AlO-LQ-0111: A randomized, open-label phase Il tri  al of Mapisal® versus urea hand-
foot cream as prophylaxis for capecitabine-induced handfoot syndrome in patients
with gastrointestinal tumors or breast cancer - PRO CAPP

Study design

Open-label, randomized, parallel group, multicenter, Phase Il study

Coordinating Investigator
(LKP 83 (24) MPG)

Dr. Deniz Gencer

I1l. Medizinische Klinik

Héamatologie und Internistische Onkologie
Universitatsmedizin Mannheim
Theodor-Kutzer-Ufer 1-3

68167 Mannheim
Deniz.gencer@umm.de

Sponsor

AIO-Studien-gGmbH
Kuno-Fischer-Stral3e 8
14057 Berlin

Tel 030-322932931

Fax 030-322932926
info@aio-studien-ggmbh.de

Duration of study

First patient in (FPI): Q1 2012

Last patient in (LPI): Q3 2013 (FPI + 18 months)

Last patient off HFS treatment (LPO): Q4 2013 (LPI + 6 weeks) = End of
study

number of centers

20 study sites

number of patients

116 patients (2013/03/31)

Further centers?

No

Study population

Patients with gastrointestinal tumors or breast cancer, who are treated with
capecitabine

Primary objective

To assess the efficacy of Mapisal® to prevent hand-foot syndrome (HFS) of
any grade within a 6-week time frame in patients treated with capecitabine
based on a standardized patient diary

Secondary objectives

To compare efficacy and safety with respect to:

* HFS by grade over time

e Time to development of HFS > grade 1

« Time to change of HFS treatment strategy

« Time to capecitabine dose reduction or dose interruption
« Evaluation of capecitabine dose intensity

e QoL analyses (EORTC QLQ C30 and DLQI)

Planned sample size

A total of 158 patients will be randomized in a 1:1 ratio (79 patients per study
arm accounting for estimated 10% drop-out rate)




Inclusion criteria

Signed written informed consent
Male or female 218 years of age
. Patients with gastrointestinal tumors or breast cancer who will be treated
with capecitabine according to label
Palliative or adjuvant chemotherapy with capecitabine (combination- or
monotherapy, minimal total daily dose of capecitabine 2000 mg/m2)
Life expectancy of least 12 weeks
WHO performance status 0-2
Adequate contraception
Willingness to fill in QoL forms
Laboratory requirements
+  Platelet count 2100 x 10°/L
«  Leukocyte count > 3.0 x 10°/L
» Hemoglobin = 10.0 g/dL
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Exclusion criteria

Patients with any of the following will not be eligible for participation:

1. Previous chemotherapy with capecitabine or
liposomal doxorubicine, or any other substance, i.e. tyrosine kinase
inhibitors (such as sorafenib and sunitinib) that may induce HFS

2. Radiotherapy or surgery within 4 weeks before start
of treatment.

3. Dermatologic diseases that could interfere with the

result of the clinical trial

Known drug/ alcohol abuse

Pregnant or breast feeding patients

Participation in another clinical trial and patient
received investigational drug within the last 30 days prior to treatment
start (i.e. follow-up within a preceding trial is not exclusionary)

7. Known allergic reactions to any of the ingredients of
the ointments or capecitabine
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Treatment scheme

Arm A (Experimental)

Mapisal® three times daily, as well as after washing hands for 6 weeks.

Arm B (Active Comparator)

Urea hand-foot cream three times daily, as well as after washing hands for 6
weeks.

No other skin care products must be used on hand and feet during the
treatment with Mapisal® or urea hand-foot cream. If skin care products are
used on other parts of the body (e.g. body lotion), hands should be washed
and creamed again.

Primary parameter

Percentage of patients developing hand-foot syndrome (HFS) of any grade
(according NCI-CTCAE V. 4.03) when treated with Mapisal® compared with
urea hand-foot cream within a 6-week time frame documented by a
standardized patient diary

Secondary parameters

Efficacy

e HFS by grade over time

e Time to HFS > grade 1

« Time to change of HFS treatment strategy
< Time to capecitabine dose reduction or dose interruption due to HFS
e Quality of life

Safety

« Capecitabine dose intensity

« Incidence and severity of AEs and SAEs

» Laboratory parameters

« Vital signs

« Physical examination




Study procedures

After the initial screening procedure, eligible patients will be randomized in a
ratio of 1:1 to receive either Mapisal® or urea hand-foot cream for 6 weeks,
starting two days before the first treatment with capecitabine. HFS symptoms
will be recorded daily by the patient in a patient diary, and will also be
assessed by the Investigator at each visit.

Randomization procedure

Permuted block randomization will be applied to guarantee balanced group
numbers. To increase homogeneity between the two treatment arms,
randomization will be stratified by

e Capecitabine dose (2000 mg/m2 vs. 2500 mg/m2)

e Gender (male vs. female)

Statistical considerations

Efficacy

The primary endpoint of the percentage of patients developing HFS of any
grade within a 6 week time frame will be analyzed by using a two-sided
continuity corrected Cochran-Mantel Haenszel test at a 5% significance level.
The analysis of primary endpoint will be performed both on the FA population
and the PP. The analysis based on the FA set will be regarded as
confirmatory analysis and all other analyses will be considered as exploratory.
The secondary endpoint of the HFS by grade will be summarized descriptively
by frequencies and percentages per visit and treatment group.

The time to HFS of grade >1 , the time to change of HFS treatment strategy
and the time to capecitabine reduction or interruption will be analyzed using
methods of censored failure times, in particular the Kaplan-Meier method and
Kaplan-Meier curves for both treatment arms will be compared using a
twosided log-rank test at a 5% significance level.

Patient’'s quality life score will be determined by the QLQ-C30 and the DLQI
questionnaire. The sum score of QLQ-C30 as well as the change from
baseline will be calculated per visit and treatment groups and will be analyzed
using summary statistics. Treatment arms will be compared using the
Wilcoxon rank sum test at a 5% significance level.

The DLQI score will be calculated and will be analyzed as a 5 level
categorical variable by calculating frequencies and percentages per visit.
Additionally, the observed DLQI score will be analyzed as continuous variable
and summary statistics will be calculated per visit and treatment group. The
change of DLQI from baseline will be analyzed by calculating summary
statistics per visit and treatment group. Differences between the study arms
will be analyzed using Wilcoxon rank sum test at a 5% significance level.
Further analyses, based on individual items of the questionnaires will be
performed, if appropriate.

Safety

The capecitabine dose intensity will be calculated over the whole study
duration and will be summarized descriptively by summary statistics. The
Capecitabine dose intensity will be compared between the study arms using
the Wilcoxon rank-sum test at a 5% significance level.

AEs will be summarized by presenting the number and percentages of
patients having any AE and having an AE in each NCI-CTC category.
Summaries will also be presented for AEs by severity and relationship to
study medication or Capecitabine/other Chemotherapy. Tables will be broken
down by study arm.

All deaths and serious adverse events will be listed and briefly described.
Laboratory evaluations will be analyzed by summary statistics per parameter,
visit and treatment group.

Additionally, laboratory evaluations will be qualified as normal or abnormal.
Frequencies and percentages of abnormal laboratory evaluations will be
calculated per parameter, visit and treatment group.

Vital signs will be analyzed using summary statistics broken down per
treatment group and visit.

Physical examination will be analyzed by calculating frequencies and
percentages broken down per treatment group and visit.




Sample size calculation

The calculation of the sample size for the confirmatory analysis of the primary
endpoints is based on the continuity corrected two-sided Cochran-Mantel
Haenszel test. It is assumed that the percentage of patients with HFS of any
grade at week 6 is 30% in the Mapisal group. The sample size is calculated
such that a difference of absolute 20% (30% in the Mapisal group and 10% in
the Urea hand-foot cream) could be shown with a type | error rate of 5% and a
power of 80%. For calculation, it is assumed that 2/3 of the patients will be
treated with 2000mg/m2 of capecitabine and 1/3 with 2500 mg/mz. Further it is
assumed that 2/3 of the patients will be female and 1/3 male. For calculation
of the sample size, the percentage for HFS at week 6 will be considered as
equal in all strata, since no strata specific information is available.

Based on the assumptions enumerated above, the resulting sample size is
given by 142 patients (71 per study arm). Accounting for a drop-out rate of
10%, the study is planned to recruit a total of 158 patients (79 per study arm).
Sample size calculations were performed using the software PASS11 (Hintze,
J (2011). PASS 11, NCSS, LLC. Kaysville, Utah, USA. www.ncss.com).




