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BACKGROUND: Conditional survival estimates provide critical prognostic information for patients with advanced renal cell carcinoma 

(aRCC). Efficacy, safety, and conditional survival outcomes were assessed in CheckMate 214 (ClinicalTrials.gov identifier NCT02231749) 

with a minimum follow-up of 5 years. METHODS: Patients with untreated aRCC were randomized to receive nivolumab (NIVO)  

(3 mg/kg) plus ipilimumab (IPI) (1 mg/kg) every 3 weeks for 4 cycles, then either NIVO monotherapy or sunitinib (SUN) (50 mg) 

daily (four 6-week cycles). Efficacy was assessed in intent-to-treat, International Metastatic Renal Cell Carcinoma Database Consortium 

intermediate-risk/poor-risk, and favorable-risk populations. Conditional survival outcomes (the probability of remaining alive, progres-

sion free, or in response 2 years beyond a specified landmark) were analyzed. RESULTS: The median follow-up was 67.7 months; overall 

survival (median, 55.7 vs 38.4 months; hazard ratio, 0.72), progression-free survival (median, 12.3 vs 12.3 months; hazard ratio, 0.86), 

and objective response (39.3% vs 32.4%) benefits were maintained with NIVO+IPI versus SUN, respectively, in intent-to-treat patients  

(N = 550 vs 546). Point estimates for 2-year conditional overall survival beyond the 3-year landmark were higher with NIVO+IPI ver-

sus SUN (intent-to-treat patients, 81% vs 72%; intermediate-risk/poor-risk patients, 79% vs 72%; favorable-risk patients, 85% vs 72%). 

Conditional progression-free survival and response point estimates were also higher beyond 3 years with NIVO+IPI. Point estimates 

for conditional overall survival were higher or remained steady at each subsequent year of survival with NIVO+IPI in patients stratified 

by tumor programmed death ligand 1 expression, grade ≥3 immune-mediated adverse event experience, body mass index, and age. 

CONCLUSIONS: Durable clinical benefits were observed with NIVO+IPI versus SUN at 5 years, the longest phase 3 follow-up for a first-

line checkpoint inhibitor-based combination in patients with aRCC. Conditional estimates indicate that most patients who remained alive 

or in response with NIVO+IPI at 3 years remained so at 5 years. Cancer 2022;128:2085-2097. © 2022 The Authors. Cancer published by 

Wiley Periodicals LLC on behalf of American Cancer Society. This is an open access article under the terms of the Creative Commons 

Attribution-NonCommercial-NoDerivs License, which permits use and distribution in any medium, provided the original work is properly 

cited, the use is non-commercial and no modifications or adaptations are made.
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INTRODUCTION
Survival outcomes for patients with advanced or meta-
static renal cell carcinoma (aRCC) have improved sig-
nificantly in recent years, with immunotherapy-based 
combination regimens further prolonging survival over 
single-agent, targeted therapies.1-4 However, because lim-
ited follow-up is available for most phase 3 trials of newer 
first-line aRCC treatments, additional analyses that com-
prehensively assess long-term clinical benefits in this set-
ting remain of critical importance. Nivolumab (NIVO) 
plus ipilimumab (IPI) (NIVO+IPI) is approved for pa-
tients with International Metastatic Renal Cell Carcinoma 
Database Consortium (IMDC) intermediate-risk/poor-
risk disease based on the primary phase 3 CheckMate 214 
trial results.2

Traditional prognostic risk models like the IMDC 
classification are routinely used to inform upfront prog-
nosis and treatment decisions to help predict patient 
outcomes in aRCC.5 However, such prognostic estimates 
based on baseline risk factors were established in the era 
of single-agent tyrosine kinase inhibitors and cytokines, 
and do not adequately address outcomes for patients 
with aRCC who achieve a durable response and survival 
benefits with immunotherapy.6,7 As the aRCC treatment 
landscape evolves and long-term outcomes continue to 
improve, an updated prognostic framework is needed. 
Although clinical response and survival projections at 
diagnosis using standard prognostic models can help 
individualize therapy regimens, prognoses may change 
over time, particularly among patients with a poor out-
look according to baseline assessments.8,9 Conditional 
survival has since emerged as a clinically relevant mea-
sure of prognosis that estimates survival probability for 
patients as the length of survival increases in response 
to treatment.9,10 Conditional survival assessments may 
account for the time alive since randomization or treat-
ment initiation and can help provide critical long-term 
prognostic information as prespecified survival mile-
stones are reached. Previous conditional survival analy-
ses in patients with aRCC who received VEGF-targeted 
therapy demonstrated improved outcomes over time 
with length of survivorship.8,11 However, limited condi-
tional survival data exist in patients with aRCC who re-
ceived NIVO monotherapy or first-line immunotherapy 
combinations.11

With a minimum follow-up of 5 years, we report 
the longest phase 3 follow-up for a checkpoint inhibitor 
combination therapy in aRCC together with the first 
long-term conditional survival analyses of patients in 
CheckMate 214.

MATERIALS AND METHODS

Patients and Treatment
CheckMate 214 is a global, open-label, randomized, phase 
3 trial. Study design and statistical analyses details have been 
described previously, and additional details are included 
in the online Supporting Information.12 CheckMate 214 
was approved by institutional review boards or ethics com-
mittees at each site and was conducted following Good 
Clinical Practice Guidelines according to the International 
Conference for Harmonisation. All patients provided written 
informed consent in accordance with Declaration of Helsinki 
principles. This study is registered with ClinicalTrials.gov 
(ClinicalTrials.gov identifier NCT02231749).

Assessments
The co-primary trial end points were overall survival 
(OS), progression-free survival (PFS) according to an in-
dependent radiology review committee, and the objective 
response rate (ORR) according to the independent radiol-
ogy review committee (with duration of response [DOR]) 
in intermediate-risk/poor-risk patients (primary), intent-
to-treat (ITT) patients (secondary), and favorable-risk 
patients (exploratory). Conditional OS, conditional PFS, 
and conditional response estimates, together with an eval-
uation of patients who had durable clinical benefits and 
an assessment of treatment-free interval in responders, 
were analyzed post hoc. Additional assessment details are 
included in the Supporting Methods.

Statistical Analysis
Conditional survival was analyzed using a landmark ap-
proach based on Kaplan-Meier estimates and was cal-
culated for patients who were either alive, progression 
free, or in response at 1-year increments from time zero. 
Conditional OS, conditional PFS (time zero was the date 
of randomization for both), and conditional response 
(time zero was the date of first confirmed response) were 
assessed until death or censoring at the date of last follow-
up. Data from patients who died before the landmark 
timepoint or whose follow-up interval was less than the 
landmark time were excluded. Statistical analysis details 
for OS, PFS, ORR, and health-related quality of life 
(HRQoL) were previously reported, and additional infor-
mation is included in the Supporting Information.

RESULTS

Patients and Treatment Outcomes
In total, 1096 patients were randomized to NIVO+IPI 
(ITT patients, n = 550; intermediate-risk/poor-risk 
patients, n = 425; favorable-risk patients, n = 125) or 
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sunitinib (SUN) (ITT patients, n = 546; intermediate-
risk/poor-risk patients, n = 422; favorable-risk patients, n 
= 124). Overall, 547 patients in the NIVO+IPI arm and 
535 in the SUN arm received treatment and were included 
in the safety analyses. The database lock for this analy-
sis was February 24, 2021. At a minimum 5-year study 
follow-up (median follow-up, 67.7 months), 34 of 547 
(6%) treated patients in the NIVO+IPI arm and 9 of 535 
(2%) treated patients in the SUN arm continued therapy 
(see Supporting Fig. 1). Key baseline characteristics were 
generally similar between treatment arms in ITT patients, 
as previously reported (see Supporting Table 1).2,12-14 The 
median duration of therapy was 7.9 months (quartile 1 
[Q1]-Q3, 2.1-21.8 months) in the NIVO+IPI arm and 
7.8 months (Q1-Q3, 3.5-19.6 months) in the SUN arm. 
Subsequent systemic therapy was received by 305 of 550 
(55%) ITT patients in the NIVO+IPI arm and by 372 of 
546 (68%) ITT patients in the SUN arm (see Supporting 
Table 2).

OS, PFS, and ORR in ITT, Intermediate-Risk/
Poor-Risk, and Favorable-Risk Patients
With a minimum follow-up of 5 years, OS superiority 
was maintained with NIVO+IPI versus SUN in the ITT 
population (hazard ratio [HR], 0.72; 95% confidence 
interval [CI], 0.62-0.85). The median OS was 55.7 ver-
sus 38.4 months with NIVO+IPI versus SUN, respec-
tively, and the 5-year OS probability was greater with 
NIVO+IPI (48% vs 37%) (Fig. 1A). In intermediate-
risk/poor-risk patients, OS also remained superior with 
NIVO+IPI versus SUN, with a median OS of 47.0 ver-
sus 26.6 months, respectively (HR, 0.68; 95% CI, 0.58-
0.81), and 5-year OS probabilities of 43% versus 31%, 
respectively (Fig. 2A). In favorable-risk patients, the HR 
for OS was 0.94 (95% CI, 0.65-1.37). The median OS 
was 74.1 months with NIVO+IPI versus 68.4 months 
with SUN, and the 5-year OS probability was 63% with 
NIVO+IPI versus 55% with SUN (Fig. 3A). OS ben-
efits were observed with NIVO+IPI versus SUN in both 
intermediate-risk patients (HR, 0.74) and poor-risk pa-
tients (HR, 0.58) and in ITT patients regardless of tumor 
programmed death ligand 1 (PD-L1) expression status 
(<1%: HR, 0.77; ≥1%: HR, 0.57) (Fig. 4).

The HR for PFS with NIVO+IPI versus SUN was 
0.86 (95% CI, 0.73-1.01) in ITT patients and 0.73 (95% 
CI, 0.61-0.87) (Fig. 2B) in patients with intermediate-
risk/poor-risk disease. PFS benefits were observed in these 
patients, as demonstrated by greater 5-year PFS probabil-
ities with NIVO+IPI versus SUN in both populations 
(ITT, 30% vs 14%; intermediate-risk/poor-risk, 31% vs 

11%) (Figs. 1B and 2B). In patients with favorable-risk 
disease, the HR for PFS favored SUN (HR, 1.60; 95% 
CI, 1.13-2.26), yet the 5-year PFS probability was 26% 
with NIVO+IPI versus 21% with SUN (Fig. 3B).

The ORR was greater with NIVO+IPI versus SUN 
both in ITT patients (39% vs 32%) and in intermediate-
risk/poor-risk patients (42% vs 27%) (see Supporting 
Table 3). Among favorable-risk patients, the ORR was 
lower with NIVO+IPI versus SUN (30% vs 52%); how-
ever, a higher proportion of patients achieved a complete 
response (CR) with NIVO+IPI regardless of risk group 
(ITT population, 12% vs 3%; intermediate-risk/poor-
risk population, 11% vs 2%; favorable-risk population, 
13% vs 6%) (see Supporting Table 3). The median time 
to response was shorter with NIVO+IPI versus SUN (2.8 
months [Q1-Q3, 2.7-4.0 months] vs 4.0 months [Q1-
Q3, 2.8-5.6 months]), and the median DOR was longer 
(not reached vs 24.8 months) in the ITT population, with 
more ongoing responses at 5 years in those who received 
NIVO+IPI across risk groups (ITT population, 63% vs 
50%; intermediate-risk/poor-risk population, 64% vs 
50%; favorable-risk population, 59% vs 52%) (Figs. 1C, 
2C, and 3C; see Supporting Table 3). More ITT respond-
ers experienced a treatment-free interval without requir-
ing subsequent systemic therapy with NIVO+IPI (103 
of 216 patients; 48%) versus SUN (43 of 177 patients; 
24%).

Conditional Survival in ITT, Intermediate-Risk/
Poor-Risk, and Favorable-Risk Patients
In the NIVO+IPI arm, point estimates for the probabil-
ity of remaining alive for an additional 2 years (condi-
tional OS) were higher or stable at each subsequent year 
of survival after time zero (randomization) in ITT pa-
tients (randomization, 71%; year 1, 71%; year 2, 76%; 
year 3, 81%) and in intermediate-risk/poor-risk patients 
(randomization, 66%; year 1, 68%; year 2, 75%; year 3, 
79%), and remained high in favorable-risk patients (rand-
omization, 85%; year 1, 80%; year 2, 77%; year 3, 85%) 
(Fig. 5; see Supporting Table 4). Point estimates for 2-year 
conditional OS were also higher with NIVO+IPI versus 
SUN from the 3-year landmark regardless of IMDC risk 
group (ITT patients, 81% vs 72%; intermediate-risk/
poor-risk patients, 79% vs 72%; favorable-risk patients, 
85% vs 72%).

With NIVO+IPI, point estimates for 2-year con-
ditional PFS were higher or remained stable from time 
zero (randomization) at each subsequent year of sur-
vival in ITT (randomization, 37%; year 1, 66%; year 
2, 87%; year 3, 89%), intermediate-risk/poor-risk 
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No. at risk          
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HR (95% CI) 0.49 (0.35-0.68); P < .0001
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(randomization, 36%; year 1, 69%; year 2, 91%; year 
3, 90%), and favorable-risk (randomization, 38%; year 
1, 58%; year 2, 73%; year 3, 85%) patients (Fig. 5; see 
Supporting Table 4). At the 3-year landmark, point esti-
mates for conditional PFS were higher with NIVO+IPI 
versus SUN in ITT (89% vs 57%), intermediate-risk/
poor-risk (90% vs 62%), and favorable-risk (85% vs 
50%) patients. The probability of remaining in response 
with NIVO+IPI for an additional 2 years (conditional 
response) was also higher or remained stable from time 
zero (first response) according to point estimates at each 
subsequent year of survival in ITT (first response, 66%; 
year 1, 79%; year 2, 91%; year 3, 89%), intermediate-
risk/poor-risk (first response, 65%; year 1, 76%; year 2, 
92%; year 3, 90%), and favorable-risk (first response, 
71%; year 1, 91%; year 2, 89%; year 3, 85%) patients 
(Fig. 5; see Supporting Table 4). Point estimates for 
2-year conditional response from the 3-year landmark 
were higher with NIVO+IPI versus SUN regardless 
of IMDC risk group (ITT patients, 89% vs 63%; 
intermediate-risk/poor-risk patients, 90% vs 88%; 
favorable-risk patients, 85% vs 45%).

Conditional OS in Subgroups
Point estimates for conditional OS with NIVO+IPI 
varied to some extent across age groups in ITT patients 
at time zero yet were stable or consistently higher with 
NIVO+IPI at each subsequent year of conditional 
survival regardless of IMDC risk group, except for 
favorable-risk patients younger than 65 years (Fig. 6A; 
see Supporting Table 5). Point estimates for conditional 
OS with NIVO+IPI in ITT patients were similar re-
gardless of body mass index (BMI), grade ≥3 immune-
mediated adverse event (AE) experience, or tumor PD-L1 
expression and were either higher or stable at each sub-
sequent year of survival in each subgroup (Fig. 6B-D; 
see Supporting Table 5). Point estimates for conditional 
OS with NIVO+IPI in intermediate-risk/poor-risk pa-
tients were also higher or stable from time zero at each 
subsequent year of survival regardless of BMI, grade ≥3 
immune-mediated AEs, or tumor PD-L1 expression and 
generally remained high (approximately ≥80%) at 3 years 
in favorable-risk patients (see Supporting Table 5). Point 
estimates for conditional OS with NIVO+IPI remained 
high (>96%) in ITT patients who had a CR from all 

landmark timepoints assessed (Fig. 6E; see Supporting 
Table 5); similar trends were observed in patients who 
had a CR regardless of IMDC risk group (see Supporting 
Table 5). Point estimates for conditional OS with SUN 
were higher or remained stable at each subsequent year 
of survival from time zero across all subgroups among 
ITT and intermediate-risk/poor-risk patients, except for 
patients aged 75 years and older (see Supporting Table 6). 
Interestingly, point estimates for conditional OS with 
SUN decreased with subsequent years of survival across 
almost all subgroups in favorable-risk patients, except for 
those with tumor PD-L1 expression ≥1% and those who 
achieved a CR.

Durable Clinical Benefit
More patients achieved a CR and did not progress with 
NIVO+IPI (n = 53 of 550; 9.6%) versus SUN (n = 13 
of 546; 2.4%). Among complete responders without pro-
gression, baseline characteristics were largely similar to 
those of ITT patients in the NIVO+IPI arm. However, 
a higher proportion of complete responders without pro-
gression in the SUN arm had just 1 site with target/non-
target lesions at baseline (5 of 13 patients [38%] vs 118 of 
546 patients [22%]), and more had favorable-risk disease 
(6 of 13 patients [46%] vs 124 of 546 patients [23%]) 
compared with ITT patients; none of the complete re-
sponders without progression had poor-risk disease in the 
SUN arm (see Supporting Table 1).

Few patients discontinued treatment because 
of maximum clinical benefit in either treatment arm 
(NIVO+IPI, n = 18; SUN, n = 7) (see Supporting 
Fig. 1). Among this small subgroup, all 18 patients in 
the NIVO+IPI arm, versus 4 patients in the SUN arm, 
achieved an objective response: 5 versus 2 patients had 
CRs, respectively; 13 versus 2 patients had a partial re-
sponse, respectively; and zero versus 3 patients had sta-
ble disease, respectively. The median duration of study 
therapy among these patients was 32.8 months (Q1-
Q3, 24.2-45.1 months) in the NIVO+IPI arm and 7.8 
months (Q1-Q3, 6.5-19.1 months) in the SUN arm.

Safety and HRQoL
Comparable overall rates of treatment-related AEs of any 
grade occurred with NIVO+IPI (515 of 547 patients; 
94%) versus SUN (522 of 535 patients; 98%) with 

FIGURE 1.  (A) Overall survival (OS), (B) progression-free survival (PFS), and (C) duration of response (DOR) are illustrated according 
to an independent radiology review committee using Response Evaluation Criteria in Solid Tumors, version 1.1, among patients in 
the intent-to-treat group. CI indicates confidence interval; HR, hazard ratio; NE, not estimable; NIVO+IPI, nivolumab plus ipilimumab; 
NR, not reached; SUN, sunitinib.
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No. at risk         
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extended follow-up (see Supporting Table 7). However, 
fewer grade 3 and 4 treatment-related AEs were reported 
in patients who received NIVO+IPI versus SUN (48% vs 
64%). Treatment-related AEs leading to discontinuation 
occurred in 127 patients (23%) in the NIVO+IPI arm 
and 70 patients (13%) in the SUN arm. The overall inci-
dence of treatment-related, select (potentially immune-
mediated) AEs with NIVO+IPI (see Supporting Table 7) 
was similar to previous reports.12 In total, 162 of 547 pa-
tients (30%) treated with NIVO+IPI received corticos-
teroids (≥40 mg prednisone daily or equivalent [PDE]) 
to manage any-grade, treatment-related, select AEs, as 
reported within 30 days of the last dose of NIVO+IPI; 
108 patients (20%) received ≥40 mg PDE continuously 
for ≥2 weeks, and 56 (10%) received ≥40 mg PDE con-
tinuously for ≥30 days.

With 5 years of follow-up, the overall difference 
in the mean change from baseline between treatment 
arms was statistically significant in favor of NIVO+IPI 
according to the National Comprehensive Cancer 
Network Functional Assessment of Cancer Therapy-
Kidney Symptom Index total and disease-related 
symptoms subscale scores (P <  .05) in both ITT pa-
tients and intermediate-risk/poor-risk patients (see 
Supporting Table 8).

DISCUSSION
With a minimum 5 years of follow-up in CheckMate 
214, NIVO+IPI demonstrated long-term efficacy ben-
efits versus SUN in ITT patients, establishing new 
benchmarks for the magnitude and durability of ben-
efits possible using first-line, immunotherapy-based 
combinations for patients with aRCC. Notably, OS 
benefits with NIVO+IPI versus SUN were observed in 
the ITT population and in both IMDC intermediate-
risk and poor-risk subgroups. Median OS was reached 
with NIVO+IPI in ITT patients for the first time and 
was numerically longer for the NIVO+IPI arm ver-
sus the SUN arm regardless of IMDC risk group. In 
addition, the ORR was higher in ITT patients, and 
the DOR was notably longer with NIVO+IPI versus 
SUN regardless of IMDC risk group. PFS probabili-
ties appeared to stabilize above approximately 30% 
for both ITT patients and intermediate-risk/poor-risk 

patients after 3 years. Although the ORR was higher 
with SUN among favorable-risk patients, 5-year OS, 
PFS, and CR rates and DOR probabilities were all nu-
merically higher with NIVO+IPI versus SUN in this 
subgroup. The proportion of patients who maintained 
a CR with NIVO+IPI was also relatively high versus 
SUN, yet responses were durable in those who had a 
CR in both treatment arms. In addition, approximately 
one-half of all responders experienced a treatment-free 
interval without initiating subsequent therapy in the 
NIVO+IPI arm. The overall incidence of treatment-
related AEs remained consistent with previous reports, 
and no new safety signals emerged.2,12 Together with 
improved efficacy and safety benefits, NIVO+IPI 
treatment led to fewer symptoms and better HRQoL 
outcomes compared with SUN, further substantiat-
ing the long-term benefits of NIVO+IPI for patients 
with aRCC. Of note, 75% of treated patients in the 
NIVO+IPI arm discontinued therapy by approximately 
22 months, in alignment with the protocol amendment 
allowing for optional discontinuation of study treat-
ment after 2 years; this approach has become common 
in clinical practice. However, the optimal duration of 
immunotherapy remains an important clinical question 
and continues to be investigated.

Conditional survival analyses estimate the prob-
ability of remaining event free (ie, remaining alive, 
progression free, or in response) for a defined period 
of time beyond reaching a landmark study milestone. 
These analyses are a novel, clinically relevant method 
to predict continued survival and response benefits as 
patients reach or exceed annual landmarks, thus pro-
viding meaningful insights for clinicians and patients.10 
In our analysis, point estimates for conditional OS with 
NIVO+IPI were higher or remained stable at each sub-
sequent year of survival between randomization and the 
3-year landmark in ITT and intermediate-risk/poor-
risk patients, and point estimates for conditional OS 
were higher for NIVO+IPI versus SUN at 3 years re-
gardless of IMDC risk group. In favorable-risk patients, 
conditional OS in those who received NIVO+IPI re-
mained high over time, whereas conditional point esti-
mates mostly declined with subsequent years of survival 
in those who received SUN. These data highlight that 

FIGURE 2.  (A) Overall survival (OS), (B) progression-free survival (PFS), and (C) duration of response (DOR) are illustrated 
according to an independent radiology review committee using Response Evaluation Criteria in Solid Tumors, version 1.1, in patients 
with intermediate-risk/poor-risk renal cell carcinoma according to the International Metastatic Renal Cell Carcinoma Database 
Consortium. CI indicates confidence interval; HR, hazard ratio; NE, not estimable; NIVO+IPI, nivolumab plus ipilimumab; NR, not 
reached; SUN, sunitinib.
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survival benefits with NIVO+IPI are largely dura-
ble with extended follow-up, regardless of IMDC risk 
group. Furthermore, point estimates for conditional OS 
were higher or remained steady at each subsequent year 
of survival with NIVO+IPI in ITT patients stratified by 
age, BMI, grade ≥3 immune-mediated AEs, and tumor 
PD-L1 expression and remained consistently high in 
patients who achieved a CR, indicating that none of 
these baseline characteristics precluded patients from 
achieving durable survival benefits with NIVO+IPI.

The conditional survival analyses presented here 
only considered patients who were alive, progression 
free, or in response at a certain landmark timepoint, 
thus excluding those who died or were censored before 

the landmark time. In addition, these analyses were 
post hoc and descriptive and were intended to provide 
relevant information for possible scenarios that physi-
cians and patients face, but not for inferential purposes. 
Limitations of the conditional survival analyses re-
ported in this study include the increasingly small ITT 
patient numbers as the 3-year landmarks were reached 
in the SUN arm and at later timepoints within some 
subgroups in both arms. Furthermore, because the con-
ditional survival analyses were exploratory in nature, ad-
ditional findings from other phase 3 prospective studies 
are needed to confirm the treatment effects reported in 
this analysis. Further investigation of long-term efficacy 
in patients with aRCC treated with a first-line tyrosine 

FIGURE 3.  (A) Overall survival (OS), (B) progression-free survival (PFS), and (C) duration of response (DOR) are illustrated 
according to an independent radiology review committee using Response Evaluation Criteria in Solid Tumors, version 1.1, in patients 
with favorable-risk renal cell carcinoma according to the International Metastatic Renal Cell Carcinoma Database Consortium. CI 
indicates confidence interval; HR, hazard ratio; NE, not estimable; NIVO+IPI, nivolumab plus ipilimumab; SUN, sunitinib.

FIGURE 4.  Subgroup analysis of overall survival is illustrated in intent-to-treat patients. Note that hazard ratios (HRs) were not 
computed for subset categories that included <21 patients per treatment group. CI indicates confidence interval; IMDC, International 
Metastatic Renal Cell Carcinoma Database Consortium; mOS, median overall survival; N Europe, northern Europe; NE, not estimable; 
NIVO+IPI, nivolumab plus ipilimumab; PD-L1, programmed death ligand 1; SUN, sunitinib; W Europe, western Europe.
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kinase inhibitor who subsequently receive either im-
munotherapy or antiangiogenic therapy in the refrac-
tory setting would help to shed light on which patient 
populations are likely to experience durable outcomes. 
Finally, it is important to point out that although base-
line characteristics for this patient subgroup were largely 
balanced at the start of the trial, there may be imbalances 
in some clinical characteristics for those patients who 
remained alive at the landmark timepoints assessed, po-
tentially affecting outcomes in the conditional survival 

analyses. Along these lines, the natural history of disease 
for patients with aRCC may vary considerably, depend-
ing on the biology of individual disease and the behavior 
of the tumor (aggressive vs indolent), both underlying 
the patient’s response to therapy and also potentially af-
fecting conditional survival outcomes.15

In summary, the current results establish the du-
rability of clinical benefit observed with NIVO+IPI 
over SUN in patients who have aRCC after a minimum 
follow-up of 5 years. In addition, results from the first 

FIGURE 5.  (A) Conditional overall survival (OS), (B) conditional progression-free survival (PFS), and (C) and conditional responses 
are illustrated among patients in the intent-to-treat (ITT) group, patients who had International Metastatic Renal Cell Carcinoma 
Database Consortium (IMDC) intermediate-risk/poor-risk disease, and patients who had IMDC favorable-risk disease. X-axes indicate 
the landmark time from randomization (conditional OS and PFS) or the landmark time from the first confirmed response (conditional 
response). Error bars indicate 95% confidence intervals. OS, PFS, and response probabilities were conditioned on the time alive, the 
time progression-free, or the time in response after time zero. NIVO+IPI indicates nivolumab plus ipilimumab; SUN, sunitinib.
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long-term conditional survival analyses in CheckMate 
214 show that most patients who remain alive or in 
response at the 3-year landmark will remain alive or in 
response at 5 years with NIVO+IPI. These data provide 
a new prognostic framework critical to the improved 
clinical management of patients with aRCC in the cur-
rent era.
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