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Biomarcadores em Cancer Renal
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Fellowship em Oncologia Geniturinaria no City of Hope Comprehensive Cancer Center - Califérnia



1| SIMPOSIO
IERGOU

Conflitos de Interesse:

Honorarios de Speaker: Pfizer
Honorarios de Consulta: AstraZeneca

Apoio para Eventos: Libbs, Astellas, BMS, Bayer, Roche
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O Paradoxo do Tratamento do Cancer Renal
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* Alvos relativamente bem definidos, mas ... § Transcriptional activation of
- HIF-targeted genes
» Alvos nao usados para alocar tratamentos! &
Bevacizumab
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Maia MC et al Therapeutic Sequencing in Metastatic Renal Cell Carcinoma. Kidney Cancer 1 (2017) 15-29.
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Terapias Aprovadaspara Cancer
Renal

Cabozantinibe
(1L)

Sorafenibe Temsirolimus Cabozantinibe
Pazopanibe (2L)

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 20L5 2016 2017 2018

Sunitinibe Everolimus Axitinibe Nivolumabe

Nivolumabe +
Bevacizumab + IFN-o.7 Ipilimumabe

 Nao ha comparacao direta entre a maioria delas, especialmente em 1a e 2a linhas;
* A melhor forma de sequencia-las € incerto.
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v/ Exemplo do Ipilimumabe + Nivolumabe:

60% Corticoide

Precisamos de
Biomarcadores!

1% Descontinuagao

Alto Custo $$
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Potenciais Biomarcadores em Cancer Renal

« Biomarcadores para agentes Anti-VEGFR e Inibidores de mTOR

« Biomarcadores para Combos

« Biomarcadores para Imunoterapia

Imunoterapia
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Biomarcadores para Drogas-Alvo
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Genomic Biomarkers of a Randomized Trial Comparing First-line
Everolimus and Sunitinib in Patients with Metastatic Renal Cell
Carcinoma

* Analise retrospectiva do estudo RECORD-3

Carcinoma Céls Renais

= 1a linha

j
-
 Histologia Células claras i‘l

Hsieh JJ, et al. Eur Urol (2016)

Sunitinibe

Everolimos



Il SIMPOSIO

INTERNACIONAI

Genomic Biomarkers of a Randomized Trial Comparing First-line
Everolimus and Sunitinib in Patients with Metastatic Renal Cell
Carcinoma

Menor risco de PD com Menor risco de PD com

sunitinibe se mutado everolimos se mutado
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Hsieh JJ, et al. Eur Urol (2010,
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With Advanced Papillary Renal Cell Cancer

Primeiro estudo prospectivo com
avaliacao de biomarcador preditivo

Savolitinib —> TKI MET seletivo
Fase Il — brago uUnico

Objetivo primario: Atividade
antitumoral em papiliferos e TR por
status MET.

Choueiri, T. et al. J Clin Oncol 2017.
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Biomarker-Based Phase II Trial of Savolitinib in Patients
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Biomarcadores para Imunoterapia em
Cancer Renal
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Biomarcadores para Imunoterapia em Cancer Renal

® Perfil Gendémico:

v Carga Mutacional & Neoantigenos:

- NSCLC & melanoma: Nr absoluto de mutacdes Nao-sindnimas € importante
- mRCC: Indels Frameshift > mutagdes ndo-sinbnimas
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Carga Mutacional em Diferentes Tumores
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Lawrence et al, Nature. 2013 July 11; 499(7457): 214-218
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Carga Mutacional Tumoral e Resposta a |0 em mRCC

median DOT-IO

—— High TMB
-+- Low TMB

100 -
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Percent of patients

0 200 400 600 800 1000
Days elapsed

Maia et al. Presented at Genitourinary Symposium in San Francisco, 2018.
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Insertion-and-deletion-derived tumour-specific neoantigens
and the immunogenic phenotype: a pan-cancer analysis

«  mRCC: Indels Frameshift > Mutacdes Nao-sinbnimas

Nem todas as
mutacoes sao iguais!

Proportion of indels

Samra Turaljic, Lancet Oncology, July 7, 2017

Carcinoma de
Céls Renais
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Biomarcadores para Imunoterapia em Cancer Renal

v Mutacoes Especificas: correlagao com resposta
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Genomic correlates of response to immune checkpoint
therapies in clear cell renal cell carcinoma

Science
L
*
PBRM1

Proportion of patients with truncating mutation in PBRM1

0.6-

0.4-

0.2-

0.0-

0.00+

p=0.0074 wes PBRM1 LOF (n=19)
PBRM1 intact (n=16)
0.0 0.5 1.0 1.5 2.0 25

Time from start of anti-PD-1 therapy (years)

Miao, D et al. Science, 2018.
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Biomarcadores para Imunoterapia em Cancer Renal

® PD-L1: variavel de sitio p/ sitio; resultados conflitantes em mRCC;
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OS by tumor PD-L1 expression:
IMDC intermediate/poor risk

PD-L1 <1% (n = 562) PD-L121% (n = 214)

1.0 4s 1.0

0.9- 0.9-
=08 0.8
=
307 0.7
1]
2
2 064 0.6
-
0.5+ 0.5-
=
3044 0.4-
8034 Median OS (95% Cl), months 034 Median OS (95% Cl), months
-
002 NIVO+IPl  NR(28.2-NE) 0.2 NIVO + IPI NR (NE-NE)

- SUN NR (24.0-NE) i SUN 19.6 (14.8—-NE)

] HR (95% Cl), 0.73 (0.56-0.96) o HR (95% Cl), 0.45 (0.29-0.71)

0.0- P =0.0249 0.0 P <0.001

| | | | | | | | | [ | | | | | | | | | | | | [ |
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33

No. at Risk Months Months

Escudier, B. et al. NEJM 2017.
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Biomarcadores para Imunoterapia em Cancer Renal

® Microbioma fecal
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c I Enriched in patients PFS >3 mo
I Enriched in patients PFS <3 mo

CAG01308, 666, unclassified Firmicutes I
CAG00469, 1928, Eubacterium sp. CAG:146 I

CAG00453, 1942, unclassified I

CAG00646, 1668, Alistipes I

CAGO00301, 3187, Akkermansia muciniphila [N

CAGO00363, 2056, Intestinimonas I

CAG00064, 3310, unclassified I
CAGO00116, 2783, Bacteroides nordii G
CAGO01090, 1026, unclassified Firmicutes NN
CAG00945, 2321, Bacteroides xylanisolvens NN

» Microbioma fecal enriquecido para alguns CAGO1262, 750, Blautia EEG—S

n . . CAG01227, 815, unclassified I
géneros de bactérias entre aqueles que CAGOORT, 1962, Lachnospiaceas
mais se beneficiaram com Anti-PD-1; CAGO0B92, 350, Fiiouton batorum CAGHo6 NS

CAGO01245, 780, Firmicutes I

. .. . CAGO00676, 1643, unclassified Firmicutes N

. Espemalmente A. muc/n/phlla' CAG00604, 1714, Firmicutes bacterium CAG:110 | EG—_——

’ CAG00559, 1776, unclassified Clostridiales NN

CAG01200, 863, Clostridiales NG

CAG00913, 1291, unclassified I

CAGO00854, 2572, Ruminococcaceae N
CAG00629, 1684, Firmicutes bacterium CAG:124 N
CAG00317, 2130, Clostridium sp. CAG:230 I
CAG00555, 1782, Flavonifractor N

CAG00391, 2019, unclassified Clostridiales I
CAG00049, 3561, Bacteroides caccae NN
CAGO00695, 1618, unclassified Firmicutes NG
CAG00994, 1171, unclassified Firmicutes N
CAGO01342, 613, unclassified Ruminococcaceaec NN

CAG00250, 2262, Ruminococcus sp. CAG:353 NN
CAGO00690, 1629, unclassified Clostridiales

I CAGO00141, 2649, Parabacteroides distasonis
I CAG00211, 2389, Firmicutes bacterium CAG:227
I CAGO00048_1, 1403, Clostridiales
I CAGO00168, 2534, Clostridiales VE202-14
I CAGO00720, 1590, Anaerotruncus colihominis
N CAGO01401, 522, Lachnospiraceae
N CAG00981, 1189, Erysipelotrichaceae
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| | I | | 1
- n - [T} o - o 0 - o -
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Signed p-value

Routy, B. et al. Science, 359(6371), 91-97. doi:10.1126/science.aan3706
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A  Coprococcus B
B Eggerthella
57 Faecalibacterium 80 -
P Roseburia
Nivolumab treatment
aﬂ_ - L] Ll
0 * Genera Roseburia and Faecalibacterium
s -_;g significantly elevated in R vs P (p<0.05).
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Maia et al. Presented at Genitourinary Symposium in San Francisco, 2018.
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Biomarcadores para Combos |0-TKI
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Molecular correlates differentiate response to
atezolizumab + bevacizumab vs sunitinib:
results from a Phase Ill study (IMmotion151) in
untreated metastatic renal cell carcinoma

Study Design

Atezolizumab 1200 mg IV q3w®
Key Eligibility: .

+ Treatment-naive advanced Stratification: Bevacizumab 15 mg/kg IV q3w®
or metastatic RCC

+ Clear cell and/or
sarcomatoid histology
PD-L1 IC IHC status

* KPS270 (< 1% vs 2 1%)°

+ Tumor tissue available for Sunitinib 50 mg/day orally
PD-L1 staining (4 wk on, 2 wk off)

MSKCC risk score

*Liver metastases

Dini D At Al INMeanAtiAan1E1 Diarmarbare EOMNN DO9NA10 Talhcectrarnrt I DA211 Kitdn-//Tlhit Wi/Ovia\/~rvs]
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I OO

(IR ' ' ' . PD-L1 IHC
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PDCD1 LD /
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Angiogenesis-ow AngiogenesisHigh
e Sunitinib (n = 151) 1 Sunitinib (n = 265)
0.9 - ‘-?‘ """ Atezo +bev (n =177) 0.9 — Atezo + bev (n = 230)
’
0.8 T 1 0.8 7
‘\
0.7 *,:‘_‘ 0.7 —
7)) 0.6 . e 7)) 0.6
L 05 — ‘w_ . LL 05 —
- o “tr o - o
0.4 7 - S 0.4
S \k_#-*- S
0.2 ] = S 0.2 ]
0.1 = 0.1
5.95 8.94 10.12 12.45
0 | | | | | | | I | | | 0 | | | | | | | | 1 | | |
0 2 4 6 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
Months Months

* No subgrupo Angiogenesis Low, a adicao de Atezo resgatou a eficacia da combinacgao

Rint B at al IMmntinn1581 Rinmarkare EQMO 2012 Tahetrart | RAR11 httn-//hit /2via\/Av/|

FEEM
2018
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oo, 2 TmEEE Sunitinib (n = 234)
0.9 7 .l _____ Atezo + bev (n = 243)
K
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o4 %
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0.7
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0.5
0.4
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0.1

T-effectorHigh

Sunitinib (n = 182)
Atezo + bev (n = 164)

12.45
|

2 4 6 8 10 12 14 16 18 20 22 24

Months

* No subgrupo T-effector High, a adicao de Atezo aumentou a eficacia da combinacao

FEEM
2018
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Conclusao

v/ Muitos biomarcadores preditivos sendo explorados

- Nenhum deles atualmente validado para uso na pratica clinica
v Poucos dados definitivos
v Expectativa:

- Melhor selecionar pctes para monoterapia Vs combos
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Obrigado!

3 @manuelmaiamd

manuel@centrodeoncologia.com
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