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Background:

Patients (pts) who undergo resection of renal cell carcinoma (RCC) with curative intent
remain at risk for disease relapse. We conducted a phase Ill, double-blind, placebo
(PB)-controlled, intergroup study to determine the effect of adjuvant treatment with
the mTOR inhibitor everolimus (EVE) on recurrence-free survival (RFS).

Methods:

Pts with treatment-naive, non-metastatic, fully-resected RCC at intermediate high- (pT1
G3-4 NO to pT3a G1-2 NO) or very high-risk (pT3a G3-4 to pT4 G-any or N+) for
recurrence were randemized 1:1 to EVE 10 mg PO daily x 54 weeks or PB within 12
weeks of radical or partial nephrectomy. Randomization was stratified by risk group,
histology (clear vs. non-clear cell), and performance status (0 vs. 1). RFS was the



primary end point; secondary endpoints included overall survival (US) and adverse
events (AEs). The study was designed to detect an 18% reduction in the risk of RFS
with EVE compared to PB, corresponding to an improvement of median RFS from 6.75
(based on E2805 ASSURE) to 8.23 years. Final analysis, using a stratified logrank test,
was 1o occur after 804 total events or by 3/2022, whichever occurred first.

Results:

Between 4/2011 and 9/2016, 1545 pts were randomized to EVE (n = 775) or PB (n =
770). Overall pt characteristics included: intermediate high-/very high-risk 45%/55%;
clear cell/non-clear cell 83%/17%. The DSMC recommended study continuation after
each of 4 pre-specified interim analyses. 556 DFS events among 1499 eligible pts
occurred by the time of final study analysis on 2/23/2022. The median follow-up was
76 months. RFS was improved with EVE vs. PB (HR 0.85, 95% Cl, 0.72 — 1.00; P;_gjgeq=
0.0246), narrowly missing the pre-specified, one-sided significance level of 0.022
which accounted for interim analyses. Median RFS was not reached; the 6-year RFS
estimate was 64% for EVE and 61% for PB. RFS improvement with EVE vs. PB was
observed in the very high-risk group (HR 0.79, 95% 0.65-0.97; Py.gigeg= 0.011) but not in
the intermediate high-risk group (HR 0.99, 95% CI 0.73-1.35, Py.sigeg= 0.48) (P for
interaction = 0.22). With 290 deaths, OS was similar between arms (HR 0.90, 95% CI,
0.71 = 1.13; Pi_siges= 0.178). Fewer pts completed all 54 weeks of study treatment in
the EVE group (45% v 69%). In the EVE group, 37% withdrew due to AEs (vs 5% in PB).
Grade 3-4 AEs occurred in 46% of pts treated with EVE and 11% with PB. The most
common grade 3-4 AEs were mucositis (14% v 0%), hypertriglyceridemia (11% vs. 2%),
and hyperglycemia (5% vs. 0%).

Conclusions:

Adjuvant EVE improved RFS in RCC pts after nephrectomy, but the nominal
significance level was narrowly missed. The RFS improvement was seen despite a
high rate of early treatment discontinuation. A 21% improvement in RFS with EVE was
observed in pts with very high-risk disease, a group for whom adjuvant therapy may be
most relevant. Clinical trial information: NCT01120249.
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Background:

Among patients (pts) with untreated aRCC in the CheckMate 9ER trial, superior
progression-free survival (PFS; hazard ratio [HR], 0.56) and overall survival (OS; HR,
0.70) were maintained, and objective response and complete response (CR) rates were
doubled for nivolumab plus cabozantinib (N+C) vs sunitinib (SUN) with extended 25.4
mo minimum (32.9 mo median) follow-up. This exploratory analysis evaluated the
relationship between DepOR and clinical outcomes in CheckMate 9ER

Methods:

Eligible pts received N (240 mg) every 2 weeks plus C (40 mg) once daily or SUN (50
mg once daily; 4 weeks of each 6-week cycle). In this analysis, DepOR subgroups were
based on best overall response (blinded independent central review [BICR] per RECIST
v1.1) and best tumor reduction threshold, as follows: CR; partial response subdivided
by a tumor reduction of 280%-<100% (PR1); 260%-<80% (PR2); or 230%-<60% (PR3);
stable disease (SD); and progressive disease (PD). PFS (per BICR) and 0S by DepOR
subgroups were analyzed after a 6-mo post-randomization landmark. Treatment-
related adverse events (TRAEs) were assessed in DepOR subgroups.



Results:

0f 323 and 328 pts randomized to N+C or SUN, 236 and 157 pts were progression-free
and alive and 293 and 253 pts were alive at the 6-mo landmark and were categorized
by DepOR subgroup. Overall, greater proportions of pts receiving N+C had deeper
responses vs SUN (CR, PR1, PR2; Table). Deeper responses with N+C were associated
with improved 12-mo PFS rate vs SUN for CR (94.9% vs 82.4%), PR1 (81.3% vs 37.5%),
and PR2 (72.1% vs 53.2%). In both arms, increasingly deeper response led to better 0S
outcome; yet OS rates and medians were comparable between arms for CR, PR1, PR2,
and PR3 (Table). No meaningful patterns for overall TRAE rates by DepOR subgroup
were identified in either arm

Conclusions:
In CheckMate 9ER, more pts receiving N+C achieved deeper responses vs SUN. Deeper

responses were generally associated with improved PFS and 0S. Clinical trial
information: NCT03141177

12 Median 18 Median 12 Median 18 Median
morate, (95% CI), morate, (95% CI), morate, (95% Cl), morate, (95% CI),
mo %° mo %0 mo %° mo

s be

CR 40 949 (260 40 975 (NE 17 824 (159 17 100 (302
NE) NE) NE) NE)
243 NR 6.5 NR
PR1 32 813 (170- 33 970 (289- 8 375  (09- 9 100 (19.7-
NE) NE) NE) NE)
2438 NR 12.0 NR
PR2 37 721 (13.4- 38 83.5 (31.7- 18 53.2 (7.9- 18 88.2 (NE-
NE) NE) NE) NE)
104 NR 159 NR
PR3 62 467 (55- 69 783 (30.5- 45 570 (68- 49 753  (25.1-
14.0) NE) 21.6) NE)
6.3 28.7 5.2 NR
sD 65 335 (4.0- 99 59.6 (17.8- 69 226 (3.7- 123 68.0 (24.6—
10.6) NE) 6.7) NE)
10.1 13.7
PD 0 - - 14 357  (4.8- 0 - - 37 391  (64-
25.1) 18.6)

3At the 6 mo landmark. °12 mo PFS rate is presented due to low patient numbers at
later timepoints, ©12 mo and 18 mo rates are from 6 mo landmark.Cl, confidence
interval; NE, not evaluable; NR, not reached
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compare favorable, intermediate, and poor risk OS outcomes within treatment groups. Overall

response rates (ORR) and complete response (CR) rates were calculated based on physician



assessment of best clinical response

Results:

In total, 692 patients received IPI-NIVO, 244 received IOVE, and 7152 received VEGF-TT.
Baseline characteristics for IPI-NIVO, IOVE, and VEGF-TT, respectively, were as follows: median
age (interquartile range) 63 (56-69), 64 (57-70), and 63 (56-70); male 72%, 74%, and 72%
(p=0.74); non-clear cell histology 15%, 10%, and 13% (p=0.15); sarcomatoid features 24%,
15%, and 13% (p<0.0001); brain metastasis 8%, 4%, and 8% (p=0.04); liver metastasis 18%,
14%, and 18% (p=0.17); underwent nephrectomy 61%, 79% and 809% (p<0.0001). OS and ORR
are reported in the table. P-values (log rank) for OS between risk groups were significant for
IPI-NIVO (p<0.0001), IOVE (p=0.0005), and VEGF-TT (p<0.0001).

Conclusions:

These findings provide real-world survival and response benchmarks for contemporary first-
ine mMRCC treatments and could be helpful for patient counselling. In addition, these findings
mirror the efficacy of combination therapies established in clinical trials against VEGF-TT
monotherapy. IMDC criteria continue to risk stratify patients in these novel combination

therapies
IPI-NIVO n=692 10VE n=244 VEGF-TT n=7152
IMDC Favorable*  Intermediate Poor Favorable  Intermediate Poor Favorable  Intermediate
Risk
n 66 399 227 81 117 46 1290 3977
(%) (10) (58) (33) (33) (48) (19) (18) (56)
12- 94% 84% 60% 98% 91% 82% 92% 75%
month
0s
18- 90% 77% 49% 94% 85% 75% 84% 64%
month
0s
CR (%) 4/55 16/342 /186 5/72 4/100 0/39 39/1160 121/3446
(7) (5) 2) @ (4) (U] (3 (4)
ORR 24/55 139/342 61/186 44172 59/100 17/39 456/1160 1156/3446
(%)
(44) a1) (33) (61 (59) (44) (39) (34)

*IPI-NIVO is not indicated in favorable risk patients and must be interpreted with caution
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In CM 214, when compared to sunitinib (S), nivolumab plus ipilimumab (N+1) was
associated with both clinical benefit and improved HRQoL as first-line treatment for
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4502 association between HRQoL and clinical outcomes in aRCC pts.

Methods:

I/P-risk population included 425 and 422 pts in the N+l and S arms, respectively.
HRQoL was assessed using the FKSI-19 (Total Score and Disease Related Symptoms
[DRS]). Three separate analyses (A, B, and C) were conducted. A: Changes in individual
item scores from baseline to last assessment prior to progression were descriptively
assessed. B: For each FKSI-19 score, multivariable Cox regression, adjusted for
treatment and stratification factors, was used to evaluate the prognostic significance
of baseline and time-dependent HRQoL scores in separate models. Hazard ratios (HR)
were calculated based on the risk of death per improvement in HRQoL scores, defined
using the clinically meaningful change threshold (5 points for FKSI-19 Total and 3
points for DRS). Pts with overall survival (0S) events were censored if their survival
event was not within 12 weeks of the last available HRQoL assessment. C: The
association between HRQoL change status (ie, improvement or maintenance vs.
worsening from baseline in the FKSI-19 Total Score), irrespective of treatment arm,
and 0S was further assessed using a landmark analysis at the month 6 (mo-6)
landmark. Additional landmark time points were explored in sensitivity analysis.

Results:

Items related to fatigue and perceived bother of the side-effects of treatment had the
largest percentage of pts worsening prior to progression. In both baseline and time-
dependent HRQoL analyses, OS was independently associated with both HRQoL
measures. Higher (better) baseline scores were associated with significantly reduced
risk of death (HR [95% CI] for FKSI-19 Total Score and DRS was 0.83 [0.80-0.87] and
0.80 [0.76-0.84], respectively). Every 5-point increase (improvement) in FKSI-19 Total
Score and 3-point increase in DRS was associated with a 31% decreased risk of death
(P<0.01). At mo-6, 301 pts showed improvement or maintenance in HRQoL. Pts with
improved/stable HRQoL had a 52% reduction in risk of death compared to pts who had
worsened (HR 0.48 [95% CI: 0.39-0.59]).

Conclusions:

Results demonstrate there is an association between HRQoL and clinical outcomes in
CM 214. Baseline HRQoL scores are a potential predictor for survival in aRCC, and
HRQoL changes are informative for pts’ expected survival. HRQoL change status at
mo-6 was significantly and positively associated with subsequent survival. Thus,
patient-reported outcomes may be useful for both describing pt experience in clinical
trials and providing valuable clinical insights during routine practice. Clinical trial
information: NCT02231749.
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Background:

New drug combinations are required in advanced clear cell renal cancer (RCC). These
potentially include MET inhibition with savolitinib (S) or CTLA-4 inhibition with
tremelimumab (T). In this study these agents were given alone or in combination with
the PD-L1 inhibiter durvalumab (D).

Methods:

A multinational open-label randomised phase Il study assigning patients to one of D, S,
DT or DS was performed. Patients with RCC, who had previously received VEGF
targeted therapy but not immune checkpoint inhibitors or MET inhibitors were
included. Confirmed response rate (cRR) was the primary endpoint. A response rate of
at least 50% was required for further exploration, The S arm was closed early due to a
lack of efficacy. DNA alterations were measured using Foundation One and PD-L1
analysis was performed with SP263. This abstract details the pre-planned 12-month
interim analyses after the cohort completed randomisation.

Results:

Between 2017 and 2021, 139 patients were randomised (D N=39, S N=22, DT N=39, DS
N=39). The median age was 62 years (range: 28 - 85). ¢RRs for the 4 arms were
D=10%, S=5%, DT=28%, DS=13%, which did not meet the primary objective. cRRs in the
MET-driven patients (N=17) were D=0% (0/7), S=0% (0/2), DT=50% (1/2), DS=17%
(1/6). cRRs in PD-L1+ves for DT and D were 14% (1/7) and 33% (2/6) respectively. 12-
month progression-free survival (PFS) rates were D=26% (80% confidence interval [CI]:
17% - 36%), $=21% (80% Cl: 10% - 35%), DT=33% (80% Cl: 24% - 43%), DS=17% (80% CI:
10% - 26%). Median overall survival for D=26.1 (80% Cl: 16.2 - 32.0) months, S=23.1
(80% Cl: 20.6 - 29.7) months, DT=21.9 (80% Cl: 16.3 = 31.5) months, DS=16.1 (80% CI:
10.3 - 18.8) months. There was 1 treatment related death in the DT arm. Of the 136
patients who received treatment, grade 3 or more treatment related adverse events
occurred in D=10% (4/39), 5=26% (5/19), DT=23% (9/39), DS=23% (9/39)
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Results: ’

A total of 4,369 patients were identified- 36.4% (n=1589) had undergone CN. Among
patients who got CN, 85.3% were treated with upfront surgery while 13.8% received prior
systemic therapy (P = 0.001). The study population was predominantly Caucasian (89.2%)

Abstract# 359

and male (70.6%). Patients who underwent CN were younger (median age 61 vs. 65 years, P clration: nggggu];?f:'
= <0.001). Large primary tumors and clinically node-negative status were associated with abstr 359)
higher odds of CN (T4 disease - odds ratio (OR) for 1.49, 95% CI 1.13-3.44, P = 0.03; cNO

disease - OR 1.56, 95% CI 1.23-4.56, P = 0.04). OS after 1 year was significantly higher in pot: 10.12004C0.2
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patients who underwent CN (66.8% vs 33.2%. P <0.001). On multivariate analysis, CN was o

independently predictive of improved OS with a hazard ratio (HR) of 0.53 and 95% Cl 0.41-
0.68, P <0.001.

Conclusions:

In this large retrospective analysis, CN was associated with improved OS among patients
with mRCC receiving ICl-based therapies. Our findings suggest that despite recent advances
in systemic therapies for mRCC, CN retains an important role in carefully selected patients.

Univariate Multivariate

Variable HR for p- HR for p-
mortality value mortality value
(95% Cl) (95% CI)

ICI +CNvs. 0.42 (0.36- 0.53(0.41-

0.001 <0.001



ICl alone 0.47) 0.68)

Age group
(51-65 vs. 18 Lo 0.001 b <0.001
I 0.72) : 090) '
35y)
. 1.45(1.19- 1.24(1.01-
AA vs. White 0.001 0.03
1.76) 1.52)
=2vs.0 1.30(1.15- 1.24(1.06-
o 0.001 0.0001
comorbidities 1.52) 1.46)
Median
annual
) 1.44(1.20- 1.30(1.08-
income 172) 0.001 157) 0.004
<$30,000 vs. ’ ‘
>$46,000

» DOI: 10.1200/JC0.2022.40.16_suppl.4509

ABSTRACT 4511 :
« ASCO Link - https://meetings.asco.org/abstracts-presentations/207886

A phase 1b/2 study of batiraxcept (AVB-S6-500) in combination with cabozantinib in patients with advanced or metastatic
clear cell renal cell (ccRCC) carcinoma who have received front-line treatment (NCT04300140).
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Poster Background:

3

AXL is up-regulated by hypoxia-inducible factor-1 signaling in both VHL-deficient and
hypoxic tumor cells and plays a critical role in the metastatic phenotype of ccRCC.
Batiraxcept is a recombinant fusion protein containing an extracellular region of
human AXL combined with the human immunoglobulin G1 heavy chain (Fc),
demonstrating highly potent, specific AXL inhibition.

Methods:

Batiraxcept at doses of 15 and 20 mg/kg, plus cabozantinib 60 mg daily, was
evaluated using a 3+3 dose escalation study design. The primary objective was safety;
secondary and exploratory objectives included identification of the recommended
phase 2 dose (RP2D), overall response rate (ORR), and duration of response (DOR).
Correlation of serum soluble AXL (sAXL)/GAS6 with ORR was evaluated. Key eligibility
criteria include previously treated (2L+) ccRCC patients; prior treatment with
cabozantanib was not allowed. SAXL/GAS6 was evaluated at baseline.

Results:

Data as of 4-February-2022, Phase 1b enrolled 26 patients, 16 patients treated with 15
mg/kg and 10 patients with 20 mg/kg dose of batiraxcept. Baseline characteristics:
median age 60 (40-81); male 22 (85%); median prior line of therapy 1 (1-5); IMDC risk
group of favorable 6 (23%); prior VEGF inhibitor 15 (58%); 100% with prior
immunotherapy. At median follow up of 4.9 months, 92% (n=24) patients remained on
the study. No dose limiting toxicities were observed at either 15 mg/kg or 20 mg/kg
dose. Batiraxcept and cabozantinib related adverse events (AEs) occurred in 17
subjects (65%). Most common related AE include decreased appetite 31% (n=8),
diarrhea and fatigue 23% (n=6). Grade 3 related AEs occurred in 4 patients (15%)
including diarrhea, thromboembolism, hypertension, small bowel obstruction, and
thrombocytopenia (n=1, 4% each) being most common. No grade 4 or 5 related AEs
were observed. The ORR was 46% (n=12, partial response [PR]; Table). No patients had
primary progressive disease. Among the patients who had baseline sAXL/GAS6 ratio
of = 2.3, the ORR was 67% (12/18). Regardless of baseline sAXL/GAS6 ratio, 3-month



VUK was 1UU%; ana b-month progression Iree survival was /9%. satiraxcept FK levels
were similar across both doses and GAS6 levels suppressed through the dosing
period.

Conclusions:

Batiraxcept plus cabozantinib is well tolerated. The RP2D of batiraxcept was identified
as 15 mg/kg. Early efficacy signals were observed including 100% DOR at 3 months.
Baseline sAXL/GAS6 may serve as a potential biomarker to enrich the population.
Clinical trial information: NCT04300140.

Batiraxcept Batiraxcept

Entire cohort 15 mg/kg cohort 20 mg/kg cohort

N=26 (%) N=16 (%) N=10 (%)
ORR (confirmed + unconfirmed) 12 PR (46) 9 PR (56) 3PR(30)
DOR (3-month) 26 (100) 26 (100) Not reached
Any grade-related AEs 17 (65) 11 (69) 6 (60)
Grade 23 related AEs 4(15) 2(13) 2 (20)

This material on this page is @2022 American Society of Clinical Oncology, all rights
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Background:

The randomized, double-blind, phase 3 KEYNOTE-564 study (NCT03142334) met its
primary end point of disease-free survival with adjuvant pembrolizumab versus
placebo after nephrectomy in patients with localized RCC who are at increased risk for
recurrence. Extended follow-up (30-month median follow-up) continued to support the
benefit of adjuvant pembrolizumab. We describe additional efficacy analyses of time
to first subsequent drug treatment or any-cause death (TFST) and time from
randomization to progression on next line of therapy or any-cause death (PFS2)

Methods:

Patients with histologically confirmed clear cell RCC, with intermediate-high or high
risk for recurrence (pT2, grade 4 or sarcomatoid, N0, MO; or pT3-4, any grade, NO MO;
or pT any stage, any grade, N+ M0) after nephrectomy, or after nephrectomy and
resection of metastatic lesions (M1 NED), were randomly assigned 1:1 to receive
pembrolizumab 200 mg IV or placebo Q3W for up to 17 cycles (1 y). Exploratory
analyses of TFST and PFS2 were conducted. The Kaplan-Meier method was used to

octimate TFQT and PFR? Hazard ratine (HR<) wara actimatad neinn a Mnv ranroecinn
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model.

Results:

0Of 994 patients, 496 were randomly assigned to receive pembrolizumab and 498 to
placebo. Median time from randomization to the data cutoff date (June 14, 2021) was
30.1 months (range, 20.8-47.5). Overall, 67 patients (13.5%) in the pembrolizumab
group and 99 patients (19.9%) in the placebo group received 21 line of subsequent
anticancer drug therapy. Of patients who received z1 line of subsequent drug therapy,
most in the pembrolizumab group (90.0% [60/67]) and placebe group (85.9% [85/99])
received a VEGF/VEGFR-targeted therapy; 23.9% of patients (16/67) in the
pembrolizumab group and 59.6% (59/99) in the placebo group received an anti-PD-
1/PD-L1 agent. Seventy-seven TFST events were observed in the pembrolizumab
group; 110, in the placebo group. Compared with placebo, adjuvant treatment with
pembrolizumab delayed TFST (HR, 0.67; 95% CI, 0.50-0.90; medians not reached). A
total of 108 PFS2 events were observed, 40 (8.1%; 12 death events and 28 progression
events) in the pembrolizumab group and 68 (13.7%; 14 death events and 54
progression events) in the placebo group. PFS2 was also delayed with pembrolizumab
compared with placebo (HR, 0.57; 95% Cl, 0.39-0.85; medians not reached).

Conclusions:

Treatment with adjuvant pembrolizumab reduced risk for TFST and PFS2 compared
with placebo. Results of this exploratory analyses suggest sustained clinical benefit of
adjuvant pembrolizumab and support the use of adjuvant pembrolizumab after
nephrectomy as standard of care for patients with localized RCC at increased risk for
recurrence. Clinical trial information: NCT03142334
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Background:

The randomized, open-label, phase 3 KEYNOTE-426 study (NCT02853331) met its
primary and key secondary end points of improved 0S, PFS, and ORR with pembro +
axi versus sunitinib as first-line treatment for patients with advanced ccRCC. Extended
follow-up (42.8-mo median follow-up) continued to show the superior efficacy of
pembro + axi versus sunitinib in this patient population. We describe the results of
PFS2 for all randomly assigned patients and across IMDC risk categories.



Methods:

Treatment-naive patients with advanced ccRCC, Karnofsky Performance Status Scale
score 270% and measurable disease per RECIST v1.1 were randomly assigned 1:1 to
receive pembro 200 mg IV every 3 weeks for up to 35 doses (2 y) + axi 5 mg orally
twice daily or sunitinib 50 mg orally once daily on a 4-wk on/2-wk off schedule. The
end point of this exploratory analysis was PFS2, defined as time from randomization
to progression after first subsequent therapy or any-cause death. The Kaplan-Meier
method was used to estimate PFS2 and hazard ratios were estimated using a Cox
regression model.

Results:

0Of 861 patients, 432 were assigned to receive pembro + axi; 429, to sunitinib. Median
time from randomization to the database cutoff date (January 11, 2021) was 42.8 mo
(range, 35.6-50.6). Overall, 47.2% of patients (204/432) in the pembro + axi arm and
65.5% of patients (281/429) in the sunitinib arm received 21 line of subsequent
anticancer therapy. For patients who received subsequent therapy, anti-PD-1/PD-L1
agents were the first subsequent treatment for 11.3% of patients (23/204) in the
pembro + axi arm and 54.8% of patients (154/281) in the sunitinib arm. In the pembro
+ axi arm, 82.8% of patients (169/204) received a VEGF/VEGFR inhibitor as first
subsequent therapy, as did 43.4% (122/281) in the sunitinib arm. PFS2 results are
displayed in the Table.

Conclusions:

In this exploratory analysis, PFS2 was longer for patients randomized to pembro + axi
compared to sunitinib. Results were consistent across IMDC risk groups. These data
support use of pembro + axi for the first-line treatment of patients with advanced
ccRCC. Clinical trial information: NCT02853331.

IMDC
ITT IMDC favorable risk intermediate/poor risk|

Pembro Pembro + Pembro +
+axi Sunitinib axi Sunitinib axi Sunitinib
N=432 N=429 n=138 n=131 n=294 n=298

Received 21

line of
subsequent 204 281 64 87 140 194
anticancer (47.2) (65.5) (46.4) (66.4) (47.6) (65.1)
therapy, n
(%)
. Y 40.1 27.7 46.0 39.9 3281 20.1
::J:')';:z(";: (34.9-  (23.1- (438 (335  (27.9-  (159-
' 43.8) 29.9) toNR)  to NR) 39.3) 25.1)
0.63 0.68 0.62
HR (95% CI) (0.53- (0.47- (0.51-
0.75) 0.98) 0.76)
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Impact of subsequent therapies in patients (pts) with advanced renal cell carcinoma (aRCC) receiving lenvatinib plus
pembrolizumab (LEN + PEMBRO) or sunitinib (SUN) in the CLEAR study.
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Background:

In the open-label, randomized, phase 3 CLEAR study, LEN + PEMBRO had significant
PFS (primary endpoint) and OS (key secondary endpoint) benefits over SUN among pts
with aRCC in the 1L setting (Motzer 2021, NEJM). We evaluated PFS on next-line
therapy (“PFS2") and explored the effect of subsequent anticancer therapy on 0S in
the LEN + PEMBRO and SUN treatment arms of CLEAR.

Poster #:
6

Methods:

PFS2 was defined as time from randomization to disease progression (as assessed by
investigator) on next-line treatment or death from any cause (whichever occurred
first). PFS2 was evaluated in all pts randomly assigned to LEN 20 mg orally QD +
PEMBRO 200 mg IV Q3W (n=355) or SUN 50 mg orally QD (4 wks on/2 wks off)
(n=357) using Kaplan-Meier estimates, and compared between treatment arms via a
log-rank test stratified by geographic region and MSKCC prognostic groups. The HR
and corresponding Cl were estimated using the Cox regression model with Efron’s
method for ties, using the same stratification factors. A post hoc analysis accounting
for the effect of subsequent anticancer therapy on 0S8 (time from randomization to
death from any cause) in the LEN + PEMBRO and SUN arms using 2-stage estimation
was conducted.

Results:

Among pts who received subsequent anticancer therapy in the LEN + PEMBRO (n=117
pts) and SUN (n=206 pts) arms (Table), median time to next-line therapy was 12.2 mos
(range 1.45-37.36) and 6.4 mos (range 0.39-28.52), respectively. Median duration of
first subsequent anticancer therapy was 5.2 mos (range 0.10-30.23) in the LEN +
PEMBRO arm and 6.8 mos (range 0.03-30.72) in the SUN arm. Among all pts, PFS2
was longer with LEN + PEMBRO than with SUN (median not reached vs 28.7 mos; HR,
0.50; 95% Cl 0.39-0.65; nominal P<0.0001); PFS2 rates at 24 and 36 mos are in the
Table. The unadjusted OS HR for LEN + PEMBRO vs SUN (from the primary analysis
[Motzer 2021, NEJM]) was 0.66 (95% Cl 0.49-0.88); the HR for OS adjusted for
subsequent therapy was 0.54 (bootstrap 95% Cl 0.39-0.72).

Conclusions:

LEN + PEMBRO had a statistically significant and clinically meaningful benefit over
SUN in the CLEAR study. These findings remained consistent after accounting for
subsequent therapies, as evidenced by prolonged PFS2 and adjusted 0S. Results
further support LEN + PEMBRO as a standard of care in 1L aRCC. Clinical trial
information: NCT02811861

LEN + PEMBRO SUN
Parameter (n=355) (n=357)

Pts receiving any subsequent
systemic anticancer therapy?, n
(%)
117 (33.0) 206 (57.7)
Anti-VEGF
108 (30.4) 120 (33.6)
PD-1/PD-L1 checkpoint inhibitor
29 (8.2) 154 (43.1)
MTOR Inhibitor
6(1.7) 17 (4.8)
CTLA-4 Inhibitor
6(1.7) 18 (5.0)
Other
12(3.4) 20(5.6)

Not reached 28.7 mos
PFS2, median (95% CI)
(NE-NE) (23.0-NE)
0.50
PFS2 HR (95% CI)
(0.39-0.65)
Nominal Pvalue <0.0001

PFS2 rate at 24/36 mos, % (95% 72.7(67.3,77.4)/  54.2(48.4,50.6)/
cly 61.9 (53.7, 69.0) 42.9(32.8,52.5)

2Monotherapy or in combination. NE, not estimable
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