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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 raross

(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
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Carcinoma escamocelular de pele

263% aumento incidéncia EUA:

.

.
95% obtem cura com cirurgia
2-5% metastases linfonodais e a
distancia
Fatores de risco de metastases:

.

.

.

Exposicao solar
Envelhecimento da populacao
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Espessura do tumor (>6mm)
Imunossupressao B st

0 12 24 36 48 60 72 84

Localizacao na orelha S,

Number at risk
Metastases 615(6) 486(19) 413(22) 338(23) 227 (26) 120 (26) 76 (26) 60 (26)

Invasao p erineural loclrecurrences 615(1) 491(13)  417(14)  342(15) 228(17) 121(17)  74(20)  58(20)
1 1 1 1 Figure 1: Kaplan-Meier estimates of metastasis-free and local recurrence-free survival after resection of the
H I Sto | O g I a p O u CO d Ife re n C I ad a primary squamous-cell carcinoma in 615 patients

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

DermatolSurg32: 1309 2006;LancetOncol9: 713, 2008



Carcinoma de Merkel: Carcinoma neuroenddcrino agres:
Dano DNA pelos raios Wersus
Integracao clonal do MCPyV no genoma

UV-mediated carcinogenesis
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Carcinoma de Merkel: Aumento da Iincidéncia
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(Age & Sex Adjusted, Per 100,000)
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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 déerkel

wldade média 76 anos

wMalis comum cabeca e
PEescoco

wEXposicao raios UV

wldade média 71 anos

wMalis comum cabeca e
Pescoco

wEXposicao raios UV

wlmunossupressao
wTipo pele clara

wlmunossupressao
wTipo pele clara

winfeccagpoliomavirus
(MCPyW 6380% casos)

Qual o racional da imunoterapia no tratamento destas neoplasias



Carga mutacional: marcador de resposta a imunoterap
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CEC pele: 45.2 mut/Mb
Melanoma: 14.4 mut/Mb
Merkel: 4.3 mut/Mb
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Cancer de pele: Carga mutacional nao depend
de instabilidade de microssatelites

All specimens
n=62,150

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

Percent of specimens
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i { Melanoma
Carcmoma de Merkel

Genome Medicine 9: 34, 2017



Carga mutacional e resposta ao anttPD

&
@
b
<
o
o
“
g
@
4
o
o
=
]
2
el
(o]

0

Merkel-cell

Melanoma

Renal-cell Anal
. o

Cervical

Hepatocellular o Urothellal
Q ' & @ NSCLC (squamous)
NSCLC (nonsquamous)
; @ Head and neck
o} " ® Endometrial

Mesotheliorna

Sarcoma " - @ Esophagogastric @ Small-cell lung

®Prostate

0 @ Breast
Adrenocortical

Pancreatic Germe-cell

o o e Colorectal (MMRp)

o
Cutaneous
squamous-cell

Noncolorectal
{(MMRd)
[e]

Colorectal
(MMRd)
L]

Objective Response Rate
(no. of patients evaluated)

0 50
o 100
Q500
Q1000
Tumor Mutational Burden
(no. of mutations per tumor)
Q100
@ 1000
@ 10,000

20
Median No. of Coding Somatic Mutations per MB

N Engl J led 377: 2500, 2017



Carcinoma déerkelavancado:
Pembrolizumabaa 12 linha

50 pacientes MCC avancado Até 2 anos de
12linha Pembrolizumabe tratamento ou PD
N: 26 pacientes (1/15 a 12/15) 2 mg/kg q3w ou toxicidade
N: 24 pacientes (3/16 a 5/17) limitante
Caracteristicas da populacao:
ldademediana: 70 anos Obijetivo primario: ORR (CR + PR por RECIST 1.1
80% >6&nos Objetivos secundarios: PFS, DOR e OS
S0 MEEHEES EISENEE Analise exploratéria: Status viral, status expressaa PD

14% localmenteavancado
64% status viral positivo

N Engl J Med 374: 26, 2016



Pembrolizumabe na2linha: 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?linha:
Resposta de acordo com status MCPy

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 « Not an eligibility criterion ~ MCPyV (-) | 9/17 (53%)
30 -
50 SR +20%

B | GEEL LI L LD LU

= |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?linha;
Cinética da resposta ao tratamento

Response kinetics in patients with advanced MCC receiving
pembrolizumab

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

Change in Target Lesions, %

Time, months

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Pembrolizumabe na2linha:
Sobrevida livre de progressao

Progression-free survival with pembrolizumab for MCC

100 Pembrolizumab 1st line
] & (N=
—~ 90 (¥=50)
O\Q 4
— 80 1st line chemotherapy
2 - historical data (N= 62)
c . lyer, et al (Cancer
? 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)
8 __ i 22% —l
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 na2linha:
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

208ASCO

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Carcinoma de MerkelvancadoJAVELIN Merkel 2C
Avelumabenal?linhae 2linha

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 préplanejada ja publicada,
estudo em andamento



Avelumabe n&?linha Update2 anos
Caracteristicadapopulacao

Baseline characteristics

Characteristic N=88

Age, n ()
<65y 22 (25.0)
265y 00 1
Median (range), y
Sex, n (%)
Male 65(73.9)
Female 23 (26.1)
ECOGPS, n (")
0 49 (55.7)
1 39 (44.3)

79% PELL +

60% MCPyV

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) : g .
2 26 (29.5) =40% of patients received
23 10 (11.4) SeETY

Visceral disease at study entry, n (")" 22 prior lines Of therapy

Yes 47 (53.4)
Ho 41 (46.6)

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

- 208 ASCO

#3 5T¥ the propeTTy af M matte

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Avelumabe n22linha Update2 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)

PDL1 + :34.5%
PDL1-:18.8%

MCPyV + : 26.1¢

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 n22linha Update2 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
53 : :
- | E o Complete response » Estimated 67% DOR >2 Yy
A ; i = Ongoing complete response (95% Cl 46%_81%)*
e E | & Partial response ’
B : ; : Progressive disease
A a : : -O .
. 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 nZ?linha Update2 anos
PFS e O8n comparacaa dadoshistoricosde QT

0S, %

43
"

2 2 E
30 : e 204 E — Avelumab
15 3 4 ' — 2017
10+ H i
! — Becker 2017
0 Ll L 4 L} L4 L .' L} L4 L LA .‘ L . Ll L4
0 5 12 18 24 30 36
Time since treatment initiation, mo
Number af risk
Avelumadb 88 82 68 60 52 46 42 38 kL) 3 32 N 29 19 13 8 6 3 0
Cowey 2017 20 17 -] 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Becker 2017 M k2 ) 26 9 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Presented By Paul Nghiem at 2018 ASCO Annual Meeting



Avelumabe ndzalinha:
Analiseinterina pré-planejada

[ A | Duration of response and treatment

29 pacientes
Seguimento mediano: 5.1 meses

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

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

Start of subsequent
anticancer treatment

Patient Follow-up Group
Outcome 23 mo =6 mo

8
g
&
I}
3
°
2
©
=

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

Complete response 4(13.8) 0

Partial response 14 (48.3) 7 1 : 4 A)

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 NE (4.0 to NE) NE (4.0 to NE)
93 (61-99) 100 (NE)

—_—_

6 9 12
Time Since Treatment Initiation, mo

E] Change in target lesion sum diameters
75
50
Proportion of respanses with 83 (46-96) 89 (43-98) | 58
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.

E X
A Y
—
ed
(-7}
(%]

e B
=8
=)
8=
=]
EY
i
=%
o
o 2
E m
sF
C's

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

JAMAONco| Published online March 22, 2018 Individual Patients



Carcinoma déerkelavancado:
Nivolumabeg Checkmate358 (fase 1/2)

A Mltiplas coortes
I PaCIenteS Com tumor 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

A MCC: 2%acentes
i Followup: 26 semanas g
I 67% virus positivo

A Resultados 3 meses:
I ORR: 71%
I PFS: 82%
I OS: 92%

AACRAnnualMeeting 2017AbstCT074



Carcinoma de Merkel avancado:
Nivolumabeneoadjuvanteg Checkmate358

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

At 4 weeks:
Radiographic response
' 0,
240 mg Q2W (CT stagmg) 40%
2 doses Pathologic response
N=29pts (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?
Ate 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/jjaad.2017.04.751

@ Article Info

Importance: Currently there are no well-




