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Inclusion Criteria: 

1. Metastatic and inoperable, colorectal cancer who has 
progressed on/after, or did not tolerate, refuse or have 
contraindications to: fluoropyrimidines, oxaliplatin, 
irinotecan, anti-angiogenic therapies (bevacizumab, 
aflibercept, regorafenib or ramucirumab) and if 
indicated anti-EGFR antibodies (cetuximab or 
panitumumab). 

Intolerance is defined as a permanent discontinuation 
of the respective treatment resulting from toxicity 

2. Signed informed consent before start of specific 
protocol procedure 

3. Histologically or cytologically documented diagnosis of 
adenocarcinoma of the colon or rectum 

4. Presence of at least one measurable site of disease 
following RECIST 1.1 criteria 

5. ECOG (Eastern Cooperative Oncology Group) 
performance 0-1 

6. Known RAS and BRAF V600E mutational status 

7. Life expectancy of at least 3 months 
8. Adequate hematological, hepatic and renal function 

parameters: 

1. Leukocytes ≥3000/mm³, platelets 
≥100,000/mm³, neutrophil count (ANC) 
≥1500/μL, hemoglobin ≥9 g/dL (5.58 mmol/L) 
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2. Adequate coagulation function as defined by 
International Normalized Ratio (INR) ≤1.5, and 
a partial thromboplastin time (PTT) ≤5 seconds 
above the ULN (upper limit of normal) (unless 
receiving anticoagulation therapy). Patients 
receiving warfarin/phenprocoumon must be 
switched to low molecular weight heparin and 
have achieved a stable coagulation profile prior 
to first dose of protocol therapy 

3. 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) 

4. 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) 

5. Bilirubin ≤1.5 x upper limit of normal, AST and 
ALT ≤3.0 x upper limit of normal, ≤5xULN if liver 
metastasis present, alkaline phosphatase ≤6 x 
upper limit of normal 

9. Patient able and willing to provide written informed 
consent and to comply with the study protocol 

10. Female and male patients ≥18. Patients in reproductive 
age must be willing to use adequate contraception 
during the study and for 7 months after the end of 
ramucirumab treatment (appropriate contraception is 
defined as surgical sterilization (e.g., bilateral tubal 
ligation, vasectomy) or hormonal contraception 
(implantable, patch, oral). Women who use a hormonal 
contraception method should use an additional barrier 
method like 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.) 

 


