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Medical condition

squamous-cell carcinoma of the esophagus

OS rate after 6 months, based on an ITT population. The experimental therapy
(Paclitaxel + Ramucirumab) would be considered to be a highly promising
candidate for further development (e.g. in a phase lll trial), if the true OS rate

Objective(s) amounted to 66%, corresponding to a median OS of 10 months, as this is
considered to be a clinically highly relevant benefit compared to published
results with taxane mono-chemotherapy (median of about 7 months).
Arm A (investigational arm)

Paclitaxel 80 mg/m? on day 1, 8, 15

plus

Ramucirumab 8 mg/kg i.v. infusion on day 1 and 15
Intervention(s) Start of next cycle on day 29 (qd 28).

Arm B (control arm)
Paclitaxel 80 mg/m? on day 1, 8, 15
Start of next cycle on day 29 (qd 28).

Key inclusion and exclusion
criteria

Key inclusion criteria:

- Histologically proven squamous cell carcinoma of the esophagus

- Metastatic or locally advanced disease, not amenable to potentially
curative resection

- Refractory or intolerant to a combination therapy of platinum and a
fluoropyrimidine for esophageal cancer. An exception are patients with
a contraindication for platinum or fluoropyrimidine or who refused
therapy with one of the substances. Those patients are eligible after
previous therapy with one of the substances




The definition of refractory should be defined as follows:

Patients whose PD or recurrence was confirmed by imaging during their
initial chemotherapy (including chemoradiation) or within 8 weeks after
the last dose of chemotherapy will be assessed as “refractory”.
Patients after radical resection in conjunction with chemotherapy,
including neoadjuvant/adjuvant therapy and chemoradiation, whose
recurrence was confirmed by imaging within 24 weeks after the last
dose of chemotherapy, will be determined “refractory”.

Measurable or non-measurable but evaluable disease determined using
guidelines in RECIST 1.1 as confirmed within 28 days before
randomization

Adequate blood and biochemistry parameters

Key exclusion criteria:

Other tumor type than squamous carcinoma (e.g. leiomyosarcoma,
lymphoma) or a second cancer except in patients with squamous or
basal cell carcinoma of the skin or carcinoma in situ of the cervix that
has been effectively treated. Patients curatively treated and disease-
free for at least 2 years will be discussed with the sponsor before
inclusion

Patients with significant malnutrition who are fed exclusively by
parenteral nutrition. Parenteral nutrition is no exclusion criterion if only
given as supplemental care.

Concurrent chronic systemic immune therapy, chemotherapy, or
hormone therapy not indicated in the study protocol

Previous therapy with paclitaxel in the metastatic setting or previous
exposure to a VEGF or VEGFR inhibitor or any antiangiogenic agent, or
prior enrolment in this study

Outcome(s)

Primary endpoint:

OS rate after 6 months
Secondary endpoints:

Progression-free survival

Overall survival

Objective response rate (CR + PR)

Tumor control rate (CR, PR, SD)

Safety (according to NCI-CTCAE V 4) and tolerability
Quality of Life (EORTC QLQ C-30)

Sample size

186 (93 per Arm)

Trial duration

First patient in to last patient out (months): 48

Duration of the entire trial (months): 48

Recruitment period (months): 36

Number of enrolled pts.

21

Participating centers

30 in total
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