AlO-STO-0215: Effect of chemotherapy alone vs. chemotherapy followed by surgical
resection on survival and quality of life in patients with limited-metastatic
adenocarcinoma of the stomach or esophagogastric junction — a phase lll trial of
AIO/CAO-V/CAOGI (RENAISSANCE / FLOTS5)
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Study Management
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Medical condition

Limited metastatic adenocarcinoma of the stomach or esophagogastric
junction (modified Flot3 arm B trial population)

The aim of the study is to investigate whether induction chemotherapy
followed by resection of the primary tumor (and eventually the metastases)
prolongs overall survival with maintained quality of life compared to

Objective(s) chemotherapy alone (the current standard) in previously untreated patients
with synchronously limited metastatic esophagogastric adenocarcinoma. The
primary endpoint is overall survival.

Experimental intervention/index test:

| . Arm A: Four cycles of FLOT (Docetaxel 50 mg/m?, iv over 2 h, d1; Oxaliplatin

ntervention(s)

85 mg/m?in 500 ml G5%, iv over 2h, d1; Leucovorin 200 mg/m? in 250 ml
NaCl 0,9%, iv over 1 h, d1; 5-FU 2600 mg/m?, iv over 24 h, d1 (= 1 cycle);
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Start of next cycle on day 15 (every two weeks)) followed by surgery. Target
of surgery: Complete (RO and at least D2) resection of the primary tumor
and, whenever technically possible, complete (R0) resection or complete
macroscopic cytoreduction of the metastases. After surgery, 4 to 8 additional
cycles will be applied.

Control intervention/reference test:

Arm B: Patients will receive 8 to 12 cycles of FLOT for palliation (current
standard).

Follow-up per patient:

Survival status will be assessed every 3 months for up to 5 years after
randomization.

Duration of intervention per patient:

Basically, a total treatment of 8-12 cycles FLOT (16 to 24 weeks) will be
administered.

Experimental and/or control off-label or on-label in Germany:

not applicable

Key inclusion and exclusion
criteria

Key inclusion criteria:

- Histologically confirmed limited metastatic gastric or esophagogastric
junction adenocarcinoma.

- Medical and technical operability of the primary (central evaluation).

- Metastatic lesions are resectable or can be controlled by local ablative
procedure (central evaluation). This criterion does not apply for the
patients with distant lymph node metastases.

- No prior chemotherapy and no prior tumor resection.

Key exclusion criteria:

- Medical inoperability.

- Inability to understand the study and/or comply with the protocol
procedures.

- Extensive metastatic status or cMO.

- Secondary malignancy < 3 years ago.

Outcome(s)

Primary efficacy endpoint: Overall survival (OS)

Key secondary endpoint(s): Quality of life (QoL) adjusted OS, QoL-response,
QoL mean scores, OS in pts with lymph node metastases only, Progression free
survival (PFS); perioperative morbidity and mortality, toxicity

Assessment of safety: 30 days and 90 days mortality/morbidity, toxic effects are
graded using CTC adverse events criteria ver. 4.0

Sample size

176 (88 per Arm)

Trial duration

First patient in to last patient out (months): 72
Duration of the entire trial (months): 72
Recruitment period (months): 48

Anzahl eingeschl. Pat.

162 eingeschlossen, 120 randomisiert (Stand 28.03.2022)

Study-Design: FLOT5
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