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•
•

Treatment
Phase

Follow-up
Phase

Screening & 
Randomization Phase 

3.1.1 Safety Evaluation of Safety Cohorts
3.1.1.1 Safety Evaluation of Cohorts 1 and 1b
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•

•

3.1.1.2 Safety Evaluation of Cohorts 1c and 1d

•

•
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3.1.1.3 Evaluation of Risk/Benefit for a Treatment Arm that does not meet 
Tolerability Criteria

•

•

•

3.1.2 Review of Safety
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3.1.3 Treatment beyond progression

3.1.4 Dose reductions

3.1.6 Study Phases

•

•

•
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•

•

•

•

•
•

± ±
±

±

•
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•
±

± ±

•

•

3.1.7 Total Study Duration
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3.3.1 Inclusion Criteria
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•
•

®

• ®
•
•
•

•
•
•
•
•
•
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3.3.2 Exclusion Criteria
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3.3.3 Women of Childbearing Potential
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•
•
•

3.4.1 Prohibited and/or Restricted Treatments

•

•

•

3.4.2 Other Restrictions and Precautions
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3.4.3 Permitted Therapy 
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•

•
•
•

•
•

•

•

•
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3.6.1 Withdrawal of Consent

3.6.2 Lost to Follow-Up
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•
•

•
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4.1.1 Investigational Product

4.1.2 Non-investigational Product

•

•

•
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•

4.1.3 Handling and Dispensing

4.1.3.1 Nivolumab (BMS-936558)

4.1.3.2 Ipilimumab
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4.1.3.3 Bevacizumab

•
•
•

•
•
•
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between doses

between doses

between doses
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4.3.1 Premedications

4.3.2 Dose Delay Criteria

•

•

•

•
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•

4.3.2.1 Management Algorithms for Immuno-Oncology Agents

•
•
•
•
•
•
•

4.3.3 Dose Modifications

4.3.4 Criteria to Resume Treatment
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•
•

•

•

•

•

•

4.3.5 Discontinuation Criteria

•

•

•
•
•
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•

•

•

•
•
•

o

•
•
•
•
•
•
•
•
•
•
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4.3.6 Treatment of Nivolumab or Ipilimumab Related Infusion Reactions
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4.3.7 Treatment Beyond Initial Radiological Assessment of Disease 
Progression
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4.6.1 Destruction of Study Drug
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•
•

•

•

•

4.6.2 Return of Study Drug
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•
•
•
•
•

•

•
•

•

Revised Protocol No.: 04e
Date: 16-Nov-2016 101

6.0Approved vApproved 1.0v



5.3.1 Imaging Assessment for the Study
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5.4.1 Head Magnetic Resonance Imaging (MRI)

±

5.4.2 Efficacy Assessments

± ±

±
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5.6.7 Tumor Samples
5.6.7.1 Tumor-Based Biomarker Measures

•
•
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5.6.8 Tumor sample collection details
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Adverse Event (AE)

erious Adverse Event (SAE)

•
•

•

•
•
•
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6.1.1 Serious Adverse Event Collection and Reporting
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nonserious adverse event

6.2.1 Nonserious Adverse Event Collection and Reporting
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•
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•

•

•

•

•
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8.3.1 Primary Endpoint(s)

8.3.2 Secondary Endpoint(s) (Cohort 2)

±
± ±

.
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8.3.3 Exploratory Endpoint(s) 
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8.4.1 Demographics and Baseline Characteristics

8.4.2 Efficacy Analyses

8.4.2.1 Analyses of Primary Endpoint 

8.4.2.2 Analyses of Secondary Endpoints 

8.4.3 Safety Analyses
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9.1.1 Compliance with the Protocol and Protocol Revisions 

•
•
•

9.1.2 Monitoring
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9.1.3 Investigational Site Training

9.2.1 Records Retention

9.2.2 Study Drug Records 

•
•
•
•
•
•
•
•
•
•
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9.2.3 Case Report Forms

•
•
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