Supplementary Table 1. Inclusion and exclusion criteria. 

Inclusion Criteria
1. Signed informed consent obtained prior to any study specific screening procedures

2. Histologically confirmed diagnosis of inoperable stage III or IV malignant melanoma

3. WHO performance status 0-2 and normal organ function

4. Measurable or evaluable disease in accordance with RECIST 1.1 criteria

5. Age (18

6. BRAF mutation status should be analyzed; if technically not possible the patient is treated as BRAF negative

7. Women with child-bearing potential and men with reproductive potential must be willing to practice acceptable methods of birth control during the study 

8. Women of childbearing potential must have a negative serum pregnancy test within 14 days of first dose of study treatment 

9. Previous adjuvant therapy is allowed

10. Previous immunotherapy in the metastatic setting is allowed

11. Patients with previously treated, asymptomatic brain metastases are allowed

12. Neutrophils ( 1’200/(l, Platelets ( 100’000/(l, Alanine amino transferase  ( 2.5 ( Upper limit of normal (ULN) (< 5 ( ULN if liver metastases), Alkaline phosphatase ( 2.5 ( ULN (< 5 ( ULN if liver metastases), Serum bilirubin  ( 1.5 ( ULN, Serum Creatinine ( 1.5 ( ULN

13. Patient must be able to comply with the protocol

Exclusion criteria
1. Prior systemic treatment for metastatic melanoma (except for immunotherapy)

2. Symptomatic brain metastases not responding to corticosteroids and RT

3. Presence of active gastrointestinal disease or other condition that will interfere significantly with the intake of drugs 

4. Presence of malignancy other than cutaneous metastatic melanoma (Stage IV) within 5 years of study enrollment except for curatively treated basal and squamous cell carcinoma of the skin or In-situ carcinoma of the cervix. 
5. Corrected QT (QTc) interval (500 ms

6. Uncontrolled medical conditions (diabetes mellitus, heart disorders, hypertension, etc.), psychological, social, or geographical conditions that do not permit compliance with the protocol; or unwillingness or inability to follow the procedures required in the protocol

7. Pregnant or lactating females

8. Non-evaluable disease

9. Evidence of other disease, metabolic dysfunction, physical examination finding, or clinical laboratory finding giving reasonable suspicion of a disease or condition that contraindicates use of an investigational drug or patient at high risk from treatment complications

10. Any other serious or uncontrolled illness which, in the opinion of the investigator, makes it undesirable for the patient to enter the trial

