental procedure
involving human subyeets should be clearly formulated m an
experimental protocol which should he transmitied to a speaially
sppointcd indcpendent commitiee for conswderauon, colument and

guidance.

3. Biomcdical tewearch involving humana subjects should be con-
ducted only by scicnuficallv quatiticd persons and under the SuPCTvision
of a clinically competent medical pereon. The ropoasbility for the
buman subyct musl dlways rest with a medwally qualiied person

-80d mever test on the subject of the research, even though the subject
bas given hus or her consent.
4. Biomedical rescarch involving human subject< cannot legitimately
be cartied out unless the importaace of the objcctine 15 1n proporuon
to the inherent rnisk (o the subject.

. Every biomedical rescarch project involving human subjects
shiould be preceded by carclul assessment of predictable risks 1n
companson with foresceable bencfits to the subject or 10 others

" Concetn for the interests of the subject must always prevail over the

interests of scence and society.
6. The nght of the rescarch subject to safcpuard his or her inteprity

" must always be respecied.  Every precaution should he tahen 1o

raapect the privacy of the subject and 10 aunimize the impact of the
study on Lhe subject’s physical and mental wiegnily and on tie
personality of the subject.

7. Doctors should absuain from engaging i research projocts
volving human subjects unless they are satisfied that the hazards
involved are believed 10 be predictabie.  Doctors should cease any
investigation if thc¢ hazards are found 10 outweigh e potenual
benefits.

8. In publication of the results of his o1 her rescarch, the doctor 1s
obliged to preserve the accuracy of the results.  Reports of experimen-
tauoa not in accordance with the panciples lad down in this Declana-
tioa should not be accepied for publicauon

9. In any research on human beings. cach potential subpct must be
adequatcly informed of the aims. methods. anticipated benctits and
potential hazards of the study and the discomfort it muy cntarl.  He
or she should be informed that he or she 1s st liberly to abstan from
participation in the study and that he or she is free 1o withdiaw has
of her 10 panicipa at any tume.  The doctor shou!d then
oblain (he subpect's freely-given mformed consent, preferubly
writing.

10. When obuining informed consent for the research project the
doctor should be particularly cautious if the subwect 15 1n 3 dependent
relationship 10 him or her of may consent under duress  In tlat
case the informed consent ahould be obtained by a doctor who o not
engaged in the investigauon and who 8 compictely independent of
this official relayonship.

11. In ase of lepal incompetence, informed consent should be
obuained from the lepal guardan i accordance with national lepista-
uon. Where phyncal or mental incapacity makes 1t mmpossibie to
oblam informed consent, or when the subieet is a MINOC, PCTMISHION
from the responsible telative replaces that of the subrect 10 accordance
with aauonal legislation,

12. The research protocnl should alwave contain a statement of
the cthical considcrauions savoived and should ndicate that the
principles enuncidted n the present Declaration are complicd with,

M. MEDICAL RESEARCH CONMBINED WiTH
PROFESSIONAL CARE (CLINICAL RESEARCH)
1. In the treatment of the sck person. the docior must be free to
usc 2 ncw duaenastic and therapeutic measure. if in his or het Judeement
it oilers hope &asveng lie. reestablishing healih of alleviating suifering.
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2. Thr potential henefits. hazards and discomivn of s mew method
should be weighed apainst the advantages of the best current diagnusix
and therapeutic methods.

1. 1a any medical study, every patient —including those of a control
group, if any —should be assured of the best proven duagnosiic and
therapevtic mcthod.

4 The rcfusal of the paiient to participate in & study must scver
imerfere with the doctor-patient relationship.

S. M e doctor conviders it essential not to oblain informed consent,
the specific for this proposat should be stated s the expen-
menta) protocol foc transmussion 1o the independent commitiee (L, 2).

€. The doclor can combine medical rescarch with profcysional
care, the objective being the acqusition of new medical knowledpe,
oaly 10 the extent that medical research is justified by its potcaual
diagnostic or therapeutic value for the patient.

*

. NON-THERAPEUTIC BIOMFDICAL RESEARCH
INVOLVING MUMAN SURBJECTS (NON-CLINICAL
BIOMEDICAL RESEARCH)

1. In the purely sienuific applicaon of medical rescarch carried
out on 2 hwman being. # 13 the duty of ti:c doctor to remain the protector
of the life and healih of that person on whom biomedical research is
being carried out.

2 The subjects should be volualeers—cither bealthy persoas oc
patieats foc whom the expenimental design is not related 10 the patient's

3. The imvestigator or the mvestigating tcam should discontinue
the research if 1 hu/her oc thar judgement # may, if continucd, be
harmful to the indivadual.

4. 1n research on man, the interest of science and socicty should
mever ke precedence over consideralions related 10 the well-being
of the subgect.

-
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&} ONTEDISON
///%//% RUPPO M 4
//% RMITALIR CRRLO ERBRA
S Line|
COMPOUND : REBOXETINE (FCE 20124)
PROTOCOL: A DE 0 09 - AMENDMENT
TITLE PHASE II CONTROLLED STUDY OF THE ACTIVITY AND
TOLERABILITY OF REBOXETINE IN COMPARISON WITH
PLACEBO IN PATIENTS HOSPITALIZED FOR MAJCR
DEPRESSIVE DISCRDERS
DATE: JULY 1988
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RATIONALE

The study protocol requires patient hospitalization for a
minimum of 14 days in order to assure adegquate monitoring of
tolerability of the experimental treatment, particularly
during the initial scaling-up week and the following week.

Several months of experience in the implementation of the
protocol indicate that patient recruitment is not compatible
with study completion 1in a reasonable time frame, the
requirement for hospitalization being the major cause.

Oon the other hand, during these months phase I1 studies
which are being carried out in Europe, Canada and
Latin-2America in patients suffering from Major Depressive
Disorders and Panic Disorders have provided further evidence
on the tolerability of reboxetine (in addition to the
information gained in the dose range-finding study carried
out in a total of 98 patients summarized in the protocol
introduction).

In the running studies the compound 1is admi istered under
double-blind conditions (vs desipramine and/or placebo) at
maximum doses of 8 mg/day for 4-8 weeks.

A total of about 115 patients have so far participated in
the ongoing studies, 45 of them having received reboxetince.
No major adverse reactlons were cncountered, in no case
treatment being discontinued because of intolerance.

ACTION

Patient source is extended to Day Hospital. Daily attendance
is required. Treatment will be sdministered just after

patient arrival to the Day Hospital in the morning and
before departure in the evening. On Fridays patients will Dbe
provided with the exact number of capsules needed for the
reatment on the following Saturday and Sunday. Treatment
will be started on Monday in order to assure during the
scaling up phase the monitoring of tolerability of each dose
level with Day Hospital attendance for at lcast two conse-
cutive days.

oy
[
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12.1.2 CRF SAMPLE

A complete CRF is filed in the Study Master File.

196



090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

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

9550321

Pharmacia Document 9550321

12.1.3 ETHICS COMMITTEES OR INVESTIGATIONAL REVIEW BOARDS:
APPROVALS, LIST OF MEMBERS, PATIENT INFORMATION AND
CONSENT FORMS

Investigational Review Board and Ethics Committees approvals were obtained according to
local regulations and laws: copy of approval documents and, in case of Ethics Committees,
list of members is filed in the Study Master File.

The proposed Consent Forms enclosed (Enclosure 3 of Appendix 12.1.1). Copy of forms
approved by Ethics Committees are filed in the Study Master File.
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12.1.4 CLINICAL INVESTIGATORS LIST

Dr S Levine / Dr R Deo

Oldham & District General Hospital,
Rochdale Road,

Oldham, Lancashire, UK

Centre 1:

Dr E Stonehill

Central Middlesex Hospital,
Acton Lane - Royal Park,
London, UK

Centre 2:

Dr E Stonehill / Dr M Cozzolino
Roundwood Day Hospital,
Harlesden Road,
Willesden-London, UK

Centre 3:

Dr H Mathew

Staincliffe General Hospital,
Healds Road,

Dewsbury, Yorkshire, UK

Centre 4:

Dr S K Chakravarti
St Luke's Hospital,

St Luke's House,
Blackmoorfoot Road,
Huddersfield, UK

Centre 5.

Dr Sharma / Dr P K Mukherjee
Hartwood Hospital,

Shotts,

Lanarkshire, UK

Centre 6.

Dr P K Mukherjee
Monklands Dist. Gen. Hospital,
Airdrie, UK

Centre 7:
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12.1.5 CERTIFICATES OF ANALYSIS
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) ;. TELEGRAVME ERRATCAA .
% FAR ALIR CRRLOERBR . LAz EATEAR ¢
G HOBTALE 617028
TELEL JI0I14 EABAME
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: F"E 20124 hard-gelatin capsules .

e Capgules mg 1 2 Batech T 898 .
MANUFACTURING DATE : JUNE, 1997
EARPIRATION NATE : JUNE, 1989 ( stored at room tenperatura )
AFPEARANIE : opague-whike, hard gelakis cspsuls, self

locking, =iz= No.4, =ontainiog 1 white
granalar powder.

IDEMNTIFICATION : positive ( HPLT methed )

QVERQGE WEIGHT : mg FL.22 .

UNIFORMITY OF WEIGHT : within the limits, ar«ard;w;'tn Suwroapeen
Fharm, 1980, Section V.S.7 .

CONTENT UNIFOQRMITY 1 camnlies, accordiag ko USP XXI mase {277

ASSAY : my 2.018 of FCE T0124/csnsule. i

DISINTEGRATION TIME : 3 minutes .

ANALYZED BY

Silvio Gambini .  Sibie %\.M

Virginio Busnelld -ﬁ%&é&&ww\’)

AFFROVED BY
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PLLACEBD €or FLCE 20124 canasanlws .
Batch SF ¢ 897 |

MANUFACTURING DATE : MAY., L1987
ARPEARANCE 1 opague—white, hard g2l3%in —aogule, zalt

locking, siz> Mo.d, conkainimg an 2fF
white powder

IDENTIFICATION : ahserca of FOE 201724 ( MPLE makhod )

AVERAGE WEIGHT T mg 98.75% .
WRIGCHT VARIATION ¢ according %o Euwrog. Sharm. Sechicn V.S5.2 .
DISINTEGRATION TTME : 2 minutes and 30 s=conds .

-

ANALYZED BY

as

Silvio Gambini . Ssa‘/‘(’ }“’

Virginio Pusnelli. &m@%@ﬁ%o

APPROVED BY
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DATE

JUNe 22, 1987 .
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REBOXETINE gregRANDUMIZATION CODE

PROTOCOL ADE 009

PATIENT N° TREATMENT PATIENT N° TREATMENT

e e e e e e e e e e e e b e e e e e e e - — o — e -

I S ﬂ P34 Kt
e kL35 . PL
L o __RE S o
e R D . _______kp
S N kRE 3% . REF
oot L A R 4
s k40P
e RE ) _Ar S S
o PL 42 KE
L Pl 43 RE.
19 RE 44 Pl
20 RE 45 28

21 K} 46 PL
22 PL 47 RE
R R Pl a8 RE____
o4 RE . 49 _______RE
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REBOXETINE 2 mg

Batch N° SF

PLACEBO Batch N° 507
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FHA ARSI UNG Rl
REBOXETINE - PROTOCOL 20124/ADE009 QSS( .
O227

APPENDIX No.: 12.1.7

ECG CODES

0 Normal

1 Rhythm disorders

10 Sinus bradycardia ( <60)
20 Sinus tachycardia {> 100)
30 Sick Sinus Syndrome

40 ® Atrial ectopic beats:

41 - Occasional

42 - Frequent (>6/mm)

43 - Couplets

44 - Supraventricular Tachycardia

50 ® Ventricular ectopic beats:

51 - Occasional

52 - Frequent {>6/mm})

53 - Polymorphic

54 - Couplets

55 - Ventricular Tachycardia
60 ® Atrial fibrillation/flutter
105 ® Vagotonia

108 ® Atrial-ventricular dissociation

2 Conduction disorders

70 ¢ A-V Block 1st degree
71 - 2nd degree - Mobitz 1
72 - - Mobitz 2
73 - Complete

85 ® Right bundle branch block

86 ® Left bundle branch block

87 ® Left anterior hemiblock

88 ® Left posterior hemiblock

89 ® Bifascicular Block (specify)

90 ® Trifascicular Block (specify)

91 ® Conduction disorders

103 ® Left axial deviation

106 ® Right incomplete bundle branch block

3 Ischemic signs
102 ® Ripolarization disturbances

107 ® Non specific ST-T changes

82 ® Myocardial ischemia
84 ® Acute Myocardial infarction
4 Other
80 ® Left ventricular hypertrophy
81 ® Right ventricular hypertrophy
83 ® Previous Myocardial infarction
93 ® Other

(specify)

104 e Right axial deviation 2006
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNDRSID321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 1 Sex: Male
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

13/11/87 20711787 27/11/87 11/12787

value ((¢)| value |(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/11/87 15.00 14.50 15.20 15.50
HT 0.4-0.54 (L/L) 01/11/87 nd 0.42 0.44 0.45
RBC 4-6.5 (10%x%12/L) 01/11/87 5.18 4.47 4.59 4.73
WBC 3.9-12 (10%%x9/L) 01/11/87 11.40 7.80 6.70 7.30
WBC: N 40-75 (%) 01/11/87 nd nd nd nd
HBC: L 20-45 (%) 01/11/87 19.10(< 24.20 26.50 23.50
WBC: E 1-6 (%) 01/11/87 3.90 3.70 4.10 5.00
WBC: M 0-1 (%) 01/11/87 nd nd nd nd
WBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 100-600 (10%x9/L) 01/11/87 226.00 242.00 236.00 238.00
NA+ 134-145 (MMOL/L) 01/11/87 144.00 142.00 140.00 140.00
K+ 3.5-5 (MMOL/L) 01711787 4.00 4.40 4.00 4.20
CL- 95-108 (MMOL-/L) 01/11/87 nd 104.00 108.00 107.00
Ca++ 2.2-2.6 (MMOL/L) 01711787 nd 2.20 2.10|< 2.20
P04-- 0.8-1.5 (MMOL/L) 01711787 nd 1.20 0.80 0.91
SGOT 15-37 (IU/L) 01711787 nd 19.00 18.00 16.00
SGPT 2-29 (IU/L) 01711787 16.00 19.00 16.00 18.00
GAMMA GT 0-65 (IU/L) 01711787 13.00 17.00 13.00 15.00
GRANOLOCYTES (@] 01711787 nd nd nd nd
ALK. PHOSPH. 30-260 (IU/L) 01/14/87 149.00 118.00 124.00 117.00
GLUCOSE 3.5-10 (MMOL-/L) 01711787 4.30 6.40 5.40 5.70
BUN 3-6.7 (MMOL-/L) 01/11/87 3.30 4.30 4.30 5.00
CREATININE 76-120 (MMOL/L) 01711787 76.00 97.00 81.00 96.00|
PCV (@] 01711787 nd nd nd nd
URIC ACID 180-340 (UMOL/L) 01/11/87 260.10 258.10 264.10 328.30
TOT BILIRUBIN 2-17 (UMOL/L) 01/11/87 10.00 13.00 17.00 14.00
DIR BILIRUBIN O 01/11/87 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01/11/87 75.00 70.00 74.00 71.00
ALBUMINE 35-46 (G/L) 01/11/87 50.00|> 48.00|> 51.00(> 50.00(>
TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/11/87 7.11(>> 5.83(> 5.84(> 5.93(>
TRIGLYCERIDES 0.5-2 (MMOL/L) 01/11/87 3.29|>> 1.29 1.31 1.29
GLOBULINS ALPHA 1 3-6 (G/L) 01/11/87 nd nd nd nd
GLOBULINS ALPHA 2 7-13 (G/L) 01/11/87 nd nd nd nd
GLOBULINS BETA 7-14 (G/L) 01/11/87 nd nd nd nd
GLOBULINS GAMMA 10-20 (G/L) 01/11/87 nd nd nd nd
T3 92-121 (NMOL-/L) 01/11/87 nd nd nd nd
T4 58-160 (NMOL/L) 01/11/87 nd nd nd nd

(¢) 2 5 7>> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)

nd laboratory not done () missing range value

<< clinically relevant (value lower than min range)
< out of range (value lower
** missing laboratory test value



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

PHARMACIA CNBSRE0321

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 3 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
12711787 20/11/87 27/11/87 11712787
value [(¢)} value |(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01711787 17.00|> 15.30 16.40 15.30
HT 0.37-0.47 (L/L) 01711787 nd 0.44 0.46 0.44
|RBC 3.8-5.8 (10%x12/L) 01/11/87 5.28 4,78 5.06 4.83
WBC 4~11 (10%x9/L) 01711787 14.10> 13.60 (> 14.30)> 10.50
WBC: N 40-75 (%) 01711787 nd nd nd nd
WBC: L 20-45 (%) 01711787 26.80 27.00 28.90 18.60 | <
HBC: E 1-6 (%) 01711787 2.20 3.00 0.90(< 3.90
WBC: M 0-1 (%) 01/11/87 nd nd nd nd
HWBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 150-400 (10*x9/L) 01/11/87 449.00|> 471.00(> 487.00 (> 377.00
NA+ 135-150 (MMOL/L) 01/11/87 142.00 141.00 142.00 140.00
K+ 3.5-5 (MMOL~/L) 01/11/87 4.30 4.20 4.00 4.20
CL- 95-108 (MMOL/L) 01/11/87 nd 103.00 111.00}> 107.00
Ca++ 2.1-2.6 (HMNMOL/L) 01/11/87 2.10 2.30 2.20 2.20
PO4- - 0.8-1.5 (MMOL/L) 01/11/87 0.90 0.90 1.20 1.10
SGOT 2-29 (Ius/L) 01/11/87 12.00 13.00 15.00 14.00
SGPT 5-34 (Iu/L) 01/11/87 10.00 12.00 14.00 14.00
GAMMA GT 0-65 (IU/L) 01/11/87 23.00 31.00 30.00 33.00
GRANOLOCYTES ) 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/11/87 112.00 111.00 109.00 98.00
GLUCOSE 3.5-10 (MMOL-/L) 01/11/87 6.00 4.00 6.70 5.40
BUN 2.5-7 (MMoOL/L) 01/11/87 3.60 4.60 3.80 3.10
CREATININE 59-120 (MMOL-/L) 01/11/87 72.00 72.00 73.00 73.00
PCV (@) 01/11/87 nd nd nd nd
URIC ACID 200-500 (uMoL-/L) 01/11/87 241.00 202.90 203.50 199.20|<
er) TOT BILIRUBIN 3-20 (UMOL/L) 01/11/87 8.00 6.00 6.00 3.00
S DIR BILIRUBIN O 01/11/87 nd nd nd nd
~ |TOT. PROTEINS 60-80 (GsL) 01/11/87 66.00 70.00 68.00 65.00
N |ALBUMINE 34-50 (G/L) 01/11/87 47.00 48.00 48.00 46.00
O |TOT. CHOLEST. 0-6 (MMOL/L) 01711787 6.22|> 5.80 6.10|> 6.66|>
8 TRIGLYCERIDES 0.8-2 (MMOL/L) 01711787 1.80 3.28)>> 3.61|>> 2.81|>>
| GLOBULINS ALPHA 1 1.5-4 (G/L) 01711787 nd nd nd nd
8 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/11787 nd nd nd nd
— |GLOBULINS BETA 6-12 (G/L) 01/11/87 nd nd nd nd
[ GLOBULINS GAMMA 6-16 (G/L) 01/11/87 nd nd nd nd
j T3 92~-121 (NMOL/L) 01/11/87 nd nd nd nd
.. |T4 58-160 (NMOL/L) 01/11/87 98.00 nd nd nd
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(¢) << clinically relevant (value lower than min range)
< out of range (value lower

*%x missing laboratory test value

>> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value



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

PHARMACIA COHBAD321

REBOXETINE - PROTOCOL 20124/ADEGO9
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 4 Sex: Male
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
08712787 15712787 22712787 05701/88
value |(¢)| value |(¢)| value |(¢)! value |(¢&)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/11/87 15.60 15.70 15.40 15.70
HT 0.4-0.54 (L/L) 01711787 nd 0.45 0.46 0.46
RBC 4-6.5 (10%x12/L) 01711787 5.06 5.04 5.06 5.12
KWBC 3.9-12 (10xx9/L) 01711787 7.50 7.10 7.50 7.00
HBC: N 40-75 (%) 01/11/87 nd nd nd nd
HBC: L 20-45 (%) 01/11/87 30.60 35.90 30.60 36.20
WBC: E 1-6 (%) 01/11/87 7.60|> 14.00|>> 7.60|> 5.00
WBC: M 0-1 (%) 01711787 nd nd nd nd
HBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 100-600 (10%x9/L) 01/11/87 240.00 249.00 240.00 236.00
NA+ 134-145 (MMOL-/L) 01/11/87 138.00 144,00 139.00 140.00
K+ 3.5-5 (MMOL/L) 01/11/87 4.00 4.60 4.50 4.60
CL- 95-108 (MMOL/L) 01/11/87 nd | 102.00 107.00 106.00
Ca++ 2.2-2.6 (MMOL/L) 01/11/87 2.29 2.00]|< 2.20 2.28
PO4-- 0.8-1.5 (MMOL-/L) 01/11/87 0.87 0.87 1.10 0.87
SGOT 15-37 (1U/L) 01/11/87 17.00 20.00 18.00 34.00
SGPT 2-29 (IU/L) 01/11/87 34.00|> 36.00(> 30.00;> 30.00(>
GAMMA GT 0-65 (IU’/L) 01/11/87 29.00 31.00 27.00 30.00
GRANOLOCYTES (@) 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-260 (IU/L) 01/11/87 137.00 132.00 122.00 125.00
GLUCOSE 3.5-10 (MMOL-/L) 01/11/87 12.20(> 4,60 5.90 4.60
BUN 3~6.7 (MMOL/L) 01/11/87 4.50 3.90 3.90 2.30|<
CREATININE 76-120 (MMOL-/L) 01/11/87 82.00 96.00 85.00 82.00
PCV Q) 01/11/87 nd nd nd nd
URIC ACID 180-340 (UMOL~/L) 01/11/87 186 .80 204.10 187.80 201.10
;% TOT BILIRUBIN 2-17 (UMOL/L) 01711787 14.00 10.00 8.00 11.00
o DIR BILIRUBIN (@) 01711787 nd nd nd nd
~ |TOT. PROTEINS 60-80 (G/L) 01/11/87 70.00 66.00 66.00 67.00
«y [|ALBUMINE 35-46 (G/L) 01/11/87 48.00)> 48.00|> 47.00(> 50.00(>
O |TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/11/87 5.36|> 6.40|> 5.26 > 6.40]>
O | TRIGLYCERIDES 0.5-2 (MMOL/L) 01/11/87 1.87 1.93 1.88 1.93
cﬁ GLOBULINS ALPHA 1 3-6 (G/L) 01/11/87 nd nd nd nd
8 GLOBULINS ALPHA 2 7-13 (G/L) 01/11/87 nd nd nd nd
— |GLOBULINS BETA 7-14 (G/L) 01/11/87 nd nd nd nd
1 GLOBULINS GAMMA 10-20 (G/L) 01/11/87 nd nd nd nd
:j T3 92-121 (NMOL-/L)} 01/11787 nd nd nd nd
.. T4 58-160 (NMOL-/L) 61711787 108.00 nd nd nd
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(¢) << clinically relevant (value lower
< out aof range (value lower

*X missing laboratory test value

than min range)
than min range) >
nd laboratory not done

3> e¢linically relevant (value higher than max range)
out of range (value higher than max range)
() missing range value



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

PHARMACIA CS58R0 321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: § Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 10 Day 28
03/02/88 17702788 24702788 09703788
value {(¢)| value [(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 02702788 14.40 14.80 14.50 14.40
HT 36-60 (%) 02702788 41.50 44.00 42.50 43.20
RBC 3.8-5.8 (10%x12/L) 02/02/88 4.38 4.68 4.52 4.62
WBC 4-11 (10x%x9/L) 02702788 7.60 8.10 6.80 7.80
WBC: N 40-75 (%) 02702788 nd 62.00 nd nd
WBC: L 20-45 (%) 02/02/88 19.90| < 32.00 27.70 19.50(<
WBC: E 1-6 (%) 02/02/88 2.20 6.00 4.20 1.70
WBC: M 0-1 (%) 02702788 nd nd nd nd
HBC: B 2-10 (%) 02/02/88 nd nd nd nd
PLATELETS 150-400 (10*x9/L) 02/02/88 343.00 325.00 327.00 298.00
NA+ 135-150 (MMOL/L) 02702788 139.00 141.00 143.00 141.00
K+ 3.5-5 (MMOL/L) 02/02/88 3.90 3.80 3.90 4.00
CL- 95-108 (MMOL/L) 02702788 nd 100.00 103.00 97.00
Ca++ 2.1-2.6 (MMOL/L) 02/02/88 2.60 2.65(> 2.57 2.59
PO4-~ 0.8-1.5 (MMOL/L) 02/02/88 nd 0.98 0.95 1.00
SGOT 2-29 (IU/L) 02/02/88 22.00 23.00 21.00 24.00
SGPT 5-34 (Iu/L) 02/02/88 23.00 42.00(> 25.00 25.00
GAMMA GT 0-65 (IU/L) 02702788 20.00 20.00 15.00 9.00
GRANOLOCYTES (@) 02702788 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 02702788 148.00(> 136.00(> 122.00|> 127.00(>
GLUCOSE 3.5-10 (MMOL~/L) 02702788 6.00 5.70 4.80 5.60
BUN 2.5-7 (MMOL/L) 02702788 5.20 6.80 4.40 4.50
CREATININE 59-120 (MMOL-/L) 02702788 87.00 89.00 84.00 82.00
PCV Q) 02/02/88 nd nd nd nd
URIC ACID 200-500 (UMOL-/L) 02/02/88 341.30 nd 314.00 253.40
F,,r) TOT BILIRUBIN 3-20 (UMOL/L) 02/02/88 15.00 7.00 14.00 12.00
S DIR BILIRUBIN ) 02702788 nd nd nd nd
~ |TOT. PROTEINS 60-80 (G/L) 02/02/88 68.00 76.00 69.00 71.00
N ALBUMINE 34-50 (G/L) 02702788 46.00 49.00 44,00 47.00
O |TOT. CHOLEST. 0-6 (MMOL/L) 02702788 7.50(> 6.74(> 1.42 6.46(>
O |TRIGLYCERIDES 0.8-2 (MMOL-/L) 02/02/88 1.44 1.36 1.32 1.67
(\.I GLOBULINS ALPHA 1 1.5-4 (GsL) 02/02/88 nd nd nd nd
8 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 02702788 nd nd nd nd
— |GLOBULINS BETA 6-12 (G/L) 02/02/88 nd nd nd nd
1 GLOBULINS GAMMA 6-16 (G/L) 02/02/88 nd nd nd nd
:: T3 92~121 (NMOL/L) 02/02/88 nd nd nd nd
.. |T4 58-160 (NMOL/L)} 02/02/88 135.00 nd nd nd
c
o
©
(3]
>
(@)
P
o
o
<
—_—
©
()
>
o
L
o
<
©
[¢8)
-
©
QO
(90}
o
0
i
(&)
N~
N~
—
o
(*2}
o
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*X missing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CESHRRO321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

Centre: 1 Patient: 6 Sex: Female
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

20/04/88 29/04/88 06/05/88 20/05/88

value |(¢)]| value |(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01711787 13.60 13.60 13.90 14.00
HT 0.37-0.47 (L/L) 01/11/87 nd 0.40 0.42 0.42
RBC 3.8-5.8 (10%x12/L) 01/11/87 4.55 4.65 4,67 4.80
WBC 4-11 (10*x9/L) 01/11/87 6.10 6.20 7.40 6.80
HBC: N 40-75 (%) 01711787 nd nd nd nd
WBC: L 20-45 (%) 01/11/87 22.60 23.10 24,20 23.20
WBC: E 1-6 (%) 01711787 3.90 3.90 4.00 4.00
WBC: M 0-1 (%) 01/11/87 nd nd nd nd
WBC: B 2-10 () 01711787 nd nd nd nd
PLATELETS 150-400 (10*%x9/L) 01/11/87 298.00 2%0.00 262.00 290.00
NA+ 135-150 (MMOL-/L) 01/11/87 142.00 139.00 141.00 142.00
K+ 3.5-5 (MMOL/L) 01711787 4.80 4.50 4.10 4.20
CL- 95-108 (MMOL/L) 01/11/87 nd 101.00 105.00 103.00
Ca++ 2.1-2.6 (MMOL/L) 01/11/87 2.46 2.39 2.33 2.32
PO4-- 0.8-1.5 (MMOL/L) 01/11/87 1.24 0.99 0.98 0.97
SGOT 2-29 (IU/L) 01/11/87 29.00 18.00 18.00 20.00
SGPT 5-34 (1U/L) 01/11/87 19.00 14.00 12.00 16.00
GAMMA GT 0-65 (1U/L) 01/11/87 18.00 15.00 14.00 14.00
GRANOLOCYTES (@) 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01/11/87 97.00 94.00 93.00 94.00
GLUCOSE 3.5-10 (MMOL/L) 01/11/87 5.40 7.70 8.00 6.80
BUN 2.5-7 (MMOL/L) 01/11/87 6.30 6.90 7.30(> 6.20
CREATININE 59-120 (MMOL/L) 01/11/87 93.00 106.00 98.00 96.00
PCV O 01711787 0.40| () nd nd nd
URIC ACID 200-500 (UMOL-/L) 01/11/87 284.10 nd nd nd
TOT BILIRUBIN 3-20 (UMOL/L) 01711787 10.00 6.00 5.00 6.20
DIR BILIRUBIN ) 01/11/87 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01711787 77.00 69.00 72.00 74.00
ALBUMINE 34-50 (G/L) 01/11/87 52.00|> 48.00 49.00 48.00
TOT. CHOLEST. 0-6 (MMOL-L) 01/11/87 7.49)> 7.47|> 7.46(> 7.40)>
TRIGLYCERIDES 0.8-2 (MMOL/L) 01711787 1.60 1.61 1.62 1.64
GLOBULINS ALPHA 1 1.5-4 (G/L) 01711787 nd nd nd nd
GLOBULINS ALPHA 2 3.6-10.5 (GsL) 01711787 nd nd nd nd
GLOBULINS BETA 6-12 (G/L) 01/11/87 nd nd nd nd
GLOBULINS GAMMA 6-16 (G/L) 01/11/87 nd nd nd nd
T3 92-121 (NMOL-/L) 01711787 nd nd nd nd
T4 58-160 (NMOL-/L) 01/11/87 100.00 nd nd nd

#

(¢) << elinically relevant (value lower
< out of range (value lower

XX¥ missing laboratory test value

than min range) >> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value



090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

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

PHARMACIA CRBRD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 7 Sex: Male
Visit number s/ Laboratory date

Screen Day 7 Day 14 Day 28

25/05/88 03/06/88 10/06/88 24707788

value ((¢)| value |(¢)] value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 24/05/88 15.60 13.30 13.90 13.50
HT 36-60 (%) 24705788 45.30 39.50 39.60 40.00
RBC 4-6.5 (10%xx12/L) 24705788 4.70 4.10 4.22 4.18
KBC 3.9-12 (10%%9/L) 24/05/88 10.30 9.30 10.10 8.70
WBC: N 40-75 (%) 24/05/88 nd nd nd nd
WBC: L 20-45 (%) 24/05/88 16.30|< 21.80 17.80(< 23.20
WBC: E 1-6 (%) 24/05/88 4.70 4.20 3.70 3.7¢0
WBC: M 0-1 (%) 24705788 nd nd nd nd
HBC: B 2-10 (%) 24/05/88 nd nd nd nd
PLATELETS 100-600 (10%xx9/L) 24/05/88 310.00 301.00 294.00 278.00
NA+ 134-145 (MMOL/L) 24/05/88 139.00 137.00 140.00 141.00
K+ 3.5-5 (MMOL/L) 24/05/88 4.50 4.30 4.80 4.60
cL- 95-108 (MMOL/L) 24/05/88 nd 100.00 102.00 102.00
Cat++ 2.2-2.6 (MMOL/L) 24/05/88 nd nd 2.32 2.30
PO4-- 0.8-1.5 (MMOL/L) 24/05/88 nd nd 1.13 0.95
SGOT 15-37 (IUs/L) 24/05/88 11.00|< 11.00(< 18.00 10.00)<
SGPT 2-29 (IusL) 24/05/88 13.00 13.00 15.00 18.00
GAMMA GT 5-52 (Iu/L) 24705788 44.00 44 .00 38.00 35.00
GRANOLOCYTES (@] 24/05/88 nd nd nd nd
ALK. PHOSPH. 95-260 (IUu/L) 24705788 83.00|< 82.00|< 85.00|< 93.00(<
GLUCOSE 3.5-10 (MMOL/L) 24/05/88 5.50 6.40 7.70 4,20
BUN 3-6.7 (MMOL/L) 24/05/88 4.00 4.00 3.50 3.80
CREATININE 76-120 (MMOL/L) 24705788 116.00 102.00 99.00 109.00
PCV O 24/05/88 nd nd nd nd
URIC ACID 180-340 (UMOL/L) 24705788 349.70(> 238.20 334.10 324.00
TOT BILIRUBIN 2-17 (UMOL/L) 24/05/88 7.00 7.00 10.00 10.00
DIR BILIRUBIN O 24/05/88 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 24705788 72.00 61.00 62.00 62.00
ALBUMINE 35-46 (G/L) 24705788 48.00|> 44,00 44.00 44,00
TOT. CHOLEST. 3.1-5.2 (MMOL/L) 24705788 5.60|> 5.10 5.30(> 5.20
TRIGLYCERIDES 0.5-2 (nMMoL/L) 24/05/88 1.00 1.30 0.79 1.50
GLOBULINS ALPHA 1 3-6 (G/L) 24/05/88 nd nd nd nd
GLOBULINS ALPHA 2 7-13 (G/L) 24705788 nd nd nd nd
GLOBULINS BETA 7-14 (G/L) 24/05/88 nd nd nd nd
GLOBULINS GAMMA 10-20 (G/L) 24705788 nd nd nd nd
T3 92-121 (NMOL-/L) 24705788 nd nd nd nd
T4 58-160 (NMOL-/L) 24/05/88 105.00 nd nd nd

(¢) << clinically relevant (value lower than min range) 2 8 2> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

XX missing laboratory test value nd laboratory not daone ()} missing range value



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

PHARMACTA CISS5RSD321

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

Centre: 1 Patient: 8 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14
13707788 22/07/88 29/07/88
value |(¢)| value |(¢)| value [(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/11/87 14.00 14.20 14.20
HT 0.37-0.47 (L/L) 01711787 nd 0.41 0.42
RBC 3.8-5.8 (10*x12/L) 01/11/87 4.90 5.20 5.60
WBC 4-11 (10%%9/L) 01/11/87 5.80 6.80 7.20
KBC: N 40-75 (%) 01/11/87 nd nd nd
WBC: L 20-45 (%) 01/11/87 36.80 24 .80 26.50
WBC: E 1-6 (%) 01/11/87 3.20 5.20 5.50
WBC: M 0-1 (%) 01/11/87 nd nd nd
KBC: B 2-10 (%) 01711787 nd nd nd
PLATELETS 150-400 (10*%9/L) 01/11/87 298.00 320.00 346.00
NA+ 135-150 (MMOL/L) 01/11/87 140.00 140.00 141.00
K+ 3.5-5 (MMOL/L) 01/11/87 4,20 4,20 4.20
CL- 95-108 (MMOL-/L) 01/11/87 nd 98.00 96.00
Ca++ 2.1-2.6 (MMOL/L) 01/11/87 2.28 2.23 2.42
PO4-- 0.8-1.5 (MMOL/L) 01/11/87 0.90 0.88 0.98
SGOT 2-29 (IusL) 01/11/87 18.00 20.00 28.00
SGPT 5-34 (IU/L) 01/11/87 20.00 30.00 32.00
GAMMA GT 0-65 (IU/L) 01/11/87 22.00 24.00 26.00
GRANOLOCYTES (@] 01711787 nd nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01711787 101.00 100.00 98.00
GLUCOSE 3.5-10 (MMOL/L) 01/11/87 4,50 4.80 4,60
BUN 2.5-7 (MMOL/L) 01/11/87 5.80 5.60 4.80
CREATININE 59-120 (MMOL/L) 01/11/87 78.00 78.00 76.00
PCV ) 01/11/87 0.46{() nd nd
URIC ACID 200-500 (uUMoL~/L) 01/11/87 180.00 < 188.00 (< 196.00 <
TOT BILIRUBIN 3-20 (uMoL-/L) 01711787 6.00 6.00 7.00
DIR BILIRUBIN O 01711787 nd nd nd
TOT. PROTEINS 60-80 (G/L) 01711787 76.00 68.00 72.00
ALBUMINE 34-50 (G/L) 01/11/87 42.00 46.00 48.00
TOT. CHOLEST. 0-6 (MMOL/L) 01/11/87 5.58 6.21|> 6.13|>
TRIGLYCERIDES 0.8-2 (MMOL/L) 01711787 1.68 1.38 1.3%
GLOBULINS ALPHA 1 1.5-4 (G/L) 01711787 nd nd nd
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/11/87 nd nd nd
GLOBULINS BETA 6-12 (G/L) 01711787 nd nd nd
GLOBULINS GAMMA 6-16 (G/L) 01711787 nd nd nd
T3 92-121 (NMOL-/L) 01711787 nd nd nd
T4 58-160 (NMOL/L) 61711787 102.00 nd nd

¢ 2 6 3>> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)

nd laboratory not done () missing range value

<< clinically relevant (value lower than min range)
< out of range (value lower
XX missing laboratory test value



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

PHARNACIA CNBSS0D321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Contre: 1 Patient: 9 Sex: Male
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
04710788 12710788 19/10/88 02711788
value [(¢)| value [(¢)| value |(¢)| value |(&)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/11/87 14.70 14.70 14.60 14.90
HT 0.4-0.54 (L/L) 01711787 0.31|<< 0.32|<< 0.33|<< 0.30 <<
RBC 4-6.5 (10%x%x12/L) 01/11/87 4.80 4,81 4.86 4.91
WBC 3.9~-12 (10%x9/L) 01/11/87 7.60 7.60 6.70 6.80
WBC: N 40-75 (%) 01/11/87 nd nd nd nd
WBC: L 20-45 (%) 01/11/87 nd 11.60 (<< 17.20|< 17.60(<
WBC: E 1-6 (%) 01/11/87 nd 4.80 5.90 5.70
WBC: M 0-1 (%) 01/11/87 nd nd nd nd
WBC: B 2-10 (%) 01711787 nd nd nd nd
PLATELETS 100-600 (10%*9/L) 01/11/87 357.00 414.00 445.00 359.00
NA+ 134-145 (MMOL/L) 01711787 142.00 146.00(> 145.00 141.00
K+ 3.5-5 (MMOL/L) 01/11/87 i 4.40 4.00 4.00 4.10
CL- 95-108 (MMOL/L) 01/11/87 nd nd 107.00 110.00|>
Ca++ 2.2-2.6 (MMOL/L) 01/11/87 2.39 2.37 2.25 2.32
PO4-- 0.8-1.5 (MMOL/L) 01/11/87 1.11 0.90 0.86 1.01
SGOT 15-37 (Iu/L) 01/11/87 21.00 13.00|< 13.00(< 12.00 (<
SGPT 2-29 (IusL) 01711787 23.00 16.00 14.00 16.00
GAMMA GT 0-65 (1U/L) 01711787 15.00 16.00 14.00 15.00
GRANOLOCYTES Q) 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-260 (IU/L) 01/11/87 85.00 110.00 142.00 163.00
GLUCOSE 3.5-10 (MMOL-/L) 01711787 7.80 5.20 5.20 5.50
BUN 3-6.7 (MMOL/L) 01711787 5.00 4.30 4.90 5.80
CREATININE 76-120 (MMOL/L) 01/11/87 111.00 103.00 103.00 99.00
PCV O 01/11/87 nd nd nd nd
URIC ACID 180-340 (uMOL/L) 01/11/87 201.00 171.00 (< 203.00 nd
g TOT BILIRUBIN 2-17 (uUMoL/L) 01/11/87 10.00 20.00)> 12.00 12.00
-- |DIR BILIRUBIN 0 01/11/87 nd nd nd nd
g TOT. PROTEINS 60-80 (G/L) 01/11/87 72.00 77.00 74.00 74.00
o~ ALBUMINE 35-46 (G/L) 01/11/87 47.00|> 47.00¢{> 47.00(> 45.00
O |TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/11/87 4.90 5.00 5.30|> 5.15
O |TRIGLYCERIDES 0.5-2 (MMOL/L) 01/11/87 1.05 0.92 1.08 1.26
(\,I GLOBULINS ALPHA 1 3-6 (G/L) 01/11/87 nd nd nd nd
S GLOBULINS ALPHA 2 7-13 (G/L) 01711787 nd nd nd nd
= GLOBULINS BETA 7-14 (G/L) 01/11/87 nd nd nd nd
T GLOBULINS GAMMA 10-20 (G/L) 01/11/87 nd nd nd nd
:: T3 92-121 (NMOL/L) 01/11/87 nd nd nd nd
.. |T4 58-160 (NMOL/L) 01/11/87 137.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

*X missing laboratory test value nd laboratory not done () missing range value
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CEHED321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 10 Sex: Male
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

04710788 13/10/88 21710788 04711788

value [(¢)| value |(¢)] value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01711787 14.60 14.00 14.80 14.00
HT 0.4-0.54 (L/L) 01/11/87 0.44 0.42 0.43 0.46
RBC 4-6.5 (10%xx12/L) 01/11/87 5.02 4.67 5.08 5.68
HBC 3.9-12 (10%%9/L) 01711787 10.90 10.20 8.50 8.80
WBC: N 40-75 (%) 01711787 nd nd nd nd
HBC: L 20-45 (%) 01/11/87 10.70! << 9.90]<< 17.20(< 19.00|<
HBC: E 1-6 (%) 01/11/87 7.00]> 2.70 2.80 3.00
HBC: M 0-1 (%) 01/11/87 nd nd nd nd
HBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 100-600 (10*x9/L) 01/11/87 329.00 317.00 340.00 326.00
NA+ 134-145 (MMOL-/L) 01/11/87 143.00 141.00 141.00 140.00
K+ 3.5-5 (MMOL/L) 01/11/87 4,90 5.00 4.80 4.80
CL- 95-108 (MMOL/L) 01/11/87 nd 105.00 102.00 102.00
Ca++ 2.2-2.6 (MMOL/L) 01/11/87 2.39 2.58 2.48 2.46
PO4-- 0.8-1.5 (MMOL/L) 01/11/87 1.04 1.04 1.08 1.06
SGOT 15-37 (IU/L) 01/11/87 17.00 18.00 20.00 26.00
SGPT 2-29 (IUs/L) 01/11/87 19.00 20.00 22.00 40.00(>
GAMMA GT 0-65 (IU/L) 01/11/87 30.00 32.00 34.00 34.00
GRANOLOCYTES O 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-260 (IU/L) 01/11/87 100.00 80.00 86.00 88.00
GLUCOSE 3.5-10 (MMOL/L) 01/11/87 5.20 5.10 5.20 5.10
BUN 3-6.7 (MMOL/L) 01/11/87 7.40(> 9.50> 8.80|> 6.80 (>
CREATININE 76-120 (MMOL-/L) 01/11/87 407.00 117.00 106.00 104.00
PCV (@] 01/11/87 nd nd nd nd
URIC ACID 180-340 (UMOL-/L) 01/11/87 240.00 248.00 240.00 240.00
TOT BILIRUBIN 2-17 (UMOL/L) 01/11/87 4.00 5.00 6.00 8.00
DIR BILIRUBIN O 01/11/87 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01/11/87 71.00 65.00 66.00 70.00
ALBUMINE 35-46 (G/L) 01711787 45.00 43.00 42.00 44.00
TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/11/87 6.20> 6.30(> 6.30|> 6.36|>
TRIGLYCERIDES 0.5-2 (MMOL/L) 01711787 1.90 2.00 1.90 1.89
GLOBULINS ALPHA 1 3-6 (G/L) 01/11/87 nd nd nd nd
GLOBULINS ALPHA 2 7-13 (G/L) 01711787 nd nd nd nd
GLOBULINS BETA 7-14 (G/L) 01/11787 nd nd nd nd
GLOBULINS GAMMA 10-20 (G/L) 01711787 nd nd nd nd
T3 92-121 (NMOL/L) 01/11/87 nd nd nd nd
T4 58-160 (NMOL/L) 01/11/87 108.00 nd nd nd

<< clinically relevant (value lower than min range) 2 6 l:) >> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)
XX missing laboratory test value nd laboratory not done () missing range value

¢)



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

PHARMACIA CRESBD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 11 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
15711788 22/11/88 29711788 12712788
value ((¢)| value |[(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01711787 13.40 13.60 13.30 12.90
HT 0.37-0.47 (L/L) 01/11/87 0.41 0.47 0.40 0.39
RBC 3.8-5.8 (10%x12/L) 01/11/87 4.86 4.92 4.78 4.83
HBC 4-11 (10%%9/L) 01/11/87 5.80 6.20 7.60 6.30
WBC: N 40-75 (%) 01711787 nd nd nd nd
WBC: L 20-45 (%) 01711787 36.20 27.00 26.70 41.90
HBC: E 1-6 (%) 01711787 5.80 5.00 5.70 5.80
WBC: M 0-1 (%) 01711787 nd nd nd nd
KBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 150-400 (10%xx9/L) 01/11/87 314.00 302.00 304.00 343.00
NA+ 135-150 (MMOL/L) 01/11/87 139.00 139.00 140.00 139.00
K+ 3.5-5 (MMOL/L) 01/11/87 4.20 4.70 4.40 4.50
CL- 95-108 (MMOL/L) 01/11/87 nd 108.00 106.00 107.00
Ca++ 2.1-2.6 (MMOL/L) 01/11/87 2.30 2.24 2.21 2.19
PO4%4-- 0.8-1.5 (MMOL/L) 01/11/87 0.90 0.80 0.81 0.83
SGOT 2-29 (Xu/L) 01/11/87 17.00 16.00 20.00 21.00
SGPT 5-34 (IU/L) 01/11/87 14.00 18.00 22.00 27.00
GAMMA GT 0-65 (IU/L) 01/11/87 14.00 20.00 12.00 11.00
GRANOLOCYTES (@] 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01/11/87 101.00 106.00 108.00 104.00
GLUCOSE 3.5-10 (MMOL-/L) 01/11/87 4.50 4.60 4.50 4.80
BUN 2.5-7 (MMOL/L) 01/11/87 5.80 5.60 5.60 5.10
CREATININE 59-120 (MMOL-/L) 01/11/87 73.00 76.00 78.00 70.00
PCV O 01/11/87 nd nd nd nd
URIC ACID 200-500 (UMOL/L) 0111787 189.80|< 198.20(< 196.40 < 167.90|<
F,,r) TOT BILIRUBIN 3-20 (umMoL-/L) 01711787 9.00 9.00 8.00 9.00
S DIR BILIRUBIN ) 01/11/87 nd nd nd nd
~ |TOT. PROTEINS 60-80 (G/L) 01/711/87 73.00 73.00 76.00 73.00
N |ALBUMINE 34-50 (G/L) 01/11/87 45.00 48.00 49,00 45.00
O |[TOT. CHOLEST. 0-6 (MMOL-/L) 01711787 5.28 5.31 5.34 5.80
O |[TRIGLYCERIDES 0.8-2 (MMOL/L) 61/11/87 0.88 0.88 0.89 0.85
(\.I GLOBULINS ALPHA 1 1.5-4 (G/L) 61/11/87 nd nd nd nd
8 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01711787 nd nd nd nd
=z GLOBULINS BETA 6-12 (G/L) 01/11/87 nd nd nd nd
1 GLOBULINS GAMMA 6-16 (G/L) 01/11/87 nd nd nd nd
:: T3 92-121 (NMOL-/L) 01711787 nd nd nd nd
.. |Ta 58-160 (NMOL/L) 01711787 105.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> ¢linically relevant (value higher than max range)

< out of range (value lower
%X missing laboratory test value

than min range) >
nd laboratory not done

out of range (value higher than max range)

() missing range value



PHARMACIA CNOFBO 321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 1.0

LABORATORY DATA

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

Centre: 1 Patient: 12 Sex: Male
Visit number / Laboratory date
Screen Day 7 Day 14
17/11/88 25711788 30711788
value |(¢)| value [(¢)| value [(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01711787 16.60 16.00 15.80
HT 0.4-0.54 (L/L) 01/711/87 nd 0.48 0.43
RBC 4-6.5 (10%x12/L) 01/11/87 5.36 6.80 (> 6.90|>
KBC 3.9-12 (10¥%%x9/L) 01711787 6.80 5.48 5.80
WBC: N 40-75 (%) 0171187 nd nd nd
KWBC: L 20-45 (%) 01/11/87 24.00 26.60 28.80
WBC: E 1-6 (%) 01/11/87 5.90 12.60(>> 9.20(>>
WBC: M 0-1 (%) 01/11/87 nd nd nd
WBC: B 2-10 (%) 01711787 nd nd nd
PLATELETS 100-600 (10%%9/L) 01/11/87 291.00 310.00 306.00
NA+ 134-145 (MMOL~/L) 01/11/87 141.00 139.00 140.00
K+ 3.5-5 (MMOL-/L) 01/11/87 4.20 4.30 4.40
CL- 95-108 (MMOL/L) 01711787 nd [ 100.00 96.00
Ca++ 2.2-2.6 (MMoL/L) 01/11/87 2.58 2.30 2.42
PO4-- 0.8-1.5 (MMOL/L) 01/11/87 1.05 1.42 1.42
SGOT 15-37 (IusL) 01/11/87 22.00 16.00 18.00
SGPT 2-29 (IU/L) 01711787 29.00 12.00 16.00
GAMMA GT 0-65 (IU/L) 01/11/87 24.00 5.00 8.00
GRANOLOCYTES Q) 01/11/87 nd nd nd
ALK. PHOSPH. 30-260 (IU/L) 01/11/87 133.00 89.00 88.00
GLUCOSE 3.5-10 (MMOL-/L) 01/11/87 4,90 5.80 5.20
BUN 3-6.7 (MMOL/L) 01/11/87 3.00 9.00(> 6.00
CREATININE 76~120 (MMOL‘/L) 01711787 106.00 118.00 116.00
pCcv (@] 01/11/87 nd nd nd
URIC ACID 180-340 (UMOL/L) 01/11/87 240.20 295.80 280.20
;% TOT BILIRUBIN 2-17 (UMOL/L) 01/11/87 4.00 2.80 6.00
S DIR BILIRUBIN Q) 01/11/87 nd nd nd
~ TOT. PROTEINS 60-80 (G/L) 01/11/87 76.00 69.00 nd
N ALBUMINE 35-46 (G/L) 01711787 54.00]> 49.00(> 51.00|>
o TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/11/87 4.41 4.41 4.52
o TRIGLYCERIDES 0.5-2 (MMOL/L) 01/11/87 3.18|>> 3.21|>> 3.12{>>
(\.I GLOBULINS ALPHA 1 3-6 (G/L) 01711787 nd nd nd
8 GLOBULINS ALPHA 2 7-13 (G/L) 01711787 nd nd nd
= GLOBULINS BETA 7-14 (G/L) 01711787 nd nd nd
' GLOBULINS GAMMA 10-20 (G/L) 01711787 nd nd nd
:j T3 92-121 (NMOL/L) 01711787 nd nd nd
.. T4 58-160 (NMOL/L) 01/11/87 114.00 nd nd
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(¢) << clinically relevant (value lower
< out of range (value lower

XX missing laboratory test value

than min range) >> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value



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

PHARMACIA CND3BH) 321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 1 Patient: 13 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
04701789 13701789 20/01/89 03/02/89
value [(¢)| value [(¢)| value [(¢)| value [(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/11/87 14.90 14.10 14.20 14 .40
HT 0.37-0.47 (L/L) 01/11/87 nd 0.42 0.42 0.43
RBC 3.8-5.8 (10**12/L) 01/11/87 4.72 4,54 4.50 4.57
HWBC 4-11 (10%x9/L) 01/11/87 8.40 7.80 7.20 9.82
WBC: N 40-75 (%) 01711787 68.70 nd nd nd
WBC: L 20-45 (%) 01/11/87 27.50 36.50 34.00 34.50
WBC: E 1-6 (%) 01/11/87 3.80 5.60 5.80 5.00
KBC: M 0-1 (%) 01711787 nd nd nd nd
KBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 150-400 (10*%x9/L) 01/11/87 315.00 328.00 310.00 340.00
NA+ 135-150 (MMOL/L) 01711787 143.00 144.00 143.00 140.00
K+ 3.5-5 (MMOL/L) 01/11/87 4.60 5.00 4.90 4.90
CL- 95-108 (MMOL/L) 01711787 nd 107.00 106.00 102.00
Ca++ 2.1-2.6 (MMOL/L) 01711787 2.52 2.43 2.43 2.29
PO4-- 0.8-1.5 (MMOL/L) 01711787 1.34 1.27 1.24 1.28
SGOT 2-29 (IU/L) 01/11/87 21.00 18.00 16.00 14.00
SGPT 5-34 (IU/L) 01711787 31.00 20.00 20.00 25.00
GAMMA GT 0-65 (IUsL) 01/11/87 20.00 18.00 20.00 19.00
GRANOLOCYTES (@] 01711787 nd nd nd nd
ALK. PHOSPH. 30-115 (IUu/L) 01/11/87 nd 70.00 76.00 72.00
GLUCOSE 3.5-10 (MMOL/L) 01711787 nd 5.60 5.20 5.40
BUN 2.5-7 (MMOL/L) 01711787 3.70 2.50 3.20 3.30
CREATININE 59-120 (MMOL~/L) 01711787 113.00 84.00 82.00 95.00
PCY (@] 01/11/87 nd nd nd nd
URIC ACID 200-500 (UMOL/L) 01/11/87 220.00 200.00 210.00 206.00
§I‘) TOT BILIRUBIN 3-20 (UMOL-/L) 01/11/87 5.00 5.00 6.00 6.00
o DIR BILIRUBIN (@] 01/11/87 nd nd nd nd
~ TOT. PROTEINS 60-80 (G/L) 01/11/87 71.00 71.00 72.00 74.00
«y |ALBUNINE 34-50 (G/L) 01/11/87 43.00 43.00 46.00 47.00
O |TOT. CHOLEST. 0-6 (MMOL-/L) 01711787 6.70|> 6.70|> 6.91|> nd
o TRIGLYCERIDES 0.8-2 (MMOL/L) 01/11/87 nd 1.89 1.91 nd
C$ GLOBULINS ALPHA 1 1.5-4 (G/L) 01/11/87 nd nd nd nd
8 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/11/87 nd nd nd nd
=z GLOBULINS BETA 6-12 (G/L) 01/11/87 nd nd nd nd
T GLOBULINS GAMMA 6-16 (Gs/L) 01711787 nd nd nd nd
:j T3 92-121 (NMOL-/L) 01/11/87 nd nd nd nd
.. |T4 58-160 (NMOL-/L) 01/11/87 108.00 nd nd nd
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(¢) << elinically relevant (value lower
< out of range (value lower

*x missing laboratory test value

than min range) >> ¢linically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value



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

PHARMACIA CI35®BD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: 1 Patient: 14 Sex: Female

Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
11701789 18701789 25701789 107/02/89
value [((¢)]| value |(¢)| value |(¢)]| value [(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/11/87 14.90 14.60 13.80 14.00
HT 0.37-0.47 (L/L) 01/11/87 0.42 0.43 0.41 0.42
RBC 3.8-5.8 (10%xx12/L) 01/11/87 4.1 4.80 3.99 4.52
HBC 4-11 (10*%9/L) 01711787 10.40 9.80 9.30 8.66
WBC: N 40-75 (%) 01711787 nd nd nd nd
WBC: L 20-45 (%) 01/11/87 17.40|< 17.80|< 18.40(< 18.50|<
KBC: E 1-6 (%) 01/11/87 0.80(< nd 4.50 4.50
WBC: M 0-1 (%) 01711787 nd nd nd nd
WBC: B 2-10 (%) 01/11/87 nd nd nd nd
PLATELETS 150~-400 (10%x9/L) 01/11/87 358.00 350.00 254.00 280.00
NA+ 135-150 (MMOL~/L) 01/11/87 136.00 138.00 139.00 140.00
K+ 3.5-5 (MMOL/L) 01711787 4.30 4.40 4.70 4.80
CL- 95-108 (MMOL/L) 01/11/87 nd 106.00 108.00 108.00
Ca++ 2.1-2.6 (MMOL-/L) 01711787 2.26 2.20 2.30 2.28
PO4-- 0.8-1.5 (MMOL/L) 01711787 0.95 0.95 0.86 0.88
SGOT 2-29 (IU/L) 01711787 11.00 12.00 10.00 16.00
SGPT 5-34 (IUsL) 01711787 16.00 18.00 12.00 18.00
GAMMA GT 0-65 (IursL) 01/11/87 18.00 20.00 17.00 20.00
GRANOLOCYTES O 01711787 nd nd nd nd
ALK. PHOSPH. 30-115 (IusL) 01711787 66.00 68.00 64.00 64.00
GLUCOSE 3.5-10 (MMOL-/L) 01/11/87 5.70 5.20 4.80 4.90
BUN 2.5-7 (MMOL/L) 01/11/87 3.10 4.20 3.20 3.30
CREATININE 59-120 (MMOL/L) 01711787 49.00 (< 56.00|< 63.00 68.00
PCV ) 01711787 nd nd nd nd
URIC ACID 200-S00 (UMOL/L) 01/11/87 180.00( < 186.00< 188.00 < 184.00|<
g TOT BILIRUBIN 3-20 (UMOL‘/L) 01/11/87 4.00 5.10 9.00 8.00
-+ |{DIR BILIRUBIN O 01/11/87 nd nd nd nd
g TOT. PROTEINS 60-80 (G/L) 01711787 61.00 60.00 60.00 60.00
o~ ALBUMINE 34-50 (G/L) 01/11/87 42.00 42.00 42.00 48.00
O |TOT. CHOLEST. 0-6 (MMOL/L) 01711787 4.90 4.80 4.90 4.92
o TRIGLYCERIDES 0.8-2 (MMOL/L) 01711787 1.58 1.54 1.58 1.68
(\.' GLOBULINS ALPHA 1 1.5-4 (G/L) 01711787 nd nd nd nd
8 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/11/87 nd nd nd nd
= GLOBULINS BETA 6-12 (G/L) 01/11/87 nd nd nd nd
T GLOBULINS GAMMA 6-16 (G/L) 01/11787 nd nd nd nd
= |13 92-121 (NMOL/L) 01/11/87 nd nd nd nd
.. |Ta 58-160 (NMOL/L) 01711787 120.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> glinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

XX missing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CNBSE0321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

Centre: 1 Patient: 15 Sex: Female
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

23703789 03704789 10704789 17/04/89

value [(¢)} value |(¢)| value [(¢)] value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 22/03/89 13.80 15.00 15.70 15.10
HT 36-60 (%) 22/03/89 41.10

0.37-0.47 (L/L) 02704789 0.44 0.46 0.44

RBC 3.8-5.8 (10%x12/L) 22/03/89 4.60 4.83 5.06 4.80
WBC 4-11 (10xx9/L) 22703789 3.80j< 5.50 5.80 8.80
KWBC: N 40-75 (%) 22703789 nd nd nd nd
WBC: L 20-45 (%) 22703789 30.80 30.20 25.80 28.00
WBC: E 1-6 (%) 22703789 1.60 5.70 3.20 2.00
HWBC: M 0-1 (%) 22/03/89 nd nd nd nd
HWBC: B 2-10 (%) 22/03/89 nd nd nd nd
PLATELETS 150-400 (10%%9/L) 22/03/89 235.00 239.00 313.00 311.00
NA+ 135-150 (MMOL~/L) 22/03/89 145.00 137.00 nd 140.00
K+ 3.5-5 (MMOL~/L) 22/03/89 4.20 4.00 nd 4.30
CL- 95-108 (MMOL/L) 22/03/89 nd 108.00 nd 108.00
Ca++ 2.1-2.6 (MNOL/L) 22/03/89 2.47 2.24 nd 2.49
PO4-- 0.8-1.5 (MMOL/L) 22/03/89 1.32 0.96 nd 1.09
SGOT 2-29 (IU/L) 22/03/89 15.00 18.00 nd 14.00
SGPT 5-34 (IU/L) 22703789 13.00 21.00 nd 19.00
GAMMA GT 0-65 (IU/L) 22703789 22.00 21.00 nd 19.00
GRANOLOCYTES O 22703789 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 22/03/89 84.00 84.00 nd 82.00
GLUCOSE 3.5-10 (MMOL/L)} 22/03/89 8.50 4.20 nd 6.70
BUN 2.5-7 (MMOL-/L) 22/03/89 3.20 5.10 nd 5.00
CREATININE 59-120 (MMOL-/L) 22/03/89 102.00 88.00 nd 80.00
PCV (@) 22/03/89 nd nd nd nd
URIC ACID 200-500 (UMOL/L) 22/03/89 nd 195.00|< 241.00 195.00(<
TOT BILIRUBIN 3-20 (UMOL~/L) 22/03/89 19.00 19.00 22.00(> 19.00
DIR BILIRUBIN (@] 22703789 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 22703789 73.00 76.00 80.00 74.00
ALBUMINE 34-50 (Gs/L) 22703789 46.00 47.00 49,00 45.00
TOT. CHOLEST. 0-6 (MMOL-/L) 22703789 6.60|> 5.90 5.90 5.90
TRIGLYCERIDES 0.8-2 (MMOL-/L) 22/03/89 0.70}< 0.90 1.10 0.90
GLOBULINS ALPHA 1 1.5-4 (G/L) 22703789 nd nd nd nd
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 22703789 nd nd nd nd
GLOBULINS BETA 6-12 (G/L) 22/03/89 nd nd nd nd
GLOBULINS GAMMA 6-16 (G/L) 22703789 nd nd nd nd
T3 92-121 (NMOL/L) 22/03/89 nd nd nd nd
T4 58-160 (NMOL/L) 22703789 112.00 nd nd nd

, .
than min range) 2r:§1 clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)

nd laboratory not done () missing range value

(¢) << clinically relevant (value lower
< out of range (value lower

** missing laboratory test value



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

PHARMACIA CNGHRO321

REBOXETINE - PROTOCOL 20124/ADEC09
Listing No.: 1.0

LABORATORY DATA

Centre: 1 Patient: 16 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
21/04/89 02705789 08705789 22/05/89
value ((¢)| value |(¢)| value |(¢)]| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/11/87 15.70 15.30 15.50 17.40(>
HT 0.37-0.47 (L/L) 01/11/87 0.46 0.44 0.45 0.47
RBC 3.8-5.8 (10%%12/L) 01/11/87 4.73 4.57 4.68 4.82
KBC 4-11 (10%%9/L) 01711787 11.80(> 11.90|> 10.20 10.20
WBC: N 40-75 (%) 01711787 nd nd nd nd
WBC: L 20-45 (%) 01/11/87 15.40(< 18.60(< 19.40 (< 24.70
WBC: E 1-6 (%) 01/11/87 2.00 3.90 2.80 5.50
HBC: M 0-1 (%) 01711787 nd nd nd nd
WBC: B 2-10 (%) 01711787 nd nd nd nd
PLATELETS 150-400 (10%x%9/L) 01/11/87 309.00 320.00 285.00 332.00
NA+ 135-150 (MMOL/L) 01/11/87 137.00 132.00(< 130.00(< 135.00
K+ 3.5-5 (MMOL/L) 01/11/87 4.10 4.30 4.50 5.00
CL- 95-108 (MMOL/L) 01/11/87 nd 102.00 99.00 94.00 (<
Ca++ 2.1-2.6 (MMOL/L) 01/11/87 2.57 2.40 2.42 2.67(>
PO4-- 0.8-1.5 (MMOL/L) 01/11/87 0.90 1.14 1.16 1.13
SGOT 2-29 (IUsL) 01/11/87 16.00 16.00 16.00 18.00
SGPT 5-34 (IU/L) 01/11/87 12.00 9.00 8.00 10.00
GAMMA GT 0-65 (IUus/L) 01/11/87 18.00 20.00 20.00 20.00
GRANOLOCYTES O 01/11/87 nd nd nd nd
ALK. PHOSPH. 30-118 (IU/L) 01/11/87 118.00 (> 111.00 112.00 111.00
GLUCOSE 3.5-10 (MMOL-/L) 01/11/87 4.80 4.20 5.30 4,60
BUN 2.5-7 (MMOL/L) 01/11/87 5.50 5.80 3.30 3.90
CREATININE 59-120 (MMOL-/L) 01/14/87 98.00 76.00 86.00 95.00
PCV (@] 01/11/87 nd nd nd nd
URIC ACID 200-500 (UMOL-/L) 01/11/87 nd nd nd nd
F,,r) TOT BILIRUBIN 3-20 (umoL/L) 01711787 5.00 8.00 6.00 8.00
S DIR BILIRUBIN Q) 01711787 nd nd nd nd
~ |TOT. PROTEINS 60-80 (G/L) 01/11/87 79.00 72.00 74.00 77.00
N ALBUMINE 34-50 (G/L) 01711787 50.00 48.00 48.00 50.00
O |TOT. CHOLEST. 0-6 (MMOL/L) 01/11/87 6.50|> 5.30 5.30 5.40
O |TRIGLYCERIDES 0.8-2 (MMOL/L) 01/11/87 1.20 1.10 0.90 0.90
(\.I GLOBULINS ALPHA 1 1.5-4 (G/L) 01711787 nd nd nd nd
8 GLOBULINS ALPHA 2 3.6-10.5 (G-/L) 01/11/87 nd nd nd nd
=z GLOBULINS BETA 6-12 (G/L) 01711787 nd nd nd nd
T GLOBULINS GAMMA 6-16 (G/L) 01/11/87 nd nd nd nd
:: T3 92-121 (NMOL/L) 01/11/87 nd nd nd nd
.. |T4 58-160 (NMOL-/L) 01/41/87 99.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) -~ >> clinically relevant (value higher than max range)

< out of range (value lower
*X¥ missing laboratory test value

than min range) >
nd laboratory not done

out of range (value higher than max range)

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

PHARMACIA CN3GWD 321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 2 Patient: 21 Sex: Female
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

15702788 29/02/88 07/03/88 23/03/88

value |(¢)| value |{(¢)| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/02/88 12.50 13.60 13.20 12.70
HT 0.37-0.47 (L/L) 01702788 nd 0.37|< 0.39 0.37
RBC 3.8-5.8 (10%%12/L) 01/02/88 4.01 4.45 4,15 3.95
HBC 4-11 (10%%x9/L) 01/02/88 5.00 10.90 6.10 3.70|<
WBC: N 2.5-7.5 (10**9/L) 01/02/88 2.80 7.30 3.70 2.00|<
KBC: L 1.5-3.5 (10%%9/L) 01/02/88 2.00 3.30 2.10 1.50
WBC: E 0.04-0.44 01702788

(10%x%x9/L) 0.20 0.30 0.20 0.20

WBC: M 0.2-0.8 (10%xx9/L) 01/02/88 0.70 0.70 0.70 0.70
HBC: B 0-0.1 (10xx9/L) 01702788 0.20(>> 0.20(>> 0.20(>> 0.20|>>
PLATELETS 150-400 (10%x%9/L) 01/02/88 191.00 199.00 203.00 220.00
NA+ 135-150 (MMOL/L) 01/02/88 140.00 138.00 137.00 141.00
K+ 3.5-5 (MMOL/L) 01/02/88 3.70 4.00 4.00 4.10
CL- 95-108 (MMOL/L) 01/02/88 nd nd nd nd
Ca++ 2.1-2.6 (MMOL-/L) 01/02/88 2.30 2.35 2.51 2.29
PO4~- 0.8-1.5 (MMOL-/L) 01702788 1.06 1.19 1.30 1.08
SGOT 2-29 (IU/L) 01/02/88 23.00 13.00 14.00 21.00
SGPT 5-34 (IU/L) 01/02/88 14.00 19.00 20.00 17.00
GANMA GT 0-65 (IusL) 01/02/88 8.00 7.00 7.00 7.00
GRANOLOCYTES (@] 01/02/88 nd nd nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01/02/88 125.00(> 122.00(> 97.00 106.00
GLUCOSE 3.5-10 (MMOL/L) 01/02/88 4.60 nd 5.50 5.00
BUN 2.5-7 (MMOL/L) 01702788 6.20 4.80 6.40 3.80
CREATININE 59~120 (MMOL-/L) 01702788 73.00 79.00 114.00 88.00
PCV QO 01/02/88 nd nd nd nd
URIC ACID 200-500 (UMOL-/L) 01/02/88 180.00|< 177.00(< 214.00 156.00 (<
TOT BILIRUBIN 3-20 (umMoL/L) 01/02/88 9.00 6.00 7.00 8.00
DIR BILIRUBIN Q) 01/02/88 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01/02/88 69.00 68.00 73.00 69.00
ALBUMINE 34-50 (G/L) 01/02/88 41.00 40,00 43.00 40.00
TOT. CHOLEST. 0-6 (MMOL/L) 01/02/88 5.90 4.90 5.10 4.70
TRIGLYCERIDES 0.8-2 (MMOL/L) 01/02/88 1.70 2.40|> 2.10(> 1.20
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/02/88 nd 2.7 nd 0.57|<<
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/02/88 nd 4,95 nd 5.65
GLOBULINS BETA 6-12 (G/L) 01/02/88 nd 7.10 nd 8.77
GLOBULINS GAMMA 6-16 (G/L) 01/02/88 nd 12.58 nd 14.14
T3 92-121 (NMOL/L) 01/02/88 nd nd nd nd
T4 58-160 (NMOL/L) 01702788 109.00 nd nd nd

I3
<< clinically relevant (value lower than min range) 2 7 > clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)
*X missing laboratory test value nd laboratory not done () missing range value

(¢)



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

PHARMACIA CNEFRAD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 2 Patient: 22 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
29704788 16/05/88 23705788 07/06/88
value |[(¢)! value |(¢)| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/02/88 13.40 13.10 13.80 13.90
HT 0.37-0.47 (L/L) 01/02/88 nd 0.338 0.41 0.41
RBC 3.8-5.8 (10%*x12/L) 01/02/88 4.43 4.23 4.53 4.57
KBC 4-11 (10*%x9/L) 01702788 8.80 7.00 6.90 7.70
WBC: N 2.5-7.5 (10%x9/L) 01/02/88 6.60 4.90 4.70 5.60
WBC: L 1.5-3.5 (10*x9/L) 01/02/88 1.90 1.80 1.90 1.70
WBC: E 0.04-0.44 01702788
(10*%x9/L) 0.30 0.30 0.30 0.30
WBC: M 0.2-0.8 (10%x9/L) 01/02/88 0.70 0.70 0.70 0.70
WBC: B 0-0.1 (10%%9/L) 01/02/88 0.20(>> 0.20(>> 0.20)>> 0.20]>>
PLATELETS 150-400 (10%*x9/L) 01/02/88 358.00 320.00 352.00 374.00
NA+ 135-150 (MMOL/L) 01/02/88 141.00 140.00 131.00(< 143.00
K+ 3.5-5 (MMOL/L) 01702788 3.60 3.60 4.70 3.80
CL- 95-108 (MMOL/L) 01/02/88 nd nd nd nd
Ca++ 2.1-2.6 (MMOL/L) 01/02/88 2.37 2.46 2.39 2.39
PO4-- 0.8-1.5 (MMOL/L) 01/02/88 1.46 1.42 1.31 1.14
SGOT 2-29 (TU/L) 01/02/88 17.00 11.00 12.00 14.00
SGPT 5-34 (TU/L) 01/02/88 13.00 16.00 15.00 16.00
GAMMA GT 0-65 (IU/L) 01/02/88 10.00 10.00 10.00 11.00
GRANOLOCYTES O 01/02/88 nd nd . |nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/02/88 165.00|> 177.00|> 182.00(> 189.00|>
GLUCOSE 3.5-10 (MMOL/L) 01/02/88 5.40 5.10 5.30 5.30
BUN 2.5-7 (MMOL-/L) 01/02/88 5.10 5.20 8.50|> 6.20
CREATININE 59-120 (MMOL-/L) 01/02/88 63.00 69.00 89.00 65.00
PCV (@) 01702788 nd nd nd nd
er) URIC ACID 200-500 (UMOL/L) 01/02/88 205.00 247.00 275.00 256.00
o TOT BILIRUBIN 3-20 (uMoL‘/L) 01/027/88 11.00 10.00 10.00 10.00
~ |DIR BILIRUBIN Q) 01/02/88 nd nd nd nd
N TOT. PROTEINS 60-80 (G/L) 01/02/88 75.00 72.00 76.00 78.00
O |ALBUNINE 34-50 (G/L) 01/02/88 43.00 42.00 42.00 44.00
© |TOT. CHOLEST. 0-6 (MMOL-/L) 01/02/88 7.40(> 7.50|> 7.30(> 8.00]|>>
(\-I TRIGLYCERIDES 0.8-2 (MMOL-/L) 01/02/88 0.90 1.70 1.50 1.10
8 GLOBULINS ALPHA 1 1.5-4 (G/L) 01/02/88 1.90 2.52 1.80 nd
=z GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/02/88 6.60 6.15 7.50 nd
1 GLOBULINS BETA 6-12 (GsL) 01/02/88 9.70 9.26 10.10 nd
:j GLOBULINS GAMMA 6-16 (G/L) 01/02/88 13.80 12.75 14.30 nd
.. |T3 92-121 (NMOL/L) 01/02/88 nd nd nd nd
ég T4 58-160 (NMOL-/L) 01/02/88 123.00| - nd nd nd
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< out of range (value lower than min range) >
XX missing laboratory test value nd laboratory not done

out of range (value higher than max range)

() missing range value
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PHARMACIA CNYGSD321

REBOXETINE - PROTOCOL 20124/ADE0CS
Listing No.: 11.0

LABORATORY DATA

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

Centre: 2 Patient: 23 Sex: Female
Visit number /
Laboratory date
Screen Day 7
16/12/88 05/01/89
value [(¢)| value [(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/02/88 14.50 15.00
HT 0.37-0.47 (L/L) 01/02/88 nd 0.44
RBC 3.8-5.8 (10*x12/L) 01/02/88 4,54 4.85
WBC 4-11 (10%x%x9/L) 01702788 6.20 9.30
KBC: N 2.5-7.5 (10%*9/L) 01/02/88 4.10 6.80
WBC: L 1.5-3.5 (10*%x9/L) 01/02/88 1.80 2.00
WBC: E 0.04-0.44 01702788
(10%%x9/L) 0.30 0.50|>
WBC: M 0.2-0.8 (10*x9/L) 01/02/88 0.70 0.70
WBC: B 0-0.1 (10%xx9/L) 01/02/88 0.20(>> 0.20(>>
PLATELETS 150-400 (10%x9/L) 01/02/88 233.00 303.00
NA+ 135-150 (MMOL/L) 01/02/88 139.00 138.00
K+ 3.5-5 (MMOL/L) 01702788 3.60 3.50
CL- 95-108 (MMOL-/L) 01/02/88 nd nd
Ca++ 2.1-2.6 (MMOL/L) 01/02/88 2.12 2.30
PO4-- 0.8-1.5 (MMOL/L) 01/02/88 1.28 1.21
SGOT 2-29 (IU/L) 01/02/88 21.00 18.00
SGPT 5-34 (IU/L) 01/02/88 15.00 17.00
GAMMA GT 0-65 (IU/L) 01/02/88 81.00;> 42.00
GRANOLOCYTES (@) 01/02/88 nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/02/88 265.00(>> 169.00 (>
GLUCOSE 3.5-10 (MMOL/L) 01/02/88 4.90 nd
BUN 2.5-7 (MMOL/L) 01/02/88 3.40 4.10
CREATININE 59-120 (MMOL/L) 01/02/88 64.00 59.00
PCV (@) 01/02/88 nd nd
URIC ACID 200-500 (UMOL-/L) 01/02/88 164.00|< 263.00
TOT BILIRUBIN 3-20 (uMoL/L) 01/02/88 12.00 10.00
DIR BILIRUBIN @] 01/02/88 nd nd
TOT. PROTEINS 60-80 (G/L) 01/02/88 79.00 €8.00
ALBUMINE 34-50 (G/L) 01/02/88 32.00|< 39.00
TOT. CHOLEST. 0-6 (MMOL/L) 01/02/88 3.30 5.90
TRIGLYCERIDES 0.8-2 (MMOL/L) 01702788 1.20 3.10(>>
GLOBULINS ALPHA 1 1.5-4 (G/L) 01702788 2.64 2.52
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01702788 7.46 6.33
GLOBULINS BETA 6-12 (G/L) 01/02/88 7.93 10.04
GLOBULINS GAMMA 6-16 (G/L) 01702788 12.11 9.16
T3 92-121 (NMOL-/L) 01/02/88 nd nd
T4 58-160 (NMOL/L) 01/02/88 79.00 nd

<< clinically relevant (value lower

<

out of range

(value lower

XK missingllaboratory test value

than min range)
than min range)

2 7 Q >> clinically relevant (value higher than max range)

nd laboratory not done

> out of range
() missing range value

(value higher than max range)



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

PHARMACIA CNORBID321

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA

090177e1803eafea\Approved\Approved On: 11-Nov-2002 20:34

(€]

Centre: 2 Patient: 24 Sex: Female
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

07/02/89 21/02/89 01/03/89 15703789

value |(¢)]| value |(¢)| value |(¢)]| value |(¢)
Laboratory test Range value Range date
HB 12~-16.4 (G/DL) 01702788 14.40 14.80 14.90 15.20
HT 0.37-0.47 (L/L) 01/02/88 nd 0.42 0.44 0.45
RBC 3.8-5.8 (10*x12/L) 01/02/88 4.82 4.85 4,95 5.04
HBC 4-11 (10%%9/L) 01/02/88 10.50 8.50 9.00 7.70
WBC: N 2.5-7.5 (10%%9/L) 01/02/88 8.00{> 5.80 4.77 5.50
KBC: L 1.5-3.5 (10%%9/L) 01/02/88 1.90 2.00 2.79 1.90
KBC: E 0.04-0.44 01702788

(10%%9/L) 0.60(>> 0.60(>> 0.45(> 0.20

HBC: M 0.2-0.8 (10*%9/L) 01702788 0.70 0.70 0.99|> 0.70
KBC: B 0-0.1 (10%xx9/L) 01/02/88 0.20>> 0.20|>> 0.00 0.20|>>
PLATELETS 150-400 (10%%x9/L) 01/02/88 416.00(> 432.00(> 346.00 404.00 | >
NA+ 135-150 (MMOL/L) 01/02/88 142.00 142.00 144 .00 142.00
K+ 3.5-5 (MMOL/L) 01702788 3.80 4.50 4.20 4.50
CL- 95-108 (MMOL-/L) 01702788 nd nd nd nd
Ca++ 2.1-2.6 (MMOL/L) 01702788 2.24 2.42 2.38 2.34
PO4-~- 0.8-1.5 (MMOL/L) 01/02/88 1.07 1.16 1.12 1.07
SGOT 2-29 (IU/L) 01702788 25.00 46.,00(> 47.00(> 42.00(>
SGPT 5-34 (Iu/L) 01/02/88 31.00 33.00 36.00(> 29.00
GAMMA GT 0-65 (IU/L) 01/02/88 22.00 21.00 22.00 22.00
GRANOLOCYTES O 01702788 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/02/88 133.00|> 144.00(> 130.00|> 135.00|>
GLUCOSE 3.5-10 (MMOL/L) 01702788 5.10 5.00 5.10 5.60
BUN 2.5-7 (MMOL-/L) 01/02/88 4.90 5.20 5.20 5.00
CREATININE 59-120 (MMOL-/L) 01/02/88 67.00 67.00 73.00 67.00
PCV ) 01/02/88 nd nd nd nd
URIC ACID 200-500 (UMOL/L) 01702788 195.00< 171.00]< 176.00| < 169.00|<
TOT BILIRUBIN 3-20 (UMOL-/L) 01702788 9.00 8.00 12.00 9.00
DIR BILIRUBIN ) 01/02/88 nd nd nd nd
TOT. PROTEINS 60-80 (G-L) 01/02/88 74.00 75.00 79.00 77.00
ALBUMINE 34-50 (G/L) 01/02/88 43.00 42.00 42.00 43.00
TOT. CHOLEST. 0-6 (MMOL-/L) 01/02-/88 8.10{>> - 7.90(>> 7.60(> 7.30§>
TRIGLYCERIDES 0.8-2 (MMOL/L) 01/02/88 1.20 0.80 1.00 1.00
GLOBULINS ALPHA 1 1.5-4 (G/L) 01702788 2.29 nd nd nd
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/02-88 6.18 nd nd nd
GLOBULINS BETA 6-12 (G/L) 01/02/88 7.86 nd nd nd
GLOBULINS GAMMA 6-16 (G/L) 01702788 12.27 nd nd nd
T3 92-121 (NMOL/L) 01702788 nd nd nd nd
T4 58-160 (NMOL-/L) 01702788 99.00 nd nd nd

<< clinically relevant (value lower
< out of range (value lower
*% missing laboratory test value

than min range) 2 '7 S>> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value



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

PHARMACIA CNOBRBD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 2 Patient: 25 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
13702789 28/02/89 03/03/89 21/03/89%
value |[(¢){ value [(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01702788 15.10 14.10 13.80 14.80
HT 0.37-0.47 (L/L) 01/02/88 nd 0.40 0.40 0.44
RBC 3.8-5.8 (10%xx12/L) 01/02/88 4.57 4.29 4.24 4.65
WBC 4-11 (10%x9/L) 01/02/88 6.80 4.10 4.20 4.10
HBC: N 2.5-7.5 (10%x9/L) 01/02/88 4.70 2.20|< 2.30|< 2.10)<
HBC: L 1.5-3.5 (10%xx9/L) 01/02/88 1.70 1.60 1.70 1.80
HBC: E 0.04-0.44 ' 01/02/88
(10*x9/L) 0.40 0.30 0.20 0.30
WBC: M 0.2-0.8 (10%x9/L) 01/02/88 0.70 0.70 0.70 0.70
WBC: B 0-0.1 (10xx9/L) 01702788 0.20(>> 0.20|>> 0.20[>> 0.20(|>>
PLATELETS 150-400 (10%%x9/L) 01/02/88 354.00 221.00 255.00 335.00
NA+ 135-150 (MMOL-/L) 01/02/88 140.00 141.00 141.00 141.00
K+ 3.5-5 (MMOL-/L) 01/02/88 4.40 4.10 4.40 4.30
CL- 95-108 (MMOL/L) 01/02/88 nd nd nd nd
Ca++ 2.1-2.6 (MMOL/L) 01702788 2.47 2.45 2.46 2.45
PO4-- 0.8-1.5 (MMOL/L) 01702788 1.23 1.16 1.24 1.18
SGOT 2-29 (IUsL) 01/02788 15.00 14.00 18.00 16.00
SGPT 5-34 (1IU/L) 01702788 20.00 14.00 16.00 17.00
GAMMA GT 0-65 (IUsL) 01/02/88 56.00 33.00 31.00 24.00
GRANOLOCYTES Q) 01/02/88 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01702788 158.00)> 137.00(> 139.00(> 141.00(>
GLUCOSE 3.5-10 (MMOL-/L) 01/02/88 5.90 4.80 5.40 5.70
BUN 2.5-7 (MMOL/L) 01/02/88 4.50 5.00 4.00 5.10
CREATININE §9-120 (MMOL-/L) 01/02/88 63.00 67.00 68.00 65.00
PCY 0 01/02/88 nd nd nd nd
g URIC ACID 200-500 (UMOL-/L) 01/02/88 nd 164.00|< 180.00(< 189.00( <
- TOT BILIRUBIN 3-20 (UMOL-/L) 01/02/88 10.00 10.00 10.00 14.00
Q |pIr BILIRUBIN O 01/02/88 nd nd nd nd
o~ TOT. PROTEINS 60-80 (G/L) 01/02/88 70.00 68.00 70.00 72.00
O |ALBUMINE 34-50 (G/L) 01/02/88 43,00 41.00 40.00 48.00
O |[TOT. CHOLEST. 0-6 (MMOL/L) 01/02/88 6.70}> 6.20}> 6.40(> 6.50 (>
cﬂ TRIGLYCERIDES 0.8-2 (MMOL/L) 01/02/88 1.00 1.10 1.00 0.80
8 GLOBULINS ALPHA 1 1.5-4 (G/L) 01/02/88 2.10 nd nd 2.55
= GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/02/88 5.53 nd nd 6.07
1 GLOBULINS BETA 6-12 (G/L) 01/02/88 7.45 nd nd 8.26
:j GLOBULINS GAMMA 6-16 (G/L) 01/02/88 8.71 nd nd 9.84
.. |T3 92-121 (NMOL/L) 01/02/88 nd nd nd nd
S T4 58-160 (NMOL-/L) 01702788 nd nd nd nd
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than min range) >> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value

(¢) << clinically relevant (value lower
< out of range (value lower

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

PHARNACIA CN§cfSR)301

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 3 Patient: 26 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 21
28/12/88 04/01789 11/01/89 18/01/89
value |(¢)! value |(¢)| value |[(¢)| value [(¢)
Labaratory test Range value Range date
HB 12-16.4 (G/DL) 27/12/88 14.60 15.30 15.50 13.70
HT 0.37-0.47 (L/L) 27/12/88 nd 0.46 0.45 0.41
RBC 3.8-5.8 (10%x12/L) 27/12/88 4.72 4.92 4.86 4.3%
WBC 4-11 (10%x9/L) 27/12/88 7.80 7.00 6.10 5.40
KBC: N 2.5-7.5 (10*x9/L) 27/12/88 6.50 4.70 3.60 3.10
WBC: L 1.5-3.5 (10%%x9/L) 27/12/88 1.00 )<< 1.80 2.00 1.90
WBC: E 0.04~0.44 27712/88
(10%x%x9/L) 0.30 0.60(>> 0.40 0.40
WBC: M 0.2-0.8 (10%%x9/L) 27/12/88 0.70 0.70 0.70 0.70
WBC: B 0-0.1 (10xx9/L) 27712788 0.20(>> 0.20|>> 0.20(>> 0.20|>>
PLATELETS 150-400 (10%x9/L) 27/42/88 295.00 237.00 273.00 343.00
NA+ 135-150 (MMOL/L) 27712788 138.00 140.00 142.00 142.00
K+ 3.5-5 (MMOL~/L) 27712788 3.60 3.80 3.70 3.80
CL- 95-108 (MMOL/L) 27/12/88 nd nd nd nd
Ca++ 2.1-2.6 (MMOL/L) 27/12/88 2.34 2.38 2.30 2.40
PO4-- 0.8-1.5 (MMOL/L) 27/12788 7.1 0.99 0.86 1.13
SGOT 2-29 (IusL) 27/12788 12.00 9.00 9.00 10.00
SGPT 5-34 (IU/L) 27/12/88 7.00 12.00 12.00 11.00
GAMMA GT 0-65 (IursL) 27712788 11.00 19.00 19.00 17.00
GRANOLOCYTES ) 27712788 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 27712788 160.00)> 189.00 (> 202.00 > 190.00|>
GLUCOSE 3.5-10 (MMOL/L) 27/12/88 4.70 5.60 4.40 5.10
BUN 2.5-7 (MMOL/L) 27712788 3.70 nd nd nd
CREATININE 59-120 (MMOL/L) 27712788 74.00 71.00 65.00 70.00
PCV (@] 27712788 nd nd nd nd
URIC ACID 180-500 (UMOL-/L) 27712788 175.00|<
2.5-8 (MG/DL) 03/01/89 3.80 3.40 3.50
TOT BILIRUBIN 3-20 (uMoL/L) 27/12/88 11.00 10.00 9.00 6.00
DIR BILIRUBIN (@] 27/12/88 nd nd nd nd
TOT. PROTEINS 60-80 (G-/L) 27/12/88 706.00 74.00 74.00 73.00
ALBUMINE 34-50 (G6/L) 27/12/88 34.00 40.00 40.00 41.00
TOT. CHOLEST. 0-6 (MMOL/L) 27712788 5.00 5.50 5.00 4.90
TRIGLYCERIDES 0.8-2 (MMOL-/L) 27712788 1.40 1.00 1.10 1.10
GLOBULINS ALPHA 1 1.5-4 (G/L) 27712788 4.00 nd nd nd
GLOBULINS ALPHA 2 3.6-10.5 (G-/L) 27712788 7.50 nd nd nd
GLOBULINS BETA 6-12 (G/L) 27712788 6.70 nd nd nd
GLOBULINS GAMMA 6-16 (Gs/L) 27/12/88 11.50 nd nd nd
T3 (@] 03/01/89 nd nd nd
92-121 (NMOL/L) 27/12/88 nd
T4 (@] 03/01/89 nd nd nd
58-160 (NMOL/L) 27/12/88 nd

(¢) << clinically relevant (value lower
< out of range (value lower

XX missing laboratory test value

than min range) 21 "/>> elinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratery not done () missing range value



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

PHARMACIA CNOERBO0321

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA

Centre: 3 Patient: 27 Sex: Female
Visit number 7/ Laboratory date

Screen Day 7 Day 14 Day 28

14712788 03/01/89 10/01/89 26/01/89

value |(¢)| value [(¢)]| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 13712788 15.50 14.20 nd 14.00
HT 36-60 (%) 13/12/88 43.00

0.37-0.47 (L/L) 02/01/89 0.42 nd 0.41
RBC 3.8-5.8 (10*x12/L) 13/12/88 4.79 4.53 nd 4.41
HBC 4-11 (10%%x9/L) 13712788 10.40 4.30 nd 9.10
HBC: N 2.5-7.5 (10%%x9/L) 13/12/88 5.50 4.70 nd 5.40
WBC: L 1.5-3.5 (10%x9/L) 13/12/88 4.70|>> nd nd 3.20
WBC: E 0.04-0.44 13/12/88
(10x%9/L) 0.20 0.30 nd 0.60(>>

WBC: M 0.2-0.8 (10%x9/L) 13/12/88 0.70 0.70 nd 0.70
WBC: B 0-0.1 (10%xx9/L) 13712788 0.20|>> 0.20]>> nd 0.20{>>
PLATELETS 150-400 (10%*9/L) 13/12/88 247.00 93.00|<< nd | 300.00
NA+ 135-150 (MMOL-/L) 13712788 140.00 139.00 142.00 139.00
K+ 3.5-5 (MMOL/L) 13712788 3.90 3.30|< 4.40 4.20
CL- 95-108 (MMOL/L) 13712788 nd nd nd nd
Ca++ 2.1-2.6 (MMOL/L) 13712/88 2.43 2.31 2.36 2.25
PO4-- 0.8-1.5 (MMOL/L) 13712788 0.89 1.1 1.00 0.87
SGOT 2-29 (IU/L) 13/12/88 20.00 21.00 21.00 27.00
SGPT $-34 (IUu/L) 13712788 23.00 16.00 19.00 23.00
GAMMA GT 0-65 (IU/L) 13712788 57.00 60.00 44.00 34.00
GRANOLOCYTES ) 13712788 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 13712788 121.00|> 127.00|> 130.00(> 118.00|>
GLUCOSE 3.5-10 (MMOL-/L) 13712788 4.90 4.80 6.20 4.50
BUN 2.5-7 (MMOL/L) 13712788 4.40 3.20 3.20 2.80
CREATININE 59-120 (MMOL/L) 13712788 68.00 52.00|< 60.00 76.00
PCV O 13712788 nd nd nd nd
URIC ACID 200-500 (UMOL-/L) 13712788 222.00 nd 229.00 243.00
TOT BILIRUBIN 3-20 (UMOL~/L) 13712788 14.00 7.00 9.00 10.00
DIR BILIRUBIN (@) 13712788 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 13712788 70.00 68.00 70.00 66.00
ALBUMINE 34-50 (G/L) 13/12/88 38.00 39.00 41.00 41.00
TOT. CHOLEST. 0-6 (MMOL-L) 13712788 7.20(> 6.10|> 6.30|> 6.10|>
TRIGLYCERIDES 0.8-2 (MMOL/L) 13712788 1.30 0.80 1.50 0.80
GLOBULINS ALPHA 1 1.5-4 (G/L) 13712788 nd 3.60 3.80 3.50
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 13712788 nd 9.70 10.50 10.40
GLOBULINS BETA 6-12 (G/L) 13712788 nd 13.00(> 13.60|> 12.60(>
GLOBULINS GAMMA 6-16 (G/L) 13/12/88 nd 11.70 11.70 11.70
T3 92-121 (NMOL/L) 13/12/88 nd nd nd nd
T4 58-160 (NMOL-/L) 13712/88 nd nd nd nd
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(¢) << clinically relevant (value lower than min range) >> clinically relevant (value higher than max range)
< out of range {value lower than min range) > out of range (value higher than max range)
*X missing laboratory test value nd laboratory not done () missing range value



PHARMACIA CN$)820321
REBOXETINE - PROTOCOL 20124/ADE009

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

Listing Neo.: 11.0
LABORATORY DATA
Contre: 3 Patient: 28 Sex: Male
Visit number / Laboratory date
Screen Day 7 Day 14
12712788 03701789 10/01/89
value |(¢)| value [(¢)| value [(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 11/12/88 13.80 15.20 nd
HT 36-60 (%) 11712788 41.30
0.4-0.54 (L/L) 02/01/89 0.45 nd
RBC 4-6.5 (10%%12/L) 11712788 4.40 4.89 nd
WBC 3.9-12 (10xx9/L) 11/12/88 7.30 9.20 nd
WBC: N 2-7.5 (10%x9/L) 11/12/88 5.20 5.90 nd
HBC: L 1.5-4 (10%x9/L) 11712788 1.50 2.60 nd
WBC: E 0.04-0.44 11/12/88
(10%%9/L) 0.60|>> 0.70|>> nd
WBC: M 0.2-0.8 (10*x9/L) 11/12/88 0.70 0.70 nd
WBC: B 0-0.1 (10%%x9/L) 11712788 0.20{>> 0.20{>> nd
PLATELETS 100-600 (10*%9/L) 11712788 255.00 177.00 nd
NA+ 134-145 (MMOL/L) 11712788 141.00 142.00 141.00
K+ 3.5-5 (MMOL/L) 11712788 3.80 3.60 3.80
cL- 95-108 (MMOL/L) 11712788 nd nd nd
Ca++ 2.2-2.6 (MMOL/L) 11712788 2.38 2.40 2.32
PO4-- 0.8-1.5 (MMOL/L) 11712788 1.21 0.97 0.89
SGOT 15-37 (1U/L) 11712788 19.00 16.00 16.00
SGPT 2-29 (IusL) 11712788 18.00 10.00 16.00
GAMMA GT 5-52 (IU/L) 11712788 31.00 27.00 30.00
GRANOLOCYTES Q) 11/12/88 nd nd nd
ALK. PHOSPH. 95-260 (IU/L) 11/12/88 147.00 162.00 192.00
GLUCOSE 3.5-10 (MMOL-/L) 11/12/88 5.00 4.20 4,60
BUN 3-6.7 (MMOL/L) 11712788 2.704< 3.60 3.30
CREATININE 76-120 (MMOL/L) 11/12/88 80.00 71.00|< 79.00
§'§ PCV O 11/12/88 nd nd nd
- URIC ACID 180-340 (UMOL/L) 11/12/88 nd nd 273.00
8 TOT BILIRUBIN 2-17 (UMOL-/L) 11712788 11.00 8.00 9.00
N DIR BILIRUBIN O 11/12/88 nd nd nd
o TOT. PROTEINS 60-80 (G/L) 11712788 72.00 68.00 72.00
o ALBUMINE 35-46 (G/L) 11712788 41.00 37.00 42.00
(\II TOT. CHOLEST. 3.1-5.2 (MMOL/L) 11/12/88 5.70{> 6.20(> 5.80|>
> TRIGLYCERIDES 0.5-2 (MMOL/L) 11712788 1.60 1.90 1.60
ég GLOBULINS ALPHA 1 3-6 (G/L) 11712788 6.00 3.20 2.02(<<
T GLOBULINS ALPHA 2 7-13 (G/L) 11/12/88 13.00 8.80 6.32|<
:j GLOBULINS BETA 7-14 (G/L) 11712788 14.00 13.30 8.54
. GLOBULINS GAMMA 10-20 (G/L) 11712788 20.00 12.00 10.60
c T3 92-121 (NMOL/L) 11/12/88 nd nd nd
O T4 58-160 (NMOL/L) 11/12/788 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

XX missing laboratory test value nd laboratory not done () missing range value
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PHARMACIA CN3SRBD 321

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA

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

Centre: 4 Patient: 51 Sex: Female
Visit number /
Laboratory date

Sereen Day 7

15704788 29704788

value |(¢)| value [(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 14/04/88 13.80 13.50
HT 0.37-0.47 (L/L) 14/064/88 0.39 0.39
RBC 3.8-5.8 (10%x12/L) 14/04/88 3.7%< 3.71§<
KBC 4-11 (10%%9/L) 14/04/88 9.60 6.50
WBC: N 40-75 (%) 14/04/88 58.00 58.00
WNBC: L 20-45 (%) 14/04/88 41.00 33.00
HBC: E 1-6 (%) 14/04/88 1.00 5.00
HBC: M 0-1 (%) 14/04/88 0.00 1.00
HBC: B 2-10 (%) 14704788 0.00|< 3.00
PLATELETS 150-400 (10*%9/L) 14/04/88 259.00 275.00
NA+ 135-150 (MMOL/L) 14/04/88 139.00 140.00
K+ 3.5-5 (MMOL/L) 14/04/88 3.90 4.20
CL- 95-108 (MMOL/L) 14704788 nd 108.00
Ca++ 2.1-2.6 (MMOL-/L) 14/04/88 nd 2.37
PO4-- 0.8-1.5 (MNOL/L) 14/04/88 nd 1.23
SGOT 2-29 (IusL) 14/04/88 17.00 14.00
SGPT 5-34 (IU/L) 14/04/88 9.00 14.00
GAMMA GT 0-65 (IursL) 14/04/88 58.00 40.00
GRANOLOCYTES ) 14/04/88 nd nd
ALK. PHOSPH. 30-115 (1u/L) 14/04/88 8.80|< 8.10<
GLUCOSE 3.5-10 (MMOL/L) 14/04/88 4.40 2.60(<
BUN 2.5-7 (MMOL/L) 14/04/88 2.40|< 2.40(<
CREATININE 59-120 (MMOL/L) 14/04/88 70.00 71.00
PCV ) 14/04/88 nd nd
URIC ACID 0.09-0.36 (MMOL/L) 14/04/88 0.22 0.20
TOT BILIRUBIN 3-20 (uMOL/L) 14/04/88 10.00 7.00
DIR BILIRUBIN 0-3.4 (UMOL-/L) 14704788 nd 5.00(>
TOT. PROTEINS 60-80 (G/L) 14/04/88 68.00 66.00
ALBUMINE 34-50 (GsL) 14/04/88 44.00 43.00
TOT. CHOLEST. 0-6 (MMOL/L) 14/04/88 3.80 3.80
TRIGLYCERIDES 0.8-2 (MMOL/L) 14704788 1.81 1.05
GLOBULINS ALPHA 1 1.5-4 (G/L) 14704788 2.00 2.00
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 14/04/88 6.00 6.00
GLOBULINS BETA 6-12 (G6/L) 14/04/88 6.00 6.00
GLOBULINS GAMMA 6-16 (G/L) 14/04/88 9.00 9.00
T3 4-7.4 (PMOL/L) 14704788 5.40 nd
T4 10-31 (PMOL/L) 14/04/88 13.00 nd
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<< clinically relevant (value lower than min range)

<

out of range
*Xx missing laboratory test value

{value lower

than min range)

nd laboratory not done

>> clinically relevant (value higher than max range)

>

() missing range value

out of range

(value higher than max range)



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

PHARMACIA CRESBD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 52 Sex: Female
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

01/07/88 14/07/88 21707788 04/08/88

value {(¢)| value [(¢)| value |(&)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 30/06/88 11.40(< 10.40| < 10.20< 10.50|<
HT 0.37-0.47 (L/L) 30/06/88 0.34< 0.43 0.38 0.43
RBC 3.8-5.8 (10%xx12/L) 30/06/88 4.46 4.21 4.11 4.13
HWBC 4-11 (10%x9/L) 30/06/88 10.30 7.20 8.50 9.60
HBC: N 40-75 (%) 30/06/88 91.00(> 56.00 79.00(> 80.00(>
HBC: L 20-45 (%) 30706788 9.00 (<< 39.00 17.00{< 16.00 (<
HBC: E 1-6 (%) 30706788 0.00{< 3.00 1.00 3.00
HWBC: M 0-1 (%) 30706788 0.00 0.00 2.00(>> 1.00
HBC: B 2-10 (%) 30/06/88 0.00< 2.00 1.00(< 0.00|<
PLATELETS 150-400 (10%**9/L) 30/06/88 525.00(>> 508.00(> 414.00|> 432.00|>
NA+ 135-150 (MMOL/L) 30/06/88 140.00 139.00 139.00 136.00
K+ 3.5-5 (MMOL/L) 30706788 4.10 3.60 3.60 3.50
CL- 95-108 (MMOL-/L) 30/06/88 nd 103.00 105.00 104.00
Ca++ 2.1-2.6 (MMOL/L) 30/06/88 2.45 nd nd 2.23
PO4-- 0.8-1.5 (MMOL/L) 30706788 1.56(> nd nd 1.08
SGOT 2-29 (IusL) 30/06/88 29.00 25.00 21.00 18.00
SGPT 5-34 (Iu/L) 30/06/88 20.00 20.00 18.00 13.00
GAMMA GT 0-65 (IU/L) 30/06/88 16.00 19.00 17.00 15.00
GRANOLOCYTES O 30/06/88 nd nd nd nd
ALK. PHOSPH. 4-13 (KAU/DL) 30/06/88 9.80 8.20 8.00 8.00
GLUCOSE 3.5-10 (MMOL/L) 30/06/88 4.90 5.00 6.90 6.10
BUN 2.5-7 (MMOL/L) 30706788 4.30 5.20 4.70 4.70
CREATININE 59-120 (MMOL/L) 30/06/88 79.00 62.00 72.00 70.00
PCV (@] 30706788 nd nd nd nd
URIC ACID 200~500 (UMOL/L) 30/06/88 nd nd nd nd
TOT BILIRUBIN 3-20 (UMOL-/L) 30/06/88 7.00 4.00 5.00 5.00
DIR BILIRUBIN 0-3.4 (UMOL/L) 30/06-/88 nd 2.00 2.00 1.00
TOT. PROTEINS 60-80 (G/L) 30706788 82.00]> 71.00 69.00 65.00
ALBUMINE 34-50 (G/L) 30/06/88 44.00 40.00 39.00 38.00
TOT. CHOLEST. 0-6 (MMOL-/L) 30706788 7.10(> nd 7.40(> 7.00(|>
TRIGLYCERIDES 0.8-2 (MMOL/L) 30706788 1.12 nd 1.54 1.38
GLOBULINS ALPHA 1 1.5-4 (G/L) 30/06/88 4.00 3.00 3.00 2.00
GLOBULINS ALPHA 2 3.6-10.5 (G-L) 30/06/88 9.00 7.00 8.00 6.00
GLOBULINS BETA 6-12 (G/L) 30/06/88 13.00(> 10.00 10.00 10.00
GLOBULINS GAMMA 6-16 (G/L) 30/06/88 13.00 11.00 9.00 9.00
T3 4-7.4 (PMOL/L) 30/06/88 6.20 nd nd nd
T4 10-31 (PMOL/L) 30/06/88 16.40 nd nd nd
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<< clinically relevant (value lower than min range) 2 8 ~14>> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)
*X missing laboratory test value nd laboratory not done () missing range value

(¢)



PHARMACIA CISS580321

REBOXETINE - PROTOCOL 20
Listing No.: 1.

LABORATORY DATA

124/ADE0OY
4

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

26

Centre: 4 Patient: 53 Sex: Male
Visgit number / Laboratory date
Screen Day 7 Day 14
27/09/88 06/10/88 13710788
value ((¢)| value [(¢)] value |(¢)
Laboratory test Range value Range date
HB 13-18 (6/DL) 26709788 17.60 17.30 17.00
HT 0.4-0.54 (L/L) 26709788 0.52 0.51 0.50
RBC 4-6.5 (10%xx12/L) 26/09/88 5.51 5.84 5.26
WBC 3.9-12 (10%x9/L) 26/09/88 14.60(> 9.10 9.50
WBC: N 40-75 (%) 26709788 78.00(|> 77.00{> 75.00
WBC: L 20-45 (%) 26/09/88 20.00 16.00< 18.00 <
WBC: E 1-6 (%) 26/09/88 1.00 5.00 6.00
KBC: M 0-1 (%) 26/09/88 1.00 1.00 1.00
WBC: B 2-10 (%) 26/09/88 0.00(< 1.00|< 1.00|<
PLATELETS 100-600 (10%%9/L) 26/09/88 347.00 352.00 312.00
Na+ 134-145 (MMOL-/L) 26/09/88 138.00 137.00 138.00
K+ 3.5-5 (MMOL/L) 26709/88 4.70 4.70 4.70
CL- 95-108 (MMOL/L) 26/09/88 nd 102.00 102.00
Ca++ 2.2-2.6 (MMOL/L) 26/09/88 2.56 2.50 2.52
PO4-- 0.8-1.5 (MMOL/L) 26709788 1.19 1.09 0.99
SGOT 15-37 (IU/L) 26/09/88 36.00 36.00 37.00
SGPT 2-29 (IU/L) 26/09/88 57.00}> 72.00(>> 78.00]>>
GAMMA GT 5-52 (IUu/L) 26/09/88 34.00 41.00 45.00
GRANOLOCYTES O 26/09/88 nd nd nd
ALK. PHOSPH. 4-13 (KAU/DL) 26/09/88 6.30
95-260 (IU/L) 05/10/88 81.00(< 80.00(<
GLUCOSE 3.5-10 (MMOL/L) 26709788 6.10 9.50 10.20(>
BUN 3-6.7 (MMOL/L) 26/09/88 4.10 3.30 3.00
CREATININE 76-120 (MMOL/L) 26/09/88 96.00 108.00 91.00
PCV Q) 26709/88 nd nd nd
< URIC ACID 180-340 (UMOL-/L) 26/09/88 338.00 348.00(> 328.00
0 TOT BILIRUBIN 2-17 (UMOL-/L) 26/09/88 9.00 11.30 9.10
g DIR BILIRUBIN 0-3.4 (UMOL/L) 26/09/88 nd nd nd
o~ TOT. PROTEINS 60-80 (G/L) 26/09/88 67.00 70.00 69.00
=) ALBUNMINE 35-46 (G/L) 26709788 43.00 46.00 45.00
o TOT. CHOLEST. 3.1-5.2 (MMOL/L) 26709/88 5.50(|> 5.90(> 5.80(>
(\Il TRIGLYCERIDES 0.5-2 (MMOL/L) 26/09/88 3.34)>> 2.70|>> 2.1%|>
> GLOBULINS ALPHA 1 1.5-4 (G/L) 26709788 2.00 nd nd
g GLOBULINS ALPHA 2 3.6-10.5 (G/L) 26/09/88 5.00 nd nd
T GLOBULINS BETA 6-12 (G/L) 26/09/88 8.00 nd nd
:' GLOBULINS GAMMA 6-16 (G/L) 26/09/88 9.00 nd nd
i T3 ) 05/10/88 nd nd
[ 4-7.4 (PMOL/L) 26/09/88 5.10
O T4 O 05/10/88 nd nd
o) 10-31 (PNOL/L) 26/09/88 15.60
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(¢) << clinically relevant (value lower than min range) s clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

*X missing laboratory test value nd laboratory not done () missing range value
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CESERD321

REBOXETINE - PROTOCOL 20124/ADE009S
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 54 Sex: Female
Visit number s/ Laboratory date

Screen Day 7 Day 14 Day 28

25/11/88 05/12/88 12/12/88 23/12/88

value |(¢)| value |(¢)| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/04/88 13.50 13.60 13.80 13.80
HT 0.37-0.47 (L/L) 01/04788 0.40 0.40 0.40 0.42
RBC 3.8-5.8 (10%x12/L) 01/04/88 4.30 4.38 4.27 4.69
HWBC 4-11 (10*%9/L) 01/04/88 7.60 7.60 6.94 5.25
WBC: N 40-75 (%) 01/04/88 79.00(> 72.00 67.00 64.00
HBC: L 20-45 (%) 01/04/88 16.00|< 21.00 24.00 26.00
HBC: E 1-6 (%) 01/04/88 4.00 5.00 7.00|> 7.00|>
HBC: M 0~-1 (%) 01/04/88 1.00 1.00 2.00]>> 3.00(>>
HBC: B 2-10 (%) 01/04/88 nd 1.00i< nd 0.00|<
PLATELETS 150-400 (10%x9/L) 01/04/88 309.00 358.00 337.00 311.00
NA+ 135-150 (MMOL-/L) 01/704/88 140.00 138.00 140.00 144.00
K+ 3.5-5 (MMOL/L) 01/04/88 4.60 4.70 5.00 4.70
CL- 95-108 (MMOL/L) 01/04/88 nd 106.00 108.00 108.00
Ca++ 2.1-2.6 (MMOL/L) 01/04/88 2.35 2.34 2.38 2.39
PO4-- 0.8-1.5 (MMOL/L) 01704788 0.65|<< 0.78|< 0.70|< 0.81
SGOT 2-29 (IusL) 01/04/88 14.00 17.00 19.00 25.00
SGPT 5-34 (IU/L) 01/04/88 17.00 19.00 22.00 26.00
GAMMA GT 0-65 (IU/L) 01/04/88 17.00 14.00 38.00 22.00
GRANOLOCYTES (@] 01/04/88 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/04/88 87.00 91.00 77.00 100.00
GLUCOSE 3.5-10 (MMOL-/L) 01/04/88 5.60 4.90 5.10 4.20
BUN 2.5-7 (MMOL/L) 01/04/88 4.50 4.40 3.20 4,90
CREATININE 59-120 (MMOL/L) 01/04/88 63.00 64.00 83.00 80.00
PCV (@} 01/04/88 nd nd nd nd
URIC ACID 200-500 (UMOL-L) 01/04/88 251.00 282.00 242.00 355.00
TOT BILIRUBIN 3-20 (uMoL-/L) 01/04/88 4.80 3.20 5.10 5.80
DIR BILIRUBIN 0-3.4 (UMOL/L) 01704788 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01/04/88 70.00 71.00 74.00 72.00
ALBUMINE 34-50 (G/L) 01/04/88 40.00 41.00 43.00 42.00
TOT. CHOLEST. 0-6 (MMOL~/L) 01/04/88 5.50 6.40(> 6.10|> 5.80
TRIGLYCERIDES 0.8-2 (MMOL/L) 01/04/88 1.58 1.40 1.29 0.95
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 nd nd nd nd
GLOBULINS ALPHA 2 3.6-10.5 (GsL) 01/04/88 nd nd nd nd
GLOBULINS BETA 6-12 (G/L) 01/04/88 nd nd nd nd
GLOBULINS GAMMA 6-16 (G/L) 01/04/88 nd nd nd nd
T3 92-121 (NMOL/L) 01/04/88 nd nd nd nd
T4 58-160 (NMOL-/L) 01/04/88 nd nd nd nd

<< clinically relevant (value lower than min range) 2 8 J >> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)
*X missing laboratory test value nd laboratory not done () missing range value

(¢)



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

PHARMACIA CN§SRED3 D1

REBOXETINE - PROTOCOL 20124/ADE009Y
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 55 Sex: Male
Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

20/01/89 30701789 06702789 20/02789

value |[(¢)| value [(¢)| value |(¢)]| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01704788 15.60 15.60 15.80 15.60
HT 0.4-0.54 (L/L) 01/04/88 0.46 0.48 0.49 0.47
RBC 4-6.5 (10%xx12/L) 01/04/88 4.79 5.01 5.26 4.89
HWBC 3.9-12 (10%xx9/L) 01/04/88 6.40 7.69 5.82 7.53
WBC: N 40-75 (%) 01/04/88 57.00 57.00 50.00 56.00
WBC: L 20-4% (%) 01/04/88 35.00 35.00 42.00 36.00
HBC: E 1-6 (%) 01/04/88 6.00 6.00 7.00(> 6.00
WBC: M 6-1 (%) 01704788 1.00 1.00 1.00 1.00
KBC: B 2-10 (%) 01/04/88 1.00(< 1.00|< nd 1.00|<
PLATELETS 100-600 (10*x9/L) 01/04/88 287.00 306.00 285.00 317.00
NA+ 134-145 (MMOL/L) 01/04/88 136.00 141.00 143.00 142.00
K+ 3.5-5 (MMOL/L) 01704788 5.30(> 5.30|> 5.10|> 4.80
CL- 95~108 (MMOL/L) 01/04/88 nd 107.00 109.00 (> 107.00
Ca++ 2.2-2.6 (MMOL/L) 01704788 2.32 2.32 2.40 2.46
PO4-- 0.8-1.5 (MMOL/L) 01/04/88 2.00{>> 1.15 1.28 1.27
SGOT 15-37 (Iu/L) 01704788 31.00 21.00 19.00 35.00
SGPT 2-29 (Iu/L) 01/04/88 26.00 14.00 16.00 27.00
GAMMA GT 5-52 (1Uu/L) 01/04/88 10.00 8.00 16.00 18.00
GRANOLOCYTES (@] 01/04/88 nd nd nd nd
ALK. PHOSPH. 95-260 (IU/L) 01/04/88 111.00 105.00 96.00 95.00
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 4.10 4.70 3.90 5.00
BUN 3-6.7 (MMOL/L) 01/04/88 4.10 nd nd 5.60
CREATININE 76-120 (MMOL-/L) 01/04/88 103.00 95.00 92.00 96.00
PCV Q) 01/04/88 nd nd nd nd
URIC ACID 180-340 (UMOL-/L) 01704788 317.00 361.00(> 355.00(> 389.00(>
TOT BILIRUBIN 2-17 (UMOL~/L) 01704788 5.50 2.70 4.80 5.60
DIR BILIRUBIN 0-3.4 (UMOL/L) 01/04/88 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01/04/88 67.00 64.00 67.00 66.00
ALBUMINE 35-46 (G/L) 01704788 42.00 42.00 44.00 44.00
TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01704788 5.90(> 6.20(> 6.40 (> 6.20(>
TRIGLYCERIDES 0.5-2 (MMOL/L) 01/04/88 3.21|>> 5.06(>> 3.75(>> 3.48{>>
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 nd nd 1.80 1.90
GLOBULINS ALPHA 2 3.6-10.5 (G-/L) 01/04/88 nd nd 6.40 5.80
GLOBULINS BETA 6-12 (G/L) 01/04/88 nd nd 7.00 6.80
GLOBULINS GAMMA 6-16 (G/L) 01/04/88 nd nd 7.80 7.50
T3 92-121 (NMOL/L) 01/04/88 nd nd nd nd
T4 58-160 (NMOL/L) 01/04/88 nd nd nd nd
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(¢) << clinically relevant (value lower
< out of range (value lower
** missing laboratory test value

than min range) 2 8 ]. >> clinically relevant (value higher than max range)
than min range) * > out of range (value higher than max range)

nd laboratory not done () missing range value



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

PHARMACIA CIGSHERO321

REBOXETINE - PROTOCOL 20124-/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 56 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
22/01/89 30/01/89 06/02/89 20702789
value |(¢)| value |(¢)| value |(¢)]| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/04/88 13.00 13.00 12.30 12.30
HT 0.37-0.47 (L/L) 01/04/88 nd 0.38 0.37 0.38
RBC 3.8-5.8 (10%%12/L) 01/04/88 4.59 4.59 4.28 4.32
WBC 4-11 (10*x%9/L) 01704788 5.53 5.53 6.81 5.70
WBC: N 40-75 (%) 01/04/88 49.00 49,00 60.00 52.00
KBC: L 20-45 (%) 01/04/88 41.00 41.00 34.00 40.00
KBC: E 1-6 (%) 01704788 6.00 6.00 4.00 5.00
NBC: M 0-1 (%) 01/04/88 4.00(>> 4.00|>> 1.00 2.00(>>
WBC: B 2-10 (%) 01/04/88 0.00!< nd nd 1.00|<
PLATELETS 150-400 (10%xx9/L) 01/04/88 363.00 363.00 314.00 299.00
NA+ 135-150 (MMOL‘/L) 01/04/88 140.00 140.00 143.00 140.00
K+ 3.5-5 (MMOL/L) 01704788 5.40(> 5.40(> 5.20(> 4.90
CL- 95-108 (MMOL/L) 01704788 nd 106.00 108.00 105.00
Ca++ 2.1-2.6 (MMOL-/L) 01/04/88 2.47 2.47 2.46 2.45
PO4-- 0.8-1.5 (MMOL/L) 01/04/88 1.29 1.29 1.43 1.23
SGOT 2-29 (TU/L) 01/04/88 15.00 17.00 11.00 9.00
SGPT 5-34 (IU/L) 01704788 17.00 15.00 18.00 11.00
GAMMA GT 0-65 (IU/L) 01/04/88 9.00 9.00 7.00 6.00
GRANOLOCYTES O 01/04/88 nd nd nd nd
ALK. PHOSPH. 30-115 (Ius/L) 01/04/88 99.00 99.00 85.00 93.00
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 5.00 5.00 5.40 5.70
BUN 2.5-7 (MMOL/L) 01/04/88 5.20 5.20 4.40 5.10
CREATININE 59-120 (MMOL/L) 01/04/88 65.00 65.00 62.00 61.00
PCV Q) 01/04/88 nd nd nd nd
URIC ACID 200-500 (UMOL/L) 01/04/88 258.00 258.00 244 .00 255.00
;g TOT BILIRUBIN 3-20 (uUMOL~/L) 01/04/88 6.20 6.20 6.00 7.00
.- |DIR BILIRUBIN 0-3.4 (uUMOL-/L) 01/04/88 nd nd nd nd
ga TOT. PROTEINS 60-80 (G/L) 01/04/88 74.00 74.00 71.00 72.00
N ALBUMINE 34-50 (G/L) 01/04/88 48.00 48.00 46.00 46.00
O |TOT. CHOLEST. 0-6 (MMOL/L) 01/04/88 6.10(> 6.10|> 4.90 5.20
O |TRIGLYCERIDES 0.8-2 (MMOL/L) 01/04/88 0.50|< 0.50|< 0.32|< 0.39)<
C$ GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 nd nd 2.10 2.20
> |GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 nd nd 5.30 5.90
ég GLOBULINS BETA 6-12 (GrL) 01/04/88 nd nd 7.50 7.70
T GLOBULINS GAMMA 6-16 (G/L) 01/04/88 nd nd 10.10 10.20
:j T3 92-121 (NMOL-/L) 01/04/88 nd nd nd nd
. |Ta 58-160 (NMOL-/L) 01/04/88 nd nd nd nd
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(¢) << clinically relevant (value lower
< out of range (value lower

*X% missing laboratory test value

than min range) >> clinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
nd laboratory not done () missing range value



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

PHARMACIA CNcR€R)32]

REBOXETINE - PROTOCOL 20124/ADE009
Listing Ne.: 11.0

LABORATORY DATA

Centre: 4 Patient: 57 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
10/03/89 20703789 28/03/89 10/04/89
value |(¢)| value |(¢)| value |(¢)| value [(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/04/88 13.90 14.00 13.70 13.40
HT 0.37-0.47 (L/L) 01/04/88 0.46 0.43 0.43 0.41
RBC 3.8-5.8 (10*%12/L) 01/04/88 4.63 4.63 4.51 4,22
HBC 4-11 (10%x%x9/L) 01/04/88 8.06 5.70 8.19 7.30
WBC: N 40-75 (%) 01/04/88 nd 57.00 61.00 41.00
WBC: L 20-45 (%) 01/04/88 nd 34.00 30.00 48.00}>
KBC: E 1-6 (%) 01/04/88 nd 7.00(> 6.00 7.00(>
KBC: M 0-1 (%) 01/04/88 nd 1.00 3.00{>> 4.00|>>
WBC: B 2-10 (%) 01/04/88 nd 1.00|< 1.00f< nd
PLATELETS 150-400 (10%x%x9/L) 01/04/88 338.00 327.00 354.00 294.00
NA+ 135-150 (MMOL/L) 01/04/88 141.00 136.00 138.00 141.00
K+ 3.5-5 (MMOL-/L) 01704788 4.30 nd nd 4.60
CL- 95-108 (MMOL-/L) 01/04/88 nd 94.00|< 100.00 110.00|>
Ca++ 2.1-2.6 (MMOL/L) 01/04/88 2.47 nd 2.37 2.31
PO4-- 0.8-1.5 (MMOL-L) 01/04/88 0.88 nd nd 1.07
SGOT 2-29 (IU/L) 01/04/88 10.00 nd nd 14.00
SGPT 5-34 (IUsL) 01/04/88 16.00 nd nd 19.00
GAMMA GT 0-65 (IUsL) 01/04/88 11.00 nd 10.00 11.00
GRANOLOCYTES O 01704788 nd nd nd nd
ALK. PHOSPH. 30-115 (IUsL) 01/04/88 77.00 87.00 nd 81.00
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 6.90 nd nd 4.10
BUN 2.5-7 (MMOL/L) 01/04/88 4.00 4.00 4.00 4.10
CREATININE 59-120 (MMOL-/L) 01/04/88 89.00 nd nd 70.00
PCV (@) 01/04/88 nd nd nd nd
URIC ACID 200-500 (UMOL‘/L) 01/04/88 429.00 284.00 297.00 309.00
g TOT BILIRUBIN 3-20 (UMOL-/L) 01704788 8.60 nd 2.40(< 2.20]<
-- |DIR BILIRUBIN 0-3.4 (UMOL/L) 01/04/88 nd nd nd nd
ga TOT. PROTEINS 60-80 (G/L) 0170488 68.00 76.00 71.00 66.00
N ALBUMINE 34-50 (G/L) 01704788 44,00 48.00 45.00 42.00
o TOT. CHOLEST. 0-6 (MMOL-/L) 01/04/88 4.90 5.80 6.00 6.00
O | TRIGLYCERIDES 0.8-2 (MMOL-/L) 01704788 1.29 1.58 1.93 1.23
cﬂ GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 2.00 2.30 2.40 2.20
8 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 5.70 10.20 5.80 5.50
= GLOBULINS BETA 6-12 (G/L) 01/04/88 7.40 9.50 8.40 7.90
T GLOBULINS GAMMA 6-16 (G/L) 01/04/88 8.90 nd 9.40 8.40
:: T3 92-121 (NMOL/L) 01/04/88 nd nd nd nd
.. |T4 58~160 (NMOL/L) 01/04/88 97.00 nd nd nd
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(¢) << clinically relevant (value lower
< out of range (value lawer

*X missing laboratory test value

than min range) >> elinically relevant (value higher than max range)
than min range) > out of range (value higher than max range)
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PHARMACIA CNOBSB0321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

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

Centre: 4 Patient: 58 Sex: Male
Visit number 7/ Laboratory date
Screen Day 7 Day 14
16703789 28703789 03/04/89
value |(¢)| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/04/88 13.30 13.30 13.10
HT 0.4-0.54 (L/L) 01/04/88 0.42 0.39(< 0.39|<
RBC 4-6.5 (10%%x12/L) 01/04/88 4.53 4.42 4.42
WBC 3.9-12 (10*%x9/L) 01/04/88 8.72 10.62 8.60
WBC: N 40-75 (%) 01/04/88 70.00 71.00 69.00
WBC: L 20-45 (%) 01/04/88 24.00 24.00 25.00
WBC: E 1-6 (%) 01/04/88 nd 4.00 4.00
WBC: M 0-1 (%) 01/04/88 2.00(>> 1.00 1.00
HBC: B 2-10 (%) 01/04/88 nd nd nd
PLATELETS 100-600 (10%%9/L) 01/04/88 301.00 300.00 296.00
NA+ 134-145 (MMOL/L) 01/04/88 139.00 nd 138.00
K+ 3.5-5 (MMOL/L) 01/04/88 4.40 nd 3.80
CL- 95-108 (MMOL/L) 01/04/88 nd nd 106.00
Ca++ 2.2~2.6 (MMOL/L) 01/04/88 2.44 nd 2.41
PO4~-- 0.8-1.5 (MMOL/L) 01/04/88 1.16 nd 1.32
SGOT 15-37 (Iu/L) 01/04/88 14.00|< nd 16.00
SGPT 2-29 (IU/L) 01/04/88 15.00 nd 12.00
GAMMA GT 5-52 (1usL) 01/04/88 3.00|< nd 3.00|<
GRANOLOCYTES (@] 01/04/88 nd nd nd
ALK. PHOSPH. 95-260 (IU/L) 01/04/88 60.00)< nd 52.00(<
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 4.70 nd 5.20
BUN 3-6.7 (MMOL/L) 01/04/88 4.00 nd 4.10
CREATININE 76-120 (MMOL/L) 01/04/88 72.00)< nd 66.00)<
PCcv (@) 01704788 nd nd nd
URIC ACID 180-340 (UMOL/L) 01/04/88 245.00 nd 215.00
TOT BILIRUBIN 2-17 (UMOL-/L) 01/04/88 6.80 nd 3.80
DIR BILIRUBIN 0-3.4 (UMOL/L) 01/04/88 nd nd nd
TOT. PROTEINS 60-80 (G/L) 01704788 72.00 nd 72.00| -
ALBUMINE 35-46 (G/L) 01/04/88 45.00 nd 44,00
TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/04/88 4.30 nd 4.10
TRIGLYCERIDES 0.5-2 (MMOL~/L) 01/04/88 0.67 nd 1.23
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 2.30 nd 2.80
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 5.00 nd 5.50
GLOBULINS BETA 6-12 (G/L) 01/04/88 7.10 nd 8.40
GLOBULINS GAMMA 6-16 (G/L) 01/04/88 12.50 nd 11.50
T3 92-121 (NMOL/L) 01/04/88 116.00 nd nd
T4 58-160 (NMOL/L) 01/04/88 83.00 nd nd

(¢) << clinically relevant (value lower than min range) 2 8 '}> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

XX missing laboratory test value nd laboratory not done () missing range value



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

PHARNACIA CNOB&0321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 60 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
13/03/89 20/03/89 28/03/89 10/04/89
value |(¢)| value [(¢)| value |[(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 12703789 12.80 12.30 12.20 11.40(<
HT 0.37-0.47 (L/L) 12/03/89 0.37 0.38 0.37 0.33]|<
RBC 3.8-5.8 (10*x12/L) 12/03/89 4.18 4.32 4.27 3.99
KWBC 4-11 (10%%9/L) 12703789 4.70 4.84 4.29 5.53
WBC: N 40-75 (%) 12/03/89 56.00 52.00 48.00 58.00
HBC: L 20-45 (%) 12703789 36.00 41.00 43.00 31.00
KBC: E 1-6 (%) 12703789 6.00 5.00 5.00 7.00|>
NBC: M 0-1 (%) 12703789 2.00(>> 2.00(>> 2.00|>> 2.00|>>
KBC: B 2-10 () 12703789 0.00|< 1.00]< 1.00{< 2.00
PLATELETS 150-400 (10*%x9/L) 12/03/89 291.00 422.00(> 389.00 381.00
NA+ 135-150 (MMOL/L) 12/03/89 142.00 142.00 143.00 141.00
K+ 3.5-5 (MMOL/L) 12/03/89 4.40 5.30|> 5.00 4.80
CL- 95-108 (MMOL/L) 12/03/89 nd 108.00 106.00 106.00
Ca++ 2.1-2.6 (MMOL/L) 12/03/89 nd 2.39 2.68(> 2.57
PO4~-- 0.8-1.5 (MMOL/L) 12703789 nd 1.31 1.28 nd
SGOT 2-29 (Iy/L) 12/03/89 24.00 16.00 23.00 24.00
SGPT 5-34 (IU/L) 12/03/89 8.00 5.00 10.00 10.00
GAMMA GT 0-65 (IUsL) 12703789 11.00 9.00 10.00 8.00
GRANOLOCYTES (@] 12/03/89 nd nd nd nd
ALK. PHOSPH. 4-13 (KAU/DL) 12/03/89 5.40
30-115 (Iu/DL) 19/03/89 60.00 66.00 70.00
GLUCOSE 3.5-10 (MNOL-/L) 12703789 3.80 5.20 4.90 4.40
BUN 2.5-7 (MMOL-/L) 12703789 3.00 3.80 4.00 4.10
CREATININE 59-120 (MMOL/L) 12703789 71.00 80.00 77.00 65.00
PCV O 12703789 nd nd nd nd
g URIC ACID 200-500 (UMOL-/L) 12703789 nd 199.00(< 215.00 164.00 | <
-+ |TOT BILIRUBIN 3-20 (uMoL-/L) 12/03/89 11.00 10.40 12.30 4.30
g DIR BILIRUBIN 0-3.4 (UMOL-/L) 12/03/89 nd nd 7.00(|>> nd
o~ TOT. PROTEINS 60-80 (G/L) 12/03/89 82.00}> 76.00 77.00 72.00
O |ALBUMINE 34-50 (G/L) 12/03/89 54.00(> 52.00(> 51.00(> 49.00
O |TOT. CHOLEST. 0-6 (MMOL/L) 12/03/89 4.50 4.30 4.80 5.00
(\,l TRIGLYCERIDES 0.8-2 (MMOL/L) 12703789 0.67|< 0.63(< 0.82 0.90
8 GLOBULINS ALPHA 1 1.5-4 (G/L) 12/03/89 2.00 1.80 2.10 2.00
= GLOBULINS ALPHA 2 3.6-10.5 (G-/L) 12703789 5.00 4,60 5.20 3.80
T GLOBULINS BETA 6-12 (G/L) 12703789 7.00 6.10 7.10 6.70
:: GLOBULINS GAMMA 6-16 (Gs/L) 12703789 14.00 11.50 11.60 10.50
.. |T3 ) 19/03/89 nd nd nd
c 4-7.4 (PMOL/L) 12703789 4.60
O |14 O 19/03/89 nd nd nd
o] 10-31 (PMOL/L) 12703789 15.50
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< out of range (value lower than min range) > out of range (value higher than max range)

*X% missing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CRSSRAD3 21

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 61 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
02/05/89 15705789 22/05789 05/06/89
value |(¢)| value |(¢)| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/04/88 13.90 14.30 13.90 13.60
HT 0.37-0.47 (L/L) 01/04/88 0.42 0.43 0.42 0.41
RBC 3.8-5.8 (10*%12/L) 01/04/88 4.53 4.78 4.59 4,46
HWBC 4-11 (10%%x9/L) 01704788 9.89 7.97 8.46 7.72
WBC: N 40-75 (%) 01/04/88 62.00 50.00 54.00 46.00
WBC: L 20-45 (%) 01/04/88 27.00 40.00 33.00 43.00
WNBC: E 1-6 (%) 01/04/88 5.00 6.00 7.00|> 5.00
HBC: M 0-1 (%) 01/04/88 nd 1.00 5.00(>> 5.00(>>
HBC: B 2-10 (%) 01/04/88 1.00{< 1.00(< 1.00(< 1.00(<
PLATELETS 150-400 (10%%9/L) 01/04/88 418.00|> 367.00 361.00 342.00
NA+ 135-150 (MMOL-/L) 01/04/88 140.00 139.00 139.00 140.00
K+ 3.5-5 (MMOL/L) 01/04/88 4.90 nd 4.80 4,20
CL- 95-108 (MMOL-/L) 01/04/88 nd nd 104.00 104.00
Ca++ 2.1-2.6 (MMOL‘/L) 01/04/88 2.47 2.53 2.51 2.48
PO4-- 0.8-1.5 (MMOL-/L) 01/04/88 nd nd 1.51|> 1.31
sSGoT 2-29 (IusL) 01/04/88 20.00 nd 25.00 30.00(>
SGPT 5-34 (IUsL) 01/04/88 16.00 nd 25.00 20.00
GAMMA GT 0-65 (IU/L) 01704788 95.00(> 68.00(> 44.00 52.00
GRANOLOCYTES (@] 01/04/88 nd nd nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01/04/88 195.00 (> 190.00|> 150.00|> 169.00(>
GLUCOSE 3.5-10 (MMOL/L) 01704788 nd nd 5.10 4.80
BUN 2.5-7 (MMOL/L) 01/04/788 3.70 4.30 3.30 3.30
CREATININE 59-120 (MMOL-/L) 01704788 107.00 nd 97.00 98.00
PCV (@] 01/04788 nd nd nd nd
URIC ACID 200-500 (UMOL-/L) 01/04/88 379.00 403.00 458.00 439.00
< |TOT BILIRUBIN 3-20 (UMOL-/L) 01/04/88 10.80 5.60 8.20 4,10
N DIR BILIRUBIN 0-3.4 (uUMOL-/L) 01/04/88 nd nd nd nd
ga TOT. PROTEINS 60-80 (G/L) 01/04/88 67.00 69.00 67.00 66.00
ALBUMINE 34-50 (G/L) 01/04/88 43.00 47.00 45.00 45.00
E§ TOT. CHOLEST. 0-6 (MMOL/L) 01/04/88 7.90|>> 8.30(>> 8.20(>> 7.90(>>
O |TRIGLYCERIDES 0.8-2 (MMOL/L) 01/04/88 1.46 3.20(>> 3.23)>> 3.84(>>
(\Il GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 1.70 2.30 1.70 1.70
> |GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 7.40 7.90 5.80 5.10
g GLOBULINS BETA 6-12 (G/L) 01/04/88 7.60 9.20 9.00 9.90
T GLOBULINS GAMMA 6-16 (G/L) 01/04/88 7.30 9.00 8.20 7.80
:j T3 92-121 (NNOL/L) 01/04/88 115.00 nd nd nd
. |T4 58-160 (NMOL/L) 01/04/88 102.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> ¢linically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

*X missing laboratory test value nd laboratory not done () missing range value
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét

und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA cSE5RED321

REBOXETINE - PROTOCOL 20124/ADE009

Centre: 4

Listing Neo.: 11.0

LABORATORY DATA
Patient: 62

Sex: Female

Visit
number /
Laboratory
date
Screen
04/05/89
value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01704788 14 .50
HT 0.37-0.47 (L/L) 01/04/88 0.43
RBC 3.8-5.8 (10*x12/L) 01/04/88 4.66
WBC 4-11 (10xx9/L) 01/04/88 6.87
WBC: N 40-75 (%) 01/04/88 79.00|>
KBC: L 20-45 (2) 01/04/88 16.00|<
KBC: E 1-6 (%) 01/04/88 4.00
WBC: M 0-1 (%) 01/04/88 1.00
WBC: B 2-10 (%) 01/04/88 1.00(<
PLATELETS 150-400 (10%xx9/L) 01/04/88 255.00
NA+ 135-150 (MMOL/L) 01704788 141.00
K+ 3.5-5 (MMOL/L) 01/04/88 nd
CL- 95-108 (MMOL/L) 01/04/88 nd
Ca++ 2.1-2.6 (MMOL/L) 01/04/88 2.55
PO4~- 0.8-1.5 (MMOL/L) 01/04/88 0.98
SGOT 2-29 (1UsL) 01/04/88 21.00
SGPT 5-34 (IU/L) 01/04/88 38.00(>
GAMMA GT 0-65 (IUs/L) 01/04/88 11.00
GRANOLOCYTES (@) 01/04/88 nd
ALK. PHOSPH. 30-115 (1U/L) 01/04/88 86.00
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 3.60
BUN 2.5-7 (MMOL/L) 01/04/88 3.20
CREATININE 59-120 (MMOL/L) 01704788 61.00
PCV O 01/04/88 nd
URIC ACID 200-500 (UMOL-/L) 01/04/88 185.00(<
TOT BILIRUBIN 3~20 (uMOL/L) 01/04/88 3.60
DIR BILIRUBIN 0-3.4 (UMOL/L) 01/04/88 nd
TOT. PROTEINS 60-80 (G/L) 01/04/88 81.00(>
ALBUMINE 34-50 (GsL) 01/04/88 49.00
TOT. CHOLEST. 0-6 (MMOL-/L) 01/04/88 5.00
TRIGLYCERIDES 0.8-2 (MMOL/L) 01704788 0.50|<
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 3.20
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 9.80
GLOBULINS BETA 6-12 (G/L) 01/04/88 8.00
GLOBULINS GAMMA 6-16 (G/L) 01/04/88 11.00
T3 92-121 (NMOL-/L) 01/04/88 122.00(>
T4 58-160 (NMOL/L) 01704788 152.00
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PHARMACIA CRESRRD321
REBOXETINE - PROTOCOL 20124/ADEG09

Listing No.: 11.0

LABORATORY DATA

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

Centre: 4 Patient: 63 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14
09/05/89 22/05/89 01/06/89
value [(¢)| value [(¢)| value |[(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/04/88 15.30 15.50 15.40
HT 0.37-0.47 (L/L) 01/04/88 0.44 0.46 0.47
RBC 3.8-5.8 (10xx12/L) 01/04/88 4.85 5.27 5.00
KBC 4-11 (10%xx9/L) 01/04/88 4.88 5.61 4.29
WBC: N 40-75 (%) 01/04/88 57.00 53.00 48.00
WBC: L 20-45 (%) 01/04/88 35.00 38.00 41.00
HBC: E 1-6 (%) 01/04/88 5.00 6.00 6.00
WBC: M 0-1 (%) 01/04/88 2.00{>> 2.00)|>> 5.00(>>
HBC: B 2-10 (%) 01/04/88 1.00§< 1.00(< nd
PLATELETS 150-400 (10*%9/L) 01/04/88 215.00 240.00 215.00
NA+ 135-150 (MMOL/L) 01/04/88 142.00 141.00 138.00
K+ 3.5-5 (MMOL/L) 01/04/88 5.10(> 4.40 5.00
CL- 95-108 (MMOL/L) 01/04/88 nd 105.00 101.00
Ca++ 2.1-2.6 (MMOL-/L) 01/04/88 2.49 2.54 2.45
PO4-- 0.8-1.5 (MMOL-/L) 01/04/88 nd 0.94 1.31
SGOT 2-29 (IU/L) 01/04/88 14.00 27.00 24.00
SGPT 5-34 (IU/L) 01/04/88 18.00 21.00 33.00
GAMMA GT 0-65 (IU/L) 01/04/88 18.00 7.80 nd
GRANOLOCYTES (@] 01/04/88 nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/04/88 66.00 69.00 68.00
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 4.60 4.70 4.60
BUN 2.5-7 (MMOL/L) 01/04/88 7.60|> 6.80 6.10
CREATININE §9-120 (MMOL/L) 01/04/88 104.00 84.00 82.00
PCV (@) 01/04/88 nd nd nd
URIC ACID 200-500 (UMOL-/L) 01/04/88 324.00 313.00 265.00
TOT BILIRUBIN 3-20 (UMOL/L) 01/04/88 8.60 8.70 5.50
DIR BILIRUBIN 0-3.4 (UMOL/L) 01704788 nd nd nd
TOT. PROTEINS 60-80 (G/L) 01/04/88 68.00 68.00 71.00
ALBUMINE 34-50 (G/L) 01/04/88 49.00 49.00 50.00
TOT. CHOLEST. 0-6 (MMOL-/L) 01/04/88 7.30> 7.30|> 6.90|>
TRIGLYCERIDES 0.8-2 (MMOL/L) 01/04/88 1.05 1.50 0.90
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 1.60 1.90 2.00
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 5.90 4.80 7.50
GLOBULINS BETA 6-12 (G/L) 01/04/88 5.004< 8.50 8.10
GLOBULINS GAMMA 6-16 (G/L) 01/04/88 5.60|< 7.80 7.50
T3 92-121 (NMOL/L) 01/04/88 109.00 nd nd
T4 58-160 (NMOL/L) 01/04/88 84.00 nd nd
291

<< clinically relevant (value lower than min range)

<

out of range
*xX missing laboratory test value

(value lower than min range)
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>> clinically relevant (value higher than max range)
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() missing range value




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

PHARMACIA CNS5ERQ321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: 4 Patient: 64 Sex: Male

VYisit number / Laboratory date
Screen. Day 7 Day 14 Day 28
16705789 31/05/89 05/06/89 19/06/89
value |[(¢)| value [(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01704788 15.20 15.40 15.30 15.60
HT 0.4-0.54 (L/L) 01/04/88 0.45 0.48 0.48 0.49
RBC 4-6.5 (10%x12/L) 61/04/88 5.25 5.10 5.09 5.40
KBC 3.9-12 (10*x9/L) 01/04/88 7.05 8.39 8.03 6.92
HWBC: N 40-75 (%) 01/04/88 75.00 71.00 68.00 nd
WBC: L 20-45 (%) 01/04/88 17.00< 21.00 22.00 19.00|<
KBC: E 1-6 (%) 01704788 5.00 5.00 6.00 6.00
WBC: M 0-1 (%) 01/04/88 3.00|>> 2.00|>> 3.00(>> 3.00|>>
HBC: B 2-10 (%) 01/04/88 0.00|< 1.00|< 1.004< 1.00|<
PLATELETS 100-600 (10%x%9/L) 01/04/88 273.00 235.00 258.00 270.00
NA+ 134-145 (MMOL-/L) 01/04/88 139.00 140.00 139.00 142.00
K+ 3.5-5 (MMOL/L) 01704788 4.10 4.20 4.50 4.40
CL- 95-108 (MMOL/L) 01/04/88 nd 107.00 106.00 107.00
Ca++ 2.2-2.6 (MMOL/L) 01/04/88 2.38 2.34 2.38 2.53
PO4-- 0.8-1.5 (MMOL/L) 01/04/88 1.30 1.21 1.21 1.42
SGOT 15-37 (Iu/L) 01/04/88 15.00 14.00{< 27.00 13.00(<
SGPT 2-29 (IU/L) 01/04/88 15.00 15.00 24.00 16.00
GAMMA GT 5-52 (IU/L) 01/04/88 3.004< 7.00 10.00 8.00
GRANOLOCYTES Q) 01/04/88 nd nd nd nd
ALK. PHOSPH. 95-260 (IU/L) 01/04/88 59.00(< 62.00|< 68.00|< 69.00|<
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 3.80 4.70 4.70 4.80
BUN 3-6.7 (MMOL-/L) 01/04/88 4.30 4.30 4.60 3.60
CREATININE ' 76-120 (MMOL/L) 01/04/88 80.00 64.00|< 77.00 97.00
PCV (@) 01/04/88 nd nd nd nd
< URIC ACID 180-340 (UMOL/L) 01704788 281.00 231.00 277.00 260.00
o |TOT BILIRUBIN 2-17 (UMOL/L) 01/04/88 5.60 7.90 3.40 8.90
o |DIR BILIRUBIN 0-3.4 (UMOL/L) 01/04/88 nd nd nd nd
(N |TOT. PROTEINS 60-80 (G/L) 01/04/88 67.00 65.00 65.00 69.00
N |ALBUMINE 35-46 (G/L) 01/04/88 44,00 42.00 43.00 46.00
O© |TOT. CHOLEST. 3.1-5.2 (MMOL~/L) 01/04/88 6.40|> 5.80(> 6.00|> 6.10(>
8 TRIGLYCERIDES 0.5-2 (MMOL/L) 01/04/88 1.93 2.41(> 2.69|>> 2.34|>
$ GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 2.20 2.30 2.50 2.60
O |GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 7.10 6.10 7.00 6.80
—Z |GLOBULINS BETA 6-12 (G/L) 01/04/88 7.60 7.20 8.10 7.70
<y |GLOBULINS GAMMA 6-16 (G/L) 01/04/88 10.60 9.20 10.70 10.50
- |T3 92-121 (NMOL/L) 01/04/88 112.00 nd nd nd
= T4 58-160 (NMOL-/L) 01/04/88 80.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

XX missing laboratory test value nd laboratory not done () missing range value
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNOBH0321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 4 Patient: 65 Sex: Male
Visit
number /
Laboratory
date
Screen
15/05/89
value |[(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 14/05/89 13.00
HT 36-60 (%) 14/05/89 44,00
RBC 4-6.5 (10%%12/L) 14/05/89 4,68
HWBC 3.9-12 (10%x9/L) 14/05/89 13.00 (>
WBC: N 40-75 (%) 14705789 68.00
KBC: L 20-45 (%) 14705789 28.00
KBC: E 1-6 (%) 14/05/89 4.00
WBC: N 0-1 (%) 14/05/89 nd
KWBC: B 2-10 (%) 14705789 nd
PLATELETS 100-600 (10**9/L) 14/05/89 318.00
NA+ 134-145 (MMOL/L) 14705789 142.00
K+ 3.5-5 (MMOL/L) 14705789 4.50
CL- 95~108 (MMOL-/L) 14705789 nd
Ca++ 2.2-2.6 (MMOL/L) 14/05/89 2.45
PO4-- 0.8-1.5 (MMOL/L) 14705789 1.15
SGOT 15-37 (1U/L) 14/05/89 16.00
SGPT 2-29 (Iu/L) 14705789 8.00
GAMMA GT 5-52 (IusL) 14705789 nd
GRANOLOCYTES (@) 14/05/89 nd
ALK. PHOSPH. 95-260 (IU/L) 14/05/89 165.00
GLUCOSE 3.5-10 (MMOL/L) 14/05/89 nd
BUN 3-6.7 (MMOL/L) 14/05/89 4.40
CREATININE 76-120 (MMOL-/L) 14/05/89 87.00
PCV (@) 14/05/89 nd
URIC ACID 180-340 (UMOL/L) 14/05/89 nd
TOT BILIRUBIN 2-17 (UMOL~/L) 14/05/89 nd
DIR BILIRUBIN 0-3.4 (UMOL-/L) 14/05/89 nd
TOT. PROTEINS 60-80 (G/L) 14/05/89 67.00
ALBUMINE 35-46 (G/L) 14/05/89 47.00(>
TOT. CHOLEST. 3.1-5.2 (MNOL/L) 14/05/89 nd
TRIGLYCERIDES 0.5-2 (MMOL/L) 14/05/89 nd
GLOBULINS ALPHA 1 1.5-4 (G/L) 14705789 nd
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 14705789 nd
GLOBULINS BETA 6-12 (6/L) 14/05/89 nd
GLOBULINS GAMMA 6-16 (G/L) 14705789 nd
T3 92-121 (NMOL/L) 14/05/89 nd
T4 58-160 (NMOL-/L) 14/05/89 nd
<
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<< clinically relevant (value lower than min range)

< out of range

%X missing laboratory test value

(value lower

than min range)

nd laberatory not done

>> clinically relevant (value higher than max range)

>

out of range

() missing range value

(value higher than max range)



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

PHARMACIA CN35RED 321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: 4 Patient: 66 Sex: Female

Visit number / Laboratory date
Screen Day 14 Day 28
23/05/89 12/06/89 26706789
value |(¢)| value [(¢)]| value |(&)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/04/88 13.80 13.50 14.00
HT 0.37-0.47 (L/L) 01/04/88 0.43 0.41 0.42
RBC 3.8-5.8 (10*x12/L) 01/04/88 4.57 4.59 4.83
WBC 4-11 (10%%9/L) 01/04/88 9.70 9.32 11.79]>
WBC: N 40-75 (%) 01/04/88 nd 64.00 61.00
WBC: L 20-45 (%) 01/04/88 nd 31.00 32.00
WBC: E 1-6 (%) 01/04/88 nd nd 5.00
WBC: M 0-1 (%) 01/04/88 nd 2.00|>> 2.00|>>
HBC: B 2-10 (%) 01/04/88 nd 3.00 nd
PLATELETS 150-400 (10%*x9/L) 01/04/88 270.00 309.00 294.00
NA+ 135-150 (MMOL~/L) 01/04/88 141.00 141.00 142.00
K+ 3.5-5 (MMOL/L) 01/04/88 4.60 4.50 4.70
CL- 95-108 (MMOL-/L) 01/04/88 nd 108.00 108.00
Ca++ 2.1-2.6 (MMOL/L) 01/04/88 2.41 2.42 2.44
PO4-- 0.8-1.5 (MMOL/L) 01/04/88 1.27 1.36 1.49
SGOT 2-29 (1U/L) 01/04/88 7.00 10.00 12.00
SGPT 5-34 (IU/L) 01/04/88 16.00 13.00 8.00
GAMMA GT 0-65 (IU/L) 01/04/88 14.00 8.00 12.00
GRANOLOCYTES (@} 01/04/88 nd nd nd
ALK. PHOSPH. 30-115 (IusL) 01/04/88 57.00 65.00 58.00
GLUCOSE 3.5-10 (MMOL/L) 01/04/88 4.40 4.80 5.20
BUN 2.5-7 (MMOL/L) 01/04/88 4.00 nd nd
CREATININE 59-120 (MMOL-/L) 01704788 80.00 89.00 116.00
PCV O 01/04/88 nd nd nd
< URIC ACID 200-500 (UMOL-L) 01/04/88 234.00 263.00 288.00
™ TOT BILIRUBIN 3-20 (UMOL-‘L) 01/04/88 6.20 2.70(< 5.00
o DIR BILIRUBIN 0-3.4 (UMOL/L) 01/04/88 nd nd nd
N TOT. PROTEINS 60-80 (G/L) 01/04/88 67.00 67.00 67.00
N ALBUMINE 34-50 (G/L) 01/04/88 44.00 44.00 44.00
8 TOT. CHOLEST. 0-6 (MMOL/L) 01/04/88 4,70 4,90 5.00
~ TRIGLYCERIDES 0.8-2 (MMOL-/L) 01/04/88 0.93 1.89 1.33
$ GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 2.00 2.10 2.10
o GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 6.20 7.10 6.20
zZ GLOBULINS BETA 6-12 (G/L) 01/04/88 7.20 6.60 7.80
h GLOBULINS GAMMA 6-16 (G/L) 01/04/88 8.80 9.50 7.90
— T3 92-121 (NMOL/L) 01/04/88 112.00 nd nd
P T4 58-160 (NMOL/L) 01/04/88 94.00 nd nd
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNGREP321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: &4 Patient: 67 Sex: Male

Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
25/05/89 05/06/89 12/06/89 26706789
value |(¢)| value [(¢)]| value |(¢)| value |(&)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/04/88 16 .30 17.40 16.20 16.40
HT 0.4-0.54 (L/L) 01/04/88 0.49 0.52 0.50 0.48
RBC 4-6.5 (10%x12/L) 01/04/88 5.43 5.76 5.31 5.70
HWBC 3.9-12 (10%%9/L) 01/04/88 6.45 6.47 6.41 6.67
HWBC: N 40-75 (%) 01/04/88 51.00 54.00 52.00 54.00
WBC: L 20-45 (%) 01/04/88 43.00 39.00 39.00 40.00
HWBC: E 1-6 (%) 01/04/88 4.00 5.00 6.00 5.00
WBC: M 0-1 () 01/04/88 2.00]>> 2.00(>> 2.00|>> 1.00
WBC: B 2-10 (%) 01/04/88 nd nd 1.00|< nd
PLATELETS 100-600 (10xx9/L) 01/04/88 233.00 272.00 259.00 294.00
NA+ 134-145 (MMOL~/L) 01/04/88 137.00 141.00 142.00 139.00
K+ 3.5-5 (MMOL/L) 01/04/88 4.60 4.50 4.40 4.70
cL- 95-108 (MMOL-/L) 01/04/88 nd 102.00 108.00 130.00|>>
Ca++ 2.2-2.6 (MMOL-/L) 01/04/88 2.51 nd 2.59 2.72|>
PO4-~ 0.8-1.5 (MMOL/L) 01/04/88 0.94 0.98 0.98 1.31
SGOT 15-37 (IU/L) 01704788 52.00(> 29.00 34.00 36.00
SGPT 2-29 (1Iu/L) 01/04/88 31.00(> 26.00 24.00 29.00
GAMMA GT 5-52 (IU/L) 01/04/88 26.00 33.00 26.00 36.00
GRANOLOCYTES (@] 01/04/88 nd nd nd nd
ALK. PHOSPH. 95~260 (IU/L) 01704788 52.00(< 60.00|< 55.00 (< 66.00|<
GLUCOSE 3.5-10 (MMOL-/L) 01/04/88 4.90 4.60 4.70 5.20
BUN 3-6.7 (MMOL-/L) 01704788 5.70 4.90 6.00 7.00(|>
CREATININE 76-120 (MMOL-/L) 01704788 88.00 100.00 96.00 163.00
PCV (@) 01/04/88 nd nd nd nd
< URIC ACID 180-340 (UMOL-/L) 01/04/88 402.00|> 427.00}> 425.00(> 471.00|>>
o |TOT BILIRUBIN 2-17 (UMOL/L) 01/04/88 4.30 5.00 3.10 9.70
& |DIR BILIRUBIN 0-3.4 (UMOL-/L) 01/04/88 nd nd nd nd
N |TOT. PROTEINS 60-80 (G/L) 01/04/88 69.00 73.00 71.00 78.00
o |ALBUMINE 35-46 (G/L) 01/04/88 47.00|> 50.00(> 50.00(> 53.00(>
O |TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/04/88 7.30(>> 8.30|>> 7.40|>> 7.40]>>
8 TRIGLYCERIDES 0.5-2 (MMOL/L) 01/04/88 3.66|>> 4.51|>> 4.16>> 2.28(>
4 GLOBULINS ALPHA 1 1.5-4 (G/L) 01/04/88 1.90 nd 1.50 2.00
o GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/04/88 4.50 nd 6.50 5.00
—Z |GLOBULINS BETA 6-12 (G/L) 01/04/88 8.50 6.40 5.20|< 8.60
F'| GLOBULINS GAMMA 6-16 (G/L) 01/04/88 8.70 nd nd 9.40
- |T3 92-121 (NMOL/L) 01704788 nd nd nd nd
= T4 58-160 (NMOL-/L) 01/04/88 64.00 nd nd nd
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< out of range (value lower than min range) > out of range (value higher than max range)

xX missing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CN9HSB®321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: 5 Patient: 71 Sex: Female

Visit number / Laboratory date
Screen Day 14 Day 28
10705789 29705789 12/06/89
value |(¢)| value [(¢)]| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01705789 12.50 14.20 13.10
HT 0.37-0.47 (L/L) 01705789 0.39 0.42 0.39
RBC 3.8-5.8 (10%x12/L) 01/05/89 4.32 4.91 4.45
WBC 4-11 (10%%9/L) 01/05/89 9.31 7.80 6.05
WBC: N 2.5-7.5 (10xx9/L) 01/05/89 6.80 4.76 3.45
WBC: L 1.5-3.5 (10%%9/L) 01/05/89 1.86 2.34 2.00
HBC: E 0.04-0.44 01705789
(10xx9/L) 0.47|> 0.55(> 0.48|>
HBC: M 0.2-0.8 (10%%x9/L) 01/05/89 0.09|< 0.16(< 0.12(<
HBC: B 0-0.1 (10%%9/L) 01705789 0.09 nd nd
PLATELETS 150-400 (10xx9/L) 01/05/89 430.00(> 319.00 342.00
NA+ 135-150 (MMOL/L) 01/05/89 139.00 139.00 139.00
K+ 3.5-5 (MMOL/L) 01705789 4,40 4.60 4.00
CL- 95-108 (MMOL/L) 01/05/89 nd 104.00 103.00
Ca++ 2.1-2.6 (MMOL/L) 01705789 2.28 2.47 2.47
PO4-~ 0.8-1.5 (MMOL/L) 01/05/89 1.41 1.15 1.37
SGOT 2-29 (IU/L) 01/05/89 17.00 17.00 22.00
SGPT 5-34 (IU/L) 01/05/89 7.00 6.00 11.00
GAMMA GT 0-65 (IU/L) 01/05/89 8.00 9.00 6.00
GRANOLOCYTES (@] 01/05/89 nd nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01705789 81.00 67.00 66.00
GLUCOSE 3.5-10 (MMOL-/L) 01705789 4,90 5.40 5.20
BUN 2.5-7 (MMOL/L) 01705789 4,10 3.70 5.50
CREATININE 59-120 (MMOL/L) 01705789 80.00 84.00 88.00
< PCV (0] 01/05/89 nd nd nd
o URIC ACID 200-500 (UMOL-/L) 01/05/89 296.00 327.00 358.00
o TOT BILIRUBIN 3-20 (uMoL/L) 01/05/89 2,90|< 5.60 8.40
N DIR BILIRUBIN (9] 01/05/89 nd nd nd
(o] TOT. PROTEINS 60-80 (G/L) 01/05/89 65.00 71.00 68.00
8 ALBUMINE 34-50 (GsL) 01705789 41.00 45.00 44.00
~ TOT. CHOLEST. 0-6 (MMOL/L) 01/05/89 5.00 5.40 4.60
L TRIGLYCERIDES 0.8-2 (MMOL/L) 01705789 1.48 1.03 0.60|<
(&) GLOBULINS ALPHA 1 1.5-4 (G-/L) 01/05789 2.70 2.30 2.00
Z GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05789 4.90 5.30 5.30
h GLOBULINS BETA 6-12 (G/L) 01705789 7.00 7.80 6.90
— GLOBULINS GAMMA 6-16 (G/L) 01/05/89 9.40 12.60 11.80
P T3 92-121 (NMOL/L) 01/05/89 111.00 nd nd
'e) T4 58-160 (NMOL/L) 01/05/89 91.00 nd nd
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< out of range (value lower than min range) > out of range (value higher than max range)

%X missing laboratory test value nd laboratory not done () missing range value



PHARMACIA CRESRAD321
REBOXETINE - PROTOCOL 20124/ADE009

Listing No.: 11.0

LABORATORY DATA

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

Centre: 5 Patient: 72 Sex: Female
Visit number / Laboratory date
Screen Day 14 Day 28
10/05/89 29705789 09/06/89
value [(¢)| value [(¢)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01705789 14.80 14.00 14.50
HT 0.37-0.47 (L/L) 01705789 0.46 0.42 0.45
RBC 3.8-5.8 (10%xx12/L) 01/05/89 4.78 4.68 4.60
HBC 4-11 (10%x9/L) 01/05/89 6.68 5.30 4.48
HBC: N 2.5-7.5 (10%x%9/L) 01/05/89 4.14 3.18 2.64
WBC: L 1.5-3.5 (10x*9/L) 01/05/89 2.20 1.96 1.39|<
WBC: E 0.04-0.44 01/05/89
(10%xx9/L) 0.33 0.12 0.36
HBC: M 0.2-0.8 (10*x9/L) 01/05/89 nd 0.05|< 0.09<
WBC: B 0-0.1 (10%x9/L) 01/05/89 nd nd nd
PLATELETS 150-400 (10x%9/L) 01/05/89 266.00 275.00 260.00
NA+ 135-150 (MMOL-/L) 01705789 142.00 142.00 141.00
K+ 3.5-5 (MMOL/L) 01/05/89 4.20 4.40 nd
CL- 95-108 (MMOL/L) 01705789 nd | 105.00 105.00
Ca++ 2.1-2.6 (MMOL/L) 01705789 2.36 2.38 2.33
PO4~-~ 0.8-1.5 (MMOL/L) 01/05/89 1.33 6.78|< nd
SGOT 2-29 (IusL) 01/05/89 18.00 21.00 14.00
SGPT 5-34 (IU/L) 01/05/89 9.00 14.00 10.00
GAMMA GT 0-65 (IU/L) 01/05/89 12.00 6.00 10.00
GRANOLOCYTES (@] 01/05/89 nd nd nd
ALK. PHOSPH. 30-115 (IusL) 01/05/89 58.00 52.00 61.00
GLUCOSE 3.5-10 (MMOL~/L) 61/05/89 5.30 nd 3.40(<
BUN 2.5-7 (MMOL/L) 01/05/89 7.00 4.60 4.70
CREATININE 59-120 (MMOL-/L) 01/05/89 104.00 83.00 103.00
< PCV (@] 01/05/89 nd nd nd
™ URIC ACID 200-500 (UMOL-/L) 01/05789 256.00 215.00 225.00
=) TOT BILIRUBIN 3-20 (uMoL/L) 01705789 6.50 6.30 8.20
N DIR BILIRUBIN O 01/05/89 nd nd nd
N TOT. PROTEINS 60-80 (G/L) 01/05/89 69.00 65.00 66.00
o ALBUMINE 34-50 (G/L) 01/05/89 45.00 43.00 45.00
8 TOT. CHOLEST. 0-6 (MMOL/L) 01/05/89 11.00(>> 8.80|>> 9.00(>>
$ TRIGLYCERIDES 0.8-2 (MMOL/L) 01705789 1.72 2.11}> 1.77
o GLOBULINS ALPHA 1 1.5-4 (G/L) 01/05/89 1.50 1.60 1.50
zZ GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05/89 5.90 6.10 6.10
F'| GLOBULINS BETA 6-12 (G/L) 01/05/89 8.50 7.90 8.10
— GLOBULINS GAMMA 6-16 (G/L) 01/05/89 8.10 8.10 8.40
P T3 92-121 (NMOL-/L) 01705789 110.00 nd nd
o T4 58-160 (NMOL/L) 01/05/89 92.00 nd nd
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< out of range (value lower than min range) > out of range (value higher than max range)

*X missing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CSHRD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: 5 Patient: 73 Sex: Male

Visit number 7/ Laboratory date
Screen Day 7 Day 14
23/05/89 31705789 07/06/89
value [(¢)| value [(¢)| value |[(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/05/89 16.90 17.40 17.00
HT 0.4-0.54 (L/L) 01/05/89 0.50 0.51 0.56|>
RBC 4-6.5 (10%xx12/L) 01/05/89 5.47 5.70 5.69
WBC 3.9-12 (10**9/L) 01705789 10.36 8.80 9.60
HBC: N 2-7.5 (10%%9/L) 01/05/89 6.22 4.75 6.43
WBC: L 1.5-4 (10%%x9/L) 01705789 3.21 3.52 2.59
WBC: E 0.04-0.44 01705789
(10*x9/L) 0.73|>> 0.35 0.38
WBC: M 0.2-0.8 (10xx9/L) 01/05/89 0.21 0.09|< 0.10<
KBC: B 0-0.1 (10%%9/L) 01/05/89 nd 0.09 0.10
PLATELETS 100-600 (10%x%9/L) 01/05/89 288.00 386.00 397.00
NA+ 134-145 (MMOL/L) 01/05/89 142.00 141.00 141.00
K+ 3.5-5 (MMOL/L) 01/05/89 4.80 5.00 nd
CL- 95-108 (MMOL/L) 01/05/89 nd | 101.00 104.00
Ca++ 2.2-2.6 (MMOL/L) 01705789 2.57 2.54 2.61|>
PO4-- 0.8-1.5 (MMOL/L) 01/05/89 1.1 1.01 1.20
SGOT 15-37 (1U/L) 01/05/789 30.00 17.00 18.00
SGPT 2-29 (IuU/L) 01/05/89 17.00 11.00 21.00
GAMMA GT 5-52 (IU/L) 01705789 31.00 20.00 26.00
GRANOLOCYTES ) 01/05/89 nd nd nd
ALK. PHOSPH. 95-260 (IU/L) 01/05/89 80.00|< 82.00(< 88.00|<
GLUCOSE 3.5-10 (MMOL/L) 01/05/89 2.80|< nd 4.90
BUN 3-6.7 (MMOL/L) 01705789 6.10 4,60 5.70
CREATININE 76-120 (MMOL/L) 01705789 107.00 87.00 107.00
< PCV (@] 01/05/89 . nd nd nd
™ URIC ACID 180-340 (UMOL/L) 01705789 360.00|> 279.00 337.00
'c)' TOT BILIRUBIN 2-17 (UMOL/L) 01/05/89 8.70 8.70 5.00
N DIR BILIRUBIN O 01705789 nd nd nd
(o] TOT. PROTEINS 60-80 (G/L) 01705789 72.00 71.00 71.00
8 ALBUMINE 35-46 (G/L) 01/05/89 48.00|> 47.00]> 46.00
N TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/05/89 6.80(>> 6.10(> 6.80|>>
$ TRIGLYCERIDES 0.5-2 (MMOL/L) 01/05/89 3.11>> 3.37|>> 5.32|>>
o GLOBULINS ALPHA 1 1.5-4 (G/L) 01/05/89 2.40 2.80 2.30
=2 GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05/89 7.20 6.20 7.70
h GLOBULINS BETA 6-12 (G/L) 01/05/89 8.60 8.60 7.00
— GLOBULINS GAMMA 6-16 (G/L) 01705789 10.40 9.90 9.90
c T3 92-121 (NMOL/L) 01705789 115.00 nd nd
'e) T4 58-160 (NMOL-/L) 01705789 122.00 nd nd
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(¢) << elinically relevant (value lower than min range) >> elinically relevant (value higher than max range)
< out of range (value lower than min range) ' > out of range (value higher than max range)

XX missing labaratory test value nd laboratory not done () missing range value



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

PHARMACIA B$BO0B21

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA

Centre: 5 Patient: 74  Sex: Male
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
23705789 31705789 07/06/89 21706789
value |(¢)| value |(¢)]| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/05/89 16.90 17.10 17.30 16.40
HT 0.4-0.54 (L/L) 01705789 0.50 0.51 0.51 0.49
RBC 4-6.5 (10%x%x192/L) 01/05/89 5.86 6.01 5.84 5.71
KBC 3.9-12 (10%x9/L) 01/05/89 11.50 11.30 8.77 9.08
KBC: N 2-7.5 (10%%x9/L) 01/05/89 7.59]> 7.57|> 4.82 5.18
WBC: L 1.5-4 (10%x9/L) 01/05/89 2.88 2.94 2.98 3.18
WBC: E 0.04-0.44 01/05/89
(10%x9/L) 0.46(> 0.45|> 0.53|> 0.36
HBC: M 0.2-0.8 (10%x9/L) 01/05/89 0.46 0.23 0.35 0.27
WBC: B 0-0.1 (10%x9/L) 01/05/89 0.12(> 0.11> 0.09 0.09
PLATELETS 100-600 (10%xx9/L) 01/05/89 226.00 284.00 280.00 231.00
NA+ 134-145 (MMOL/L) 01/05/89 140.00 139.00 135.00 139.00
K+ 3.5-5 (MMOL-/L) 01/05/89 4.60 4.80 4.50 4,30
cL- 95-108 (MMOL/L) 01/05/89 nd | 103.00 99.00 107.00
Ca++ 2.2-2.6 (MMOL/L) 01705789 2.49 2.47 2.48 2.55
PO4%4-- 0.8-1.5 (MMOL-/L) 01/05/89 1.01 1.29 1.01 1.49
SGOT 15-37 (Iu/L) 01/05/89% 20.00 28.00 23.00 31.00
SGPT 2-29 (IUsL) 01705789 32.00(> 32.00{> 35.00(> 35.00|>
GAMMA GT 5-52 (IU/L) 01705789 54.00|> 43.00 45.00 52.00
GRANOLOCYTES O 01/05/89 nd nd nd nd
ALK. PHOSPH. 95-260 (IUs/L) 01/05/89 107.00 101.00 98.00 127.00
GLUCOSE 3.5-10 (MMOL-/L) 01/05/89 6.30 4.80 5.30 5.10
BUN 3-6.7 (MMOL/L) 01/05/89 3.20 3.80 3.50 3.20
CREATININE 76-120 (MMOL/L) 01/05/89 105.00 89.00 96.00 93.00
< PCV ) 01/05/89 nd nd nd nd
o |URIC ACID 180-340 (UMOL-/L) 01/05/89 484.00(>> | 450.00|>> | 441.00|> 492.00|>>
o TOT BILIRUBIN 2-17 (UMOL/L) 01705789 8.20 3.80 10.10 5.50
N |[DIR BILIRUBIN (@] 01/05/89 nd nd nd nd
N TOT. PROTEINS 60-80 (G-L) 01705789 73.00 73.00 69.00 75.00
o ALBUMINE 35-46 (G/L) 01/05789 47.00(> 49.00|> 46.00 50.00|>
ga TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01705789 6.50(> 6.50|> 5.90|> 6.80|>>
$ TRIGLYCERIDES 0.5-2 (MNOL/L) 01705789 6.75(>> 8.85|>> 7.83i>> 8.04(>>
O |GLOBULINS ALPHA 1 1.5-4 (G/L) 01/05789 2.50 2.80 2.30 2.50
zZ GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05/89 2.70|< 6.90 6.00 6.80
< |GLOBULINS BETA 6-12 (G/L) 01/05/89 7.40 7.90 7.10 7.40
— GLOBULINS GAMMA 6-16 (G/L) 01705789 12.10 11.30 10.80 10.60
P T3 92-121 (NMOL/L) 01705789 116.00 nd nd nd
ég T4 58-160 (NMOL/L) 01/05/89 111.00 nd nd nd
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CRESRA0321

REBOXETINE - PROTOCOL 20124/ADE00S
Listing No.: 11.0

LABORATORY DATA
Centre: 5 Patient: 75 Sex: Female

Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
23/05/89 31/05/89 07/06/89 21/06/89
value [(¢)]| value [(¢)]| value [(¢)]| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01705789 14.30 14.40 14.20 13.00
HT 0.37-0.47 (L/L) 01705789 0.47 0.47)> 0.43 0.41
RBC 3.8-5.8 (10%xx12/L) 01/05/89 4.76 4.93 4,62 4.51
HBC 4-11 (10%x%9/L) 01/05/89 5.04 3.94|< 6.33 6.62
WBC: N 2.5-7.5 (10*x9/L) 01/05789 3.23 2.52 4.18 5.56
KBC: L 1.5-3.5 (10%%9/L) 01705789 1.41(< 1.22|< 1.77 0.73|<<
KBC: E 0.04-0.44 01705789
(10%x9/L) 0.35 0.16 0.32 0.26
WBC: M 0.2-0.8 (10%xx9/L) 01/05/89 nd 0.04|< 0.06(< nd
WBC: B 0-0.1 (10%%9/L) 01/05/89 0.05 nd nd 0.07
PLATELETS 150-400 (10%*x9/L) 01/05/89 189.00 176.00 208.00 229.00
NA+ 135-150 (MMOL/L) 01/05/89 148.00 145.00 142.00 139.00
K+ 3.5-5 (MMOL-/L) 01/05/89 nd nd 4.30 3.70
CL- 95-108 (MMOL/L) 01705789 nd 103.00 106.00 103.00
Ca++ 2.1-2.6 (MMOL/L) 01705789 2.65(> 2.75(> 2.69|> 2.56
PO4-- 0.8-1.5 (MMOL/L) 01705789 nd nd 0.98 0.76]<
SGOT 2-29 (IUsL) 01705789 nd nd 25.00 83.00(>>
SGPT 5-34 (IU/L) 01705789 nd nd 14.00 55.00|>
GAMMA GT 0-65 (Iu/L) 01/05/89 10.00 2.00 6.80 11.00
GRANOLOCYTES O 01/05/89 nd nd nd nd
ALK. PHOSPH. 306-115 (IusL) 01/05/89 84.00 91.00 89.00 151.00|>
GLUCOSE 3.5-10 (MMOL/L) 01/05/89 nd nd 7.40 7.40
BUN 2.5-7 (MMOL/L) 01/05/89 2.90 2.90 2.30|< 6.40
CREATININE 59-120 (MMOL/L) 01/05/89 nd nd 87.00 84.00
< PCV Q) 01/05/89 nd nd nd nd
o™ URIC ACID 200-500 (UMOL/L) 01705789 239.00 273.00 251.00 282.00
& |TOT BILIRUBIN 3-20 (UMOL/L) 01/05/89 9.10 7.40 6.70 11.10
N DIR BILIRUBIN Q) 01705789 nd nd nd nd
o |TOT. PROTEINS 60-80 (G/L) 01/05/89 69.00 70.00 65.00 62.00
o ALBUMINE 34-50 (G/L) 01/05789 47.00 48.00 46.00 40.00
8 TOT. CHOLEST. 0-6 (MMOL-/L) 01705789 7.20(> 7.00(> 6.40|> 5.60
$ TRIGLYCERIDES 0.8-2 (MMOL/L) 01/05/89 1.08 1.14 1.20 1.21
© |GLOBULINS ALPHA 1 1.5-4 (G/L) 01/05/89 2.50 2.70 2.80 3.60
—Z |GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05/89 7.20 6.40 5.70 5.80
F'| GLOBULINS BETA 6-12 (GsL) 01/05/89 8.60 8.60 8.50 7.10
«— |GLOBULINS GAMMA 6-16 (G/L) 01/05/89 7.20 7.30 6.80 5.50|<
.. T3 92-121 (NMOL/L) 01705789 105.00 nd nd nd
S T4 58-160 (NMOL/L) 01/05/89 83.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> clinically relevant (value higher than max range)
< oaut of range (value lower than min range) > out of range (value higher than max range)

*X missing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CNS5RAD321
REBOXETINE - PROTOCOL 20124/ADE009

Listing No.: 11.0
LABORATORY DATA
Centre: 5 Patient: 76 Sex: Male
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
22705789 31/05/89 07/06/89 21/06/89
value |(¢)]| value |(¢)| value |(¢)| value (&)
Laboratory test Range value Range date
HB 13-18 (G/DL) 01/05/89 14.30 14.50 15.00 13.40
HT 0.4-0.54 (L/L) 01705789 0.42 0.44 0.47 0.43
RBC 4-6.5 (10%x12/L) 01705789 4,32 4.66 4.58 4.12
HBC 3.9-12 (10%%9/L) 01/05/89 6.05 6.30 6.09 3.90
HBC: N 2-7.5 (10%x9/L) 01/05/89 3.63 3.59 3.35 2.73
KBC: L 1.5-4 (10%%x9/L) 01705789 1.75 2.02 2.13 0.94<<
KBC: E 0.04-0.44 01/05/89
(10%x9/L) 0.54|> 0.50(> 0.55(> 0.20
KBC: H 0.2-0.8 (10%*x9/L) 01705789 0.06|< 0.06{< 0.06({< 0.04{<
HBC: B 0-0.1 (10%x%9/L) 01/05/89 0.06 0.06 nd nd
PLATELETS 100-600 (10*%9/L) 01/05/89 226.00 331.00 296.00 221.00
NA+ 134~ 145 (MMOL/L) 01/05/89 141.00 140.00 142.00 141.00
K+ 3.5-5 (MMOL/L) 01/05/89 4.60 4.70 4.60 4.60
CcL- 95-108 (MMOL/L) 01/05/89 nd 106.00 102.00 105.00
Ca++ 2.2-2.6 (MMOL/L) 01/05/89 2.67(> 2.52 2.73|> 2.62|>
PO4-- 0.8-1.5 (MMOL/L) 01705789 1.51|> 1.34 1.09 1.22
SGOT 15-37 (IU/L) 01/05/89 nd 25.00 26.00 22.00
SGPT 2-29 (1U/L) 01/05/8% nd 30.00(> 40.00(> 21.00
GAMMA GT 5-52 (Iu/L) 01705789 48.00 43.00 43.00 32.00
GRANOLOCYTES (@] 01705789 nd nd nd nd
ALK. PHOSPH. 95-260 (1U/L) 01/05789 74.00|< 72.00|< 70.00|< 75.00|<
GLUCOSE 3.5-10 (MMOL/L) 01/05/89 nd 3.60 3.60 4.20
BUN 3-6.7 (MMOL-/L) 01/05/89 3.20 3.40 3.10 3.90
CREATININE 76-120 (MMOL/L) 01/05/89 99.00 97.00 88.00 96 .00
< pPCVv ) 01/05/89 nd nd nd nd
o |URIC ACID 180-340 (UMOL/L) 01/05/89 241.00 294.00 343.00)> 320.00
& |TOT BILIRUBIN 2-17 (UMOL/L) 01/05/89 6.80 4.60 5.60 5.80
N |PIR BILIRUBIN O 01/05/89 nd nd nd nd
N |TOT. PROTEINS 60-80 (G/L) 01/05/89 76.00 74.00 77.00 72.00
O |ALBUMINE 35-46 (G/L) 01/05789 47.00|> 46.00 49.00 (> 46.00
Ea TOT. CHOLEST. 3.1-5.2 (MMOL/L) 01/05/89 5.60|> 5.60{> 6.50|> 6.20(>
< TRIGLYCERIDES 0.5-2 (MMOL/L) 01705789 2.12|> 3.14(>> 2.45|> 1.73
© |GLOBULINS ALPHA 1 1.5-4 (G/L) 01705789 2.70 3.60 2.50 2.00
—Z |GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05/89 8.50 9.00 7.90 6.80
h GLOBULINS BETA 6-12 (GsL) 01/05/89 7.90 8.10 8.80 6.90
— GLOBULINS GAMMA 6-16 (G/L) 01/05/89 11.40 15.60 12.90 10.30
.- T3 92-121 (NMOL/L) 01/05/89 101.00 nd nd nd
ég T4 58-160 (NMOL-/L) 01/05/89 109.00 nd nd nd
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CN§f8H321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: § Patient: 77 Sex: Female

Visit number 7/ Laboratory date
Screen Day 7 Day 14 Day 28
31/05/89 06/06/89 14/06/89 26/06/89
value |(¢)] value |(¢)| value |(¢)] value |(¢)
Laboratary test Range value Range date
HB 12-16.4 (G/DL) 01705789 15.00 14.70 14.80 14.60
HT 0.37-0.47 (L/L) 01/05/89 0.48(> 0.45 0.44 0.43
RBC 3.8-5.8 (10%x12/L) 01/05/89 5.00 4.81 4.78 4,90
KBC 4-11 (10%x9/L) 01/05/89 8.16 7.43 8.68 7.95
WBC: N 2.5-7.5 (10%%9/L) 01/05/89 5.96 5.42 6.51 5.41
WBC: L 1.5-3.5 (10*xx9/L) 01/05/89 1.88 1.56 1.82 2.18
HBC: E 0.04-0.44 01705789
(10%xx9/L) 0.24 0.22 0.26 0.24
HBC: M 0.2-0.8 (10%x9/L) 01/05/89 0.08(< 0.15|< 0.09|< 0.16}<
WBC: B 0-0.1 (10%**9/L) 01/05/89 nd 0.07 nd nd
PLATELETS 150-400 (10*x%*9/L) 01/05/89 213.00 241.00 250.00 247.00
NA+ 135-150 (MMOL-/L) 01/05/89 139.00 137.00 143.00 138.00
K+ 3.5-5 (MMOL/L) 01/05/89 4.10 4.80 nd nd
CL- 95-108 (MMOL~/L)} 0170589 nd 101.00 92.00|< 104.00
Ca++ 2.1-2.6 (MMOL/L) 01/05/89 2.43 2.48 2.66|> 2.56
PO4-- 0.8-1.5 (MMOL/L) 01705789 1.09 1.17 nd nd
SGOT 2-29 (1U/L) 01705789 19.00 18.00 nd 18.00
SGPT 5-34 (IU/L) 01705789 8.00 9.00 nd 14.00
GAMMA GT 0-65 (IU/L) 01/05/89 12.00 10.00 10.00 16.00
GRANOLOCYTES O 01705789 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/05/89 70.00 74.00 99.00 91.00
GLUCOSE 3.5-10 (MMOL-/L) 01/05/89 6.50 6.80 nd 5.20
BUN 2.5-7 (MMOL/L) 01/05/89 5.20 5.40 5.50 5.30
CREATININE $9-120 (MMOL-/L) 01/05/89 118.00 118.00 nd 118.00
< PCV ) 01705789 nd nd nd nd
(<) URIC ACID 200-500 (UMOL-/L) 01705789 318.00 309.00 291.00 328.00
& |TOT BILIRUBIN 3-20 (uUMoL~/L) 01705789 17.60 13.00 11.80 12.70
(9] DIR BILIRUBIN O 01705789 nd nd nd nd
o |TOT. PROTEINS 60-80 (G/L) 01/05/89 68.00 67.00 74.00 68.00
o ALBUMINE 34-50 (G/L) 01/05/89 46.00 45.00 49.00 46.00
8 TOT. CHOLEST. 0-6 (MMOL/L) 01/05/89 6.20{> 6.20|> 6.80|> 6.80|>
4 TRIGLYCERIDES 0.8-2 (MMOL/L) 01705789 1.22 1.36 1.80 1.19
O |GLOBULINS ALPHA 1 1.5-4 (G/L) 01/05/89 2.40 2.40 2.40 1.60
—Z |GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/05/89 6.50 7.20 6.90 6.40
F'| GLOBULINS BETA 6-12 (G/L) 61/05789 7.40 7.40 7.70 7.40
«— |GLOBULINS GAMMA 6-16 (G/L) 01705789 8.50 7.80 8.00 6.60
P T3 92-121 (NMOL/L) 01/05/89 113.00 nd nd nd
5 T4 58-160 (NMOL/L)  01/05/89 120.00 nd nd nd
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%X migsing laboratory test value nd laboratory not done () missing range value



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

PHARMACIA CE&SERD321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA
Centre: 6 Patient: 81 Sex: Female

Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
20/03/89 03/04/89 10/04/89 24/04/89
value [(¢)| value [(¢)]| value |(¢)]| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/03/89 15.20 14.20 14.40 14.30
HT 0.37-0.47 (L/L) 01/03/89 0.45 0.42 0.42 0.43
RBC 3.8-5.8 (10%*12/L) 01/03/89 5.26 4.97 4.65 4.66
HWBC 4-11 (10%%9/L) 01/03/89 4.58 4.49 5.60 5.17
WBC: N 2.5-7.5 (10xx9/L) 01/03/89 2.98 2.83 3.53 3.21
HBC: L 1.5-3.5 (10xx9/L) 01/03/89 1.19|< 1.26|< 1.68 1.45|<
WBC: E 0.04-0.44 01/03/89
(10*x9/L) 0.23 0.27 0.22 0.41
HBC: M 0.2-0.8 (10%x9/L) 01/03/89 0.14|< 0.09|< 0.06(< 0.10|<
KBC: B 0-0.1 (10%%x9/L) 01/03/89 0.09 0.04 0.114> 0.05
PLATELETS 150-400 (10*x9/L) 01/03/89 278.00 251.00 231.00 242.00
NA+ 135-150 (MMOL/L) 01/03/89 144.00 142.00 140.00 139.00
K+ 3.5-5 (MMOL/L) 01/03/89 4.20 nd nd 4,30
CL- 95-108 (MMOL/L) 01/03/89 nd 105.00 99.00 107.00
Ca++ 2.1-2.6 (MMOL/L) 01703789 2.42 2.30 2.35 2.24
PO4-- 0.8-1.5 (MMOL/L) 01/03/89 1.04 0.73|< nd 1.13
SGOT 2-29 (IU/L) 01/03/89 29.00 nd nd nd
SGPT $-34 (IU/L) 01/03/89 18.00 nd nd nd
GAMMA GT 0-65 (IUsL) 01/03/89 25.00 21.00 22.00 23.00
GRANOLOCYTES Q) 01703789 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01703789 88.00 72.00 85.00 81.00
GLUCOSE 3.5-10 (MMOL/L) 01703789 nd 5.00 nd 4.90
BUN 2.5-7 (MMOL/L) 01/03/89 nd nd nd nd
CREATININE 59-120 (MMOL-/L) 01/03/89 77.00 75.00 nd 77.00
< PCV O 01/03/89 nd nd nd nd
™ URIC ACID 200-500 (UMOL/L) 01/03/89 232.00 213.00 216.00 212.00
O |TOT BILIRUBIN 3-20 (uMOL-/L) 01/03/89 8.20 6.50 8.60 7.90
N |DIR BILIRUBIN (@] 01/03/89 nd nd nd nd
AN |TOT. PROTEINS 60-80 (GsL) 01703789 71.00 66.00 6€8.00 67.00
8 ALBUMINE 34-50 (G/L) 01703789 45.00 42.00 43.00 41.00
~ |TOT. CHOLEST. 0-6 (MMOL-/L)} 01/03/89 7.60]|> 6.00 5.80 5.40
< TRIGLYCERIDES 0.8-2 (MMOL/L) 01/03/89 2.02(> 1.62 1.47 1.86
(@) GLOBULINS ALPHA 1 1.5-4 (G/L) 01/03/89 2.10 2.00 2.00 2.10
=z GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/03/89 6.10 6.10 6.80 6.60
F'| GLOBULINS BETA 6-12 (G/L) 01/03/89 8.20 7.20 7.00 8.50
— GLOBULINS GAMMA 6-16 (G/L) 01703789 9.60 8.70 9.20 8.80
c T3 92-121 (NMOL/L) 01/03/89 nd nd nd nd
'e) T4 58-160 (NMOL/L) 01/03/89 88.00 nd nd nd
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNOBEHD321

REBOXETINE - PROTOCOL 20124/ADE0C09
Listing No.: 11.0

LABORATORY DATA
Centre: 6 Patient: 82 Sex: Male

Visit number / Laboratory date

Screen Day 7 Day 14 Day 28

20/03/89 03/04/89 10704789 24/04/89

value {(¢)| value |(¢)| value |(¢)| value |(¢)
Laboratory test Range value Range date
HB 13-18 (G6/DL) 01703789 16.10 13.60 15.30 16.20
HT 0.4-0.54 (L/L) 01703789 0.54 0.40 0.45 0.50
RBC 4-6.5 (10%x12/L) 01/03/89 5.31 4.29 4.88 5.09
HBC 3.9-12 (10*x9/L) 01/03/89 6.56 7.50 8.98 9.04
HBC: N 2-7.5 (10%%x9/L) 01/03/89 6.75 4.88 5.66 5.15
HWBC: L 1.5-4 (10%x9/L) 01/03/89 2.00 2.10 2.60 2.89
KBC: E 0.04-0.44 01/03/89

(10%%9/L) 0.46|> 0.30 0.45(> 0.63|>>

WBC: M 0.2-0.8 (10*x9/L) 01/03/89 0.15]< 0.23 0.27 0.36
WBC: B 0-0.1 (10%xx9/L) 01/03/89 0.07 0.08 0.09 0.09
PLATELETS 100-600 (10*xx9/L) 01/03/89 280.00 287.00 306.00 300.00
NA+ 134-145 (MMOL/L) 01/03/89 140.00 139.00 140.00 139.00
K+ 3.5-5 (MMOL/L) 01/03/89 4.80 nd nd 5.10{>
cL- 95-108 (MMOL/L) 01/03/89 nd 104 .00 103.00 101.00
Ca++ 2.2-2.6 (MMOL/L) 01703789 2.1|< 2.32 2.44 2.48
PO4-- 0.8-1.5 (MMOL/L) 01/03/89 0.78(< 0.89 0.84 1.14
SGOT 15-37 (IU/L) 01/03/8% 24.00 nd nd nd
SGPT 2-29 (Iu/L) 01/03/89 15.00 nd nd nd
GANMA GT 5-52 (IU/L) 01/03/89 5.00 19.00 19.00 29.00
GRANOLOCYTES O 01/03/89 nd nd nd nd
ALK. PHOSPH. 95-260 (IU/L) 01703789 78.00|< 70.00|< 73.00|< 78.00|<
GLUCOSE 3.5-10 (MMOL-/L) 01/03/89 4,00 3.60 nd 3.30|<
BUN 3-6.7 (MMOL/L) 01/03/89 nd nd nd nd
CREATININE 76-120 (MMOL/L) 01/03/89 nd 80.00 86.00 81.00
PCV ) 01/03/89 nd nd nd nd
URIC ACID 180-340 (UMOL/L) 01/03/89 285.00 271.00 251.00 267.00
TOT BILIRUBIN 2-17 (uMoL/L) 01/03/89 6.20 4.80 5.50 5.60
DIR BILIRUBIN (@] 01/03/89 nd nd nd nd
TOT. PROTEINS 60-80 (G/L) 01703789 75.00 65.00 71.00 75.00
ALBUMINE 35-46 (G/L) 01703789 43.00 36.00 40.00 42.00
TOT. CHOLEST. 3.1-5.2 (MMOL~/L) 01/03/89 7.60|>> 6.80|>> 7.70{>> 8.20|>>
TRIGLYCERIDES 0.5-2 (MMOL/L) 01/03/89 2.17|> 3.36|>> 3.93i>> 5.79|>>
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/03/89 2.30 2.60 1.70 2.60
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/03/89 7.40 7.20 10.10 8.50
GLOBULINS BETA 6-12 (Gs/L) 01/03/89 8.60 7.30 6.10 8.30
GLOBULINS GAMMA 6-16 (G/L) 01703789 13.70 12.10 13.10 13.60
T3 92-121 (NMOL/L) 01/03/89 nd nd nd nd
T4 58-160 (NMOL-/L) 01/03/89 98.00 nd nd nd
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>> clinically relevant (value higher than max range)
(value higher than max range)

(¢) << clinically relevant (value lower than min range)
< out of range (value lower than min range) > out of range
*x missing laboratory test value nd laboratory not done () missing range value



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

PHARNACIA ONSSE321

REBOXETINE - PROTOCOL 20124/ADE009
Listing No.: 11.0

LABORATORY DATA

Centre: 6 Patient: 83 Sex: Female
Visit number / Laboratory date
Screen Day 7 Day 14 Day 28
05705789 22705789 29/05/89 12706789
value |(¢)| value |(¢)| value |(&)| value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/03/89 13.10 14.30 nd 15.80
HT 0.37-0.47 (L/L) 01/03/89 0.40 0.44 nd 0.47
RBC 3.8-5.8 (10xx42/L) 01/03/89 4.06 4.49 nd 4,94
HBC 4-11 (10%xx9/L) 01/03/89 6.20 7.62 nd 8.86
WBC: N 2.5-7.5 (10%%9/L) 01/03/89 3.53 4.34 nd 3.19
HBC: L 1.5-3.5 (10%xx9/L) 01/03/89 2.05 2.67 nd 4,52|>
HBC: E 0.04-0.44 01/03/89
(10%x9/L) 0.50(> 0.38 nd 0.89|>>
KBC: M 0.2-0.8 (10%%9/L) 01703789 0.06|< 0.15]< nd 0.27
WBC: B 0-0.1 (10*x9/L) 01/03/89 0.06 0.08 nd nd
PLATELETS 150-400 (10*%9/L) 01/03/89 403.00(> 238.00 nd | 238.00
NA+ 135-150 (MMOL-/L) 01/03/89 144.00 145.00 144.00 142.00
K+ 3.5-5 (MMOL-/L) 01/03/89 4.10 nd nd 4.00
CL- 95-108 (MMOL/L) 01703789 nd 103.00 103.00 99.00
Cat++ 2.1-2.6 (MMoL/L) 01703789 2.30 2.38 2.46 2.58
PO4-- 0.8-1.5 (MMOL/L) 01703789 1.43 nd nd nd
SGOT 2-29 (IUsL) 01703789 28.00 nd nd nd
SGPT 5-34 (IU/L) 01/03/89 13.00 nd nd nd
GAMMA GT 0-65 (IU/L) 01/03/89 9.00 9.00 9.00 9.00
GRANOLOCYTES O 01/03/89 nd nd nd nd
ALK. PHOSPH. 30-115 (IU/L) 01/03/89 82.00 85.00 76.00 86.00
GLUCOSE 3.5-10 (MMOL-/L) 01/03/89 nd nd nd nd
BUN 2.5-7 (MMOL/L) 01/03/89 nd nd nd nd
CREATININE $9-120 (MMOL/L) 01703789 71.00 nd 112.00 80.00
< PCV Q) 01703789 nd nd nd nd
™ URIC ACID 200-500 (UMOL/L) 01703789 223.00 209.00 191.00|< 183.00| <
& |TOT BILIRUBIN 3-20 (UMOL/L) 01/03/89 4.80 6.50 8.40 8.90
N [DIR BILIRUBIN O 01/03/89 nd nd nd nd
N TOT. PROTEINS 60-80 (G/L) 01/03/89 62.00 66.00 64.00 76.00
Eg ALBUMINE 34-50 (G/L) 01/03/89 38.00 41.00 41.00 50.00
~ TOT. CHOLEST. 0-6 (MMOL/L) 01/03/89 4.50 5.00 5.00 6.20(>
$ TRIGLYCERIDES 0.8-2 (MMOL/L) 01/03/89 1.37 1.09 1.21 1.64
() GLOBULINS ALPHA 1 1.5-4 (G/L) 01703789 3.00 2.90 3.30 3.40
zZ GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/03/89 6.40 7.80 6.80 7.50
<4 |GLOBULINS BETA 6-12 (G/L) 01/03/89 6.10 6.40 7.60 7.40
— GLOBULINS GAMMA 6-16 (G/L) 01/03/89 8.40 9.90 9.40 10.90
P T3 92~-121 (NMOL/L) 01703789 nd nd nd nd
o T4 58-160 (NMOL/L) 01/03/89 100.00 nd nd nd
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(¢) << clinically relevant (value lower than min range) >> clinically relevant (value higher than max range)
< out of range (value lower than min range) > out of range (value higher than max range)

*X missing laboratory test value nd laboratory not done () missing range value
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Anhang: Dokumentation der Stellungnahmen zum Vorbericht A05-20C. Institut fiir Qualitét
und Wirtschaftlichkeit im Gesundheitswesen (IQWiG)

PHARMACIA CNSORSBO321
REBOXETINE - PROTOCOL 20124/ADE009

Listing No.: 11.0

LABORATORY DATA

Centre: 7 Patient: 89 Sex: Female
Visit number /
Laboratory date
Screen Day 7
06/03/89 19703789
value {(¢)] value |(¢)
Laboratory test Range value Range date
HB 12-16.4 (G/DL) 01/03/89 15.20 16.00
HT 0.37-0.47 (L/L) 01/03/89 0.45 0.49|>
RBC 3.8-5.8 (10*x12/L) 01/03/89 4.89 5.34
KBC 4-14 (10%%9/L) 01703789 10.05 12.04 (>
WBC: N 2.5-7.5 (10%x9/L) 01703789 6.93 7.71|>
WBRC: L 1.5-3.5 (10%*x9/L) 01/03/89 2.1 3.01
WBC: E 0.04-0.44 01/03/89
(10%x9/L) 0.50(> 0.60(>>
WBC: M 0.2-0.8 (10%xx9/L} 01/03/89 0.50 0.72
WBC: B 0-0.1 (10%x9/L) 01/03/89 0.10 0.12|>
PLATELETS 150-400 (10*x9/L) 01/03/89 249.00 277.00
NA+ 135-150 (MMOL/L) 01/03/89 144.00 141.00
K+ 3.5-5 (MMOL/L) 01/03/89 nd nd
cL- 95-108 (MMOL/L) 01/03/89 nd 96.00
Ca++ 2.1-2.6 (MMOL/L) 01/03/89 2.38 2.42
PO4-- 0.8-1.5 (MMOL/L) 01/03/89 nd nd
SGOT 2-29 (IU/L) 01/03/89 nd nd
SGPT 5-34 (IU/L) 01/03/89 nd nd
GAMMA GT 0-65 (IUsL) 01703789 51.00 60.00
GRANOLOCYTES ) 01703789 nd nd
ALK. PHOSPH. 30-115 (Iu/L) 01/03/89 146.00(> 164.00 >
GLUCOSE 3.5-10 (MMOL/L) 01703789 nd nd
BUN 2.5-7 (MMoL/L) 01/03/89 nd nd
CREATININE 59-120 (MMOL/L) 01/03/89 nd 105.00
PCV Q) 01/03/89 nd nd
URIC ACID 200-500 (UMOL-/L) 01/03/89 247.00 242.00
TOT BILIRUBIN 3-20 (UMOL-/L) 01/03/89 5.50 6.00
DIR BILIRUBIN O 01/03/89 nd nd
TOT. PROTEINS 60-80 (G/L) 01/03/89 59.00|< 63.00
ALBUMINE 34-50 (G/L) 01703789 36.00 38.00
TOT. CHOLEST. 0-6 (MMOL/L) 0103789 5.10 6.10|>
TRIGLYCERIDES 0.8-2 (MMOL/L) 01/03/89 1.92 3.45|>>
GLOBULINS ALPHA 1 1.5-4 (G/L) 01/03/89 2.30 2.70
GLOBULINS ALPHA 2 3.6-10.5 (G/L) 01/03/89 5.60 6.10
GLOBULINS BETA 6-12 (G/L) 01/03/89 6.80 7.90
GLOBULINS GAMMA 6-16 (G/L) 01/03/89 8.30 8.30
T3 92-121 (NMOL-/L) 01/03/89 nd nd
T4 58-160 (NMOL-L) 01/03/89 106.00 nd
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(value higher than max range)
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Pharmacia Document 9550321

12.2.2 CASE REPORT FORMS

Individual Patient CRFs are filed in the Study Master File.
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