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It's Monday AM post-@ASCO #GU21 & clinic starts in a couple of hours! Lots to
process - I'll try to tackle optimal 1L tx for #kidneycancer. I'll make a case for

cabo/nivo, leaning on the beautiful (& timely) tables below from @lalaniMD,
@SoaresAndrey & @brian_rini (1/15)

Prognostic
groups

CHECKMATE 214!
Ipi/ Nivo Sunitinib

KEYNOTE 42623
Axi / Pembro Sunitinib

CHECKMATE 9ER*
Cabo / Nivo Sunitinib

Len / Pembro

Summary of first-line doublet combinations in RCC (at Feb 13, 2021)*

CLEARS
Sunitinib

Fav 23% / Int 61% / Poor 17%
Intermediate/Poor risk groups

Fav 32% [ Int 55% / Poor 13%
All risk groups

Fav 23% / Int 58% / Poor 19%
All risk groups

Fav 31% [ Int 60% / Poor 9%
All risk groups
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OS HR
(95%CI)

0.65 (0.54-0.78)

0.68 (0.55-0.85)

0.60 (0.40-0.89)

0.66 (0.49-0.88)

Median PFS,
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11.2 8.3

15.4 111

16.6 8.3

239 9.2

PFS HR
(95%CI)

0.74 (0.62-0.88)

0.71 (0.60-0.84)

051 (0.41-0.64)

*Includes first line combination data positive for 0S. Not intended for cross trial comparisons.

0.39 (0.32-0.49)

1. Albiges L, et al. ESMO Open. 2020,5:e001079. 2.Powles T, et al. Lancet Oncol. 2020;21:1563-73. 3. Rini Bl et al. N Engl ] Med. 2019;380:1116-27.
4. Choueiri T, et al. ESMO 2020, 6960_PR. 5. Motzer R et al. J Clin Oncol 39, 2021 (suppl 6; abstr 269).

What about 10/10? We have long f/lu w #CM214 data w nivo/ipi, no doubt (@AlbigesL et al in @myESMO Open). And
treatment-free interval discussed by McDermott @BIDMChealth is no doubt impt. But we've known data not as impressive
for favorable risk (2/15)
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And furthermore, as @ERPIlimackMD points out in another tweet, impt to look at primary PD rates (seen in @lalaniMD's
table) - nivo/ipi at 19%!!! CR rate used to be something we highlighted w nivo/ipi, but now comparable across studies (3/15)

*Includes first line combination data positive for OS. Not intended for cross trial comparisons.
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Okay now to the really tough stuff - comparing TKI/IO regimens. Something interesting | will add to @brian_rini @uromigos
table above is the HR for PFS by INVESTIGATOR review. If the diff in HR for PFS by IND review caught your eye, this is
even more striking (4/15)
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First-line 10 Combination Trials in mRCC

CheckMate 214 (Ipi/Nivo)'  KEYNOTE-426 (Axi/Pembro)? CheckMate 9ER (Cabo/Nivo)® CLEAR (Len/Pembro)*

(n=550vs n=546) (n=432vs n=429) (n=323vsn=328) (N=355vs n=357)
mOS, months NRvs 384 NRvs 35.7 NRvs NR NRvs NR
HR(CI); 0.69(0.59-0.81); 0.68 (0.55-0.85); 0.60 (0.40-0.89); 0.66 (0.49-0.88)
LandmarkOS 12 mo 83% vs. 78% INV 90%\vs. 79% 87% vs. R3% (est) 90% vsX9% (est.)
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I think INV-assessed PFS is impt, but if you're a skeptic, forget that argument. Turn instead to #QOL with axi/pembro. Kudos
to @brian_rini @tompowlesl @ERPIlimackMD et al for advocating for QOL in KN-426. @crisbergerot et al have taughts us
the importance of these metrics. (5/15)
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Unfortunately, we're not seeing any improvement in QOL w axi/pembro. This is a bit concerning - if balanced between arms,
are we prolonging PFS at the expense of the patient's overall well-being? Inc tumor regression should be accompanied by

some symptomatic improvement. (6/15)
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Change From Baseline Over Time
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Okay, now on to one of the headliners at @ASCO #GU21 this past weekend. The CLEAR study presented by @motzermd
@DrChoueiri @DrTHut @tompowlesl @CPRT65 et al. Simultaneously published in @NEJM - congrats friends! (7/15)
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Just one point on the curves, which | heard @tompowles1 bring up on a @Uromigos podcast w @DrChoueiri (of note, | also
saw @manuelmaiamd bring this up during @motzermd's presentation in the @ASCO #GU21 pres). Why do the OS curves
merge? Not so in #CheckMate9ER! (8/15)
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A Kaplan—Meier Analysis of Overall Survival
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Regardless, some may be swayed by the 16% CR rate with len/pembro. Now HERE is where we need to dive into baseline

characteristics. Nearly 10% more fav risk in CLEAR, and also, more pts with prior neph. So, the odds of getting CR (or even
PR) stacked against #CheckMate9ER (9/15)

First-line 10 Combination Trials in mRCC

CheckMate 214 (IpilNivo)!  KEYNOTE-426 (AxilPembro)® CheckMate 9ER (Cabo/Nivo)® CLEAR (Len/Pembro)*
(n=550vs n=546) (n=432vs n=429) (n=323vs n=328) (N=355vs n=357)
mOS, months NRvs 38.4 NRvs 35.7 NRvs NR NRvs NR
HR (CI); 0.69 (0.59-0.81); 0.68 (0.55-0.85); 0.60 (0.40-0.89); 0.66 (0.49-0.88)
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012 4. 0 O 208 2 fmiuad Grmcrmhgre ["J@brian_rini and @Uromigos (podcasts: https /ianchor fmthe-Uromigos)

I'll next make the point that LEN IS HARD TO TOLERATE. I'm glad @SoaresAndrey highlights the rate of discontinuation in
#CLEAR, which appears much higher than in #CheckMate9ER. I've seen 7al versions of the data, but no matter how you

slice it, d/c ratem mwith len/pembro. (10/15)
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First Line RCC landscape

Primary endpoints

Study

(primary population) (Int/Poor) (ITT) (PD-L1+) (ITT) (ITT)
n 1096 861 560 651 1069
Follow-up 55 months 30.6 months 19.3 months 18.1 months 27 months
IMDC risk 61/17 23 (low risk) 31.9/55.1/13 19.3/66.7/12.2 22.6/57.6/19.7 31/59.2/9.3
Prior nephrectomy 82% x 80% 82.6% x 83.4% 86.3% x 86.9% ? 73.8% x 72.8%
ORR (%) 41.9% x 26.8% 60% x 40% 55.9%x27.2% 55.7% x 27.1% T1% x 36.1%
CR (%) 1(()}}4{‘}3;0}3:11;/« 9% x 3% 5.6% x 2.4% 8% x 4.6% 16.1% x 4.2%
PD as best response 19.3% x 16.8% 11% x 17% 11.5% x 22.4% 5.6%x 13.7% 54%x 14%
mPFS (m) 11.2x 83 154x11.1 13.8x7.0 16.6 x 8.3 239x9.2
(HR: 0.74; p<0.01) (HR; 0.71; p<0.0001) (HR: 0.62; p<0.0001) (HR 0.51, p<0.0001) (HR: 0.39, p<0.001)
48.1 x 26.6 NR x 35.7 NR x 28.6 NR x NR x NR
S on) (HR: 0.65; p=<0.0001) (HR: 0.68; p=0.0003) (HR: 0.83; p=0.13) (HR 0.6, P=0. (HR: 0.66; p=0.005)
TRAE G3-5 47.9% x 64.1% 62.9% x 58.1% 56.7% x 55.4% 2 %
il it ~35% ~15% 11.1% 10%
Discontinuation 22.1% 8.2% 7.6%
ical Oneology 2020 Vgl Congress (ESMO 2020, Abstract THP 2. Ly Oncol. 202, October 23; 3. An Oacol. 2020 pe 25;50925.7534 wam.x;n.x..m:qmq{g&g-. Volume 11 Supplensent 4, 59
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What's my experience with len? | ran a RP2 study w @DrDanielHeng @hipsytips @docjavip et al. We tried to lower dose
from 18 to 14 mg & preserve efficacy, but with the caveat of this being a small non-inferiority study, it didn't appear feasible.
mrates of d/c due to AEs! (11/15)

Study Design

Stratification
Factors
* MSKCC prognostic
groups
- Favorable
— Intermediate
— Poor

« Prior PD-1/PD-L1

Key Eligibility Criteria
Age = 18 years
Histologically or
cytologically confirmed
predominantly clear cell
advanced RCC

Disease progression

on or following a prior
VEGF-targeted therapy
for RCC

Lenvatinib 18 mg/day
Everolimus 5 mg/day

Lenvatinib 14 mg/day
Everolimus 5 mg/day

If no intolerable grade 2
=3 TEAEz. 1h.al

Primary Endpoints

Key Secondary Endpoints
Overall ORR
PFS

« OS

Measurable disease
according to
RECIST v1.1

KPS of 2 70

treatment
- Yes
- No

Primary Efficacy Endpoint

+ Noninferiority test

c
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* Hy: Odds ratio of ORR ;{4 VS ORR 4 a0y < 0.76
* H,: Odds ratio of ORR 04 14mg V8 ORR yos.1m; > 0.76

(namnfenuﬂty)

+ Odds ratio: CMH stratified by MSKCC and prior PD-1/PD-L1

treatment from IxRS

+ o level: If 1-sided P value is = 0.045, noninferiority in ORR,,;,

will be claimed

Safety

» Patients who discontinue treatment
due to an TEAE

* Time to treatment failure due to toxicity

tio
observed in the first 4 weeks,
lenvatinib will be
escalated to 18 mg/day on
cycle 2, day 1

Study Assessments

Primary Safety Endpoint

+ Superiority test

+ Proportion of patients with intolerable grade 2 or any grade =z 3
TEAEs within 24 weeks

+ If noninferiority in ORR,.. is claimed, the superiority test at
2-sided a = 0.05 for primary safety endpoint will be performed:
— Per-protocol safety analysis set
— CMH test at 2-sided a = 0.05, stratified by MSKCC and prior

PD-1/PD-L1 treatment from IxRS

All tumor assessments (primary and secondary endpoints) were by investigator using RECIST v1.1

aApplicable only to grade 2 toxicities judged by the patient and/or physician to be intolerable.

IKCS 2020

Remember, | was comparing 18 and 14 mg. The dose in #CLEAR even HIGHER at 20 mg! This is one of those settings
where QOL data ESSENTIAL. Remember, our pts are thankfully doing better & will be on drug longer - we need to look out
for their GLOBAL well-being! (12/15)
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Study Design

Lenvatinib

20 mg oral QD
+

Pembrolizumab®
200 mg IV Q3W

Key eligibility criteria
* Advanced clear-cell RCC
¢ Treatment-naive

Karnofsky performance status =270

Lenvatinib
18 mg oral QD
+

Measurable disease
Adequate organ function

. ¥,
Everolimus

Stratification factors 5 mg oral QD

Primary endpoint

* PFS by IRC per RECIST v1.1
Secondary endpoints

+ 0S

* ORR by IRC per RECIST v1.1
« Safety

* HRQoL

* Geographic region: Western Europe
and North America vs Rest of the
World

* MSKCC risk category: Favorable,
Intermediate, or Poor

Sunitinib

Key exploratory endpoints
* DOR

* Biomarkers

*Patients could receive a maximum of 35 pembrolizumab treatments,
DOR, duration of response; HRQoL, Health-related quality of life; IRC, Indep

dent Review C ittee; MKSCC, Memorial Sloan Kettering Cancer Cente;

r; ORR, objective response rate; OS, overall survival; R, randomization.

Now THIS is what we need to see. Improved QOL with cabo/nivo, as @DrChoueiri presented at #ESMO20. Remember, the
dose of 40 mg is used in #CheckMate9ER - LOWER than the dose of 60 mg used in #METEOR, with cabo as 2L/3L tx.

(13/15).
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andrea & the brilliant team for

#CheckMate9ER chose 40. But @neerajaiims & | have since reported data from #COSMIC021 (cabo/atezo across multiple

settings). Efficacy at both doses seems quite good (14/15)
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Study Design for Patients with ccRCC

Expansion Cohorts

April 2018* January 2019*
Cabozantinib 40 mg QD PO + Cabozantinib 60 mg QD PO +

Advanced or metastatic ccRCC

> Lo felfiairgysiestile sl oy el HEG Atezolizumab 1200 mg Q3W IV [l Atezolizumab 1200 mg Q3W IV
* Measurable disease per RECIST v1.1

(N=30) (N=30)
ECOG PSOor 1

Tumor assessments per RECIST v1.1 by the investigator every 6 weeks for the first year and
every 12 weeks thereafter; treatment until loss of clinical benefit or intolerable toxicity.

10 patients with previously untreated ccRCC were enrolled in the dose-escalation phase (4 at a dose level of 40 mg and 6
at a dose level of 60 mg)

Data are presented for all 70 ccRCC patients with a data cutoff of July 21, 2020 and a median follow-up of 25.8 months
(range, 20-33) for the 40 mg dose group and 15.3 months (range, 10-32) for the 60 mg dose group

Primary Endpoint: ORR by the investigator per RECIST v1.1
Secondary Endpoint: Safety

Exploratory endpoints include PFS and correlations of biomarkers with outcomes

. oNgress . 2 .
m o Date of the first patient enrolled.

SUMMARY: In 2021, we are blessed w gr8 data from mult 1L trials in #kidneycancer. | feel that cabo/nivo is the way to go;

the goalpost is shifted beyond just PFS/RR/OS, we now need QOL! Thx to the amazing data summaries that facilitated this
thread. Open to all comments. (15/15)
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