Lokal fortqeschrittene_s oder metastasiertes Adenokarzinom des Magens oder
gastroosophagealen Ubergangs — palliativeTherapie, 1st-line

AlO-YMO-0111: Randomized controlled trial of S-1 maintenance therapy in metastatic
esophagogastric cancer (MATEO = maintenance Teysuno in esophagogastric
carcinoma)
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Study design Open-label, multi-center, controlled, randomized, parallel-group, phase Il non-
inferiority trial in patients with metastatic esophagogastric cancer having
received induction chemotherapy.

Eligible patients having completed the preplanned induction therapy without

tumor progression (CR, PR, SD, non-CR/non-PD according to RECIST 1.1

Criteria) at week 12, being able to swallow capsules and having ECOG

performance score of 0-1 will be randomized in a 2:1 ratio into Arm A and B.

e Patients in Arm A will continue with S-1 de-escalation phase starting at
week 13 until disease progression, toxicities requiring discontinuation,
withdrawal of consent, pregnancy, death or lost to follow up whichever
occurs first. In patients with drug-related severe toxicity S-1 dose will be
adjusted or study treatment will be terminated.

e Patients in Arm B will continue to receive the same polychemotherapy as
during induction therapy until tumor progression, toxicities requiring
discontinuation, withdrawal of consent, pregnancy, death or loss to follow
up whichever occurs first.
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Indication Metastatic esophagogastric adenocarcinoma




Proposed countries / Total
number of sites

Approximately 50 sites in 6 European countries (Austria, Belgium, France,
Germany, Spain, Sweden)

Status

e 242 patients registered, 166 randomized
e 30 Study Sites initiated in Germany
e 20 Study Sites initiated in Austria, Sweden, Spain, Belgium, France

Study Participation

No further sites are needed

Primary objective

To assess the relative efficacy of S-1 de-escalation therapy vs. continuation of
chemotherapy after induction therapy in patients with metastatic
esophagogastric cancer in terms of overall survival

Secondary objectives

To compare S-1 de-escalation vs. continuation of chemotherapy after induction
therapy with respect to

e Safety/toxicity

e Progression-free-survival

e Quality of life

Tertiary objectives

e Assessment of malnutrition

e Overall Survival of non-randomized patients

e Validation of biomarkers associated with the fluoropyrimidine
pharmacodynamics and pharmacokinetics

e Exploration of new promising biomarkers for chemotherapy sensitivity /
toxicity

Planned sample size

A total of 297 patients will be randomized

Inclusion Criteria

1. Signed written informed consent incl. participation in translational research

2. Male or female patient 18 years or older

3. Histologically confirmed metastatic or locally advanced unresectable
gastric adenocarcinoma or adenocarcinoma of the esophagus or the
esophagogastric junction (Her-2/neu negative or with unknown Her-2/neu
status)

4. Adjuvant/neoadjuvant or perioperative chemotherapy or (chemo-
Jradiotherapy must have been finished at least 6 months before start of the
induction therapy

5. For patients enrolled before induction therapy: No previous systemic
treatment (i.e.chemotherapy) for metastatic disease

6. For patients enrolled after induction therapy: Having finished a three-
months induction therapy (6 cycles of a bi-weekly regimen, 4 cycles of a
three-weekly regimens or 3 cycles of a four-weekly regimen) without
tumor progression or limiting toxicity

7. ECOG Performance Score 0-1 (Karnofsky Performance status >= 80%)

8. Ability for oral intake of the study drug, patients with tumor-related
problems with oral intake might be registered if the symptom is expected
to be improved during induction therapy (e.g. due to a tumor stenosis)

9. Female patient of childbearing potential (i.e. did not undergo surgical
sterilization — hysterectomy, bilateral tubal ligation, or bilateral
oophorectomy - and is not post-menopausal for at least 24 consecutive
months) with a negative pregnancy test

10. Hematology and biochemistry laboratory results within the limits normally
expected for the patient population, defined by the following:

e Absolute neutrophil count = 1500/pl

o Platelet count = 100000/pl

e Leukocyte count > 3000/ul

e Hemoglobin = 9 g/dL or 5.59 mmol/l, previous transfusions (>3 days)
of erythrocytes are allowed




e Total bilirubin £ 1.5 times the upper limit of normal (ULN), in patients
with known Meulengracht syndrom <3 x ULN

e AST =< 3xULN in absence of liver metastases, or <5xULN in presence
of liver metastases

e ALT = 3xULN in absence of liver metastases, or <5xULN in presence
of liver metastases

e Creatinine clearance =30 mL/min according to Cockcroft-Gault
formula

Exclusion Criteria

11.

12.
13.

14.

15.

Previous major sugery within the last 28 days before the start of the
induction treatment. The implantation of a central venous access (e.g.
porth-a cath system) is allowed.

History of other malignant tumors within the last 5 years before start of
induction treatment, except basal cell carcinoma or curatively excised
cervical carcinoma in situ

Known brain metastases

Concurrent radiotherapy involving target lesions used for this study.
Concurrent palliative radiation for non-target lesions is allowed if other
target lesions are available outside the involved field; previous
radiotherapy including target lesions must have been finished at least 28
days before start of induction treatment.

For patients enrolled before the induction therapy: Previous systemic
treatment (i.e. chemotherapy) for metastatic disease

Known active HBV, HCV infection or documented HIV infection

Serious concomitant disease or medical condition that by judgment of the
Investigator renders the patient at high risk of treatment complications
Clinically relevant coronary artery disease (NYHA functional angina
classification 1ll/1V), congestive heart failure (NYHA 1lI/IV), clinically
relevant cardiomyopathy, history of myocardial infarction in the last 3
months, or high risk of uncontrolled arrhythmia

Female patient pregnant or breast feeding

. Female patient of childbearing potential (i.e. did not undergo surgical

sterilization — hysterectomy, bilateral tubal ligation, or bilateral
oophorectomy - and is not post-menopausal for at least 24 consecutive
months) not willing to use an adequate method of contraception to avoid
pregnancy throughout the study and for up to 26 weeks after the end of
treatment. Male patient not willing to use an adequate method of
contraception to avoid conception throughout the study and for up to 26
weeks after the end of treatment in such a manner that the risk of
pregnancy is minimized.

Concurrent treatment with other experimental drugs or participation in
another clinical trial with any investigational drug within 60 days prior to
start of induction (e.g. one of the allowed standard chemotherapies (see
above) with or without additional placebo within a clinical trial is allowed)
Chronic diarrhea or short bowel syndrome

Known hypersensitivity to S-1, other fluoropyrimidines or platinum
compounds. Contraindication to receive S-1 or the polychemotherapy
(induction & arm B) chosen for this patient as per current Summary of
Product Characteristics. Known DPD decifiency

For patients enrolled before the induction therapy: Grade = 2 peripheral
neuropathy

Known drug abuse/alcohol abuse

Investigational Agent

S-1, an oral fluoropyrimidine (tegafur, gimeracil, oteracil)
Components of polychemotherapy (comparative arm) (Oxaliplatin, Cisplatin, 5-
FU, Capecitabine, Docetaxel, Epirubicin, Leucovorin)

Induction therapy

Induction chemotherapy by choice of Investigator, including a platinum
compound, fluoropyrimidine and optional a taxane or anthracycline compound,




i.e. the following regimens are allowed: FLO/mod. Folfox-6, Cisplatin/5-FU,
Cisplatin/S-1, FLOT, EOX/EOF, XP

Maintenance schedule

Arm A: De-escalation therapy (S-1):
S-1 30 mg/m? bid d1-14 g21d

Arm B: Chemotherapy by Investigator's choice
Continuation of polychemotherapy administered during induction therapy (i.e.
Cisplatin/5-FU, FLO/mod. Folfox-6, Cisplatin/S-1, EOF/EOX, FLOT, XP)

Primary endpoint

e Overall survival defined as the time from randomization until death from
any cause

Secondary endpoints

e Adverse Events according to the CTCAE Criteria (Version 4.03)

e Progression-free-survival defined as the time from randomization until
disease progression or death from any cause

e Quality of life according to the EORTC QLQ-C30 and QLQ-STO22

Tertiary endpoints

e Nutritional status according to the NRS Nutritional Risk Screening
guestionnaire

e Overall survival of non-randomized patients

o Identification of molecularly defined subgroups with benefit from S-1
maintenance therapy

Randomization procedure

Patients with CR, PR, SD or non-PD/non-CR (in case of non-measurable

lesions only) after 12 weeks of induction treatment, being able to swallow

capsules and having ECOG performance score of 0-1 will be randomized in a

2:1 ratio to receive either Arm A or Arm B until tumor progression. Stratified

permuted block randomization will be applied to guarantee balanced group

numbers. Stratification parameters will be

e Response to induction therapy at time of randomization (CR SD or PR vs.
SD or non-CR/non-PD (in case of non-measurable lesions only)

e Polychemotherapy (two-drug vs. three-drug combinations)

e Enrollment before vs. after the induction chemotherapy

Rationale for study
design and sample size

Sample size estimation of this phase Il trial is based on the statistical goal to
allow for a first formal within-study comparison of efficacy and to exclude any
increase of risk of death due to de-escalation with S-1 by more than 33%
compared to continuation of polychemotherapy using a non-inferiority testing
approach on a 10% significance level. With a power of 80% under the
alternative hypothesis that both treatment arms are in fact associated with the
same underlying hazard rates, a total of 250 deaths are required for statistical
analysis. Assuming that 10 patients can be randomized per months, with 297
patients the total study duration (accrual plus follow-up) can be bounded at 39
months.

Interim / partial analyses
required

No confirmatory interim analyses with the aim to prematurely stop the trial are
planned.

Translational analyses

The translational part of this trial aims to identify a subgroup of patients with a
sustained, beneficial response to chemotherapy, especially to S-1 based
maintenance therapy.

Blood samples will be analysed for DNA polymorphisms of the fluoropyrimidine
pathway, cytokine patterns and microRNA levels. Tumor tissue will be
analysed using Gene Expression Profiling and Whole Genome Methylation
Analyses.

Study plan

First Patient In (FPI): Feb/2015
Last Patient In (LPI): Mar/2019
Last Patient Off Treatment: Sep/2019




Last Patient Last Visit (LPLV): Dec/2019




