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1 SYNOPSIS

STUDY TITLE Double-blind, triple cross-over, placebo-controlled study to assess
the efficacy, mechanisms, and safety of treatment with bilastine 20
mg, 40 mg and 80 mg in cold contact urticaria (CCU).

ACRONYM BUCUM (Bilastine Updosing - Characterization of Underlying
Mechanisms)

OBJECTIVES Primary Objective

To assess the effects of a standard dose (20 mg) and higher than
standard doses of bilastine (40 mg and 80 mg) on symptom
development during the induction of skin lesions in CCU patients
challenged with defined temperatures using TEMPtest 3.0.

Secondary Objectives

To assess the effects of a standard dose (20 mg) and higher than
standard doses of bilastine (80 mg) on mast cell mediator release
during the induction of skin lesions in CCU patients challenged
with defined temperatures using TEMPtest 3.0. Mediator
measurements will include histamine and mast cell-derived
cytokines (e.g. IL-1, IL-6, IL-8, IL-13, TNF).

To assess the safety and tolerability of bilastine.

STUDY DESIGN / PHASE

Proof of concept investigator-initiated trial (IIT), double-blind triple

cross-over, placebo-controlled

STUDY DURATION

] Last
First Last _
subject 08/10 | subject 05/11 | subject 08/11
First visit First visit Last visit

CENTER / COUNTRY
NUMBERS

Allergie-Centrum-Charité, Charité — Universitatsmedizin Berlin

NUMBER OF SUBJECTS

N (total) = 20 patients with CCU

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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INCLUSION CRITERIA

. Informed consent signed and dated

. Reliable method of contraception for both women of
childbearing potential as well as man during the study and 3
months thereafter. A highly effective method of birth control is
defined as those which result in a low failure rate (i.e. less than 1%
per year) when used consistently and correctly such as implants,
injectables, combined oral contraceptives, some IUDs, sexual
abstinence or vasectomised partner

. Outpatients with CCU for more than 6 weeks. Urticaria
symptoms must comprise wheal and itch.

. Age above 18 years.

. No participation in other clinical trials 1 months before and

after participation in this study

CHARITE - UNIVERSITATSMEDIZIN BERLIN

Charitéplatz 1 010117 Berlin 0O Telefon +49 30 450-50 0 www.charite.de
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EXCLUSION CRITERIA

e Subjects who are inmates of psychiatric wards, prisons, or
other state institutions. Existing or planned placement in an
institution after ruling according to § 40 passage 1, number 4 AMG
(Arzneimittelgesetz).

* The presence of permanent severe diseases, especially those
affecting the immune system, except urticaria and cold urticaria

e The presence of permanent gastrointestinal condition which
may influence the oral therapy (chronic diarrhoea diseases,
congenital malformations or surgical mutilations of gastrointestinal
tract)

e History or presence of epilepsy, significant neurological
disorders, cerebrovascular attacks or ischemia

e History or presence of myocardial infarction or cardiac
arrhythmia which requires drug therapy

e ECG alterations of repolarisation (QTc prolongations > 450ms)
e Blood pressure >180/100 mmHg and/or heart rate >100/min.

« Evidence of significant hepatic or renal disease (GOT and/or
GPT 3 times above the upper reference value, serum creatinine
1.5 times above the upper reference value)

e History of adverse reactions to bilastine or known
hypersensitivity to bilastine or its ingredients

« Presence of active cancer which requires chemotherapy or
radiation therapy

« Presence of alcohol abuse or drug addiction

* Intake of oral corticosteroids within 14 days prior to screening
visit

e Use of depot corticosteroids or chronic systemic
corticosteroids within 21 days prior to screening visit

e Use of systemic immunosupressants/immunomodulators like
ciclosporine A, dapsone, methotrexate, mycophenolate,
chloroquine, and comparable drugs within 28 days prior to
screening visit.

* Pregnancy or breast-feeding

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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PROHIBITED CONCOMITANT
MEDICATION

- During the the study

. Topical steroids

. H2 antihistamines

. Leukotriene antagonists

. H1 antihistamine other than study medication or rescue
medication

paraglycoprotein inhibitors such as:

. macrolide antibiotics ( erythromicyn),
. imidazolic antifungics ( ketokonazole),
. diltiazem,

. cyclosporine and

. ritonavir.

- During the past 2 weeks before start of treatment and during
the study

. Ketotifen

. Doxepin and other tricyclic antidepressants with
antihistaminergic properties

- During the past 4 weeks before start of treatment and during
the study

. Systemic corticosteroids
. UV therapy including PUVA
. Systemic immunosuppressives including

corticosteroids, immunomodulators, immunostimulants

STUDY ENDPOINTS

Primary Endpoints:

- Change in critical stimulation time thresholds (CSTT) and
critical temperature thresholds (CTT) after treatment with different
dosages of bilastine (20 mg, 40 mg, 80 mg).

Secondary Endpoints:

- Change in mast cell mediator release, including histamine
and mast cell-derived cytokines (e.g. IL-1, IL-6, IL-8, IL-13, TNF)
after standard dose treatment with bilastine (20 mg) compared to
high dose bilastine (80 mg) and baseline.

- Safety and tolerability: This includes physical examination,
routine safety laboratory assessments, clinical observation, vital
signs and adverse event reporting

Discontinuation criteria

Premature termination of the individual participant:

The treatment of a participant within the study will be discontinued

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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(1) if informed consent is withdrawn

(2) when inclusion or exclusion criteria are no longer fulfilled
(3) if the randomization code is broken

(4) poor compliance with the study treatment or protocol

(5) Loss of contact, relocation,

(6) if severe adverse events (SAES) occur which require

discontinuation of the study drug

Premature termination of the clinical study:

The whole study may be discontinued as decided by the principal

investigator

(1) when adverse events occur, unknown to date in respect of their
nature, severity, duration or frequency in relation to the current
established safety profile, and therefore medical and/or ethical

reasons affect the continued performance of the study

(2) Difficulties in the recruitment of subjects, especially when
recalculation of the necessary sample size exceed the limits of
feasibility

(3) New scientific evidence provided during the study that could

affect the patient safety (benefit risk analysis no longer positive)

STUDY PERIOD

12 weeks per patient (2 weeks baseline/washout, 1 week treatment
1, 2 weeks washout, 1 week treatment 2, 2 weeks washout, 1 week
treatment 3, 2 weeks washout, 1 week treatment 4)

INVESTIGATIONAL DRUG

Verum: Bilastine; and Placebo

STATISTICAL
METHODOLOGY

ANOVA / MANOVA. All analyses will be done with SPSS 12.1 and
SAS 9.1.2.

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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2 LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

ACC Allergie-Centrum-Charité, Department of Dermatology and Allergology,

Charité - Universitatsmedizin Berlin

ADR Adverse drug reactions

AE Adverse event

CCuU Cold contact urticaria

CRF Case Report Form

Ccsu chronic spontaneous urticaria

Ccv Coefficient of variation

CSTT Critical stimulation time threshold

CTT Critical temperature threshold

dBCE Department of Biostatistics and Clinical Epidemiology
GCP Good Clinical Practice

h, hr, hrs Hour(s)

IEC Independent ethics committee

IRB Institutional review board

KKS Koordinierungszentrum fir klinische Studien
min(s) Minute(s)

mg Milligram

QA Quiality assurance

QC Quiality control

s Second(s)

SAE Serious Adverse Event

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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Screening
Standard deviation
Standard Operating Procedure

Urticaria Clinic (Urtikaria-Sprechstunde), ACC, Department of Dermatology

Allergology, Charité — Universitatsmedizin Berlin
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3 ETHICS

3.1 Independent Ethics Committee (IEC) or Instituti  onal Review
Board (IRB)

The study and the amendments were reviewed by the Independent Ethics Committee of the

state of Berlin (Please see also Appendix 13.1.3):
Landesamt fir Gesundheit und Soziales Berlin

Ethik-Kommission des Landes Berlin
Fehrbelliner Platz 1
10707 Berlin

Postanschrift: Postfach 31 09 29, 10639 Berlin

3.2 Ethical Conduct of the Study

The study was conducted in agreement with and according to the following guidelines and

directives:
. Declaration of Helsinki (Edinburgh, Scotland, October 2000), Appendix 1
. International Conference on Harmonisation (ICH) Good Clinical Practice (GCP)

Guidelines: “Good Clinical Practice”: Consolidated Guideline, 17.1.1997
. Applicable national laws and regulations
. Standard Operating Procedures (SOPs) of the Allergie-Centrum-Charité (ACC), the

Monitor, and the Department of Bostatistics and Clinical Epidemiology

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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3.2.1 Patient Information and Consent

The patients were informed about the nature and purpose of the study. They received a
brief description of the foreseeable risks and discomforts and a short description of the
procedures to be followed. The patients were informed that they are free to withdraw from
the study at any time without any disadvantages. Prior to the start of study related
procedures, the patients had to agree to the participation in the study by signing the

informed consent form (please see also Appendix 13.1.3).

The relevant patient information and informed consent form had to be given in both written
and oral form in a language fully comprehensible to the prospective participant. Patients
were given an opportunity to enquire about details of the study. After a sufficient period of
time for the individual’s consideration and decision, comprehension and consent were

documented on the consent form by the dated signature of the patient.

The written patient information and consent form were approved (along with the protocol)
by the Ethics Committee. The written consent document had embodied the elements of
informed consent as described in the Declaration of Helsinki and also complied with local
regulations and the ICH-GCP Guidelines. Each patient’s signed informed consent form was
kept archived by the Investigator for monitoring activities and possible inspection by

regulatory authorities.

INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

The Sponsor of the study was the Allergie-Centrum-Charité, Charité - Universitatsmedizin
Berlin, Charitéplatz 1, D-10117 Berlin

The Principal Investigator (acc. to § 40 Abs. 4 AMG) was Prof. Dr. med. M. Maurer,
Allergie-Centrum-Charité, Charité - Universitdtsmedizin Berlin, Charitéplatz 1, D-10117

Berlin, Germany

Investigators : Dr. med. Karoline Krause, Dr. med. Markus Magerl, Dr. med. Martin Metz,
Dr. med. Karsten Weller, Dr. med. Frank Siebenhaar, Elena Ardelean, Allergie-Centrum-
Charité, Charité - Universitatsmedizin Berlin, Charitéplatz 1, D-10117 Berlin

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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Laboratory: Zentralinstitut fur Laboratoriumsmedizin und Pathobiochemie, Direktor: Prof.
Dr. med. Rudolf Tauber, Charité - Universitatsmedizin Berlin, Campus Charité Mitte,
Charitéplatz 1, D-10117 Berlin

CRO: Koordinierungszentrum fir Klinische Studien — KKS Charité, Campus Virchow-

Klinikum, Augustenburger Platz 1, 13353 Berlin.

Statistician: Prof. Dr. Peter Martus, Institut fir Biometrie und klinische Epidemiologie,

Charité - Universitatsmedizin Berlin, Campus Charité Mitte, Charitéplatz 1, D-10117 Berlin

4 INTRODUCTION

4.1 Cold Contact Urticaria

Urticaria is a very frequent skin condition characterised by transient wheal and flare type
skin reactions associated with severe pruritus. In Europe alone, more than 5 million patients
are thought to suffer from persisting urticaria symptoms, which either occur spontaneously,
I.e. in chronic spontaneous urticaria (CSU), or as a result of environmental physical stimuli
such as pressure, UV irradiation or cold (physical urticaria). Cold contact urticaria (CCU) is
a frequent form of physical urticaria that is characterized by the development of wheal and
flare type skin reactions due to the release of histamine and other proinflammatory mast
cell mediators following exposure of the skin to cold. Because CCU is relatively frequent
and easy to induce, it is a suitable model condition to assess triggers, mechanisms and
causes of physical urticaria. Typically, symptoms occur within minutes after cold contact,
including exposure to cold air, liquids or objects and are limited to cold exposed skin areas.
However, extensive cold contact (e.g. swimming in cold water) may lead to systemic
reactions such as generalized urticaria, headache, dyspnea, hypotension and loss of
consciousness (1). Several deaths in CCU have been reported due to anaphylaxis while
swimming in cold water (2). The percentage of CCU patients who experience at least one
systemic reaction after extensive cold contact lies between 35-72% (1-4). Apart from
aquatic activities patients should abstain from consuming ice-cold food and beverages in
order to prevent oropharyngeal edema. CCU may occur at any age but shows a peak in
young adults and a weak predominance of women (1, 3, 5). The mean duration of

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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symptoms ranges between 4.8 and 7.9 years (1, 3, 5). Among all physical urticaria
subtypes the frequency of CCU varies between 5.7% and 33.8% in different studies (4, 6,
7). Physical urticarias including CCU are known to severely impair the quality of life of

affected patients.

In all patients with a history of wheals and/or angioedema following cold exposure a cold
stimulation test (CST) should be performed. The simplest method is to place a melting ice
cube in a thin plastic bag (to avoid cold damage of the skin) on the volar forearm for 5
minutes (8). The test response is assessed 10 minutes after removing the ice cube and is
considered positive, if the test site shows a palpable and clearly visible wheal-and-flare type
skin reaction. Whealing is usually associated with a pruritic or burning sensation. A positive
ice cube CST confirms the diagnosis of CCU. The use of cool packs and cold water baths
requires caution and is not recommended for first-line screening tests, because these
methods may induce systemic reactions. Patients with a positive test reaction to the ice
cube CST should be evaluated for individual temperature and/or stimulation time
thresholds. For this purpose a Peltier element-based electronic provocation device
(TempTest®, emo systems GmbH, Berlin, Germany) has been developed that allows for
reproducible and standardized CSTs of 12 different temperatures from 4.0 to 42.0C
simultaneously (9). Threshold testing to determine the highest temperature and/or the
shortest stimulation time that induce a wheal-and-flare reaction may help patients to avoid
dangerous situations, and it enables physicians to assess disease severity and treatment

response more precisely (9, 10).

The treatment of choice in CCU, as well as in other inducible forms and spontaneous
urticaria, are non-sedating H1 antihistamines (11-13). Recent data have shown that
updosing of H1 blockers is significantly more effective in reducing symptoms in cold
urticaria than standard-dose treatment (12). Thus, patients who cannot be sufficiently
controlled with standard-dose antihistamines should receive high-dose H1 blockers up to 4
times the standard dose as recommended by the new international guidelines for the

management of urticaria (12).

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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4.1.1 Microdialysis

Microdialysis is a well-established technique for the continuous sampling of small, water-
soluble molecules within the extracellular fluid space in vivo. It is based on the passive
diffusion of substances across a semi-permeable hollow-fiber dialysis membrane driven by
a concentration gradient. The molecular weight cut-off of the microdialysis membranes
made from different polymeric materials typically range between 5 and 5000kDa. Analytes
smaller than the membrane pores can diffuse into the inner fiber lumen and be carried to
the outlet by the continuously flowing perfusion fluid. Larger analytes will either be
completely rejected by the membrane pores or diffuse so slowly through these pores
causing their recovery to be negligible. The dialysate samples can then be analyzed by a
variety of different analysis methods, such as enzyme linked immunosorbent assays
(ELISAS). Microdialysis sampling has been extensively used to continuously collect low
molecular weight hydrophilic analytes in drug metabolism, neuroscience and
pharmaceutics. Since its initial use in the brain of experimental animals for the recovery of
neurotransmitters, microdialysis has been adapted for use in many other tissues including
skin. It has the advantage over other sampling techniques in that it can be used in intact
tissues to follow temporal variations in the generation and the release of substances at
discrete locations within the tissue space. An allergen-induced wheal-and-flare response
model confirmed the suitability of microdialysis to assess the time course of cytokine

generation from discrete sites within the skin following intradermal injection of allergen (14).

The method of microdialysis is a well-established technique at the Department of
Dermatology and Allergy, Allergie-Centrum-Charité, and has been used successfully in

former patient populations with physical urticarias, including CCU.

4.2 Study drug

Bilastine  encoded  F-96221-BM1, 2-[4-(2-(4-(1-(2-ethoxyethyl)-1H-benzimidazol-2-
yhpiperidin-1-yl)ethyl)phenyl]-2-methylpropionic acid, is a novel drug substance which has
been developed by FAES FARMA for the treatment of the symptoms of allergic
rhinoconjunctivitis and urticaria. It is a new H1 antagonist with no sedative side effects and

no cardiotoxic effects. The target dose of bilastine is a tablet of 20 mg once daily.
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In a randomized double-blind placebo-controlled study with 525 patients it has been shown
that bilastine 20 mg is effective and safe in reducing clinical symptoms in chronic

spontaneous urticaria (12).

4.3. Study rationale

Symptoms associated with CCU usually persist over many years and may be associated
with severe systemic reactions due to cold exposure and impaired quality of life. The
treatment of CCU with antihistamines is the most common and as of yet the most effective
therapeutic option to reduce patients’ wheal and flare type skin reactions and pruritus after
cold exposure. However, sufficient reduction of urticarial symptoms in many CCU patients
requires high dosing of antihistamines, e.g. up to four times the daily antihistaminic dose
needed to treat patients with allergic rhinitis. The current EAACI/GA2LEN/EDF guidelines
recommend an increased dosing of non-sedating antihistamines up to four times of the
daily standard dose in chronic spontaneous and physical urticaria patients who do not
respond satisfactorily to the standard dose (15). Recently, it has been demonstrated that
high dose antihistamines (desloratadine 20mg) are much more effective than standard
doses (desloratadine 5mgq) in reducing temperature thresholds in CCU (16). Nevertheless,
there is still a need for identifying the effects of high dose antihistamines compared to
standard doses on mast cell mediator release, such as histamine and cytokines, in CCU
patients. The novel antihistamine bilastine has been shown to be highly effective in
reducing symptoms in chronic idiopathic urticaria (17). Until now bilastine has been tested
in doses up to 30mg in chronic idiopathic urticaria. Dosages ranging from 10mg to 30mg
were all statistically significant compared to placebo in reducing urticarial symptoms.
However, the effects of bilastine in higher dosages on urticarial symptoms are unknown so
far. Given the favourable side effect profile of bilastine and considering the known effects
of high dose desloratadine in reducing temperature thresholds in CCU, (12) bilastine seems
to be an ideal candidate for studying dose-dependent antihistaminic effects on symptom

development (e.g. temperature thresholds) and mast cell mediator release in CCU.

The suitability of microdialysis to assess the time course of cytokine generation was proven
by an intradermal allergen challenge model which demonstrated an allergen-induced

increase of cytokines in real time (14). Therefore, it seems reasonable to study the effects
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of different doses of bilastine on the time course of mast cell mediator release following

cold provocation in CCU with the help of skin microdialysis.

S5 STUDY OBJECTIVES

5.1 Primary objective:

- To assess the effects of a standard dose (20 mg), higher than standard doses of bilastine
(40 mg and 80 mg) and placebo on symptom development during the induction of skin

lesions in CCU patients challenged with defined temperatures using TEMPtest 3.0.

5.2 Secondary objectives:

- To assess the effects of a standard dose (20 mg), higher than standard doses of bilastine
(80 mg) and placebo on mast cell mediator release during the induction of skin lesions in
CCU patients challenged with defined temperatures using TEMPtest 3.0. Mediator
measurements will include histamine and mast cell-derived cytokines (e.g. 1l-1, IL-6, IL-8,
IL-13, TNF).

- To assess the safety and tolerability of bilastine.

6 INVESTIGATIONAL PLAN

6.1 Overall Study Design and Plan-Description

This is a single-center, triple crossover placebo-controlled study. A total of up to 20 patients
with CCU will be included by the urticaria specialty clinics of the study site. All patients
included in this study will be subjected at the screening visit (V1) to a physical examination
(including cardiovascular and respiratory system, skin, head with eyes, ears, nose, throat,
abdomen, neurological system) , ECG and a safety profile (sodium, potassium, chloride,

GOT, GPT, GGT, creatinine, urea, haemoglobin, erythrocytes, leukocytes, thrombocytes)
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will be performed. If the diagnosis of CCU has not been confirmed in the past, an additional
cold provocation test with 4C will be performed us ing Temptest 3.0. Within the subsequent
baseline phase (14 to a maximum of 28 days) the patient is advised to keep a diary to
document concomitant medication, physical complaints, and wellbeing. At V2, patients will
be tested for CCU symptom development (critical stimulation time thresholds [CSTT] and
critical temperature thresholds [CTT], using TEMPtest 3.0). Patients without a positive
reaction will discontinue their participation, these subjects will be replaced, as well as the
patients who do not manage to stay free of antihistamines for 14 consecutive days. Levels
of mast cell derived mediators will be assessed by ELISA in all eligible patients before,
during and after the induction of skin lesions by Temptest 3.0. The dialysate will be
obtained with the method of skin microdialysis. All eligible patients will then be randomised
to one of two groups: 1) bilastine 20 mg daily or 2) bilastine 80 mg daily for 7 days. The
randomization also includes distribution to different treatment groups at the following visits
V3-V5. At the end of the 7-day treatment phase patients will return for V3 and again be
tested for CCU symptom development. Levels of mast cell derived mediators will be
assessed by ELISA in all patients before, during and after the induction of skin lesions by
Temptest 3.0. The dialysate will be obtained with the method of skin microdialysis. Patients
will then be given 1) bilastine 40 mg daily or 2) placebo for 7 days according to the
randomisation at V2. All patients will be told to start with the medication 1) or 2) after
completion of a two-week washout-period. At the end of the 7-day treatment phase patients
will return for V4 and again be tested for CCU symptom development. After another two-
week washout-period patients will receive either 1) bilastine 40 mg daily or 2) placebo for 7
days (according to the randomization at V2). At the end of the 7-day treatment phase
patients will return for V5 and again be tested for CCU symptom development. After yet
another two-week washout-period patients will receive either 1) bilastine 80 mg daily or 2)
bilastine 20 mg for 7 days (according to the randomization at V2). At the end of the 7-day
treatment phase patients will return for V6 and again be tested for CCU symptom
development. Levels of mast cell derived mediators will be assessed by ELISA in all
patients before, during and after the induction of skin lesions by Temptest 3.0. The
dialysate will be obtained with the method of skin microdialysis. Also, a physical

examination, ECG and safety profile will be performed.
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Adverse events (AESs) reported during the study will be collected and analysed. All patients

will be offered a follow up visit at the out-patients clinic of the corresponding study place to

receive best medical care after having participated in the study.

6.1.1 Study diagram

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6

Screening CTT CTT CTT CTT CTT
CSTT CSTT CSTT CSTT CSTT
Dialysis Dialysis Dialysis

l ‘l’ l A 4 v v

TSR I — -

13 -28 A 7 days 14 days 7 days 14 days 7 days 14 days 7 days
ays

Randomisation
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6.2 Discussion of Study Design, including the Choic e of Control

Groups

The design of the study is an incomplete cross over design with 4 treatment periods
(including Placebo). The four treatments are Placebo (4 tablets placebo), 20mg Verum (3
tablets placebo + 1 tablet Bilastine 20mg), 40 mg Verum (2 tablets placebo + 2 tablets
Bilastine 20mg), and 80 mg Verum (4 tablets Bilastine 20mg). To keep applications feasible
and enable an interim analysis after 10 patients only two of the sixteen possible sequences

of doses will be used (see also section 10.1):

Sequence A: 20 mg 40 mg Placebo 80 mg
Sequence B: 80 mg Placebo 40 mg 20 mg
This design allows to disentangle the dose effect from linear time effects.

The sample size of 20 patients is not based on any statistical methodology but is
considered sufficient to adequately investigate the objectives of this exploratory study. This
assumption is based on the investigator's experience with minor pilot studies about the
treatment of urticaria. Formally, with 20 subjects in a within subject repeated measurement
analysis with between level correlation p = 0.5 an effect size of 0.12 (Variance of Means
devided by variance within groups times 1-p) can be shown with power of 80% using a level
of significance of 0.1. For paired comparisons effect sizes of 0.58 (mean difference divided
by intraindividual standard deviation) can be shown with power of 80% using a level of
significance of 0.05 (two-sided). Adjusting for multiplicity (Bonferroni correction for six
comparisons) the detectable effect size is 0.79 (nquery release 7). An interim statistical
analysis of mast cell mediators assessed by the method of microdialysis will be performed
after 10 subjects have completed the study. If the sample size of 10 subjects is shown to be
sufficient to adequately investigate the effect of bilastine on mast cell mediator release, the
assessment of mediator release by microdialysis will no longer be performed in the
following 10 subjects undergoing the study. Note that this is not an interim analysis which
possibly modifies the conduct of the study concerning the primary outcome and thus has

not to be taken into account for sample size or confirmatory analyses.
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6.3 Selection of Study Population

A total of 20 patients (male and female) with CCU were included in this study.

6.4 Inclusion criteria

The subjects had to fulfill the following criteria:

. Informed consent signed and dated

. Reliable method of contraception for both women of childbearing potential as well as
man during the study and 3 months thereafter. A highly effective method of birth control is
defined as those which result in a low failure rate (i.e. less than 1% per year) when used
consistently and correctly such as implants, injectables, combined oral contraceptives,

some IUDs, sexual abstinence or vasectomised partner

. Outpatients with CCU for more than 6 weeks. Urticaria symptoms must comprise

wheal and itch.

. Age above 18 years.

6.4.1 Exclusion criteria
Any of the following excluded the subject from the study:

. Subjects who are inmates of psychiatric wards, prisons, or other state institutions.
Existing or planned placement in an institution after ruling according to 8§ 40 passage 1,

number 4 AMG (Arzneimittelgesetz).

. The presence of permanent severe diseases, especially those affecting the immune

system, except urticaria and cold urticaria

. The presence of permanent gastrointestinal condition which may influence the oral
therapy (chronic diarrhoea diseases, congenital malformations or surgical mutilations of

gastrointestinal tract)
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. History or presence of epilepsy, significant neurological disorders, cerebrovascular

attacks or ischemia

. History or presence of myocardial infarction or cardiac arrhythmia which requires

drug therapy

. ECG alterations of repolarization( QTc prolongations > 450ms)
. Blood pressure >180/100 mmHg and/or heart rate >100/min.
. Evidence of significant hepatic or renal disease (GOT and/or GPT 3 times above the

upper reference value, serum creatinine 1.5 times above the upper reference value)

. History of adverse reactions to bilastine or known hypersensitivity to bilastine or its
ingredients
. Presence of active cancer which requires chemotherapy or radiation therapy

Presence of alcohol abuse or drug addiction

Intake of oral corticosteroids within 14 days prior to screening visit

. Use of depot corticosteroids or chronic systemic corticosteroids within 21 days prior

to screening visit

. Use of systemic immunosupressants/immunomodulators like ciclosporine A,
dapsone, methotrexate, mycophenolate, chloroquine, and comparable drugs within 28 days

prior to screening visit.

. Pregnancy or breast-feeding

6.4.2 Removal of patients from therapy or assessmen t
The treatment of a participant within the study will be discontinued
(1) if informed consent is withdrawn
(2) when inclusion or exclusion criteria are no longer fulfilled
(3) if the randomization code is broken

(4) poor compliance with the study treatment or protocol
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(5) Loss of contact, relocation,

(6) if severe adverse events (SAEs) occur which require discontinuation of the study drug

6.5 Treatments

6.5.1 Treatments administered

During the treatment phase all patients were administered four tablets in the morning.
Depending on the randomisation patients received either four tablets of bilastine in the
morning (V2 or V5), two tablets of bilastine and two tablets of the placebo in the morning
(V3 or V4), one tablet of bilastine and 3 tablets of placebo in the morning (V2 or V5) or four
tablets of placebo in the morning (V3 or V4). Patients were told to start with the medication

in the morning of the day after V2 and on day 15 after V3, V4 and V5 respectively.

6.5.2 Identity of investigational product(s)

Please see “ Arzneimittelinformationen” below.

Praparat:

Bitosen 20mg Tabletten
Darreichungsform:

Tabletten

Abgabeform:

verschreibungspflichtig
Zuzahlungsbefreite Packungsgrofien:

keine
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Aktive Wirkstoffe:

Bilastin
Hilfsstoffe:

Carboxymethylstarke, Na-Salz
Cellulose, mikrokristalline
Magnesiumstearat

Siliciumdioxid, hochdisperses

Informationen zu Nebenwirkungen, Dosierung und Risi ken

Die folgenden Informationen beziehen sich auf den/die arzneilich wirksamen Inhaltsstoff(e). Bitte
beachten Sie, dass diese Informationen zu den Wirkstoffen von den Angaben in der
Packungsbeilage abweichen kénnen. So werden von den pharmazeutischen Herstellern teilweise

unterschiedliche Anwendungsgebiete deklariert.
1 Was ist "Bitosen 20mg Tabletten" und wofur wird es angewendet?
1.1 Welche Eigenschaften hat das Arzneimittel?

"Bitosen 20mg Tabletten" enthalt den Wirkstoff Bilastin, ein Arzneimittel aus der Gruppe der

sogenannten Antihistaminika zur systemischen Anwendung.

Bilastin ist ein nicht sedierendes, langwirksames Antihistaminikum.

Bilastin kann Symptome einer allergischen Rhinokonjunktivitis wie Niesen, Nasensekretfluss, Jucken

der Nase, Verstopfung der Nase, Jucken der Augen, trdnende Augen und Augenrétung wirksam

lindern. Bilastin kontrolliert die Symptome fir 24 Stunden.

Bilastin kann bei juckenden Hautausschlagen die Intensitat des Juckreizes und auch die Anzahl und

GroélRe von Quaddeln sowie die damit verbundene Beschwerdesituation der Patienten lindern.
Bilastin ist verschreibungspflichtig und darf nur auf arztliche Anweisung eingenommen werden.
1.2 Welche Wirkstarken und Darreichungsformen gib  tes?

Bilastin gibt es in der folgenden Wirkstarke und Darreichungsform:

CHARITE - UNIVERSITATSMEDIZIN BERLIN

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de



- Seite 28 zum Schreiben vom-

- Tabletten enthaltend 20 mg Bilastin.
Ihr Arzt legt fest, ob diese Wirkstarke und Darreichungsform fiir Thre Behandlung geeignet sind.
1.3 Bilastin wird angewendet zur

- Symptomatischen Behandlung der allergischen Rhinokonjunktivitis (Nasenschleimhaut- und
Bindehautentziindung, saisonal und perennial) und Urtikaria (juckende Hautausschlage,

Nesselsucht).

2 Was mussen Sie vor der Einnahme von "Bitosen 20 mg Tabletten" beachten?

2.1 "Bitosen 20mg Tabletten" darf nicht eingenomm  en werden,

bei Uberempfindlichkeit gegen den Wirkstoff Bilastin oder einen der sonstigen Bestandteile.
2.2 Besondere Vorsicht bei der Einnahme von "Bito  sen 20mg Tabletten" ist erforderlich
Die Wirksamkeit und Sicherheit von Bilastin bei Kindern unter 12 Jahren sind nicht gesichert.

Bei Patienten mit einer mittelschweren oder schweren Nierenfunktionsstérung kann die gleichzeitige
Gabe von Bilastin und P-Glykoprotein-Inhibitoren wie z.B. Ketoconazol, Erythromycin, Ciclosporin,
Ritonavir oder Diltiazem die Plasma-Konzentrationen von Bilastin erhéhen und daher das Risiko von
Nebenwirkungen durch Bilastin erhdhen. Daher sollte die gleichzeitige Gabe von Bilastin und P-

Glykoprotein- Inhibitoren vermieden werden.

2.2.a Kinder

Die Anwendung von "Bitosen 20mg Tabletten" wird bei Kindern unter 12 Jahren nicht empfohlen.
2.2.b Altere Patienten

Fur Patienten ab 65 Jahren liegen nur begrenzte Erfahrungen vor.

2.2.c Schwangerschaft

Fragen Sie vor der Einnahme von allen Arzneimitteln Ihren Arzt oder Apotheker.

Bisher liegen keine oder nur sehr begrenzte Erfahrungen mit der Anwendung von Bilastin bei
Schwangeren vor. Aus Vorsichtsgriinden soll eine Anwendung von "Bitosen 20mg Tabletten"

wahrend der Schwangerschaft vermieden werden.
2.2.d Stillzeit
Fragen Sie vor der Einnahme von allen Arzneimitteln Ihren Arzt oder Apotheker.

Es ist nicht bekannt, ob Bilastin in die menschliche Muttermilch tbergeht. Eine Entscheidung,
daruiber, ob das Stillen fortgesetzt oder beendet wird, oder ob die Therapie mit Bilastin fortgesetzt
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oder beendet wird, sollte sowohl die Vorteile des Stillens fiir das Kind, als auch die Vorteile der

Therapie mit Bilastin fiir die Mutter berticksichtigen.
2.2.e Verkehrstlichtigkeit und das Bedienen von Ma  schinen

Eine Studie, die zur Untersuchung des Einflusses von Bilastin auf die Verkehrstuchtigkeit
durchgefuhrt wurde, zeigte, dass eine Behandlung mit 20 mg keinen Einfluss auf die Fahrtiichtigkeit
hatte. Patienten kdnnen jedoch in sehr seltenen Fallen von Schlafrigkeit betroffen sein, die ihre

Verkehrstlchtigkeit bzw. ihre Fahigkeit zum Bedienen von Maschinen beeintrachtigen kénnte.
2.3 Welche Wechselwirkungen mit anderen Arzneimit  teln sind zu beachten?

Bitte informieren Sie Ihren Arzt oder Apotheker, wenn Sie andere Arzneimittel einnehmen/anwenden
bzw. vor Kurzem eingenommen/angewendet haben, auch wenn es sich um nicht

verschreibungspflichtige Arzneimittel handelt.

Bitte informieren Sie Ihren Arzt oder Apotheker insbesondere bei Einnahme von:

- Ketoconazol (ein Arzneimittel zur Behandlung von Pilzerkrankungen),

- Erythromycin (ein Antibiotikum),

- Ciclosporin (ein Arzneimittel zur Verringerung der Aktivitat lhres Immunsystems),
- Ritonavir (ein Arzneimittel zur Behandlung von AIDS),

- Diltiazem (ein Arzneimittel zur Behandlung von Angina Pectoris),

- Rifampicin (ein Antibiotikum).

2.4 Woran ist bei Einnahme von "Bitosen 20mg Tabl  etten" zusammen mit Nahrungs- und

Genussmitteln und Getréanken zu denken?
Nahrungsmittel reduzieren signifikant die orale Bioverfiigbarkeit von Bilastin um 30 %.

Die gleichzeitige Einnahme von 20 mg Bilastin und Grapefruit-Saft reduziert die Bioverfiigbarkeit von
Bilastin um 30 %. Dieser Effekt konnte auch fiir andere Fruchtséfte zutreffen. Das Ausmalf der

Herabsetzung der Bioverfuigbarkeit kann sich je nach Herstellern und Friichten unterscheiden.

Daher sollte "Bitosen 20mg Tabletten" entweder eine Stunde vor oder zwei Stunden nach der

Aufnahme von Nahrung oder Fruchtsaft eingenommen werden.
3 Wie ist "Bitosen 20mg Tabletten" einzunehmen?
Nehmen Sie "Bitosen 20mg Tabletten" immer genau nach der Anweisung des Arztes ein. Bitte

fragen Sie bei lhrem Arzt oder Apotheker nach, wenn Sie sich nicht ganz sicher sind.
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3.1 Artund Dauer der Anwendung

Die Tablette muss auf niichternen Magen, d.h eine Stunde vor oder zwei Stunden nach der
Aufnahme von Nahrung oder Fruchtsaft eingenommen werden. Schlucken Sie die Tablette mit

einem Glas Wasser herunter.
Es wird empfohlen, die gesamte tagliche Dosis auf einmal einzunehmen.

Die Behandlung einer allergischen Rhinitis sollte auf die Dauer der Exposition gegeniiber Allergenen

beschrankt werden.

Die Behandlung einer saisonalen allergischen Rhinitis (Heuschnupfen) kann nach Verschwinden der

Symptome ausgesetzt und bei deren Wiederauftreten neu begonnen werden.

Bei der perennialen (das Jahr hindurch auftretenden) allergischen Rhinitis kann den Patienten eine

Dauerbehandlung fur den Zeitraum der Allergenexposition vorgeschlagen werden.

Die Behandlungsdauer bei Urtikaria wird durch die Art, Dauer und den Verlauf der Beschwerden

bestimmt.
3.2 Falls vom Arzt nicht anders verordnet, ist di e Ubliche Dosis
3.2.a Erwachsene und Jugendliche (12 Jahre und &l ter)

1 Tablette enthaltend 20 mg Bilastin einmal taglich zur Linderung der Symptome der allergischen

Rhinokonjunktivitis (saisonal und perennial) und einer Urtikaria.

Nehmen Sie nicht mehr als die empfohlene Dosis ein. Wenn die Beschwerden andauern, gehen Sie

bitte zu lhrem Arzt.

3.2.b Altere Patienten

Dosisanpassungen bei dlteren Patienten sind nicht erforderlich.
Fur Patienten ab 65 Jahren liegen nur begrenzte Erfahrungen vor.
3.2.c Kinder unter 12 Jahren

Die Sicherheit und Wirksamkeit von Bilastin wurde fiir die Anwendung bei Kindern unter 12 Jahren
bislang nicht untersucht. Die Anwendung von Bilastin wird daher bei Kindern unter 12 Jahren nicht

empfohlen.

3.2.d Nierenfunktionsstdrungen

Eine Dosisanpassung bei Patienten mit Nierenfunktionsstdrung ist nicht erforderlich.
3.2.e Leberfunktionsstérungen
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Es gibt keine klinischen Erfahrungen bei Patienten mit einer Leberfunktionsstérung. Da Bilastin nicht
metabolisiert wird, und die Ausscheidung Uber die Niere der Haupteliminationsweg ist, ist nicht zu
erwarten, dass eine Leberfunktionsstérung die systemische Exposition so weit erhoht, dass
Sicherheitsgrenzwerte Uberschritten wiirden. Daher ist eine Dosisanpassung bei Patienten mit einer

Leberfunktionsstorung nicht erforderlich.

3.3 Wenn Sie eine gréRere Menge "Bitosen 20mg Tab letten" eingenommen haben, als Sie

sollten,
kontaktieren Sie bitte sofort lhren Arzt oder Apotheker.
3.4 Wenn Sie die Einnahme von "Bitosen 20mg Table tten" vergessen haben,

nehmen Sie Ihre Dosis so bald wie méglich ein und kehren Sie dann zu Ihrem {blichen Zeitplan
zurlick. Keinesfalls dirfen Sie eine vergessene Dosis durch die Einnahme einer doppelten Dosis

ausgleichen.
3.5 Auswirkungen, wenn die Behandlung mit "Bitose n 20mg Tabletten" abgebrochen wird
Sollten Sie die Behandlung abbrechen wollen, so besprechen Sie dieses bitte vorher mit Ihrem Arzt.

Beenden Sie nicht eigenmachtig die medikamenttse Behandlung, weil der Erfolg der Therapie

dadurch gefahrdet werden kdnnte.

4 Welche Nebenwirkungen sind moglich?

Wie alle Arzneimittel kann "Bitosen 20mg Tabletten" Nebenwirkungen haben.
Bei der Bewertung von Nebenwirkungen werden folgende Haufigkeitsangaben zugrunde gelegt:
- sehr haufig: mehr als 1 von 10 Behandelten

- haufig: weniger als 1 von 10, aber mehr als 1 von 100 Behandelten

- gelegentlich: weniger als 1 von 100, aber mehr als 1 von 1 000 Behandelten
- selten: weniger als 1 von 1 000, aber mehr als 1 von 10 000 Behandelten

- sehr selten: weniger als 1 von 10 000 Behandelten, einschlie3lich Einzelfélle
4.1 Welche Nebenwirkungen kdnnen im Einzelnen auf  treten?

- Haufig

Kopfschmerz, Schlafrigkeit.

- Gelegentlich
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Abweichungen der Leberfunktionswerte, anormale EKG-Veranderungen, unregelmaRiger
Herzschlag, Schwindel, Tinnitus, vertigo, Dyspnoe, trockene oder sich unangenehm anfiihlende
Nase, Magenschmerzen, Uberkeit, Diarrh, trockener Mund, Verdauungsstérungen, Gastritis,
Juckreiz, gesteigerter Appetit, Fieberblaschen, Mudigkeit, Durst, Fieber, Schwachegefihl, Angst,

Schlafprobleme.
4.2 Welche GegenmalRnahmen sind beim Auftreten von Nebenwirkungen zu ergreifen?

Teilen Sie Ihrem Arzt mit, wenn Sie unter Nebenwirkungen leiden. Er wird Gber eventuelle
MaRnahmen entscheiden.

Wenn bei lhnen eine Nebenwirkung plétzlich auftritt oder sich stark entwickelt, informieren Sie
umgehend einen Arzt, da bestimmte Arzneimittelnebenwirkungen (z.B. ibermaRiger Blutdruckabfall,
Uberempfindlichkeitsreaktionen) unter Umstanden ernsthafte Folgen haben kénnen. Nehmen Sie in

solchen Féllen das Arzneimittel nicht ohne &rztliche Anweisung weiter.

Informieren Sie Ihren Arzt oder Apotheker, wenn Sie Nebenwirkungen bemerken, die weder hier

noch in der Packungsbeilage aufgefuhrt sind.
5 Wie ist "Bitosen 20mg Tabletten" aufzubewahren?

Lagern Sie "Bitosen 20mg Tabletten" bei normaler Raumtemperatur, und bewahren Sie das

Arzneimittel in der Originalverpackung vor Licht und Feuchtigkeit geschiitzt auf.
Arzneimittel sollten generell fiir Kinder unzugénglich aufbewahrt werden.

Sie durfen das Arzneimittel nach dem auf der Packung angegebenen Verfallsdatum nicht mehr

verwenden.

Das Arzneimittel darf nicht im Abwasser oder Haushaltsabfall entsorgt werden. Fragen Sie lhren
Apotheker, wie das Arzneimittel zu entsorgen ist, wenn Sie es nicht mehr benétigen. Diese

Mafnahme hilft, die Umwelt zu schutzen.
Quelle und Bearbeitungsstand

Information der SCHOLZ Datenbank® auf Basis der vom Bundesamt fir Arzneimittel und

Medizinprodukte zugelassenen Daten.
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6.5.3 Method of assigning patients to treatment gro  ups
Randomisation was carried out by FAES FARMA. All eligible patients were randomized to
one of two treatment groups, each containing the sequences placebo, bilastine 20 mg, 40

mg and 80 mg.

6.5.4 Selection of doses in the study

The doses used in this study were a standard dose of 20 mg and up-dosing to 40 mg and
80 mg of bilastine. 20mg bilastine is equvalent to doses used in a randomized double-blind
placebo-controlled study with 525 patients. It has been shown that bilastine 20 mg is
effective and safe in reducing clinical symptoms in chronic spontaneous urticaria. In the first
human studies, single doses up to 220 mg, multiple daily doses up to 200 mg for seven
days, and multiple daily doses up to 100 mg for 14 days, were administered and well

tolerated, with headache as the most frequently reported adverse event.

The favourable effect and the safety of updosing to a maximum of 4-times the standard
dose has been shown in several studies before and is consistent with the international

guidelines on the treatment of urticaria.

6.5.5 Selection and timing of dose for each patient

Depending on the randomisation patients received either 80 mg bilastine in the morning (V2
or V5), 40 mg in the morning (V3 or V4), 20 mg in the morning (V2 or V5) or placebo in the
morning (V3 or V4). Patients were told to start with the medication in the morning of the day
after V2 and on day 15 after V3, V4 and V5 respectively. Please also see study diagram on
p. 22.

6.5.6 Blinding
Tablets with bilastine and placebo were practically identical in aspect and the primary

packaging was identical, thus, the type of drug could only be identified by means of the
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randomisation list and the emergency envelopes. FAES FARMA did hold the master
randomisation

schedule and did supply the randomisation code for each patient in sealed envelopes. The
code was kept in a secure place at the study site. The code was never broken during the
study but there was the possibility to break the code for an individual patient only in the
case of a serious or unexpected adverse event that requires knowledge of the treatment
allocation. FAES FARMA did only break the randomisation code when all data had been
quality controlled and accepted for final analysis, i.e. after databanks was closed for
analysis. Labelling was performed according to annex 13 of GMP guidelines, ICH GCP
guidelines and local drug law (AMG). The labelling was in German.

The following information was included on the label:

« 'Clinical trial sample’

* name and address of the Sponsor

« study code

« expiry date or date of production

« formulation and quantity of dosage units

* batch number

« directions for use

« storage instructions

* ‘To be used in clinical trials only’ and ‘Keep out of the reach of children’.

* randomisation number

Urtikaria-Sprechstunde, Allergie, Charité, 10117 Berlin

Tel.: 030-450618296 EudraCt-Nr. XXXXXXXXXXXXX
Priufplan Ch.-B.: XXXXXXXXXXXXXXXXXX
Random-Nr.: Besuch-Nr.: XXXXXXXXXXXXXX

Enthalt Alustreifen mit jeweils 4 Tabletten
mit jeweils 20 Milligramm Bilastin oder Placebo.
Dosierungsanleitung: siehe Begleitschreiben

AusschlieRlich zur Klinischen Priifung bestimmt!

Bei Raumtemperatur unter +25C und fiir Unbefugte und Kinder
unzugénglich aufbewahren.

Nicht eingenommene Prifmedikation ist dem Prifarzt auszuhandigen.
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Leiter der Klinischen Prifung: Prof. Dr. Marcus Maurer

Verwendbar bis: TT.MM.JJJJ

Any concomitant medication and treatment received was documented in the CRF with
indication, daily dose, and dates of administration. The patients should only take
concomitant medication after approval by the Investigator. The investigator had to be
informed as soon as possible about any medication taken from the time of screening until

the end of visit 6 and these were fully documented in the CRF. In particular, the following

6.5.7 Prior and concomitant therapy

concomitant medication was prohibited:

During the study

Topical steroids

H2 antihistamines

Leukotriene antagonists

H1 antihistamine other than study medication or rescue medication

paraglycoprotein inhibitors such as:
macrolide antibiotics ( erythromicyn),
imidazolic antifungics ( ketokonazole),
diltiazem,

cyclosporine and

ritonavir.

During the past 2 weeks before start of treatment and during the study
Ketotifen
Doxepin and other tricyclic antidepressants with antihistaminergic properties

During the past 4 weeks before start of treatment and during the study
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6.5.8 Treatment compliance

The compliance was tested by questioning at each visit for medication intake, return of

used study drug blisters and drug accountability log.

6.6 Efficacy and Safety Variables

6.6.1 Efficacy and safety measurements assessed and flow chart

Efficacy:
Primary efficacy parameters:

- Changes in critical stimulation time thresholds (CSTT) and change in critical
temperature thresholds (CTT) after treatment with different dosages of bilastine (20 mg, 40

mg and 80 mg)

Secondary efficacy parameters:
Change in mast cell mediator release, including histamine and mast cell-derived cytokines
(e.g. IL-6, IL-8, TNF) after standard dose treatment with bilastine (20 mg) compared to high

dose bilastine (80 mg) and baseline.

Safety:
Safety was assessed by means of adverse events and clinical observation. All patients

were asked for the occurrence of adverse events at each visit. Safety also included
physical examination, electrocardiograms, routine safety laboratory assessments at first

and last visit.
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6.6.2 Appropriateness of measurements

The measures of efficacy for this study are changes in critical stimulation time thresholds
(CSTT) and change in critical temperature thresholds (CTT). CSTT and CTT have been

shown to correlate with the severity and activity of CCU (12).

6.6.3 Primary efficacy variable

The primary efficacy is assessed by performing measurements of critical time thresholds
(CTT) and critical stimulation time thresholds (CSTT) after bilsatine treatment for seven
days.

Critical temperature threshold (CTT), defined as the highest temperature which produces a
positive wheal response, was determined using a Temp Test® 3.0, a Peltier effect-based
electronic device designed specifically for diagnosing and monitoring symptoms of CCU
(12). The temperature head of this device, which was placed directly on the volar surface of
the forearm, consists of twelve elements, each 10 mm in diameter, arranged in two parallel
rows. The device was set to deliver temperatures of 265 24° 22 20° 18° 16° 14° 12°

10° 8¢ 6 and 4T (each £ 0.1<C) to the skin for a constant period of 5 minutes. A positive
response is the development of a wheal, either confluent or non-confluent, and itching
within 5 minutes of removing the Temp Test.

The critical stimulation time threshold (CSTT), defined as the shortest time needed to
induce wheal development, either confluent or non-confluent, within the test site by means
of cold provocation at 4T, were also determined by observing the provocation site every

30 seconds for 300 seconds.

6.6.4 Drug concentration measurements

Drug concentration measurements were not applicable in this study

6.7 Data Quality Assurance
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Data collection:

Data collected on each subject was recorded in a case report form (CRF). The Investigator
was responsible for ensuring that all sections of each CRF were completed correctly, and
that entries could be verified against source data. If certain data were not available or not
applicable, this was indicated as such on the appropriate space on the CRF. The study

monitor reviewed the CRFs and checked for completeness, consistency, and plausibility.

Monitoring:

The sponsor of this study was responsible according to ICH GCP guidelines for assuring
proper study conduct in regard to protocol adherence and validity of the data recorded on
the CRFs. The sponsor had therefore assigned a study monitor to this study (Prof.
Roswitha Bussar-Maatz, Centre for Clinical Studies (KKS), Managing Director): Her duties
were to assist the investigator in the maintenance of complete, legible, well-organised, and
easily retrievable data. In addition, the monitor ensured that the investigator understood all
applicable regulations concerning the clinical evaluation of an investigational drug, as laid

down in ICH GCP guidelines and national laws and regulations.

The investigator agreed to allow the monitor access to the study drug dispensing and
storage area and all clinical data of the study patients for the above purposes and agreed to
assist the monitor in these activities. The investigator accepted that the monitor visited the
study site at regular intervals to review and verify the data. The monitor regarded all

information, which was supplied to him as strictly confidential.

6.8 Statistical Methods Planned in the Protocol and

Determination of Sample Size
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6.8.1 Statistical and analytical plans

Statistical analysis was the responsibility of Prof. Dr. rer. nat. Peter Martus, head of the
Department of Biostatistics and Clinical Epidemiology of Charité. All analyses were
performed with SPSS 12.1 and SAS 9.1.2.

The analyses of the efficacy parameters was performed for the ITT (intention to treat)
population. Further details can be found in the statistical report. The design of the study
was an incomplete cross over design with 4 treatment periods (including placebo). The four
treatments are placebo (4 tablets placebo), 20mg verum (3 tablets placebo + 1 tablet
Bilastine 20mg), 40 mg verum (2 tablets placebo + 2 tablets Bilastine 20mg), and 80 mg
verum (4 tablets bilastine 20mg). To keep applications feasible and enable an interim

analysis after 10 patients only two of the sixteen possible sequences of doses will be used:

Sequence A: 20 mg 40 mg Placebo 80 mg
Sequence B: 80 mg Placebo 40 mg 20 mg

This design allows to disentangle the dose effect from linear time effects.

Primary endpoints:

- Change in critical stimulation time thresholds (CSTT) and change in critical
temperature thresholds (CTT) after treatment with different dosages of bilastine (20 mg, 40

mg and 80 mg).

Secondary endpoints are:

- Change in mast cell mediator release, including histamine and mast cell-derived
cytokines (e.g. IL-1, IL-6, IL-8, IL-13, TNF) after standard dose treatment with bilastine (20

mg) compared to high dose bilastine (80 mg) and baseline.
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6.8.2 Determination of sample size

The sample size of 20 patients is hot based on any statistical methodology but is
considered sufficient to adequately investigate the objectives of this exploratory study. This
assumption is based on the investigator’s experience with minor pilot studies about the
treatment of urticaria. Formally, with 20 subjects in a within subject repeated measurement
analysis with between level correlation p = 0.5 an effect size of 0.12 (Variance of Means
devided by variance within groups times 1-p) can be shown with power of 80% using a level
of significance of 0.1. For paired comparisons effect sizes of 0.58 (mean difference divided
by intraindividual standard deviation) can be shown with power of 80% using a level of
significance of 0.05 (two-sided). Adjusting for multiplicity (Bonferroni correction for six

comparisons) the detectable effect size is 0.79 (nquery release 7).

6.9 Changes in the Conduct of the Study or Planned Analyses

There were very small changes in the conduct of the study concerning the intake of

prohibited concomitant medication. To these, paraglycoprotein inhibitors such as

- macrolide antibiotics ( erythromicyn),
« imidazolic antifungics ( ketokonazole),

« diltiazem,
- cyclosporine and
« ritonavir

were added to the protocol. These changes were added to the protocol and patient

information and approved by the Ethics Committee and BfArM.

7 STUDY PATIENTS

7.1 Disposition of Patients
13 women and 7 men were successfully included in the study. The age of the patients who
were randomized ranged from 22 to 68 years, average value 44.9 years (table 3).
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Table 3

Screening Random Nr [Age Sex
Nr

1 1 52 M
2 2 22 F
4 3 64 M
5 11 48 F
6 5 65 F
7 6 41 F
9 7 22 F
11 8 58 M
12 9 39 F
13 10 58 M
14 12 68 M
15 13 68 F
16 14 49 M
17 16 26 F
18 15 41 F
19 17 30 F
20 18 24 M
21 19 47 F
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22 20 48 F

23 21 28 F

7.2 Protocol Deviations

Patient SN 09 accidentily forgot to start with the study medication 1 week prior to Visit 6.
The wash-out period between Visit 5 and 6 was therefore prolonged from 14 days +/-2 to
24 days.

8 EFFICACY EVALUATION

8.1 Data Sets Analysed

23 patients were screened and 21 found to be eligible. One patient withdrew informed
consent. 20 patients received study medication and completed all visits. All patients were

included in the analysis (n = 20).

8.2 Demographic and Other Baseline Characteristics

See chapter 0 and statistical report for closer specification of demographic and other

baseline characteristics. Pre-existing diseases were characterized as follows (table 5):

Table 5
Patient Sreening Nr. Pre-existing disease
1 Mild ischemic heart disease
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2 None

4 Food Allergies
5 Depression
6 None

7 Lumbago

9 None

11 None

12 None

13 None

14 None

15 None

16 Depression
17 None

18 None

19 None

20 None

21 None

22 Depression
23 None

8.3 Measurements of Treatment Compliance

The treatment compliance was tested by questioning at each visit for medication intake,

return of used study drug blisters and drug accountability log. Compliance with the other
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study related actions (e.g. abstention from concommitent drugs) was controlled by a patient

diary and by asking the patients at each study visit.

8.4 Efficacy Results and Tabulations of Individual Patient Data

Summary of results:

In summary, bilastine was effective and well-tolerated in patients with CCU. This was
demonstrated by a significant reduction in critical temperature threshold (CTT) and a

significantly prolonged critical stimulation time threshold (CSTT).

8.4.1 Analysis of efficacy

The analysis of treatment effects showed the following results:

CTT:

Treatment with bilastine resulted in a significant reduction of the critical temperature
threshold (CTT) for confluent and non-confluent wheals.

At standard dosing of bilsatine the median CTT for the placebo treatment was 19C (12 —
22C). In addition, only one patient was symptom free, i.e. there was no evidence of a
whealing response, at a provocation temperature of 4C, the minimal testing temperature.
Following daily dosing for seven days with a standard dose of 20 mg bilastine, the median
CTT value was 6 (13 - <4<C), highly significantly different from the placebo treatment (P
< 0.0001, Wilcoxon T test) Also, 7 patients became symptom free (P = 0.044 versus
placebo, Fishers Ex act Test) at this dose (Figure 1).

The median CTT values following seven days treatment with 40 mg and 80 mg bilastine
were both below the minimal testing temperature of 4C. The respective values of <4C (11
- <4C) and <4 (5.5 - <4C) were highly significa ntly (P < 0.0001, Wilcoxon T test)
different from placebo treatment. Furthermore, the median CTT with 80 mg bilastine was
significantly lower than both that of 20 mg (P = 0.003) and 40 mg (P = 0.04) illustrating the
benefit of up-dosing. In addition, 11 and 12 patients respectively became symptom free (P=
0.0012 and P = 0.0004 versus placebo, Fishers Exact Test) on 40 and 80 mg bilastine.
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There were no significant differences between drug doses in the number of patients
becoming symptom free.

Figure 1:
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Treatment with Bilastine resulted in a significant prolongation of the critical stimulation time
threshold for confluent and non-konfluent wheals.

The median time for the placebo treatment was 90 s (37.5 — 172.5 s). The median CSTT
values for the bilastine 20 mg, 40 mg and 80 mg treatments of 270 s (157.5 - >300 s), <300
S (165 - >300 s) and <300 s (127.5 - >300 s) were all highly significantly (P < 0.0001,
Wilcoxon T test) different from the placebo treatment while the Chi-Square value of 27.831
indicates a highly significant (P < 0.0001) treatment effect (Friedman Test). There were no

significant differences between doses (Figure 2).
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In the placebo group, one patient was symptom free at the maximum observation time of
300 seconds. Following daily administration of 20, 40 and 80 mg bilastine, 6, 9 and 9
patients became symptom free with CSTT times in excess of 300 seconds (P = 0.092, P=
0.008 and P = 0.008 versus placebo respectively, Fishers Exact Test). There were no

significant differences between doses.

Figure 2:
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Pruritus

The median pruritus score (with 75% confidence limits) for the placebo treatment was 2.0
(1.25 — 3.0) and three patients reported no itch (Figure 3). Following treatment with the
standard bilastine dose of 20 mg daily, the median pruritus score was 0 (0 - 1) (P = 0.001
versus placebo, Wilcoxon T test) with 13 of the 20 patients reporting no itch (P = 0.003
versus placebo, Fishers Exact Test).
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Following up-dosing with 40 mg and 80 mg bilastine, the median pruritus scores were 0 (O -
1) and 0.5 (0 - 1). These were significantly different from placebo (P = 0.001 and P < 0.003,
Wilcoxon T test) (Figure 3). In addition, 12 and 10 patients on 40 and 80 mg bilastine
respectively reported no pruritus (P= 0.007 and P = 0.041 versus placebo, Fishers Exact

Test). There were no significant differences between doses.

The Friedman Chi-Square test value of 26.650 indicates a highly significant (P < 0.0001,

Test) treatment effect of bilastine on pruritus.

Figure 3:
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Figure 3. Pruritus scores following cold provocation. Pruritus was scored on a scale of 0 — 3. The
horizontal lines indicate medians. The levels of significance values are for differences in the median

scores for pruritus calculated using Wilcoxon’s non-parametric test.
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Five patients in the placebo group reported a burning sensation following cold provocation,
one at severity level 3, and two each at levels 2 and 1. Following administration of 20 mg
bilastine, two patients reported burning, one at level 2 and one at level 1. With 40 mg
bilastine, only one patient reported burning at level 1. With 80 mg bilastine, three patients
reported burning, one at level 2 and two at level 1. These numbers were too low for

meaningful statistical analysis.

Results of Microdialysis

Histamine

Histamine recovered by microdialysis from the unprovoked skin of untreated patients during
20 minutes was 19.2 + 1.8 ng/ml (mean + SEM). In the 0 — 20 minutes collection period
following provocation, the concentration of histamine in the dialysate was 108.0 + 18.1
ng/ml. This 5.6 fold increase was highly significant (P < 0.0001). The 5.7 and 6.4 fold
increases of histamine in provoked skin compared with unprovoked skin in patients treated
with bilastine at a standard 20 mg dose or up-dosed with 80 mg were not significantly from

those of untreated patients.

In untreated patients the mean histamine level during the 20 — 60 minute collection period
in provoked skin of 35.7 + 6.2 ng/ml was significantly (P = 0.005) higher than that in
unprovoked skin of 20.9 + 2.1 ng/ml. Following treatment with 20 or 80 mg bilastine, the
mean histamine levels in provoked skin of 23.7 + 3.2 and 23.5 + 3.1 ng/ml were significantly
(P =0.02 and P = 0.013 respectively) lower than that in skin of untreated patients (Figure
4).
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Figure 4:
A. 0-20 min Dialysis B. 20-60 min Dialysis
P < 0.0001 P =0.005
r 1 r 1
P=0.054 P=0.34 P=0.021 P=0.013
I—| || - 1 ||
140 - P=0.15 P=0.66 P=0.14 P=0.14 1 P=0.11 P=0.12 P=0.02 P=0.74

| — | — [ — | i | |
g 120 ‘N’ ;
=)
£100 - [ 1
o
£
g 80 - -
i)
7}
£ 60 - 8
8
B 40 1 T
2>
[ T
E 20 - T - | T Y - .

Cont B20 B 80 Cont B20 B30 Cont B20 B 80 Cont B20 B 80

Unprovoked Provoked Unprovoked Provoked

Figure 4. Dialysate levels of histamine. The green columns (Cont) are the samples obtained at visit
2 when no drug had been given. The yellow and red columns (B 20 and B80) are the samples
obtained after administration of 20 and 80 mg of bilastine daily for 7 days. The statistical differences

were calculated using Student’s t-test for paired data.

Cytokines

In untreated patients cold provocation caused a small but not statistically significant
increase in levels of IL-6 recovered by microdialysis Figure 5. In contrast, cold provocation
caused 60% increase in levels of IL-8 (P = 0.002). Detectable baseline levels of TNF-a
were found in only 7 of the 20 patients and in only two of these did provocation lead to

small increases.

Treatment of patients with a standard dose of 20 mg bilastine did not cause a significant
reduction of either IL-6 or IL-8. However, up-dosing with 80 mg bilastine daily for 7 days
caused a 34% (P = 0.026) reduction in IL-6 and a 37% (P = 0.004) reduction in IL-6

compared with when the patients were untreated (Figure 5).
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Figure 5:
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Figure 5. Dialysate levels of IL-6 and IL-8. The green columns (Cont) are the samples obtained at
visit 2 when no drug had been given. The yellow and red columns (B 20 and B80) are the samples
obtained after administration of 20 and 80 mg of bilastine daily for 7 days. All samples were collected
between 2 and 3 hours after the time of provocation. The statistical differences were calculated using

Student’s t-test for paired data.

8.4.2 Statistical/analytical issues

No changes of the results of analyses were made after unblinding the data.

8.4.3 Tabulation of individual response data

Please see section 13.2.6 for the main individual efficacy results.
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8.4.4 Drug dose, drug concentration, and relationsh  ips to response

Study drug was dosed as follows:

Sequence A: 20 mg 40 mg Placebo 80 mg

Sequence B: 80 mg Placebo 40 mg 20 mg

8.4.5 Drug-drug and drug-disease interactions

Not applicable.

8.4.6 By-patient displays

Not applicable.

8.4.7 Efficacy conclusions

This study has shown that bilastine is an effective H1-antihistamine in reducing the
symptoms of cold urticaria when used in standard doses. Furthermore, up-dosing to 80 mg

daily increased its efficacy and reduced mast cell mediators histamine and cytokines.

9 SAFETY EVALUATION

9.1 Extent of Exposure

All patients were exposed to three doses of bilastine: 20mg, 40mg and 80mg. Each dose

was administered once daily for 7 days.

9.2 Adverse Events (AES)

9.1.2.1 Brief summary of adverse events
No severe adverse events or suspected unexpected serious adverse reactions occurred

during this study. No volunteer withdrew from the study before its completion. A total of 29
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adverse events (AEs) were reported. There were no reported adverse responses after the

end of the study.

9.1.2.2 Display of adverse events

Please see section 3.2.7 for a complete list of AEs.

9.1.2.3 Analysis of adverse events
There were 29 adverse events (AEs) reported during the study. 17 of them occured after
randomisation. One patient reported sedation on one study day with 40 mg bilastine, one
dizziness with 40 mg bilastine and two others headache alone (1 with 20 mg bilastine and 2
with 40 mg bilastine). However, these patients did not report these complaints consistently
and not when taking the higher dose of 80 mg bilastine. Thus these AEs are not considered
to be drug-related. Other AEs, which were also probably not drug related, included;
exanthema (one patient — 40 mg bilastine), dyspnoea (one patient — placebo),
bronchitis/laryngitis (three patients - 80 mg bilastine), upper respiratory tract infection (one
patient — 20 mg bilastine), gastric pain (two patients - 20 mg bilastine, two patients - 40 mg
bilastine, one patients - 80 mg bilastine), constipation (one patient — 20 mg bilastine). There

were no reported adverse responses after the end of the study.

9.2.2 Listing of adverse events by patient

Patient 04: Experienced a mild form of constipation and a acid ruflux desease at different
points of the study, no treatment, no action taken. Both were considered not to be related to

study medication

Patient 05: Experienced a mild viral infection of the upper airways, resolved spontaneously.

Not realted to study medication

Patient 07: Mild complaints due to acid ruflux desease and mild form of constipation which
were not considered to be related to study medication. Reflux desease was treated with
PPI; Patient 07 reported twice the occurence of lumboischalgic pain, which was treated with
analgetic medikation. All AEs were considered not to be related to study medication
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Patient 09: Experienced a moderate eczema located at the inner thigh, resolved
spontaneously, not considered to be related to study medication. Experienced dizziness,
resolved spontaneously, no further action taken. Considered not to be related to study

medication

Patient 12: Reported the experience of headache after sreening and twice after treatment.
Resolved spontaneously, considered rather not to be related to treatment. Experienced a
mild infection of upper airways/ laryngitis, resolved spontaneously. Considered not to be

related to study medication

Patient 13: Experienced a mild viral infection of the upper airways, resolved spontaneously.

Not related to study medication

Patient 14, Experienced stomach pain after medication intake, no treatment no action

taken. Resolved spontaneously. Considered not to be related to study medication

Patient 15: Experienced dizziness twice, resolved spontaneously, no further action taken.
Reported stomach pain after medication intake, no treatment, no action taken. Resolved

spontaneously. Considered not to be related to study medication

Patient 17: Experienced stomach pain after medication intake and a mild infection of upper
airways/ laryngitis, no treatment, no action taken. Resolved spontaneously. Considered not

to be related to study medication

Patient 18: Experienced stomach pain after medication intake, no treatment, no action
taken. Resolved spontaneously. Reported a moderate eczema, which resolved

spontaneously. Both were considered not to be related to study medication

Patient 20: Experienced headache and sedation, resolved spontaneously. A relation to

study drug was considered not probable as these symptoms showed no dose-dependency

Patient 22: Experienced stomach pain after medication intake, no treatment, no action

taken. Resolved spontaneously. Considered not to be related to study medication

Patient 23: Experienced a mild form of constipation and reported a sensation of agitation.
Resolved spontaneously, no action taken, no treatment. Both were considered not to be

related to study medication.
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9.3 Deaths, Other Serious Adverse Events, and Other  Significant
Adverse Events

9.3.1 Listing of deaths, other serious adverse even ts, and other significant
adverse events

None.

9.3.2 Narratives of deaths, other serious adverse e vents, and certain other

significant adverse events

Does not apply.

9.3.3 Analysis and discussion of deaths, other seri ous adverse events, and
other significant adverse events

Does not apply.

9.4 Clinical Laboratory Evaluation

9.4.1 Listing of individual laboratory measurements by patient and

each abnormal laboratory value

All patients underwent laboratory tests including blood analysis at screening and visit 6.
The following parameters were tested: AP, ALT, AST, GGT, Na, K, ClI, creatinine and
differential blood count. All patients underwent an ECG. Women’s urine was tested for
beta-HCG. These parameters were performed in order to exclude a severe disease/ drug

abuse, pregnancy.

9.4.2 Evaluation of each laboratory parameter

In total, there were no clinically significant changes in laboratory markers that would point

towards specific organ toxicity.
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9.5 Vital Signs, Physical Findings, and Other Obser vations
Related to Safety

There were no other clinically significant changes in vital signs, physical findings or other

observations related to study medication.

9.6 Safety Conclusions

There were no treatment-emergent SAEs during the course of the study. A total of 27 AEs
occured but none of them showed evidence (like dose-dependency) of being related to
study medication. All AEs but 2 were of mild or moderate severity. Therefore, it is
concluded, that therapy of CCU with bilastine in the doses administered within this study

seems to be safe.

10 DISCUSSION AND OVERALL CONCLUSIONS

This study showed that bilastine given daily for seven days before provocation is an
effective H;-antihistamine in reducing the symptoms of cold contact urticaria. Increasing the
dose of bilastine from 20 mg through 40 mg to 80 mg daily increased its effectiveness.
Sedation was reported by only one patient with 40 mg bilastine. Histamine release was
unaffected during the early phase of the response (0 - 20 min). However, levels of
histamine collected during the 20 — 60 min period and IL-6 and IL-8 collected during the 2 —

3 hour period were significantly reduced.

The primary readout in this study was assessment of critical temperature thresholds (CTT)
which correlate the severity and activity of CCU (2). When administered at the standard
dose of 20 mg, bilastine was an effective inhibitor of the symptoms of CCU causing a
reduction in the median critical temperature threshold from 18T to 6T (68% reduction)

and causing 35% of the patients to be symptom free with the lowest provocation
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temperature of 4C. Increasing the dose of bilastin e to 40 mg and then to 80 mg daily in
line with the current EAACI/GA2LEN/EDF/WAO guidelines for the treatment of urticaria (2)
significantly increased the effectiveness of the drug. With 80 mg bilastine, the median CTT

was reduced to <4T and 60% patients became symptom free.

In the first of three other studies with using CTT as an output measure, desloratadine at 5
mg daily for one week reduced the mean CTT from 20.5C to 15.2C (26% reduction) with
7/30 (23%) patients becoming symptom free (2). Increasing the dose to 20 mg reduced the
mean CTT to 11C (47% reduction) with 50% of the patients becoming symptom free. In
the second study, desloratadine at 5 mg daily for two weeks resulted in a reduction in
mean CTT 22T to 19 € (14% reduction) with no pati ents becoming symptom free (2).
Increasing the dose to 20 mg further reduced the CTT to 12T (45% reduction) with 5/15
(33%) becoming symptom free. In the third study, rupatadine at 20 mg daily for one week,
twice the standard dose, reduced the median CTT from 18T to 6C (57% reduction) with
11/20 (52%) of the patients becoming symptom free (2).

Cold provocation produced a marked pruritic response in all but two patients during the
period in which they were taking placebo. This response was significantly inhibited by
bilastine at all doses. Because pruritus was assessed on a short four-point Likert scale,

differences between doses were not apparent.

One outstanding feature of bilastine pharmacology is its interaction with transporter
systems, including P-glycoprotein, which limit its penetration into the brain (2). In addition,
clinical objective psychomotor tests and subjective assessment of drowsiness indicate the
absence of effects of bilastine on the central nervous system. These tests also show a lack
of interaction of bilastine with benzodiazepines and alcohol (2). The lack of sedation cause
by bilastine, even with dose escalation, was highlighted in the present study by the fact that

there was only one report of drowsiness by a single patient with 40 mg bilastine.
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In untreated patients, there was a 5.6 fold increase in the concentration of histamine
recovered by microdialysis during the first 20 minutes after cold provocation. This was not
inhibited by bilastine at any dose. Although inhibition of histamine release from mast cells
by Hi-antihistamines, including bilastine, has been demonstrated often in vitro the
concentrations used are invariably higher than those usually reached during clinical therapy
(2). Our observation that bilastine did not inhibit histamine release in vivo is consistent with
previous reports using skin chambers or microdialysis that H;-antihistamines do not reduce

histamine released in the skin following provocation with allergen or codeine (2).

In the microdialysis sample collected from untreated patients during the 20 — 60 minute
period, there was a small but significantly higher concentration of histamine in the provoked
site compared with the non-provoked site. Although the mechanism for this is not clear, it
may be speculated that this is due to an influx and activation of basophils as is seen in late
phase responses to allergen (2) even though the cellular infiltrates in CCU are said to be

‘scanty’ due to the fleeting nature of these lesions (2).

The presence of an inflammatory response is supported by the observation of significant
levels of IL-6 and IL-8, initially caused by the insertion on the microdialysis fibres (2). While
allergen challenge significantly enhances the levels of both IL-6 and IL-8 (2). Cold
provocation caused a small but significant rise in IL-8 and a small, but not statistically
significant, rise in IL-6. This is consistent with the observation of a small up-regulation in
CCU of cytokines observed by histology (2). Both IL-6 and IL-8 levels were significantly

reduced by 80 mg but not 20 mg bilastine, again showing the advantage of up-dosing.

This study has shown that bilastine is an effective Hl-antihistamine in reducing the
symptoms of CCU when used in standard doses. Furthermore, up-dosing to 80 mg daily
increases is efficacy and results in the expression of additional anti-inflammatory
properties. The only report of mild sedation was from one patient taking 40 mg daily
suggesting that bilastine is eminently suitable for up-dosing in the aggressive treatment of

urticaria.
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11 TABLES, FIGURES AND GRAPHS REFERRED TO BUT NOT
INCLUDED IN THE TEXT

Not applicable. However, additional figures can be found in the appending final statistical
report (ANNEX VIII) and the tabulation of individual data (section 13.2.6).
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13 APPENDICES

13.1 Study Information

13.1.1 Protocol
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PROTOCOL SYNOPSIS - BUCUM

STUDY TITLE Double-blind, triple cross-over, placebo-controlled study to
assess the efficacy, mechanisms, and safety of treatment
with bilastine 20 mg, 40 mg and 80 mg in cold contact
urticaria (CCU).

ACRONYM BUCUM (Bilastine Updosing - Characterization of Underlying
Mechanisms)

OBJECTIVES Primary Objective

To assess the effects of a standard dose (20 mg) and higher
than standard doses of bilastine (40 mg and 80 mg) on
symptom development during the induction of skin lesions in
CCU patients challenged with defined temperatures using
TEMPtest 3.0.

Secondary Objectives

To assess the effects of a standard dose (20 mg) and higher
than standard doses of bilastine (80 mg) on mast cell
mediator release during the induction of skin lesions in CCU
patients challenged with defined temperatures using
TEMPtest 3.0. Mediator measurements will include
histamine and mast cell-derived cytokines (e.g. IL-1, IL-6, IL-
8, IL-13, TNF).

To assess the safety and tolerability of bilastine.

STUDY DESIGN / PHASE

Proof of concept investigator-initiated trial (1IT), double-blind
friple cross-over, placebo-controlled

STUDY DURATION First Last Last
subject | ggqg | Sublect | 4,10 | subject |02/10
First visit First visit Last visit
CENTER / COUNTRY Allergie-Centrum-Charité, Charité — Universitatsmedizin
NUMBERS Do

NUMBER OF SUBJECTS

N (total) = 20 patients with CCU

INCLUSION CRITERIA

¢ Informed consent signed and dated

¢ Reliable method of contraception for both women of
childbearing potential as well as man during the study
and 3 months thereafter. A highly effective method of
birth control is defined as those which result in a low
failure rate (i.e. less than 1% per year) when used
consistently and correctly such as implants,
injectables, combined oral contraceptives, some
1UDs, sexual abstinence or vasectomised partner

e OQutpatients with CCU for more than & weeks.
Urticaria symptoms must comprise wheal and itch.

+ Age above 18 years.

* No participation in other clinical trials 1 months
before and after participation in this study
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EXCLUSION CRITERIA

BUCUM protocol 18.11.2010

Subjects who are inmates of psychiatric wards, prisons,
or other state institutions. Existing or planned placement
in an institution after ruling according to § 40 passage 1,
number 4 AMG (Arzneimittelgesetz).

The presence of permanent severe diseases, especially
those affecting the immune system, except urticaria and
cold urticaria

The presence of permanent gastrointestinal condition
which may influence the oral therapy (chronic diarrhoea
diseases, congenital malfermations or surgical mutilations
of gastrointestinal tract)

History or presence of epilepsy, significant neurological
disorders, cerebrovascular attacks or ischemia

History or presence of myocardial infarction or cardiac
arrhythmia which requires drug therapy

ECG alterations of repolarisation {(QTc prolongations =
450ms)

Blood pressure =180/100 mmHg and/or heart rate
>100/min.

Evidence of significant hepatic or renal disease (GOT
andfor GPT 3 times above the upper reference value,
serum creatinine 1.5 times above the upper reference
value)

History of adverse reactions to bilastine or known
hypersensitivity to bilastine or its ingredients

Presence of active cancer which requires chemotherapy
or radiation therapy

Presence of alcohol abuse or drug addiction

Intake of oral corticosteroids within 14 days prior to
screening visit

Use of depot corticosteroids or chronic systemic
corticosteroids within 21 days prior to screening visit

Use of systemic immunosupressants/immunomodulators
like ciclosporine A, dapsone, methotrexate,
mycophenolate, chloroquine, and comparable drugs
within 28 days prior to screening visit.

Pregnancy or breast-feeding
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PROHIBITED #

CONCOMITANT
MEDICATION

During the the study

¢ Topical steroids
« H2 antihistamines
+ Leukotriene antagonists

« H1 antihistamine other than study medication or
rescue medication

paraglycoprotein inhibitors such as:

¢ macrolide antibiotics ( erythromicyn),
e imidazolic antifungics ( ketokonazole),
¢ diltiazem,

¢ cyclosporine and

¢ ritonavir.

During the past 2 weeks before start of treatment and
during the study

+ Ketotifen

« Doxepin and other tricyclic antidepressants with
antihistaminergic properties

During the past 4 weeks before start of treatment and
during the study

» Systemic corticosteroids
+ UV therapy including PUVA

s Systemic immunosuppressives including
corticosteroids, immunomedulators,
immunostimulants

STUDY ENDPOINTS

1.2

Primary Endpoints:

Change in critical stimulation time thresholds (CSTT)
and critical temperature thresholds (CTT) after
treatment with different dosages of bilastine (20 mg,
40 mg, 80 mg).

Secondary Endpoints;

Change in mast cell mediator release, including
histamine and mast cell-derived cytokines (e.g. IL-1,
IL-6, IL-8, IL-13, TNF) after standard dose treatment
with bilastine (20 mg) compared to high dose
bilastine (80 mg) and baseline.

Safety and ftolerability: This includes physical
examination, routine safety laboratory assessments,
clinical observation, vital signs and adverse event

reporting

Discontinuation criteria Premature termination of the individual participant:

The treatment of a participant within the study will be
discontinued

(1) if infermed consent is withdrawn

(2) when inclusion or exclusion criteria are no longer fulfilled
(3) if the randomization code is broken
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(4) poor compliance with the study treatment or protocol
(5) Loss of contact, relocation,

(6) if severe adverse events (SAEs) occur which require
discontinuation of the study drug

Premature termination of the clinical study:

The whole study may be discontinued as decided by the
principal investigator

(1) when adverse events occur, unknown to date in respect of
their nature, severity, duration or frequency in relation to the
current established safety profile, and therefore medical
and/or ethical reasons affect the continued performance of
the study

(2) Difficulties in the recruitment of subjects, especially when
recalculation of the necessary sample size exceed the limits
of feasibility

(3) New scientific evidence provided during the study that
could affect the patient safety (benefit risk analysis no longer
positive)

STUDY PERIOD

12 weeks per patient (2 weeks baseline/washout, 1 week
treatment 1, 2 weeks washout, 1 week treatment 2, 2 weeks
washout, 1 week treatment 3, 2 weeks washout, 1 week
tfreatment 4)

INVESTIGATIONAL DRUCG | Verum: Bilastine; and Placebo

STATISTICAL ANOVA / MANOWVA. All analyses will be done with SPSS
METHODOLOGY 12.1 and SAS 9.1.2.

ESTIMATED BUDGET See budget

LITERATURE 1. Wanderer, A.A., et al., Clinical characteristics of cold-

induced systemic reactions in acquired cold urticaria
syndromes: recommendations for prevention of this
complication and a proposal for a diagnostic
classification of cold urticaria. J Allergy Clin Immunol,
1986. 78(3 Pt 1): p. 417-23.

2. Alangari, AA. et al, Clinical features and
anaphyiaxis in children with cold urficaria. Pediatrics,
2004, 113(4): p. e313-7.

3. Neittaanmaki, H., Cold wrticaria. Clinical findings in
220 patients. J Am Acad Dermatol, 1985. 13(4): p.
636-44.

4. Katsarou-Katsari, A., et al., Clinical features and
natural history of acquired cold urticaria in a tertiary
referral hospital: a 10-year prospective study. J Eur
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bbreviations and Definitions

Allergie-Centrum-Charité, Department of Dermatology and Allergology, Charité -
Universitdtsmedizin Berlin

Adverse drug reactions

Adverse event

CCS/KKS Center for Clinical Studies (Koordinierungszentrum fiir klinische Studien, KKS)

ccu Cold contact urticaria

CRF Case Report Form

csu chronic spontaneous urticaria

cv Coefficient of variation

CsTT Critical stimulation time threshold

CTT Critical temperature threshold

dBCE Department of Biostatistics and Clinical Epidemiology

GCP Good Clinical Practice

h, hr, hrs Hour(s)

IEC Independent ethics committee

IRB Institutional review board

min(s) Minute(s)

mg Milligram

QA Quality assurance

Qc Quality control

S Second(s)

SAE Serious Adverse Event

SCR Screening

SD Standard deviation

SOP Standard Operating Procedure

uss Urticaria Clinic (Urtikaria-Sprechstunde), ACC, Department of Dermatology and

Allergology, Charité — Universitdtsmedizin Berlin
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1 COLD CONTACT URTICARIA

1.1 Clinical profile and epidemiology
Urticaria is a very frequent skin condition characterised by transient wheal and flare type skin
reactions associated with severe pruritus. In Europe alone, more than 5 million patients are
thought to suffer from persisting urticaria symptoms, which either occur spontaneously, i.e. in
chronic spontaneous urticaria (CSU), or as a result of environmental physical stimuli such as
pressure, UV irradiation or cold (physical urticaria). Cold contact urticaria (CCU) is a frequent
form of physical urticaria that is characterized by the development of wheal and flare type skin
reactions due to the release of histamine and other proinflammatory mast cell mediators
following exposure of the skin to cold. Because CCU is relatively frequent and easy to induce, it
is a suitable model condition to assess triggers, mechanisms and causes of physical urticaria.
Typically, symptoms ocecur within minutes after cold contact, including exposure to cold air,
liquids or objects and are limited to cold exposed skin areas. However, extensive cold contact
{e.g. swimming in cold water) may lead to systemic reactions such as generalized urticaria,
headache, dyspnea, hypotension and loss of conscicusness [1]. Several deaths in CCU have
been reported due to anaphylaxis while swimming in celd water [2]. The percentage of CCU
patients who experience at least one systemic reaction after extensive cold contact lies
between 35-72% [1-4]. Apart from aquatic activities patients should abstain from consuming
ice-cold food and beverages in order to prevent oropharyngeal edema. CCU may occur at any
age but shows a peak in young adults and a weak predominance of women [1, 3, 5]. The mean
duration of symptoms ranges between 4.8 and 7.9 years [1, 3, 5]. Among all physical urticaria
subtypes the frequency of CCU varies between 5.7% and 33.8% in different studies [4, 6, 7].
Physical urticarias including CCU are known to severely impair the quality of life of affected

patients.

1.2 Diagnosis and Treatment
In all patients with a history of wheals and/or angioedema following cold exposure a cold
stimulation test (CST) should be performed. The simplest method is to place a melting ice cube
in a thin plastic bag (to avoid cold damage of the skin) on the volar forearm for 5 minutes [8].
The test response is assessed 10 minutes after removing the ice cube and is considered
positive, if the test site shows a palpable and clearly visible wheal-and-flare type skin reaction.
Whealing is usually associated with a pruritic or burning sensation. A positive ice cube CST
confirms the diagnosis of CCU. The use of cool packs and cold water baths requires caution
and is not recommended for first-line screening tests, because these methods may induce
systemic reactions. Patients with a positive test reaction to the ice cube CST should be
evaluated for individual temperature andfor stimulation time thresholds. For this purpose a

Peltier element-based electronic provocation device (TempTest®, emo systems GmbH, Berlin,
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Germany) has been developed that allows for reproducible and standardized CSTs of 12
different temperatures from 4.0 to 42.0C simultane ously [9]. Threshold testing to determine the
highest temperature and/or the shortest stimulation time that induce a wheal-and-flare reaction
may help patients to avoid dangerous situations, and it enables physicians to assess disease
severity and treatment response more precisely [9, 10].

The treatment of choice in CCU, as well as in other inducible forms and spontaneous urticaria,
are non-sedating H1 antihistamines [11-13]. Recent data have shown that updosing of H1
blockers is significantly more effective in reducing symptoms in cold urticaria than standard-
dose treatment [12]. Thus, patients who cannot be sufficiently controlled with standard-dose
antihistamines should receive high-dose H1 blockers up to 4 times the standard dose as

recommended by the new international guidelines for the management of urticaria [12].

2 Microdialysis

Microdialysis is a well-established technique for the continuous sampling of small, water-
soluble molecules within the extracellular fluid space in vivo, It is based on the passive diffusion
of substances across a semi-permeable hollow-fiber dialysis membrane driven by a
concentration gradient. The molecular weight cut-off of the microdialysis membranes made
from different polymeric materials typically range between 5§ and 5000kDa. Analytes smaller
than the membrane pores can diffuse into the inner fiber lumen and be carried to the outlet by
the continuously flowing perfusion fluid. Larger analytes will either be completely rejected by
the membrane pores or diffuse so slowly through these pores causing their recovery to be
negligible. The dialysate samples can then be analyzed by a variety of different analysis
methods, such as enzyme linked immunoscrbent assays (ELISAs). Microdialysis sampling has
been extensively used to continuously collect low molecular weight hydrophilic analytes in drug
metabolism, neuroscience and pharmaceutics. Since its initial use in the brain of experimental
animals for the recovery of neurotransmitters, microdialysis has been adapted for use in many
other tissues including skin. It has the advantage over other sampling techniques in that it can
be used in intact tissues to follow temporal variations in the generation and the release of
substances at discrete locations within the tissue space. An allergen-induced wheal-and-flare
response model confirmed the suitability of microdialysis to assess the time course of cytokine
generation from discrete sites within the skin following intradermal injection of allergen [14].

The method of microdialysis is a well-established technique at the Department of Dermatology
and Allergy, Allergie-Centrum-Charité, and has been used successfully in former patient
populations with physical urticarias, including CCU.
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3 Study Drug

3.1 Drug substance (Verum)
Bilastine encoded F-96221-BM1, 2-[4-(2-(4-(1-(2-ethoxyethyl)-1H-benzimidazol-2-yl) piperidin-
1-yl)ethyl)phenyi]-2-methylpropionic acid, is a novel drug substance which has been developed
by FAES FARMA for the treatment of the symptoms of allergic rhinoconjunctivitis and urticaria.
It is a new H1 antagonist with no sedative side effects and no cardictoxic effects. The target
dose of bilastine is a tablet of 20 mg once daily.
In a randomized double-blind placebo-controlled study with 525 patients it has been shown that
bilastine 20 mg is effective and safe in reducing clinical symptoms in chronic spontaneous
urticaria [12].

3.2 Pharmacology
Pharmacological studies have been conducted and show bilastine to be highly selective for the
H1 receptor in both in vivo and in vitro studies. Potency of bilastine in vitro was consistently
greater than cetirizine (approximately 5.5 times). In vivo tests showed bilastine to have similar
or greater potency than cetirizine where histamine was used to induce response. Potency
between bilastine and cetirizine varied from equivalence to bilastine being 11 times more potent
than cetirizine. The potency of bilastine where IgE was used to induce an allergic response was
inferior to cetirizine. Potency of bilastine was greater than fexofenadine both in vitro and in vivo.

3.3 Safety
In safety pharmacology studies bilastine proved to have no cardiovascular effects in guinea
pigs and in beagle dogs at doses expected to exceed the therapeutic dose in humans. Bilastine
exerted no behavioural changes and no effects on motor activity in mice and rats. No
anticonvulsant activity was observed and no potentiation of the depressant effect was seen
when bilastine was given to mice treated with ethanol or diazepam. Only a high dose of
bilastine potentiated the effects of pentobarbital and this dose was markedly higher than the
doses of other related compounds, cetirizine, astemizole and loratadine, showing a similar
effect. Bilastine had no effect on the respiratory and gastrointestinal systems in rats or mice.
Regarding pharmacological interactions, bilastine did not modify the hypoglycaemic effect of
insulin and only high doses were able to reduce the alloxan-induced hyperglycaemia. Finally,

no meodification of coagulation parameters and no interaction with warfarin were observed.
3.4 Toxicology
In animal tests, bilastine was rapidly absorbed after oral administration reaching maximum

blood levels within 2 hours. Plasma protein binding was medium to high. In vitre and in vivo
metabolism studies have demonstrated the absence of intestinal, pulmonal, and hepatic
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metabolism. Furthermore, bilastine does not induce nor inhibit the enzymatic activity of main
cytochromes P450. Bilastine was mainly excreted in faeces irrespective of the route of
administration.

The toxicological profile of bilastine showed that no mortality or clinical signs of toxicity ocurred
after single oral doses of 2000 mg/kg in rats and 5000 mg/kg in mice. By i.v. route, mortality
occurred only in the higher dose groups, and LDS0 was established at 30 mg/kg in mice and
45-74 mglkg in rats. Repeat oral dose toxicity studies in mice showed that bilastine was well
tolerated up to 2000 mg/kg/day administered during 13 weeks. In rats, administration of 1000
mg/kg/day during 28 days produced no relevant signs of toxicity, and doses up to 2000
mg/kg/day during 13 weeks were well tolerated. In another study in rats, after oral
administration of doses up to 1000 mg/kg/day during 26 weeks only slight changes were
observed in the higher dose group. Repeat oral dose toxicity studies in dogs showed that a
dose of 60 mg/kgfday during 28 days was well tolerated, while higher doses, up to 1500 mg/kg,
showed frequent vomiting and diarrhea, but no mortality. After 13 weeks administration of up to
1000 mg/kg no mortality was recorded, and only slight signs of toxicity were seen in the higher
dose groups. A 52-week study in dogs with doses up to 800 mg/kg/day showed again no

mortality at any dose and good tolerance up to 125 mg/kg.

Batteries of mutagenicity tests have shown bilastine to be non-mutagenic. Carcinogenicity
studies in mice and rats showed no evidence of treatment-related neoplastic lesions. No fertility
or reproductive toxicities were observed in rats exposed to bilastine up to 1000 mg/kg and in
rabbits receiving bilastine up to 400 mg/kg/day.

3.5 Drug substance (Placebo)

The following ingredients are used to manufacture the placebo: microcrystalline cellulose,
carboxymethyl starch (sedium), microcrystalline silica (colloidal), magnesium stearate. The
proportions of these ingredients are similar to those used in the bilastine active product.

3.6 Previous human experience
The complete clinical program of bilastine investigated over 5000 individuals, either healthy
volunteers or patients with either seasenal allergic rhinitis (SAR), perennial allergic rhinitis
(PAR), or chronic idiopathic urticaria (CIU), 12-83 years old, in sixteen Phase | studies, 5 Phase
Il and 5 Phase |l clinical studies. Two complementary Phase | studies are ongoing and will be
available during assessment: a study to assess the effect of bilastine on driving performance
and a study to assess the pharmacokinetic (PK) parameters of bilastine in patients with renal

impairment.
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In the first human studies, single doses up to 220 mg, multiple daily doses up to 200 mg for
seven days, and multiple daily doses up to 100 mg for 14 days, were administered and well
tolerated, with headache as the most frequently reported adverse event. A human mass-
balance study assessed the absorption, metabeolism and excretion of bilastine following oral
administration of radiolabelled 14C-bilastine. Bilastine was eliminated via the faeces (67 %) and
via urine (33 %). It has been shown that bilastine is not metabolized in humans. Bilastine at
doses of 20 mg was as effective as cetirizine 10 mg at inhibiting wheal and flare reactions to a
histamine prick test up to 24 hours post-dosing. Food and grapefruit juice reduce oral
bioavailability of bilastine and therefore, it is recommended that bilastine is administered under
fasted conditions. Coadministration of bilastine with erythromycin, ketoconazole and diltiazem
resulted in an increase in bilastine bioavailability, without any relevant influence on the safety
profile of bilastine. Since bilastine has no metabolism and is neither inducer nor inhibitor of
CYP450 isoenzymes, the interaction with these drugs most likely occurs at the intestinal wall by
increasing bicavailability of bilastine due to inhibition of Pgp transporters.

A PK/PD model based on data from 310 healthy volunteers (8429 bilastine plasma
concentrations) has been established. According to this bilastine PK has a linear PK and

follows a two-compartmental model with first order absorption and elimination.

The potential effect of bilastine in the CNS was studied against hydroxyzine and placebo,
showing that no differences were detected up to 40 mg bilastine and placebo in the
psychomotor performance. The overall analysis considering altogether the scores obtained in
all subjective variables that indicated a sedative effect on the CNS, showed that the subjects
reported feeling significantly sleepier and more passive with hydroxyzine and with 40 and 80
mg doses of bilastine in comparison with the dose of 20 mg bilastine and placebo.

No significant anticholinergic effect was found at any bilastine dose tested. Bilastine 20 mg did
not potentiate the CNS depressant effects of alcohol and of lorazepam.

The cardiac safety of bilastine was extensively assessed during Phase | studies and confirmed
during Phase Il and Phase [ll studies, where no related clinically relevant effects were
recorded. It was finally proven in a thorough QT/QTc study performed according to ICH E14.
The evaluation of bilastine, in oral doses of 20 and 100 mg and 20 mg co-administration with
ketoconazol on ventricular repolarization in healthy volunteers showed to be safe and well
tolerated at two doses. The co-administration of ketoconazole with bilastine (20 mg)
significantly increased the QTc, however this increase in QTc was in the same range as
recently published results that studied the impact of ketoconazole alone on the QTc. In
addition, PK/PD meodeling suggests no relationship between plasma bilastine levels and
cardiodynamic response for this dose group. Thus, the increase in QTc noted in this group is

more likely due to the ketoconazole administration than to the bilastine.
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Four phase Il and four phase |l controlled clinical studies have been performed with 20 mg
bilastine once daily in patients suffering from seasonal and perennial allergic rhinitis. Overall,
these studies have involved 3874 patients worldwide, who received the study treatment during
two to four weeks. 1920 of those were treated with bilastine. In addition, study BILA 1503/RAP
included an open label extension, investigating more than 500 patients being treated with
bilastine for up to one year. One phase Il and one phase |l controlled clinical studies have
been conducted with oral doses of bilastine in patients suffering from chronic spontanecus
urticaria (CSU), involving an overall number of 742 patients. Please refer to the Investigator's
brochure for more details.

3.7 Risk/Benefit Assessment
Bilastine 20 mg once daily has shown to be statistically superior to placebo and equally
efficacious to comparators for reducing nasal and non-nasal symptoms of allergic
rhinoconjunctivitis and for reducing symptoms of urticaria.

Regarding safety, no statistically significant differences among bilastine doses and placebo
were found whereas statistically significant differences were found between bilastine and

cetirizine regarding several AEs, mainly somnolence and fatigue.

The clinical development of bilastine has included evaluation of efficacy in adolescents (12-<18
years), with 81 adolescents exposed to bilastine and 117 to active comparators or placebo in 4
double blind phase Il studies. No differences in efficacy between adults and adolescents were
seen. Safety of bilastine in adolescents has been assessed in these studies, as well as in the
open label extension phase of study BILA 1503/RAP, where 68 adolescents received treatment
with 20 mg bilastine for 12 months.

The clinical studies performed with bilastine provide evidence that bilastine 20 mg once daily is
effective and safe when used according to its labelling information for the symptomatic

treatment of allergic rhino-conjunctivitis and urticaria in adults and adolescents.

More than 4650 patients have been analyzed for safety in all completed phase Il and Il studies.
The patients received repeated doses of bilastine (dose range: 2.5 mg to 40 mg), placebo or a
comparator for 14 or 28 days. In addition, 513 patients included in the open label extension
phase of one of the studies, have received bilastine 20 mg o.d. for at least 1 year.

A total of 2186 patients were administered bilastine (1358 among them received a dose of
hilastine 20 mg 0.d.), 1362 patients received placebo and 1093 the comparator (cetirizine,
desloratacline or levocetirizine). Taking into account all completed studies, 35.6 % of the
patients receiving bilastine 20 mg reported at least 1 treatment-emergent adverse event
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(TEAE). The percentage of patients reporting at least one related AE (TEAE-r) was 12.7 %.
Among the patients receiving placebo, 34.6 % reported at least 1 TEAE, and 12.8 % at least 1
TEAE-r. With cetirizine, 36,6 % of patients reported at least 1 TEAE, and 14.3 % of patients
reported at least 1 TEAE-r. With desloratadine, 32.6 % of patients reported at least 1 TEAE,
and 11.6 % of patients reported at least 1 TEAE-r. With levocetirizine, 37% of patients reported
at least 1 TEAE, and 15,8 % of patients reported at least 1 TEAE-r.

No differences among the treatment groups were observed in the percentage of patients with at
least 1 AE and for the related adverse events, except in 2 studies (BILA 0601/UCI) where
differences were detected in the number of patients with at least 1 TEAE between placebo
(32.1 % of patients) and bilastine 20 mg (51.0 %) (p=0.036) and study BILA 1704/RAE where
differences were detected in the number of patients with at least 1 TEAE; between bilastine 20
mg and cetirizine 10 mg (24,7% and 36,0% respedctively; chi square; p=0.031) and number of
patients with at least 1 TEAE-r (chi square; p=0.026) between bilastine 20 mg (14,5%) and
cetirizine 10 mg (24,6%).

The most frequently reported related adverse events were somnolence (3.52% for bilastine
compared to 2.86% for placeba), dizziness (1.01% for bilastine compared to 0.59% for placebo)
and upper abdominal pain (0.59% for bilastine compared to 0.44% for placebo). Headache was
the most common symptom in both bilastine- and placebo-treated participants (3.29% for
bilastine compared to 3.38% for placebo). More frequently occurring adverse events in the
placebo group were fatigue (0.88% for bilastine and 1.32% for placebo) as well as nausea
(0.41% for bilastine compared to 1.03% for placebo).

In an ascending multiple dose study with dose levels 10 mg, 20 mg, 50 mg, and 100 mg over
14 days the safety, tolerability and pharmacokinetics of bilastine in healthy volunteers was
evaluated. There were 110 AEs reported by 32 (67%) of the 48 subjects dosed during the
study. When examined by active or placebo status, 24 of 36 subjects reported events following
bilastine dosing and 8 of 12 subjects reported events following placebo. Rhinitis (as dry nose)
and headache were the most common AEs reported. The majority of AEs were mild in severity
and resolved without therapy. No SAEs occurred during the study, and no subjects
discontinued due to AEs. No treatment-related trends were observed for vital signs, clinical
laboratory parameters, physical examinations, neuropsychometrics tests, or ECGs.

The effect of bilastine on the central nervous system showed no differences in psychomotor
petformance for 20 mg and 40 mg compared to placebo but a slight impairment of psychomotor
performance for 80 mg of bilastine. The participants felt sleepier after administration of 40 mg
and 80 mg of bilastine compared te 20 mg and placebo. The percentage of patients reporting at

least one related AE for nervous system disorders in dosages of 40mg was globally reported
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with 10.7% of all patients compared fo only 4.4% disorders in the placebo group and 1.2% in
the 20mg bilastine group.

Long term safety of bilastine has been assessed during the open label extension phase of
study BILA 1503/RAP, in which 513 patients received treatment with bilastine 20 mg o.d. during
up to one year. During the safety extension phase, 73 of the 513 subjects withdrew for different
reasons: 18 (3.5%) for adverse events, 5 (1.0%) for lack of efficacy, 37 (7.2%) were lost to
follow up or patient's decision to discontinue, 8 (1.6%) for poor compliance, and 5 (1.0%) for
other reasons including pregnancy or plan to become pregnant.

Over the 12 month treatment period, 68.8% of subjects reported at least one adverse event,
with a mean of 4.6 events reported per patient for those patients reporting any event.
Headache was the most frequently reported adverse event in 111 of the patients (21.6%). The
incidence of related adverse events was 31.0% and headache was the most frequently

reported related adverse event (49 cases, 8.6%).

No deaths have been reported within all clinical trials so far.

Fourteen SAEs have been reported, none of them was considered related to bilastine. The
events included an anxiety attack, dysplasia of the cervix, acute convulsions due to sleep
deprivation, prolonged QTc interval after 4 months of bilastine treatment (cardiologist
impression was an episode of QTc prolongation after a night of stress, an alcoholic binge
associated with lack of sleep and use of stimulants), auricular fibrillation with high ventricular
reply (relationship to study drug in this case: probable), gastroenteritis, diarrhoea and
dehydration. The outcome in all patients was reported as recovered.

Fourteen pregnancies have been communicated during the trials: follow-up was performed by
investigators until birth of new-borns with normal outcome reported for every case, except a
miscarriage due to an antiphospholipid syndrome (case history of repeated miscarriages).

All laboratory parameters (hematology and biochemistry) were evaluated at baseline and at the
end of the study. A few abnormal values were observed, but no statistically significant
differences among treatments were detected in any study. The changes between baseline and
the end of the treatment of vital signs (weight, systolic and diastolic blood pressure, heart rate,
and ECG data) were analyzed. No statistically significant differences among treatments were
detected in any study. All information about clinical studies in this section can be studied in
detail in the Investigator's brochure.

Given the favourable side effect profile of bilastine and the recently demonstrated efficacy to
improve the clinical symptoms in urticaria [12] appear to outweigh the known risks of bilastine.
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The risks associated with the method of skin microdialysis could be localized bleeding,
hematoma, superficial nerve damage or infection. These are comparable to those risks of
intravenous cannulas or blood taking. The procedure is usually not painful because of pre-
treatment of the skin with a topical anaesthetic (EMLA@' cream). The local anaesthetic EMLA®
cream, a eutectic mixture of lidocaine and prilecaine, is an effective and safe treatment widely
used for superficial anaesthesia of the skin. Potential side effects of EMLA® cream consist of
localized intolerance reactions leading to erythema and pruritus. The method of microdialysis is
a well-established technique at the Department of Dermatology and Allergy, Allergie-Centrum-
Charité, and has been used successfully by the investigators and study personal of the current
trial in former studies with healthy volunteers and patient populations with physical urticarias,
including CCU. In around 30 subjects investigated with the method of skin microdialysis at the
Allergie-Centrum-Charité no adverse events other than localized bleeding and hematoma could
be observed. Thus, the advantage of the microdialysis technique over other sampling
technigues in that it can be used in intact tissues to follow temporal variations in the generation
and the release of substances and its safe side effect profile appear to outweigh the known

risks mentioned above.

4 Study rationale

Symptoms associated with CCU usually persist over many years and may be associated with
severe systemic reactions due to cold exposure and impaired quality of life. The treatment of
CCU with antihistamines is the most common and as of yet the most effective therapeutic
option to reduce patients’ wheal and flare type skin reactions and pruritus after cold exposure.
However, sufficient reduction of urticarial symptoms in many CCU patients requires high dosing
of antihistamines, e.g. up to four times the daily antihistaminic dose needed fo treat patients
with allergic rhinitis. The current EAACI/GAZLEN/EDF guidelines recommend an increased
dosing of non-sedating antihistamines up to four times of the daily standard dose in chronic
spontanecus and physical urticaria patients who do not respond satisfactorily to the standard
dose [13]. Recently, it has been demonstrated that high dose antihistamines {(desloratadine
20mg) are much more effective than standard doses (desloratadine 5mg) in reducing
temperature thresholds in CCU [16]. Nevertheless, there is still a need for identifying the effects
of high dose antihistamines compared to standard doses on mast cell mediator release, such
as histamine and cytokines, in CCU patients. The novel antihistamine bilastine has been shown
to be highly effective in reducing symptoms in chronic idiopathic urticaria [17]. Until now
bilastine has been tested in doses up to 30mg in chronic idiopathic urticaria. Dosages ranging
from 10mg to 30mg were all statistically significant compared to placebo in reducing urticarial
symptoms. However, the effects of bilastine in higher dosages on urticarial symptoms are

unknown so far. Given the favourable side effect profile of bilastine and considering the known
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effects of high dose desloratadine in reducing temperature thresholds in CCU, {Siebenhaar,
2009 #1} bilastine seems to be an ideal candidate for studying dose-dependent antihistaminic
effects on symptom development (e.g. temperature thresholds) and mast cell mediator release
in CCU.

The suitability of microdialysis to assess the time course of cytokine generation was proven by
an intracdlermal allergen challenge model which demonstrated an allergen-induced increase of
cytokines in real time [14]. Therefore, it seems reasonable to study the effects of different
doses of hilastine on the time course of mast cell mediator release following cold provocation in
CCU with the help of skin microdialysis.

5 OBJECTIVES
5.1 Primary objective
- To assess the effects of a standard dose (20 mg), higher than standard doses of
bilastine (40 mg and 80 mg) and placebo on symptom development during the induction
of skin lesions in CCU patients challenged with defined temperatures using TEMPtest
3.0.

5.2 Secondary objectives
- To assess the effects of a standard dose (20 mg), higher than standard doses of
bilastine (80 mg) and placebo on mast cell mediator release during the induction of skin
lesions in CCU patients challenged with defined temperatures using TEMPfest 3.0,
Mediator measurements will include histamine and mast cell-derived cytokines (e.g. II-1,
IL-8, IL-8, IL-13, TNF).

- To assess the safety and tolerability of bilastine.

6 Study Endpoints
6.1 Primary Endpoints:
- Change in critical stimulation time thresholds (CSTT) and change in critical temperature
thresholds (CTT) after treatment with different dosages of bilastine (20 mg, 40 mg and
80 mg).

6.2 Secondary Endpoints:
- Change in mast cell mediator release, including histamine and mast cell-derived
cytokines (e.g. IL-1, IL-6, IL-8, IL-13, TNF) after standard dose treatment with bilastine
(20 mg) compared to high dose bilastine (80 mg) and baseline.

BUCUM protocol 18.11.2010 23

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de



- Seite 85 zum Schreiben vom-

- Safety and tolerability: This includes physical examination, routine safety laboratory
assessments, clinical observation, vital signs, ECG and adverse event reporting

7 ETHICAL, LEGAL AND REGULATORY REQUIREMENTS
7.1  Approval of Ethics Committee (according to AMG § 42 (1) and GCP-V § 7)
This protocol as well as a copy of the written patient information including all signed informed

consent statements will be submitted to the Berlin Ethics Committee:
Ethics Committee of the Landesamt fiir Gesundheit und Soziales Berlin:
Landesamit fiir Gesundheit und Soziales Berlin
Geschafsstelle der Ethik-Kommission des Landes Berlin
Fehrbellinerplatz 1
10707 Berlin

and written unconditional IEC approval will be obtained by the Sponsor before the
commencement of the study.

This approval must refer to the study by exact protocol title and number, identify the documents
reviewed and state the date of review as well as IEC composition. The IEC must be informed
by the Investigator of all subsequent protocel amendments and of suspected unexpected
serious adverse reactions (SUSARs) occurring during the study which are likely to affect the
safety of the subjects or conduct of the study.

A copy of the Letter or Notice of Approval from the IEC must be received by FAES FARMA

prior to shipment of drug supplies to the Investigator.

7.2 Ethical conduct of the study
The study will be conducted in agreement with and according to the following guidelines and
directives:

« Declaration of Helsinki, {(1996), according to Article 3 of the Dir 2005/28EG Appendix 1

+ |International Conference on Harmenisation (ICH) Good Clinical Practice (GCP) Guidelines:
“Good Clinical Practice”; Consolidated Guideline, 17.1.1997

+ Applicable national laws and regulations

« Standard Operating Procedures (SOPs) of the Allergie-Centrum-Charité (ACC), and the
Monitor.
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7.3 Approval of Competent Authority (according to AMG § 42 (1) and GCP-V § 7)
The trial will be submitted to the BfArM for approval.

Bundesinstitut fiir Arzneimittel und Medizinprodukte
Fachgebiet Klinische Pruefung / Inspektionen
Kurt-Georg-Kiesinger-Allee 3

D-53175 Bonn

GERMANY

Phone: +49- 228 — 207 - 4318

Fax: +49 — 228 — 207 — 4355

E-Mail: klinpruefung-bfarm@bfarm.de

The trial will only start after approval has been granted.

The Principal Investigator is responsible for informing the Ethics Committee and the BfArM of
any amendment to the protocol or any safety concern related to the study medication in
accordance with local requirements. All announcements/submissions to regulatory authorities
(and a copy to FAES FARMA) will be done by the Spensor.

7.4 Notification to regional authorithies (according to AMG § 67)

The investigators are responsible to inform the local authorities about the study (AMG § 67). In
this study, the Principal Investigator and the collaborating institutions will inform the local
authorities. The names of the Sponsor and of all investigators will be provided to the local
authorities (AMG § 67 Abs. 1 and 3, AMG § 12 Abs. 1-3 GCP-V).

7.5 Inspections by a supervisory authority or sponsor
The Investigators will allow employees of FAES FARMA andfor the monitering Quality
Assurance (QA) Department, monitors, and/or competent authorities to audit/inspect their

facilities and to review source data.

7.6 Patient insurance
Patients taking part in this study will be insured during the entire study course. Insurance
coverage shall be provided in accordance with the regulations in Germany (AMG § 40 Absatz 1
Satz 3 Nr. 8) by the Gerling-Konzern, Vertrieb Deutschland, Regionalzentrum West,
Prinzenallee 21, 40549 Detmold. The policy number is 70-5644584-4 for all subjects enrolled in
the study from the time of subject's inclusion into the study, i. e., from the time written informed
consent is given, to the end of the intervention period. Overall, the insurance will be provided

for the entire duration of the clinical trial.
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The Investigator will provide for this and supply FAES FARMA with the name, address, and
telephone number of the insurance company as well as the policy number prior to IRB
submission of this protocol.

7.7 Patient information and consent
The patients will be infoermed about the nature and purpose of the study. They will receive a
brief description of the foreseeable risks and discomforts and a short description of the
procedures to follow. The patients will be informed that they are free to withdraw from the study
at any time without any disadvantages. Prior to the start of study related procedures, the

patients will agree to the participation in the study by signing the infermed consent form.

The relevant patient information and infermed consent form should be given in both written and
oral form in a language fully comprehensible to the prospective participant. Patients must be
given an opportunity to enquire about details of the study. After a sufficient period of time for
the individual's consideration and decision, comprehension and consent shall be documented

on the consent form by the dated signature of the patient.

The written patient information and consent form must be approved (along with the protocol) by
the Ethics Committee. The written consent document will embody the elements of informed
consent as described in the Declaration of Helsinki and will alse comply with local regulaticns
and the ICH-GCP Guidelines. Each patient's signed informed consent form will be kept
archived by the Investigator for monitoring activities and possible inspection by regulatory

authorities.

7.8 Data Security / Data Protection
The participants' data will be saved in a pseudonymous form, which will neither contain initials
nor full date of birth. All regulative requirements applying to data protection will be met. Re-
identification of a participant subject's name is possible from the patient identification log, which
is kept in a locked research office at the Trial site where access is only possible by the principal

Investigator or persons authorised by the principal Investigator.

Patients will be informed that their disease-related data will be saved for scientific purpose
(Publication, etc.) using a pseudonym. Consenting patients have got the right to be informed
about the data recorded. Patients will also be informed that their pseudonymised data will be
forwarded to the '‘Bundescberbehdrde’ (BfArM) and to the Ethics Committee responsible, in
accordance with legal notification obligation for drug safety. Patients, who disagree with this
process of data transfer, are not allowed to participate in this study.
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8 STUDY POPULATION
8.1 Planned Number of subjects

A total of 20 patients (male and female) with CCU will be included in this study.

No steps for ensuring balancedness of the trial arms with respect to gender distribution will be
taken since no gender specific differences concerning efficacy and safety of the investigational
product are expected (see GCP-V § 7 (2) No. 12).

8.2 Inclusien Criteria

The subjects have to fulfil the following criteria:

L]

Informed consent signed and dated

Reliable method of contraception for both women of childbearing potential as well as man
during the study and 3 months thereafter. A highly effective method of birth control is defined
as those which result in a low failure rate (i.e. less than 1% per year) when used consistently
and correctly such as implants, injectables, combined oral contraceptives, some |UDs,

sexual abstinence or vasectomised partner

Outpatients with CCU for more than 6 weeks. Urticaria symptoms must comprise wheal and
itch.

Age above 18 years.

8.3 Exclusion Criteria
Any of the following will exclude the subject from the study:

Subjects who are inmates of psychiatric wards, prisons, or other state institutions. Existing
or planned placement in an institution after ruling according to § 40 passage 1, number 4
AMG (Arzneimittelgesetz).

The presence of permanent severe diseases, especially those affecting the immune

system, except urticaria and cold urticaria

The presence of permanent gastrointestinal condition which may influence the oral therapy
(chronic diarrhoea diseases, congenital malformations or surgical mutilations of

gastrointestinal tract)

History or presence of epilepsy, significant neurological disorders, cerebrovascular attacks

or ischemia

History or presence of myocardial infarction or cardiac arrhythmia which requires drug
therapy
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ECG alterations of repolarization( QTc prolongations > 450ms)

Blood pressure =180/100 mmHg and/or heart rate =100/min.

Evidence of significant hepatic or renal disease (GOT and/or GPT 3 times above the upper

reference value, serum creatinine 1.5 times above the upper reference value)

History of adverse reactions to bilastine or known hypersensitivity to bilastine or its

ingredients

Presence of active cancer which requires chemotherapy or radiation therapy

Presence of alcohol abuse or drug addiction

Intake of oral corticosteroids within 14 days prior to screening visit

Use of depot corticosteroids or chronic systemic corticosteroids within 21 days prior to

screening visit

Use of systemic immunosupressants/immunomodulators like ciclosporine A, dapsone,

methotrexate, mycophenolate, chloroquine, and comparable drugs within 28 days prior to

screening visit.

Pregnancy or breast-feeding

8.4 Prohibited Concomitant Medication
During the study

» Topical steroids

H2 antihistamines
Leukotriene antagonists

H1 antihistamine other than study medication or rescue medication

+ paraglycoprotein inhibitors such as:

-

macrolide antibiotics ( erythromicyn},
imidazolic antifungics ( ketokonazole),
diltiazem,

cyclosporine and

ritonavir.

During the past 2 weeks before start of treatment and during the study

+ Ketotifen

« Doxepin and other tricyclic antidepressants with antihistaminergic properties

During the past 4 weeks before start of treatment and during the study
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= Systemic corticosteroids
= UV therapy including PUVA

= Systemic immunosuppressives including corticosteroids, immunomodulators,

immunostimulants

8.5 Distribution between sexes, note on §7, passus 2, nr. 12 of the GCP-
Verordnung

The participants included in the clinical trial will not be selected with regard to their sex.
Therefore, § 7, passus 2, Nr. 12 of the GCP-regulation is not applicable in the present clinical

trial.

9 STUDY DESIGN
9.1 Course of the study
This is a single-center, triple crossover placebo-controlled study. A total of up to 20 patients
with CCU will be included by the urticaria specialty clinics of the study site. All patients included
in this study will be subjected at the screening visit (V1) to a physical examination (including
cardiovascular and respiratory system, skin, head with eyes, ears, nose, throat, abdomen,
neurological system) , ECG and a safety profile (sodium, potassium, chloride, GOT, GPT, GGT,
creatinine, urea, haemoglobin, erythrocytes, leukocytes, thrombocytes) will be performed. If the
diagnosis of CCU has not been confirmed in the past, an additional cold provocation test with
4T will be performed using Tempfest 3.0. Within the subsequent baseline phase (14 to a
maximum of 28 days) the patient is advised to keep a diary to document concomitant
medication, physical complaints, and wellbeing. At V2, patients will be tested for CCU symptom
development (critical stimulation time thresholds [CSTT] and critical temperature thresholds
[CTT], using TEMPtest 3.0). Patients without a positive reaction will discontinue their
participation, these subjects will be replaced, as well as the patients who do not manage to stay
free of antihistamines for 14 consecutive days. Levels of mast cell derived mediators will be
assessed by ELISA in all eligible patients before, during and after the induction of skin lesicns
by Temptest 3.0. The dialysate will be obtained with the method of skin microdialysis. All
eligible patients will then be randomised to one of two groups: 1) bilastine 20 mg daily or 2)
bilastine 80 mg daily for 7 days. The randomization also includes distribution to different
treatment groups at the following visits ¥3-V5. At the end of the 7-day treatment phase patients
will return for V3 and again be tested for CCU symptom development. Levels of mast cell
derived mediators will be assessed by ELISA in all patients before, during and after the
induction of skin lesions by Tempfest 3.0. The dialysate will be obtained with the method of skin
microdialysis. Patients will then be given 1) bilastine 40 mg daily or 2) placebo for 7 days
according to the randomisation at \V2. All patients will be told to start with the medication 1) or
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2) after completion of a two-week washout-period. At the end of the 7-day treatment phase
patients will return for V4 and again be tested for CCU symptom development. After another
two-week washout-period patients will receive either 1) bilastine 40 mg daily or 2) placebo for 7
days (according to the randoemization at VV2). At the end of the 7-day treatment phase patients
will return for V5 and again be tested for CCU symptom development. After yet another two-
week washout-period patients will receive either 1) bilastine 80 mg daily or 2) bilastine 20 mg
for 7 days (according to the randomization at V2). At the end of the 7-day treatment phase
patients will return for V6 and again be tested for CCU symptom development. Levels of mast
cell derived mediators will be assessed by ELISA in all patients before, during and after the
induction of skin lesions by Tempfest 3.0. The dialysate will be obtained with the method of skin

microdialysis. Also, a physical examination, ECG and safety profile will be performed.

Adverse events (AEs) reported during the study will be collected and analysed. All patients will
be offered a follow up visit at the out-patients clinic of the corresponding study place to receive

best medical care after having participated in the study.

V1 V2 V3 va Vs Vé

A: Washout ** —BL 20 ** Washout —BL 40 * Washout —Flacebo * \Washout — BL 80 **

B: Washout **— BL 80 ** Washout — Placebo * Washout — BL 40 * \Washout — BL 20**

14-28d 7d 14d 7d 14d 7d 14d 7d

e * CSTT andCTT
e ** CSTT, CTT and microdialysis

This table shows the crossover design of the study. According to the randomization at V2 and
the number of visit patients are given bilastine 20 mg, 40mg, 80 mg or placeba for 7 days
followed by a 14 day washout period. CSTT and CTT testing are performed at each visit,
microdialysis is performed at V2, V3 and /6. A detailed description of the study procedures is
fiven in section 10.1.

9.2 Cold challenge with TEMPTest
The method of provocation is TEMPTest-based. Low voltage Peltier thermoelectric elements
operate as heat/cool bodies, i.e. depending on the direction and intensity of current passing
through two dissimilar semiconductors one side of the thermal element is cooled, whereas the
other side is heated. TEMPTest is equipped with thermal elements embedded in a plastic body
that can be secured at the skin test site. 12 different temperatures can be simultanecusly

applied to the skin. Thermal element settings range from 0T to 30T (x 0.1T) and can be
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regulated via a central microprocessor control unit, which constantly monitors, adjusts, and

displays the actual temperature at the skin challenge site.

Cold stimulation time threshold testing

CSTT is defined as the longest time in the range of 10 s to 5 minutes at which a wheal reaction
within the test site (A) or covering the entire test site (B) is induced by testing at 4C. To assess
CSTTs TEMPTest is applied to the skin at 4C for 30, 60, 90, 120, 150, 180, 210, 240, 270, 300
seconds to determine the “shortest duration without wheals” (SDVWW). If no SDVWW can be
assessed within this range CSTT is set as 30 seconds. CSTT improvement should mean a
longer SDWMV after treatment for a defined time of cold application. In other words, an

improvement should mean a delay in the wheal appearance.

Critical temperature threshold testing

CTT is defined as the highest temperature in the range of 4 to 30T at which a wheal reaction
is induced by testing for 5 minutes. To assess CTTs TEMPTest is applied to the skin for 5
minutes at 4, 6, 8, 10, 12, 14, 16, 18, 20, 22, 24, and 26T to determine the “lowest
temperature without wheals” (LTVWW). If ho LTVWWV can be assessed within this range the test
result is indicated as >26°C. CTT improvement should mean the wheal appearance at lower
temperature compared with basal temperature capable to induce wheals. In other words, an

improvement would represent a reduction of the CTT.

Microdialysis

After pre-treatment with a topical anaesthetic (EMLA® cream) 4 microdialysis fibers per subject
will be inserted into the volar forearm of a maximum of 20 subjects and perfused with saline.
Following localized cold proveocation with TempTest at the skin site of microdialysis fibers the
fiber dialysate will be collected after 20 min. (histamine) and 3 hours (IL-18, IL-6, IL-8. IL-13
and TNF) depending on the mediator's kinetics. All mast cell mediators (histamine, IL-18, IL-8,
IL-8, IL-13 and TNF) before, during and after the induction of skin lesions will be measured by
ELISA.

9.3 Study flow chart

Visits Visit 1 Visit 2 Visit3 |Visitd |Visit5 |Visité

Screening | 14-28d 7d after | 21+-2d |21+-2d | 21+-2d
after V1 |V2 after V3 | after V4 | after V5
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Medical history | X

Concomitant X
medication +|X X X X X
AES/ISAEs

Signed
informed X

consent

General
physical X X

examination™

ECG X X

Blood
withdrawal*™

Pregnancy test | X X

CTT +GSTT X X X X X

Cold
provocation
test {if
applicable)

Microdialysis X X X

Randomisation X

*includes: cardiovascular and respiratory system, skin, head with eyes, ears, nose. throat, abdemen, neurclogical system

“includes; sedium, potassium, chloride, GOT, GPT, GGT, creatining, urea, haemeglobin, erythrocytes, leukocyies, thrombocytes

9.4 Patient identification
Each patient will be identified by a number, which will be assigned to the patient at screening
{e.g. 01) followed by an additional number after first randomization at V2.

8.5 Recruitment and screening
Consecutive male and female patients of the USS at the ACC with CCU will be selected based
on their medical history and the inclusion and exclusion criteria described above for
participation. The recruitment will be supported by publication in print and electronic media, the
content of the publications will be approved by the IEC in advance. Each patient will be
informed by the investigator and given a written patient information. Patients will have the
opportunity to ask questions. Patients who have voluntarily signed the written informed consent

may start the study procedures. A general physical examination will be performed. Female
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participants must not be pregnant or breast feeding. Female patients with childbearing potential
must be using adequate contraceptive precautions (contraceptive pill, depot, double barrier
methods), and a pregnancy test will be performed. A general physical examination will be
performed, including vitals, an extensive medical history, and laboratory safety tests, including
AP, ALT, AST, GGT, Na, K, Cl, Ca, Krea, BB+Diff BB. Patients must meet all entry criteria to
be enrolled.

9.6 Follow-up
Follow-up will take place during the scheduled appointments of patients at the USS of the ACC.

10 STUDY MEDICATION

10.1 Responsibility and general information
The IMP and the corresponding placebo will be provided by FAES FARMA. FAES FARMA is
responsible for production, packaging, labelling, importation, delivery to the study center, and
all legal affairs concerning production, packaging, labelling, importation, delivery to the study
center of the IMP and the corresponding placebo. The batch number and the expiration date or

the date of production will be documented in the trial master file.

10.2 Bilastine and placebo
Each tablet contains 20 mg bilastine. The tablets contain the following ingredients:

- the active substance F-96221-BM1,

- microcrystalline cellulose as a diluent,

- carboxymethyl starch as a disintegrant,
- magnesium stearate as a lubricant, and
- colloidal silicon dioxide as glidant.

The drug product is packaged into an Aluminium/Aluminium blister pack.

The placebo tablets will contain the inactive ingredients as listed above. Tablets with bilastine
and placebo are practically identical in aspect. Placebo medication is formulated as tablets for
oral administration and will be provided by FAES FARMA.
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10.3 Dosage and Administration
During the treatment phase all patients will be administered four tablets in the morning.
Depending on the randomisation patients will receive either four tablets of bilastine in the
merning (V2 or V¥V5), two tablets of bilastine and two tablets of the placebe in the morning (V3 or
\/4), one tablet of bilastine and 3 tablets of placebo in the morning (V2 or V5) or four tablets of
placebo in the morning (V3 or V4). Patients will be told to start with the medication in the
morning of the day after V2 and on day 15 after V3, V4 and V5 respectively.

The medication should be taken at least 1 hour after consumption of food and fruit-juice drinks
should be avoided to allow for the best bioavailability of bilastine. The last dose of tablets
before visits 3, 4, 5 and 6 should be taken in the clinic before testing to allow for comparable
pharmacokinetics in all patients.

10.4 Packaging
The packaging and randomisation will be carried out by FAES FARMA. Packaging of bilastine
will be in aluminium strips. Each strip holds 4 tablets for the morning. The strips are labelled in

German, placed in sachets and packaged in a box.
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10.5

10.6 Labelling
Labelling will be performed according to annex 13 of GMP guidelines, ICH GCP guidelines and
local drug law (AMG). The labelling will be in German.

The following information will be included on the label.

e 'Clinical trial sample'

» name and address of the Sponsor

« study code

s« expiry date or date of production

¢ formulation and quantity of dosage units

+ batch number

* directions for use

+ storage instructions

+ ‘To be used in clinical trials only’ and ‘Keep out of the reach of children’,

+ randomisation number

Urtikaria-Sprechstunde, Allergie, Charité, 10117 Berlin

Tel.: 030-450618296 EudraCt-Nr, xxsxoonnonom
Prufplan Chi =B 0000000000000
Random-Nr.: Besuch-Nr. ; 3000000000000

Enthait Alustreifen mit jeweils 4 Tabletten

mit jeweils 20 Milligramm Bilastin oder Placebo
Dosierungsanleitung: sishe Begleitschreiben

Ausschlieflich zur Klinischen Prufung bestimmtl

Bei Raurntemperatur unter +25TC und fir Unbefugte und Kinder
unzuganglich aufbewahren.

Nicht eingenommene Priifmedikation ist dem Prifarzt auszuhandigen.
Leiter der Klinischen Prifung: Prof. Dr. Marcus Maurer

Verwendbar bis: TT.MM.JJJJ

10.7 Storage
The Investigator will be responsible for ensuring that the study drugs are stored in a locked
cabinet with limited access and in accordance with the instructions on the study medication
labels.
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10.8 Drug Accountability
The Investigator will maintain accurate records of the disposition of all study drugs received,

administered (following the patient's diary) and accidentally destroyed.

10.9 Concomitant Medication/Treatment
Any concomitant medication and freatment received must be documented in the CRF with
indication, daily dose, and dates of administration. The patients should only take concomitant
medication after approval by the Investigator. The Investigator must be informed as soon as
possible about any medication taken from the time of screening until the end of visit 3 and this

will be fully documented in the CRF.

11 SAFETY ASSESSMENTS

11.1 Adverse events
The recording of adverse events (AEs) is a complementary aspect of the study documentation.
Detailed guidelines are set below.

11.2 Documenting of Adverse Events (AEs)
Any AE, whether classified as related to the investigational product or not, that occurs in a
subject in this clinical study will be recorded by the Investigator in the CRF. The occurrence of
AEs will be confirmed for each subject by questioning and/or examination on each study day.
AEs will be obtained by questioning the patients non-leading questions (e.g., "How do you
feel?) and by spontaneous reporting by the patients.

The investigator will closely monitor any AE and will adopt the necessary clinical measures to
ensure the safety of the patients. The AE collection period ranges from the signature of the
informed consent to the end of the trial (end of visit 6) or premature discontinuation of the trial
subject.

If an AE is still present after the clinical trial is completed it should be followed up until there is

an outcome or until otherwise agreed between the sponsor and the investigator.

Severe adverse events (SAEs) coming to the knowledge of the investigator after the last
protocol dictated contact with the trial subject will be reported only if the investigator judges that
there is at least a reasonable possibility (categeries possible, probable, or unlikely) for the
investigational product to have caused the event.
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When an AE/SAE occurs, it is the responsibility of the investigator to review all documentation
(e.g. hospital progress notes, laboratory, and diagnostic reports) relative to the event. The
Investigator must then record all relevant information regarding an AE/SAE on the CRF. Each
AE and SAE will be described by its duration, severity, relationship to the study medication, the
study day, the taken actions and the outcome of the subject.

A "Record of Death” CRF page is being used to collect all deaths that occur during the study. If
death was the result of an AE or if the Investigator believes there is a reasonable possibility that
the death was related to the study, the “Record of Death” CRF page and the “SAE" CRF page
will be completed. If death was not the result of an AE and the Investigator believes that there
is not a reasonable possibility that the death was related to the study, the “Record of Death”
CRF page only will be completed.

The investigator will:
» Document all AEs including clinically significant laboratory abnormalities.
¢ Check that AEs have been recorded on the CRF.

* Document that SAEs have been reported and documented in accordance with the
correct SOP.

* Report within 24 hours any SAE to the Sponsor and FAES FARMA, preferable by fax
{or by telephone) and to the Ethics Committee.

The telephone number of the responsible person at FAES FARMA to which the SAEs have to
be reported are listed below:

Pharmacovigilance Hotling: Dr. Manuel Ruiz Mijan mruizes.es Tel.: 628 043 516

Sonia Fernandez sfernandaes.es Tel.: 646 087 854

Medical Director: Lourdes Azcarate azcarateaes.es Tel.; 629 40 51 35

Investigators must provide follow up information, where appropriate. Missing information on the
SAE form must be actively sought by the Investigator. As soon as the required information is
available the Investigater must obtain all data needed to support a complete written follow up
SAE report. If the SAE is ongoing then follow up information must be collected until a stable

outcome is known.

The Investigator informs the responsible Ethics Committee about all serious or unexpected
adverse events which occur during the study and which could adversely affect the safety of the
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study subjects or the conduct of the study. In case of death the investigator informs the Ethics
Committee (anonymized personal data), the BfArM and FAES FARMA (pseudonymized
personal data). Regulatory Authority must be informed by the Sponsor about all drug reactions
that are both serious and unexpected, which occur during the study and which could adversely
affect the safety of the study subjects or the conduct of the study. In case of death the sponsor
has to send all relevant data within 7 days to Ethics committee and relevant Regulatory
Authorities.

11.3 Definition of an Adverse Event
Any untoward medical occurrence in a patient or clinical investigation subject administered a
pharmaceutical product, and which does not necessarily have a causal relationship with this
treatment. An AE can therefore be any unfavourable and unintended sign (including an
abnormal laboratory finding), symptom or disease temporally associated with the use of the
investigational product, whether or not related to the investigational product.

At the time of the occurrence of AE, the administration of the investigational product does not
need to have been initiated yet. If initiated, it does not necessarily need to have a positive
causal relationship to the event (categories possible and probable). An AE must be temporally
associated with the patient's participation in the trial, i.e. it must occur between signing the
informed consent or another exactly specified subsequent time point, and the last scheduled
contact with the patient.

An AE does include a/an:
+ Increase in frequency or intensity of a pre-existing episeodic event or condition

¢ Condition detected or diagnosed after study administration even though it may have been
present prior to the start of the study.

An AE is defined as expected or unexpected according to the list of adverse drug reactions
(ADR) in the Investigational Drug Brochure (IDB). An unexpected ADR relates to an event, the
nature or severity of which is not consistent with the product characteristics.

11.4 Assessment of Severity
“Severity" of the event will be described according to the following definitions:

Mild: subject is aware of symptoms but is easily able to tolerate them.
Moderate: subject experiences enough discomfort to interfere with normal activity.

Severe: subject is unable to carry out normal activities.

BUCUM protocol 18.11.2010 38

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de



- Seite 100 zum Schreiben vom-

11.5 Assessment of Causality

The causal relationship of an adverse event with the study medication will be established based

on the following definitions:

Event or laboratory test abnormality, with plausible temporal
relationship to drug intake.

Cannot be explained by disease or other drugs — response to
withdrawal clinically plausible

Certain Event definitive pharmacologically or phenomenologically.

Re-challenge (if necessary)

Event or laboratory test abnormality, with reasonable temporal

relationship to drug intake.
Unlikely to be attributed to disease or other drugs
Response to withdrawal clinically reasonable

Probable
Re-challenge not necessary

Event or laboratory test abnormality, with reasonable temporal
relationship to drug intake.

Could also be explained by disease or other drugs

Possible 5 . ;
Information on drug withdrawal lacking or unclear

Event or laboratory test abnormality, with a time to drug intake

that makes a relationship improbable (but not impossible)

Unlikely Disease or other drug provides plausible explanations

Event occurring before administration of the study drug or

Event or concomitant illness due wholly to factors other than

Not related the study drug.
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A report suggesting an adverse reaction. Cannot be judged
because of insufficient or contradictory information. Report

Unassessable/ cannot be supplemented or verified
unclassifiable

11.6 Serious Adverse Event (SAE):
Serious AE is any AE that:

* s fatal

e s life-threatening

s requires inpatient hospitalisation or prolongs existing hospitalisation
e results in persistent or significant disability or incapacity

« is a congenital anomaly er birth defect, or

e is any other medically important event that may jeopardise the patient or may require

intervention to prevent one of the other above outcomes.

Life threatening in this context means that the trial patient was in an immediate risk of death at
the time of the event. It does not mean that the event might hypothetically have caused death if

it were more severe or lasted longer. All AEs will be described in the Final Trial Report.

11.7 Following-Up AEs and SAEs
All AEs and SAEs must be followed until resolution, until the event is otherwise explained, or
the subject is lost to follow up. The Investigator is responsible to ensure that follow up includes
any supplemental investigations as may be indicated to elucidate as completely as practical the
nature and/or causality of the AE or SAE. This may include additional laboratory tests or
investigations, histopathological examination, or consultation with other health care
professionals.

SP may request that the Investigator perform or arrange for the conduct of supplemental

measurements and/or evaluations.

New or updated information will be recorded on the originally completed "SAE" CRF page with

all changes sighed and dated by the Investigator.
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11.8 Suspected Unexpected Serious Adverse Reactions (SUSAR
A Suspected Unexpected Serious Adverse Reaction (SUSAR) is any suspected adverse

reaction related to the study treatment that is both serious and unexpected.

“Unexpected” means that the nature and severity of the adverse reaction are not consistent
with the information about the study medication in question set out in the summary of product

characteristics.

11.8 Reporting of Suspected Unexpected Serious Adverse Reactions
(SUSARSs)

The Sponsor will report all suspicious cases of Suspected Unexpected Serious Adverse
Reactions (SUSARSs) to the relevant Ethics Committee, the relevant regulatory authorities and
to relevant regulatory authorities of other European member states and other contracting states
of the EWR agreement, if the study is run in their territory immediately, at the latest 15 days
after it becomes known. He will also inform all Investigators involved in the trial. The Sponsor
will also report within 24 hours of knowledge any SUSAR to FAES FARMA, preferable by fax
(or by telephone).

The telephone number of the responsible person at FAES FARMA to which the SAEs have to

be reported are listed below:

Pharmacovigilance Hotline: Dr. Manuel Ruiz Mijan mruizes.es Tel.: 628 043 516

Sonia Fernandez sfernandaes.es Tel.: 646 087 854

Medical Director: Lourdes Azcarate azcarateaes.es Tel.: 629 40 51 35

In case of a fatal or life threatening SUSAR the Sponsor will report all information relevant for
judging the event immediately, at the latest 7 days after the event becomes known to the
relevant Ethics Committee, the relevant regulatory authorities and to relevant regulatory
authorities of other European member states and other contracting states of the EWR
agreement, if the study is run in their territory as well as to all Investigators involved in the trial.
After a further 8 days all further relevant information must be available.

Adverse Reactions

Adverse reactions are all untoward and unintended responses to an investigational medicinal
product related to any dose administered.
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12 SUBJECT COMPLETION AND WITHDRAWALS
12.1 Definitions

« A completed patient is one who has completed at least 6 visits (\V6).

« A drop-out is a patient who stops prematurely due to reasons unrelated to the study.

Drop-outs will be replaced.

« Awithdrawal is a patient who stops prematurely for reasons related to the study, e.g. an
AE or due to mental tension caused by the testing procedures. A patient who simply
wishes to withdraw from the study should also be considered a withdrawal.

12.2 Withdrawal criteria

The study will be discontinued and the patient withdrawn from the study in the following

instances:

1

2

Occurrence of serious or severe adverse events (such as allergic reactions to study
drug or study procedures, pregnancy, laboratory abnormalities) requiring discontinuation
of the study.

Patient's request or lack of compliance.

Any reason for leaving the study must be documented in the CRF. The patients are not obliged

to state the reason for withdrawal. However, the reason for withdrawal or the failure to provide

a reason must be documented by the Investigator on the Completion / Withdrawal Section of
the CRF.

12.3 Procedure for handling withdrawals

Patients withdrawn due to treatment related AEs should be followed-up until the adverse event

outcome has been established.

Every effort should be made by the Investigator to follow-up patients who have withdrawn from

the study.

12.4 Premature termination of the study

Premature termination of the individual participant:

The treatment of a participant within the study will be discontinued
(1) if informed consent is withdrawn
(2) when inclusion or exclusion criteria are no longer fulfilled, for example:

+ Allergic reaction to the study medication or procedures;

s Evidence of drug-abuse or the use of prohibited concomitant medications during the
study

e Pregnancy
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(3) if the randomization code is broken

(4) poor compliance with the study treatment or protocol

(5) Loss of contact, relocation

(B) if adverse events occur which require discontinuation of the study drug, for example:

+  Erythrocytes < 2.00 Mio/cmm
s Thrombocytes < 50 T/emm

* Leucocytes < 2000 fermm

Serum-creatinine 1.5 and / or BUN times above the upper reference value)
GOT and/or GPT and/or alcalic phosphatase 3 times above the upper reference value)
ECG alterations of repolarisation (QT prolongations > 430)

12.5 Premature termination of the study

Premature termination of the clinical study:
The whole study may be discontinued as decided by the principal investigator

(1) when adverse events occcur, unknown to date in respect of their nature, severity, duration or
frequency in relation to the current established safety profile, and therefore medical and/or
ethical reasons affect the continued performance of the study

(2) Difficulties in the recruitment of subjects, especially when recalculation of the necessary
sample size exceed the limits of feasibility

(3) New scientific evidence provided during the study that could affect the patient safety (benefit
risk analysis no longer positive)

128 Follow up Procedures and Continuing Medical Care after (premature)
Termination

Subjects are free to discontinue their participation in the study at any time, without prejudice to
further treatment. Subjects who discontinue from the study should always be asked about the
reason(s) for their discontinuation and about the presence of any adverse events. If possible,
they should be seen and assessed by an investigator. Adverse events should be followed up.
The subject should return any questionnaires and investigational products.

In the event of premature discontinuation of study drug by a subject, the investigations
scheduled for the last visit should be perfermed, if possible. In any case, the CRF page entitled
“End of study” must be completed. All withdrawals due to a serious adverse event must be
reported within one working day. All serious adverse events must be reported and followed up

until resolution or stabilisation.

Patients with regular termination of the study will be integrated into the routine care of the
urticaria outpatient clinics (USS) of the Allergie-Centrum-Charité after the discharge visit.
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13 DATA MANAGEMENT

13.1 Data Collection
Data collected on each subject will be recorded on a case report form (CRF). The Investigator
is responsible for ensuring that all sections of each CRF are completed correctly, and that
entries can be verified against source data. If certain data are not available or not applicable
this will be indicated as such on the appropriate space on the CRF. Any errors should have a
single line drawn through them and the correct data should be entered at the side with the
Investigator's initials, the date and a short reason for the change. In order to facilitate further
handling, CRFs should preferably be completed with a black ball-point. The study monitor will

review the CRFs and check for completeness, consistency, and plausibility.
The following source data must be present:

o Patient identification list

¢ Informed consent

o Test results

+ Serious adverse event reports

The following data will be recorded directly on the CRF and will be considered as source data:
s+ Demographic data

* Medical history

* Physical examination

+ Concomitant medication

+ Concomitant diseases

13.2 Study Monitoring

The Sponsor of this study is responsible according to ICH GCP guidelines for assuring proper
study conduct in regard to protocol adherence and validity of the data recorded on the CRFs.
The Sponsor has therefore assigned a study monitor to this study (Roswitha Bussar-Maatz,
Centre for Clinical Studies (KKS), Managing Director): Her duties are to assist the Investigator
in the maintenance of complete, legible, well-organised, and easily retrievable data. In addition,
the monitor will ensure that the Investigator understands all applicable regulations concerning
the clinical evaluation of an investigational drug, as laid down in ICH GCP guidelines and
national laws and regulations.
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The Investigator agrees to allow the monitor access to the study drug dispensing and storage
area and all clinical data of the study patients for the abowve purposes and agrees to assist the
monitor in these activities. The Investigator accepts that the monitor will visit the study site at
regular intervals to review, verify, and collect the data. The monitor will regard all infermation,
which is supplied to him or her as strictly confidential.

13.3 Data Management
The Data Management Group of the USS/ACC will perform double data entry by means of a
computer database. After verification of the data, plausibility checks will be performed by KKS.
Data Listings will be generated from the verified file so that key database elements can be
compared with the original CRF and remaining errors can be corrected. Queries will be issued,
e.g. on missing data, inconsistencies, or implausibility. After resolving all queries the corrected

files will be retained as the final records of the study.

Medication names and adverse events will be coded using internationally recognised reference
lists {MEDRA dictionary). Study specific audits may be performed by regulatory authorities.
Quality control on the data will be performed on an ongoing basis during the study.

All data management activities will be done according to Good Clinical Practice (GCP) as
required by regulatory authorities. Clean data sets will be provided to the statistician to perform
the statistical analysis.

14 DATA EVALUATION

14.1 Responsibility , Study Design, and Target Sample Size
Statistical analysis will be the responsibility of Prof. Dr. rer. nat. Peter Martus, head of the
Department of Biostatistics and Clinical Epidemiclogy of Charité. All analysis will be performed
with SPSS 12.1 and SAS 9.1.2.

The design of the study is an incomplete cross over design with 4 treatment periods (including
Placebo). The four treatments are Placebo (4 tablets placebo), 20mg Verum (3 tablets placebo
+ 1 tablet Bilastine 20mg}, 40 mg Verum (2 tablets placebo + 2 tablets Bilastine 20mg), and 80
mg Verum (4 tablets Bilastine 20mg). Te keep applications feasible and enable an interim
analysis after 10 patients only two of the sixteen possible sequences of doses will be used (see

also section 10.1):
Sequence A 20 mg 40 mg Placebo 80 mg
Sequence B: 80 mg Placebo 40 mg 20mg

This design allows to disentangle the dose effect from linear time effects.
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The sample size of 20 patients is not based on any statistical methodology but is considered
sufficient to adequately investigate the objectives of this exploratory study. This assumption is
based on the investigator's experience with minor pilot studies about the treatment of urticaria.
Formally, with 20 subjects in a within subject repeated measurement analysis with between
level correlation p = 0.5 an effect size of 0.12 (Variance of Means devided by variance within
groups times 1-p) can be shown with power of 80% using a level of significance of 0.1. For
paired comparisons effect sizes of 0.58 (mean difference divided by intraindividual standard
deviation) can be shown with power of 80% using a level of significance of 0.05 (two-sided).
Adjusting for multiplicity (Bonferroni correction for six comparisons) the detectable effect size is
0.79 (nquery release 7). An interim statistical analysis of mast cell mediators assessed by the
method of microdialysis will be performed after 10 subjects have completed the study. If the
sample size of 10 subjects is shown to be sufficient to adequately investigate the effect of
bilastine on mast cell mediator release, the assessment of mediator release by microdialysis
will no longer be performed in the following 10 subjects undergoing the study. Note that this is
not an interim analysis which possibly modifies the conduct of the study concerning the primary
outcome and thus has not to be taken into account for sample size or confirmatory analyses.

14.2 Patient Populations
The number of randomised subjects that had various assessments and completed the study
will be tabulated by treatment group. Prematurely discontinued subjects will be summarised by
reason of withdrawal and treatment.

The following patient populations will be defined:

ITT Population

The main evaluation will be carried out by an intent-to-treat (ITT) analysis. The ITT population
will consist of all randomised patients who provide at least one postdose efficacy assessment.
No imputation of missing values is justified, thus for overall comparisons and specific paired

comparisons subjects with missing data in the outcome variables have to be excluded.

Per-protocol Population

If it appears necessary after discussion of the ITT results, further analysis will be performed on
a per-protocol (PP) population. The PP population will consist of patients without major protocol
deviations as specified in the statistical analysis plan. The PP population is defined as
randomised patients who have performed all postdose efficacy assessments. PP population

patients must have taken their study medication correctly and should not have been

BUCUM protocel 18.11.2010 46

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de



- Seite 108 zum Schreiben vom-

administered other antihistamines or leukotriene antagonists or corticosteroids as described in

the “prohibited concomitant medication”.

Safety Population

All randomised patients who received treatment with study medication will be valid for safety
analysis.

All protocel deviations will be discussed with the project leader and the responsible biometrician
and it will be decided for each patient prior to unblinding to which population he will be assigned

to.

SAEs will be reported casuistically.

14.3 Demographic and Baseline Characteristics
Descriptive statistics for demographic parameters will be presented both for the safety and the
efficacy populations (ITT and PP). The descriptive statistics will include number of
observations, mean, standard deviation, median, minimum, and maximum for continuocus

variables and number of observations and their percentages for categorical parameters.

14.4 Primary and secondary outcome variables
If sufficient number of subjects is recruited, appropriate statistical tests will be advanced. For
continuous variables (primary and secondary endpoints) with expected normal distribution,
Manova with baseline value as continuous covariate followed by paired t-tests will be used. If
parametric assumptions are unwarranted, nonparametric analogies such as the overall

Friedman test and the pairwise sign test or Wilcoxon signed rank test will be advanced.

Due to the small sample sizes, statistical significance at the trend level (alpha = 0.1) will be
interpreted as preliminary evidence of efficacy. The value of exploratory analyses is small due
to the limited number of patients. Regression models for the influence of prognostic variables
(e.g. disease duration, age) will take into account the dependency of repeated measurements
in the same subject using adequate statistical techniques (mixed models, GEE).

15 REPORTING
A complete draft report will be prepared by the Investigator and the Department of Biostatistics
and Clinical Epidemiclogy, in accordance with ICH guideline on the structure and content of
clinical study reports. The draft report will be sent to the Sponser for approval.

Upon Sponsors approval of the draft report, a final report will be prepared by the investigators
and the Department of Biostatistics and Clinical Epidemiology and signed by all relevant
parties.
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16 USE OF DATA AND PUBLICATION
The investigator is authorized to publish any data arising from the study, if the following
conditions are considered. The work should be provided to the Sponsor and to FAES FARMA
for their information and comments. The investigator and FAES FARMA agree on the content
of the publication in advance. The scientific neutrality of any public disclosure may not be

affected by the commitment to agree on the subject of publication.

17 ARCHIVING OF DATA
The Investigator will archive all study data (Patient Identification Code List, source data and
Investigator’s File) and relevant correspondence. These documents will be kept on file
according to the requirements of the ICH GCP guidelines.

The Sponsor will archive the original protocol including amendments, the report and the original
CRFs and will retain all essential documents pertaining to the study according to the
requirements of the ICH GCP guidelines.

The KKS will archive the first copy of the CRF and a copy of the patients diary until disposal. .
The Sponsor agrees that the KKS will retain a copy of the protocol, documentation, approvals,
and all other documents related to the study, including certificates that satisfactory audit and
inspection procedures have been carried out.

18 AMENDMENTS TO THE PROTOCOL
No modifications -except for emergencies- of the protocol are allowed unless discussed in
detail with FAES FARMA. Any protocol amendments must be approved by the Principal
Investigator, FAES FARMA, the Monitor and the Statistician before submission to the relevant
Ethics Committee and must not be implemented until approval is received. Once approved all
protocol amendments must be applied to all succeeding patients in the study.

All protocol amendments concerning ethical aspects of the study will be submitted to the
IEC/IRB. The IEC/IRB will decide whether a vote is necessary.

Technical changes during the study course (e.g. changes in personnel) do not have to be
submitted to the IEC/IRB, but have to be notified to the Sponsor.
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Sehr geshrter Herr Dr. Behrens,
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Bewartungsentscheidung

1. Die vorbezeichnete klinlscha Prifung wird mil den unter Ziffer 2 genannten

Bedingungen zustimmend bewertet.
2. Bedingungen '
Eriifpian ;
= Abschnitt 7.2 Ethical conduct of ghe study: Geam. Art. 3 der Richtlinia 2005/28/EG

werden klinische Prifungen von Arzneimitteln in der EU nach den ethischen
Prinzipien der Deklaration von Helsinki in der Fassung von 1998 durchgefiihrt.

= Abschnitt 12.2 Withdrawal criteria und Abschnitt 12.4 Premature termination of the
study: Es fehlen medizinisch messbare Parameter, die zum Abbruch der Klinischen
Prifung im Einzelall fahren, vgl. § 40 Abs. 1 5. 3 Nr. 2 AMG.

« IMPD, Tab. S. 188; Beraits 40 mg Bilastine fihren bel 10 % der Patlenten zu ZNS-
Symptoman, damit ist die diesbez0gliche Darstellung auf S. 18 und S, 20 des
Prifplans und abense auf 8. § der Patienteninformation falsch und zu korrigieren, vgl,
§40 Abs. 13, 3 Nr. 2 AMG.

= IMPD, 5. 190, letzter Satz: Eine Dogis » 20 mg fuhrt zu keiner Zunahme der
Wirksamkelt Das Ratiuﬁale fiir die Prufung von 40 mg und B0 mg ist angesichts
dieser Feststellung zu rechtfertigen, die Erfolgserwanung an das Studisnvorhaben
plausibel darzulegen, vol. § 40 Abs. 1 5. 3 Nr. 2 AMG,

= Prifplan, 8. 27, Exclusion criterla, 6. Spiegelstrich: Gemeint ist sicher eine QTc > 450
ms. zumindest musste das Ausschlusskriterium so lauten, vgl. § 40 Abs. 1S, 3 NI 2
AMG.

atienteninformation

Folgende Aspekte fehlen oder wurden unrichtig dargestellt und sind zu ergénzen bzw. zu

korrigleran; :

* Die Mikrodialyse muss hinsichtlich Vargehen, Risiken und Belastungen deutlich
erklart werden, vgl. § 40 Abs. 1 8. 1 AMG i.V.m. Abschn. 4.8.10 g) ICH-GCP.

+ Das Cross-over-Verfahren wird picht klar genug beschrieben, vgl. § 40 Abs. 2 S, 1
AMG.
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«  S. 6: Die beschriebenen Wechselwirkungen des Prifpréparats mit Alkohol sind zu
erdutern, sie sind in der dargesteliten Form (Veranderung des Metabolismus) nicht
nachvollziehbar. Auf eine mdgliche gegenseitige verstarkta Sadierung ist '
hinzuweijsen, vgl, § 40 Abs, 2 5, 1 AMG..

Einwilllgun Hrun

* Es fehit die ausdrickliche Einwilligung in dis Erhebung personenbezogener Daten,
inabesondere Gesundhaitsdaten, vgl. § 40 Abs. 1 8. 3 Nr. 3c) AMG.

< Dadie Einwilligung zum Probenumgang auch den Datenschutz betnifft, ist diesa
insgesamt optisch harvorzuhsban oder in die Einwilligung zur Datenverarbeltung zu
integrieran, vgl, § 4a Abs. 1 5. 4 BDSG,

Versicherun stfitigu

*  Aus der Veraicherungabestatigung v, 25.03.2010 geht nicht hervor, was geschieht,
wenn die Ethik-Kommission die zuslimmende Bewerlung zuriicknimmt oder widarruft,
vgl § 428 Abs. 4a AMG.

Mit der o.g. Studle darf erst bagonnen werden, wenn dia vorstehende n
Bedingungen eingetreten sind. Es wird dringend empfohlen, vorab hierzy elne
schriftliche Stellungnahme der Ethik-Kommission elnzuholen. '

3. Die zustinmende Bewertung erstreckt sich auf die nachstehend aufgefihrten
Priifar und Priifstalie.

Prof. Dr. med : ) Kiinik fur Dermatologie, Venerologie
Marcus Maurer (HP) (slehe Anmerkung ) |und Allergologle

Dr. med. Martin Metz Charlté — Unlversitdtsmedizin Berlin
Dr. mad. Karslen Weller Charitaplatz 1

Dr. Elena Ardelean 10117 Berlin

Dr, Karoline Krause
Dr. Frank Siebanhaar

Der LebenslaufiQuallfikationsnachweis wurde von Prof. Dr. med. Marcus Maurer
nicht unterschrieben, wir bitten diesen unterschrieban nachzureichen.

4.  Eswerden nachslehende Hinweize ertsilt;
Patianteninformation
= Der Zulassungsestatus von Bilastine ist den Patienten mitzuteilen.

= 5. 5: Die Nennung der unerwiinschten Wirkungen mit 2 Nachkommastellan ist

wissengchaftliich nicht nachvollziehbar.
= Fachbegrifia, z.B. Antihstaminikum, Quaddel, sind laienverstandlich auszudriicken
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Priifplan/Synopse

= Astemizol ist in Europa und den USA nicht zugelassen und kann deher aus der
Liste der verbotenen Arzneimittel eliminiert werden. Fraglich ist auch, ob.nur
Doxapin oder auch andere trizyklische Antidepressiva abgesetzt werden missen.

Grinde
.
: Sachverhalt
Es handeh sich urn eine klinische Prifung der Phaae | mit sinwilligungsfahigen volij&hrigen
Gesunden,

In.
Rechtliche Bewertung

Dem Antrag war stattzugeben und die klinlsehe Prifung zustimmend zu bewerten. Es wird
fesigestallt, dass Versagungagrinde gemaB § 42 Abs, 1 Satz 7 AMG nicht vorliegen, sofern die
vorstehenden Bedingungen eintreten. Die Zuldssigkeit der Bedingung ergibt sich aus § 1 Abs, 1
des Gesetzes (ber das Verfahren der Berlinsr Verwaltung in Verbindung mit § 36 Abs. 1 des
Venwaltungsverfahrensgesetzes. Dia Bedingung st gegeniber einar Versagung das mildere °
Mittel. Sie soll sisherstellen, dass die gesetzlichen Voraussetzupgen siner zustimmenden
Bewartung erfilllt werdan.

Unier Berficksichtigung der vorstehenden Bedingungen sind felgende GrOnde flr die
zustimmende Bewartung mallgebend:

* Die Untsrlagan und Angaben sind gem. § 7 Abe. 2 und 3 GCP.V vollstéindig eingareicht
worden, vgl. § 42 Abs. 1 Nr. 1 AMG,

* Die Unterlagen einschliallich des Prifplans, der Proferinformation und der Modalitsten fur
die Auswahi der Prisfungsteilnshmer entsprechen dem Stand der wissenashaftiichen
Erkenntnisse, insbesonders ist die kiinische Prifung geslgnet, den Nachweis der
Unbedanklichkelt oder Wirksamkeit sines Arzneimitlels, sinashiieltlich der Unterschiede
zwischen Mannem und Frauen, zu erbringen, vgl. § 42 Abs. 1 Nr. 2 AMG
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* Die vorhersehbaren Risiken und Nachteile der klinischen Priifung sind pegenlber dem
Nutzen fir dle Person, bsi der sie durchgeflihrt werden soll (betroffene Persen), und der
voraussichtlichen Bedeutung des Arzneimittels fir die Heilkunde &rztlich variretbar, vgl. §§
42 Abs. 1 NI, 31.V.m. 40 Abs. 1 Nr. 2 AMG.

+  Die batroffenen Parsonen sind volljihrig und in der Lage, Wesen, Bedeutung und
Tragweite der klinlachen Profung zu erkannen und ihren Willen hiernach auszurichten, vgl
5§42 Abs. 1 Nr, 3i.V.m. 40 Abs. 1 Nr. 3 a} AMG. '

* Die betroffenen Personen werden nach § 40 Abs. 2 8. 1 AMG aufgeklirt und willigen
schriftiich sin, an der klinischen Prifung teilzunehmen, vgl. §§ 42 Abs. 1 Nr, 3i.V.m. 40
Abs. 1 Nr. 3b) AMG.

+  Die betroffenen Perzonen werden nach § 40 Abs. 2a 5. 1 und 2 AMG Informiart und
wil!igen schriftfich ein, die Einwilligung bezieht sich ausdricilich auch auf die Erhebung und
Verarbeitung von Angaben iber dis Gesundhait, vgi. §§ 42 Abs. 1 Nr. 3 LV.m. 40 Abs, 1
Nr. 3 ) AMG.

* Es werden keine auf behdrdlicha oder gerichtliche Anordnung in einer Anstatt
urtergebrachten Personen in die klinisghe Profung elnbazogen, vol. §§ 42 Abs, 1 Nr. 3
iV.m. 40 Abs 1 Nr. 4 AMG.

» . Die kiinische Priifung soll in einer geeignatan Einriehtung von einem angemessen
qualifizierten Profer verantwortlich durchgefuhrt werden und die Leitung wird von einem
Prifer, Hauptpriifer oder Leiter der klinischen Prifung wahrgencmmen, der sine !
mindestens zweijahrige Erfabrung in der klinischen Prifung von Arzneimitteln nachweisen
kann, vgl. §§ 42 Abe. 1 Nr. 3i.V.m. 40 Abs. 1 Nr. 5 AMG.

* Eine dem Stand der wissenschaftiichen Erkenntnisze entsprechende pharmakelogisch-
loxikologische Prifung wurde durchgefuhrt, vgl. §8 42 Abs. 1 Nr. 3 1.V.m. 40 Abs. 1 Nr, 6
AMG.

= Jeder Prifer wird durch einen fur die pharmakologisch-toxikalogische Pritung
verantwortlichen Wissenschaftier iber deren Ergebnisse und die voraussichtiich mit der
klinischen Profung verbundenen Risiken informient, vgl. §§ 42 Abs, 1 Nr. 3i.V.m. § 40 Abs.
1 Nr. 7 AMG.

«  Esliegt eine Versicherung dar Studientelinehmer mit einem angemessenem Umfang vor,
§§ 42 Abs. 1 Nr. 3iV.m. 40 Abs. 1 Nr. B, Abs. 3 AMG.

*  Frdie medizinische Versorgung der betroffenan Person st ein Arzt verantwortlich, vgl. §§
42 Abs. 1 Nr. 3iV.m. 40 Abs. 1 Nr. & AMG,

*  Die Anwendung des zu prifenden Arzneimittels ist nach den Erkenntnissen der
madizinischen Wissanschaft angezelgt, um des Leben dieser Person zu retten. ihre
Gesundhsit wiederherzustellen oder ihr Lalden zu erleichtern, §§ 42 Abs. 1 Nr. 2 iV m. 41
Abs. 1 Nr. 1 AMG

= und
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« Die klinische Prufung ist fur die Gruppe der Patlenten, die unter derselben Krankheit leldan,
wie diese Person, mit einem direkten Nutzen verbunden, §§ 42 Abs. 1 Nr. 31.V.m. 41 Abs.

1 Nr. 2 AMG

Hinwelse / Besondere Pflichten

Der Sponsor, der Priffer und alle welteran an der klinischen Profung beteiilgtsn Personen haben
bei dar DurchfUhrung der iinischen Prifung eines Arzneimittels bei Menschen die Anforderungen
der guten klinischen Praxis nach Maigabe des Artikels 1 Abs. 2 der Richilinie 2001/20/EG des
Europaischen Parlamerts und des Rates vom 4. April 2001 zur Angleichung der Rechts- und
Verwaltungsvorschriften der Mitgliedstaaten ober dle Anwendung der guten klinischen Praxis bei
der Durchftihrung von kiinischen Priufungen mit .Hurnanarzneimiti‘eln {ABI. EG Nr. L 121 S. 34)
elnzuhalten. '

Auf die in §§ 12, 13 der Verordnung Uber die Anwendung der Guten Klinischen Praxis bei der
Durchfihrung von klinischen Prifungan mit Arznaimitteln zur Anwendung am Menschen (GCP-
Verordnung) vorm 09.08.2004 (BGBI, 2004, Teil |, S. 2081, 2088) niedergelegten Anzeige-,
Deokumentations- und Mitteilungspflichten wird hingewiesen.

Dia Ethik-Kommigsion des Landes Berlin bittet um die vierteljahrliche Vorlage siner Liste
aller wihrend der o.g. klinischen Priifung gemeldeten Verdachtsfille schwerwiegender
unerwarteter Nebenwirkungen, beginnend ab dem Zeltpunkt des Beginns der o.g.
klinischen Priifung in Deutzchland.

Die Verpflichtungen des Sponsors zur Vorlage von Einzelmittellungen gam, § 13 Aba, Z bis
4 GCP-V und eines jinhrlichen Sicherheltsberichts getn. § 13 Abs. 6 GCP-V bleiben hiervon
unberihrt.

Dle Ethik-Kemmission behdlt sich vor, die vorstehende zustimmende Bewerung des o0.g. Antrags
zum Schutz der Rachle, der Sicharheit und des Wohlergehens der Prilfungsteilnehmer ganz oder
teilwelse mit Wirkung for die Zukunft zu widerrufer, wenn sie auf Grund nachtriglich
eingetretener Tatsachen berechtigt wiire, die zustimmende Bewertung zu versagen.

Dle Ethik-Kommission des Landes Beriin vertritt die Autfassung, dass die Verarbeitung der
Initialen undfoder des vollstindigen Geburtsdatume eines PrOfungstailnehmers . mangels
JErsetzung der Identifizierenden Angaben” kaine Pseudonymisisrung der Gesundheitsdaten i.8.d.
§ 40 Abs. 22 5. 2 Nr_ 1 b}-d} AMG LV.m. § 2 Abs, 6a Bundesdatenschutz (BGDS) darstellt und
daher unbsfugt i S.d.  §43 Abs. 2 Nr. 1, gaf. 1.V.m. § 44 Abs. 1 BDSG Ist.

Dia Fastsetzung und Erhabung der Gebuhren erfolgt durch gesonderten Bascheid.
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Rechtsbahelfsbelehrung

Gegen diesen Bescheid ist die Klage vor dem Verwsitungsgericht zuldsslg. Die Klage ist
innerhalb eines Monats nach Zugang dieses Bescheldes bel dem Verwaltungsgericht
Berlin, Kirchatr, 7, 105657 Berlin (Tiergarten), 5ehr'rﬂllchloﬂér zur MNiederschrift bai dem
Urkundsbeamten der Geschiftastelle oder in elektranischer Form mit einer qualifizierten
Signatur jm Sinnae des Signaturgesefzes versehen (vgl. hierzu www.beérlin.delery)
einzulegen; der Kiageschrift soll eine Abschrift beigefiigt werden. Dle Kiage ist gegen das
Land _Berlin. vertreten durch das Landesamt fiir Gesundheit und Soziales Berlin, zu richten.
Es wird darauf hingewiesen, dass bei schriftlicher Klageeinlegung die Klagoefrist nur dann
gawahrt 1at, wann die Kiage innerhalb dlsser Frist bel dem Vemaltungugl;erlcht eingegangan
ist.

Mit freundlichan Griien

.

Prof. Dr. Hildebrandt
Vorsitzender dee Ausschusses 5
der Ethik-Kommisslon des Landes Berlin
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An der Beschlusafas: ware ende Miiglleder ili

Facharzt Prof. Dr. Martin Hildebrandt
Vorsitzender

Pharmazeut Dr. Benno Riebelmann

Stellvertretender Vorsitzender

Facharzt Dr. Alfred Pauls

Facharzt fur Pharmakologie Dr. med. Christian Steffen

Volljurist Prof, Dr. Christian Pestalozza

Blometriker , Prof. Dr. rer. nat. Joachim
Réhmel

Laiin Jenny Wernecke

Laie Or. Kal Lindemann

EBewerteta Unterlagen:
aingereicht mit Schrelben vom:08.04.2G10 und 14,04.2010

M)y EudraCT Bestétigungsachreiben

2) - Profplan (Version vom 25.03.2010)

{3)  Patlenteninformation (Version 1 vom 25,03.2010)

4y Einwilligungserklrung (Version 1 vom 25,03.2010)

' Unterlagen zum Prifpraparat (IMPD)

Versicherungsnachweis und -bedingungen

1" Zusammenfagsung des Prifplans in deutscher Sprache (Synopae)
Qualifikationsnachwaise (Qualifikation des Prifzentrums und der Prifer)
Ethikantrag (Modul 2)

Genehmigungsanirag (Modul 1)
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Landesamt fur Gesundheit und Soziales |"

Ethik-Kommission des Landes Berlin

Landezamt fOr Gesurdheit und Sczlales Berln

-
Foztfach 310829, 1063% Bedin {Posianschrif) LAG }
eSo .

KKS Charité Geschaliezechen (bitte immer angeben )
Hermn Dr. Behrens ZSEK 14 13310
Augustenburger Platz 1 Eiel:\s;gib&ud:’
g ehrbeliner Platz 1
13353 Berlin 10707 Berlin
Bearbeiter/in:
Frau Golz
vorab per Fax: 450 553 937 Zimmer4Dgs
Teleton: 030 5(0)229 - 1229
Telefax: 030 9(0)28 - 3383
= E-Mailadresse nicole golz@lagess berlin de
Nachrichtlich an: (rlcht for Dokuments mil eiokireninchar Signatun
Bundesinstitut f. Arzneimittel u. Medizinprodukte Datum: 04.08.2010

Klinische Priifung eines Arzneimittels: Antrag auf zustimmende Bewertung einer klinischen
Prafung, § 42 Abs. 1 Arzneimiltelgesetz (AMG), § 7 Abs. 1 Verordnung tiber die Anwendung der
Guten Klinischen Praxis bei der Durchfiihrung von klinischen Prifungen von Arzneimitteln am
Menschen (GCP-V),

Antrag vom: 09.04,.2010

Eingang Antrag: 13,04.2010

Sponsor: Charité - Universititsmedizin Berlin
Bevollmichtigter Vertreter des Sponsors: KKS Charité

Leiter der klinischen Priifung: Prof. Dr. Maurer, Berlin
Federfiihrende Ethik-Kommission: Ethik-Kommission des Landes Berlin
EudraCT-Nummer: 2010-019344-39

Prifplancode: BUCUM

Titel der klinischen Priifung: Doppelblinde, cross-over, Placebo-kontrollierte Studie zur
Feststellung der Wirksamkeit, Mechanismen und Therapiesicherheit von Belastin 20mg,
40mg und 80mg in erworbener Kilteurtikaria (KU)

Verkehrsverbindungen:  Sprechzaren Zahlungen bitte Geldinstifut Kentonummer Bankleizan!

U3 Fehrbelliner itz nach talefonischer  bargeldios an dis Postbank Berlin 58100 100 100 70

U7 Fehrbelliner Platz~ Vereinbarung Landeshaustkasse  Berliner Bank AG 8 810 250 800 100 200 00

Fahrstuhl vorhanden Klosterstr. 58 Landesbank Sedin 0290 DOT 500 100 500 00

Bus 101, 104, 115, 10179 Berlin Deutsche 10001 520 100 000 00
Bundesbank

Haltestelle Filiale Berlin

Fehroelliner Plate
Internetadrasse: hitpfiwww. lagess berlin.de
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Sehr geehrter Herr Dr. Behrens,

hiermit bestatige ich den Eingang lhres Schreibens vom 21.07.40, eingegangen am 21,07.10, mit
dem Sie nachfolgend genannte Unterlagen eingereicht haben:

aktualisierter Priifplan {vom 15.07,2010)
aktualisierte Synopse (vom 15.07.2010)
Patienteninformation (vorn 15,07.2010)
Einwilligungserkiarung (vom 15.07.2010)
allgemeine Versicherungsbedingungen

Die mit der zustimmenden Bewertung vom 18.05.2010 verbundenen Bedingungen sind damit
eingetraten.
leh danke fir die Beriicksichligung der erteilten Hinweise.

ich bitte Sie um Mitteilung des kalendermiBigen Beginns der 0.9. klinischen Priifung in
Deutschland.

Fur die Durchfohrung des 0.g. Vorhabens wiinsche ich Ihnen vie| Erfolg.
Mit freundiichep Griilen

A

Dr. RieRelmann
stellv. Vorsitzender des Ausschusses §
der Ethik-Kommission des Landes Berlin
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L.andesamt fiir Gesundheit und Soziales 1
Ethik-Kommission des Landes Berlin

Lancasant fir Gesundhall una Souioles Bnin

Postiaen 110928 10638 Berln (Poatanschrift ) LAGESD ()

KKS Charité - Universititsmedizin Berlin

O Bahrens fwt?z%ghen ll;:la imnar angeben)
: 133 - 28 EK
Augustenburger Platz 1 Diensigetude
13353Berlin Fehrbeltiner Plat2 1, 10707 Beclin
Fax-Nr.: 4505 63 937 Beartelierin:
Nicole Kermann
Zimmar 4088

Talofon: 030/00228- 1228
Telafax; 030/9028-3393

E-Malladresse:
nicole, keimann@lagesn bertin de
(nlent Tur Dakumeile mil eelirenscher Blanatur)

Datum: 13.12.2010

Klinische Priifung eines Arzneimittels Antrag auf zustimmande Bewertung einer klinischen
Priifung, § 42 Abs. 1 Arzneimitielgesetz (AMG), § 7 Abs. 1 Verordnung Gber die Anwendung der
Guten Klinischen Praxis bei der Durchfihrung von klinischen Prufungen von Arzreimitteln am
Menschen (GCP-V).

Nachtrigliche Anderung i.5.d. § 10 Abs. 1 GCP-V

Amendment #2
Antrag vom: 125.11.2010
Eingang am* !2911.201!)
Sponsor. | Charité - Univershitemedizin Berlin
Geseislicher Vertreter des SporsersIn |
der EY i
Bemj]ll‘nﬁhﬁgler Vertveter des Sponsors: | KKS Charite
Ledter der kliniachen Prifung; ‘Prof. Dr. Mauret, Berlin |
{ EudraCT-Nummer: 2010-019244.36 I
| Profpiancose; ,BUCUM '
" Tial der Kiinischen Priifung: | Doppeiblinde, cross-over. Placsbo-kontrollerte studie aur :
| Feststellung der Wirksarmkeif, Mechanismen und Theraplesicherheit
| von Belastin 20mg, 40mg und B0mg in eworbener Kalteurtiesria (KU}
Nachrichfiich an:

Bundesinsfitut f. Arznelmittal u. Medizinpradukte

viatkehmsuprbindungen: Sprechzeion Zahlungen bRe Geldinstitut Kontonummer Bankeitzan
U3 Fehrballiner Platz  nach misfonisghar Bargeldios an dig Pestbank Berin SE100 100 100 10
U7 Febroalliner Plalz Ve ng Land fthasse  Beringr BankAG 9519 260 800 100 200 00
Fafrstuhil vorhanden Kiosteratr 59 Landesbank Berdln 0960 007 600 100 500 DG
Bue 101, 104, 118 10173 Balin Doulsche 10 001 520 100 ¢00 00
Hattestelie Bundezbank

Fehrbelliner Piatz Filiale Berlin

Infemetadresse: Hilp; e lageaa berlitde

Sd < 948 LONVYE30TIH 82:20 HL-2L-0L02
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Sehr geehrter Herr Dr. Behrens.

der Ausschuss 5 der Ethik-Kammissian des Landes Beriin hat ilber den Antrag auf nachtragliche
Anderung in seiner am durchgefuhrten Sitzung beraten und erlgsst folgende

Bewertungsentscheidung

Die beantragte nachtragliche Anderung der vorbezelchneten klinischen Prifung wird zustimmend
bewertet.

Griinde

l. Rechtliche Bewertung

Dem Antrag war stattzugeben und die nachtrdgliche Anderung der o.g. kiinischen Pr0fung
zustimmend zu bewerten. Es wird festgestellt, dass Versagungsgrinde gemaR §42Abs. 1 Satz 7
AMG nicht vorliegen.

Die Sachentscheidung beruht auf §§ 4042 AMG,

ioweise / B lch
Der Spensor, der Prafer und alle weiteren an der klinischen Prifung beteiligten Personen haben
bei der Durchfihrung der klinischen Prifung eines Arzneimittels bei Menschen die Anforderungen
der guten klinischen Praxis nach Maligabe des Artikels 1 Abs. 3 der Richtlinie 2001/20/EG des
Europsischen Parlaments und des Rates vom 4. April 2001 zur Angleichung der Rechts- und
Verwaltungsvorschriften der Mitgliedstaaten uber die Anwendung der guten klinischen Praxis bel
der Durchfiuhrung von kiinischen Priifungen mit Humanarzneimittein (ABLEGNr. L1218, 34)
einzuhalten.

Auf die in §§ 12. 13 der Verordnung Uber die Anwendung der Guten Klinischen Praxis bei der
Durehfiihrung von kiinischen Pritungen mit Arzneimitteln zur Anwendung am Menschen (GCP-
Verordnung) vom 09.08.2004 (BGBI. 2004, Teil 1, 5. 2081, 2086) niedergelegten Anzeige-,
Dokumentations- und Mittellungspfiichten wird hingewiesen.

Die Ethik-Kommission des Landes Berlin hittet um die vierteljibrliche Vorlage elner Liste
aller wéihrend der o.g. klinischen Priifung gemeldeten Verdachtsfille schwerwiegender
unerwartater Nebenwirkungen, beginnend ab dem Zeitpunkt des Beginns der 0.9,
klinigchen Prifung in Deutschland.

Die Verpflichtungen des Sponsors zur Vorlage von Einzelmitteilungen gem. § 13 Abs, 2 bis 4
GCP-V und eines jihrlichen Sicherheitsberichts gam, § 13 Abs. 6 GCP-V bleiben hiervon
unberiihrt.

Die Ethik-Kommission behait sich vor, die vorstehende zustimmende Bewertung des 0.g. Antrags
zurm Schutz der Rechte, der Sicherheit und des Wahlergehens der Prifungsteilnehmer ganz oder
teilwelse mit Wirkung far die Zukunft zu widerrufen, weon sie auf Grund nachtrdglich eingetretener
Tatsachen berechtigt wiire, die zustimmende Bewertung zu versagen.

Die Ethik-Kommission des Landes Berlin vertritt die Auffassung, dass die Verarbeitung der Initialen
und/oder des volistandigen Geburisdatums eines Prifungsteinebmers mangels ,Ersetzung der
identifizierenden Angaben" kelne Pseudonymisierung der Gesundheitedaten 1.5.d. § 40 Abs. 2a S,
2 Nr. 1 b)-d) AMG LV.m. § 3 Abs. 6a Bundesdatenschutz (BGDS) darstellt und daher unbefugt
i.5.d. § 43 Abs. Z Nr. 1, ggf. i V.m. § 44 Abs. 1 BDSG ist.

Die Festsetzung und Erhebung der Gebuhren erfolgt durch gegonderten Bescheid.

94 << Y48 LONYHE3ATIH 82720 %1-2L-0102

Charitéplatz 1 110117 Berlin O Telefon +49 30 450-50 0 www.charite.de



- Seite 124 zum Schreiben vom-

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 0 www.charite.de

14/12/2018 13:4B +49-38-982291094 LAGESD ETHIKKOMMISS 5. 83/84
.
ts sbeal
Gegen diesen Bescheid ist die Klage vor dem Verwaltungsgericht zuldsslg. Die Klage ist innerhalb
eines Monats nach Zugang dieses Bescheides bei dem Verwaltungsgericht Berlin, Kirchatr, 7,
10557 Berin {Tiergarten), schriftiich oder zur Nigderschrift bei dem Urkundsbeamten der
Geschaftsstelle oder in elekironischer Form mit einer quslifizlerten Signatur im Sinne des
Signalurgesetzes versehen (vgl. hierzu www.berlin.deferv) einzulegen; der Klageachift soll eine
Abschrift beigefligt werden. Die Kiage ist gegan das Land Berlin, verireten duich das Landesamt
fir Gesundheit und Sozigles Beriin, zu richten, Es wird darauf hingewiesen, dass bei schriftlicher
Klageeinlegung die Klagefrist nur dann gewahrt ist, wenn die Klage innerhalb dieser Frist bel dem
Verwaltungsgericht 2ingegangen ist.
Mit freundlichen Griien
i
Ay
J J W
Prof. Dr. Hildebrandi
Vorsitzender des Ausschusses 5
der Ethik-Kommission des Landes Berlin
Jd << B)HQ LaNv¥e3aTIin ge:20 viL-2L-0L02
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Bewerteta |ntefagen;

Amendmentformblatt

aktualisiertes Protokoll (Version : 18.11.2010}
aktualisierte Teilnehmerinformation (Version 18.11.201 0)

An der Beschlussfassung waren felgende Mitglieder bateiligt;

Facharzt Prof. Dr. Martin Hildebrandt
Voreitzender
Pharmazeut Dr. Benno RieBelmann

Stellvertretender Viorsitzender

Facharzt Dr. Alfred Pauls
Facharzt fir Pharmakologie Dr. med. Christian Steffen
Wolljurist Prof, é)r Christian Pestalozza
Biometriker Prof. Dr. rer. nat. Joachim Réhmel
Laiin Jenny Wemecke
Laie Dr. Kai Lindemann
ve/8 d << vlY98 LONVY830TIH 82:20 HL-21-0L02
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BFARM FG 61
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(Are Zeichen und Nachricht vorn

BfAIM « Kurt-Georg-Klesinger-Allee 3 «

Koordinierungszentrum fur

D-53175 Bonn

-

Klinische Studien - KKS Chariteé

Herrn Dr. Uwe Behrens
Augustenburger Platz 1,
Campusadresse: Ostring 1
13353 Berlin

er Fax: 030/ 460 563 937

09.04.2010
03.05.2010
27.07.2010

Betr.: Antrag auf Genehmigung einer klinischen Priifung § 42 Abs. 2 AMG,
inhaltliche Priifung der Antragsunterlagen geméaR § 9 Abs. 1 GCP-V

Eingangsdatum BfArM
Mingelschreiben

Eingang nach Formalpriifung

Eingang nach Bescheid
EudraCT-Nummer
Vorlage-Nummer
Sponsor

Legal representative Sponsor :
Prifplancode des Sponsors

Protokollversion

IMP Nummer PRO1
IMP Nummer PLO1

Titel der klinischen Priifung
Double-blind, triple cross-over, placebo-controlled study to assess the efficacy,
mechanisms and safety of treatment with bilastine 20 mg, 40 mg and 80 mg i

-

Gesch.Z.: gilte bei Antwart angeben

61-3910-4036238

urticaria (CCU) Compound: Bilastine

Leiter/in der klinischen Prifung geméB § 40 Abs. 1 Nr. 5 AMG:
Prof. Dr. Marcus Maurer, Berlin

Bescheid

Nach Durchsicht der bei uns am 29.07.2010 eingegangenen von lhnen nachgereicht
wurden alle in unserem Bescheid vom 27.05.2010 benannten Grinde fur den Einspruch

+49 228 207 4355

Bundesinstitut flir Arzneimittel
und Medizinprodukte

Postanschrift:

Kurt-Georg-Kiesingar-Allee 3

D-53175 Bonn
http://www.bfarm.de
Telefon:

Nachrichtlich: Telefax;

Landesbehorde e-mail:
Berlin

Ethikkommission Landesamt fOr Gesundheit

und Soziales, Berlin
(0228) 99307- Bonn,

4313 B8 Aug.20w

14.04.2010
21.04.2010
04.05.2010
29.07.2010
2010-019344-39
4036238
Charite Universitdtsmedizin Berlin
A
BUCUM1

Version 1.0 vom 25.03.2010, 30.04.2010,

15.07.2010

|
Bilastin (F-96221-BM1), 20 mg, Tablette

Placebo zu PR1, Tablette

(0228) 207-30
(0228) 99307-0
(0228) 207-5207
(0228) 99307-5207
poststelle@bfarm de

5.1

n cold contact

en Unterlagen

gegenstandslos (betrifft nur die seitens des BfArM gewiinschten und im Prifplan eingearbeiteten
Anderungen). Die Durchfuhrung der oben genannten klinischen Prifung ist genehmigt,
|

Rechtsbehelfsbelehrung: Gegen diesen Bescheid kann innerhalb eines Monats naci"g Bekanntgabe
Widerspruch erhoben werden. Der Widerspruch ist bei dem Bundesinstitut flr Arzneimittel und
Medizinprodukte, Kurt-Georg-Kiesinger-Allee 3, 53175 Bonn, schriftlich oder zur Niederschrift

einzulegen.

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de

Das BfArM it ein Bundesingtitut irm Geschaftsbereich des Buﬂdesmlnlscénums fiir Gesundhelt.
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P9-AUG-2818  11:17 BFARM FG 61 +49 228 287 4355 5.82

Die Unterlagen werden unter der 0. g. Vorlagenummer verwahrt. Bitte geben Sie die Vorlage-Nr,
und den Code des Prifplans stets im weiteren Schriftverkehr zur o.g. klinischen Priifung an und
verwenden Sie als Postanschrilt:

Bundesinstitut fir Arzneimittel und Medizinprodukte
Fachregistratur Klinische Prifungen®
Kurt-Georg-Kiesinger-Allee 3, D-53175 Bonn

Tel. +49 (0)226-207-4318, Fax +48 (0)228-207-5207

Mit freundlichen Grifien

im Auftrag

Dr. Kerstin v. Mallinckrodt-Pape

Anlage mit Hinweis

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 0 www.charite.de

W
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Betr.: Antrag auf Genehmigung einer klinischen Priifung § 42 Abs. 2 AMG,
Iinhaltliche Priifung der Antragsunterlagen gemaf § 9 Abs. 1 GCP-V

Eingangsdatum BfAri ! 14.04.2010

Mangelschreiben : 21.04.2010

Eingang Nachlieferung 2 04.05.2010

EudraCT-Nummer i 2010-019344-39

Vorlage-Nummer : 4036238

Sponsor : Charite Universitdtsmedizin Berlin

Legal representative Sponsor : 1.

Prufplancode des Sponsors BUCUM1 [

Protokollversion 3 Version 1.0 vom 25.03.2010, 30. 0|4 2010,
15.07.2010

IMP Nummer PRO1 : Bilastin (F-96221-BM1), 20 mg, Tabielle

IMP Nummer PLO1 : Placebo zu PR1, Tablette

Titel der klinischen Prifung

Double-blind, triple cross-over, placebo-controlled study to assess the efficacy,
mechanisme and safety of treatment with bilastine 20 mg, 40 mg and 80 mg ir cold contact
urticaria (CCU} Compound: Bilastine

Leiter der klinischen Prufung geman § 40 Abs. 1 Nr. 5 AMG:
Prof. Dr. Marcus Maurer, Berlin

Hinweis bezdglich der Uberpriifung der Unterlagen zur klinischen Dokumentation:

Im Rahmen der Ausraumung der im Bescheid 1 erhobenen Méngel wurden weilere
Anderungen im Priifplan vorgenommen. Wir weisen darauf hin, dass Anderungen des
Prifplans, die Uber die Ausrdumung erhobener Mangel im Bescheid 1 der |
Bundesoberbehorde hinausgehen als substantielles Amendment nach Abschiuss des
Genehmigungsverfahrens zu beantragen sind. |

|

|

|

|
GESAMTSEITEN B3

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 0 www.charite.de
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=Z—2P18  1D:44 BFRRM FG B1 +43 228 287 4355 5.01

-4 Sty L

L-

Augustenburger Platz 1,

Bundesinstitut fiir Arznaimittel
und Medizinprodukte

B« Kuet-Georg-Kiesinger-Allee 3+ D-53175 Bonn 1
Postanschrift: |
e i Kun-Georg-Kiesinger-Allag 3
Koordinierungszentrum fir D-5%175 Bonn {
Klinische Studien - KKS Charite Mlp:fw-b'&n;g;azbua
Teleforn -4318
Herrn Dr. Uwe Behrens (0226) 983074318

Telefax: (0228) 207-5207

Campusadresse: Ostring 1 Nachrichtli‘!::h: (0228) 89307-5207
13353 Beriin Landesbehérde e-mail klinpruefung @bfarm de
Berlin |
N Ethikkommission Landesamt fur Gesundheit
IF §£e||:%§n oé%ag.r?'lghls%?n 837 Gesch.Z | A rigab und [Ezc:::a;;il? e Benn
1 Il u L Béte Bel Anbaea &l Ll -
' =7 Dez. 2010

25.11.2010 61-3910-4036238 4318 i 7. ¢

Betr.: Genehmigung nachtriglicher Anderungen gemaf § 10 Abs. 1 GCP-V |

Eingang Anderungsantrag : 29.11.2010 :
EudraCT-Nummer : 2010-019344-39 i
Vorlage-Nummer : 4036238 |
Sponsor : Charite Universititsmedizin Berlin
Legal representative Sponzor : J. ,
Prifplancode des Sponsors BUCUM1 |

IMP Nummer PRO1 i Bilastin (F-96221-BM1), 20 mg, Tablette

IMP Nummer PLO1 ' Placebo zu PR1, Tablette i

Titel der klinischen Prifung ‘

Double-blind, triple cross-over, placebo-controlled study to assess |the efficacy,
mechanisms and safety of treatment with bilastine 20 ma, 40 mg and 80 mg in cold contact
urticaria (CCU) Compound. Bilastine

Leiterlin der klinischen Prifung gemaf § 40 Abs. 1 Nr. 5 AMG:
Prof. Dr. Marcus Maurer, Berlin

Bescheid

Gegen die beantragten genehmigungspflichtigen Anderungen (Aktualisierung P{{jfpfén (Vers. v.
18.11.2010)) der o. g. klinischen Prifung werden keine Einwdnde erhoben. Die Anderungen sind
genehmigt.

Rechtsbehelfsbelehrung: |
Gegen diesen Bescheid kann innerhalb eines Monats nach Bekanntgabe Widerspruch erhoben
werden. Der Widerspruch ist bei dem Bundesinstitut fir Arzneimittel und Medizinprodukte, Kurt-
Georg-Kiesinger-Allee 3, 53175 Bonn, schrifflich oder zur Niederschrift einzulegen. !

|
Die Unterlagen werden unter der 0. g. Verlagenummer verwahrt. Bitte geben Sie die\Vorlage-Nr.
und den Code des Prafplans stets im weiteren Schriftverkehr zur 0.g. klinischen Prifung an und
verwenden Sie als Postanschrift: '

Das BIArM Ist eln Bundesinstitut im Geschifsberelch des Bundesministeriume fur Gesundheit.

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 0 www.charite.de



- Seite 130 zum Schreiben vom-

G7-DEZ-201R 1@:45 BEGRM EG 61 +49 228 287 4355 S5.82

Bundesinstitut fur Arzneimittel und Medizinprodukte,
Fachregistratur ,Klinische Priifungen"
Kurt-Georg-Kiesinger-Allee 3, D-53175 Bonn,

Tel. +49 (0)228-207-4318, Fax +49 (0)228-207-5207

GESAMTSEITEN B2

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 0 www.charite.de
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13.1.2 Sample of the case report form

CHARITE - UNIVERSITATSMEDIZIN BERLIN
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Case Report Form

Doppelblinde, cross-over, placebo-kontrollierte Studie zur
Feststellung der Wirksamkeit, Mechanismen und
Therapiesicherheit von Bilastin 20mg, 40mg und 80mg bei

Patienten mit erworbener Kalteurtikaria

Screeningnummer (SN) Il

Randomnummer (RN) I

0 URTIKARIA-SPRECHSTUNDE ﬂ ALLERGIE CENTRUM CHARITE

Charitéplatz 1 110117 Berlin O Telefon +49 30 450-50 0 www.charite.de
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Visit 1 (Screening) Datum: ILILIII
Tag Monat  Jabw

SN
Patientendaten:
Geburtsdatum: .1

Monat  Jahr
Geschlecht: Om Ow
Einverstindnis des Patienten: [ Tag des Screenings oder [LILIIN

Tag  Monat 3ahr

Urtikariaanamnese:

Anamnese Kilteurtikaria: O Patient wurde KU im Haus diagnostiziert
O Patient wurde KU ausserhalb diagnostiziert
O anamnestisch KU

andere Urtikariaformen: O chronische Urtikaria

O cholinergische Urtikaria
O Urticaria factitia
O andere Urtikaria, namlich

Falls keine Vorbefunde einer Kilteprovokation vorliegen, bitte den Kalteprovokationstest

durchfiihren:

Kalteprovokationstest

K&lteproveokation mit 4°C fiir 5 min.

Quaddeln: Oja [ nein
wennja  Aussehen O konfluierend O nicht konfluierend
GroBe Erythem Quaddel
min. & [mm] miax. @ [mm] min. @ [mm] max. & [mm]
aooad ooo oos oo

Juckreiz: Oja I nein

wennja Stirke O leicht O mittel [ stark

Brennen: O ja [ nein

wennja  Stirke O leicht O mittel O stark

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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Visit 1 (Screening) Datum: ILILIII
Tag Monat  Jabw
SN
Allgemeine Anamnese
1. Erkrankungen der Sinnesorgane: T nein [ ja,
2. Erkrankungen des Nervensystems: [l nein [ ja,
3. Kardiovaskul&re Erkrankungen: Onein O ja,
4. Atemwegserkrankungen: Onein O ja,
5. Gastrointestinale Erkrankungen: [ nein [ ja,
6. Endokrine Erkrankungen: Onein Oja,
7. Erkrankungen d. Urogenitalsyst. Onein Oja,
8. Muskuloskeletale Erkrankungen: O nein [ ja,
9. Allergien: Onein Oja,
10. Himatologische Erkrankungen: Onein O ja,
11. Hauterkrankungen aufler Urtikaria T nein [ ja,
12. Psychiatrische Erkrankungen: Onein [ja,
13. Andere: Onein Oja,
Medikamentenanamnese
Nimmt der Patient zur
Zeit Medikamente ein? O nein,
wenn ja, bitte dokumentieren:
Medikament Dosierung :& 10+ |Einnahme seit | Indikation

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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Visit 1 (Screening) Datum: ILILIII
Tag Monat  Jalw

SN

Koérperliche Un hung und Blutentnahm

1. Cor O unauffallig O pathol.:

2. Pulmo O unauffallig O pathol.:

3. Abdomen O unauffallig O pathol.:

4. Neurologie O unaufféllig O pathol.:

5. Haut O unauffallig O pathol.:

6. Muskel- und Skelettsystem [ unauffallig O pathol.:

7. Lymphknoten O unauffallig O pathol.:

Blutdruck: /1 mmHg GroBe; Il cm

systolisch  diastolisch
Puls: I/min Gewicht: Il kg

EKG, Blutentnahme ggf Urinuntersuchung:

Es wird bestimmt: AP, ALT, AST, GGT, Ma, K, Cl, Ca, Krea, BB + Diff BB

Bei Frauen: Urin auf beta-HCG

Original (mit allen Durchschldgen) der Laborwerte in der Patientenakte archivieren. Kopie hier abheften,

Datum Untersuchung/ BE: O Tag des Screenings oder ILILII
Tag Monat Jahr

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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Visit 1 (Screening) Datum: Il
SN Il

EinschluBkriterien

+ Leidet der Patient unter einer Kilteurtikaria (> 6 Wochen bestehend)? Oja O nein
+ Ist der Patient volljahrig (> 18 Jahre)? Oja O nein
+ Ist eine zuverldssige Kontrazeption gewihrleistet? O unzutreffend O ja O nein

+ Liegt das freiwillige schriftliche, datierte Einverstindnis des Patienten vor? [ja O nein

A hluBkriterien

= Liegen andere schwere Erkrankungen (v.a. des Immunsystems) vor? Oja O nein
= Konnten gastrointestinale Erkrankungen (haufige Diarrhoen,

chirurgische Eingriffe) die Aufnahme des Medikamentes einschranken? Oja O nein
- Sind schwere neurologische Erkrankungen (Epilepsie 0.3.) bekannt? Oja O nein
- Sind schwere cerebrovaskuldre Erkrankungen bekannt? Oja O nein

= Sind schwere kardiovaskuladre Erkrankungen (Myokardinfarkt,
Herzrhythmusstdrungen), die eine medikamentise Dauertherapie

erfordern, bekannt? Oja O nein
- Sind Repolarisationsstérungen im EKG (QT-Zeit>450) nachweisbar? Oja O nein
= 5ind schwerwiegende Nierenerkrankungen bekannt? Oja O nein
= Sind schwerwiegende Lebererkrankungen bekannt? Oja O nein
= Sind unter Bilastin Nebenwirkungen aufgetreten? Oja O nein
- Liegt eine Tumorerkrankung vor, die chemo- oder radio-
therapeutischer Behandlung bedarf? Oja O nein
= Wurden in den letzten 28 Tagen systemische Glukokortikoide
bei Bedarf eingenommen? Oja O nein
= Wurde in den letzten 28 Tagen eine UV-Therapie (inkl. PUVA)
durchgefiihrt? Oja O nein
- Wurden in den letzten 28 Tagen Immunmodulatoren oder -supressiva
eingenommen? Oja O nein
= Wurden in den letzten 14 Tagen Ketotifen oder Doxepin
eingenommen? Oja O nein
= Wurde in den letzten 12 Wochen Astemizol eingenommen? Oja O nein
= Gibt es Hinweise auf Allkohol- oder Drogenmissbrauch? Oja O nein
— Behérdliche oder gerichtliche Unterbringung in einer Anstalt
nach § 40 Abs. 1 Nr, 4 AMG? Oja O nein
— Stillt die Patientin? O unzutreffend O ja O nein
rst nach Vorliegen de raebnisse der BE beurteilbar:
= Finden sich im Labor Hinweise auf schwere Grunderkrankungen? Oja O nein
— Ist ein Leberenzym um mehr als das zweifache erhoht O ja I nein
- Ist die Patientin schwanger O unzutreffend O ja O nein

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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Visit 1 (Screening)
SN Il

Datum: ILILINI

Tag Monat  Jabw

Der nachste Termin (Visit 2) wurde vereinbart fiir den
in 14 bis 28 Tagen

Tag

Menat  Jahr

LIl Uhr

Datum, Unterschrift

Tag  Monat Jahr

BUCUM CRF Version vom 5. Marz 2010

Unterschirift

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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Visit 2 Datum: ILILINI
SN I

Individuelle Ein- und AusschiuBkriterien, sowie Laborwerte wurden liberpriift und die weitere
Studienteilnahme ist maglich: Oja O nein

Allgemeine Anamnese

Sind seit dem Screeningvisit neue Erkrankungen aufgetreten oder hat sich eine zuvor bestehende
Erkrankung (s. Screening) klinisch relevant verschlechtert?

Onein [ ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening ein unerwiinschtes Ereignis erfahren?

Onein [ ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening seine Begleitmedikation gedndert?

O nein O ja, bitte auf Seite 33 dokumentieren.

Compliance
1) Der Patient michte weiterhin an der Studie teilnehmen Oja O nein

wenn ,nein™ bitte begriinden:

2) Der Patient hat seit dem Screening keine topischen oder systemischen
Glukokortikoide verwendet Oja O nein

wenn ,nein™ bitte begrii

3) Der Patient hat seit dem Screening keine Antihistaminika bzw. Leukotrienantagonisten eingenommen
Oja Onein

wenn ,nein” bitte begrii

4) Der Patient hat in den letzten 2 Wochen kein Ketotifen bzw. Doxepin eingenommen
Oja Onein

wenn ,nein” bitte begriinden:

5) Der Patient hat in den letzten 4 Wochen keine Immunmodulatoren oder UV-Therapie bekommen
Oja O nein

wenn ,nein” bitte begriinden:

Wenn alle Fragen zur Compliance mit ,ja" beantwortet wurden, kénnen die Testungen stattfinden.
oder

Wenn die Fragen 2) und/oder 3) wegen der Einnahme einer Notfallmedikation mit ,nein™ beantwortet
wurden und die Studienmedikation nicht eingenommen wurde, kann ein neuer Termin fiir Visit 2
vereinbart werden.

[ Termin bitte auf neuer Seite dokumentieren und hinter dieser abheften

oder
Die Studienteilnahme wird wegen nicht plangemé@Ber Medikamenteneinnahme und/oder mangelnder

Compliance abgebrochen.
] Abbruch bitte auf Seite 32 dokumentieren

BUCUM CRF Version vom 5. Marz 2010 7
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Visit 2 Datum: ILILINI
SN I

Mikrodialyse wird vor, wihrend und nach den Kiltemessungen durchgefiihrt!

T ng 1: Kalteprov ion

Kilteprovokation mit 4°C fiir 5 min,

Quaddeln: Oja O nein
wennjs  Aussehen O konfluierend O nicht konfluierend
Grofe Erythem Quaddel
min. @ [mm] max. @ [mm] min. @ [mm] max. @ [mm]
1] 1l 1]} ]|

Juckreiz: O ja 1 nein

wenn ja Stirke a Ieicht a mittel ] Stark

Brennen: Oja [ nein

wennja  Stdrke 0 leicht [ mittel [ stark
Kélteurtikaria Testung: [ positiv 1 negativ
Falls .negativ":

Bitte Studie hier beenden und auf Seite 32 dokumentieren. Zur Weiterbehandlung einen Termin im ACC

vereinbaren.

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de




- Seite 140 zum Schreiben vom-

Visit 2
SN

Datume 1L

Ty

Haona.  lam

Testung 2: Schwellentemperatur

durchfiihren.

Kilteprovokation fir 5 min mit4°C, 6°C, 8°C, 10°C, 12°C, 14°C, 16°C, 18°C, 20°C, 22°C, 24°C und 26°C

Reaktion hier handschrifdich protokollieren:

Wenn Schwellentemperatur >26°C weitere Kalteprovokation bis 32°C. Bitte

- S~ | S =
W 18" 18" 20" 2" 24" 2"
Bitte X fiir zutreffende Reakton eintragen.
A B C D E F
10 min 10 min 10 min 10 min 10 min 10 mn
Konfluierende Quaddel
Micht konfluierende Quaddel
Keine Quaddel
G H 1 K L ™M
10 min 10 min 10 min 10 min 10 min 10 mn
Konfluierende Quaddel
MWicht konfluierende Quaddel
Keine Quaddel
Niedrigste Temperatur chne Quaddel (NTOQ) [ 9
Schwellentemperatur (A) Il =C
Hachste Temperatur mitnicht konfluierender Quadde
Schwellentemperatur (B) [3RE
Hachste Temperatur mitkonfuierender Quaddsl
O =26°C

BUJIM RF Version wom 5 Marz 2010
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- Seite 141 zum Schreiben vom-

Visit 2 Datum; 111010
SN

Tay  Mona  lami

Testung 3: Schwellenzeit

Kilteprovok ation mit 4°C fir 0,5 min,, 1 min,, 1,5 min., 2 min,, 2,5 min., 2 min., 3,5 min., 4 min, 4,5

min. und 5 min. durchfidhren.

7 347347 0,5min 1 min 1,5 min 2 min
— =1 r F '|I

T
w 2,5 min 3 min 3,53 min 4 min 4,5 min 5 min |
. H b ’ |

f

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Wicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Langste Zeit chne Quaddel {(L200Q) Il min. || sec.
Schwellenzeit (A) Il min. Il sec.
Kirzeste Zeit mit nicht konfluierender Quaddd
Schwellenzeit (B) Il min. Il sec.
Kiraeste Zeit mit korfuierender Quaddsl
BUQIM RF Yersion vom 5, Marz 2010 10
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- Seite 142 zum Schreiben vom-

Visit 2 Datum: IL.ILII

Ta Monal  Jalw
SN I
Dialysat wurde bis zur weiteren Analyse {(ELISA) bei -80°C eingelagert: Oija O nein
Randomisierung

Zeigte der Patient eine positive Reaktion nach Kélteprovokation beim Visit 22 [ ja O nein

Der Patient erhilt die Randomisierungsnummer Il

Medikamentenausgabe

Die Studienmedikation wurde ausgehdndigt und der Patient iiber die korrekte Einnahme aufgeklart:

0 ja O nein
wenn ,nein” bitte begriinden:
Der nichste Termin (Visit 3) wurde vereinbart fiir den I
frithestens in 7 Tagen 4 1 Tag Tag Monat Jdahr
um .1l Uhr
Datum, Unterschrift
1L
Tag  Menat Jahr Unterschrift

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de




- Seite 143 zum Schreiben vom-

Visit 3 Datum: ILILII
SN RN oo

Allgemeine Anamnese

Sind seit dem Screeningvisit neue Erkrankungen aufgetreten oder hat sich eine zuvor bestehende
Erkrankung (s. Screening) klinisch relevant verschlechtert?

Onein O ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening ein unerwiinschtes Ereignis erfahren?

Onein O ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening seine Begleitmedikation gedndert?

Onein [ ja, bitte auf Seite 33 dokumentieren.

Compliance
1) Der Patient miichte weiterhin an der Studie teilnehmen Oja [ nein

wenn ,nein” bitte begriinden:

2) Der Patient hat seit dem Screening keine topischen oder systemischen
Glukokortikoide verwendet O ja [J nein

wenn ,nein” bitte begriind

3) Der Patient hat seit dem Screening keine Antihistaminika bzw. Leukotrienantagonisten
eingenommen Oja O nein

wenn ,nein” bitte begriinden:

4) Der Patient hat in den letzten 2 Wochen kein Ketotifen bzw, Doxepin eingenommen
O ja [ nein

wenn ,nein” bitte begriinden:

5) Der Patient hat in den letzten 4 Wochen keine Immunmodulatoren oder UV-Therapie bekommen
Oja O nein

A,

wenn ,nein” bitte begrii

‘Wenn alle Fragen zur Compliance mit ,ja" beantwortet wurden, knnen die Testungen stattfinden.
oder
Wenn die Fragen 2) und/oder 3) wegen der Einnahme einer Notfallmedikation mit ,nein™ beantwor-
tet wurden und die Studienmedikation nicht eingenommen wurde, kann ein neuer Termin fiir Visit 2
vereinbart werden.
[J Termin bitte auf neuer Seite dokumentieren und hinter dieser abheften

oder

Die Studienteilnahme wird wegen nicht plangemiBer Medikamenteneinnahme und/oder
mangelnder Compliance abgebrochen.

[ Abbruch bitte auf Seite 32 dokurmentieren

BUCUM CRF Version vom 5. Marz 2010 12
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- Seite 144 zum Schreiben vom-

Visit 3 Datum: ILILINI
SN RN oo

Mikrodialyse wird vor, wihrend und nach den Kiltemessungen durchgefithrt!

T ng 1: Kalteprovokation

Kalteprovokation mit 4°C fiir 5 min,

Quaddeln: Oja O nein
wennja  Aussehen O konfluierend O nicht konfluierend
GriiRe Erythem Quaddel
min. @ [mm] max. @ [mm] min. @ [mm] max. @ [mm]
oo ooo ooo 0oao

Juckreiz: Oja [ nein

wennja  Stirke O leicht 1 mittel O stark

Brennen: Oja I nein

wennja  Stirke O leicht [ mittel O stark
Kélteurtikaria Testung: [ positiv 1 negativ
Falls ,negativ”:

Bitte Studie hier beenden und auf Seite 32 dokumentieren. Zur Weiterbehandlung einen Termin im ACC
vereinbaren.

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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- Seite 145 zum Schreiben vom-

Visit 3
SN RN oo

Datume 1L

Tay  Wonal lam

durchfiihren.

Testung 2: Schwellentemperatur

Kilteprovokation fir 5 min mit4°C, 6°C, 8°C, 10°C, 12°C, 14°C, 16°C, 18°C, 20°C, 22°C, 24°C und 26°C

4" g° 127 147
| :
H 18" 18"  20° 24> & |
| = - |
Bitte X fiir zutreffende Reakton eintragen.
A B C D E F
10 min 10 min 10 min 10 min 10 min 10 mn
Konfluierende Quaddel
Micht konfluierende Quaddel
Keine Quaddel
G H 1 K L ™M
10 min 10 min 10 min 10 min 10 min 10 mn
Konfluierende Quaddel
MWicht konfluierende Quaddel
Keine Quaddel
Niedrigste Temperatur chne Quaddel (NTOQ) 00 =e
Schwellentemperatur (A) oo ec
Hachste Temperatur mitnicht konfluierender Quadde
Schwellentemperatur (B) R
Hachste Temperatur mitkonfuierender Quaddsl
O =26°C

Wenn Schwellentemperatur >26°C weitere Kalteprovokation bis 32°C. Bitte
Reaktion hier handschrifdich protokollieren:

BUJIM RF Version wom 5 Marz 2010

14
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- Seite 146 zum Schreiben vom-

Visit 3 Datum; 111010
SN RN oo

Tay  Wonal lam

Testung 3: Schwellenzeit

Kilteprovok ation mit 4°C fir 0,5 min,, 1 min,, 1,5 min., 2 min,, 2,5 min., 2 min., 3,5 min., 4 min, 4,5

min. und 5 min. durchfidhren.

7 347347 0,5min 1 min 1,5 min 2 min
— =1 r F '|I

T
w 2,5 min 3 min 3,53 min 4 min 4,5 min 5 min |
. H b ’ |

f

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Wicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Langste Zeit chne Quaddel {(L200Q) 048 min. 00 sec.
Schwellenzeit (A) OO0 min. 00O sec.
Kirzeste Zeit mit nicht konfluierender Quaddd
Schwellenzeit (B) OO0 min. 00 sec.
Kiraeste Zeit mit korfuierender Quaddsl
BUQIM RF Yersion vom 5, Marz 2010 i5
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- Seite 147 zum Schreiben vom-

Visit 3 Datum: IL.ILII

Tad Monat  Jale
SN I RN oo
Dialysat wurde bis zur weiteren Analyse {(ELISA) bei -80°C eingelagert: Oija O nein

Medikamentenausgabe

Die Studienmedikation wurde ausgehandigt und der Patient iiber die korrekte Einnahme aufgeklart:

O ja O nein
wenn ,nein™ bitte begriind
Der nichste Termin (Visit 4) wurde vereinbart fiir den O00.00.000a0
frithestens in 24 Tagen % 2 Tage Tag  Monat Jahr

um OoOo.0d  Uhe
Datum, Unterschrift
O0O.00.0000
Teg  Monat Jahr Unterschrift

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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- Seite 148 zum Schreiben vom-

Visit 4 Datum: ILILII
SN RN oo

Allgemeine Anamnese

Sind seit dem Screeningvisit neue Erkrankungen aufgetreten oder hat sich eine zuvor bestehende
Erkrankung (s. Screening) klinisch relevant verschlechtert?

Onein 0O ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening ein unerwiinschtes Ereignis erfahren?

Onein [ ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening seine Begleitmedikation geandert?

Onein O ja, bitte auf Seite 33 dokumentieren.

Compliance

1) Der Patient machte weiterhin an der Studie teilnehmen O ja [ nein

wenn ,nein” bitte begriind

2) Der Patient hat seit dem Screening keine topischen oder systemischen
Glukekortikoide verwendet Oja 0O nein

wenn ,nein” bitte begriinden:

3) Der Patient hat seit dem Screening keine Antihistaminika bzw. Leukotrienantagonisten
eingenommen ja [ nein

wenn ,nein" bitte begriinden:

4) Der Patient hat in den letzten 2 Wochen kein Ketotifen bzw. Doxepin eingenommen
[ ja ] nein
wenn ,nein™ bitte begriinden:

5) Der Patient hat in den letzten 4 Wochen keine Immunmodulatoren oder UV-Therapie bekommen
O ja O nein

wenn ,nein” bitte begriinden:

Wenn alle Fragen zur Compliance mit ,ja" beantwortet wurden, konnen die Testungen stattfinden.
oder
Wenn die Fragen 2) und/oder 3) wegen der Einnahme einer Notfallmedikation mit ,nein” beantwor-
tet wurden und die Studienmedikation nicht eingenommen wurde, kann ein neuer Termin fiir Visit 2
vereinbart werden,
[ Termin bitte auf neuer Seite dokumentieren und hinter dieser abheften
oder

Die Studienteilnahme wird wegen nicht plangeméfer Medikamenteneinnahme und/oder
mangelnder Compliance abgebrochen.

[ Abbruch bitte auf Seite 32 dokumentieren

BUCUM CRF Version vom 5. Marz 2010 i7
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- Seite 149 zum Schreiben vom-

Visit 4 Datum: ILILIII
SN IRN oo

Testung 1: Kalteprovokationstest

Kélteprovokation mit 4°C fiir 5 min,

Quaddeln: Oja O nein
wennja  Aussehen O konfluierend [ nicht konfluierend
Grife Erythem Quaddel|
min. & [mm] max. @ [mm] min. @ [rmm] max. @ [mm]
oo ooo odd ooo

Juckreiz: O ja 1 nein

wennja Stirke O leicht O mittel O stark

Brennem: Oja 1 nein

wennja  Stérke O leicht O mittel O stark
Kélteurtikaria Testung: O positiv O negativ
Falls .negativ":

Bitte Studie hier beenden und auf Seite 32 dokumentieren. Zur Weiterbehandlung einen Termin im ACC
vereinbaren.

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de




- Seite 150 zum Schreiben vom-

Visit 4 Datum: 11111111
SNIRNoo

Testung 2: Schwellentemperatur

Kilteprovokation fix 5 min mit 4°C, 6°C, 8°C, 10°C, 12°C, 14°C, 16°C, 18°C, 20°C, 22°C, 24°C und 26°C
durchfubhren.

48 g 10t 1% 140

\
m _ 16° 18° 20° 22° 24° 2" |

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Niedrigste Temperatur chne Quaddel (NTOQ) 00 =eC
Schwellentemperatur (A) oo ec
Hichste Temperatur mit nicht konfluierender Quaddd
Schwellentemperatur (B) 0o ec
Hachste Temperatur mit konfluierender Quadde
O =26°C

wenn Schwellentemperatur >26°C weitere Kalteprovokation bis 32°C. Bitte
Reak tion hier handschrifilich protokollieren:

BUJIM RF Version wom 5 Marz 2010 19
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- Seite 151 zum Schreiben vom-

Visit 4 Datum: 11111111
SN I RN oo

Tay  Hona  Jam

Testung 3: Schwellenzeit

Kilteprovok ation mit 4°C fir 0,5 min,, 1 min,, 1,5 min., 2 min,, 2,5 min., 2 min., 3,5 min., 4 min, 4,5

min. und 5 min. durchfidhren.

7 347347 0,5min 1 min 1,5 min 2 min
— =1 r F '|I

T
w 2,5 min 3 min 3,53 min 4 min 4,5 min 5 min |
. H b ’ |

f

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Wicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Langste Zeit chne Quaddel {(L200Q) 048 min. 00 sec.
Schwellenzeit (A) OO0 min. 00O sec.
Kirzeste Zeit mit nicht konfluierender Quaddd
Schwellenzeit (B) OO0 min. 00 sec.
Kiraeste Zeit mit korfuierender Quaddsl
BUQIM RF Yersion vom 5, Marz 2010 20
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- Seite 152 zum Schreiben vom-

Visit 4 Datum: ILILIII
SN IRN oo
Medikamenten

Die Studienmedikation wurde ausgehandigt und der Patient iiber die korrekte Einnahme aufgekiart:

O ja O nein
wenn ,nein™ bitte begriind
Der nichste Termin (Visit 5) wurde vereinbart fiir den ao.00.oooa
frithestens in 24 Tagen + 2 Tage Tag Monat Jahr

um oO0.0d  Uhr
Datum, Unterschrift
00.00.0000
Tag  Monat Jahr Unterechrift

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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- Seite 153 zum Schreiben vom-

Visit 5 Datum: ILILII
SN I RN oo

Allgemeine Anamnese

Sind seit dem Screeningvisit neue Erkrankungen aufgetreten oder hat sich eine zuvor bestehende
Erkrankung (s. Screening) klinisch relevant verschlechtert?

Onein 0O ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening ein unerwiinschtes Ereignis erfahren?

Onein [ ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening seine Begleitmedikation geandert?

Onein [ ja, bitte auf Seite 33 dokumentieren.
Compliance

1) Der Patient miichte weiterhin an der Studie teilnehmen Oja [ nein

wenn ,nein” bitte begriinden:

2) Der Patient hat seit dem Screening keine topischen oder systemischen
Glukokortikoide verwendet Oja [ nein

A

wenn ,nein” bitte begrii

3) Der Patient hat seit dem Screening keine Antihistaminika bzw. Leukotrienantagonisten
eingenommen Oja O nein

wenn ,nein” bitte begriinden:

4) Der Patient hat in den letzten 2 Wochen kein Ketotifen bzw. Doxepin eingenommen
[ ja [J nein
wenn ,nein” bitte begriinden:

5) Der Patient hat in den letzten 4 Wochen keine Immunmodulatoren oder UV-Therapie bekommen
O ja O nein

A

wenn ,nein” bitte begrii

‘Wenn alle Fragen zur Compliance mit ,ja™ beantwortet wurden, knnen die Testungen stattfinden.
oder
Wenn die Fragen 2) und/oder 3) wegen der Einnahme einer Notfallmedikation mit ,nein™ beantwor-
tet wurden und die Studienmedikation nicht eingenemmen wurde, kann ein neuer Termin fiir Visit 2
vereinbart werden.
[ Termin bitte auf neuer Seite dokurnentieren und hinter dieser abheften

oder

Die Studienteilnahme wird wegen nicht plangemé&fer Medikamenteneinnahme und/oder
mangelnder Compliance abgebrochen.

[ Abbruch bitte auf Seite 32 dokumentieren

BUCUM CRF Version vom 5. Marz 2010 2
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- Seite 154 zum Schreiben vom-

Visit 5 Datum: 111
SN IRN oo

Testung 1: Kalteprovokationstest

Kélteprovokation mit 4°C fiir 5 min,

Quaddeln: Oja O nein
wennja  Aussehen O konfluierend [ nicht konfluierend
Grife Erythem Quaddel|
min. & [mm] max. @ [mm] min. @ [rmm] max. @ [mm]
oo ooo odd ooo

Juckreiz: O ja 1 nein

wennja Stirke O leicht O mittel O stark

Brennem: Oja 1 nein

wennja  Stérke O leicht O mittel O stark
Kélteurtikaria Testung: O positiv O negativ
Falls .negativ":

Bitte Studie hier beenden und auf Seite 32 dokumentieren. Zur Weiterbehandlung einen Termin im ACC
vereinbaren.

BUCUM CRF Version vom 5. Marz 2010 23
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- Seite 155 zum Schreiben vom-

Visit 5 Datum: [0
SNIRNoo

Testung 2: Schwellentemperatur

Kilteprovokation fix 5 min mit 4°C, 6°C, 8°C, 10°C, 12°C, 14°C, 16°C, 18°C, 20°C, 22°C, 24°C und 26°C
durchfubhren.

48 g 10t 1% 140

\
m _ 16° 18° 20° 22° 24° 2" |

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Niedrigste Temperatur chne Quaddel (NTOQ) 00 =eC
Schwellentemperatur (A) oo ec
Hichste Temperatur mit nicht konfluierender Quaddd
Schwellentemperatur (B) 0o ec
Hachste Temperatur mit konfluierender Quadde
O =26°C

wenn Schwellentemperatur >26°C weitere Kalteprovokation bis 32°C. Bitte
Reak tion hier handschrifilich protokollieren:

BUJIM RF Version wom 5 Marz 2010 |
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- Seite 156 zum Schreiben vom-

Visit 5 Datum: [0
SN I RN oo

Tay  Mons lam

Testung 3: Schwellenzeit

Kilteprovok ation mit 4°C fir 0,5 min,, 1 min,, 1,5 min., 2 min,, 2,5 min., 2 min., 3,5 min., 4 min, 4,5

min. und 5 min. durchfidhren.

7 347347 0,5min 1 min 1,5 min 2 min
— =1 r F '|I

T
w 2,5 min 3 min 3,53 min 4 min 4,5 min 5 min |
. H b ’ |

f

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Wicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Langste Zeit chne Quaddel {(L200Q) 048 min. 00 sec.
Schwellenzeit (A) OO0 min. 00O sec.
Kirzeste Zeit mit nicht konfluierender Quaddd
Schwellenzeit (B) OO0 min. 00 sec.
Kiraeste Zeit mit korfuierender Quaddsl
BUQIM RF Yersion vom 5, Marz 2010 25
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- Seite 157 zum Schreiben vom-

Visit 5 Datum: 111

T Monat  Jalw
SN IRN oo
Medikamenten

Die Studienmedikation wurde ausgehandigt und der Patient iiber die korrekte Einnahme aufgekiart:

O ja O nein
wenn ,nein™ bitte begriind
Der nichste Termin (Visit 6) wurde vereinbart fiir den ao.00.oooa
frithestens in 24 Tagen + 2 Tage Tag Monat Jahr

um oO0.0d  Uhr
Datum, Unterschrift
00.00.0000
Tag  Monat Jahr Unterechrift

BUCUM CRF Version vom 5. Marz 2010

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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- Seite 158 zum Schreiben vom-

Visit 6 Datum: ILILII
SN I RN oo

Allgemeine Anamnese

Sind seit dem Screeningvisit neue Erkrankungen aufgetreten oder hat sich eine zuvor bestehende
Erkrankung (s. Screening) klinisch relevant verschlechtert?

Onein 0O ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening ein unerwiinschtes Ereignis erfahren?

Onein [ ja, bitte auf Seite 34 dokumentieren.
Hat der Patient seit dem Screening seine Begleitmedikation geandert?

Onein O ja, bitte auf Seite 33 dokumentieren.

Compliance

1) Der Patient machte weiterhin an der Studie teilnehmen O ja [ nein

wenn ,nein” bitte begriind

2) Der Patient hat seit dem Screening keine topischen oder systemischen
Glukekortikoide verwendet Oja 0O nein

wenn ,nein” bitte begriinden:

3) Der Patient hat seit dem Screening keine Antihistaminika bzw. Leukotrienantagonisten
eingenommen ja [ nein

wenn ,nein" bitte begriinden:

4) Der Patient hat in den letzten 2 Wochen kein Ketotifen bzw. Doxepin eingenommen
[ ja ] nein
wenn ,nein™ bitte begriinden:

5) Der Patient hat in den letzten 4 Wochen keine Immunmodulatoren oder UV-Therapie bekommen
O ja O nein

wenn ,nein” bitte begriinden:

Wenn alle Fragen zur Compliance mit ,ja" beantwortet wurden, konnen die Testungen stattfinden.
oder
Wenn die Fragen 2) und/oder 3) wegen der Einnahme einer Notfallmedikation mit ,nein” beantwor-
tet wurden und die Studienmedikation nicht eingenommen wurde, kann ein neuer Termin fiir Visit 2
vereinbart werden,
[ Termin bitte auf neuer Seite dokumentieren und hinter dieser abheften
oder

Die Studienteilnahme wird wegen nicht plangeméfer Medikamenteneinnahme und/oder
mangelnder Compliance abgebrochen.

[ Abbruch bitte auf Seite 33 dokumentieren

BUCUM CRF Version vom 5. Marz 2010 27
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Visit 6 Datum: ILILIII
SN IRN oo

Korperliche Untersuchung und Blutentnahme

1. Cor O unauffallig O pathol.:

2. Pulmo O unauffallig O pathol.:

3. Abdomen O unaufféllig O pathol.:

4, Neurologie O unaufféllig O pathol.:

5. Haut O unauffallig O pathol.:

6. Muskel- und Skelettsystem [ unauffallig O pathol.:

7. Lymphknoten [ unauffillig O pathol.:

Blutdruck: O00/000 mmHg GréBe: 000 cm
systolisch  diastolisch

Puls: Oo0fmin Gewicht: 000 kg

EKG, Blutentnahme ggf Urinuntersuchung:

Es wird bestimmt: AP, ALT, AST, GGT, Na, K, Cl, Ca, Krea, BB + Diff BB

Bei Frauen: Urin auf beta-HCG

Original {mit allen Durchschldgen) der Laborwerte in der Patientenakte archivieren. Kopie hier abheften.

BUCUM CRF Version vom 5. Marz 2010
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Visit 6 Datum: ILILIII
SN IRN oo

Mikrodialyse wird vor, wihrend und nach den Kiltemessungen durchgefiihrt!

Testung 1: Kalteprovokationstest

Kilteprovokation mit 4°C fiir 5 min.

Hautstatus zum Zeitpunkt +10 Minuten nach Kilteprovokation:

Quaddeln: Oja [ nein
wennja Aussehen O konfluierend O nicht konfluierend
GriBe Erythem Quadde|
min. @ [mm] max. @ [mm] min. @ [mm] max. @ [mm]
ooo ooo oono oo

Juckreiz: Oja [ nein

wennja  Stirke O leicht O mittel O stark

Brennen: O ja O nein

wennja  Stirke 0 leicht 0 mittel [ stark
Kalteurtikaria Testung: O positiv 1 negativ
Falls .negativ':

Bitte Studie hier beenden und auf Seite 32 dokumentieren. Zur Weiterbehandlung einen Termin im ACC

vereinbaren.

BUCUM CRF Version vom 5. Marz 2010
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Visit 6 Datum: 11111111
SNIRNoo

Testung 2: Schwellentemperatur

Kilteprovokation fix 5 min mit 4°C, 6°C, 8°C, 10°C, 12°C, 14°C, 16°C, 18°C, 20°C, 22°C, 24°C und 26°C
durchfubhren.

48 g 10t 1% 140

\
m _ 16° 18° 20° 22° 24° 2" |

Bitte X fiir zutreffende Reaktion eintragen.

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Niedrigste Temperatur chne Quaddel (NTOQ) 00 =eC
Schwellentemperatur (A) oo ec
Hichste Temperatur mit nicht konfluierender Quaddd
Schwellentemperatur (B) 0o ec
Hachste Temperatur mit konfluierender Quadde
O =26°C

wenn Schwellentemperatur >26°C weitere Kalteprovokation bis 32°C. Bitte
Reak tion hier handschrifilich protokollieren:

BUJIM RF Version wom 5 Marz 2010 E0)]
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Visit 6 Datum: 111
SN I RN oo

Fona  Jam

Testung 3: Schwellenzeit

min. und 5 min. durchfidhren.

7 347347 0,5min 1 min 1,5 min 2 min
— =1 r F '|I

T
w 2,5 min 3 min 3,53 min 4 min 4,5 min 5 min |
. H b ’ |

f

Bitte X fiir zutreffende Reaktion eintragen.

Kilteprovok ation mit 4°C fir 0,5 min,, 1 min,, 1,5 min., 2 min,, 2,5 min., 2 min., 3,5 min., 4 min, 4,5

A B C D E F
10 min 10 min 10 mn 10 min 10 min 10 mn
Konfluierende Quaddel
Wicht konfluierende Quaddel
Keine Quaddel
G H 1 K L M
10 min 10 min 10 min 10 min 10 min 10 min
Konfluierende Quaddel
Nicht konfluierende Quaddel
Keine Quaddel
Langste Zeit chne Quaddel {(L200Q) 048 min. 00 sec.
Schwellenzeit (A) OO0 min. 00O sec.
Kirzeste Zeit mit nicht konfluierender Quaddd
Schwellenzeit (B) OO0 min. 00 sec.
Kiraeste Zeit mit korfuierender Quaddsl
| Dialysat wurde bis zur weiteren analyse (ELISA) bei -80°C eingelagert [1ja [ rein |
| Bitte Studie auf Seite 32 beenden. I
Datum, Unterschrift
I o
Tag  Monat Jahe Unterschrift
BUQIM RF Yersion vom 5, Marz 2010 3
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Studienabschluss Datum: I1.IL.III
SNiIRN

Studienabschluss

Studienabschluss protokollgemiBR Oja O nein

[ Ausschluss mangels positiver Reaktion nach Kilteprovokation

wenn nein:
Studienabbruch am ILILI wegen:

Tag Menat Jahre
[ unerwiinschtes Ereignis [ Widerruf des Einverstindnisses
[ mangelnde Compliance [ schwerer ProtokollverstoB
[ Patient nicht mehr erschienen [ Einnahme von Kortikosteroiden
O Tod [ Sonstiges:

Nebenwirkungenfunerwiinschte Ereignisse oder
Anderung der Begleiterkrankungen aufgetreten Oja O nein
wenn ja, bitte auf der Seite 34 ,Unerwiinschte Ereignisse™ notieren

Anderung der Begleitmedikation Oja O nein
wenn ja, bitte auf der Seite 33 ,Begleitmedikationsédnderungen™ notieren

Unterschrift Prifarzt:

Kommentar:

BUCUM CRF Version vom 5. Marz 2010
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Handzeichen Priifarzt:

Tag

Monat I

Begleitmedikationsanderungen seit dem Screening

Nr. | Medikament Einnahme Darreich- Indikation von!
(Handelsname) L ungsform Bis: Fort- | Datum /
fend Priifarzt
0 oral 0. s.. von!
0O Tag [ NEYA O
1 O woche |0 s.c bis:
O Manat | O toplsch
O b. Bedarf| O rektal
0 oral o. s.. vOn;
0O Tag 0w 0O
2 0O Woche |0 se bis:
O Manat | O topisch
O b. Bedarf| O rektal
0O oral o. s.l. von:
QO Tag Qi =
3 0O Woche |0 s biis:
O Manat |0 topisch
O b. Bedarf| O rektal
0 oral 0. s.l. von!
0O Tag Qi O
4 O Woche |0 se. bis:
O Monat | O topisch
O b, Bedarf| O rektal
0 oral o. s.. von:
O Tag Qiw. O
5 O Woche |Osec bis:
0 Monat | O topisch
Q b, Bedarf| O rektal
O oral o 5., von:
O Tag Qiv O
6 O woche |0 s bis:
0 Monat | O topisch
O b. Bedarf| O rektal
O oral 0. s.l. von;
O Tag Qi 0
7 O Woeche |0 sc biis:
O Monat |0 toplsch
0O b. Bedarf| O rektal
O oral . 5. von;
0 Tag 0w 0O
8 O woche |0 s.c bis:
0 Manat | O topisch
Q b, Bedarf| O rektal
O oral 0. 5.l. von!
0 Tag 0w 0]
] 0O Woche |0 s bis:
O Monat | O topisch
O b. Bedarf] O rektal
0 oral 0. 5. von;
O Tag O v O
10 O woche |0 s bis:
O Manat | O topisch
O b. Bedarf| O rektal
BUCUM CRF Yersion vom 5. Marz 2010 33

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de




- Seite 165 zum Schreiben vom-

AE/ SAE Datum: ILILIII

fonot sty

SN i RN Handzeichen Priifarzt:

AE Nummer 1 2 3 4 5 L]

Unerwiinschtes
Ereignis

SAE
JajMein. Wenn §a", bitte SUE- Cja Ol nan Oja O nen Ois O nein O ja O rein COia O nein Clja [0 rein
et

Beginn

AT/ MM 30)

Ende
(T MM LT
o tburaiion nibsoens [ andaand T pdana [ adaiona [ sl (1 s [

Intensitat
1 = baicht

2 = massig

3 = achmer

MaBnahmen

1= Thesapin

2 = Akl

3 = Hespitalisierung
e

4 = Andurs
Ausgang
1= ndig ab-pek lungen

Zusammenhang mit
der
Studienmedikation?
1 = wahs seheindich

2 = unvahrecheimiich
a

Datum, Priifarzt

BUCUM CRF Version vom 5. Marz 2010
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13.1.3 List of IECs or IRBs (plus the name of the c

representative written information for patient and

forms

Landesamt fiir Gesundheit und Soziales Berlin

Ethik-Kommission des Landes Berlin
Fehrbelliner Platz 1
10707 Berlin

Postanschrift: Postfach 31 09 29, 10639 Berlin

Committee:

Dr. Johannes Hamann (chair)
Prof. Dr. Elisabeth Knoll-Kdhler
Dr. Burkhard Ruppert

Heike Morris

Prof. Dr. Dr. Werner Hopfenmdiller
llse Thorner

Gerhard Mayer-Frey

ommittee Chair) and

sample consent

CHARITE - UNIVERSITATSMEDIZIN BERLIN

Charitéplatz 1 010117 Berlin O Telefon +49 30 450-50 O www.charite.de
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Falls Sie keine weiteren Fragen haben und sich zur Teilhahme an dieser Studie entechlossen haben,
urterzeichnen Sie bitte die beiliegende Einwilligungserklarung und fagen Sie das Datum Ihrer Eirwilligung
gin

Sie erhalten eine Kopie dieser Patienteninformation und der unterschriebenean Eirwvilligungserklarung.

Vielen Dank for lhr Interesse!

CHARITE - UNIVERSITATSMEDIZIN BERLIN
Charitéplatz 1 | 10117 Berlin | Telefon +49 30 450-50 | www charite de
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WEMEROLOGIE UMD ALLER GOLOGIE
Drirgetar: Prof. Dr. med. W, Sterry

ﬁ Klink mit zertzierem
Qu alitdts man agementsyste mnach

DIN EN 150 9001:2000

ALLERGIE-CENTRUM-CHARTE
Prof. Dr. med. T. Zuberbier ECARF

[IFE

SPRECHETUWDEN FOR URTIKARA, HEREDT ARER AWGODDEA UKD MABTOZYT OBE
Prof. Or.med. . MEVRT

Tel.+4930 450 612 304

FI +4930 40 512 917

M CAE mEn g charte. o
wiwm alk fgk-ce e Nm-ciarte de
MMM ECE IO I

PATIENTENINFORMATION

Doppelblinde, placebokontrollierte Studie zur Untersuchung der Wirksamkeit,
Mechanismen und Sicherheit von 20mg, 40mg und 80mg Bilastin bei Patienten mit

Kilteurtikaria

Kurztitel: BUCUM

EudraCT Nummer: 2010-019344-39

Version 1.1/ 18.11.2010

Sponsor: Charté-Universititsmedizin

Leiter der klinischen Prifung: Prof. Dr. Marcus Maurer

Sehr geehrte P atientin, sehr geehrter Patient,

Ihr Arzt hat Ihnen die Méglichkeit angeboten, an einer Klinischen Studie teilzunehmen. Bitte lesen Sie sich
die folgende Information Zur Studie sorgfaltig durch. Sollten Sie Fragen haben, wird [hr Studienarzt diese
geme beantworten. Die Studie wird nach Beratung und der Erteilung eines positiven “otums durch die
Ethikkammission beim Landesamt fur Gesundheit und Sozisles in Berlin durchgefihrt und wurde initiiert vom
Leiter der Urtikariasprechstunde des Allergie-Centrum-Charité Berlin, Prof. Dr. Marcus Maurer.

Freiwilligkeit der Teilnahm e

Die Teilnahme an digser Studie ist freiwillig und Sie kdnnen jederzeit ohne Angabe won Grinden von der

Zusage zur Teilnahme zurlcktreten, ohne dass (hnen hieraus Machteile fOr lhre weitere Behandiung

erwachsen. Sie erhalten dann in jedem Fall eine Behandiung, die dem aktuellen Wissensstand entspricht.
CHARITE - UNIVERSITATSMEDIZIN BERLIN

Klinik fiir Denn stologie, Yenerologie und Alergologie
Charitéplatz 1 | 10117 Berlin | Telefon +49 30 450 515 055 | waivyaller gie certrum -charite.de
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Warum gibt es diese Studie?

Die Urtikaria (Nesselsucht), an der alleine in Deutschland ca. 600 000 Menschen erkrankt sind, stellt nach
wie vor eine der am schwierigsten zu therapierenden Hauterkrankungen dar, dies gilt vor allem far die
physikalischen Formen der Urtilkaria, wie die Kalteurtikaria, Da Ober die Ursachen der Kalteurtikaria bislang
rur werig bekannt ist, steht die symplomatische Behandlung der Beschwerden durch Medikamente wie
Antifistaminika (werden auch als antiallergisch wirkende Medikaments bezeichnet) nach wig vor im Zentrum
der Therapie. Dabei 15t leider haufig festzustellen, dass eine Therapie mit der herkdmmilichen durch den
Hersteller angegebere Dosierung eines Antihistaminikums* zwar gut geeignet ist die Symptome eines
Heuschnupfens zu unterdricken, jedoch gegen Quaddelbildung™ und Schwellungen wenig auszurichten
vermag. Diese Studie soll zeigen, welche Dosis (20mg, 40mg oder 80mg) des Antihistamirikums Bilastin
ausreichend ist, um die Symptome der Kalteurtikaria zu verhindern, (* Ein Antihistaminikum ist sin
Arznermittel, das die Wirkung des natarhich vorkommenden Cewebebotenstoffes Histamin blockiert, ** Als
CQuaddel bezeichnet man punktartige bis knopf- oder plateauahnliche Erhebungen der menschiichen Haut).

Was ist Bllastin?

Bilastin ist ein wvon der Firma FAES FARMA hergestelites neues Medikament zur symptomatischen
Behandiung der allergischen Rhintis (Heuschnupfen) und der Urlikaria Es zahlt zu den modernen
Antitistaminika und hat sich in umfangreichen Studien als gut wirksam und sicher gezeigt. Die Zulassung fur
die Behandlung der allergischen Rhinitis {Heuschnupfen) und der Urhikaria wurde fur alle europarschen

Staaten beantragt und wird voraussichtlich in Kurze erteilt.

Zweck der Studie

Das Hauptziel der Studie ist es, die Wirksamkeit des Antihistaminikums Bilastin in Dosen von 40 mg und 80
mg im YVergeich zur Standarddosis 20 mg zu untersuchen, um zu zeigen, welche Dosis die urtikariellen
Symptome der Kalteurtikaria am besten verhindent.

Die Studie ist eine doppelblinde Studie, d.h weder Sie noch der behandelnde Arzt oder weiteres
Studisnpersonal weilk, zu welchem Zetpurkt Sie welche Dosis des Antitistaminikums Bilastin bekommen
Der Wirksamketsnachweis erfolgt unter Verwendung eines modernen Chagnosegerates fur die Kalteurtikana
(TempTasf). AuBerdem wird die VWirkung von Bilastin in Standarddosis und Hochdosis von 80 mg im
Vergleich zu Flacebo auf die Freisetzung von Botenstoffen, die fir die Ertstehung von Guaddeln und
Entzandung an der Haut werantwortlich sind, untersucht. Hierfar wird die Methode der Mikrodialyse
verwendet. Zusétzlich wird die Vertraglichkeit und Sicherheit von Bilastin in der Anwendung bei

Kalteurtikaria in 0.g. Dosierungen untersucht.

Sie kdnnen an dieser Studie teilnehmen, wenn
e Sie die Einverstandniserklarung unterzeichnet haben
e Sie seit mind. & Wochen an einer Kalteurtikaria leiden (d.h. Quaddeln und Juckreiz nach
Kaltekontakt)
¢ Sie mind. 18 Jahre alt sind

CHARITE - UNIVERSITATSMEDIZIN BERLIN
Charitéplatz 1 | 10117 Berlin | Telefon +49 30 450-50 | www charite de
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Sie kbnnen an dieser Studie nicht teilnehmen, wenn

e Sie schwanger sind oder stillen

» Sie an einer schweren Grunderkrankung leiden {z B. schwere Herz-, Nieren- oder Lebererkrankung,
akdtive Krehserkrankung)

+ Sie bestimmte das Immunsystem unterdrickende Medikamente eimnehmen (2B Kortison,
Cyclosporin ua ),

e Sie konnen eberfalls richt an der Studie teilnehtmen, wenn Sie Medikamente nehmen, die mit
Bilastin wechselwirken; (die Gruppe dieser Arzneimittel bezeichnet man als Paraglykoprotein-
Inhibsitoren, [hr Arzt wird Ihnen erki@ren welghe Arzneimittel bierunter fallen);

e Sieinder letzten 30 Tagen an einer anderen klinischen Studie teilgenommen haben

Magliche Vorteile lhrer Teilnahme

Der Mutzen der Stuchenteilnahme liegt in einer moglicherweise erfolgreichen Behandiung der Symptome
|hrer Kalteurtikaria, d.h. einer moglichen Toleranz von kalten Aulentemperaturen, Bertihrung von kalten
Gegenstanden, Genuss von kalten Speisen, kaltemn Vasser usw. unter der Therapie mit Bilastin. Auerdem
tragien Sie durch [bre Teilnahte an der Studie dazu bei, dass das Yissen Gber [hre Erkrankung vertieft wird
unid die Behandlung anderer, kinfliger Patienten verbessert werden kann.

Alternativen zur Teilnahme

Wenn Sie sich richt zur Teilnahme entschlisfen kornen, erhalten Sig in jedermn Fall gine Behandlung, die
dem aktuellen Wissensstand entspricht. Zugelasseng Behandlungsalternativen zur Therapie in dieser Studie
sind die Gabe von Kortison im Notfall sewie die Gabe von Pertol™ dem einzigen explizit fur die Kalteurtikana
zugelassenen Medikament. Eine weitere Alternative besteht in der Gabe anderer Antihistaminika, die sich in
der Therapie der Kalteurtikaria bereits bewahrt haben.

Ablauf der Studie

Insgesamt nebmen bis zu 20 Pabenten an der Studie teil,

Wenn Sie sich zur Telnahme an der Studie entscheiden, werden wiar insgesamt & Terming mit 1hnen
vereinbaren. Bel dem ersten Termin werden Sie in Bezug auf Ihre Nesselsucht und |hre aktuellen
Beschwerden grandlich urtersucht. Sie werden auch nach |hrer Krankergeschichte gefragt. Falls Sie
irgendwelche Behandlungen gegen |hre Nesselsucht anwenden oder Medikamente gegen andere
Erkrankungen, mussen Sie I[hrem Arzt dies mitteilen. Weiter findet eine Blutentnahme statt, zur Bestimmung
der wichtigsten Blutwerte. Diese Blutentnahme dient dazu, Begleiterkrankungen auszuschlielen, die eine
Teilnahme an der Studie nicht ratsam erscheinen lassen. Zusatzlich wird zu Ihrer Sicherheit ein EKG und bei
Frauen im gebarfahigen Alter ein Schwangerschaftstest durchgefuhrt. Wenn aus medizinischer Sicht keine
Bedenken gegen eine Studienteilnahme vorliegen, mussen Sie wahrend einer Einschlussphase von 14 bis
maximal 28 Tagen die Einnahme von Notfallmedikation, die sie von uns erhalten, sowie andere

Begleitmedikation, korperliche Beschwerden und ihr Wohibefinden in einem Tagebuch dokumentieren.

CHARITE - UNIVERSITATSMEDIZIN BERLIN
Charitéplatz 1 | 10117 Berlin | Telefon +49 30 450-50 | www charite de
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Beim 2. Termin wird mittels TempTest, einem eigens fir die Diagnose der Kalteurtikaria entwickelten Gerat,
gin Kalteprovokationstest inklusive Schwellentermperatur- und Schwellenzeitmessunagen auf lhrer Hauot
durchaefihrt Fositive Reaktionen {(Quaddeln) sind etwa einen Zentimeter groli und jucken unangenehm. In
Abhbangigkeit van der Auspragung threr Kateordikaria kiinnhen his zu 24 kleine Quaddeln auftreten. Zusatzlich
werden wir [hnen ein paar kurze Fragen Ober [hr Empfinden wahrend der Provokationstests stellen. Daran
anschliefend erfolgt die =0 genannte Mikrodialyse. Hierbei werden insgesamt 4 dinne Schlduche (im
Durchmesser etwa so dick wie eine Madel) oberflachlich in der Haut platziert. Um die Schlauche in die Haut
einbringen zu kinnen, wird zuvor eine Kanlle in die Haut gelegt, die nach Legen der Schlauche wieder
ertfernt wird (siehe Abbildung 13. Die Schliduche haben Offnungen von genau definietter Grike, so dass
Entzdndungsfaktoren von ihnen aufgenommen und aus der Hauat heraustransportient werden kinnen. Da
das Legen der Schlauche leicht schmerzhaft sein kann (vergleichhbar einer Blutentnahme), wird 1,5 Stunden
zuvor ein lokales Betdubungsmittel als Creme (EMLA® Creme auf Ihre Haut aufgetragen. Dadurch treten so
gt wie  keine Schmetzen  durch  die Behandlung  auf Um anschliefend  Substanzen  wie
Entzindungsfakioren aus der Haut gewinnen zu kdnnen, wird mit Hife der Schlauche Fldssigkei
(Kochsalzldsung) durch die Haut gefubrt. Ca. 1 Stunde nach Einbringen der Schlauche erfolgt eine
Kalteprovokation mittels TempT est an der Stelle der Haut, an der die Schlauche liegen. lm Anschluss daran
wird die Fllssigkeit, die aus der Haut wieder herauskomimt fir 3 Stunden gesammelt und fir weiterflhrende
Urtersuchungen (d.h. Analyse von Entzdndungsfakioren) autbewahtt. Die Testung dauer insgesamt ca. 4
Stunden, gerechnet ah dem Einbringen der Schlauche,

Abbildung 1: Vorbereitung der b ikrodialyse {Legen der Schlauche am Unterarm)
-5 ~ L

P
il
|
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Am darauffolgenden Tag beginnen Sie dann mit der Einnahme des Priifpraparates (jeweils 4 Tbl.
morgens) fiir die ndchsten 7 Tage (bis einschlieBlich zum Tag der 3. Visite). Die Patienten werden
nach dem Zufallsprinzip (durch so genannte Randomisation) einer der Behandlungsgruppen A oder
B ( Bilastin 20mg oder 80mg, siehe Abbildung 2 ) zugeteilt, um spater mdoglichst unverfalschte
Schlussfolgerungen ziehen zu kénnen. Weder Sie noch |hr Arzt wissen dabei, welchem
Therapiearm Sie zugehoren (verblindete Studie). Beim 3. Termin nach 7 Tagen werden dann erneut
ein Provokationstest und eine anschlieBende Mikrodialyse durchgefiihrt. Am Ende der
Untersuchungen erhalten Sie die Studienmedikamente fiir den 4. Termin, die Sie 6 Tage vor dem 4.
Termin beginnen miissen einzunehmen. Diese konnen Bilastin 40mg oder Placebo
=Scheinmedikament ohne Wirkstoff) enthalten. Die letzte Tablette ist 2 Stunden vor dem
vereinbarten Termin einzunehmen. Am 4. Termin wird erneut eine Kalteprovokationstestung, aber
ohne Mikrodialyse, durchgefihrt. Am Ende der Untersuchungen erhalten Sie die
Studienmedikamente fiir den 5. Termin, die Sie 6 Tage vor dem 5. Termin beginnen miissen
einzunehmen. Diese kdnnen wiederum Bilastin 40mg oder Placebo enthalten, mit Sicherheit jedoch
nicht die Kombinationen, die Sie beim letzten Mal erhalten haben. Der 5. Termin ist vom Testablauf
her identisch mit dem 4. Termin. Am Ende der Untersuchungen erhalten Sie die
Studienmedikamente fiir den 6. Termin, die Sie 6 Tage vor dem 6. Termin beginnen miissen
einzunehmen. Diese kdnnen wiederum Bilastin 20mg oder 80mg enthalten, mit Sicherheit jedoch
nicht die Kombination, die Sie beim ersten Mal erhalten haben. Beim letzten Termin fiihren wir die
gleichen Kaltetestungen durch, wie bei den Terminen zuvor sowie eine erneute Mikrodialyse und

abschlieBende korperliche Untersuchung, EKG und Blutentnahme sowie ggf. Schwangerschaftstest.
Abbildung 2: Crossover-Design der Studie

Vi V2 V3 V4 V5 V6

**A: Bilastin 20 ** — Bilastin40* — Placebo * — Bilastin 80 **
Einschlussphase
**B: Bilastin 80 ** — Placebo * — Bilastin 40 * — Bilastin 20**

14-28d 7d 14d 7d 14d 7d 14d 7d

. *  Kalteprovokationstestung

. **  Kalteprovokationstestung und Mikrodialyse
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Vorzeitiger Studienabbruch

Verschiedens Grande kornen dazu fuhren, dass die Studie insgesamt vorzeitig abgebrochen wird Dazu
konnte es beispielsweise kommen, wenn es bei Studienteilnehmern zu schweren unerwarteten
Nebenwirkungen kame, Soliten im Verauf der Studis nele wissenschaltiiche Erkenntrisse bekanet werden,
die eine bessere Behandlung bzw weniger Nebernwirkungen versprechen oder eine Anderung in der
Bebhandiung nach sich ziehen, werden Sie Uber diesen Sachverhalt zeithah informiert.

Vorzeitige Beendigung der Teilnahme

Sie personlich werden von der weiteren Teilnahme an der Studie ausgeschlossen, wenn Sie die Kriterien,
die zum Einschluss gefuhrt haben, nicht mehr erfullen soliten oder gin Kriterium, das zum Ausschiuss
gefuhrt hatte, nun zutrafen, Dardber hinaus werden Sie von der Studie ausgeschlossen, wenn bestimmte
Laborwerte vorgegebene Huchst- oder Minmalwerte Ober- oder unterschreiten (Leberwere, Miergnwerte,
Blutwerte). Dies gilt auch fur das Aufireten schwerer Neberwirkungen. Ihr Arzt wird dann das wertere
Behandiungsverfahren mit [hnen absprechen Andere Grinde flr einen Abbruch der Behandiung f
Studienterlrahme durch Ihren Arzt sind mangeinde Kooperahorsbergitschaft oder Schwangerschalt,

Sollten Sie die Telnahme an der Studie vorzeitig beenden, werden die fir die Abschlussvisite vorgesehenen

Untersuchungen sowie je nach Befund ggf. wertere Untersuchungen bei Ihnen durchgefuhrt

Unerwilnschte Wirkungen und Risiken

Die vorgesehenen Untersushungen sind mit folgenden Risiken und Neberwirkungen verbunder:

Owrch dig provoziertern Quaddeln auf [hren Armen wird vorabergehend Juckreiz entstehen, wie Sie das auch
von Quaddeln im Rahmen threr Grunderkrankung her kennen,

Magliche Mebenwirkungen der Blutentnahme und der Mikrodialyse sind Hautreaktionen in Form won
Hautreizungen an den Stichstellen, Blutung, Bluterguss, oberflachliche Nervernveretzung oder Infektion.
Magliche Meberwirkungen durch das  Lokalané&sthetikum (EMLA& Creme) bestehen in
Unwertraghchkertsreaktionen, die sich durch Rotung und Juckrerz der Haut manrfestieren.

Bilastin wurde in klinischen Studien bisher bei dber 2000 Patierten angewandt und zeigte sich im
Aligemeinen sehr gut vertraglich Dennoch kannern Meberwirkungen auftreten

Ineiner Mehrfachdosis-Studie, bei der bis 2u 100 mg Bilastin (finffache Klimische Dosis) pro Tag verabreicht
wurde, war die Vertréglichkeit gut. In der Bilashn-Gruppe klagten 24 von 36 Teilmehmern Ober leichte
Nebenwirkungen wie Kopfschimerzen oder trockene Nasenschleimhaute, in der Placebo-Gruppe waren es 8
von 12 Teilnehmern mit diesen Symptomen.

Studien zur Untersuchung der Effekte von Bilastin auf das zentrale Nervensystem zeigten Kkeinen
Unterschied in der Wirkung von Bilastin bis 40mg gegenuber Placebo auf die psychomotorische
Leistungsfahigkeit. Allerdings berichteten Patienten bereits ab 40mg Bilastin uber vermehrte Mudigkeit im
Vergleich zu 20 mg Bilastin und Placebo. Die am haufigsten aufgetretenen Nebenwirkungen, uber die
haufiger als bei Placebo berichtet wurde, waren Mudigkeit (3,5 % gegentber 2,9% Placebo), Schwindel
(1,0% gegenuber 0,6% Placebo) und Oberbauchschmerzen (0,6% gegenuber 0,4% Placebo).
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Kopfschmerzen waren das haufigste Symptom in der mit Bilastin behandelten Gruppe und der Flacebo-
Gruppe (3,3% Bilastin gegenaber 3,4% Placeba) In der Placebo-Gruppe traten auterdem haufiger Ubelkeit
{1,0%) und Erschapfung (1,3%) auf.

Antihistaminika / Kortison

In den 3 Wochen wvor Beginn der Studie durfen Sie keine Depot-Korfisonpraparate verwendet oder eine
Kortisondauertherapie angewandt haben. In den 2 Wochen vor Beginn der Studie durfen Sie keine
Keortisonpraparate einnehmen, sowie 1 Woche vor Beginn keine Kortisonpréparate auf der Haut, andere
Antitistaminika oder Leukotrienantagonisten anwenden. Wahrend der Studie fahrt die Einnabme bestimmter
Medikamente zum Ausschiuss aus der Studie, darunter fallt aush Kortison und andere Antihistaminika Wir
bitten Sie daher, auf die Emnabme von Korison n jeder Form wahrend der Studie zu verzichten, Sollte dig
Einnahme von Kortigon im Rahmen einer Notfallrehandiung notwendig werden, gehit selbstverstandich die
Notfallbehandiung vorl Bitte zagern Sie ging notwendige Behandlung wegen der Studie nicht hinaus|

Dauer der Teilnahme

Insgesamt sind 6 Besuche ber [hrem Arzt aber enen Zertraum von mindestens 12-14 aufeinander folgenden
Wochen notwendig. Falls Sie irgendwelche Beschwerden oder eine Verschlechterung lhrer Beschwerden
bemerken, wird Ihr Arzt dber zusatzliche Behandiungen entscheiden.

Rechte und Pflichten der Tellnehmer

Dig Telnabme an dieser Studie ist fremallig. Cie zu Studienbeginn erteilte Einwilligung 2ur Teilnahme an der
Studie kann jederzeit und ohne Angabe von Grunden widemufen werden, ohne dass das
Vertrauensverhaltnis zum behandelnden Arzt in irgendeiner Weise leidet. Aus Sicherheitsgrunden soll
jedoch auch bei einem vorzeitigen Studienabbruch eine abschlielende Untersuchung stattfinden. Wahrend
der gesamten Behandlungsdauer konnen Sie sich bei aufiretenden Fragen und Problemen jederzert an |hiren
behandelnden Arzt wenden. Sie konnen jederzeit, auch im Verlauf der Studie, die Eehandlung ohne Angabe
von Granden abbrechen. Selbstverstandlich ertstehen lhnen dadurch in keinemn Fall irgendwelche Nachteile.
Der Arzt wird dann ine andere Therapie durchfGhren,

Frauen im gebarfahigen Alter, sowig auch Manner, sollten wahrend der Studisndauer und 3 Monate nach
Abschluss, ene sichere Verhftungsmethode benutzen, Eine effektive Methode der Verhitung wird als
solche definiert, wenn sie eine niedrige Versagerrate (z.B. unter 1% pro Jahr) ber korrektem und konstantem
Gebrauch aufweist. Dazu za&hlen implantierbare, injizierbare, kombinierte orale und intrauterine
Kontrazeptiva, sexuelle Abstinenz oder vasektomierte Partner. Sie kénnen nur in die Studie aufgenommen
werden, wenn bei der ersten Visite ein von uns durchgefuhrter Schwangerschaftstest negativ ist. Sollten Sie
dennoch wahrend der Studie schwanger werden, mussen Sie die Studienteilnahme beenden.

Weiter weisen wir darauf hin, dass die Einnahme ven Alkohol zu vermeiden ist, da Alkohol in Kombination
mit hohen Dosen von Bilastin zu verstarkter Mudigkeit und verminderter psychomotorischer

Leistungsfahigkeit fuhren kann. Wir bitten auBerdem um das Einhalten der Untersuchungstermine und um
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Auskunft Ober eventuelle zusatzliche Arztbesuche und Begleittherapien. Der behandelnde Arzt ist bereit, alle
die Frifung betreffencden Fragen in Einzelheiten zu eradtern, adch jederzeit wahrend des weiteren
Studisnverlaufs, Sie dofen wahrend lhrer gesamten Teilnahme an dieser Studie an keiner weitersen
Klinischen Studie teilnehmen, ebenso dorfen Sie in den 30 Tagen vor dieser Studie nicht an einer anderen
Klinischen Studie teilgenommen haben Aulerdem sollten Sie daradf achten, wahrend der Studienteilnahme
keine Fruchtsafte zu konsumieren, da diese die Wirkung von Bilastin verringern kénnen Da in seltensn
Fallen nach Einnahme von Bilastin Mudigkeit als Mebenwirkung auftritt, kann es unter der Emnabhme der
Studienmedikation zur Beemntrachtigung der Verkehrstuchtigket oder der Fahigket zum Bedienen von
Maschinen kommen. Bitte lassen Sie sich bringen und abholen, oder benutzen Sie offentliche
Verkehrsmittel. Die Kosten hierfur {einschlieblich Taxi) werden von uns pro Besuch bis maximal S0€ der
tatsachlichen Kosten erstattet. Im Falle eines frohzeitigen Ausscheides wird die Aufwandsentschadigung
basierend aul dem aktuellen Ausscheidungsdatum und Visiten individuell berechnet

Verslcherung

Zur lhrer Sicherheit wurde gem&l AMG § 40 Abs. 3 bei der (Versicherungsgesellschaft inkl.
AdresselTel/Fax) eine Paterterversicherung in der gesetzlich vorgsschrisbenan Hobe fir alle Patienten
abgeschlossen, die an dieser klimschen Prufung teilnehmen. Die Nummer des Yersicherungsschens lautet
70-5644584-4 (Anmeldenummer: 1600 2010 116). Soliten im Verlauf dieser Studie iIrgendwelche Symptome,
Nebenwirkungen oder Verletzungen auftreten, die als Folge der klinischen Prifung angesehen werden
kannten, mossen Sie dies uns und der Versicherung (HDI Gerling: Tel.: 0211 7482 5402; Fax: 0211 7482
485) unverzlglich mitteilen Versicherungsschitz besteht fur Gesundheitsschadan (inkl, Todesfall), die Folge
der veranlassten und durchigefibinen Profung singd, mit einer Einzeldeckurg von 500,000 € und einer
Gesamtdeckungssumme bis 50 Mio. € Die Versicherungsbestatigung und die Versicherungsbedingungen
werden Ihnen separat ausgehandigt.

Ausgeschlossen von der Yersicherung sind:

+ Gesundheitsschadigungen eines ‘ersicherten, wenn er an einer Krankheit leidet, zu deren
Behebung das zu prifende Arzneimittel angewendet werden soll, und soweit diese
Gesundhetsschadigungen durch mit Sicherheit eintretende und demn Versicherten bekannt
germachte WirkungenfEreignisse verursacht worden sind und Ober ein nach den Erkenntnissen der
medizinischen Wissenschaft vertretbares Maf nicht hinausgehen.

¢ Gesundheitsschadigungen und Verschlimmerungen bereits bestehender Gesundheitsschadigungen,
cdie auch dann eingetreten waren oder fortbestdnden, wenn der Versicherte nicht an der klinischen
Prufung tellgenommen héatte;

¢ Gesundheitsschadigungen, soweit sie eingetreten sind, weil der Versicherte vorsatzlich den
ausdricklichen Anweisungen der Personen, die mit der Durchfuhrung der klinischen Prifung
beauftragt sind, zuwidergehandelt hat.

s genetische Schadigungen (Veranderungen am Erbgut — Genom, an den Chromosomen, an den
Genen oder an einzelnen Nukleotiden). Versicherungsschutz besteht jedoch, soweit die
Veranderungen beim versicherten organische Gesundheitsschadigungen mit Auswirkungen auf das
klinische Erscheinungsbild (Phanotyp) zur Folge haben.
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Um den Versicherungsschutz nicht zu gefahrden, dorfen Sie sich wahrend der Dauer der Studie einer
anderen Behandlung nur im Einvernehmen mit uns unterziehen Eine Notfallbehandiung karn natarlich
zunachst chne Rucksprache mit une erfolgen. Bitte irformieren Sie une dann aber sofort. Bitte lesen Sie
aush die Versicherungsbedingungen, die wir Ihnen mit dieser [nformation ausha ndigen,

Kosten

Mit der Telnahme an dieser Untersuchung ertstehen Ihnen keine Kosten. Eventuell entstehende
Fahrtkosten bei der Einbestellung werden nach Vorlage der entsprechenden Belege bezahlt {rmax. 50 Euro
pro Visite). Eine zusataiche Aufwandsentschadigung in Héhe von 300 Eurc wird [hnen bei erfolgreicher
Teilnahme an allen & Visiter nach Beendigung der Studie ausbezahit,

Aufklarung iiber den Datenschutz

Die kiimsche Prifung wird nach den geltenden datenschutzrechitlichen Bestimmungen durchgefahrt. |hre
samtlichen personenbezogenen, wahrend der klinischen Prafung erhobenen Daten werden vor ihrer
Ubermittiumg pseudonymisiert, Damit sind Ibre Daten fir cden Empfanger anorym, < b, e karn keme
Verbindung zwischen Ihren Daten und Ihrer Person herstellen.

Durch lhre Unterschiift auf der Emnwiligungserklarung erklaren Sie sich damit einverstanden, dass der
Prifarzt und seine Mitarberter lhre personenbezogenen Daten zum Zweck der o.g. Arzneimittelprifung
erheben und verarbeiten duarfen. Personenbezogene Daten sind 2B Thr Alter in Jahren, Ihr Geschlecht,
Daten zu Ihrer physischen und psychischen Gesundheit oder andere persdnliche Daten, die wahrend |hrer
Teilnahmme an der Studie oder bei Folgeuntersuchungen erhoben wurden,

Der Prufarzt wird Ihre personenbezogenen Daten fir Zwecke der Verwaltung und Durchfuhrung der Studie
sowie |hre studienbezogenen Daten fiir Zwecke der Forschung und statistischen Auswertung verwenden.
Der Prifarzt gibt wahrend der Studie erhobene studienbezogene Daten an das Unternehmen weiter, das die
Studie finanziert. Cheses Unternehmen ist die FAES FARMA, S A Madrid, Spanien. Fur jegliche VWeitergabe
von Daten an Beteilgte an der Studie werden Ihre Daten mit emer Codenummer versehen
{Pseudonymisierung der Daten). Auf den Codeschlussel, der es erdaubt, die studienbezogenen Daten mit
lhnen in Werbindung zu bringen, haben rur der Prifarzt und seine Mitarbeiter Zugnff. Samtliche
Aufzeichnungen, anhand derer Sie idertifiziert werden kérnrmen, werden streng vertradlich behandelt,

Im Falle gines Antrags auf Zulassung des zu profenden Arzneimittels werden die pseudonymisierten Daten
ar den Artragsteller und die fir die Zulassung zustandige Behdrde weiter gegeben

Zum Zweck der Qualitatssicherung der klinischen Prufung konnen alle thre persénlichien Daten, die beim
Prufarzt verbleiben, vom Leiter der Studie und/oder seinen Vertretern und Auftragsunternehmen (z.B.
Monitore oder Auditoren), sowie von Zulassungsbehorden, der unabhangigen Ethikkommission oder
anderen Uberwachungsbehorden eingesehen werden.

Im Fall, dass schwerwiegende unerwuUnschte Ereignisse aufgetreten sind, werden diese in
pseudenymisierter Form an die beteiligten Prufarzte, an den Sponsor der Studie und ggf. den Auftraggeber
(z.B. Pharmazeutischen Unternehmer) weitergegeben. Verdachtsfalle unerwarteter schwerwiegender

Nebenwirkungen werden der zustandigen Ethikkommission, der zusténdigen Bundesoberbehérde sowie von
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dieser an die bei der Europaischen Arzneimittelagentur (EMEA) gefihrte Europaische Datenbank zur
Registrierung von Arzneimittelprifungen (EudraCT) gemeldet, Die 2ustandigen Bundesaberbehirden der
Mitgliedsstaaten der Europaischen Union haben neben der Europaischen Arzneimittelagentur und der
Europaischen Kommission Zugriff auf die in diese Datenbank eingegebenen Daten. Wenn Sie mit dieser
Weitergabe richt eirverstanden sein sollten, kinrmen Sie an disser Studia nicht tailnshmer.

Der Auftraggeber der Studie kann lhre studienbezogenen Daten an andere Unternebmen der Firmengruppe,
von ihm beauftragte Crienstleister und Auftragsunternshmern werergeben, die Ihre studienbezogenen Daten
ausschliethch fur den Zweck der o.g. Studie und ggf. fur den Zweck der Zulassung des in dieser Studie zu
prufenden Arzneimittels verwenden. Der Auftraggeber der Studie kann lhre studienbezogenen Daten fur
diese Zwecke und zur Einreichung von Daten bei Uberwachungsbeharden auch an Lander aulterhalb der
Europaisshen Union weitergeben. Hierbei karn es sein, dass die Datenschutzgesetze in diesen Landern
nicht denen der Europaischen Union entsprechen

[ht Einverstandnis zur Verarbertung lhrer studienbezogenen Daten st zeitlich unbefnstet und nicht
widerrufbar.

Im Falle des Widerrufs lhrer Einwilligung zur Studienteilinahme muss geprift werden, inwisweit die von [hnen
b3 clatun erhobenen Daten weiterhin verwendet werden massen, um

ay WWirkungen des zu prifenden Arzneimittels festzustellen,

by sicherzustellen, dass Ihre schutzwirdigen Interessen nicht beeintrachtigt

werden,

c) der Pflicht zur Vorlage vollstandiger Zulassungsunterlagen bei der zustandigen

Bundesoberbehdrde zu genugen

In diesermn Fall haben die verantwortichen Stellen zu profen, irwvieweit die gespeicherten Daten fur die
vorgenannten Zwecke a)-¢) noch erforderlich sein kénnen. Nicht mehr bendtigte Daten werden unwerziglich
geltecht. Im Ubrigen werden die erhobenen personenbezogenen Daten nach dem Ende der Studie nach
Ablauf won 10 Jahren geloscht, sofern nicht gesetzliche, satzungsmafige oder vertragliche
Aufbewahrungsfristen entgegenstehen.

Sie haben das Recht auf Auskunft Ober alle beim Prufarzt oder dem Leiter cer Studie vorhandenen
personenbezogenen Daten Uber Sie. Sie haben auch Anrecht auf Komektur evertueller Lngenauigkeiten in
|hren personenbezogenen Daten Wenn Sie eine Anfrage machen wollen, wenden Sie sich bitte an lhren
Prafarzt. Dieser wird Kontakt mit dem Leiter der Studie aufnehmen urd [hnen die Information aber |hre
gespeicherten Daten zur Verfagung stellen.

Bitte beachten S, dass die Ergebnisse der Studie i der medizinischen Fachliteratur verdffentlicht werden
kdénnen, wobei Ihre Identitat jedoch anonym bleibt. Die Verantwortlichkeit fur die Verarbeitung Ihrer
studienbezogenen Daten liegt beim Auftraggeber/Leiter der klinischen Prafung.

Die im Rahmen der Studie entnommenen Proben (Blut, maximal 20 ml durch Venenpunktion) werden
ebenfalls verschlusselt und durch das Zentralinstitut fur Laborateriumsmedizin und Pathobiochemie der
Charité — Universitatsmedizin Berlin, Charitéplatz 1, 10117 Berlin untersucht und anschlieend vernichtet.
Es kommt zu keiner dauerhaften Aufbewahrung der Proben. Das Ergebnis der Untersuchungen wird in Ihrer
regularen Patientenakte abgelegt. Eine Dokumentierung der Ergebnisse in den Studienunterlagen erfolgt

selbstverstandlich ausschlielich in pseudonymisierter Form. Untersucht werden im Einzelnen: Blut auf
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Leberwerte: (AP, ALT, AST, Bilirubin}, Mierenwerte (Serumkreatinin, Harnstoff) und, Differentialiblutbild und
bei gebarfahigen Frauen Urin auf beta-HCG (Schwangerschaftstest). Die Mikrodialysatproben werdan im
Labor fir Experimentelle Dermatologie des Allergie-Centrums-Charité bis zur weiterfuhrenden Untersuchung
gelagert und nach spatestens 1 Jahr vemichtet.

Wer sind lhre Ansprechpartner?

Sie werden dazu aufgefordert, Ihrem Arzt alle Fragen zu stellen, die Sie zur Studie oder zur
Einverstandniserklarung haben. Diese scllten zu Ihrer Zufriedenheit beartwortet werden. Falls Sie
irgencwelche Probleme oder Beschwerden wabhrend der Studie haben, kénnen Sie Ihr Studienzentrum
urter folgenden Telefonnummern erreichen

Telefonnummer Studienzentrum: 030-450-518-295 (Study Murse Hesna GozlUkaya)

Narme des Profarztes; Or. Karoling Krause

Telefonnummer Prufarzt: 030-450-613-278

Soliten sich im Verlauf der Studie Anderungen ergeben, von deren Sie direkt oder indirekt betroffen sind,
warden Sie zeitnah von lhrem Studienzentrum/Profarzt daraber infarmiert. Sie konnen die Studie mit Threm
Hausarzt besprechen und, lhr Einverstandnis vorausgesstzt, kann dieser auch schriftlich dariber informiert
werden, dass Sie an dieser Studie teilnghmen.

Kontaktstelle ‘Klinische Priifungen® bei der zustindigen Bundesoberbehorde

Teilnehmer an klinischen Studien haben immer die Maglichkeit, sich direkt an eine Bundesoberbehdrde zu
wenden, um z. B. Ruckfragen zu stellen.

Die zustandige Kontaktstelle ist die des Bundesinstitut fur Arzneimittelsicherheit und Medizinprodukte
{BfArM) for Teilnehmer an klinischen Profungen, ihre gesetzlichen Vertreter oder eine wvon ihr
bevolimachtigte Person

Bundesinstitut fOr Arzneimittelsicherhait und Medizinprodukte (BFAFM)

Fachgebiet Klimsche Prifung / Inspektionsn

Kurt-Georg-Kiesinger-Allee 3, 53175 Bonn

Tel: 0228-207 4318

Fax: 0228-207 4355

Email: klinpruefung-bfarm@pbfarm.de

Bei schriftlichen Anfragen per Brief wird um den Betreff "Klinische Prufungen” gebeten.
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Address:

Date/Place of Birth:

Current position:

Education
1986 - 1994
1994

2001

2003

PROFESSIONAL EXPERIENCE
1994 - 1996

1996 - 1999
1999 - 2003

2003 - 2004
2004 - 2005

2005 - present

GRANTS

1996 - 1998
1899 - 2000
2000 - 2002
2000 - 2003
2001 - 2004
2002 - presant

Curriculum vitae
Marcus Maurer, M.D.

Neue KantstraBe 20, 14057 Berlin, Germany
Tel/Fax: +49-30-30839801
marcus.maurer@charite.de

May 22" 1966, in Kaufbeuren, Germany

Professor of Dermatology and Allergy

Associate Director, Allergie-Centrum-Charité at the
Department of Dermatology and Allergy

Charité — Universitatsmedizin Berlin

Medical School, U of Mainz and U of Berlin

M.D., summa cum laude, Freie Universitét Berlin
Board Certification: Dermatology

Board Certification: Allergology

Resident, Department of Dermatelogy, Virchow-Klinikum and
Charité, Freie Universitat Berlin

Postdoctoral Research Fellow, Dpts. of Pathology, Beth Israel
Deaconess Medical Center & Harvard Medical School
Tenure-track Investigator & Group leader, Dept. of
Dermatology, U Mainz

Assistant Professor, Dept. of Dermatology, U Mainz

Assistant Professor, Dept. of Dermatology and Allergy, Charité —
Universitdtsmedizin Berlin

Associate Professor, Dept. of Dermatology and Allergy, Charité
- Universitatsmedizin Berlin

Research Grant, Deutsche Forschungsgemeinschaft

Research Grant, MAIFOR-Program

Project Grant, Carl und Veronica Carstens Stiftung

Project Grant, MAIFOR-Program

Project Grant, Stiftung Rheinland-Pfalz flr Innovative Forschung
Project Grants Deutsche Forschungsgemeinschaft, Otto
Eppenauer Stiftung, Unna Stiftung, Deutsche Krebshilfe

MEMBERSHIP IN SCIENTIFIC SOCIETIES

Society of Investigative Dermatology, European Soclety of Dermatological, Research,
Arbeitsgemeinschaft Dermatologische Forschung, Deutsche Gesellschaft fur Allergologie
und klinische Immunologie, Deutsche Dermatologische Gesellschaft

SCIENTIFIC AREAS OF INTEREST
Mast cell biology, neurcimmunology, inflammation, innate immunity, tolerance

CLINICAL FOCUS

Urticaria, mastocytosis, angioedema, pruritus, skin infectionle{allergic diseases

57 peer reviewed publications, 3 books, 3 book chapters é/
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CURRICULUM VITAE

Name:

Address:

Date and Place of Birth:
Nationality:

Professional Experience:
Since 03 /2008

03 /2003 —02 /2008

07 1 2007

Doctoral Thesis:
1999 — 2003

University Career:
1995 - 2002
1212002

Education:
1982 — 1986
1986 — 1995
1995

76 '3

BUCUM

Dr. Karoline Krause
Weinbergsweg 3, 10119 Berlin
23 December 1975 in Hamburg
German

Department of Dermatology, University Hospital
Charité Berlin

Department of Dermatology, University Hospital
Hamburg-Eppendorf

Specialization as Dermatologist

“The role of Prolactin in the Biology of Hair
follicles”

Accepted July 2004

Medicine at the University of Hamburg
Third State Examination

Primary School in Hamburg
Secondary School in Hamburg
Abitur
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Curriculum vitae -

Address:

Date / Place of birth:

CAREER / EMPLOYMENT

5/96-2/99
96 and 97

12/00-5/02
12/00-5/04

5/03
6/04-12/04
2/07-current

EDUCATION
4/93-9/94
10/94-5/00
5/2000

GRANTS AND AWARDS
1998-1999

1997

1998

2001

2004-2006

6/06
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Dr. med. Martin Metz

private business

Schlettstadter Str. 106 Dpt. of Dermatology and Allergy
14149 Berlin Charité - Universitéitsmedizin Berlin
Tel: +49 30 26303137 Charitéplatz 1, 10117 Berlin

Fax:  +49 30 450 518972 Tel +49 30 450 518 159
cmh.metz@gmail.com Fax +49 30 450 518 972

martin.metz@charite . de

19.02.1972 / Tibingen, Germany

Undergraduate in the Hair Research Group, Dept. of Dermatology,
Charité, Humboldt-University Beriin

Visiting  Scienfist, Dept. of Experimental Pathology, Beth Israel
Hospital and Harvard Medical School, Boston, MA, USA

Intermnship, Dept, of Dermatology, University of Mainz

Resident, Dept. of Dermatology, and Postdoctoral Research Fellow
in the Mast Cell Research Group, University of Mainz

Thesis defense (magna cum laude) at the University of Mainz
Paostdoctoral Research Fellow, Stanford University, CA, USA

Resident and Senior Scienfist, Dept. of Dermatology and Allergy,
Charité - UniversitGtsmedizin Beriin

Medical School, Free University Berlin
Medical School, Humbeldi-University Berlin
Medical degree from the Humboldt-University Berlin

Thesis grant from the Hair Research Group, Charité, Berlin
Travel grant from the Hair Research Group, Charite, Berlin
Research fellowship from Boehringer Ingelheim Fonds

Albert M. Kligman Fellewship from the SID

Research grant from the Deutsche Forschungsgemeinschaft
OTL Birdseed Award from Stanford University
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MEMBERSH.'PS

Arbeitsgemeinschaft Dermatologische Forschung, Society of Invesfigative Dermatology

PuBLICATIONS

28 peer-reviewed publications, 3 book chapters
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Curriculum Vitae

onal ils:
Name:

Address:

Date of Birth:

Markus Alexandsr Karl Mager
Plantage 10

13597 Betlin

Germany

09.05.1949 in Heidenheim an der Brenz

Marital Status; married
[(={=]# loyment
Undergraduate in the Haoir Research Group,
Dept. of Dermatology, Charité, Humboldi-University Berlin 1994-1999

Research Fellow, Prof. D, Tobin, Deportment of Biomedical Sciences

University Bradford/UK [electron ricroscopy) 71171998
Research Fellow, Frof, D. Tobin, Department of Biomedical Sclences

University Bradford/UX [hair follicle organ culture) 7/2000-9/2001
Resident, Dept. of Dermatelagy, University Hospital Mainz,

planning and execution of clinical studies

Lanorotory of Marcus Maurer: Interactions between mastcells and bacteria 10/2001-4/2004
Resident. Dept. of Demmatology, Charité, Humrbaldi-University Berlin

planning and execution of clinical studies 5/2004-8/2007
Cansultant Dermatologist, Charité, Humboldt-University Berfn

Special cinical Interests: Uticaria, Angioedema 8/2007-

Locum Consultant in Dermatolegy fer Dr. Clive Grattan ot 9/2008-11/2008
Motfolk and Norwieh University Hospital

Education

Medical Sehaol Free University Berin 471991-2/1995
Medical Schoal Humbeldt- University Berlin 10/ 1995-5,/2000
Medical degres from the Humboldt-University Berin 5/2000
Daoctoral Thesis:

Prefiferation and Apoptosis in murine hair folicle’s morphogenesis and anagen 572003

hitpy//ubm.opus. hbz-nrw.de fvolltexte/2003/422/
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Memberships:
Deutsche Dematologische Gesellschaft (DDG, Garman Saciety of Dermatologists], European Academy of
Allergotogy and Chinical Imrunclogy (EAACI, urticaria network e. V. {UNEV),

Reviewer for;

Indian Joumnal of Dermatalogy, Venersology and Leprology; Clinical ond Experimental Derma tolagy;
Experimental Dermatology; CME Dematalogie; Joumal of Investigative Demmatology: Der Anaesthesist:
Archives of Dermatclogical Research;

Bublicarti

Magerl M, Trieb Ri, Barghom A, Hafner J [2000). Ein tropischer Furunkel: Kutane Myiasis durch Dermatobia
homiris (D. cyaniventris), hautnah dermatologie, 10{2):21-5

Magerl M. Tobin DJ, Miller-Raver 5, Hagen E, Lindner G, Mc Key 14, Paus R [2001). Pattems of profiferation and
apoptosis duing murine hair folisle morshogenesis. Journal of Investigative Dermafology, Jun;116(4):947-55

Magerl M. Kauser S, Paus R and Tobin DJ (2002). A simple and rapid method te isolate and culture fallicular
papilae from human sealp hair follicles, Expermental Dermatology 11(4):381-6

Tobin DJ, Gunin A, Mager M. ond Pous R [2003). Plasticity and Cytokinetic Dynamics of the Hair Folicle
Mesenchyme During the Hair Growih Cycle: Implications for Growth Control and Hair Fallicle Transformations.
Journal of investigative Dermatalogy Sympesium FProceedings 8(1}:80-6,

Tebin DJ, Gunin A, Magerl M, Handijski B, and Paus R [2003). Plasticity and Cytokinetic Dynamics of the Hair
Falicle Mesenchyme: Implications for Hair Growth Conirel. Journal of Invesfigative Dermatology 120(8):895-
904,

Maurer M. Honau A, Metz M, Magerl M, Staubach P [2003). Relevance of food clergies and intolerarce
reactions gs causes of urficaria, Hautarzt.;54(2):138-43

Maurer M, Metz M, Magerl M, Sisbenhacr F, Staubach F. [2004). Autoreactive uticaria end cutoimmune
urficaria, Hautarzt 55(4):350-6.

Magerl M, Paus R, Farfo N, Mueller-Roever S, Peters EMJ, Faitzk K, and Tabia DU, [2004]. Limitatiors of human
scalp hair folicle orgon culture for sfudying the effects of minoxidil os o hair growth modulator, Exp
Dermatol;13{10}:435-42.

Siebenhaar, F., Staubach, P., Metz, M., Magerl, M., Jung, J. und Maurer, M, [2004}. Peltier effect-based
femperature challerge - on improved method for diagnosing cold urticaria. J, Allergy Clin. Immunol.,
114(5):1224-5.

Staubdch, P., Eckhardi-Henn, A., Dechene, M. Hanau, A., Metz, M., Magerl, M., Breuer, P. und Maurer, M,
1200&}): Quality of life in patients with chronic urlicaria is differentially impaired and determined by psyehictrie
comerbidity. BrJ Dermatal, 154(2):294-8

Staubach P, Onnen K, Vonend A, Melz M, Siebenhaar F, Tschantscher |, Opper B, Magerl M, Lidtke R,
Kromminga A and Maurer {2004} Autalogous Whole Blood Injections to Pafients with Chronie Uticaria and o
Paositive Autologous Serum Skin Test: A Placebo-Controlled Trial. Dermatology 212(2):150-9

Magerl M, Sisbenhaar F, Altrichter S, Miynek A, Weller K, Maurer M [2004) Akute Nesselsucht braucht keine
Diagnostik. Der Allgemeinarzt 28(3):8-11

Maurer M, Siebenhaar 7, Syska W und Magerl M. (2004) iﬂopcrhc}genese der akuten und chronischen
Urtikaricr. Allergo Joumnal, 15(3):195-204

Magerl M, Phillop 5, Manasterski M, Friedrdeh M and Mewurer M. [2007) Successful Treatment of Delayed
Pressire Urticario with Anti-TNFa. S Allergy Clin Immunc!, Mear: ] 19(3):752-4,

Siebenhaar F, Weller K, Miynek A, Mageri M, Allrichier S, Vieira Dos Santos R, Mourer M, Zuberbier T. [2007):
Acquired cold urticaria: clinical picture and update on diognosis and treatment. Clin Exp Dermatol,
32[3):241-5

Magerl M, Maurer M. (2007): Urtikaria - "From Bench o Bedside”. Hautarzt 58(4):308-313
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Siebenhaar F, Sysko W, Weller K, Magerl M, Zuberbier T, Metz M, Maurer M. [2007) Control of pseudomonas
Qeruginosa skin infections in mice is mast cell-dependent. Am J Pathal, 170[8):1910-6,

Magerl M, schmalke J, Siebenhaar F, Zuberbier T, Metz M, Maurer M. (2007) Acquired cold urticania sympltoms
can be safely prevented by sbastine. Allergy. 62[12):1465-8

Sielbenhaar F, Magerl M, Peters EM, Hendrix 3, Metz M, Mourer M. (2007 | Mast cell-griven skin inflarmmation is
impaired in the absence of sensory nerves. | Allergy Clin immunal. 121 (4):955-41

Mageri M, Lammel V!, Sisbenhaar F, Zuberbier T, Metz M, Maursr M. (2008) Non pathogenic commensal E.
<ol bacteria con inhibit most cell degranulation. Experimental Dermatolagy, 17(5):427-35

Magerl M, Alfrichter S, Boodstein N, Glzelbey O, KeBler B, Krause K, Metz M, Weller K. Zuberbier T, Maurer M
[2008) Urtikaria - Klassifikation und Strategien fUr Diogrose und Behan dlung. CME Dermatalogie akademos
Wissenschaftsvarlag 01/2008, 2-18

Metz M1, Magerl M!, KiR, NF, Valeva A, Bhakdi §. Maurer M, 12008) Mast cells determine the magnitude of
bacterial texininduced skin inflammation. Expermental Dermatology 18(2):160-4

Staubach B, Vonend A, Burow G, Metz M, Magerd M, Maurer M [2008] Patients with chromic urticoria exhikbit

increased rates of sensitisation to Candida albicans, but rot to commen mould. Mycoses, online first 12 Sep
2008

Gizelbey, O, Ardelean, E, Magerl, M, Zuberbier T, Maurer, M, and Matz, M. {2008); Successiul Treatment of
salar urficaria with anfi-mmunoglobulin therapy. Allergy, 63(11):1543-5.

Metz M, Giménez-Amau A, Borzova E, Grattan CEH, Magerl M, and Maurer M [200%) Freguency and clinical
implications of skin autareactivity fo serum versus plasma in chronic urticaria, J Allergy Clin Immiuncl.
123(3):705-4

Vieira dos Santos BT, Magerl M, Miynek A, Lima HC [200%| Suppression of Ristamine- ard allergen-induced
skin reactions: comparison of first- and second-generafion antihistamines. Annals of Allergy, Asthma &
Immunclogy, 102(6):495-9

Miynek A', Magerl MY, Hanng M, Lhachimi S, Baiardini |, Cononica GW, Brzoza 1, Zolewska-Janowska A,
Luberbier T, Maurer M (2008) The German Version of the Chranic Urlicaria Quaiity-of-Life Questionnaire (CU-
GQ2ol): Validotion and Initial Clinical Findings. Aflergy, 64(6):927-36

Magerl M, Schmolke J, Metz M, Zuberbier T, Siebenhaar F, Maurer M. (2009} Prevention of signs and symptoms
of dermographic urticaria by 20mg single-dose ebastine. Cliin Exp Dematal, 34(5):8137-40

Magerl M, Alfrichter S, Ardelean E, Glzelbey O, KeBler B, Krause K, Malz M, Wellar K. Maiurer M (2009)
Kélteurtikaric: Wenn Mastzellen | fieren. Pharmazeutische Zeitung, 09(9):25-8

Mageri M. KeBler B, Maurer M, Musch A [2009] lcatibant - Behandlung akuter Schwellungsantdlie des
hereditdren Angioddems (HAE). Arzneimifteltherapie, 24(4):109-13

Magerl M, Pisarevskaja D, Scheufele R, Zuberbier T, Maurer M (200%) Effectivensss of a Pseudoaliergen-Free
Diet for Chronic Urticaria: A Prospective Trial, Allergy. Oct 1. [Epub ohead of print]

Krause K, Metz M, Zuberbier T, Mourer M, Magerl M [2009) Successful freatmant of hereditary angioedema
with bradykinin B2-recepfor antagonist icatibant. JODG Sep 16. [Epub ahead of print]

Mtynek A, Magerl M, Siebenhaar F, Weller K, Vieira dos Sanfos R, Zuberbier T, Zalewska-Janawska A, Maurer M
[2009) Resulis and relevance of crifical tamperature threshold testi ng In patients with acquired cold urticaria,
Br 1 Dermatol Sep 28. [Epub chead of print]

Magerl M, Borzova E, Giménez-Armau A, Grattan CEH, Lawlar F, Mathelier-Fusade P, Matz M, Miynek A and

Maurer M [200%). The definition and diagnostic testing of physical and cholinergic urticarias —
EAACI/GAILEN/EDF/UNEY consensus panel recommencdations. Allergy Sep 30. [Epub ahead of print]

Vieira dos Santos R, Mager M. Martus P, Zubersier T, Church MK, Escribanc L, Maurer M |2009) Topical
Sodium Cromoglycate: How Does It Aclually Relieve Dermal Al lergic Reactions? B J Dermatol. 2009 Sep 24.
[Epub ahead of print]

Krause K, Mefz M, Magerl M, Maurer M [2009] Prevalence and relevance of skin autareoctivity in chroric
urticaria . Expert Review of Dermafology, 4(6] 655-63

Metz 1, Maurer M, Zuberbier T. Magerl M (200%] Neue Leiflinien — Ciagnostik und Therapis der chronischen
Urtfkaria. Der Dautsche Dematolege, 57(11) 708-13

Plsarevskajo D, Mourer M, Magerl M (2010 Hereditéres Angioddem - typische Probleme bei Diagnesiik und
Therapie. derm Praktische Dermafologie, 16(1) 70-3
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Book Chapters:

Harrisons Innere Medizin, Menfred Dietel, Norbert Suttorp, Martin Zeitz, ABW Wissenschaftsverlag, Berlin, Mai
2005, ISBM: 3934072299, Kapitel 143

Juckreiz, Quaddeln, Nesselsucht-wenn die Haut wis Feuer brennt. Marcus Maurer und Petra Staubach,
akadsmos Wissenschaftsverlag. 1. Auflage, Berin 2006, ISEN 3934410774,

Urfikarics, 100 Fragen, 100 Anfworten. Marcus Maurer und Pefra Staubach, akademaos Wissenschaffsverag. 1.
Auflage. Beriin 2004, ISBM 3934410782

Derma-Nel-Oniine 2007, Aktuelle Dematologie fir Dematoiogen und dermataologisch Intersssierte, Kapitel
7.7 Hereditares Angioadsm, www.derma-net-onine.de

Harrisons Innere Medfizin. Manfred Dietel, Narbert Suttorp, Martin Zeitz. ABW Wissensc haftsverlog, Berlin,
Oktober 2008, ISBN 3736072825, Kapitel 172

Urticaria and Angioedema. Tarsten Zuberbier, Clive Graottan, Mareus Maurer. Chapter standard operotfing
procedurss, patient information leaflets. pol41-15. Springer, Berlin: Aufiage: 1, ISBN 3540790470

Other Skills
Languages: German, Spanish, English. Fragmentary knowledge of French and Quechucy,

Imraunohistachemistry. cell and argan culiure, culturing bacteria, light microscopy, flourescence
microscopy, electron miconcopy, exposurs and development of photographs.

Computer skills (M3 Office and athers)

v ents:

Development ond realisation of a fool for histologicdl and immunchistological staining of tissues, bosing on
capiliary force. Registered at the German Patent Office 299 03171.3, 20.05,1999.
hitp://home.fanl.net/~magerl/

Development and realisation of o fube-shoped induktive metal defector to locate fixalion screws during
surgical screw removal,

Development and realisafion of o foal to ludge condition of the cuticula of hair shafts, Stray light is
meaosured in a black chamber by o light-dependent voitoge converter,

inical studi
KKS Mainz Training |, Investigator in Clinical Tials®, 16.-17.11.2001
KKS Mainz Training “Clinical tricls for medical devices", 19.10,2001
CeDsf Hamburg Training “Investigator according GCPACH/AME - Clinical Tria s in Demnatology”, 23.09.2006

Behandlung der chronischen Urtikaria mit Histaglobsin, 2001, randomisierte, plazetio- kontrollierte,
doppeiblinds Therapiestudie im Farallelgruppendesign, Prifarzt, n=30,

Behandlung der chronischen Urfikaria mit autclogem Vollolut, 2001, randemisierte, plozebo-konfrolierte,
einfachblinde Therapiestudie Tm Parallelgruppendesign, Prifarzt, n=54,

Behandlung der chrenischen Urtikaria mit Symbioflor®, 2002, randemisierte, plazebo-kontrolisrte,
doppelblinde Therapiestudie im Fardlielgruppendssign, gesamte Planung, Genehmigungsverfahren und
Burehfihrung, n=30

Phase I, Mulficenter, randemisierte, doppelt-blinde, Placebo kontroflerte Paralielgruppenstudie zur
Untersuchung der Wirksamkeit von 100, 200 und 300 mg tld. e-Fluoromethylhistidin (FMH) in Pafienten mit
chronischer Urtikaria, 2002, 2004 und 2007, mehrphasig, Prifarzi

Multizentrische, kontrolierte, randomisierts, doppelblinde Parallelgruppen-Studie einer subkutanen
Anwendungsform von latibant versus Tranexamsaure 2ur Behondlung dat Hereditaren AngloSdems, 2004,
Prifarzt
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Kiinische Prifung der Effekte eines Piperidinderivats (DPMP, 4-diphenyimethaxy-1 [3-(4-ter-butyibenzoy)-
propyl] piperdin) auf Anderungen des kognitiven Leistungsvarmagens bei Urikariapafienten, 2008,
praspekiive, randomisierten, doppelblinden, plocebokonirelierian Priffung im Cross-over-Design, gesomie
Planung, Genehmigung und Durchfthrung, n=30

Sudie zur Beurteliung der minimalen klinisch signifikanten Differenz In den Scores der Visuellen Anclogskala
fir Hautschwellungen, Hautsehmerzen und Bouchschmerzen bel Probanden mit hereditéram Angiotden
(HAE), 2006, Prifarzt

Explorative Phase IV, randomisierte, doppelblinde, plazebokonirclierte Cross-Over-Studie zum Machweis und
Vergleich der Effekfe von 5mg gegen 20mg Desloratadin auf die Entwicklung experimentell induzierter
urtikarieller Houtverdnderungen, Prifarzt, n=30

Omalizumab 2ur Behandlung von moderater bis schwerer chronischer Urlikaria, die mit Antihistaminika nicht
oder nur unbefiedigend behandel! werden kann. Multizentrische, randemisierte, plazebo-kontrolierts,
doppelblinde Therapiestudie im Paralielgruppendesign, Prifarzt

Multizentrische, kantrollierte, randomisierte, doppelblinde Parallelgruppen-Siudie der Phase || zur Wirksamkeit
von oralem Miltefasin bei sehwerar chronischer Urfikaria, Planung, Genehmigung und DurchfUhrung. Leiter
der klinischen Prifung, n=101

Multizentrische, doppelblinde, dosissteigermde Studie zum Vergleich der Effekie von Smg, 10mg und 20mg
Desloratadin bei Patienten mit Kélteuriikaria, Planung, Genehmigung und Durchfdhrung. Leiter der kiinischen
Prifung, n=30

A, AP G 2y
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Curriculum Vitae

Personal Data

Name: Dr. med. Karsten Weller

Date of Birth: February 26", 1976

Place of Birth: Bremen, Germany

Nationality: German

Address: 10967 Berlin, Graefestralie §

Telephone: 0049-30-450-618285

e-mail: karsten.weller@charite.de

Education

1982-1986 Elementary school in Moordeich

1986-1995 High school (Gymnasium) in Stuhr-Brinkum

1995-1996 Military service (German Federal Armed Forces), medic
in the navy

1996-2003 Johannes Gutenberg-University, Medical School,
Mainz, Germany

1999-2004 Doctoral thesis at the Department of Dermatology,
Johannes Gutenberg-University Mainz, Group of Prof.
Dr. med. M. Maurer
Title: The role of mast cells in cutaneous wound healing,

2003-2005 Resident at the Department of Dermatology at the Julius
Maximilians-University Wiirzburg

since 2006 Resident at the Department of Dermatology at the

Charité - Universititsmedizin Berlin

Career-related Activities

2000 Visiting researcher at the Department of Pathology,
Stanford University, California, USA (3 months)

ICH-GCP Trainee

I;}r, “med. Karsten Weller
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Curriculum Vitae - Frank Siebenhaar, M.D.

Personal Details
Name
Address

Date of birth

Dr. med. Frank Siebenhaar

Rigaer Straile 4, 10247 Berlin
frank.siebenhaar@charite.de

28.03.1976 in Wiesbaden-Sonnenberg, Germany

Clinical and Scientific Education

1996-2003
08/2000-09/2000

10/2001-02/2002

03/2002-06/2002

062002-12/2002

01/2003-04/2003

05/2003

08/2003-06/2004

05/2004

07/2004-09/2004

10/2004
10/2004-07/2007

08/2007-07/2009

Since 08/2009
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Medical School, Johannes Gutenberg Universitat Mainz, Germany

Research training at the Department of Dermatology, Boston University School of
Medicine, Boston, MA

(Prof. Dr. V. A. Botchkarev, Director: Prof. Dr. B. A, Gilehrest)

Clinical Clerkship, Department of Internal Medicine, Johannes Gutenberg
Universitat, Mainz, Germany

Clinical Clerkship, Department of Surgery, NYU Downtown Hospital, Mew Yaork
University, New York, NY

Research training, Department of Dermatology, Boston University School of
Medicine, Boston, MA,

(Prof. Dr. V. A, Botehkarev, Director: Prof. Dr. B. A, Gilchrest)

Glinical Clerkship, Department of Dermatology, Johannes Gutenberg Universitat,
Mainz, Germany

Training (Profarzt), Center for Clinical Trials (Koordinierungszentrum fur klinische
Studien, KKS), Johannes Gutenberg Universitat, Mainz, Germ any

Internship at the Department of Dermatology, Johannes Gutenberg Universitat,
Mainz, Germany

{Director:; Prof. Dr. J. Knop)

Doctoral thesis ,Die Rolle der Mastzelle in der Entstehung won Hauttumoren®
(magna cum laude), Department of Dermatalogy, Johannes Gutenberg Universitat,
Mainz, Germany

{Prof, Dr. M. Maurer, Director: Prof. Dr. J. Knop)

Internship, Department of Dermatology and Allergy, Allergie-Centrum-Charitg,
Charité — Universitatsmeadizin Berlin, Berlin, Germany

(Prof. Dr. M. Maurer, Director: Prof, Dr. W. Sterry)

License-to-practice (Approbation)

Resident and Postdoctaral fallow, Department of Dermatology and Allergy, Allergie-
Centrum-Charité, Charité — Universitdtsmedizin Berlin, Berlin, Germany

(Prof. Dr. M. Maurer, Director: Prof Dr. W. Sterry)

Postdoctoral fellow, Department of Pathology, Harvard Medical School,
Cambridge/Boston, MA (Prof. Ulrich H. von Andrian)

Resident and Postdoctoral fellow, Department of Dermatology and Allergy, Allargie-
Centrum-Charité, Charité - Universitatsmedizin Berlin, Berlin, Germany

(Prof. Dr. M. Maurer, Director: Prof, Dr. W. Sterry)
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Grants and Awards

2001 Seholarship, Johannes Gutenberg Universitat Mainz

2001 Travel Grant, Eurcpean Society for Dermatological Research (ESDR)
2003 Travel Grant, European Society for Dermatological Research (ESDR)
2005 Hermal Publication Award

2005 Research Grant, Deutsche Krebshilfe e\,

2005 Research Grant, European Union {(EFRE/ProFIT)

2006 Research Grant, European Union (EFRE/ProlNNO 1)

2007 Scholarship, Deutsche Forschungsgemeinschaft (DFG)

2008 Albert M. Kligman Travel Fellowship

2009 Publication Award, Berliner Dermatologische Gesellschaft (BDG)

Clinical Interest

Allergic and cther mast cell-mediated diseases, clinical care of patients with chronic urticaria, angioedema,
and mastocytosis, perfermance of clinical trials, investigation of navel diagnostic and therapeutic
procedures.

Scientific Interest

Characterization of physiclogical and pathological functions of mast cells, investigation of the role of mast
cells in innate and acquired immunity, in host defense responses against bacteria, parasites, and viral
infections, as key effector cells in allergic and other inflammatory reactions, as modulators of the
development and growth of skin tumars as well as their interactions with sensory nerves and neurcpeptides.

Educational Activity
Instructor in Dermatology, Allergy, and Immunology

Memberships

Since 2003 Arbeitsgemeinschaft Dermatologische Forschung (ADF)
Since 2004 Urticaria netwark e.V. (UNEV)

Since 2008 German Competence Network on MMastocytosis e V.
Since 2008 European Society for Dermatological Ressarch (ESDR)
Since 2009 Berliner Dermatologische Gesellschaft

I
Q0.3 2aqo Dr. med. Frank Siebenhaar

Berlin, March 2010 f
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Curriculum Vitae

Personal Data:

Name: Elena Ardelean
Address: Chariteplatz 1
10117 Berlin

elena.ardelean @charite.de

Education:

1999 - 2005 Victor Babes — University, Medical School
Timisoara, Romania (Board Certification 08/2005)

2005 Diploma Thesis at the Departament of Neurology,

Victor Babes - University, Timisoara, Romania
(Title: Clinical Aspects relating to Aphasia in
Patients with ischemic stroke)

10/2005 - 10/2006 Resident at the Hospital of Dermatology and
Venereology, Arad, Romania

11/2006 - 04/2007 Guest physician at practice for pneumology,
allergology and environmental medicine, Dr, med.
Anneliese E. Linnhoff, Berlin, Germany

since 03/2007 Temporary work permit as a physician (issued by
the Landesamt fiir Gesundheit und Soziales, Berlin)

since 05/2007 MD at Departament of Dermatology and Allergy,
Charite - Universitdtsmedizin Berlin

Berlin, 29.03.2010 , 4986 % 2ol

Confidential
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Hesna Gozliikaya
Am Rupenhorn.
14055 Berlin Germany

+49 30450 618 296
Email: hesna.gozliikaya@charite.de

EMPLOYMENT HISTORY

Presently
Study Nurse with Charité Hospital, Dermatology Clinic

Coordinating studies

Scheduling of appointments with patients
Taking blood samples

ECG

Provocation especially by cold urticaria

August 1991 - 1995
o Apprenticeship for doctor’s assistant in dermatology doctor’s office (completed with diploma)

April 1995 —2001
e  Assistent in Dermatologie doctor’s office

April 1995 - 1995
e Training for certified Cosmetician

Okt. 2005
e Training for certified pollenanayst
Since 2001
e  Charite Hospital, Dermatologie Clinic Allergology

EDUCATION

e 1981 - 1987 Elementary school in Berlin
o 1987-1991 High school in Berlin

COMPUTER SKILLS: Microsoft Word, Excel, Internet and E-Mail Messaging,
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13.1.5 Signatures of principal or coordinating inve stigator(s) or sponsor’'s
responsible medical officer, depending on the regul atory authority's

requirement

BUCUM
Eurdra-GT Nr: 2010-010344.38 Personal- Delegierungsliste K § s

Prifzentrum: Charité Campus Mitte

TR e
el ol e
| i .
k2 bl der Ef
| Prof. Or. Marcus Maurer | A 1 = Wﬁfi‘mﬁlggpn — 7
PIEP U NPT - 1 M\

Dr. Karoline Krause B = i \(

PO Wartin Motz B 7
[ Dr. Markus Mager B

Dr. Karsten Weller B
| OF. Frank Siebenhaar (B

Dr. Elena Ardelean |B

: - 1
| Htr 2 ._'71;\(.'4 r o
|F’fj§qn !'f‘lg'.lrgs:l'kﬁa’t. | C
Nk Foe c

mig ! Einhelen der Eimnligung
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Seile

13.1.6 Listing of patients receiving test drug(s)/i  nvestigational product(s)
from specific batches, where more than one batchwa s used

Does not apply.
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13.1.7 Randomisation scheme and codes (patient iden tification and

treatment assigned)

B) rres Farma
Depal de Inves

{n Cliniza

SEQUENCE OF RANDOMIZATION

CLINICAL TRIAL : BUCUM

EudraCT N®: 2010-019344-39

Treatment n® Treatment
0001 20-P-40-80
0002 80-40-P-20
0003 20-40-P-80
0004 80-40-P-20
0005 20-P-40-80
0006 20-40-P-80
0007 80-P-40-20
0008 80-P-40-20
0009 20-P-40-80
0010 80-P-40-20
0011 80-P-40-20
0012 20-P-40-80
0013 20-40-P-80
0014 20-40-P-80
0015 80-40-P-20
0016 80-40-P-20
0017 80-P-40-20
0018 20-P-40-80
0019 20-40-P-80
0020 20-40-P-80
0021 80-P-40-20
0022 80-40-P-20
0023 20-P-40-80
0024 80-40-P-20
0025 80-40-P-20
0026 80-40-P-20
0027 20-P-40-80
0028 80-P-40-20
0029 80-P-40-20
0030 20-40-P-80

Firma y Sello:

Ge( Bec)

Sequence of Randomization
Clinical Trial: BUCUM
EudraCT N® 2010-019344-39 Page 171

Confidential
195



Charité — Universitatsmedizin Berlin BUCUM

13.1.8 Audit certificates (if available)

_CHARITE

Monitoring - Abschlussbericht

BUCUM Studie

Bilastine Updosing-Characterization of Underlying Mechanisms

EudraCT-Nr.: Priifzentrum Besuchsdatum:
2010-019344-39 Charité Campus Mitte 13.09.2011
Sponsor / Auftraggeber :

Charité — Universitatsmedizin Berlin
Allergie-Centrum-Charité

Department of Dermatology and Allergy
Charitéplatz 1

10117 Berlin

Priifzentrum, Hauptpriifer:

Professor Dr.med. Marcus Maurer
Allergy-Centrum-Charité

Department of Dermatology and Allergy
Charité — Universitatsmedizin Berlin
Charitéplatz 1

10117 Berlin

Name und Funktion der anwesenden Personen:
Herr A. Spohr, Studienkoordinator
Frau S. Joseph, Monitor

Besuchszeit: von / bis: 08:30-14:30 Uhr

Fahrizeit (gesamt / h): 30 min

Datum des letzten Besuchs: 29.07.2011 NZ Datum:

Anlass des Abschlussbesuchs:

regulédres Studienende: X vorzeitiges Studienende
Grund:
NZ: nicht zutreffend AE: Adverse Event SAE: Serious Adverse Event

SUSAR: Suspected Unexpected Serious Adverse Reaction

Patientenstatus im Zentrum:
eingeschiossen: 23 abgeschlossen: 17
Studienabbriiche: 2 SAEs total : 0
Seite 1 von 6
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13.1.9 Documentation of statistical methods

Please find the documentation of statistical methods in the final statistical report (ANNEX
VIII).

13.1.10 Documentation of inter-laboratory standardi  sation methods and

quality assurance procedures if used

Does not apply.

13.1.11 Publications based on the study

Does not apply. No publication yet.

13.1.12 Important publications referenced in the re  port

See chapter 12 for references.

13.2 Patient Data Listings

13.2.1 Discontinued patients

All patients randomized after visit 2 completed the study regularly after visit 6.

13.2.2 Protocol deviations

Please find this data in section 7.2.

13.2.3 Patients excluded from the efficacy analysis

All patients were included in the efficacy analysis.
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13.2.4 Demographic data

Please find this data in the statistical report (ANNEX VIII).

13.2.5 Compliance and/or Drug Concentration Data (i  f available)

Drug concentration measurement was not applicable.

13.2.6 Individual Efficacy Response data

Individual CTT and CSTT development after placebo and Bilastine in different doses.

—K_1
30,00 K_2
K_3
— K5
K_E
K_7
25,00 E-g
K_10
—_1
K_12
K_13
) 20,004 _E_ﬁ
R4
e —¥_16
- K_17
E 15,00 _E_ig
g K_20
=3 K_2:
£
1]
= 10,00
5,00
00
] T | T
unbehandelt P 20 mg 40 mg El0mg
Behandlung
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Please also refer to ANNEX VIII.
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13.2.7 Adverse event listings (each patient)
dose
Screening | 0 mg = Placebo 20mg 40mg B0mg Total
Type of AE  Refluxbeschwerden 2 0 0 0 o
Kopfschmerzen 1 0 1 2 1] | 4
Mudigkeit ] 0 0 1 EII| 1
Magenschmerzen 1] ] 2 2 1 | 5
Infekt der cberen Atemwege 1 0 1 0 v | 2
Hautausschlag 1 0 0 1 ] | 2
Schwindel 2 0 0 1 EII| 3
Obstipation 2 0] 1 0 0 | 3
Lumboischalgie 2 0] 0 0 1] | 2
Bronchitis/Laryngitis 0 ] 0 0 3 | 3
Unruhe 1 0] 0 0 EII| 1
Atemnot 0 1 0 0 0 1
Total 12 1 5 7 29
13.2.8 Listing of individual laboratory measurement s by patient, when

required by regulatory authorities

Does not apply.

13.3 Case Report Forms

13.3.1 CRFs of deaths, other serious adverse events

No deaths, no SAEs, no withdrawal for AE after administration of study medication.

13.3.2 Other CRFs submitted

None.

13.4 Individual Patient Data Listings (US Archival

and withdrawals for AE

Listings)

Please find this data in section 13.2.6 and in the statistical report. (ANNEX VIII).
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ANNEX | Synopsis

BUCUM

STUDY TITLE Double-blind, triple cross-over, placebo-controlled study to assess
the efficacy, mechanisms, and safety of treatment with bilastine 20
mg, 40 mg and 80 mg in cold contact urticaria (CCU).

ACRONYM BUCUM (Bilastine Updosing - Characterization of Underlying
Mechanisms)

OBJECTIVES Primary Objective

To assess the effects of a standard dose (20 mg) and higher than
standard doses of bilastine (40 mg and 80 mg) on symptom
development during the induction of skin lesions in CCU patients
challenged with defined temperatures using TEMPtest 3.0.

Secondary Objectives

To assess the effects of a standard dose (20 mg) and higher than
standard doses of bilastine (80 mg) on mast cell mediator release
during the induction of skin lesions in CCU patients challenged
with defined temperatures using TEMPtest 3.0. Mediator
measurements will include histamine and mast cell-derived
cytokines (e.g. IL-1, IL-6, IL-8, IL-13, TNF).

To assess the safety and tolerability of bilastine.

STUDY DESIGN / PHASE

Proof of concept investigator-initiated trial (IIT), double-blind triple

cross-over, placebo-controlled

STUDY DURATION

] Last
First Last _
subject 08/10 | subject 05/11 | subject 08/11
First visit First visit Last visit

CENTER / COUNTRY
NUMBERS

Allergie-Centrum-Charité, Charité — Universitatsmedizin Berlin

NUMBER OF SUBJECTS

N (total) = 20 patients with CCU

INCLUSION CRITERIA

. Informed consent signed and dated

. Reliable method of contraception for both women of
childbearing potential as well as man during the study and 3
months thereafter. A highly effective method of birth control is
defined as those which result in a low failure rate (i.e. less than 1%
per year) when used consistently and correctly such as implants,
injectables, combined oral contraceptives, some IUDs, sexual
abstinence or vasectomised partner

. Outpatients with CCU for more than 6 weeks. Urticaria
symptoms must comprise wheal and itch.

. Age above 18 years.

. No participation in other clinical trials 1 months before and

after participation in this study
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EXCLUSION CRITERIA

Confidential
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e Subjects who are inmates of psychiatric wards, prisons, or
other state institutions. Existing or planned placement in an
institution after ruling according to 8 40 passage 1, number 4 AMG
(Arzneimittelgesetz).

e The presence of permanent severe diseases, especially those
affecting the immune system, except urticaria and cold urticaria

* The presence of permanent gastrointestinal condition which
may influence the oral therapy (chronic diarrhoea diseases,
congenital malformations or surgical mutilations of gastrointestinal
tract)

e History or presence of epilepsy, significant neurological
disorders, cerebrovascular attacks or ischemia

« History or presence of myocardial infarction or cardiac
arrhythmia which requires drug therapy

e ECG alterations of repolarisation (QTc prolongations > 450ms)
e Blood pressure >180/100 mmHg and/or heart rate >100/min.

« Evidence of significant hepatic or renal disease (GOT and/or
GPT 3 times above the upper reference value, serum creatinine
1.5 times above the upper reference value)

e History of adverse reactions to bilastine or known
hypersensitivity to bilastine or its ingredients

» Presence of active cancer which requires chemotherapy or
radiation therapy

* Presence of alcohol abuse or drug addiction

e Intake of oral corticosteroids within 14 days prior to screening
visit

e Use of depot corticosteroids or chronic systemic
corticosteroids within 21 days prior to screening visit

* Use of systemic immunosupressants/immunomodulators like
ciclosporine A, dapsone, methotrexate, mycophenolate,
chloroquine, and comparable drugs within 28 days prior to
screening visit.

e Pregnancy or breast-feeding
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PROHIBITED CONCOMITANT
MEDICATION

- During the the study

. Topical steroids

. H2 antihistamines

. Leukotriene antagonists

. H1 antihistamine other than study medication or rescue
medication

paraglycoprotein inhibitors such as:

. macrolide antibiotics ( erythromicyn),
. imidazolic antifungics ( ketokonazole),
. diltiazem,

. cyclosporine and

. ritonavir.

- During the past 2 weeks before start of treatment and during
the study

. Ketotifen

. Doxepin and other tricyclic antidepressants with
antihistaminergic properties

- During the past 4 weeks before start of treatment and during
the study

. Systemic corticosteroids
. UV therapy including PUVA
. Systemic immunosuppressives including

corticosteroids, immunomodulators, immunostimulants

STUDY ENDPOINTS

Primary Endpoints:

- Change in critical stimulation time thresholds (CSTT) and
critical temperature thresholds (CTT) after treatment with different
dosages of bilastine (20 mg, 40 mg, 80 mg).

Secondary Endpoints:

- Change in mast cell mediator release, including histamine
and mast cell-derived cytokines (e.g. IL-1, IL-6, IL-8, IL-13, TNF)
after standard dose treatment with bilastine (20 mg) compared to
high dose bilastine (80 mg) and baseline.

- Safety and tolerability: This includes physical examination,
routine safety laboratory assessments, clinical observation, vital
signs and adverse event reporting

Discontinuation criteria

Premature termination of the individual participant:

The treatment of a participant within the study will be discontinued
(1) if informed consent is withdrawn
(2) when inclusion or exclusion criteria are no longer fulfilled

(3) if the randomization code is broken
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(4) poor compliance with the study treatment or protocol
(5) Loss of contact, relocation,

(6) if severe adverse events (SAES) occur which require

discontinuation of the study drug

Premature termination of the clinical study:

The whole study may be discontinued as decided by the principal

investigator

(1) when adverse events occur, unknown to date in respect of their
nature, severity, duration or frequency in relation to the current
established safety profile, and therefore medical and/or ethical

reasons affect the continued performance of the study

(2) Difficulties in the recruitment of subjects, especially when
recalculation of the necessary sample size exceed the limits of

feasibility

(3) New scientific evidence provided during the study that could

affect the patient safety (benefit risk analysis no longer positive)

STUDY PERIOD

12 weeks per patient (2 weeks baseline/washout, 1 week treatment
1, 2 weeks washout, 1 week treatment 2, 2 weeks washout, 1 week
treatment 3, 2 weeks washout, 1 week treatment 4)

INVESTIGATIONAL DRUG

Verum: Bilastine; and Placebo

STATISTICAL ANOVA / MANOVA. All analyses will be done with SPSS 12.1 and
METHODOLOGY SAS 9.1.2.
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ANNEX Il Principal or Coordination Investigator(s) Signature(s) or

Sponsor’s Responsible Medial Officer

CONFIDENTIAL
Protocol for the Investigator Initiated Trial:

Double-blind, triple cross-over, placebo-controlled study to assess the efficacy,
mechanisms, and safety of treatment with bilastine 20 mg, 40 mg and 80 mg in cold contact
urticaria (CCU)

Compound: Bilastine

USS Project code:  BUCUM (Bilastine Updosing - Characterization of Underlying

Mechanisms)

EudraCT number: 2010-019344-39

Sponsor: Allergie-Centrum-Charité
Department of Dermatology and Allergy

Charité - Universitatsmedizin Berlin
Charitéplatz 1
D-10117 Berlin

Principal Investigator Prof. Dr. med. Marcus Maurer

Allergie-Centrum-Charité

Department of Dermatology and Allergy
Charité - Universitatsmedizin Berlin
Charitéplatz 1

D-10117 Berlin
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Authors: Prof. Dr. M. Maurer

Dr. K. Krause

I, the undersigned, have reviewed this protocol, including Appendices. | will conduct the
clinical study as described and will adhere to the Ethical and Regulatory Considerations
stated.{?_/’

: 18.11.2010

Date
Allergie-Centrum-Charité

Department of Dermatology and Allergy
Charitéplatz 1

D-10117 Berlin, Germany

Tel: +49-30-450-518 043

Fax: +49-30-450-518 972

marcus.maurer@charite.de

ANNEX Il Study Design and Schedule of Assesments
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Visits Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6
Screening | 14-28d 7d after |21+-2d |21+-2d |21+-2d
after vl [V2 after V3 | after V4 | after V5
Medical history | X
Concomitant X
medication +|X X X X X
AES/SAEs
Signed
informed X
consent
General
physical X X
examination*
ECG X X
Blood
X X
withdrawal**
Pregnancy test | X X
CTT+CSTT X X X X X
Cold
provocation
X
test (if
applicable)
Microdialysis X X X
Randomisation X
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ANNEX IV Disposition of Patients
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BUCUM

23 screened (7 men and 16 women)

20 randomised (7 men and 13 women)

A 4
20 patients in

per protocol

analysis
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ANNEX V Listing of Patients Who Discontinued Therap vy

Not applicable
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ANNEX VI Listing of Patients and Observations Exclu ded from
Efficacy Analysis

Does not apply
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ANNEX VIl Statistical Report

BUCUM

Analysis of Main Results

Prof. Dr. Peter Martus

Charité- Universititsmedizin Berlin

Dpt. of Biostatistics and Clinical Epidemiology
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1. Summary (main result)

This short note summarizes the main results of the BUCUM study. In this study, three
different doses (20mg, 40mg, 80mg) Bilastin plus placebo were compared to assess efficacy
for cold urticaria patients.

The primary endpoint according to the protocol was “Critical temperature for confluent
wheal”, the most important secondary endpoints were “Critical time contluent wheal™ and

both measurements for non confluent wheal.

Statistical analysis was done using non parametrical tests. Accordingly, if no wheals were
observed, the optimum temperature (< observed minimum}) and optimum time (> observed
maximum) could be imputed. The chosen value for optimum temperature and time did not

mfluence test results because each test was based on ranks.

The study was successful regarding the primary endpoint (Critical temperature
confluent wheal, analyses “B”, Table 3-9, Figure 1-2, ) and for each of the most
important secondary end points (Critical time confluent wheal, analyses “B”, Table 33-
35 and 74-77, Figure 15-16, non confluent wheals (Table 32 and 70-73, Figure 13-14).

There was — however — one aspect of the experimental design which has to be discussed:

Note of caution

In this four period (visits 3 - 6) crossover trial the four conditions Placebo, 20 mg, 40 mg, and
80 mg experimental drug was investigated. Due to the necessity of specific measurements in
periods 1 and 4 only 80mg and 20mg was applied, in periods 2 and 3 Placebo and 40 mg. In
this design, dose and time are only orthogonal if linear trends are considered in at least one of
both variables. Regarding both factors as categorical this is not the case and their is a strong

dependency between both factors.

The consequence is that the pooled etfect of 20 mg and 80 mg cannot be disentangled from
the pooled effect of time period 1 and 4. Statistically perfectly valid comparisons are possible

for:
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Placebo vs. 40 mg (primary endpoint: Table 7)
20 mg vs. 80 mg(primary endpoint: Table 7)

Period 1 vs. Period 4(primary endpoint: Table 6)
Period 2 vs. Period 3(primary endpoint: Table 6)

Note that the other comparisons (periods, treatments) have been tested and results are given in
part 2 (primary endpoint: Table 6-9). However, these resulis preserve less evidence for the

reasons noted above.

For the primary endpoint effects of the several doses were rather similar and significantly
different from placebo (Table 7). However, a linear dose response trend could not be
observed. It seems as if either the lowest dose is already full effective or the endpoint

variables are not able to differentiate the doses.

Comparing the analyses of confluent wheals with the analysis of non confluent wheals
(analyses “A™) the second interpretation is more realistic as can be derived from the Boxplots

(confluent wheals: Figure 1, 2, 15, 16; non confluent wheals: Figure 9, 10, 13, 14).

Most of the secondary endpoints showed the same resulis: significant differences for all doses
vs, placebo, but no differences between the doses (Appearance of Wheals (Yes/No), - only
placebo vs. 20 mg n.s -.. Erythema, Pruritus, Lowest temperature without wheals, Critical
temperature no confluent wheals, Longest time without wheals, Critical time non contluent
wheals and confluent wheals). Results were not significant for wheal morphology and

burning.

The adverse events (page 45 to 47) were tolerable and appeared with one exception at
screening visit and under verum but not under Placebo treatment. Two AEs grades as severe

appeared at the screening visit.

Peter Martus
Berlin, 2.12.2011
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2.
Supplement

Tables and Figures

Confidential
216



Charité — Universitatsmedizin Berlin BUCUM
2.1 Demography, Anthropometry
Table 1 Age, Height, Weight: Descriptive Statistics
Statistiken
Age Heiaht Weig.ht

N Gultig 20 20 20

Fehlend 0 0 0
Mittelwert 44,80 171,18 77,20
Median 47,50 168,00 77,80
Standardabweichung 15,704 9,444 16,602
Minimum 22 164 53
Maximum 51:] 187 105
Perzentile 25 28,50 165,00 63,50

50 4750 168,00 77,50

75 58,00 179,00 91,25

Table 2 Sex: Frequency Table
Sex_1
Glltige Kumulierte
Haufigkeit Prozent Prozente Prozente
Galtg 1,00 mannlich 7 330 350 350
2,00 weibfich 13 63,0 65,0 1000
Ges&mt %) 100.0 100,0
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2.2 Primary Endpoint
2.2.1 Primary Endpoint- Descriptive Statistics

Table 3 Critical temperature: Appearance of wheals at different visits
V3 V4 V5 Vé

Confluent 1 (5%) 6 (30%) T(35%) 1 (5%)

Wheals

Non confluent | 13 (65%) | 15(73%) | 13 (65%) | 8 (40%)

Wheals

Table 4 CTT B: Descriptive Statistics, Visits

CTT B V2 | CTTB V3 | CTT B V4 | CTT B V5 | CTT B V6
N Gltig 14 1 6 7 1
Fehlend [} 19 14 13 19
Mittelwert 13,29 20,00 14,00 12,86 2200
Median 12,00 20,00 15,00 14,00 22,00
Standardabweichung 8,776 6,928 4,880
Schiefe 207 -.433 -313
Kurtosis - 687 -1,178 -1,833
Minimurm 4 20 4 ] 22
Maximurm 24 20 22 18 22
Perzentile 25 8,50 20,00 7,00 8,00 2200
50 12,00 20,00 15,00 14,00 2200
75 17,50 20,00 20,50 1800 2200
Table 5 Critical temperature: Appearance of wheals at different dose
Placebo | 20 mg 40 mg 80 mg
Confluent 12 (60%) | 1 (5%) 1(5%) | 1(5%)
Wheals
Non confluent 19 (95%) | 13 (63%) | 9(45%) | 8()
Wheals
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2.2.2 Primary Endpoint- Tests of Significance

Zeitpunkt | CTT B

Table 6 CTT_B: Wilcoxon-Test, p-value, Compare visits

V3vs. V6 [0317

V3vs. VS | 0.028

V3ivs. V4 [ 0.027

V4vs. V6 [ 0.043

Vdvs. V5 | 0.875

V5vs. V6 | 0.034

Table T CTT_B: Wilcoxon-Test, p-value, Compare dose

Dosis

CTT B

Placebo vs. 80 mg

0.002

Placebo vs. 40 me

0.002

Placebo vs. 20 mg

0.003

20 mg vs. 40 mg

0.317

20 mg vs. 80 mg

0.317

40 mg vs, 80 mg

0.317
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Table 8 CTT_B: Friedman Test, visits

Statistik fiir Test"
N 20
Chi-Quadrat 8920
df 3
Asymptotische Signifikanz 030

a. Friedman-Test

Table 9 CTT B: Friedman Test, dose

Statistik fir Test”
N 20
Chi-Quadrat 32920
df 3
totische Signifikanz 000

a. Friedman-Test

10
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2.3 Secondary Endpoints- Descriptive Statistics
2.3.1 Appearance of wheals

Tahle 10 WhealYes No: Frequency Table, Visits
WhealYes_No

I Haufigkeit | Prozent I Gultige Prozente I Kumulierte Prozente
WhealYes No_ V2

Giltig  Ola I 20| 100,0' 100.0' 100,0

WhealYes_No V3

Gultig  Oja 10 50,0 50,0 50,0
1 nein 10 &50,0 50,0 1000
Gesamt 20 1000 100.0

[WhealYes_No_V4

Glukig Oja 14 700 70,0 70,0
1 nain 5] 300 30,0 1000
Gesamt 20 100.0 1000

[WhealYes No V5

Glkig  Oja 12 60,0 600 60,0
1 nein 8 40,0 40,0 1000
Gesamt 20 100.0 1000

[WhealYes _No V6

Gllkig  Oja 8 40,0 400 400
1 nain 12 60,0 60,0 1000
Gesamt 20 100,0 1000
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2.3.2 Wheal Morphology
Tabelle 11 Wheal Morphology: Descriptive Statistics, Visits
Statistiken
Wheal_Maorpho | Wheal_Morpho | Wheal_Marpho | Wheal_Morpho | Wheal_Morpho
logy_V2 logy V3 logy_v4 logy V5 logy V6
N Gultig 20 20 20 20 20
Fehlend 0 0 a 0 0
Median .00 1,50 1,00 1,00 2,00
Minimum o] 1 8] o] 0
Maximum 1 2 v 2 2
Perzentile 25 00 1,00 00 00 1,00
50 ,00 1,50 1,00 1,00 2,00
75 1,00 2,00 2,00 2,00 2,00
Tabelle 12 Wheal Morphology: Frequency Table, Visits
Whea_l_l\l'lorpt ology
I Hétif.ig_ke_it Prozent Gﬁltiﬂe Prozente | Kumulierte Prozente
Wheal_Morphology _V2
Gultig 0 A | 53,0 25,0 25,0
1 9 45,0 450 100,0
Gesamt 20 1000 1000
[Wheal Morphology Vs
Cutig 4 10 50.0 50.0 50,0
2 10 50,0 500 100,0
Gasamt 20 1000 1000
|wheal Morphology V4
Cakis 30,0 30,0 300
1 40,0 400 70,0
2 300 300 100,0
Gesimt 20 10(2‘[] 1000
(Wheal Morphology Ve
Gitg o 350 35,0 36,0
1 250 250 60,0
2 40,0 40,0 100.0
Gesamt 20 100,0 100,0
[Wheal Morphology Vi
Catig 4 i 50 50 50
1 7 350 350 40,0
2 12 60,0 60,0 100,0
Gesimt 20 10%0 100.0
12
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Tabelle 13 Wheal _Morphology: Descriptive Statistics, Dose

Statistiken
Wheal_Maorpho | Wheal_Meorpho | Wheal_Morpho | Wheal_Marpho
logy VP logy_V20 logy V40 logy V80
N Gultig 20 20 20 20
Fehlend 0 0 0 0
Mittelwert 1,0500 1,500 1,0000 1,5000
Median 1.0000 2,0000 1,0000 1,5000
Standardabweichung \BBT04 160481 79472 51209
Schiefe -104 -1,003 000 000
Kurtosis -1,786 189 1,366 22,235
Minimum 00 00 00 1,00
Maximum 200 2,00 200 200
Perzentle 25 0000 1,0000 ,0000 1,0000
50 1.0000 2,0000 1,0000 1,5000
75 2 0000 2,0000 2.0000 2,0000 |

Tabelle 14 Wheal Morphology: Frequency Table, Dose
Wheal_Morphology

I HéLﬂgk_eit | Prozent | Gultiﬂe Prozente | Kumulierte Prozente
Wheal Morphology VP
Gultig 0 z 35,0 35,0 35,0
1 5 250 250 60,0
2 8 40,0 40,0 100.0
Gesamt 20 1000 1000
I"u"\\‘he-‘al MDrEhology V20
Cotig 1 50 50 50
1 7] 35,0 350 40,0
2 12 60,0 80,0 100,0
Gesamt 20 100.0 100.0
IWheaI McrEhalogy V40
e g 6 30,0 30,0 30,0
1 8 40,0 40,0 70,0
2 6 30,0 30,0 100.0
Gesamt 20 100.0 100.0
[Wheal_Morphology _V80
1 10 200 20,0 50,0
2 10 50,0 500 100,0
Gesamt 20 100.0 100.0
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2.3.3 Wheal Size

Table 15 Wheal_Size: Descriptive Statistics, Visits

BUCUM
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Statistiken
\Wheal_Size V2 | Wheal Size V3 | Wheal Size V4 | Wheal Size V5 | Wheal Size V&
N Gultig 20 20 20 20 20
Fehlend 0 0 0 0 Q
Mittetwert 25,4250 4,7000 13,7250 14,6750 5,1750
Median 25,0000 7500 5,2500 3,7800 L0000
Standardabweichung 11,15880 7,10337 15,73253 16,88294 10,16091
Schiefe 17 1,499 835 545 2,332
Kurtosis -1,299 866 - 998 -1,652 4,861
Minirmum 10,00 ,00 ely] oo 00
Maximum 45,00 21,00 41,50 41,00 36,50
Perzentile 25 13,8750 0000 0000 L0000 ,0000
50 25,0000 7500 5,2500 3,7500 ,0000
75 34,6250 5 3750 30,3750 33,8750 5,3750)
Table 16 Wheal_Size: Descriptive Statistics, Dose
Statistiken
Wheal _Size VP | Wheal Size V20 | Wheal Size_Vv40 | Wheal Size V80
N Gt 20 20 20 20
Fehlend 0 0 o] ]
Mittetwert 24,3500 £,6250 4,0500 42500
Median 31,0000 2,2500 L0000 L0000
Standardabweichung 1581216 9,85670 8,50836 7,48130
Schiefe - 516 2,382 3,404 1,563
Kurtosis 41,385 5299 12,838 B18
Minimum ,00 .00 00 00
Maximum 41,50 36,50 37.00 21.00
Perzentile 25 8,0000 ,000o ,0000 eloals]
50 31,0000 2,2500 ,oooo eloals]
75 39,0000 57500 4,0000 5,0000
14
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2.3.4 Erythema
Table 17 Erythema: Descriptive Statistics, Visits
Statistiken
Erythama__\& Erythema_ V3 E_rythema_\M Erythema V5 w
N Gultig 20 20 20 20 20
Fehlend 0 0 0 0 0
Mittelwert 40,5220 32,4750 35,6500 33,6500 32,3790
Median 38,7500 35,0000 33,5000 35,0000 33,7500
Standardabweichung 10,96823 11,92397 12,37155 12,27760 11,08513
Schiefe 1,741 1,343 368 -,061 -, 548
Kurtosis 4,456 1,628 830 1,487 =108
Minimum 25,00 4,00 12,50 2,50 7,50
Maximum 75,00 4850 6500 56,50 49,50
Perzentile 25 33,8750 29,3750 30,8750 31,1280 23,7500
50 38,7500 35,0000 33,5000 35,0000 33,7500
75 4%5000 392500 4% 5000 41,7500 40%
Table 18 Ervthema: Descriptive Statistics, Dose
Statistiken
Erythema VP | Erythema V20 | Erythema V40 | Erythema_ V80
N Gultig 20 20 20 20
Fehilend 0 0 0 0
Mittehwert 35,1250 32,8000 24,1750 31,8500
Median 36,2500 34,5000 33,5000 34,2500
Standardabweichung 14,11501 9,82049 10,30492 12 52356
Schiefe =301 -,868 - 344 -946
Kurtosis 963 1,358 1,172 219
Minimum 2,50 7,50 12,50 4,00
Maximum 65,00 48 50 56,50 49 50
Perzentile 25 31,2500 28,1250 30,7500 24,3750
50 36,2500 34,5000 33,5000 34,2500
75 42,3750 37,7500 42,1250 40,0000

Confidential
226




Charité — Universitatsmedizin Berlin BUCUM

80
7
*
g
o
80 9
o
40
201
20 AL 3
15 Q7
o o
10
15 &
o
o

T T T T T
Erythemgréfe in mm Erythemgréfie in mm  Erythemgréfe in mm Erythemgréiie inmm Erythemgréfie in mm
V2 V3 V4 V5 VB

Figure SErythema: Boxplot, Visits

a
o
B0
40
20
[ - 7
15
15
o ke
15
15
o]
o
T T T T
Erythema_P Erythema_ 20 Erythema_\40 Erythema_\B80

Figure 6 Erythema: Boxplot, Dose

Confidential
227



Charité — Universitatsmedizin Berlin BUCUM
2.3.5 Pruritus
Table 19 Pruritus: Descriptive Statistics, Visits
Statistiken

Pruritus_V2 | Pruritus V3 | Pruritus V4 | Pruritus V5 | Pruritus V&

N Gultig 20 20 20 20 20

Fehlend 0 0 0 9] 0

Median 200 50 1,00 1,00 00

Minimum s} 8] 0 e] 0

Maximum 3 2 3 3 2

Perzentile 25 1,00 00 Hola] 00 00

50 200 50 1,00 1,00 00

75 275 1,00 200 275 1.00
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Tahle 20 Pruritus: Fregquency Table, Visits

Pruritus
| Haufigkeit | Prozent | Gultige Prozente | Kumulierte Prozente
Pruritus_V2
Giiltig 0 noifch 4 20,0 20,0 20,0
1 mild 2 10,0 10,0 30,0
2 moderate 9 450 450 75,0
3 severe 5 250 250 100,0
Gesamt 20 100,0 100,0
[Pruritus_va
G985 o iteh 10 50,0 50,0 50,0
1 mild 7 35,0 35,0 85.0
2 moderate 3 15,0 15,0 100,0
Gesamt 20 100.0 100.0
Pruritus_V4
CE g oo ik 7 350 35,0 35,0
1 mild 5 25,0 25,0 60.0
2 moderate 6 30,0 30,0 90,0
2 severe 2 10,0 10,0 1000
Gesamt 20 100,0 100,0
Pruritus_V5
NS o itk 8 400 400 40,0
1 mild 4 20,0 20,0 60,0
2 moderate 3 15,0 15,0 75,0
3 severe a9 250 250 1000
Gesant 20 100.0 100.0
Pruritus_V6
CUg 5 g itk 13 65,0 65,0 65.0
1 mild 6 30,0 300 95,0
2 moderate 1 50 50 1000
Gesamt 20 100,0 100,0

Table 21 Pruritus: Descriptive Statistics, Dose

Statistiken

Pruritus_VP | Pruritus_V20 | Pruritus_V40 | Pruritus_V80

N Gultig 20 20 20 20
Fehlend Q 0 0 0

Median ,0000 20000 ,0000 0000
Minimum 00 ,00 00 ,00
Maximum 200 3,00 200 3,00
Perzentile 25 1,2500 ,0000 0000 L0000
50 2,0000 ,0000 0000 ,5000

75 3,0000 1,0000 1.,0000 1,0000
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Table 22 Pruritus: Frequency Table, Dose
Pruritus
Giltige Kumulierte
Haurgkeit Prozent Pro_zente Prozente

Pruritus_VP

Giltg 0 noitch 3 15,0 150 150
1 mild 2 100 10,0 250
2 moderate 9 450 450 70,0
3 severe 6 30,0 300 100,0
Gesamt 20 1000 100.0

Pruritus V20

COlE 5o itoh 13 65,0 65,0 65,0
1 mild B 300 300 95,0
2 moderate 1 5.0 50 100,0
Gesamt 20 100.0 100.0

Pruritus_Vv40

GG 6 0o iteh 12 60,0 60,0 60,0
1 mild g 350 350 95,0
3 severe 1 5.0 5.0 1000
Gesamt 20 1000 1000

Pruritus_V80

GOt 6 no itch 10 500 50,0 50,0
1 mild 7 350 350 85,0
2 moderate 3 15,0 150 100,0
Gesamt 20 100.0 100.0
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2.3.6 Burning
Table 23 Burning: Descriptive Statistics, Visits
Statistiken

Burninm Burning V3 Burning V4 | Burning V5 Burnina V6

N Gultig 20 20 20 20 20

Fehlend 0 0 0 0 Q

Median 00 00 00 00 00

Minirmum 0 0 0 0 Q

Maximum 3 2 1 2 2

Perzentile 25 00 Q0 00 00 00

50 .00 00 ,00 00 .00

75 75 00 ,00 00 ,00

Buming
I Haufigkeit | Prozent | Glitige Prozente I Kumulierte Prozente
Burning_V2
Glltig 0 no buming 15 750 750 75,0
1 mild 2 10,0 100 850
2 moderate 2 10,0 10,0 950
3 severe 1 50 50 100,0
Gesamt 20 100,0 100,0
Burning_‘\ra
GUtg 4 no buming 18 @0.0 90,0 000
1 mild 1 5.0 50 950
2 moderate 1 50 50 100,0
Gasamt 20 100,0 1000
Burning_Vv4
Cattig 0 no buming 16 80,0 80,0 80,0
1 mild 4 20,0 200 100,0
Gasamt 20 100,0 1000
Burning_V5
(Stig 0 no buming 17 850 85,0 85,0
1 mild 50 50 90,0
2 moderate 2 10,0 100 100,0
Gesamt 20 100,0 100,0
Burning V6
SUt9 s buming 17 85,0 850 860
1 mild 2 10,0 10,0 950
2 moderate 1 50 50 1000
Gesamt 20 100,0 1000
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Table 25 Burning: Descriptive Statistics, Dose

Statistiken

Burning_VP | Burning_v20 | Buming_v40 | Buming_v8o

N Gliltig 20 20 20 20
Fehlend 0 0 0 0

Median ,0000 0000 0000 0000
Minimum 00 00 00 00
Maximum 2,00 2,00 1,00 2,00
Perzentile 25 ,0000 0000 0000 0000
50 0000 0000 0000 0000

75 1,0000 L0000 L0000 L0000

Table 26 Burning: Freguency Table, Dose

Buming
I Hauﬁgkaét | Prozent | Glitige F'ro_zente I Kgmulierte Prozanta_
Burning VP
Glltig 0 nobuming 14 70,0 700 700
1 mild 4 200 200 90,0
2 moderate 2 10,0 100 100,0
Gesamt 20 100,0 100,0
Burning V20
G945 no buming 18 a0,0 90,0 g0,.0
1 mild 1 5.0 50 950
2 moderate 1 50 50 100,0
Gesamt 20 100,0 1000
IBurning V40
BB na g 19 850 95,0 95,0
1 mild 1 50 50 100,0
Gesamt 20 1000 1000
IBurning VB0
R —— 17 85,0 85,0 85,0
1 mild 2 10,0 10,0 950
2 moderate 1 50 50 1000
Gesamt 20 100,0 100,0
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2.3.7 NTOQ
Table 27 NTOQ: Descriptive Statistics, Visits
Statistiken
NTOQ V2 NTO%_\B NTOQ V4 | NTOQ V5 | NTOQ V6
N Gultig 20 20 20 20 20
Fehlend 0 0 0 0 0
Mittelwert 19,20 840 13,70 12,90 7,80
Median 21,00 8,00 12,00 18,00 4,00
Standardabweichung 6,135 2,134 8,367 8,472 6,373
Schiefe -, 269 1,662 424 238 1,666
Kurtosis -, 29 3,367 -1,076 -1,663 2128
Minimum 5} 4 4 4 4
Maximum 28 24 28 25 26
Perzentile 25 14,00 4,00 5,00 400 400
50 21,00 8,00 12,00 13,00 4,00
75 24,00 10,00 19,50 21.50 11,50
Table 28 NTOQ: Descriptive Statistics, Dose
Statistiken
NTOQ VP | NTOQ V20 | NTOQ V40 | NTOQ V80
N Gultig 20 20 20 20
Fehilend o} 0 0 0
Mittehwert 18,0000 9,6000 8,6000 86,7000
Median 20,0000 8,0000 4,0000 40000
Standardabweichung 7.56724 6,10780 6,19338 B5,03775
Schiefe - 408 1,159 1,141 2,523
Kurtosis -1,087 1,104 ST 6,999
Minimum 4,00 4,00 4,00 4,00
Maximum 28,00 26,00 24,00 24,00
Perzentile 25 10,5000 4,0000 40000 40000
50 20,0000 8,0000 4,0000 4,0000
75 24,0000 15,0000 13,5000 75000
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2.3.8 CTTA

T;ﬂ:ile 29 CTT A: Descriptiw S(ﬂtisﬁl‘,si Visits
CTT A V2 | CTT A W3 | CTTA V4 | CTT A VS | CTT A V6
N Giltig 20 13 15 13 8
Fehlend 0 7 ) T 12
Mittelwert 17,30 8,77 15,07 15,60 11,75
Median 19,00 8,00 16,00 18,00 12,00
Standardabweichung 6,292 4935 7314 6524 6,714
Schiefe 273 1,795 418 -485 507
Kurtosis - 678 3,689 =1,111 =970 217
Minimum 4 4 5 4 4
Maximum 27 22 27 24 24
Perzentile 25 12,00 5,00 8,00 11,00 5,00
50 19,00 3,00 16,00 18,00 12,00
75 22,00 11,00 22,00 22,00 15,50
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2.3.9 L7Z0Q
Table 30 LZOQ: Descriptive Statistics, Visits
Statistiken
LZOE V2 LZOE V3 LZOQ V4 | LZOQ V5 LZOQ V6
N Gultig 13 19 18 16 19
Fehlend 7 1 2 4 1
Mittelwert 110,77 213,18 168,33 187,50 227,37
Median 90,00 240,00 150,00 180,00 240,00
Standardabweichung 70,765 24,813 97,151 104,785 78,940
Schiefe ,885 -,830 72 - 185 -, 447
Kurtosis -194 -, 782 -1,418 -1,962 -1.472
Minimum 30 30 30 30 o0
Maximum 240 300 300 300 300
Perzentile 25 80,00 120,00 90,00 97,50 150,00
50 90,00 240,00 150,00 180,00 240,00
75 150,00 30% 00 2_??,50 30090 300,00

Table 31 LZOQ: Descriptive Statistics, Dose

Statistiken
LZOQ_VP | LZOQ_V20 | LZOQ_W40 | LZOQ_VB0
N Giltig 15 19 19 19
Fehlend 5 1 1 1
Mittehwert 110,0000 216,3158 230,5263 2242105
Median 80,0000 240,0000 240,0000 270,0000
Standardabweichung 83,83658 B80,36103 77,49363 9400448
Schiefe 1.234 -.687 -.561 -808
Kurtosis 998 -243 =1,277 -1,058
Minimum 30,00 30,00 90,00 60,00
Maximum 300,00 300,00 300,00 300,00
Perzentile 25 30,0000 150,0000 180,0000 120,0000
50 80,0000 240,0000 240,0000 270,0000
75 150,0000 3000000 300,0000 300,0000
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2.3.10 CSTT A
Table 32 CSTT A: Desmliiive Statistics, Visits
CSTT A V2 | CSTT A V3 | CSTT A V4 | CSTT A V5 | CSTT A V6
N Glkig 20 14 16 14 11
Fehlend o 8 4 & 9
Mittehwert 102,00 190,71 144,38 115,71 177,27
Median 90,00 22500 135,00 105,00 180,00
Standardabweichung 78,108 97 485 82,126 80,548 67,689
Schiefe 1,021 -,356 358 483 -,820
Kurtesis 225 -1,520 -,656 -,991 986
Minimum 30 30 a0 30 30
Maxirnum 270 300 300 270 270
Perzentle 25 30,00 90,00 67 50 30,00 150,00
50 90,00 22500 135,00 105,00 180,00
75 150,00 277,50 202,50 187,50 240,00
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23.11 CSTTB

Table 33 Critical time:

BUCUM

Appearance of wheals at different visits

V3 V4 VA Vo6
Confluent 2(10%) T (35%) 8 (40%) 2 (10%)
Wheals
Non confluent | 14 (70%) | 16 (80%) | 14 (70%) | 11 (55%)
Wheals
Table 34 CSTT B: Descriptive Statistics, Visits
CSTT B V2 | CSTT B v3 | CSTT B V4 | CSTT B V5 | CSTT B V6
N Galtig 15 2 7 8 2
Fehlend 5 18 13 12 18
Mittehwert 166,00 195,00 167,14 195,00 180,00
Median 150,00 195,00 15000 240,00 180,00
Standardabweichung 86,255 63 640 8g 283 97,541 168,706
Schiefe 085 805 -,532
Kurtosis -, 738 -1,434 -1,980
Minimum 30 150 &80 a0 80
Maximum 300 240 300 300 300
Perzentile 25 120,00 150,00 90,00 40,00 60,00
50 150,00 19500 150,00 240,00 180,00
75 240,00 300,00 270,001,
Table 35 Critical time: Appearance of wheals at different doesevisits
Placebo 20 me 4) mg 80 mg
Confluent 14 (70%) | 3 (15%) 1 (3%) 1 (5%)
Wheals
Non confluent | 19 (95%) | 14 (70%) | 11 (33%) | 11 (55%)
Wheals
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2.4 Secondary End points-Tests of Significance

2.4.1 Appearance of wheals

Table 36 WhealYes No: McNemar-Test, p-value, compare visits

Zeitpunkt | WhealYes No

V3vs. Vo | 0.687

V3vs, VS | 0.687

V3vs. V4 [0.219

V4vs. V6 | 0.031

V4vs. V5 [ 0.754

Vivs. V6 | 0.289

Table 37 WhealYes No:

McNemar-Test, p-value, compare dose

Dosis WhealYes No
Placebo vs. 80 me | 0,002
Placebo vs. 40 mg | 0,021
Placebo vs. 20 mg | 0,125
20 mg vs, 40 mg 0,250
20 mg vs. 80 mg 0,375
40 me vs. 80 mg 0.625
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2.4.2 Wheal Morphology

Tabelle 38 Wheal Morphology: Wilcoxon-Test, p-value, compare visits
Zeitpunkt | Wheal Morphology

V3vs. V6 | 1.000

V3vs. V5 | 0.035

V3ivs. V4 | 0.021

Vdvs. Vo | 0,004

V4 vs. VS | 1.000

VSvs. V6 | 0.0635

Tabelle 39 Wheal Mor

Dosis

phology: Wilcoxon-Test, p-value, compare dosevisits

Wheal Morphology

Placebo vs, 80 mg

0.000

Placebo vs. 40 mg

0.000

Placebo vs. 20 mg

0.001

20 mg vs. 40 mg 0.250

20 mg vs. 80 mg (.219

40 mg vs. 80 mg 0,375

Tabelle 40 Wheal Morphology: Friedman Test (df=3); visits

Wheal Morphology

Chi-Square

12.213

p-Value

0.007

Tabelle 41 Wheal Morphology: Friedman Test (df=3); dose

Wheal Morphology

Chi-Square

28.451

p-Value

0.000
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BUCUM

2.4.3 Wheal Size

Table 42 Wheal Size: Wilcoxon-Test, p-value, compare visits

Zeitpunkt | Wheal size
V3vs. V6 | 0,906
Vivws. V5 |0.017
V3 vs. V4 | 0,020
Vdvs. V6 | 0.028
V4vs. VS | 0811
VSvs. V6 [ 0.008

Table 43 Wheal Size: Wilcoxon-Test, p-value, compare dose

Dosis Wheal size
Placebo vs. 80 mg | 0,000
Placebo vs. 40 mg | 0,000
Placebo vs. 20 mg | 0,000
20 mg vs. 40 mg 0.432
20 mg vs. 80 mg 0,239
40 mg vs. 80 mg 0,838

Table 44 Wheal

Size: Friedman Test (df=3); visits

Wheal size
Chi-Square | 9.549
p-Value 0.023

Table 45 Wheal

Size: Friedman Test (df=3); dose

Wheal size
Chi-Square | 30.490
p-Value 0.000
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2.4.4 Erythema

Tabelle 46 Eryvthema: Wilcoxon-Test, p-value, compare visits

Zeitpunkt | Ervthema

V3 vs. V6 [ 0.845

V3vs. VS | 0.278

V3ivs. V4 [0.112

Vdvs. V6 | 0.130

Vdvs. V5 | 0658

Vivs. V6 | 0.296

Tabelle 47 Erythema: Wilcoxon-Test, p-value, compare dose

Dosis Erythema

Placebo vs. 80 mg | 0,108

Placebo vs. 40 mg | 0,904

Placebo vs. 20 mg | 0,295

20 mg vs. 40 mg 0,198

20 mg vs. 80 mg 0.360

40 mg vs. 80 mg 0,254

Tabelle 48 Ervthema: Friedman Test (df=3); visits

Erythema
Chi-Square | 2,025
p-Value 0.567

Tabelle 49 Ervthema: Friedman Test (df=3); dose

Ervthema
Chi-Square | 2,147
p-Value 0.542

Confidentia

246

BUCUM

36



Charité — Universitatsmedizin Berlin

BUCUM

Table 50 Pruritus: Wilcoxon-Test, p-value, compare visits

2.4.5 Pruritus
Zeitpunkt | Proritus
V3ivs. V6 | 0.219
V3vs. VS | 0,424
V3vs. V4 | 0,063
Vdvs. V6 | 0,004
V4vs, V5 | 0.804
Vivs. Vo | 0.146

Table 51 Pruritus: Wilcoxon-Test, p-value, compare dose

Dosis Pruritus
Placebo vs. 80 mg | 0.003
Placebo vs. 40 mg | 0,001
Placebo vs. 20 mg | 0,001
20 mg vs. 40 mg 1.000
20 mg vs. 80 mg 0,219
40 mg vs. 80 mg 0,687

Tabelle 52 Pruritus: Friedman Test (df=3); visits

Test (df=3); dose

Pruritus
Chi-Square | 8,823
p-Value 0.032
Tabelle 53 Pruritus: Friedman

Pruritus
Chi-Square | 26.650
p-Value 0,000
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2.4.6 Buming

Tabelle 54 Burning: Wilcoxon-Test, p-value, com pare visits
Zeitpunkt | Buming

V3vs. V6 | 1.000

V3 vs. VS 1.000

V3vs. V4 | 1.000

Vdvs. V6 | 1.000

Vdvs. V5 | 1.000

Vivs. V6 | 1.000

Tabelle 55 Burning: Wilcoxon-Test, p-value, compare dose

Daosis

Burning

Placebo vs. 80 mg

0.453

Placebo vs. 40 mg

0,031

Placebo vs. 20 mg

0,375

20 mg vs. 40 mg

1.000

20 mg vs. 80 mg

1,000

40 mg vs. 80 mg

0.500

Tabelle 56 Burning: Friedman Test (df=3); visits

Burning
Chi-Square | 0,420
p-Value 0.936

Tabelle 57 Burning: Friedman Test (df=3); dose

Burning
Chi-Square | 7,020
p-Value 0.071
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2.4.7 NTOQ

Table 58 NTOQ: Wilcoxon-Test, p-value, compare visits

Zeitpunkt | NTOQ

V3ve. Vo | 0.430

V3ivs. VS [ 0,017

V3vs. V4 | 0.006

Vdvs. V6 | 0,007

V4vs. VS | 0.744

V5vs. Vo | 0.008

Table 59 NTOQ: Wilcoxon-Test, p-value, compare dose

Dosis NTOQ

Placebo vs. 80 mg | 0.000

Placebo vs. 40 mg | 0,000

Placebo vs. 20 mg | 0,000

20 mg vs. 40 mg 0.374

20 mg vs. 80 mg 0,003

40 mg vs. 80 mg 0,040

Table 60 NTOQ: Friedman Test (df=3); visits

NTOQ

Chi-Square | 13.218

p-Value 0.004

Table 61 NTOQ: Friedman Test (df=3); dose
NTOQ

Chi-Square | 41.830

p-Value 0,000
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248CTT A

Tabelle 62 CTT_A: Wilcoxon-Test, p-value, compare visits

Zeitpunkt | CTT A

V3vs. V6 | 0.430

V3vs. VS5 | 0.017

V3ivs. V4 | 0.006

Vdvs. V6 | 0.007

Vdvs. V5 | 0.744

V5vs. V6 | 0.008

Tabelle 63 CTT _A: Wilcoxon-Test, p-value, compare dose

Dosis CTT A

Placebo vs. 80 me | 0.000

Placebo vs. 40 mg | 0.000

Placebo vs. 20 mg | 0,000

20 mg vs. 40 mg 0.374

20 ma vs. 80 mg 0.003

40 mg vs. 80 mg 0,040

Tabelle 64 CTT A: Friedman Test (df=3); visits

CTT A
Chi-Square | 13.218
p-Value 0.004
Tabelle 65 CTT_A: Friedman Test (df=3); dose
CTT A
Chi-Square 41.836
p-Value 0,000
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L7Z00Q
Chi-Square | 8.494
p-Value 0.037
Tabelle 69 LZO!

LZOQ
Chi-Square | 27.831
p-Value 0.000
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Tabelle 66 1LZ0Q: Wilcoxo

Zeitpunkt | LZ0OQ

V3vs. V6 | 0.507

VIvs. VS | 0.092

V3ivs. V4 [ 0.058

Vdvs. Vo | 0.012

Vdvs. V5 | 0.888

Vi5vs. V6 | 0018

Tabelle 67 LZOQ: Wilcoxon-Test, p-value, compare dose

n-Test, p-value, compare visits

Dosis

LZOQ

Placebo vs. 80 me | 0.000

Placebo vs. 40 mg | 0.000

Placebo vs. 20 mg | 0,000

20 mg vs. 40 mg (.488

20 ma vs. 80 mg 0,704

40 mg vs. 80 mg 0,905

Tahelle 68 LAZO: Friedman Test (df=3); visits

; Friedman Tesi (df=3); dose
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2410 CSTT A

Tabelle 70 CSTT_A: Wilcoxon-Test, p-value, compare visits

Zeitpunkt | CSTT A

V3vs. V6 | 0.550

V3vs. VS | 0.078

Vivs. V4 | 0.061

Vdvs. V6 | 0.016

Vdvs. V5 | 1.000

Vi5vs. V6 | 0018

Tabelle 71 CSTT_A: Wilcoxon-Test, p-value, compare dose

Dosis CSTT A

Placebo vs. 80 me | 0.000

Placebo vs. 40 mg | 0.000

Placebo vs. 20 mg | 0,000

20 mg vs. 40 mg (.489

20 ma vs. 80 mg .801

40 mg vs. 80 mg 0,906

Tahelle 72 CSTT A: Friedman Test (df=3); visits
CSTT A

Chi-Square | 8.494

p-Value 0.037

Tabelle 73 CSTT A: Friedman Test (df=3); dose

CSTT A
Chi-Square 27.831
p-Value 0,000
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2411 CSTT B

Table 74 CSTT_B: Wilcoxon-Test, p-value, com pare visits

Zeitpunkt | CSTT B

V3vs. V6 | 0.593

V3vs. VS | 0.050

V3ivs. V4 [0.018

V4vs. V6 | 0.091

Vdvs. V5 | 0.916

V5vs. V6 | 0.030

Table 75 CSTT_B: Wilcoxon-Test, p-value, compare dose

Dosis CSTT B

Placebo vs. 80 mg | 0.001

Placebo vs. 400 mg | 0,001

Placebo vs. 20 mg | 0,003

20 mg vs. 40 mg 0.109

20 ma vs. 80 mg 0.109

40 mg vs. 80 mg 0,317

Table 76 CSTT B: Friedman Test (df=3); visits

CSTT B
Chi-Square | 9,710
p-Value 0,021
Table 77 CSTT_B: Friedman Test {df=3); dose
CSTT B
Chi-Square 33.968
p-Value 0,000
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2.5 List of Variables

Variable Definition

NTOQ V2 Lowest temperature without wheals, Vigit 2 (same for visit 3...6)
CTT A V2 Critical Temperature non confluent wheals, Visit 2 (same for visit 3...6)
CTT B V2 Critical Temperature confluent wheals, Visit 2 (same for visit 3...6)
LZOQ V2 Longest time without wheals, Visit 2 (same for visit 3...6)
CSTT A V2 | Critical Time non confluent wheals, Visit 2 (same for visit 3...6)

CSTT B V2 | Critical Time confluent wheals, Visit 2 (same for visit 3,..6)
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2.6 Adverse Events
we 78 Cmmle: dose*[utegsity
Intensity
leicht masig 3 schwer Total

dose  Screening 4 =] 1 1 12

0 mg = Placebo 0 1 0 0 1

20mg 2 3 0 0 5

40mg 3 4 0 0 7

80mg 1 3 0 0 4
Total 10 i 1 1 29
Tabelle 79 Cross Table: dose*Therapy

Therapy
Therapie | Andere Total

dose Screening 4 8 112

0 mg = Placebo 0 1 1

20mg 2 3 a

40mg 1 6 7

80mg 1 3 4
| Total 8 21 29|
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Tabelle 80 Cross Table: dose*Outcome
Qutcome
vollsténdig tolerierbar
abgeklungen bestehand Total
dose  Screening 8 4 12
0 mg = Placebo 1 0 1
20mg 4 1 8
40mg 7 0 7
80mg 4 0 4
Tota 24 sl 20
Tahelle 81 Cross Table: dose*Relation Stuydrug
Relation_Studydru,
unwahrscheinlic
wahrscheinlich h nicht beurteilbar Total
dose  Screening 3 9 0 12
0 mg = Placebo 0 1 0 1
20mg 3 1 1 5
40mg 1 4 2 7
80mg 2 1 1 4
Total 9 16 4 29
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Tabelle 82 Cross Table: Tm of AE*dose

ki<
Screening | 0 mg = Placeto | 20ms A0mg 80y Total
Type of AE  Refluxbeschwerden 2 1] 1] [¥] a 2
Kopfschmerzen 1 a 1 2 a 4
Midighkeit 0 a o ) a 1
Magsnschmaszen o] a 2 2 1 g
Infekt der oberen Atermwege ) a 1 o a 2
Hautausschiag 1 a o 1 a 2
Schindel 2 ] o 1 a 3
Cibstipation 2 a 1 0 a 3
Lumboischalgie 2 Q o o ] 2
BronchitisLaryngits o a o o 3 3
Unruhe 1 a o (i} a 1
Atemnot o 1 o o ] 1
Total 12 1 5 7 4 2]
47
Tabelle 83 List of Adverse Events
Type Duraticn Imtensity Therapy CQutcome Relatien Studydrug dose
B f T hwe rden 1; Gleicht Anders lzrisrbar kestchend wahracheinlich Screcning
Eaflusbeschwerden 1, 1mdaig Therapie tolerierbar bestehend unwahrascheinlich Scresning
Kapf achmer: Zmdaig Andere wollsténdig abgeklungennicht keurteilbar Z0mg
chmerzen 0, §1l=icht Andere wollstindig abgeklungenunwahracheinlich A0mg
0 Andlere abgeklungenwshischeinl Soreening
Kopfachmerzewn O, 4mdsig Andere abigeklungennicht Lk A0
Midigkeit Oy 6 leicht Anclere volletindig abgeklungenunwantacheinlich 4 Do
0, Gmisig Andsre tindig abg ngenwahr einlich 20mg
d,3Teicht Therapd yollatsndig sbgeklungenwshracheinlich EDmg
0,4 leteht Anders wolletdndia abgeklungenwahrachelinlich 20y
D dimd Therapie wol ndig abgeklungenwahrachsinlich 40mg
Mzgsnschmarzen Oyamldsig Andare 1 clungenunwahrscheinlich 4 By
Infekt der cheren Rt {izht Therapie abgeklungen unwahrachel Sareening
Infe r cheren At Theraple e unWahe s Zimgy
Hautsuzzachlag Andesrs wollstandig Soresning
Hautausachlag Anders wollatdndig 40mg
Sohwlndel Andere wollaténdig s Soreenling
L Andere wollstindig Soreening
& Opdmisig Andere wollstindig abgeklungenunwahrac 4 Doy
oOhetipation 9, Smidaig Therapie tolerierbar bestehend wahrachedinlich 20mg
Chstipation 1,5 l=icht Anders tolerisrbar kestehend unwahracheinlich Sereening
Chetipation 2, 2misig wvollstdndig abgsklungenunwshracheinlich Scresning
Tunbeizchalgie 8 achwer tolerierbar bestehend unwahrac h Saresning
TLunbsoischalgle Therapie wollstindig ngenunwahracheinlich Soresning
Branchitis/laryngitis Andere wolletdndig abgeklunganunwshrecheinlich EDmg
EBronchitis/Llaryngitia Andere wollstindig abgeklungenwahrscheinlich Blmg
Bret ltlz/Lazymaglitls Andere vallstandlg ab ngennleht ke ellbar EBOmg
Tnrhe Anders vollstindla abgeklungen unwahracheinll Boresning
Atemnot 0, 1mdsig Andere vollatindig dngen unwahrachel O mg = Placebo
48
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2.7 Individual R eactions
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Abbildung 18 CTT_A: Baseline vs. 20mg
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2,72 CSTT A
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Abbildung 22 CSTT_A: Baseline vs. 20mg
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1. Summary

This is an additional analysis of data from the BUCUM study which includes 18 inflammation
markers which were measured at baseline. visit 3 and visit 6, but not on visit 4 and visit 5.
According to the design of the study, these data can be analysed in a two period cross over
design in contrast to the remaining variables measured at each visgit which thus are obtained
from a four period cross over design. Only doses 20 mg and 80 mg were used in this
substudy.

As this was a secondary analysis no adjustment for multiple testing was applied. However, p-
values below 0.05/18 = 0.003 are significant using the Bonferroni correction. Moreover,
parametric and non parametric analysis were done for each variable and each test. For the
primary analysis - baseline adjusted dose comparison - the parametrical analysis was chosen
as the relevant, for the simple comparisons vs sereening the non parametrical analyses were

chosen. For each comparison, both types of analysis are presented in the table in section 3.

The main analysis. comparison between 20mg and 80mg was significant only for one single
variable, IL8 C3h (chapter 2.8, 3). However, values were reduced significantly for 20 mg
compared to 8() mg and compared to the screening visit. Values at screening and after 80mg

dose were not different!

From the remaining variables, significant differences to screening were observed for

Histamin_Clh: significant reduction under dose 80mg compared to screening,
Histamin Plh: significant reduction under dose 80mg compared to screening.
IL8 P3h: significant reduction under both doses compared to screening,
IL6 P3H: significant reduction under dose 80mg compared to screening

Thus. in 4 out of 18 markers a significant reduction was observed for 80 mg, by chance only
one significant result would have been expected. In each case, medication reduced the

expression of the markers.

Peter Martus
Berlin, 2.11.2011
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2.1 Histamin CBL

Table 1 Histamin _CBL: Descriptive Statistics

His’an-in C&_U? Hﬂn CBL V&w

N Gultig 20 20 18
Fehlend 0 0 1

Mittehwert 20,98 16,6000 15,3684
Median 18,00 17,5000 14,0000
Standardabweichung 11,090 543769 8,21388
Minimum 8 8,00 2,00
Maximum 52 26,00 4200
Perzentile 25 13,25 12,0000 10,0000
50 18,00 17,5000 14,0000

75 24,00 21,0000 18,0000

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

=1

Test of Significance:

V20 vs. Screening. p = 0.097

V80 vs. Screening, p=0.185

V20 vs. V80. p=0.399
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Figure 2 Histamin CBL_V20: Histogram
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2.2 Histamin PBL

Table 2 Histamin PBL: DescriBtiw Statistics

Hisﬁmin P%_VQ Histamin PEL W20 | Histamin PBEL V80

N Giltig 20 20 18
Fehlend a 0 1

Mittelwert 21,50 15,6000 15,5789
Median 19,50 15,0000 16,0000
Standardabweichung 12,245 4,45327 6,08585
Minimum 9 9,00 7,00
Maximum 66 22,00 26,00
Perzentile 25 14,00 11,2500 10,0000
50 19,50 15,0000 16,0000

75 23,00 19,0000 21,0000

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p = 0.238

V80 vs, Screening. p = 0.096

V20 vs. VB0, p=0.723
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Figure 5 Histamin PBL V2: Histogram
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Figure 7 Histamin PBL V80: Histogram
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2.3 Histamin C20

Table 3 Histamin_C20: Descriptive Statistics

BUCUM

Histamin _C20 V2

N Gultig
Fehlend

Iittelwert

Median

Standardabweichung

Minimum

Maximum

Perzentile 25
50
75

20

0
18,20
17,00
8,173
]

41
13,25
17,00
22,75

20

Q
15,8500
15,0000
4,63708
10,00
25,00
12,2500
15,0000
17,7500

Histamin_C20_V20

Histamin C20 VB0

19

1
15,0526
15,0000
5,62900
6,00
28,00
10,0000
15,0000
18,0000
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p =

V80 vs. Screening. p =

0.146

0.054

V20 vs. V80, p = 0.967
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2.4 Histamin P20

Table 4 Histaﬁ in_P20: Descriptive Slatis_tlts

BUCUM

N Gultig
Fehlend

Iittelwert

Median

Standardabweichung

Minimum

Maximum

Perzentile 25
50
75

20

Q
107,95
67,50
81,014
17
235
36,30
67,50
179,50

Histamin P20 V2

Histamin P20 V20

20

0
91,1500
70,5000
75,25765
21,00
245,00
30,0000
70,5000
138,5000

Histamin_P20 V80

19

1
96,7895
79,0000
77,98332
16,00
247,00
35,0000
79,0000
147.0000
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p =

V80 vs. Screening. p =

0.144

0.340

V20 vs. V80. p = 0.688
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2.5 Histamin_C1h

Table 5 Histamin Clh

3 DestriEive Statistics

BUCUM

Histamin_C1h V2

Histamin_C1h V20
—— —

N Giiltig 20 20 19

Fehlend 0 0 1
Mittelwert 20,90 18,0000 15,8047
Median 19,50 16,0000 16,0000
Standardabweichung 9,525 7,07107 8,50421
Minimum 7 8,00 1,00
Maximurm 45 34,00 40,00
Perzentile 25 12,25 14,0000 12,0000

50 19,50 16,0000 16,0000

75 27.00 22 2500 19,0000

Histamin_C1h_ V80

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p = 1.000

V80 vs, Screening. p=10.013

V20 vs. VB0, p=0.132
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2.6 Histamin P1h

Table ¢ Histamin P1h: Descriptive Statistics

BUCUM

Histamin_P1h_Wv2 Histamin_P1h _V20 Histamin_P1h _VB0
N Giiltig 20 20 19
Fehlend o] o] 1
Mittehwert 35,70 23,6500 23,5283
Median 26,50 15,0000 21,0000
Standardabweichung 27 668 14 36033 1406450
Minirmum ] 11,00 4,00
Maximum 124 54 00 58,00
Perzentile 25 19,50 13,2500 17,0000
50 26,50 15,0000 21,0000
75 46,25 33,2500 31,0000
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p =

V80 vs. Screening. p =

0.115

0.004

V20 ws. V80, p=0.752
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2.71L8 CBL
Table 7 11L8_CBL: De

N Giltig
Fehlend

Mittetwert

Median

Standardabweichung

Minimum

Maximum

Perzentile 25
50
75

IL8 CBL V2

IL8 CBL V20

20

0
16110
0000
6,00755
00
26,71
,0000
.0000
,0000

L8 CBL V80

19

1
1.4821
,0000
4,42262
00
18,63
,0000
,0000
,0000
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p = 0.630

V80 vs. Screening. p = 0.622

V20 vs. V80. p =0.908
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2.8IL8 PBL

Table 8 TIL8 PBL: Descriptive Statistics

IL8_PBL_W2 IL8 PBL V20 IL8 PBL V80
N Giltig 20 20 19
Fehlend 0 o] 1
Mittehwert 1,3980 1,1565 B,0405
Median ,0000 ,0000 L0000
Standardabweichung 2.63237 4,34973 3241813
Minimum 00 oo jole)
Maximum 7.75 19,27 141,78
Perzentile 25 ,0000 ,0000 L0000
50 ,0000 L0000 L0000
75 2,4000 ,0000 L0000

V2: Sereening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p = 0.743

V80 vs. Screening, p = 0.394

V20 vs. VBO, p=0.372
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29118 C3h

Table 9 IL8 C3h: De:

icriEtive Statistics

ILg c3n v2 | L8 c3h _v20 | L8 C3h V80
N Giiltig 20 20 19
Fehlend 0 0 1
Mittelwert 75,1880 50,2385 77,7147
Median 57,8050 37,4650 60,6200
Standardabweichung 66,44442 44 37045 76,41416
Minimum 5,35 5,80 00
Maximurm 240,87 188,75 295,04
Perzentile 25 24,1825 20,6575 18,6000
50 57,8050 37,4650 60,6200
75 1055075 70,3650 95,2300 |

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p=10.115

V80 vs, Screening. p = 1.000

V20 vs. VB0, p=0.003
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2,10 IL8 P3h

Table 10 118 P3h: De

criptive Statisti

4

LB’_PS h \r‘g IL8 P3h VZC;

N Gultig 20 20
Fehlend 0 8}

Mittehwert 1201905 88,9450
Median 118,1100 67,4750
Standardabweichung §7,65234 95,99431
Minimum 26,67 17.28
Maximum 305,39 441,02
Perzentile 25 66,7075 26,8130
50 118,1100 67,4750

75 154 1775 115,4250

IL8_P3h VB0

19

1
75,5858
96,6500
66,70245
00
248,45
26,0300
56,6500
86,9200
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p = 0.041

V80 vs. Screening. p=0.019

V20 vs. V80. p =0.633
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2.11 IL6_CBL

Table 11 116 CBL: Descriptive Statisticss

IL6_CBL_W2 IL6_CBL W20 | IL6_CBL_V80
N Giiltig 20 20 19
Fehlend 0 0 1
Mittehwert 1,08 1,9370 1,8068
Median 00 ,0000 ,0000
Standardabweichung 2516 508124 567267
Minirmum 0 00 00
Maximum 7 21,06 23,83
Perzentile 25 00 0000 L0000
50 ,00 ,0000 ,0000
75 00 L0000 0000

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs, Screening, p = 0.466

V80 vs. Screening, p=0.422

V20 vs. V80, p=0.884
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2.12 IL6_PBL

Table 12 116 PBL: DescriElive Statisticss
IL6 PBL V2

M Giiltig
Fehlend

Mittelwert

Median

Standardabweichung

Minimum

aximum

Perzentile 25

50

75

IL6_PBL V20

20

0

7475
,0000
234117
00

8,81
,0000
,0000
,0000

IL6_PBL V80

19

1
22,0642
,0000
93,12161
00
406,52
,0000
,0000
,0000
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p = 0.151

V80 wvs, Screening. p =0.351

V20 vs. VB0, p=0.338
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2.131L6_C3h

Table 13 116 C3h: De: icriEtive Statistics
ILE_C3h_V2 IL6_C3h V20
N Giltig 20 20
Fehlend 0 0
Mittelwert 1171260 84,2255
Median 95,0750 64,3700
Standardabweichung 131,90913 T3.B1775
Minimum 13,91 5,10
Maximum 616,85 257,88
Perzentile 25 30,9800 285375
50 95,0750 64,3700
75 1422075 1010850

IL6_C3h VB0

19

1
128,0600
82,4500
153,19950
7,38
669,51
40,4700
82,4500
145,4600

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p = 0.282

V80 vs, Screening. p = 0.829

V20 vs. VB0, p=0.209
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2.14 IL6_P3h

Table 14 IL6 P3h: De

C riE'n‘e Statistics

IL6_P3h V2 | IL6 P3h V20 | IL6 P3h V80

N Giiltig 20 20 19
Fehlend 0 0 1

Mittelwert 156,5535 138 5225 1032053
Median 121,500 101,5850 87,9600
Standardabweichung 93,17292 131,96085 72,84391
Minimum 64,50 713 00
Maximurm 362,04 489,05 269.73
Perzentile 25 85,4400 53,9150 46,0700
50 121,9500 101,5850 87,9600

75 219,5725 169.7700 164,7000

Confidentia
305

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p=10.115

V80 vs, Screening. p = 0.004

V20 vs. VB0, p=0.282
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2.15 TNFa_CBL

BUCUM

Table 15 TNFa_CBL: Descriptive Statistics
TNFa CBL V2 TWFa CBL V20 TNFa CBL V80

N Gultig 20 20 19

Fehlend Q 0 1
Mittehwert 24685 50510 26289
Median L0000 0000 0000
Standardabweichung 581177 1246069 413011
Minimum 00 00 00
Maximum 24,36 51,93 13,66
Perzentile 25 ,0000 0000 L0000

50 ,0000 ,0000 0000

75 3.3875 7,5825 8, 7500
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V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p = 0.285

VB8O vs. Screening, p = 0.981

V20 vs. V80. p=0.249
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2.16 TNFa_CBL

Table 16 TNFa PBL:

)escriEIive StLisLts

BUCUM

TNFa PBL_V2 TNFa_PBL_V20 TNFa PBL V80
N Gultig 20 20 19
Fehlend 0 0 1
Mittetwert 28635 7,8005 46437
Median ,0000 ,0000 0000
Standardabweichung 474000 21,16631 6,86735
Minimum 00 00 00
aximum 15,01 95,33 2013
Perzentile 25 0000 0000 0000
50 ,0000 ,0000 ,0000
75 53300 9,1325 9.3000

V2: Screening, V20: Visit Dose 20mg, V80 Visit Dose §0mg

Test of Significance:

V20 vs. Screening. p = 0.325

V80 vs, Screening. p = 0.407

V20 vs. VB0, p=0.505
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Figure 63 TINFa FBL V80: Histogram
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2.17 TNFa_C3h

Table 17 TNFa_C3h: Descriptive Statistics

TNFa_C3h V2 TNFa _C3h V20 TNFa C3h V80

N Gty 20 20 19

Fehlend 8] 0 1
Mittehwert 381985 1,6085 132474
Median 0000 L0000 L0000
Standardabweichung 833348 4 55599 33,08503
Minirmum .00 00 00
Maximum 36,07 18,51 134,79
Perzentile 25 0000 ,0000 L0000

50 L0000 ,0000 ,0000

75 56125 0000 7,2800]
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V2: Screening, V20: Visit Dose 20mg, V&0 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p=0.332

V80 vs. Screening, p = 0.271

V20 vs. V80, p=0.134
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Figure 653 TINFa C3h V2: Histogram
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Figure 67 TINFa C3h V¥80: Histogram
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2.18 TNFa_P3h

Table 18 TNFa_P3h: Descriptive Statistics

BUCUM

TNFa_P3h V2 TNFa_P3h V20 TNFa_P3h V80
N Gty 20 20 19
Fehlend o o] 1
Mittehwert 2444 22,4080 65,6900
Median 000 ,7000 ,0000
Standardabweichung 47788 75,82167 23,60757
Minirmum 0 00 00
Maximum 17,0 341,86 103,60
Perzentile 25 000 L0000 L0000
50 000 ,7000 ,0000
75 2,443 7.7150 2 5200
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V2: Screening, V20: Visit Dose 20mg, V&0 Visit Dose 80mg

Test of Significance:

V20 vs. Screening, p = 0.233

V80 vs, Screening, p = 0.387

V20ws. VBO.p=0.116



Charité — Universitatsmedizin Berlin

Confidential
318

BUCUM

Héiufigkeit

. L 1 ]

Mittelwert = 2,44
Std-Abw.=4779
=20

0 50 1 [II‘D 15,0
TNFa_P3h_V2
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Figure 72 TNFa_P3h: Boxplot
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3.

Test of Significance
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Table 19 Tests of Significance

BUCUM

Variablc V20 vs Screening™ | V80 vs Screening V20 vs VB0 T

Histamin CBL 0.097 0.185 0.538/0.399
| Histamin_PBL [ 096 ] (.082 000 /D868 7 0,723
| Histamin_C20min 146 0.054 0,656 / 0.967
Histamin_P20min L 144 (344 0.694/ .688
Histamin Clh 1000/ 0,107 IR 0481/ 0.119/0.132
Histamin_P1h IEE 000 020 11,359 /07391 0.752
IL8 CBL 0.630 0,622 0.899 / 0.908
ILE PBL 0.743 1.394 0.378 0372
ILE C3h U115/ 0058 1000/ 0.384 (064 £ 0023 0003
IL8 P3h 001/ 0099 LU0 0004 0,633 0.633
1L6 CBL 0.466 0422 10.933 / 0.884
1L6_PBL 0.131 0,351 0.334/0.338
1L6_C3h 0.282 0829 0.317/ 0.209
1L6_P3h 0115/ 0,581 004 0.026 1000/ 0,266/ 0.282
TNFa CBL 0.285 (981 1.261 / 0.249
TNFa PBL 325 0407 0.506 / 0.505
TNFa C3h 332 0.271 0.131/0.134
TNFa P3h .233 0.387 0.207 ) 0.116

! Paired ( test
“ Differance V2(0-VE0
 GLM

Confidential

321




