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Summary
• Sitravatinib has demonstrated clinical activity as monotherapy and with nivolumab 

in accRCC3,4

• The combination of nivolumab + ipilimumab is approved for patients with 
intermediate- or poor-risk, previously untreated accRCC but an unmet medical need 
remains for these patients13

• The addition of sitravatinib to nivolumab + ipilimumab may enhance antitumor 
immune responses through distinct but complementary pathways

• Study 516-008 is designed to evaluate the safety and tolerability, clinical activity, and 
pharmacokinetics (PK) of sitravatinib in combination with nivolumab and ipilimumab 
for the treatment of accRCC and potentially other solid malignancies

• This study is currently ongoing at a single site, with the potential to expand to 
additional sites during dose expansion

• Clinical trial registry number: NCT04518046
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Background
• Sitravatinib is a spectrum-selective TKI targeting TAM receptors (Tyro3/Axl/MerTK) and 

VEGFR2; it may augment antitumor immune responses by reversing an immunosuppressive 
TME through a reduction in myeloid-derived suppressor cells and regulatory T-cells and an 
increase in the ratio of M1/M2-polarized macrophages1,2 (Figure 1)

• In a Phase 1B study of single-agent sitravatinib in patients with accRCC who had progressed 
after an antiangiogenic therapy, the confirmed objective response was 25% (8/32), clinical 
benefit rate (CBR) was 94% (30/32), and sitravatinib demonstrated a manageable 
safety profile3,4

• In a Phase 1/2 study of sitravatinib + nivolumab in patients with accRCC who had progressed 
after an antiangiogenic therapy, the objective response rate (ORR) was 39% and CBR was 92% 
(Figure 2); the combination also showed an acceptable safety profile and manageable adverse 
events (AEs)4

– The most common grade ≥3 treatment-related adverse events (≥10%) included lipase 
increase, proteinuria, amylase increase, diarrhea, and fatigue4

– 10% of patients discontinued treatment due to AEs4

• Both negative regulators of T-cell activation, PD-1 and CTLA-4 play important, nonredundant 
roles in the co-inhibitory mechanisms of immune responses5

• The combination of nivolumab + ipilimumab is approved for patients with intermediate- or poor-
risk, previously untreated accRCC6

– In a 4-year update from CheckMate 214, overall survival (OS) was 53.4% in patients 
treated with the combination of nivolumab + ipilimumab vs 35.8% with sunitinib alone7

Study Rationale
• Ipilimumab enhances the efficacy of nivolumab through distinct but complementary pathways to 

those targeted by sitravatinib (Figure 1)
• We therefore hypothesize that the addition of sitravatinib to nivolumab + ipilimumab will enhance 

antitumor immune responses
• This Phase 1/1B study (516-008) is designed to evaluate the safety profile and clinical activity of 

the combination of sitravatinib + nivolumab + ipilimumab for accRCC and potentially other solid 
malignancies (Figure 3)

Methods
Study Endpoints
Primary Endpoint
• Safety, characterized by type, incidence, severity, timing, seriousness of AEs, relationship of AEs 

to study treatment, and laboratory abnormalities
Secondary Endpoints
• Clinical activity endpoints:

– ORR as defined by RECIST 1.1
– Duration of response (DOR)
– CBR
– Progression-free survival (PFS)
– 1-year survival rate
– OS

• Blood plasma concentration of sitravatinib
Exploratory Endpoints
• Tumor PD-L1 expression
• Immune cell populations in the tumor
• Gene expression signatures in the tumor
• Tumor gene alterations
• Circulating tumor deoxyribonucleic acid (ctDNA)

Key Inclusion Criteria
• Histologically or cytologically confirmed diagnosis of advanced (not amenable to surgery or 

radiation therapy with curative intent) or metastatic disease: 
– Cohort A and Dose Escalation Cohorts: Poor- or intermediate-risk, per International 

Metastatic RCC Database Consortium (IMDC) criteria, RCC with a clear-cell component
– Cohort B: Favorable-risk (per IMDC criteria) RCC with a clear-cell component

• No prior treatment with systemic therapy, with the following exception: One prior adjuvant or 
neoadjuvant therapy for completely resectable RCC is allowed if such therapy did not include an 
agent that targets VEGF or VEGF receptors or any other antibody or drug that targets T-cell co-
stimulation or checkpoint pathways, and if recurrence occurred at least 6 months after the last 
dose of adjuvant or neoadjuvant therapy

• Measurable disease per RECIST 1.1
• Eastern Cooperative Oncology Group (ECOG) performance status 0 or 1

Phase 1 Dose Escalation
• Dose escalation of sitravatinib (starting dose, 35 mg PO QD) administered in combination with 

NIVO3/IPI1
– Nivolumab 3 mg/kg; ipilimumab 1 mg/kg Q3W x 4 doses, followed by nivolumab 240 mg 

Q2W or 480 mg Q4W
• Time-to-event Bayesian Optimal Interval (TITE-BOIN)

– The maximum tolerated dose (MTD) is defined as having a 30% probability of dose-limiting 
toxicities (DLTs)

– Initial cohort size is 3 patients
– The overall duration of DLT assessment window is 9 weeks

Phase 1B Dose Expansion
• Phase 1B dose expansion cohorts will evaluate sitravatinib at the recommended dose in 

combination with the NIVO3/IPI1 regimen as first-line therapy in patients with intermediate/poor-
risk ccRCC (Cohort A) and in patients with favorable-risk ccRCC (Cohort B)

• Time-to-event Bayesian Optimal Phase 2 (TOP)
– The null hypothesis of 30% true response rate will be tested against the alternative 

hypothesis of 50% response rate
– This study design yields a type I error rate at 0.1 level (1-sided) and 82.12% power when 

the true response rate is 0.5
• Future dose expansion cohorts may be added via protocol amendment to include other solid 

malignancies in which nivolumab + ipilimumab has previously demonstrated favorable activity, 
such as metastatic colorectal cancer (CRC), melanoma, hepatocellular carcinoma (HCC), non–
small-cell lung cancer (NSCLC), and urothelial cancer (UC)
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Figure 1. Sitravatinib in the TME8-12

Figure 2. Efficacy From a Phase I/II Study of Sitravatinib + Nivolumab in Patients With accRCC Who 
Progressed After Prior Antiangiogenic Therapy4
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Sitravatinib: Free base formulation.
aConfirmed CR after data cutoff.
RECIST, response evaluation criteria in solid tumors; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; 
NTL, non-target lesions.
Data presented at ASCO GU 2020.

Key Exclusion Criteria
• Known or suspected presence of another malignancy that could be mistaken for the 

malignancy under study during disease assessments or could negatively impact the 
prognosis of the disease under study

• Brain metastases
• Carcinomatous meningitis
• Active or prior documented autoimmune disorders or immunocompromising conditions
• Congestive heart failure ≥ New York Heart Association (NYHA) class 3 within the past 

6 months or other specific cardiac abnormalities

CTLA-4, cytotoxic T-lymphocyte-associated protein 4; iDC, immature dendritic cell; mDC, myeloid dendritic cell; Mac, macrophage; MDSCs, myeloid-derived 
suppressor cells; NK, natural killer; PD-1, programmed cell death protein 1; RTKs, receptor tyrosine kinases; TAM, Tyro3, Axl, and Mer; TME, tumor 
microenvironment; Treg, regulatory T-cell; VEGFR2, vascular endothelial growth factor receptor 2.

• Targeting VEGFR2 reduces Tregs 
and MDSCs

• Targeting KIT also depletes MDSCs
• Releases brakes for expansion of 

CD8+ T-cells via PD-1 and 
CTLA-4 inhibition

• Increase dendritic cell maturity and antigen 
presentation capacity

• Increase NK cell response
• Increase T-cell expansion and trafficking 

into tumors thus potentially augmenting 
immune responses to PD-1 and 
CTLA-4 inhibition

Both TAM and Split RTKs cooperate to:

• Macrophages shift from (type) M2 to M1, 
resulting in production of immune-
stimulating cytokines

• Enhances innate and adaptive 
immune response
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Figure 3. 516-008 Study Design
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Key Eligibility 
Criteria

• Advanced or 
metastatic clear 
cell renal cell 
carcinoma

• No previous 
systemic therapya

Sitravatinib 
35 mg QD + 
NIVO3/IPI1

Dose Level 

1

Sitravatinib 
70 mg QD + 
NIVO3/IPI1

Dose Level

2

Sitravatinib 
100 mg QD + 
NIVO3/IPI1

Dose Level

3

De-escalation 
if needed

Sitravatinib 50 mg 
QD + NIVO3/IPI1

De-escalation 
if needed

Sitravatinib 20 mg 
QD + NIVO3/IPI1

Dose levels 20 mg QD and 50 mg QD will be enrolled if de-escalation is needed after assessment of dose levels 1 and 2, respectively.
Sitravatinib: Malate salt formulation.
NIVO3/IPI1: Nivolumab 3 mg/kg IV and ipilimumab 1 mg/kg IV Q3W x 4 doses, followed by nivolumab 240 mg IV Q2W or 480 mg IV Q4W.
aNo prior treatment with systemic therapy, with the following exception: One prior adjuvant or neoadjuvant therapy for completely resectable RCC is 
allowed if such therapy did not include an agent that targets VEGF or VEGF receptors or any other antibody or drug that targets T-cell co-stimulation or 
checkpoint pathways, and if recurrence occurred at least 6 months after the last dose of adjuvant or neoadjuvant therapy.
bPoor or intermediate risk, as per the International Metastatic RCC Database Consortium (IMDC) criteria.
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