ASCO Genitourinary 2
Cancers Symposium Qﬂ dc

Outcomes of patients with brain
metastases from renal cell carcinoma
treated with first-line therapies

Results from the International Metastatic Renal Cell
Carcinoma Database Consortium (IMDC)

Kosuke Takemura, Audreylie Lemelin, Matthew S. Ernst, J. Connor Wells, Naveen S. Basappa, Bernadett Szabados,
Thomas Powles, lan D. Davis, Lori A. Wood, Anil Kapoor, Rana R. McKay, Jae-Lyun Lee, Luis Meza, Sumanta K. Pal,
Frede Donskov, Takeshi Yuasa, Benoit Beuselinck, Georges Gebrael, Toni K. Choueiri, Daniel Y.C. Heng

ASCO Genitourinary . Kosuke Takemura, MD, PhD, MPH
ntation is issi i 3

Cancers Symposium



Overview of brain metastases
from renal cell carcinoma (RCC)

* |ncidence of RCC brain metastases is not well known
in the era of immuno-oncology (I0) combinations

« Brain metastases confer poor overall survival (OS)

 Clinical effectiveness of 1L 10-based combinations in
patients with RCC brain metastases needs to be
evaluated because of frequent exclusion from trials
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Key clinical questions Umdc
1. Incidence of RCC brain metastases at first-line (1L) therapy initiation

2. Outcomes and prognostic factors in patients with RCC brain metastases

3. Temporal trends in brain-directed therapies for RCC brain metastases
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Methods Qndc

« Using the IMDC, a large, multinational cohort, patients with metastatic RCC

who received any of the following 1L therapy regimens were included:
= |0-based: NIVO/IPI, PEMB/AXI, AVEL/AXI, NIVO/CAB, PEMB/LENVA, or ATEZ/BEV

= TKI: SUN or PAZ

« Comparison was made between contemporary 10-based combination
therapy vs. traditional tyrosine kinase inhibitor (TKI) monotherapy
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Patients in the IMDC
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Characteristics of patients (mdc
based on RCC brain metastases

° Brain metastases— Brain metastases+
vetrilellz; W) (N 9421) (N 803)

Age, median (IQR) (56-72) (55-69) < 0.001

IMDC risk 0.006
Favourable 1378/7591 (18%) 93/640 (15%)
Intermediate 4202/7591 (55%) 345/640 (54%)
Poor 2011/7591 (26%) 202/640 (32%)
1L regimens
|O-based 1364/9421 (14%) 99/803 (12%)
TKI 8057/9421 (86%) 704/803 (88%)
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KM curves for OS in patients

based on RCC brain metastases
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1L therapy regimens in patients (mdc
with RCC brain metastases

10-based cohort TKI cohort
WEEL) WEN(L))

NIVO/IPI 80/99 (81%) 534/704 (76%)
PEMB/AXI 9/99 170/704 (24%)
AVEL/AXI 2/99
NIVO/CAB 3/99

PEMB/LENVA 1/99
ATEZ/BEV 4/99
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Characteristics of patients (mdc
based on 1L therapies (I0-based vs. TKI)

10-based cohort TKI cohort
- e W | e

Age, median (IQR) (56—69) (55—-69) 0.673

Year of 1L therapy = 2014 99/99 (100%) 290/704 (41%) < 0.001

IMDC risk
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Intermediate
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Symptoms at presentation
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Neurosurgery
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Treatment response to
1L therapies (I0-based vs. TKI)

Best overall response, N (%) 10-based cohort TKI cohort

Objective response* 31/76 (41%) 181/586 (31%)
Complete response 5/76 (7%) 4/586 (1%)
Partial response 26/76 (34%) 177/586 (30%)

Stable disease 25/76 (33%) 211/586 (36%)

Progressive disease 20/76 (26%) 194/586 (33%)

*P=0.090
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KM curves for OS in patients
based on 1L therapies (I0-based vs. TKI)
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Multivariable analysis for OS in patients EN{fele
with RCC brain metastases

1L therapy (10-based vs. TKI) 0.36 (0.21-0.61) < 0.001
Year of 1L therapy (= 2014 vs. <2014) 0.92 (0.70-1.22) 0.581
IMDC risk (Fav/Int vs. Poor) 0.43 (0.33-0.56) < 0.001
Symptoms at presentation 1.25 (0.95-1.65) 0.116
Multiple brain metastases 1.17 (0.90-1.52) 0.243
Whole-brain radiotherapy (WBRT) 1.01 (0.73—1.38) 0.971

Stereotactic radiosurgery (SRS) 0.59 (0.44-0.79) < 0.001

Neurosurgery (NS) 0.60 (0.45-0.81) < 0.001
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Proportions of brain-directed therapies [RUl
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Characteristics of patients

based on brain-directed therapies

Variable, N (%) (SNRS:/; |:§)

Age, median (IQR)

1L 10-based therapy

Year of 1L therapy = 2014

IMDC risk
Favourable
Intermediate
Poor

Symptoms at presentation

Multiple brain metastases

ASCO Genitourinary
Cancers Symposium

#GU23

EEEEEEEEEEEE

48/343

198/343

47/287

167/287

73/287

199/281
133/295

(54-67)
(14%)
(58%)

(16%)
(58%)
(25%)
(71%)
(45%)

. Kosuke Takemura, MD, PhD, MPH

WBRT alone
(N = 145)

9/145
47/145

19/127
62/127
46/127
83/110
80/115

(54—70)
(6%)
(32%)

(15%)
(49%)
(36%)
(75%)
(70%)

8/53
18/53

4/43
15/43
24/43
11/29
17/30

Qndc

No BDT
(N = 53)

(58—-70) 0.125

(15%)

0.031

(34%) < 0.001

(9%)
(35%)
(56%)

0.001

(38%) < 0.001
(57%) < 0.001

ASCO

KNOWLEDGE CONQUERS CANCER

AAAAAAAAAAAAAAAAA
CCCCCCCCCCCCCCCC



17

KM curves for OS in patients
based on brain-directed therapies

Median OS, months
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Conclusions Qndc

Incidence of RCC brain metastases was 7.9% at 1L therapy initiation

|O-based therapy and intensive brain-directed therapies were independently
associated with longer OS in patients with RCC brain metastases

There were changing practice patterns in brain-directed therapies

Treatment of RCC brain metastases requires a multidisciplinary approach

ASCO Genitourinary presenteney: Kosuke Takemura, MD, PhD, MPH

#GU23

Cance s Sym pOS|Um Presentation is property of the author and ASCO. Permission required for reuse; ; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Acknowledgements

Canada

BC Cancer Agency
UNIVERSITY OF Pl
CALG

RE UNIVERSITY OF
22 Sunnybrook

ALBERTA

Westernfg) &cancercareviion

ASCO Genitourinary
Cancers Symposium

uOttawa

#GU23

United States Australia

& J5) DANA-FARBER ggéoé £7 Cleveland Clinic M

MICHIGAN

g

B
Belgium

DALHOUSIE (2 Stanford ursouthwestern HUNTSMAN

UNIVERSITY @& University Medical Center. UNIv At

RSITY OF U

I | UZ
i/ | LEUVEN

Denmark
9 bt eeres UC San Diego

7 Aarhus University Hospital

Germany

UNIVERSITAT GREIFSWALL )

Greece

HELLENIC REPUBLIC
+ National and Kapodistrian

Y% University of Athens
EST. 183

ltaly

Japan

@’AEHE‘EAU“‘/\JE’T%A

JAPANESE FOUNDATION FOR CANCER RESEARCH

presentep By: Kosuke Takemura, MD, PhD, MPH

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

Netherlands

s B
N

New Zealand

£

AUCKLAND

National Cancer
Centre Singapore

SingHealth

Spain

‘;E Hospital Universitario
«s 12 de Octubre

South Korea

A MBOprEE
™

W il YONSEI UNIVERSITY
HEALTH SYSTEM

United Kingdom
INHS|

Barts Health
NHS Trust

... Visit our website: www.IMDConline.com

’ AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER


http://www.imdconline.com/

