Pembrolizumab Plus Belzutifan as Adjuvant Treatment of Clear
Cell Renal Cell Carcinoma: Phase 3 LITESPARK-022 Study
Background
• Adjuvant treatment options for patients with locally advanced renal cell
carcinoma (RCC) continue to evolve
• Use of pembrolizumab produced significant improvement in diseasefree survival (DFS) after surgery in clear cell RCC (ccRCC) in the phase
3 KEYNOTE-564 trial1
– Based on results from KEYNOTE-564, pembrolizumab was granted
approval by the US Food and Drug Administration and European
Medicines Agency for adjuvant treatment of patients with RCC
who are at increased risk of recurrence after nephrectomy or after
nephrectomy and resection of metastatic lesions2,3
• The hypoxia-inducible factor 2α (HIF-2α) transcription factor is an
oncogenic driver in ccRCC, and the HIF-2α inhibitor belzutifan shows
promising antitumor activity in heavily pretreated patients with advanced
ccRCC4
– Patients received oral belzutifan 120 mg once daily; the objective
response rate was 25%, and median progression-free survival was
14.5 months4
• Combination pembrolizumab + belzutifan may be an effective adjuvant
treatment option for patients with ccRCC who are at increased risk of
recurrence
– Results from a preclinical study suggested a potential added benefit
of combination treatment with the first-generation HIF-2α inhibitor
PT2385 and immune checkpoint inhibitors5
– In a phase 1 study of advanced ccRCC, combination PT2385 + the
PD-1 inhibitor nivolumab was well tolerated and showed antitumor
activity6
• This double-blind, multicenter, randomized, phase 3 LITESPARK-022
study (NCT05239728) is designed to compare the efficacy and safety
of belzutifan + pembrolizumab with that of placebo + pembrolizumab as
adjuvant treatment for patients with ccRCC after nephrectomy

Objectives
Primary objectives
• To compare DFS per investigator assessment for belzutifan +
pembrolizumab and placebo + pembrolizumab for adjuvant treatment
of patients with ccRCC who underwent nephrectomy
– DFS is defined as the time from randomization to first documented
instance of local recurrence, as occurrence of distant kidney cancer
metastasis, or as death from any cause, whichever occurs first
Secondary objectives
• To compare the following for belzutifan + pembrolizumab and placebo
+ pembrolizumab for adjuvant treatment of patients with ccRCC who
underwent nephrectomy:
– Overall survival (OS)
– Disease recurrence–specific survival (DRSS) per investigator
assessment
– Patient-reported outcomes (PROs)
• To evaluate safety and tolerability between belzutifan + pembrolizumab
and placebo + pembrolizumab
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Analyses

Methods

Analysis

Study design
Key Eligibility Criteria
• Histologically or cytologically confirmed RCC with clear
cell component
– Intermediate-high risk RCC
• pT2, grade 4 or sarcomatoid, N0, M0
• pT3, any grade, N0, M0
– High risk RCC
• pT4, any grade, N0, M0
• pT any stage/grade, N+, M0
– M1 NEDa
• No prior systemic therapy
• BICR-verified tumor free (CT or MRI of the brain, chest,
abdomen, and pelvis and bone imaging)

Rb (1:1)
N ≈ 1600

Belzutifan
120 mg oral QD
54 weeksc
+
Pembrolizumab
400 mg IV Q6W
9 cyclesc
Placebo oral QD
54 weeksc
+
Pembrolizumab
400 mg IV Q6W
9 cyclesc

Follow-up
• Years 1-2: Q12W
• Years 3-5: Q16W
• Years 6+: Q24W
• Efficacy and PROs
• Safety: 30 days after
treatment cessation
(or 90 days for
serious AEs)

AE, adverse event; BICR, blinded independent central review; CT, computed tomography; IV, intravenously; MRI, magnetic resonance imaging; NED, no evidence of disease; QD, once daily; Q6W, every 6 weeks; Q12W, every
12 weeks; Q16W, every 16 weeks; Q24W, every 24 weeks; R, randomization.
aPatients who initially present with a primary kidney tumor and nonbone, nonvisceral, soft tissue metastases that were completely resected at the time of nephrectomy (synchronous) or ≤2 years from nephrectomy (metachronous)
but ≤12 weeks before randomization.
bNephrectomy within 12 weeks before randomization.
cPembrolizumab will be administered for a maximum of 9 doses, regardless of how many cycles are required. If pembrolizumab dosing extends beyond 9 cycles, belzutifan/placebo dosing will parallel pembrolizumab dosing and
end 6 weeks after the last pembrolizumab dose.

Patient eligibility criteria
Key exclusion criteria

• Age ≥18 years
• Histologically or cytologically confirmed diagnosis
of RCC with clear cell component, with or without
sarcomatoid features
• Intermediate-high risk, high-risk, or M1 NED RCCa
• No prior systemic therapy
• Nephrectomy and/or metastasectomy ≤12 weeks before
randomization
• Tumor free as assessed by investigator and verified by
BICR by CT or MRI of the brain and CAP (≤28 days
from randomization) and bone imaging (≤42 days from
randomization)
• ECOG PS score of 0 or 1 assessed within 10 days
before randomization

• Major surgery within 4 weeks before randomization (other than nephrectomy + resection
of preexisting metastases for patients with M1 NED ≤12 weeks)
• Pulse oximeter reading <92% at rest, necessitating intermittent or long-term supplemental
oxygen
• Significant cardiovascular disease within 6 months before first dose of study drug
• History of (noninfectious) pneumonitis/interstitial lung disease that necessitated steroids
or current pneumonitis/interstitial lung disease
• Clinically significant disorders, including serious active nonhealing wound/ulcer/bone
fracture, or need for hemodialysis or peritoneal dialysis
• Preexisting bone or brain metastatic lesions
• Active autoimmune disease that necessitated systemic treatment in the past 2 years
• Active infection that necessitates systemic therapy
• History of hepatitis B virus or active hepatitis C virus infection

CAP, chest, abdomen, and pelvis; ECOG PS, Eastern Cooperative Oncology Group performance status.
aIntermediate- to high-risk RCC (pT2, grade 4 or sarcomatoid, N0, M0, pT3, any grade, N0, M0); high-risk RCC (pT4, any grade, N0, M0, pT, any stage, any grade, N+, M0); M1 NED RCC (patients who initially have a primary kidney
tumor and nonbone, nonvisceral, soft tissue metastases that were completely resected at 1 of the following: time of nephrectomy [synchronous] or ≤2 years from nephrectomy [metachronous]).

Assessments and follow-up
Details

Tumor
response

• Radiologic evaluation by CT or MRI will occur Q12W through year 2, Q16W in years 3-5, and Q24W in year 6 and thereafter or until
confirmed disease recurrence, pregnancy, withdrawal of consent, or death, whichever occurs first
• Bone imaging is required as clinically indicated

Safety

• AEs will be monitored during the study and graded in severity per NCI CTCAE, version 5.0, from randomization until 30 days after
cessation of study treatment (90 days for serious AEs)

PROs

• PROs will be assessed using the EORTC QLQ-C30 and FKSI-DRS subscale
• ePRO assessments during follow-up align with imaging assessments

CTCAE, Common Terminology Criteria for Adverse Events; EORTC, European Organization for Research and Treatment of Cancer; ePRO, electronic patient-reported outcome; FKSI-DRS, Functional Assessment of Cancer
Therapy-Kidney Symptom Index–Disease-Related Symptoms; NCI, National Cancer Institute; QLQ-C30, Quality of Life Questionnaire Core 30.
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Safety

• Safety analyses will be performed in the APaT
population (all randomly assigned patients who
received ≥1 dose of study drug)
– 95% CIs for between-treatment differences in the
percentages of patients with specific AEs will be
analyzed using the Miettinen and Nurminen method

PROs

• PRO analyses will be performed in the PRO FAS
population, defined as all randomly assigned patients
who have ≥1 PRO assessment for the specific end
point and have received ≥1 dose of the study drug;
patients will be analyzed in the treatment group to
which they are randomly assigned

APaT, all patients as treated; FAS, full analysis set; HR, hazard ratio; ITT, intention to treat.

Key inclusion criteria

Assessment

Efficacy

• The ITT population (all randomly assigned patients)
will serve as the population for efficacy analyses
– DFS will be assessed by investigator
– DFS and OS will be evaluated using a stratified
log-rank test; HRs will be estimated using a
stratified Cox proportional hazards model, and
event rates over time will be estimated within each
treatment group using the Kaplan-Meier method
– DRSS will be evaluated using the nonparametric
cumulative incidence estimator

End Points
• Primary: DFS
• Secondary: OS, safety and
tolerability, DRSS, PROs

Stratification
• Intermediate-high risk vs high risk vs M1 NED
• Tumor grade 1 or 2 vs tumor grade 3 or 4

Details

Status
Sites where patients are being enrolled for LITESPARK-022
(green)
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