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Clinical Study Synopsis

This Clinical Study Synopsis is provided for patients and healthcare professionals to
increase the transparency of Bayer's clinical research. This document is not intended
to replace the advice of a healthcare professional and should not be considered as a
recommendation. Patients should always seek medical advice before making any
decisions on their treatment. Healthcare Professionals should always refer to the
specific labelling information approved for the patient's country or region. Data in this
document or on the related website should not be considered as prescribing advice.
The study listed may include approved and non-approved formulations or treatment
regimens. Data may differ from published or presented data and are a reflection of
the limited information provided here. The results from a single trial need to be
considered in the context of the totality of the available clinical research results for a
drug. The results from a single study may not reflect the overall results for a drug.

The following information is the property of Bayer AG. Reproduction of all or part of
this report is strictly prohibited without prior written permission from Bayer AG.
Commercial use of the information is only possible with the written permission of the
proprietor and is subject to a license fee. Please note that the General Conditions of
Use and the Privacy Statement of bayer.com apply to the contents of this file.



B

A
BAYER

E

R

Clinical Trial Results Synopsis

Synopsis date: 06-Feb-2020

Study no. 20997 Page: 1of 10

Date of study report | 27-Jul-2015 (PharmNet.Bund: STW3-VI-212-D-20084IIETR_Synopsis
Final 1.1)

Study title | Double blind, randomized, placebo-controlled, multicenter clinical trial
to evaluate the relapse prevention of a hypericum extract in outdoor
patients with moder ate depr essive episodes (major depression)

Sponsor | Bayer

[Study conducted by former Sponsor: SteigerwaldhAmittelwerk GmbH,
Germany]

Sponsor’s study ID

20997

NCT number

tbd

EudraCT number

2008-001417-26

Study Phase

Phase 3

Indication

Moderate depressive episodes (major depression)

Study objectives

Primary objective(s):

Study Phase 2:
Superiority of STW3-VI to placebo by comparisoriloé relapse rates in

both groups at the end of phase 2, measured hgtlescore of Hamilton
Depression Scale (HAMD-17).
Secondary objective(s):
Study Phase 2:
» Time between baseline and occurrence of first selagvent measured
by:
o Total score of HAMD-17
o0 Beck Depression Inventory (BDI)
o Clinical Global Impressions (CGl)

* Course of Disease
» Safety and Tolerability of STW3-VI

Test drug
Batchnumber(s)

Active ingredient(s)
Dose

Route of
administration

Hypericum extract STW 3-VI (Laif® 900, BAY98-7108)

C0901004, C0907009, C1003003, C1011006
Hypericum extract

1 x daily, 1 tablet, 900 mg (study Phase 1 und 2)
Oral
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Duration of treatment

Study no. 20997

The total duration of study treatment per patieas 86 weeks. 12 weeks
were open phase 1 and 24 weeks randomized andedblitdl phase 2.

Reference drug
Batch number(s)

[Dose]

[Route of
administration]

[Duration of treatment]

Placebo
C0901004, C0907009, C1003003, C1011006

1 x daily, 1 tablet, 900 mg (study Phase 1 und 2)
Oral

The total duration of study treatment per patieas 86 weeks. 12 weeks
were open phase 1 and 24 weeks randomized andedblidl phase 2.

Main inclusion criteria

Study Phase 1:
Age 18-70 years
Diagnosis according to DSM-IV-TR: 296.32: Outpatsewith a
recurrent major depressive disorder (presence lefat two or more
Major depressive episodes), experiencing currenttyoderate Major
depressive episode and therefore requiring tredtmen
Criteria for Major depressive episode:

0 HAMD-17 total score of 20-24

Study Phase 2:
Phase 1 responders (= Phase 1 patients who héeastta 50% decrea
in the HAMD-17 total score after 12 weeks of La®0 therapy).

D

Study design

Double-blind, randomized, placebo-controlled, nodtiter clinical trial

Methodology

The study design included 2 phases:

The therapy responders of a first phase (acutaplgererum only) were
included in an immediately following second phagkich examined the
preservation of the therapeutic success.

The design, duration and primary outcome of thishgtvere in line with the
guideline EMEA CPMP / EWP / 518/97.

Phase 1 spanned 12 weeks and was designed singkdropen. During
this period, a total of 4 visits at 4-week intesralere planned for the
patients. The aim of this phase was to succesdfeiiit the acute moderats
grade depressive episode with STW3-VI; Therapyaordprs from this
phase were eligible for Phase 2.

During the 24-week phase 2, which was performealtimo-arm, double-
blind and randomized manner, a total of 7 visitsktplace every 4 weeks.
The aim of this phase was to evaluate the relagisdm the Phase 1
treatment responders.

174

Statistical methods

Statistical error probability = 5%, two-sided (araj the first kind)

Evaluation of the target values for Full Analyset §AS Collective) and
Valid Case Analysis Set (VCAS Collective)

Univariate and multivariate analyzes

Page: 2 of 10
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Examination of different strata (e.g. gender, age)
The statistical evaluation for the target outcofit@&MD-17" and "Global
Assessment of Effectiveness” was carried out basddle full analysis set
(FAS). Additional statistical evaluation was dope the valid case analysi
set (VCAS), comparing the respective results. mestiate analyzes were
not performed in both phases.

Phase 1: The evaluation of phase 1 was only expigran nature.
Phase 2: All primary and secondary outcomes, alsaselccompanying an

safety variables were explored at first and aftat evaluated descriptively,

In particular, the structural similarity of the wen and placebo groups to t

baseline of Phase 2 was examined. The primary émd{gorelapse rate) w

confirmed by non-parametric tests for unit valug&tstistical tests were

carried out nonparametric method. There were:

* the Mann-Whitney U test comparing metric and orbrzaiables
between two study groups

» the Wilcoxon test to examine changes in metric @ighal variables
within the overall collective and within each stuglpup

» the Chi2 test is used to compare shares.

The comparison between more than two (sub-) grassdone with the

Friedman or Kruskal-Wallis test. In the case of kis@mple sizes or

imbalances between groups, exact tests were uséitefe tests. This was

especially true for subgroup analyzes.

Furthermore, survival times achieved (time unt@ tnset of the first

relapse) were graphically displayed in the forniKaplan-Meier curves and

statistically compared by means of the Log-Rankaed the Breslow test.

The analysis of the follow-up was carried out ivattce.

In the evaluation, center effects, gender and ggeific influences and the

effects of the HAMD value on baseline in phase 2awevestigated for the

primary endpoint value. If such influences could loe excluded, the test

results were supplemented by subgroup comparisemsgfs, gender, age

for an exploratory analysis.

All p-values from statistical tests in the areawploratory analysis, which

go beyond the examination of the primary endpoiuetie also exploratory

only.

U7

Early termination

Not applicable

Substantial
protocol changes

The final study protocol from 28.03.2011, inclu@esubstantial
amendements:

Protocol -amendment 1 from date 22.06.2009ntroduced the following
changes.

1. Increase the number of trial centers:

Originally 6 study centers with 6 investigators evptanned. Due to the slc
patient recruitment, which significantly increasies clinical part of the
clinical trial, the number of centers was increasetll with 31 investigatoy

of which 2 study centers (day clinics) with 8 intigators could not include
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any patients.

2. Madification of an exclusion criterion

Originally, any kind of psychotherapy was not alkmlv As in this case
however, supportive / supportive-adaptive psychaine procedures were
not possible either, the regulation was adaptetréoraling (depth
psychology-based) psychotherapy procedures andta@gbehavioral
procedures are not allowed."

3. Specification of the relapse definition

Originally: Relapse = increase of the HAMD-17 tatabre by> 5 points
towards baseline of Phase 2. After the first paidiad finished Phase 1 s
low in the HAMD-17 aggregate score, it became obsjdhat with an
increase of 6 points, they would have been stithendepression-free area
Therefore, the relapse definition was changed &ajpse = Increase of
HAMD-17 total scores are> 5 points higher than hasen Phase 2,
provided that a value of 12 points (range of mild depression) was reach
during the phase 2.

Protocol -amendment 2 from date 28.03.2011 introduced the following
changes:

4. Increase in the number of cases for Phase 2

The study plan originally involved a case numbe®®patients per group i
Phase 2 which a presumed a drop-out rate of 10%heé\sumber of drop-
outs without relation to relapse, that could notibed for the evaluation of
the relapse rate, was higher in the ongoing clirnfc than assumed and
furthermore no valid forecast for these cases wasiple, the initially
assumed drop-out rate of 10% was increased to RE¥&asing the require
number of cases from 99 to 120 patients per group.

ed

o

Study period

Study Start Date: 03-Mar-2009
Study End Date: 22-Nov-2011

Study center(s)

The study was conducted at 9 study sites in Germany

Number of subjects

Planned: 400
Analyzed: 398
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Criteria for evaluation
Efficacy | Primary outcomes:

* Relapse rate:

Definition of the Relapse Event: Increase of theMHZ17 total score in

Phase 2 by > 5 points compared to Phase 2 basélatehe same time a

total score of at least 12 is reached.

Secondary outcomes:

* Time until the first relapse event occurs

» HAMD-17 total score history

» Beck Depression Inventory (BDI)

» Clinical Global Impression (CGI)

» Global assessment of efficacy by investigatorsgatants at the end of
each study phase

Safety and Tolerability:

Safety | « Occurrence of adverse events

* Global assessment of tolerability by investigaand patients at the end
of each study phase

» Clinical and clinical-chemical parameters (heat# ralood pressure,
body weight, laboratory parameters of blood ande)ri

Clinical | Not applicable
pharmacology

Subject disposition and baseline

The present multicenter clinical trial was perfodme 9 study centers with 23 active investigators.

In the period from 03-Mar-2009 to 03-May-2011 3%8ignts (260 = 65.3% women and 138 = 34.7%
men) were included in the clinical trial (phasedtute therapy), taking into account the inclusiod
exclusion criteria. The patients reported at least depressive episode in their psychiatric history
(mean 3.9 +/- 5.4 episodes, maximum 62 episoddsheB98 patients, 388 (= 97.5%) entered the
safety group, 375 (= 94.2%) the FAS and 330 (=%82.he VCAS collective. 395 (= 99.2%) of the 398
patients indicated that they were "ethnically" Gasian. 240 Phase 1 responders were accepted énto th
double-blind, randomized, placebo-controlled Pias@l. Of these, 237 (98.8%) were in the safety
group, 234 (97.5%) in the FAS group and 207 (86.2%the VCAS group. All patients in study phase 2
were Caucasian.

Efficacy

Phase 1

On average, the total HAMD-17 score decreased b4#62n the FAS and 65.7% in the VCAS
collective.

While comparing visit 4 with visit 1, 79.9% (298taf 373) of the patients in the FAS collective and
85.4% (281 out of 329) of the patients in the VC#&fective showed a decrease in the HAMD-17 total
score of at least 50% and were therefore by definiesponders.
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At the end of Phase 1, the BDI showed a mean deem@ab5.7% in the FAS collective.

At the end of Phase 1, according to CGI severyl% (243 out of 357) of the patients were diagdose
as "not" or "borderline" diseased (FAS collective).

According to CGI status changes, 89.9% (321 o353%) of patients in the FAS collective did better,
most of them "much better" (58.8%).

According to the CGI Efficacy Index, the therapewificacy was rated "very good" in 59.4% (212 out
of 357) of the patients in the FAS collective; 94.4337 out of 357) of the patients had no therapeut
risks.

Globally, in the FAS collective, the investigatarsd patients, respectively, rated the effect 81ahth
77.0% "very good" or "good" at the end of Phaseedpectively.

Primary variable:
Phase 2:

Relapsrate:
During Phase 2, 66 relapse events occurred inAlsedellective (28.2%, 66 out of 234), of which

27.1% (32 of 118) were in the verum group and 29(3%wof 116) in the placebo group (p = 0.772). Of
the total 60 (29.0%, 60 out of 207) events in tl&AB collective, 29 were in the verum group andrB1 i
the placebo group (p = 1.000).

Noteworthy is the much greater relapse frequeneyamen compared to men (34.4 vs. 15.6%, FAS
collective). On the other hand, an age dependeiacyat seem to exist.

Secondary variables:

Time until the 1st relapse event

In the verum group (STW3-VI), the 1st relapse ooedion average 16.6 days (FAS) or 16.4 days
(VCAS) later than in the placebo group (p = 0.192hie FAS collective, p = 0.239 in the VCAS
collective) and was less severe on the HAMD-17escal

No statistically significant group differences weeeorded in the HAMD-17 and BDI total score as
well as in the CGI at any time of the visit (FASleotive).

Globally, in the FAS collective, the investigatarsd patients, respectively, rated efficacy in taimn
group at 76.5% and 74.8% "very good" or "good'hie placebo group at the end of Phase 2,
respectively to 78.2% and 70.9%, respectively.
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The following table summarizes important Phasefizafy data:
Parameter STW3-VI | Placebo Difference p-value
Relapse-Rate (%): FAS 27,1 29.3 2.2 0.772
Time to 1st Relapse (mean, | 94.6 78.0 16.6 0.192
days): FAS
HAMD-17 at 1st Relapse 16.4 17.6 1.2 0.160

(mean, points): FAS

HAMD-17 min. 20 18.8 38.2 19.4 0.233
points at 1st Relapse: FAS

Patients with discontinued 34.4 67.6 33.2 0.013
therapy after Relapse
(total, %): FAS

Safety

Adver se events (AE)

In total, 304 adverse events were registered ing2t@nts. This included 183 AEs in 139 patients in
Phase 1, including one AE rated severe (acute sudel@ring loss, with no causal relationship with th
study medication). Phase 2 involved 121 adversatsve 80 patients: 66 events in the verum gro@p (4
patients) and 55 events in the placebo group (88mia), including 5 severe AEs (3 on STW3-VI, 2 on
placebo) each without any connection with the iatakthe study medication. There was no statigyical
significant difference between the treatment grangshase 2 for the proportion of patients withAdh

Adverse drug reaction (ADR)

Of the 304 AEs, a total of 95 in 61 patients wezeldred as ADRs by STW3-VI. Of these, in Phase 1
there were 64 ADRs in 48 patients. In total, theeee 12 drop-outs associated with ADRs. Phase 2
included 31 ADRs in 13 patients taking STW3-VI; arep-out was related to a ADR. There were no
serious ADRs. The ADRs are already known predontipas side effects of the skin and
gastrointestinal tract. In the placebo group, ADNRse reported in four patients.

Globally, in the FAS collective, the investigatdzatients rated the tolerability in phase 1 a8%tand
93.6% as "very good" or "good" and in phase 2 enrum group as 97.4%. 94.8% were "very good"
or "good", 99.1% and 96.3% respectively in the @bacgroup.

Safety parameters
» Clinical parameters: body weight, blood pressure, heart rate.
* Clinical-chemical parameters. small blood count, enzymes ALAT, ASAJ-GT, metabolites
bilirubin, creatinine, uric acid and glucose andtem in the urine.
All parameters changed little on average, as veetliaing Phase 1 and Phase 2.

Conclusions from the results of Phase 1 and 2:

Moderately depressed patients benefited from therdék acute STW3-VI treatment, as a mean
reduction of the HAMD-17 score of 62.4% (FAS) anggponse rate of 79.9% (FAS) was achieved.
This basically confirms efficacy data from previaigdies with STW3-VI. However, in contrast to
expectation and planning and due to its inhererthaamlogical difficulty regarding the protocol
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definition of a relapse event, this study showedigaificant reduction in relapse frequency among

STW3-VI versus placebo.

From the secondary outcome criteria, the followtiregnd could be deduced:

* The relapse recorded with therapy with STW3-VI ooed later compared to placebo and was less
severe.

* Furthermore, STW3-VI is also well tolerated in gplcation over 36 weeks.

Reanalyzes of the unexpected result of the study

Reanalyzes of the unexpected result of the studylikaly due to methodological difficulties - The
following methodological aspects were considered:

The primary study endpoint was susceptible to gfenidion of a relapse event. The threshold of 12
points as selected here was too low, and also stghie background definition of the German National
Care Guideline for Unipolar Depression, considethmgmiddle-grade depressive syndrome in a
HAMD 17 range of 17-24 points. It would thus beyslble to speak of a relapse of the disease in
moderately depressed patients, provided the sg\@rihis disease, previously found in the same
episode, was at least approximately reached agedlugion criterion HAMD-17 of 20-24).

However, a clear regulatory definition of the relagvent is missing, and there is also a variety of
information in the scientific literature on howdapture a relapse event. For example, some authors
suggest a combination of HAMD increase and indigldusychiatric assessment of patients.
Exploratory reanalyzes of this study indeed in@idathat a better definition of the relapse criterio
would be able to demonstrate a significant supigyiof STW3-VI over placebo. Even a simple
increase in the HAMD-17 threshold for relapse reglin an increasing numerical superiority of
STW3-VI over placebo. For the present study, ndiooatory results can be derived from this.
However, this reanalysis underlines that patieneistéd with placebo have an increased risk of
developing more severe and therefore clinicallgvaht relapses, see the table below:

Threshold Relapse Verum (V) | Relapse Placebo (P) | Ratio

Number (%) Number (%) P:V
12 32 (27,1%) 34 (29,3%) 1,062
13 29 (23,7%) 33 (28,4%) 1,138
14 27 (22,9%) 31 (26,7%) 1,148
15 24 (20,3%) 31 (26,7%) 1,292
16 21 (17,8%) 28 (24,1%) 1,333
17 19 (16,1%) 26 (19,8%) 1,368
18 12 (10,2%) 23 (19,8%) 1,017
19 11 (9,3%) 17 (14,7%) 1,545
20 8 (6,8%) 16 (13,8%) 2,000
21 4 (3,4%) 10 (8,6%) 2,500
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22 3 (2,5%) 9 (7,8%) 3,000
23 2 (1,7%) 5 (4,3%) 2,500
24 1 (0,8%) 3 (2,6%) 3,000

An exploratory post-hoc relapse definition examiaetbmbination of HAMD-17 increase and medical-
psychiatric assessment as mentioned above.

The patient records of patients with relapses altegrto protocol definition (HAMD criteria) were
examined by a psychiatrist for events that pointeititerference factors due to medical or
environmental influences according to the classifan criteria of the DSM-IV-TR, making a real
relapse of depression unlikely. In this analydisré was a relapse incidence of 26.7% in the ptaceb
group and 14.4% in the STW3-VI group (p = 0.023,fir@l trial report confirmatory). This suggests a
definition of the relapse for follow-up studies, iath provides for a medical assessment of the pabign
the examiner, taking into account the axes andifieation criteria of the DSM, and possibly the
evaluation by an independent end-point committee.
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Overall conclusions

Overall, the study showed a low relapse rate npeeted in the planning in both treatment group#h wi
the very low relapse rate of 29.3% in the placefoag being explained by a high placebo effect. This
low value was well below the 41% in the meta-analpy Geddes et al. 2003, which was used for the
sample size planning. One possible explanatiothisrlarge difference is that this meta-analysis
included studies of very different duration (0.y€e&rs), and the placebo relapse rate increased with
increasing study duration. For example, the twotmexsent studies in this meta-analysis, also with a
placebo-controlled treatment period of about haléar, found a relapse incidence of placebo of only
26.7%, comparable to the relapse frequency instioidy (29.3%) and the same in another Hypericum
study (25.7%).

These data were not taken into account in the mas®#er estimation for the present study or had not
yet been published. In order to demonstrate afgigni superiority of STW3-VI over placebo in the
withdrawal-design of this study, a higher numbepatients or a longer relapse-prevention phase than
24 weeks would have been required.

Publication(s) based on the study

None at the time of this report.
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