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Perspectivas no Cancer de Bexiga
Metastatico: o que esperar nos
DroxXimos anos
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Conflitos de interesse

Pesquisa clinica: MSD, Roche

Honorarios de speaker: Astellas, Janssen, Astra-Zeneca, BMS, Pfizer, Sanofi

Advisory Board: Janssen, MSD, Roche

Custos de congresso: Astellas, BMS, Jassen, MSD, Pfizer, Roche
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Algoritmo atual no tratamento de carcinoma

urotelial metastatico
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Quais perspectivas?

Year of FDA approval Renal Cell Carcinoma  Prostate Cancer Urothelial Cancer
2006 Sunitinib
e Biomarcadores 2007 Temsirolimus,
Sorafenib
1 2008 D li
* [munoterapia — CTLA4 SEED
2009 Everolimus, Vinflunina (EMA)
. ~ Bevacizumab,
 Combinacoes QT-IT Pazopanib
. 2010 Sipuleucel-T,
* Terapias alvo Cabazltarel
. 2011 Abiraterone,
* Drogas Conjugadas Denosumab
2012 Axitinib Enzalutamide
2013 Radium-223
2015 Nivolumab
2016 Cabozantinib Atezolizumab
2017 Nivolumab, Pembrolizumab
Avelumab, Durvalumab
2018 Ipilimumab Apalutamide

Lenvatinib
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Biomarcadores
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ERCC2 -> sensibilidade a platinas

Mutacoes em genes DDR -> iPARP

HER-2 ?
KDM®6A -> IEZH2

FGFR3 -> terapia alvo

PDL-1

LT

i
AR IR
e SR
2 wer A

A

et

=

At M 5 ¢ ..-‘\'-

¥ ¥4 '."‘-1‘.-.7.‘-;‘ 2 ‘!‘_:‘ :.'.‘,<-$"..?

W v A A5
A f).?i;w A g

¥

o
Ade',

+

n ‘ @ .- “' .'A.{' o~ ,.“"‘J. 'QQ;’." - i %
B7-H1 (PO-L) " 0

>

n’ ARGA 92T R




I SIMPOSIO
INTERNACIONAL

?’Novo? algoritmo no tratamento de
carcinoma urotelial metastatico

Elegivel a cisplatina > ClefplETEe) - (SEmEtE i Imunoterapia
5 b MVAC P

Imunoterapia
Inelegivel a cisplatina g
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munoterapia vs QT em pacientes cisplatina
inelegiveis

Atezolizumab Pembrolizumab Mediana QT QT — média das medianas
Numero 119 370 100s NA
PS2 20% 42% 0-45% NA
Metastase viceral 65% 85% 43-53 NA
TR 23% 24% 34-53 45%
SLP 2,1 meses 2,3 meses 5,9-6,1 5 meses
SG 15,9 meses 11,5 meses 12,8-14 11 meses

Bellmunt JCO 2012; De Santis Ann Oncol 2016; De Santis JCO 2012; Jones ESMO 2016; Balar Lancet 2017
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munoterapia vs QT em pacientes cisplatina
inelegiveis

100

Advice from the
agencies suggest
this is the PD-L1 -ves

0
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munoterapia vs QT em pacientes cisplatina
inelegiveis

38%

18 months

ag
J
3
=t
o

RR (+ves) PFS

mpembrolizumab wmatezolizumab

Taxa de resposta — CPS < 1: 11%, CPS 1-10: 20%, CPS >10: 39%

Balar, Lancet 2017

syjuow

+ve-: ]

IMVigor 210
Taxa de resposta nao diferente por IC

Rosenberg, Lancet 2017
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munoterapia e biomarcadores em segunda

PD-L1 positivity at baseline and at surgery

605 646 D -—
L I 5(n=37) 73%

| i ‘?J 70%

p::l:, clones o 60%

§ 50%

o
”

,
z
%
= ‘ 5
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x

h = 40%
g 30%
= 20%
3 10%
_‘ N 0%
614 Days Po-L 12 amgp
[
Post-tx i

(s

CD8 cells/mm2 :

* IMVigor 211 e Keynote 045 nao mostraram
associacao de IC ou CPS

* Quimioterapia pode alterar os clones, causando
alteracoes de expressao de PDL-1
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Liu, Nature Comm 2018
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Sequenciamento e resisténcia cruzada de QT e IT

Cohort A - chemotherapy naive

[ immunetherapy | mmmb [ Chemotherapy |
Cohort B — chemotherapy resistant

| Chemotherspy | mmp [ imminetherapy | mumh [ Chemathersry |

Estudo pequeno e retrospectivo
Valida taxas de resposta a cisplatina de 50-60% (1L)
TR em 3L (apds QT->IT) de cerca de 20%

Szabados R, Eur Urol 2018

C

Best change from baseline

Change from baseline

50%
0% IIIII...—
-50%

-100%

B cohort A

B CohortB

B cCohortA
M CohortB

20
Time from treatment start (wk)
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Infiltrado cels T —genes EMT — CAF

1CD8 1CD8 + 1EMT/stroma 1CD8 + |EMT/stroma

“Inflamed”
D T § i TR A o
N
\
DN

!

TGF-—+ &

Time (Months)

9 12 15

Wang, Nature Comm 2018

Inflammed
26%




Subtipos moleculares

MC1 MC2  MC3 MC4 MC5 MC6
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- varying
genes

CD44, KRTS,
KRTEA, VIM, ...

DES, SFRP4, ...

KRT20, RXRA,
) " PPARG, ELF3,
Urolhetial -
diff, ®
IDO1, L1CAM,
Immune/ IRF8, COL1A2,
Infiltrate HLA-DPA1, HLA-

BUB1B, TOP2A,
POLEZ2, E2F3,
AURKA, CDK1,

Proli faratl

SOX4, CDKAL1,
NCAM1, ENO2,
TUBB2A,2B, .

Neural diff.

Squamous
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Median-centered gene expression _3
3 +

JINMIBC/MIBC/Missing
T Molecular subtypel

FOXA1, UPK3A, ...

DRA, SPONT, ...

DSC3, GSDMC
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e Subtipos moleculares
demonstram biologia

* Nao parecem ser biomarcadores
para tratamento

* Diversos potenciais
biomarcadores em cada subtipo

Tan, Eur Urol 2018 online
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Tumor mutation burden e TCGA

* Imvigor 210 mostra correlacao entre subgrupo TCGA, TMB e resposta

Mutation load per megabase

H Mutation load by TCGA subtype and response
O Stable/progressive disease M Complete/partial response
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Rosenberg, Lancet 2017
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Biomarcadores de Imunoterapia

Mutation burden, neoantigens

o

CD8+ T-effector, TGFB, Stroma
IFNg, PD-L1

Mariathasen, Nature 2018
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Adicao de anti-CTLA4 a anti PD/PDL-1

Population

Number
Phase
RR

RRPD-
L1+ve

PFS
Toxicity
(grade 3)

Median OS

Durvalumab
Tremilimumab

Platinum
refractory

168
Il
21%
29%

1.9
28%

95
months
(8-19)

153
months
(10-27)

Ipilimumab 1
Nivolumab 3

(113)
Platinum
refractory
104

|

26%
33%

26

31%

7.4 months
5-11)

Pembrolizumab

Monotherapy

KN 45

Platinum , . ,
refractory DANUBE: Randomised phase Ill of durvalumab with or without
e tremilimumab vs chemotherapy in 15t line mUC

1]

21% Gemcitabine/carboplatin
21% Gemcitabine cisplatin
2.1

15% durvalumab

10.3

S Durva!L_lmab and
(8-12) tremilimumab
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Adicao de anti-CTLA4 a anti PD/PDL-1 —
Checkmate 032

Rosenberg, ESMO 2018

9 12 15 18 21 24 27 30 33 36 39 42
Months

30 58.1
= NIVO3 (N = 78) (39.1-75.5)
I Nivolumab 3 mg/k / \ 70 = NIVO3+IPI1 (N = 104)
ivolumab 3 mg/kg Endpoints: =
Pretreated patients? IV Q2w P = NIVO1+IPI3 (N =92) 355
with locally advanced (N=178) * Primary — 60 1 38.0 (19.2-54.6)
or metastatic —Investigator-assessed confirmed (3] (28.1-48.8) " 1?—.497 5
urothelial carcinoma ORR by RECIST v1.1% e 50 1 25.6 238 (11.6-47.8)
- Progressive disease Nivolumab 3 mg/kg + -DOR 8 256 (13.5-41.2) 25.0 :
aftor o1 prior ipilimumab 1 mglkg Nivolumab 9’; 40 1 (16.4-36.8) (18.7-36.5) (14.4-38.4) (121-39.5)
platinum-based IV Q3W for 4 cycles 3 mg/kg « Secondary R
therapy (N =104) IV Q2w —SI;S & 3
- ['4
* ECOG performance —Safety )
status <1 o » o 20
ivolum m
+ Measurable disease ipi‘l’ir:u:lab 3 ng,lg,ig : E’g)l[\?éakt)O%D L1 _ o
per RECIST v1.1 IV Q3W for 4 cycles - y FO-L1 expression 1
/ (N= 92)y Qtatus / NIVO3  NIVO3+PH NIVO1+PI3 NIVO3  NIVO3+[Pl1 NIVO1+PI3 NIVO3  NIVO3+PIi NIVO1+PI3
0
n=78 n=104 n=92 n=43 n =56 n=42 n=26 n=31 n=31
Overall PD-L1 <1% PD-L121%
1.0 4 —%— NIVO3
NIVO3 NIVO1+IPI3 N NIVO3+IPI1
_ m _ 09 — = NIVO3+IPi | (N“gg) | (N =104) ’
> - —&— NIVO1+PI3
100 Median tumor reduction 100 & Median tumor reduction 1004 Median tumor reduction E 0.8 — Events, n (%) 56 (72) 81(78) 46 (50)
from baseline from baseline from baseline
2 75 1.9% 75 0% 754 ~30.0% g 0.7 Median OS 9.9 7.4 156.3
st ] o (95% Cl), months | (7.3-21.1) (5.6-11.0) (10.1-27.6)
85 % & 06 :
ca L= . h
S8 257 25 = i [
8% o o g o051 : :
Ea 1 |
£ g =25 251 E 0.4 i -
5 FEh -50 1 : 03 - E E
8 5 [ ' i 15
N pad e 02— i 1 47%
-100 = -100 O _ E E38"/u
Patients Patients Patients 0.1 i '
0.0 T ] T t T T T T T T T T T T T
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Combinacao QT + IT

Historia do CPNPC

KEYNOTE 042

Manihs

Hazard ratio for death, 0.73 (95% Cl, 0.59-0.91)
P=0.002

Pembrolizumab

Chemotherapy

T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months

Different front line randomised trials exploring immune
combinations in metastatic UC

Pembrolizumab combination

Immune therapy
j:: Hazard ratio for death, 0.49 (95% Cl, 0.38-0.64) Chemothera py + immu ne thera py

407 KEYN OTE 189 ;’l‘acebo combination

T T T 1
0 3 6 9 12 15 18 21

Chemotherapy

Chemotherapy=gemcitabine + cisplatin or carboplatin

KEYNOTE 045 Immune therapy= atezolizumab, pembrolizumab, nivolumab

Lopes, ASCO 2018, Gandhi, NEJM 2018, Bellmunt, NEJM 2017
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Estudos de combinacao aguardados

IMVIGOR-130 |

KEYNOTE-361

Pembrolizumab Atezolizumab
Metastatic UC _ . ' Metastatic UC

Cisplatin eligible or Chemo + Pembro " Cisplatin eligible or Chemo + Atezo
ineligible ¢ ineligible
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Terapia de Manutencao — Javelin Bladder 100

BSC

Chemotherapy
4-6 cycles
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Drogas alvo
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Antiangiogénicos

Docetaxel +/- Ramucizumab (PFS)

10 4=, _
ks Bl Ramucirumab + docetaxel
091 | B Placebo + docetaxel

HR, 0.75 (95% CI, 0.60 to 0.94)
Log-rank P=0.01

—

Progression-free Survival Probability

2 o
‘_LR — .
H—W—F%——ﬁ ,
-
l
L] T L T L] T T 1
2 4 8 8 10 12 14 16 18

Progression-free Survival (Month)

216 132 96 40 28 19 12 4
221 124 77 34 19 7 3 2 2 0

-
o

100 —

Pazopanib vs paclitaxel

Pazopanib
e Paclitaxel
o I
F i
2 HR 1.25 (80% CI 0.96-1.63)
.:; 050
:
!_3
% 025
== A- Pachaxel 80mg'm2
000 | — B. Pazopanb 800mg
0 6 12 18 24 30
Tene fiom sndomsalon (morhs)
Mamber at rink:

Petrylak, Lancet 2018, Powes ASCO-GU 2016



Alteracoes no FGF

* Infigratinib
* Rogaritinib

e Erdafitinib

* Rare responses to anti-
PDL-1

Siefker-Radke, ASCO 2018

Responses
to Erdafitinib
Were Maintained
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200

1= Most Patients Receiving 8 mg QD Erdafitinib
Had Tumor Shrinkage

« 75/99 (76%) evaluable patients treated with
8 mg continuous erdafitinib had reduction in
the sum of target lesion diameters

I FGFR mutation [l FGFR fusion

Maximal Reduction From Baseline

Patient

Median PFS = 5.5 months (95% Cl, 4.2-6.0) Median OS = 13.8 months (95% Cl, 9.8-NE)
Progression/death events = 77 Survival events = 40
100 [ 100

Progression-Free Survival (%)
Overall Survival (%)

Months Months
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THOR

Ongoing Phase 3 Study (N = 630) of Erdafitinib
Compared With Chemotherapy or Pembrolizumab

Erdafitinib

_ gooo Randomize
Molecular screening Prio 1:1

of patients with treatment Chemotherapy
advanced UC for with

FGFR PD-(L)1  Erdafitinib
. FR-{ Erdafitinib
alterations inhibitor? Randomize
Pembrolizumab

1:1

Primary end point: overall survival
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Conjugado droga-anticorpo

 Enfortumab vedotin
e AcMonoclonal — Nectin-4

e Anti-microtubulo

Bladder
M Renal pelvis/ureter/other

1.25 mg/kg
(N=112)2

Confirmed complete response 4%
Confirmed partial response 37%
Confirmed ORRP (95% Cl) 41% (31.9, 50.8)
Stable disease 30%
DCR" (95% ClI) 71% (62.1, 79.6)

Abbreviations: DCR, disease control rate (DCR=CR+PR+5D}); ORR, overall response rate
(ORR=CR+PR).

"Patients must have at least one post-baseline assessment; responses assessed per RECIST 1.1.

¥95% Cl based on the Clopper-Pearson method.

Ants-Nectin-d mondcional antibody
= Protease-cleavable Enloer

- Monomethyl auristatin E (MMAE],
\ microtubule-disrupting agent |

1 5.:‘,.,.4’%%*_; |
k K * Humm |
’ s W }
-

&
Colll eyele arrant

and apoptosis
L]

© 00U Seastie Geneticy, bnc

* [nfortumads vedotin is being developed in collaboration with Astellad Phacma Inc

Probability of Survival

58 /112 patients are still alive as of April 9, 2018

1.25 muC
= 1.25 mUC-CPI
-+ Censored

Rosenberg. ASCO 2018



Conjugado droga-anticorpo

mAb Target
Payload
Phase
Patients
RR (%)

Toxicity
(grade 3)

Median OS

Targeted \

antibody //

Efortumab
Vedotin

Nectin
MMAE
Il

12
41%

Hyponatramia
(7%)

13.6 months
11-15.8

Sacitumab
govitecan

TROP-2
SN-38
I
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76-84

Linker
molecule
ASG-ISME
(>1%tline)
SLITRK6
| o
0
(44%) (13%)
’

cytotoxic

Randomised phase lll of efortumab vedotin

in 10 and chemotherapy refractory disease

/

Efortumab
Vedotin

\ |

Rosenberg ASCO 2018
Petrylak Ann Onc 2016
Tagawa ESMOQ 2017
Powles Lancet 2018
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Futuro
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Estudo baseado em mutacdes

Treatment option Target

Inhibitor
Key Parameters
: DNA repair PARP Primary endpoint =RR

o future arms
X .
sampe . o Durvalumab + TORCi Cell cycle TORC Option to expand arms
analysed genes 1/2 . - .
+ including biomarker -
ves
Adaptive design . .
_ - - Archived tissue for

Module E: Durvalumab alone ‘

molecular analysis.
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Conclusoes

* Evolucdes dos biomarcadores em carcinoma urotelial

e Diferencasem 1L e 2L
* Necessidade de validacdes urgentes
* Entendimento ao decorrer da evolucao da doenca

* Combinacoes I0-10 e I0-QT

* Novas terapias alvos, principalmente FGFR3 sao muito animadoras
* Principalmente para pacientes que nao respondem a IO

* Drogas conjugadas — droga citotoxica acoplada ao biomarcador
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Obrigado!

adrigonsmd@gmail.com
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NCT02807636 (IMvigor130):' N=1,200 o L]
+ First-line cisplatin-ineligible, locally advanced/metastatic Platinum-based chemotherapy + atezolizumab
+ ECOGPS <2 Cisplatin + gemcitabine OR
Co-primary endpoints: PFS, OS and safety carboplatin + gemcitabine
Durvalumab
NCT02516241 (DANUBE):? N=1,005
+ First-line unresectable stage IV Durvalumab + tremelimumab
+ Eligible/ineligible for cisplatin-based chemotherapy Cisplatin + gemcitabine OR

Co-primary endpoints: PFS and OS carboplatin + gemcitabine
Pembrolizumab + cisplatin/gemcitabine OR
Pembrolizumab + carboplatin/gemcitabine

NCT02853305 (KEYNOTE-361):> N=990

« First-line unresectable or metastatic Pembrolizumab

+ ECOGPS =2 Cisplatin + gemcitabine OR
Co-primary endpoints: PFS and OS carboplatin + gemcitabine

Nivolumab + ipilimumab
NCTO03036098 (CheckMate-901):* N=897

* First-line unresectable or metastatic Nivolumab + cisplatin + gemcitabine

* ECOGPS =1 Cisplatin + gemcitabine OR
Co-primary endpoints: PFS and OS carboplatin + gemcitabine

ECOG PS, Eastern Cooperative Oncology Group performance status; OS, overall survival; PD-1, programmed death-1; PD-L1, programmed death ligand-1; PFS, progression-free survival.

1. NCT02807636. Available at: http://www.clinicaltrials.gov (accessed November 2017); 2. NCT02516241. Available at: http:/fwww.clinicaltrials.gov (accessed November 2017);
3. NCT02853305. Available at: http://www.clinicaltrials.gov (accessed November 2017); 4. NCT03036098. Available at: http://www clinicaltrials.gov (accessed November 2017).
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