KURZPROTOKOLL
RAMOS
Öffentlicher Titel

Phase II Studie zu Ramucirumab als Zweitlinientherapie beim Plattenepithelkarzinom
des Ösophagus

Wissenschaftl. Titel

Eine randomisierte, multizentrische, offene Phase II Studie mit Paclitaxel +
Ramucirumab im Vergleich zu Paclitaxel allein bei Patienten mit Plattenepithelkarzinom
des Ösophagus, die refraktär oder intolerant auf eine Fluoropyrimidin und Platin-basierte
Kombinationstherapie sind

Kurztitel

RAMOS

Studienart

multizentrisch, prospektiv, Therapiestudie, randomisiert, offen/unverblindet, zweiarmig,
Investigator Initiated Trial (IIT)

Studienphase

Phase II

Erkrankung

Verdauung: Magen-/Speiseröhrenkrebs (Magen-/Ösophaguskarzinom): Zweitlinie oder
höher

Einschlusskriterien

-

Signed written informed consent

-

Male or female* >= 18 years of age; Patients in reproductive age must be willing to
use adequate contraception during the study and for 6 months after the end of
ramucirumab treatment (Appropriate contraception is defined as surgical sterilization
(e.g., bilateral tubal ligation, vasectomy), hormonal contraception (implantable, patch,
oral), and double-barrier methods (any double combination of: IUD, male or female
condom with spermicidal gel, diaphragm, sponge, cervical cap)). Female patients
with childbearing potential need to have a negative pregnancy test within 7 days
before study start

-

-> *There are no data that indicate special gender distribution. Therefore, patients will
be enrolled in the study gender-independently

-

Histologically proven squamous cell carcinoma of the esophagus

-

Adult patients with metastatic or locally advanced squamous-cell carcinoma of the
esophagus, not amenable to potentially curative resection, who are refractory to or
intolerant of prior platinum/fluoropyrimidine combination therapy. 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

-

ECOG performance status 0-1

-

Life expectancy > 12 weeks

-

Adequate hematological, hepatic and renal functions:

-

-> Absolute neutrophil count (ANC) >= 1.5 x 109/L

-

-> Platelets >= 100 x 109/L

-

-> Hemoglobin >=9 g/dL (5.58 mmol/L)

-

-> Total bilirubin <= 1.5 times the upper normal limit (UNL)

-

-> AST (SGOT) and ALT (SGPT) <= 2.5 x UNL in absence of liver metastases, or <=
5 x UNL in presence of liver metastases; AP <= 5 x UNL

-

-> Serum creatinine <= 1.5 x upper limit of normal, or creatinine clearance (measured
via 24-hour urine collection) >=40 mL/minute (that is, if serum creatinine is >1.5 times
the ULN, a 24-hour urine collection to calculate creatinine clearance must be
performed)
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Ausschlusskriterien

-

-> Urinary protein <=1+ on dipstick or routine urinalysis (UA; if urine dipstick or
routine analysis is >=2+, a 24-hour urine collection for protein must demonstrate
<1000 mg of protein in 24 hours to allow participation in this protocol).

-

-> Adequate coagulation function as defined by International Normalized Ratio (INR)
<= 1.5, and a partial thromboplastin time (PTT) <= 5 seconds above the ULN (unless
receiving anticoagulation therapy). Patients on full-dose anticoagulation must be on a
stable dose (minimum duration 14 days) of oral anticoagulant or low molecular weight
heparin (LMWH). Patients receiving warfarin/ phenprocoumon must be switched to
low molecular weight heparin and have an INR <=3.0 prior to first dose of protocol
therapy. For heparin and LMWH there should be no active bleeding (that is, no
bleeding within 14 days prior to first dose of protocol therapy) or pathological
condition present that carries a high risk of bleeding (for example, tumor involving
major vessels or known varices)

-

Ability to comply with scheduled assessments and with management of toxicities

-

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 5 years will be discussed with the sponsor before
inclusion

-

Patients with significant malnutrition who receive intravenous hyperalimentation or
require continuous infusion therapy with hospitalization.

-

Patients with apparent tumor invasion on organs located adjacent to the esophageal
disease. Patients will be excluded if they are receiving stent therapy in esophagus or
respiratory tract.

-

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

-

Previous therapy with paclitaxeI

-

Current treatment with any anti-cancer therapy <= 2 weeks prior to study treatment
start, unless rapidly progressing disease is measured

-

Concurrent treatment with any other anti-cancer therapy

-

Previous exposure to a VEGF or VEGFR inhibitor or any antiangiogenic agent, or
prior enrolment in this study

-

Patient has undergone major surgery within 28 days prior to first dose of protocol
therapy, or minor surgery/subcutaneous venous access device placement within 7
days prior to first dose of protocol therapy. The patient has elective or planned major
surgery to be performed during the course of the clinical trial

-

Grade 3-4 GI bleeding within 3 months prior to enrollment

-

History of deep vein thrombosis (DVT), pulmonary embolism (PE), or any other
significant thromboembolism (venous port or catheter thrombosis or superficial
venous thrombosis are not considered "significant") during the 3 months prior to first
dose of protocol therapy

-

Cirrhosis at a level of Child-Pugh B (or worse) or cirrhosis (any degree) and a history
of hepatic encephalopathy or clinically meaningful ascites resulting from cirrhosis.
Clinically meaningful ascites is defined as ascites from cirrhosis requiring diuretics or
paracentesis

-

Known brain or leptomeningeal metastases

-

Known allergic/ hypersensitivity reaction to any of the components of the treatment

-

Other serious illness or medical conditions within the last 12 months prior to study
drug administration
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-

Any arterial thromboembolic events, including but not limited to myocardial infarction,
transient ischemic attack, cerebrovascular accident, or unstable angina, within 6
months prior to first dose of protocol

-

The patient has uncontrolled or poorly-controlled hypertension (>160 mmHg systolic
or > 100 mmHg diastolic for >4 weeks) despite standard medical management

-

Active uncontrolled infection

-

Active disseminated intravascular coagulation

-

Any other serious concomitant disease or medical condition that in the judgment of
the investigator renders the subject at high risk of treatment complication or reduced
the probability of assessing clinical effect

-

Prior history of GI perforation/fistula (within 6 months of first dose of protocol therapy)
or risk factors for perforation

-

Serious or nonhealing wound, ulcer, or bone fracture within 28 days prior to first dose
of protocol therapy

-

The patient is receiving chronic antiplatelet therapy, including aspirin, nonsteroidal
anti-inflammatory drugs (NSAIDs, including ibuprofen, naproxen, and others),
dipyridamole or clopidogrel, or similar agents. Once-daily aspirin use (maximum dose
325 mg/day) is permitted

-

Concurrent treatment with other experimental drugs or participation in another clinical
trial with any investigational drug within 30 days prior to treatment start

-

Known drug abuse/ alcohol abuse

-

Lack of resolution of all toxic effects (excluding alopecia) of prior chemotherapy, prior
radiotherapy or surgical procedure to National Cancer Institute (NCI) Common
Terminology Criteria for Adverse Events (CTCAE) grade < 1. Note: Neuropathy due
to prior chemotherapy is allowed if not > NCI Grade II according to CTCAE version
4.0

-

Subject pregnant or breast feeding, or planning to become pregnant within 6 months
after the end of treatment

-

Subject (male or female) is not willing to use highly effective methods of
contraception (per institutional standard) during treatment and for 6 months (male or
female) after the end of treatment

-

Patients with a psychiatric illness or patients imprisoned or working in the institution
of the treating physician

Alter

18 Jahre und älter

Status

Aktiv

Prüfzentren

Agaplesion Markus Krankenhaus
Wilhelm-Epstein-Straße 4
60431 Frankfurt am Main
Dr. med. Claus Bolling
Tel: 069 95332206
Fax: 069 95332098
claus.bolling@fdk.info
Krankenhaus Nordwest GmbH
Klinik für Onkologie und Hämatologie
Steinbacher Hohl 2-26
60488 Frankfurt am Main
Manuela Padberg
Tel: 069 7601-4558
Fax: 069 7601-3655
padberg.manuela@khnw.de

Sponsor

IKF GmbH
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Förderer

Lilly Deutschland GmbH

Registrierung in anderen
Studienregistern

ClinicalTrials.gov NCT03762564 (primäres Register)
EudraCT 2016-003850-33
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