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Cancer de pele

Céancer de pele! -
(Tipo de cancer + N&o-melanoma

comum no mundo)

Carcinoma
Melanoma Escamocelular Carcinoma
(CSCCQC) (~20%)? Basocelular
(BCC) (~80%)?
Ipilimumabe
Nivolumabe

Pembrolizumabe

Nivolumabe + Ipilimumabe Sub-tipos raros3

(Carcinoma de Merkel [MCC], linfoma
cutaneo, tumor anexos cutaneos,
Sarcoma de Kaposi, etc.)

1. Rogers etal., 2015;
2. Karia PS, et al. J Am Acad Dermatol 2013;68:957-66.
3. ACS, 2016



Carcinoma escamocelular de pele

263% aumento incidéncia EUA:

— Exposicao solar

— Envelhecimento da populacao
95% obtém cura com cirurgia

2-5% metastases linfonodais e a
distancia
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Fatores de risco de metastases:

— Espessura do tumor (>6mm)
— Imunossupressao B
0

c ~ 0 12 24 36 48 60 72 84
— Localizacao na orelha SE———
Number at risk
~ . Metastases 615(6) 486(19)  413(22)  338(23) 227(26) 120(26) 76(26)  60(26)
—_ I Nnvasao pe rineura I Localrecurrences 615(1) 491(13)  417(14)  342(15) 228(17) 121(17)  74(20)  58(20)

2 g 3 3 Figure 1: Kaplan-Meier estimates of metastasis-free and local recurrence-free survival after resection of the
- H I Sto I Og 1a po uco d Ife rencia d d primary squamous-cell carcinoma in 615 patients

Numbers in parentheses are sum of all patients with metastases or local recurrence. Y-axis shortened.

Dermatol Surg 32: 1309, 2006; Lancet Oncol 9: 713, 2008



Carcinoma de Merkel: Carcinoma neuroendodcrino agressivo

Dermis

Dano DNA pelos raios UV versus
Integracao clonal do MCPyV no genoma
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Carcinoma de Merkel: Aumento da incidéncia
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—— Male

«=m-~ Female

Relative survival (%)

1 2 3
Time from diagnosis (years)
Local (n=2356) 91% 80% 71% 67%

- Nodal (n=937) 75% 56% 48% 43%
P N @1’ s'f‘,o” O P Rt Metastatic (ne277) 44% 26% 20% 18%

Incidence (10* person-years)

Age (years) J Am Acad Dermatol 49: 832, 2003




CEC pele e Carcinoma de Merkel:
Fatores de risco

CEC pele Carcinoma de Merkel

¢ |dade média 76 anos

e Mais comum cabeca e
pPescoco

e Exposicao raios UV

e |dade média 71 anos

e Mais comum cabeca e
pPescoco

e Exposicao raios UV

* Imunossupressao
e Tipo pele clara

e Infeccao polioma virus
(MCPyV+ 60-80% casos)

* Imunossupressao
e Tipo pele clara

Qual o racional da imunoterapia no tratamento destas neoplasias?



Carga mutacional: marcador de resposta a imunoterapia
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Cancer de pele: Carga mutacional nao depende
de instabilidade de microssatélites

All specimens
n=62,150

/ MSI and TMB
TMB High High
n=4328 n=699

Percent of specimens

Carcmoma escamocelular de pele
" Melanoma
Carcmoma de Merkel

Genome Medicine 9: 34, 2017



Carga
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N Engl J Med 377: 2500, 2017



Carcinoma de Merkel avancado:
Pembrolizumabe na 12 linha

Caracteristicas da populacgao:
- ldade mediana: 70 anos

- 80% > 65 anos

- 86% metastase a distancia
- 14% localmente avancado
- 64% status viral positivo

N Engl J Med 374: 26, 2016



Pembrolizumabe na 12 linha: ORR

Treatment response
(per independent central review, RECIST 1.1)

» 50 patients received 21 dose of pembrolizumab
« Median follow-up 14.9 mos (range 0.4-36 mos as of 06 Feb 2018 database

Seguimento mediano 14.9 meses N = 50
n %
ORR 28 o6 | |
Best overall response
CR 12 24
PR 16 32
SD 5 10
PD 16 32
No assessment 1 2

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Pembrolizumabe na 12 linha:
Resposta de acordo com status MCPyV

Radiologic tumor response to pembrolizumab in patients
per viral status

190 - M('JPy\f sttatus: : Response rate (%)
i nvestigalor-assesse MCPyV (+) 19/32 (590/0)

gg s exploratory end point

oo « Notan eligibility criterion ~ MCPyV (-) | 9/17 (53%)
30
om0 P e s e e e +20%

B | S S T S R R R R

= |H|\||H||HH
S0 | 30%

-40 A

-50 A
257;8 | t =Positive Viral status:

38 1 (Unmarked bars are Virus-neg)
-100 -+ n=45 patients with evaluable data

Percent change in sum of tumor
diameters of target lesions (RECIST 1.1)

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Pembrolizumabe na 12 linha:
Cinética da resposta ao tratamento

Response kinetics in patients with advanced MCC receiving
pembrolizumab

100 2T Nt Median time to response
among responders:
2.8 months (range 1.5 - 9.7)

50 4 /s [/

Change in Target Lesions, %
o

-100 -

Time, months

wonor. 208ASCO 725018

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Pembrolizumabe na 12 linha:
Sobrevida livre de progressao

Progression-free survival with pembrolizumab for MCC

100 Pembrolizumab 1st line
] & (N=
- B0 (N=50)
O\Q 4
— 80 1st line chemotherapy
2 - historical data (N= 62)
c . lyer, et al (Cancer
B 60 16.8 meses Medicine, 2016)
5 )
E 50 I T 1st line chemotherapy
& 40 - —4;% historical data (N=67)
.g ] Cowey, et al (Future
» 30 Oncology, 2017)
2 i =% 22% =
g’ 20 | 16% Median PFS (months)
. 10 B % 10% Pembrolizumab  16.8(95% Cl 4.6,
0o +——————r—r———————r——r— v SRy S i il
: ZE2EZI, S s S FP Chemo (lyer) 3.1 {0.4-33, range]
0 6 12 18 24 30 6
: N Chemo (Cowey)  4.6[95% Cl 3.0-7.0]
Months since treatment initiation
Natrisk 50 30 19 15 10 6 0 Database Cutoff Date - 06Feb2018

- 208ASCO

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Pembrolizumabe na 12 linha:
Sobrevida global

Overall survival with pembrolizumab for MCC

100 Pembrolizumab 1st line
] - (N=

90 - (N=50)

80 1st line chemotherapy
;\c? ] i LR l historical data (N= 62)
< 70 70% 2% e ol | i 1 lyer, et al (Cancer
(>U 60 - 64% 64% Medicine, 2016)
g = :
(?) i e 1st line chemotherapy
= 40 - 44% historical data (N=67)
g 1 Cowey, et al (Future
> 307 30% Oncology, 2017)
®) 1 28 7% b 24.5%

20 7] 20% 18% Median OS (months)

10 7 Pembrolizumab  NR j95% CI 26.0, |

10%
0 ——— e e e —_— ——— —— i Chemo (lyer) -~
0 6 12 18 24 30 36 '
Months since treatment initiation Chemo (conay) {192(;‘,201 > id53)
N at risk 43 31 21 16 11 (0] 0 Database Cutoff Date | 06Feb2018
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Carcinoma de Merkel avancado: JAVELIN Merkel 200
Avelumabe na 12 linha e 22 linha

Phase Il Study

Patients with oL
progressive disease Avelumab
after receiving 1 10 mg/kg
line of IV every 2
chemotherapy for N = 88 weeks
metastatic MCC

. .. Confirmed Best Overall
Primary Endpoint: Response (BOR)

Secondary
Endpoints:

DOR, PFS, OS, Safety,

No prior systemic
treatment for
metastatic MCC.

Prior chemotherapy
treatment in the
adjuvant setting (no 1L

Avelumab

clinically detectable

disease; no metastatic 10 mg/kg

disease) is allowable if IV every 2
the end of treatment -
occurred at least 6 N = 39*
months prior to study
start

Unselected for PD-L1
expression or MCPyV
status

] ... Durable response rate (6 mos)
Primary Endpoint: | ECIST v1.1 and IRC

Secondary

Endpoints: BOR, PFS, OS, Safety

* Analise interina pré-planejada ja publicada,
estudo em andamento



Avelumabe na 22 linha: Update 2 anos
Caracteristicas da populacao

Baseline characteristics

Characteristic N=88

Age, n ()
<65y 22 (25.0)
265y 66 1
Median (range), y
Sex, n (%)
Male 65(73.9)
Female 23 (26.1)
ECOGPS, n (")
0 49 (55.7)
1 39 (44.3)
Site of primary tumor, n ()
Skin 67 (76.1)
Lymph node 12 (13.6)
Other 2(2.3)
Missing 7 (8.0)
Humber of prior systemic anticancer treatments, n ("))

1 52 (59.1)
2 26 (29.5) ] =40% of patients received
23 10(11 4)
Visceral disease at study entry, n (/)" ‘2 pflOf “nes Of therapy

Yes 47(53 4)
Ho 411 66)

" Metastases not isolated to lymph nodes, skin, or soft tissue

79% PD-L1 +

60% MCPyV +

- 208 ASCO

#3 5T¥ the propeTTy af M matte

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Avelumabe na 22 linha: Update 2 anos
Resposta objetiva

Response to avelumab

Response parameter l N=88

ORR (95% Cl), % 33.0 (23.3-43.8)

Confirmed BOR, n (%)
CR 10 (11.4)
PR 19 (21.6)

PD-L1 +:34.5%
PD-L1-:18.8%

MCPyV + : 26.1%
MCPyV - : 35.5%

SD 9 (10.2)
PD 32 (36.4)
Not evaluable® 18 (20.5)

DCR, % 43.2

Patient responses remain unchanged from the 1-y analysis’

DCR, disease control rate; ORR, objective response rate; PR, partial response; SD, stable disease

* Patients not evaluable for a confirmed BOR had no baseline lesions identified by independent review (n=4), baseline but no postbaseline assessments (n=10), all nonassessable postbaseline
assessments (n=2), no postbaseline tumor assessment before the start of new anticancer therapy (n=1), or SD of insufficient duration (n=1)

1. Kaufman HL, et al. J Immunother Cancer. 2018;6(1):7.

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Avelumabe na 22 linha: Update 2 anos
Duracao de resposta prolongada

Time to and duration of response (n=29)

« Median DOR not yet reached
- Lower bound 95% CI: 18.0 mo
- Range, 2.8 to 31.8+ mo

» Of 10 patients with CR,
34 / are ongoing
l = . E dComp|e(e response . EStlmated 67% DOR 22 y
A ; i = Ongoing complete response (95% Cl 46%_81%)*
e E | & Partial response ’
B : ; : Progressive disease
- ; | =0 :
. Endoftieativent. * PD in 10 responders
S e T e e e e T e et (P05 T De tWeen!| 612/ 1h 0,
0 5 12 18 24 30 36 >
Time since treatment initiation, no predlctors)
mo

* Based on Kaplan-Meier estimate

sorws 20BASCO  #ascors

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



PFS, %

Avelumabe na 22 linha: Update 2 anos

PFS e OS em comparacao a dados historicos de QT

Numnber af risk

Avelumab 88
Cowey 2017 20
Beckar 2017 M
lyer 2016 30

43
"
30
15

“
OOUN

RN 601 =
A -y OS rate: 50%
504
O
401
304 ‘
204 E — Avelumab
i — Cowey 2017
10+ i
! — Becker 2017

6 L L é L4 LA 1'2 L] L4 1la LA 2‘ L | 3"0 L 4 L4 'x
Time since treatment initiation, mo

Number af risk

Avelumadb 88 82 68 60 52 46 42 38 kL) 3 32 N 29 19 13

Cowey 2017 20 17 n 5 1 0 0 0 0 0 0 0 0 0 0
Becker 2017 34 0

oo®
oo
oOow
oo

M 26 9 2 0 0 0 0 0 0 0 0 0

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Avelumabe na 12 linha:
Analise interina pré-planejada

29 pacientes
Seguimento mediano: 5.1 meses

Table. Outcomes by RECIST Version 1.1, per Independent Review
Committee Assessment

Patient Follow-up Group
Outcome 23 mo =6 mo

62.1(42.3-79.3) 71.4(41.9-91.6)
4(13.8)

: 71.4%
Partial response 14 (48.3)

Stable disease 3(10.3) 1(7.1)
Progressive disease 7(24.1) 2(14.3)
Nonevaluable® 1(3.4) 1(7.1)
Response durability®
Median DOR (95% Cl), mo

Complete response

NE (4.0 to NE)
93 (61-99)

NE (4.0 to NE)
100 (NE)

Propdrtionrdf résbon;éé with 83 (46-96) 89 (43-98)
duration 26 mo, % (95% Cl)

Abbreviations: BOR, best overall response; DOR, duration R

estimable; ORR, objective response rate; RECIST, Responsé

in Solid Tumors.

7 Includes 29 patients with at least 3 and 14 with at least 6

b patient died before tumor assessment due to an adverse event unrelated to
treatment with avelumab.

“ Includes 18 patients with at least 3 and 10 with at least 6 months of follow-up.

JAMA Oncol; Published online March 22, 2018

Change From Baseline in Sum

of Target Lesion Diameters, %

[ A | Duration of response and treatment

Complete response
Partial response
Progressive disease
Ongoing response
£nd of treatment
Death

Start of subsequent
anticancer treatment

Individual Patients

—_—_

9 12
Time Since Treatment Initiation, mo

75

50

25§

Individual Patients




Carcinoma de Merkel avancado:
Nivolumabe — Checkmate 358 (fase 1/2)

* Multiplas coortes
= Pa C i e ntes CO m t U m O r Response to treatment Response-evaluable Treatment-naive Pts with 1-2 prior

pis (N=22) pis (n=14) therapies (n=28)

associado a infeccao
viral

* MCC: 25 pacientes
— Follow-up: 26 semanas
— 67% virus positivo
 Resultados 3 meses: R
— ORR: 71%
— PFS: 82%
— 0S:92%

Best overall response — n (%)

AACR Annual Meeting 2017; Abst CT074



Carcinoma de Merkel avancado:
Nivolumabe neoadjuvante — Checkmate 358

Neo-adjuvant nivolumab in resectable MCC
CheckMate-358 (Topalian SL et al.: abstract 9505)

At 4 weeks:
Radiographic response
240 mg Q2W (CT staging) 40%

2 doses Pathologic response
N = 29 pts (complete tumor resection
69% stage Il and histopathology) 65%

Follow-up
(PFS, OS)

Resectable MCC
stage Il - IV

Nivolumab

Medians not
reached

* Neo-adjuvant anti-PD-1 treatment resulted in high response rates after
only 2 doses

« If this leads to a survival advantage versus surgery only has to be
investigated in randomized comparative trials

senren . 2018 ASCO i cmis PRESENTED By =11 ' selma.ugurel®uk-essen. de

Presented By Selma Ugurel at 2018 ASCO Annual Meeting



E no CEC de pele?
Até 2018 apenas relatos de caso...

J Journal of the American Academy of Dermatology

PD-1 inhibition for cutaneous
squamous cell carcinoma: A
study of six consecutive cases

& PlumX Metrics

DOI: https:/doi.org/10.1016/j.jaad.2017.04.751

@ Article Info

Importance: Currently there are no well-

JAMA Network

E JAMA Dermatology O\ (D:]

Observation

January 2016

A Case Report of Un-
resectable Cutaneous
Squamous Cell Carci-
noma Responsive to

Pembrolizumab, a
Programmed Cell
Death Protein 1 In-
hibitor

Anne Lynn S. Chang, MD'; Jinah Kim, MD, PhD'+2;

Richard Luciano, NPA*; et al




Anti PD-1 no tratamento
do CEC pele avancado

e 2 coortes (n = 85 pacientes):
— Coorte de expansao do estudo fase |
— Coorte estudo pivotal de fase Il

* Populacao:

— CEC localmente avancado e/ou
metastatico nao candidato a cirurgia
por um dos motivos:

PD-1 Blockade with Cemiplimab in Advanced

Cutaneous Squamous-Cell Carcinoma

* Recorréncia de doenca ap6s 2 ou
mais procedimentos cirurgicos
Cuja expectativa de cura com
nova cirurgia é baixa;

» Cirurgia sujeita a complicacoes ou
deformidades

Migden et al. N EnglJ Med. 2018



Cemiplimab no tratamento CEC pele avancado
Caracteristicas da populacao

Charactenstic
Age
Median {range) — yr
265 yr—no. (%)
Male sex — no. (%)
ECOG performance status score — no. (%)
0
1

Primary site of cutaneous squamous-celtl carcinoma — no. (%)

Head or neck
Armorleg
Trunk

Penis

Previous systemic therapy for cutaneous squamous-cell
carcinoma — no. of patients (%)

No regimens
Any regimen
1 regimen

22 regimens

Previous radiotherapy for cutaneous squamous-cell
qrcinoma — no. (%)

Extent of cutaneous squamous-cell carcinoma — no. (%)
Distant metastasis
Regional metastass only

Locally advanced progression only

Expansion Cohorts ~ Metastatic-Disease Cohort
of the Phase 2 Study

of the Phase 1 Study
(N=26) IN=59

73 (55-88) 71 (38-93)
21{81) 8(7)
21 {81} 54 (92)

10{38) 23(39)
16 {62) 36 (61)

18(69) 38 (64)

5(19) 12 (20)
2(8) 9(15)

0
1 {A) v

26 (44)
15 (58) 33 (56)
15{58) 22(37)
11(19)
50 (85)

8 (31) 45 (76)
8(31) 14 (24)
10{38) 0

ldosos

Cabeca e pescoco

Previamente tratado

Migden et al. N EnglJ Med. 2018



Cemiplimab: Taxa de resposta

Expansion Cohorts Metastatic-Disease Cohort
of the Phase 1 Study of the Phase 2 Study
Outcome (N=26) (N=59)

Best overall response — no. (%) 1
Complete response 0 4 (7)
Partial response 13 (50) 24 (41)
Stable disease 6 (23) 9 (15)
Progressive disease 3 (12) 11 (19)
Could not be evaluated? 3 (12) 7 (12)
Nontarget lesions only§

Objective response — % (95% CI) 50 (30-70) 47 (34-61)

Durable disease control — %% (953 C1) 65 (44-83) 61 (47-74) 0
Median observed time to response (range) 23 (1.7-7.3) 1.9 (1.7-6.0) D C R : 65 A)

Best Tumor Response for 45 Patients in the Phase 2 Study

B Complete or partial response
Could not be evaluated Progressao de doenga devido novas

W Progressive disease lesdes ou aumento lesdes nao-alvo
B Stable disease
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Migden et al. N EnglJ Med. 2018



Cemiplimab em CEC pele:
Tempo duracao resposta e SLP

Tumor Response over Time for 28 Patients in the Phase 2 Study

SLP em 12 meses: 53%
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Months |
|

Rapido tempo para resposta No.atRisk 59 41 38 30 22 12 6
23/26 resposta mantida apds cutoff
3 progressao de doenca
1 remocgao cirurgica



Admissao Semana 32
Effect of Cemiplimab in Patients with -

Advanced Cutaneous Squamous-Cell
Carcinoma

Patient in Phase 1 Study

Admissao

Semana 24

Migden et al. N Engl J Med. 2018
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Baseline =2 Apds 6 meses de Pembrolizumabe




Os outros tumores de pele podem ser

tratados com imunoterapia?

Uso de anti PD-1/PD-L1 é nova realidade no CEC pele e
MCC avancados:

— Alta taxa de resposta na 12 linha
— Resposta duravel
— Toxicidade ja conhecida, aceitavel e manejavel

Raridade da doenca permite avaliacao de eficacia com
estudo de fase

Aprovacao no Brasil:
— MCC avancado: Avelumabe
— CEC avancado: Nenhum

Neoadjuvancia: Resultado preliminar € promissor
Estudos na adjuvancia ja estao em andamento



Novos desafios para a pratica clinica

* Auséncia de biomarcador de resposta
— Sem associacao status MCPyV ou expressao PD-L1
— 30 - 40% resisténcia primaria na 12 linha

e Estudos nao incluiram pacientes
imunossuprimidos

— HIV, malignidades hematologicas, transplantados,
tto imunossupressor



Obrigado!

rodrigoguedes@clinicaamo.com.br
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