
REFERENCES 1. Choueiri TK, et al. Ann Oncol. 2025;36(4):387-92. 2. Schmidt AL, et al. J Clin Oncol. 2021;39(6 Suppl):Abstract 339. 3. Zarba M, et al. J Clin Oncol. 2024;42(16 Suppl):Abstract 4514. 4. Motzer RJ, et al. N Engl J Med. 2019;380(12):1103-15.  DISCLOSURES B. Venugopal has served in a consulting or advisory role for Ipsen, the healthcare business of Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, and Pfizer; has provided speaker services for EUSA, Ipsen, and Merck & Co., Rahway, NJ; has received honoraria from Bristol Myers Squibb, EUSA Pharma, and Pfizer; and has received research funding from Calithera Biosciences, the healthcare business of Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, and Pfizer. R. J. Motzer has served in a consulting or advisory role for AstraZeneca, Aveo, Calithera Biosciences, Eisai, Exelixis, Genentech/
Roche, Incyte, Merck & Co., Rahway, NJ, Pfizer, and the healthcare business of Merck KGaA, Darmstadt, Germany; has received travel, accommodations, and expenses from Bristol Myers Squibb; and has received research funding from Aveo, Bristol Myers Squibb, Eisai, Exelixis, Genentech/Roche, the healthcare business of Merck KGaA, Darmstadt, Germany, Novartis, and Pfizer. K. Penkov has received honoraria from AstraZeneca, Merck & Co., Rahway, NJ, Nektar, Pfizer, Regeneron, and Roche and has provided consulting or advisory roles for Nektar. L. Albiges has served in a consulting or advisory role for Astellas, AstraZeneca, Bellerophon Therapeutics, Bristol Myers Squibb, Corvus, Eisai, Janssen, Ipsen, the healthcare business of Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, Novartis, Pfizer, and Roche; has received travel, accommodations, and 
expenses from Bristol Myers Squibb and Merck & Co., Rahway, NJ; and has received research funding from Bristol Myers Squibb. C. Kollmannsberger has received personal fees from Astellas, Bristol Myers Squibb, Eisai, Ipsen, the healthcare business of Merck KGaA, Darmstadt, Germany, and Pfizer. H. Uemura has served on speakers bureaus for Bayer, Bristol Myers Squibb, Janssen, Merck & Co., Rahway, NJ, and Pfizer and has received research funding from Astellas, AstraZeneca, Daiichi Sankyo, Janssen, Kissei, Ono, Sanofi, and Takeda. M. T. Campbell has received personal fees from AstraZeneca, Eisai, Genentech, and the healthcare business of Merck KGaA, Darmstadt, Germany and has received grants from Bristol Myers Squibb, Exelixis, Janssen, Pfizer, and Roche. J. L. Lee has received grants, personal fees, and other support from Ipsen Korea and Pfizer Korea and 
has received personal fees and other support from Astellas Korea, Bristol Myers Squibb Korea, Janssen, Novartis Korea, and Sanofi-Aventis. H. Gurney has served in a consulting or advisory role for Astellas, AstraZeneca, Bristol Myers Squibb, Ipsen, Merck & Co., Rahway, NJ, the healthcare business of Merck KGaA, Darmstadt, Germany, Pfizer, and Roche. D. Y. C. Heng has served in a consulting or advisory role for Astellas Pharma, Bristol Myers Squibb, Eisai, Ipsen, Janssen; Merck & Co., Rahway, NJ, Novartis, Pfizer; and has received research funding from Bristol Myers Squibb, Exelixis, Ipsen, Novartis, and Pfizer. J. B. A. G. Haanen has served in a consulting or advisory role for Achilles Therapeutics, AIMM Therapeutics, AstraZeneca, Bristol Myers Squibb, BioNTech, CureVac, Imcyse, Immunocore, Instil Bio, Iovance Bio, Ipsen, Merck & Co., Rahway, NJ, Neogene Therapeutics, 
Novartis, Pfizer, PokeAcell, Roche/Genentech, Sanofi, Sastra Cell Therapy, Scenic, Seagen, Third Rock Ventures, and TKnife; and has received research funding from Amgen, Asher Bio, BioNTech, Bristol Myers Squibb, Merck & Co., Rahway, NJ, Novartis, and Sastra Cell Therapy. H. Miyake has served in a consulting or advisory role for and received honoraria from Janssen. M. Oya has received honoraria from Bayer, Bristol Myers Squibb, Eisai, the healthcare business of Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, Ono, Pfizer, Takeda; and has received scholarship endowments from Bayer, Eisai, Ono, and Takeda. J. Larkin has served in a consulting or advisory role for Achilles Therapeutics, AstraZeneca, Bristol Myers Squibb, BioNTech, CureVac, Eisai, Imcyse, Immunocore, Instil Bio, Iovance Bio, Ipsen, Molecular Partners, Merck & Co., Rahway, NJ, 
Neogene Therapeutics, Novartis, Pfizer, PokeAcell, Roche/Genentech, Sanofi, Sastra Cell Therapy, Scenic, Seagen, Third Rock Ventures, and T-Knife; and has received research funding from Amgen, Asher Bio, Bristol Myers Squibb, Merck & Co., Rahway, NJ, Neon Therapeutics, Novartis, and Sastra Cell Therapy. M. Schmidinger has served in a consulting or advisory role for Bristol Myers Squibb, Eisai, EUSA Pharma, Ipsen, the healthcare business of Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, and Pfizer; has received travel, accommodations, and expenses from Bristol Myers Squibb, Merck & Co., Rahway, NJ, and Ipsen; and has received honoraria from Bristol Myers Squibb, Eisai, EUSA Pharma, Ipsen, Janssen Oncology, AstraZeneca, and Merck & Co., Rahway, NJ. Y. Tomita has served in a consulting or advisory role for Novartis, Ono, and Taiho; has 
received honoraria from Astellas, Bristol Myers Squibb, Chugai, Novartis, Ono, and Pfizer; and has received research funding paid to his institution from Astellas, AstraZeneca, Chugai, Eisai, Merck & Co., Rahway, NJ, Novartis, Ono, Pfizer, and Takeda. K. Tyroller reports employment by EMD Serono, Billerica, MA, USA, and stock or other ownership in Merck KGaA, Darmstadt, Germany. J. Hoffman reports employment with EMD Serono, Billerica, MA, USA, and stock and other ownership interests with Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, and Pfizer. T. K. Choueiri has received institutional and/or personal, paid and/or unpaid, support for research, advisory boards, consultancy, and/or honoraria in the past 5 years, from Alkermes, Arcus Bio, AstraZeneca, Aravive, Aveo, Bayer, Bristol Myers Squibb, Calithera, Circle Pharma, Deciphera, Eisai, Exelixis, GSK, 
Gilead, HiberCell, IQVA, Infinity, Ipsen, Janssen, Kanaph, Lilly, the healthcare business of Merck KGaA, Darmstadt, Germany, Merck & Co., Rahway, NJ, Nikang, Neomorph, NuScan/Precede Biosciences, Novartis, OncoHost, Pfizer, Roche, Sanofi-Aventis, Scholar Rock, Surface Oncology, Takeda, Tempest, Up-To-Date, and CME events (PeerView, OncLive, MJH, CCO, and others); holds institutional patents filed on molecular alterations and immunotherapy response/toxicity and circulating tumor DNA; reports equity in CURESPONSE, InnDura Therapeutics, Osel, Pionyr, Precede Bio, Primium, and Tempest; has served in committees for ACCRU, ASCO (BOD 6-2024), ESMO, National Clinical Trials Network (NCTN) GU Steering Committee, KidneyCAN, and National Comprehensive Cancer Network; reports that medical writing and editorial assistance support may have been 
funded by communications companies in part; has mentored several non-United States citizens on research projects with potential funding (in part) from non-USA sources/foreign components; reports that the institution (Dana-Farber Cancer Institute) may have received additional independent funding from drug companies and/or royalties potentially involved in research around the subject matter; is supported in part by the Dana-Farber/Harvard Cancer Center Kidney SPORE (2P50CA101942-16) and Program 5P30CA006516-56, the Kohlberg Chair at Harvard Medical School and the Trust Family, Michael Brigham, Pan Mass Challenge, Hinda and Arthur Marcus Fund, and Loker Pinard Funds for Kidney Cancer Research at Dana-Farber Cancer Institute.  ACKNOWLEDGMENTS This trial was sponsored by Pfizer and was previously conducted under an alliance between 
the healthcare business of Merck KGaA, Darmstadt, Germany (CrossRef Funder ID: 10.13039/100009945) and Pfizer. This analysis was sponsored by the healthcare business of Merck KGaA, Darmstadt, Germany. Medical writing support was provided by Jeremy Gardner of Nucleus Global and was funded by the healthcare business of Merck KGaA, Darmstadt, Germany.

CONCLUSIONS
•	 This post hoc analysis from the final analysis of the JAVELIN Renal 101 phase 3 trial1 compared 

outcomes with first-line (1L) avelumab + axitinib vs sunitinib treatment in the subgroup of 
patients with very favorable–risk aRCC, as defined by prior analyses in the International 
Metastatic RCC Database Consortium (IMDC) dataset2,3

•	 Long-term efficacy benefits were observed with avelumab + axitinib vs sunitinib in the very 
favorable–risk subgroup, consistent with previous results in the overall population and IMDC 
favorable-risk group1

	– Median overall survival (OS) was not reached vs 69.1 months (stratified hazard ratio [HR], 
0.48 [95% CI, 0.21-1.09])

	– Median progression-free survival (PFS) was 26.3 vs 12.5 months (stratified HR, 0.57 [95% 
CI, 0.30-1.08])

	– Objective response rate (ORR) was 83.3% vs 44.4%
•	 Safety findings were consistent with previous results from the trial1

•	 Overall, these results support the use of 1L avelumab + axitinib treatment in patients with 
very favorable–risk aRCC and suggest that a tailored treatment strategy may improve aRCC 
management in this population

PLAIN LANGUAGE SUMMARY
•	 In the JAVELIN Renal 101 clinical study, people with advanced renal cell cancer treated 

with avelumab and axitinib lived longer without their cancer getting worse than people 
treated with sunitinib

	– Also, more people treated with avelumab and axitinib had their tumors shrink than 
people treated with sunitinib

•	 Recent studies have found health and disease characteristics that identify people with 
advanced renal cell cancer who are more likely to live longer than other people with this 
disease

	– People with these characteristics are described as having very favorable–risk disease
•	 In this new analysis, researchers looked at people who took part in the JAVELIN Renal 101 

study who had very favorable–risk disease
•	 On average, people with very favorable–risk disease treated with avelumab and axitinib 

lived for 26 months without their disease getting worse, compared with 13 months for people 
treated with sunitinib

	– 83% of people treated with avelumab + axitinib had their tumors shrink, compared with 
44% of people treated with sunitinib

	– After 5 years, 70% of people treated with avelumab + axitinib were still alive, compared 
with 54% of people treated with sunitinib

	– Side effects of treatment in this group were similar to the side effects reported previously 
from the study

•	 Overall, these results support the use of avelumab and axitinib treatment in people with 
advanced renal cell cancer who have very favorable–risk disease

Efficacy and safety of avelumab + axitinib 
vs sunitinib in patients with very 
favorable–risk advanced renal cell 
carcinoma (aRCC): subgroup analysis 
from the JAVELIN Renal 101 trial
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RESULTS
•	 In the avelumab + axitinib (n=442) and sunitinib (n=444) arms, 30 (6.8%) and 36 (8.1%) patients, respectively, 

had very favorable–risk disease (Table 1)

•	 Baseline characteristics in patients with very favorable–risk disease were generally balanced in the 
avelumab + axitinib and sunitinib arms

	– Per subgroup definition, all patients had an IMDC risk score of 0, Eastern Cooperative Oncology Group 
performance status of 0 (equivalent to Karnofsky performance status >80), and no liver, bone, or brain 
metastases

•	 At data cutoff (August 31, 2023), follow-up was ≥68 months in all patients

Table 1. Baseline characteristics in the very favorable–risk subgroup 
 Avelumab + axitinib (n=30) Sunitinib (n=36)
Age, median (range), years 61.0 (38.0-71.0) 63.5 (39.0-85.0)

Sex, n (%)   

Female 6 (20.0) 7 (19.4)

Male 24 (80.0) 29 (80.6)

Race, n (%)   

Asian 2 (6.7) 4 (11.1)

White 27 (90.0) 29 (80.6)

Other 1 (3.3) 1 (2.8)

Unknown 0 2 (5.6)

ECOG performance status, n (%)   

0 30 (100) 36 (100)

IMDC risk score, n (%)   

0 30 (100) 36 (100)

Previous nephrectomy, n (%) 29 (96.7) 34 (94.4)

Tumor sites at baseline, n (%)   

Lung 18 (60.0) 28 (77.8)

Lymph node 11 (36.7) 11 (30.6)

Kidney 4 (13.3) 13 (36.1)

Liver 0 0

Bone 0 0

Brain 0 0

Other 21 (70.0) 21 (58.3)

PD-L1 status, n (%)   

Positive 18 (60.0) 22 (61.1)

Negative 9 (30.0) 11 (30.6)

Unknown 3 (10.0) 3 (8.3)

Time from recurrence/metastatic disease to randomization, 
median (range), months 4.1 (0.6-83.7) 9.2 (1.1-66.3)

ECOG, Eastern Cooperative Oncology Group; IMDC, International Metastatic RCC Database Consortium; RCC, renal cell carcinoma.

•	 In patients with very favorable–risk disease in the avelumab + axitinib vs sunitinib arms:
	– Median OS was not reached vs 69.1 months (stratified HR, 0.48 [95% CI, 0.21-1.09]) (Figure 1A)
	– Median PFS was 26.3 vs 12.5 months (stratified HR, 0.57 [95% CI, 0.30-1.08]) (Figure 1B)
	– ORR was 83.3% vs 44.4% (Figure 2)

Figure 1. (A) OS and (B) PFS per investigator assessment
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Figure 2. Summary of responses 
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•	 After discontinuing study treatment, subsequent anticancer drug treatment was received by 70.0% of 
patients after avelumab + axitinib vs 75.0% after sunitinib, including a PD-(L)1 inhibitor in 33.3% vs 63.9% 
(Table 2)

Table 2. Subsequent treatment 
Patients, n (%) Avelumab + axitinib (n=30) Sunitinib (n=36)
Received ≥1 subsequent anticancer treatment 21 (70.0) 27 (75.0)

PD-1 or PD-L1 inhibitor 10 (33.3) 23 (63.9)

VEGF or VEGFR inhibitor 18 (60.0) 17 (47.2)

Other drug therapy 7 (23.3) 8 (22.2)

No. of subsequent drug regimens   

0 5 (16.7) 4 (11.1)

1 12 (40.0) 12 (33.3)

2 3 (10.0) 8 (22.2)

3 6 (20.0) 5 (13.9)

≥4 0 2 (5.6)

Not reported 4 (13.3) 5 (13.9)
VEGF, vascular endothelial growth factor; VEGFR, vascular endothelial growth factor receptor.

•	 In the avelumab + axitinib vs sunitinib arms, treatment-related adverse events of any grade occurred 
in 100% vs 97.2% of patients, including grade ≥3 events in 73.3% vs 61.1%, and led to permanent 
discontinuation of all study drugs in 0% vs 16.7% (Table 3)

Table 3. Summary of safety 
Patients, n (%) Avelumab + axitinib (n=30) Sunitinib (n=36)
TRAE

Any grade 30 (100.0) 35 (97.2)

Grade ≥3 22 (73.3) 22 (61.1)

Serious 5 (16.7) 5 (13.9)

Leading to discontinuation of avelumab 5 (16.7) NA

Leading to discontinuation of axitinib or sunitinib 1 (3.3) 6 (16.7)

Leading to discontinuation of all study drugs 0 6 (16.7)

Leading to death 0 0

Immune-related AE of any grade 16 (53.3) 2 (5.6)

Infusion-related reaction of any grade 2 (6.7) 0
AE, adverse event; NA, not applicable; TRAE, treatment-related adverse event.
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BACKGROUND
•	 Avelumab + axitinib is an approved 1L treatment option for patients with aRCC in various 

countries
•	 In the JAVELIN Renal 101 phase 3 trial, 1L treatment with avelumab + axitinib resulted in 

significantly longer PFS and a higher ORR vs sunitinib in patients with aRCC1

	– In the final analysis, median PFS was 13.9 vs 8.5 months (HR, 0.66 [95% CI, 0.566-0.769]; 
p<0.0001), and the ORR was 59.7% vs 32.0% (p<0.0001)1

	– The final analyses of OS favored avelumab + axitinib vs sunitinib (median, 44.8 vs 38.9 
months; HR, 0.88 [95% CI, 0.749-1.039]; p=0.0669), but differences did not reach statistical 
significance, potentially due to the impact of subsequent treatment in both arms1

•	 In subgroup analyses from JAVELIN Renal 101, avelumab + axitinib was associated with 
efficacy benefits vs sunitinib in all IMDC risk groups (favorable, intermediate, and poor)1

	– In the favorable-risk group, median OS was 79.4 vs 65.5 months (HR, 0.73 [95% CI,  
0.48-1.10]), median PFS was 20.7 vs 13.8 months (HR, 0.75 [95% CI, 0.53-1.07]), and ORR  
was 75.5% vs 45.8%1

•	 Previous studies in patients with favorable risk using the IMDC dataset have identified a very 
favorable–risk subgroup, defined as patients with IMDC favorable-risk disease who also had 
time from primary diagnosis to systemic therapy ≥3 years, Karnofsky performance status >80, 
and no liver, bone, or brain metastases2,3

•	 We report a post hoc analysis from the JAVELIN Renal 101 trial in patients with very favorable–
risk aRCC

	– To our knowledge, this is the first analysis of treatment outcomes in patients with very 
favorable–risk aRCC from a randomized phase 3 trial

METHODS
•	 In the JAVELIN Renal 101 phase 3 trial (NCT02684006), eligible 

patients with untreated aRCC (any IMDC score) were 
randomized 1:1 to receive avelumab + axitinib or sunitinib1,4

	– Avelumab was administered at a dose of 10 mg/kg 
intravenously every 2 weeks, and axitinib was administered 
orally at a starting dose of 5 mg twice daily on a continuous 
dosing schedule

	– Sunitinib was administered at a dose of 50 mg orally once daily 
for 4 weeks in 6-week cycles

•	 The independent primary endpoints were PFS and OS in patients 
with PD-L1+ tumors

	– Secondary endpoints included PFS, OS, ORR, and safety in the 
overall population

•	 In this exploratory analysis, long-term OS, PFS and ORR per 
investigator assessment (RECIST 1.1), and safety were assessed

•	 Very favorable–risk disease was defined as IMDC favorable-
risk disease (patients with none of the following risk factors: time 
from primary diagnosis to systemic therapy <1 year, Karnofsky 
performance status <80, hemoglobin less than lower limit of 
normal, and neutrophils, platelets, or corrected calcium greater 
than upper limit of normal) plus time from primary diagnosis to 
systemic therapy ≥3 years, Karnofsky performance status >80, 
and no liver, bone, or brain metastases


