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Caso 1: feminina, 48 anos

* Junho/2016: dor lombar associada a hematuria
- Procura atendimento de emergéncia

- US do aparelho urinario: dilatacao pielocalicinal a direita,
observando-se material amorfo, sem vascularizacao, no interior da
pelve renal (sangue? pus?)
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e Litiase renal (Dez/2015)
* Asma
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" Caso 1: feminina, 48 anos

* TC: Defeito de enchimento da pelve renal esquerda (trombo? Calculo? Lesao
tumoral)

* Junho/2016:

 Cistoscopia: normal
* Ureteroscopia: identificacao de lesao tumoral em pelve renal D
* Nefroureterectomia direita

* AP: Carcinoma urotelial papilifero de alto grau (3,5 x 2,3cm) com invasao da
camada muscular na juncao uretero-pélvica. Margens cirurgicas livres. Auséncia
de invasao angiolinfatica. pT2Nx

* Persisténcia da hematuria + surgimento de linfonodo cervical a esquerda.
* Biopsia de linfonodo + Cistoscopia/RTU = carcinoma urotelial metastatico
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Carcinoma Urotelial Metastatico

e LesOes vesicais
e Linfonodo Mediastinal subcarinal: 2,5 x 2,4 cm
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Randomization stratification factors:

1. Cisplatin eligibility (eligible versus ineligible)

2. PD-L1status (positive versus negative)

3. Visceral metastasis (presence orabsence; ie, lung, or liver)
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ClinicalTrials.gov. Available at:
http://clinicaltrials.gov/ct2/show/NCT02516241

Cisplatina + Gencitabina


http://clinicaltrials.gov/ct2/show/
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" Toxicidades

* Neuropatia Periférica
* Zumbido
* Nauseas
* Anorexia

* Neutropenia afebril C3 - atraso do D8C3



Primeira reavaliacao apos C3:

 Linfonodo mediastinal: 2,4 2 1,2

* Necessitou reducao de dose por neutropenia afebril G3 persistente
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& Marco/2017: Completou 6 ciclos:

* Linfonodo Subcarinal: 2,4 21,2 = 1,0 (reducao 58%)
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e 8 semanas apos término quimioterapia: nao se identifica linfonodo
subcarinal
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Caso 1: feminina, 48 anos, Carcinoma urotelial metastatico

Julho/2017

* Perda de peso

* Fadiga
e Hematuria
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" SAUL Clinical Trial:

Principais critérios de

elegibilidade:

- Carcinoma urotelial ou ndo
urotelial do trato urinario

localmente avangado ou , .
———— . Até a perda do beneficio

- Um esquema anterior de Atezolizumabe clinico, toxicidade inaceitavel,
quimioterapia combinada | = 1200 mg IV a cada | —- decisdo de retirada pelo
(por exemplo, MVAC, GC trés semanas paciente ou investigador, ou
etc ) ’ ’ ' 6bit0

- PSECOGO,10u?2
- Amostra tumoral
obrigatoria

N=1000
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Caso 1: feminina, 48 anos, segunda linha com Atezolizumabe

* Setembro/2017: Primeira aplicacao de Atezolizumabe

* Melhora clinica



Apos 2 aplicacdes:

* Melhora clinica importante

* Episédio isolado de febre, associado a cefaléia e leve dor articular.

* Sem alteracdes ao exame fisico
e TC cranio: normal

e Laboratério:

e TSH: suprimido com aumento de T4 livre
* US tiredide: edema difuso sugestivo de tireoidite
* Captacao de lodo reduzida: compativel com tireoidite

* |niciado corticoesterdide + beta bloquadores para controle de FC



KEYNOTE-045 Study Design (NCT02256436)

* Urothelial cancer

Progression or
recurrence of
urothelial cancer
following a first-line
platinum-containing
regimen.

No more than 2
prior lines of
systemic
chemotherapy.

Pembrolizumab

SOC:
Paclitaxel,
Docetaxel or
Vinflunine




Keynote-045: Overall Survival

100
90 Hazard ratio for death, 0.73 (95% Cl, 0.59-0.91)
— P=0.002
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Months

No. at Risk
Pembrolizumab 270 226 194 169 147 131 87 54 27 13 4 0 0
Chemotherapy 272 232 171 138 109 8 55 27 14 3 0 0 O

Bellmunt J, et al. N Engl J Med 2017; Epub ahead print.



IMvigor211 Study Design

Key Eligibility Criteria® Atezolizumab Loss of
+ mUC with progression during or following 1200 mg g3w clinical benefit
platinum-based chemotherapy
— SO TS e UNEERY R No crossover permitted Survival
* Measurable disease per RECIST v1.1
* ECOG PS0-1 1:1 per protocol follow-up
* Evaluable sample for PD-L1 testing
* TCC histology as primary component Chemotherapy RECIST v1.1
(N=931) (investigator’s choice) progression
* Vinflunine g3w
Stratification Factors * Docetaxel g3w
* No. of risk factors® (0 vs. 1/2/3) * Paclitaxel g3w

Liver metastases (yes vs. no)
PD-L1 status (0/1 vs. 2/3)
Chemotherapy (vinflunine vs. taxanes)

= Additional endpoints

— Efficacy: RECIST v1.1 ORR, PFS and DOR¢

* Primary endpoint - Safety

. . — PROs: EORTC QLQ-C30
* 0§, tested hierarchically

in pre-specified populations
Powles T, et al. EAS 2017, IMvigor211.



OS Analysis: ITT Population

Events/ Median OS 12-mo OS Rate
Patients (95% Cl) (95% C1)
100
Atezolizumab 324/467 8.6 mo (7.8, 9.6) 39% (35, 44)
Chemotherapy 350/464 8.0 mo (7.2, 8.6) 32% (28, 37)
80
©
=
> 60
>
(Vp]
©
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20
HR =0.85 (95% CI: 0.73, 0.99)
o. P=0.038
I I | | I I 1 I I I | i I | I 1 I I I I | I | | | I
0 2 4 6 8 10 12 14 16 18 20 22 24
No. at Risk Months
Atezolizumab 467 405 327 280 245 201 177 138 90 59 34 13 1
Chemotherapy 464 397 330 268 219 175 140 99 60 42 17 7 1

¢ Median follow-up duration in ITT population: 17.3 Mo (range, 0to 24.5mo)

Powles T, et al. EAS 2017, IMvigor211.



Disease Control

IC2/3 IC1/2/3 ITT
Disease Control Atezo Chemo Atezo Chemo Atezo Chemo
(n=113) (n=116) (n=312) (n = 306) (n = 462) (n = 461)
DCR, % 34% 33% 26% 28% 24% 28%
95% Cl, % 25, 43 24, 42 21,31 23, 34 20, 28 24, 32
* Disease control was also observed across 1007 OSiin ITT Population
With Disease Control®
arms
, , 80 -
* DCRis defined by _
patients with confirmed CR/PRorSD S
S 60
> 24 weeks -
per RECIST v1.1 hll
© 40 -
e OS analysis suggests improved survival in g
patients with disease control in the © 20 -
atezolizumab arm Atezolizumab
O Chlernol‘thell’apy T T T T T T T T T T T T T T ] T T T T T
0O 2 4 6 8 10 12 14 16 18 20 22 24
No. at Risk Months
Atezolizumab 111 111 111 111 108 105 101 82 57 39 24 11 1
Chemotherapy 129 129 129 129 119 108 94 67 41 33 16 7 1




Response by PD-L1 Subgroup

IC2/3 IC1/2/3
Confirmed ORR® Atezo Chemo Atezo Chemo
(n=113) (n=116) (n=312) (n =306)
Responders, n (%) 26 (23%) 25 (22%) 44 (14%) 45 (15%) 62 (13%) 62 (13%)
95% Cl, % 16, 32 15, 30 10, 19 11, 19 11,17 11,17
CR, n (%) 8 (7%) 8 (7%) 11 (4%) 13 (4%) 16 (3%) 16 (3%)
100 - DOR in ITT Population
* Objective response was similar between
arms 0 80
* Responses to atezolizumab were durable §60
regardless of PD-L1 status b
* 63% of patients in the atezolizumab fzj 40 -
arm and 2
o/ o) | Events/
21% in the chemotherapy arm had o 20 Patients  mDOR (95% CI)
ongoing responses at data cutoff Atezolzumab  23/62 217 mo (13.0, 21.7)
0 -Chemotherapy 49/62 7.4 mo (6.1, 10.3)
0 2 4 6 8 10 12 14 16 18 20 22
No. at Risk ' Months
Atezolizumab 62 61 56 50 42 35 23 14 9 5 2 0
Chemotherapy 62 62 59 40 28 23 16 8 5 4 0 0

MDOR, median DOR.
a Confirmed RECIST v1.1 responses were assessed as an exploratory endpoint.

Powles T, et al. EAS 2017, IMvigor211.



Systemic Therapy for Bladder Cancer Now

Non-Muscle Neoadjuvant 1st Line 2"d Line Next Line
Invasive Adjuvant Metastatic Metastatic Metastatic

No systemic
therapy
Gem + Cisplatin or

A-MVAC
(Cisplatin)

Gem + Cisplatin

Cisplatin:
ORR 50-60%
median OS 15 mo.
1 year OS 60%

Carboplatin _
ORR 36% Pembrolizuma

median OS 9 mo. Atezolizumab
1 year OS 37% Durvalumab
Nivolumabe
Avelumab

ORR: 12% ?
Median OS 7 mo. ?

1 year OS 26%* ? |




Future development of PD1 inhibitors in UC

Non-muscle-

: : Muscle-invasive Metastatic
Invasive bladder )
bladder cancer urothelial cancer
cancer
m -
£
7 In deve|opment Pembrolizumab : . Durvalumab + Pembrolizumab
N + BCG Atezalizamab Atezolizumab FaNl Tremelimumab (Ph III)
Pembro + Chemo Nivolumab Ph Il
U -
c
O
i
Q
© Avelumab (Ph III)
% Pembrolizumab Pembrolizumab
()]
=
?\1 Pembrolizumab (Ph Il vs chemo)

Atezolizumab (Ph Il vs chemo)

Schema adapted from: Fakhrejahani F et al. Curr Opin Urol 2015
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