Alliance A031704

_P_Q-INHIBITOR (N IVOLUMAB) AND _I_PILIMUMAB FOLLOWED BY NIVOLUMAB VS. VEQF TKI
CABOZANTINIB WITH NIVOLUMAB: A PHASE III TRIAL IN METASTATIC UNTREATED @NAL CELL
CANCER [PDIGREE]

Eligibility Criteria (see Section 3.0)

Step 1 Registration Criteria

Histologic documentation of renal cell carcinoma with clear
cell component

Metastatic disease

Measurable disease

Intermediate or poor risk per IDMC criteria
CNS disease is allowed, if stable
Karnofsky PS > 70%

Prior Treatment per Section 3.2.6
Non-pregnant and non-nursing

Age >18 years

None of the conditions in Section 3.2.9

Required Initial Laboratory Values

Absolute neutrophil count (ANC): > 1500/mm?*
Platelet count: > 100,000/mm?

Hemoglobin: >8 g/d

Calc. creatinine clearance: > 30 mL/min

Urine protein < 1+ or UPC Ratio < 1

Total bilirubin: < 1.5 x ULN (except patients
with Gilbert’s, see Section 3.2.10)

AST/ALT: <2.5x ULN or <5 x ULN if hepatic

Step 2 Registration Criteria

Must have completed at least 1 cycle of ipi/nivo
All AEs have resolved to < grade 1

< 80 days from last dose of ipi/nivo

Schema
1 cycle = 28 days

CR patients will be treated with Nivo 480 mg IV q 28 days
for up to 1 year following registration

Step 1 Induction therapy | Step 2
R 1 cycle = 21 days R
E E Arm A: Nivo 480 mg IV q
G Nivo 3 mg/kg IV on G / RANDOM 28 days until confirmed
; day 1 | 1:;%%? | IZATION disease progression
T Ipi 1 mg/kg IV on S including , (D : )
R day 1 T iUPD pts Arm B: Nivo 480 mg IV q
A Treat for up to 4 R 28 days
T cycles (a minimum of A ’ Cabo 40 mg PO daily
I 1 cycle) ’Ir ' Treat until confirmed
(o) o PD patients will be disease progression.
N N treated with cabozantinib
60 mg PO daily until
further disease

Patients with a complete response at 1 year following registration will discontinue treatment. Patients will
be followed for 5 years or until death, whichever comes first.
Please refer to the full protocol text for a complete description of the eligibility criteria and
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treatment plan.
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