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EudraCT no pending 
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version and 
version date 

Draft 0.1 of 21-aug-2022 

Investigational 
medicinal 
product(s) 

Panitumumab, vemurafenib, 5-FU, folinic acid, oxaliplatin 

Clinical trial 
phase 

Phase II 

Number of 
patients 

Primary endpoint: ORR. Hypothesis: FOLFOX/Vemurafenib/Pmab arm is superior to 
FOLFOX/Bev as historic control (45%  70%). Power 80%, alpha 0.05. optimal simon 2-stage 
design: 27 patients needed events needed in total, of those 11 recruited in stage 1. To proceed 
to stage 2, 6 responses CR/PR are needed in stage 1. 3 additional patients are planned as 
drop-out compensation 

Number of trial 
sites 

About 25 trial sites 

Indication 
studied 

Systemic treatment of untreated BRAF MUT mCRC (MSS and MSI-H) 

Background 
and 
rationale 

FOLFOX and panitumumab plus vemurafenib 
The addition of vemurafenib to the SOC-option FOLFOX panitumumab needs a run-in 
phase. It might be noted that panitumumab has been successfully combined with BRAF 
inhibitors in phase II cohorts and no limiting overlapping toxicities are expected. The 
known effects on skin have been found tolerable and manageable in several clinical 
cohorts combining BRAF-inhibitors and anti-EGFR-mAbs. Furthermore, the 
combination of FOLFOX, cetuximab and encorafenib is also evaluated in another trial 
cohort (BREAKWATER) 

Objectives Primary objective 
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• To demonstrate superior ORR with FOLFOX pmab vemurafenib vs FOLFOX Bev
(historic control)

• Other exploratory objective
Further anti-tumor treatment after discontinuation of study treatment, assessment of
longitudinal liquid and tumor biopsies. Assessment of secondary evolution of tumors.

Translational research objectives 
Identification and characterization of patient subgroups with greatest or lowest benefit 
from respective treatment including efficacy and toxicity. 

Endpoints Primary endpoint 
• Objective response rate according to RECIST 1.1
• (Safety run in with 10 patients)

Secondary endpoints 

Efficacy 
• Progression-free survival
• Duration of response
• safety
• patient reported quality of life (QoL) of treatment
• overall survival
• Secondary resection rate
• Depth of response
• Early tumor shrinkage

Quality of life 
• QoL as assessed with the QoL questionnaire EQ-5D-5L

Safety
• Type, incidence, severity, and causal relationship to IMPs of non-serious adverse events

and serious adverse events (severity evaluated according to CTCAE version 5.0)
• Safety of surgeries if occurring

Other exploratory endpoints 
• Subsequent anti-tumor treatment lines (monotherapy and combination therapy treatment

lines including medicinal products [chemotherapeutics, antibodies and targeted therapy] and
investigator reported efficacy of subsequent treatment lines

• assessment of longitudinal liquid and tumor biopsies to identify mechanisms of secondary
tumor evolution and potential follow-up treatment targets.

Trial design This is a multicenter, open-label single-arm Phase II trial. Patients suffering from BRAF mutant 
metastatic CRC, who have not received prior systemic therapy are eligible.   

Treatment is planned until progression, death or unacceptable toxicity. Patients are followed up 
with regard to survival and if applicable subsequent anti – cancer treatments until death or -after 
end of study treatment for at least 5 years after start of treatment, whichever date is earlier. 

The study is displayed in the following figure: 
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Abbreviations: 
MUT= mutant  

Inclusion 
criteria 

1. Patient’s signed informed consent.
2. Patient’s age ≥18 years at the time of signing the informed consent.
3. Histologically confirmed adenocarcinoma of the colon or rectum
4. BRAF V600E mutation or BRAF class II or BRAF class III mutation
5. Microsatellite stable (MSS) tumor (inclusion of MSI-H tumor is allowed if patient

received no systemic treatment OR checkpoint inhibition only)
6. Measurable metastatic disease according to RECIST 1.1
7. ECOG performance status 0-2.
8. Adequate bone marrow, hepatic and renal organ function, defined by the following

laboratory test results:
8.1 Absolute neutrophil count ≥ 1.5 x 109/L (1500/µL) 
8.2 Hemoglobin ≥ 80 g/L (8 g/dL) with or without transfusion 
8.3 Platelet count ≥ 100 x109/L (100000/µL) without transfusion 
8.4 Total serum bilirubin of ≤ 1.5 x upper limit of normal (ULN) (presence of liver 

metastases: ≤ 3 x upper limit of normal (ULN)) 
8.5 Aspartate aminotransferase (AST/GOT) ≤ 3.0 × ULN. 
8.6 Calculated glomerular filtration rate (GFR) according to Cockcroft-Gault 

formula or according to MDRD ≥ 50 mL/min or serum creatinine ≤ 1.5 x ULN 
9. Patients without anticoagulation need to present with an INR < 1.5 x ULN and PTT

< 1.5 x ULN. Patient with prophylactic or therapeutic anticoagulation are allowed
into the trial.

10. Proficient fluorouracil metabolism as defined:
a) Prior treatment with 5-FU or capecitabine without unusal toxicity

or
b) If tested, normal DPD deficiency test according to the standard of the study

site
or

c) If tested, in patients with DPD deficiency test with a CPIC activity score of 1.0-
1.5 fluoropyrimidine dosage should be reduced by 50%

11. For women of childbearing potential (WOCBP): negative pregnancy test within 14
days before start of treatment and agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive methods with a failure rate of < 1%
per year during the treatment period and for at least 6 months after the last dose
of study treatment.
A woman is considered to be of childbearing potential if she is post-menarcheal,
has not reached a postmenopausal state (≥ 12 continuous months of amenorrhea
with no identified cause other than menopause), and has not undergone surgical
sterilization (removal of ovaries and/or uterus). Examples of contraceptive methods
with a failure rate of < 1% per year include bilateral tubal ligation, male partner’s
sterilization, hormonal contraceptives that inhibit ovulation, hormone-releasing
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intrauterine devices, and copper intrauterine devices. 
For men: With female partners of childbearing potential, men must remain 
abstinent or use a condom plus an additional contraceptive method that together 
result in a failure rate of < 1% per year during the treatment period and for 6 months 
after the last dose of study treatment. Men must refrain from donating sperm during 
this same period. 
With pregnant female partners, men must remain abstinent or use a condom 
during the treatment period and for 6 months after the last dose of study 
medication to avoid exposing the embryo.. 

Exclusion 
criteria 

1. Previous systemic chemotherapy for metastatic colorectal cancer of any stage with
more than one cycle of FOLFOX (which is allowed prior to study entry)

2. New York Heart Association Class III or greater heart failure by clinical judgement.
3. Myocardial infarction within 6 months prior to randomization; percutaneous

transluminal coronary angioplasty (PTCA) with or without stenting within 6 months
prior to start of treatment.

4. Unstable angina pectoris.
5. Unstable cardiac arrhythmia > grade 2 NCI CTCAE despite anti-arrhythmic

therapy.
6. Ongoing toxicities > grade 2 NCI CTCAE, in particular peripheral neuropathy.
7. Active uncontrolled infection by investigator’s perspective.
8. Severe chronic non-healing wounds, ulcerous lesions or untreated bone fracture.
9. Known hypersensitivity to 5-FU, leucovorin, vemurafenib or oxaliplatin or to

panitumumab or to any of the other excipients listed in section 6.1 of the
corresponding SmPC.

10. Recent or concomitant treatment with brivudine.
11. Any known contra-indication concerning the use of 5-FU, leucovorin, vemurafenib

oxaliplatin and  panitumumab
12. Peripheral sensitive neuropathy with functional impairment (> grade 1 acc. to

CTCAE version 5.0 (see appendix)).
13. Simultaneous application of Johannis herbs preparations.
14. Pernicious or other megaloblastic anaemia caused by vitamin B12 deficiency.
15. Major surgical procedure, open biopsy, or significant traumatic injury within 21 days

prior to start of treatment that may interfere with systemic therapy as judged by the
investigator.

16. Any other disease, metabolic dysfunction, physical examination finding, or clinical
laboratory finding that contraindicates the use of an investigational drug, may affect
the interpretation of the results, or may render the patient at high risk from
treatment complications.

17. Medical history of malignant disease other than colorectal cancer with the following
exceptions:
- patients who have been disease-free for at least three years before start of

treatment
- patients with adequately treated and completely resected basal cell or

squamous cell skin cancer, in situ cervical, breast or prostate cancer, stage I
uterine cancer

- patients with any treated or untreated malignant disease that is associated
with a 5-year survival prognosis of ≥ 90% and does not require active therapy

18. Known alcohol or drug abuse.
19. Pregnant or breastfeeding females.
20. Participation in a clinical trial or experimental drug treatment within 28 days prior

to potential inclusion in the clinical trial or within a period of 5 half-lives of the
substances administered in a clinical trial or during an experimental drug treatment
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prior to potential inclusion in the clinical trial, depending on which period is longest, 
or simultaneous participation in another clinical trial while taking part in this clinical 
trial. 

21. Patients depended on Sponsor, investigator or study site.
22. Suspected SARS-CoV-2 infection with or without symptoms (evaluation according

to local policy in respective center with respect to actual status of pandemic and
with reference to the policy that would apply to patients with similar therapy outside
the trial). This may include assessment of vaccination status, anamnesis, physical
examination and potentially antigen and/or PCR testing.

23. Patient committed to an institution by virtue of an order issued either by the judicial
or the administrative authorities.

24. Limited legal capacity.
Treatment, 
dosage and 
administration 

All regimen biweekly 

FOLFOX plus panitumumab plus vemurafenib 
Oxaliplatin 85mg/qm q2w 
Leukovorin 400mg/qm q2w 
5-FU: 400mg/qm Bolus q2w (optional)
5-FU: 2400mg/qm continuous 46hrs q2w
Panitumumab 6mg/kg q2w
Vemurafenib 960mg twice daily oral uptake

Statistical 
considerations 

Primary endpoint: ORR. Hypothesis: FOLFOX/Vemu/Pmab arm is superior to FOLFOX/Bev as 
historic control (45%--> 70%). Power 80%, alpha 0.05. optimal simon 2-stage design: 27 
patients needed events needed in total, of those 11 recruited in stage 1. To proceed to stage 2, 
6 responses CR/PR are needed in stage 1. 3 additional patients are planned as drop-out 
compensation 

Duration and 
end of trial 

Estimated duration of the clinical trial: aprr.60 months 
Planned first patient first visit: Q1 2023 
Planned recruitment period: 18 months 
Planned evaluation of endpoint          3 months after last-patient-in 
Individual treatment duration: 6-9 months (median)
Primary endpoint evaluable:    3 months after last patient in
Individual follow-up duration: After treatment end until death or for at least four

years after start of treatment, whichever date is
earlier

End of trial: Last Follow up visit of the last patient (LPLV)
GCP 
statement 

The clinical trial will be conducted in accordance with the ethical principles that have their origin 
in the Declaration of Helsinki and that are consistent with the International Conference on 
Harmonization (ICH) for Good Clinical Practice (GCP) and the applicable regulatory 
requirements. 
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