1 4

|NTERNAC|ONA|. DE
|V elanoma

‘ HOTEL PULLMAN VILA OLIMPIA ‘

29 E 30 DE NOVEMBRO 2019




Carcinoma de Merkel:
de onde viemos e onde
chegamos

Rodrigo Ughini Villarroel
Instituto do Cancer Hospital Sao Vicente
Passo Fundo-RS

& ZHSVP

lnStitUto ospital Sao Vicente de Paulo
do Cancer Hospital Sao Vicente de Paul

oooooooooooooooooo




Declaracdo de Conflito de Interesses “"e'

De acordo com a resolucdo do Conselho Federal de Medicina n2 1595/2000
e Resolucao da Diretoria Colegiada da ANVISA n2 96/2008, eu declaro que:

= Pesquisa Clinica — Como investigador: Novartis, Roche, Astellas, Merck,
Bayer

= Apresentacoes Cientificas — Como palestrante: MSD, BMS, Novartis,
Janssen

= Atividades de Consultoria — Como membro de Advisory Boards: Novartis,
BMS, MSD



Merkel cell carcinoma

* Rare, aggressive skin cancer
associated with poor survival’

- MCPyV+ in =80%2

- Risk factors: UV light, advanced
age, and immunosuppression'3

* MCC is a chemo-sensitive
disease, but resPonses are
seldom durable+®
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PFS with 2L+ chemotherapy in mMCC*6.*
Cowey 2017 Becker 2017 lyer 2016
(n=20) (n=34) (n=30)
Line of therapy 2L+ 2L+ 2L
Median PFS, mo 2.1 3.0 )
(95% Cl) (1.0-3.2) (2.6-3.1) (1.3-2.7)

— Cowey 2017
— Becker 2017
— lyer 2016

Y 18
Months from start of chemotherapy

2L+, second line or later; MCPyV, Merkel cell polyomavirus; mMCC, metastatic Merkel cell carcinoma; PFS, progression-free survival

* Includes both immunocompetent and immunocompromised patients

1. Lebbé C, et al. Eur J Cancer. 2015;51(16):2396-403. 2. Feng H, et al. Science. 2008;319(5866):1096-100. 3. NCCN Clinical Practice Guidelines. Merkel cell carcinoma. V1.2018.
4. Cowey CL, et al. Future Oncol. 2017;13(19):1699-1710. 5. Becker J, et al. Oncotarget. 2017;8(45):79731-41. 6. lyer JG, et al. Cancer Med. 2016;5(9):2294-301.
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JAVELIN Merkel 200 (NCT02155647)
Phase I, prospective, open-label, international, multicentre trial
Part A cohort, MMCC 2L+ N=88

Part Key assessments
Patients: key eligibility criteria lEimelt . —
Primary endpoint:

Avelumab A BOR by RECIST v1.1 per
o - 10 mg/kg IV - IRC
* Histologically confirmed stage Q2W until 2L+ | Secondary endpoints: DOR;
IV MCC confirmed PD* PFS; OS; safety and
* Immune-competent status tolerability
» Unselected for PD-L1

expression or MCPyV status
« ECOG PS 0-1 and adequate
end-organ function

1. Kaufman HL et al. Lancet Oncol. 2016;17:1374-1385; 2. Kaufman HL AACR 2017. Abstract CT079 (presentation);.
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Baseline characteristics

Characteristic N=88

Age, n (%)
<65y 22 (25.0)
265y 66 (75.0)
Median (range), y 72.5 (33-88)
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)
Number of prior systemic anticancer treatments, n (%)
1 52 (59.1) . . )
2 26 (29.5) ~40% of patients received
>3 10 (11.4) ; i
Visceral disease at study entry, n (%)* 22 prior “nes Of therap y
Yes 47 (53.4)
No 41 (46.6)

* Metastases not isolated to lymph nodes, skin, or soft tissue
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Response to avelumab

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

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

e Of 10 patients with CR,
/ are ongoing

©
=)
3o
8
=
=

0 Complete response e Estimated 67% DOR >2 y
m Ongoing complete response (95% C|, 46%_81%)*

A Partial response
Progressive disease
= Ongoing response

« End of treatment * PDin 10 responders
i ¥ = (most between 6-12 mo;
Time since treatment initiation, no predlctors)

* Based on Kaplan-Meier estimate
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Progression-free survival with avelumab
and retrospective chemotherapy data'-3-*

100
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ee e o 2-y PFS rate: 26%

L | l |
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— Avelumab

— Cowey 2017
— Becker 2017

lyer 2016
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0 12 18 24 30 36

s Time since treatment initiation, mo

Avelumab 88 43 24 21 20 20 20 19 16 13 8 3
Cowey 2017 20 11 0 0 0 0 0 0 0 0 0
Becker 2017 34 30 0 0 0 0 0 0 0 0 0
lyer 2016 30 15 0 0 ] 0 0 0 0 0 0

* This figure is for illustrative purposes only and is not a direct head-to-head comparison; it incorporates multiple different data sets and is not from a randomized clinical trial
1. Cowey CL, et al. Future Oncol. 2017;13(19):1699-1710. 2. Becker J, et al. Oncotarget. 2017;8(45):79731-41. 3. lyer JG, et al. Cancer Med. 2016;5(9):2294-301.
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Overall survival with avelumab
and retrospective chemotherapy data'.2*

100
90+
801
701
60

1-y OS rate: 50%

50

404

Klog

20+ — Avelumab
— Cowey 2017
— Becker 2017

12 18 4 36
Time since treatment initiation, mo
Number at risk

Avelumab 88 82 68 46 42 38 35 33 32 31 29 19

Cowey 2017 20 17 12 0 0 0 0 0 0 0 0 0

Becker 2017 34 34 26 0 0 0 0 0 0 0 0 0
0S, overall survival
* This figure is for illustrative purposes only and is not a direct head-to-head comparison; it incorporates multiple different data sets and is not from a randomized clinical trial
1. Cowey CL, et al. Future Oncol. 2017;13(19):1699-1710. 2. Becker J, et al. Oncotarget. 2017;8(45):79731-41.
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lyer JG et al. Cancer Med 2016; published online July 19
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JAVELIN Merkel 200 (NCT02155647)

Phase Il, prospective, open-label, international, multicentre trial
Part A cohort, nMMCC 2L+ N=88

Part B cohort, mMMCC 1L N=112

Part Key assessments
Patients: key eligibility criteria Lt . —
Primary endpoint:

» Avelumab » A BOR by RFTI%:ST v1.1 per
* Histologically confirmed stage 18;\,?,%%?/ 2L+ | Secondary endpoints: DOR;
IV MCC confirmed PD* PFS; OS; safety and
* Immune-competent status tolerability
* Unselected for PD-L1 Primary endpoint:
expression or MCPyV status B durable responset
« ECOG PS 0-1 and adequate :
end-organ function 1L Bogeg%l;agF?d(ggmtS:f ty
) ) ; ; Sare

1. Kaufman HL et al. Lancet Oncol. 2016;17:1374-1385; 2. Kaufman HL AACR 2017. Abstract CT079 (presentation);.




JAVELIN Merkel 200 parte B:
analise interina

Patient Follow-up Group Duration of response and treatment
Outcome =3 mo =6 mo >
N 3 9 Response?®
- Confirmed ORR, % (95% Cl) 62.1(42.3-79.3) 71.4(41.9-91.6)
mFU 5.1m Confirmed BOR, No. (%)
v
Complete response 4(13.8) 4(28.6) ::E;
: =]
Partial response 14 (48.3) 6 (42.9) éﬂ A Complete response
Stable disease 3 (10.3) 1 (7.1) ] A Partial response
= . .
Progressive disease 7(24.1) 2(14.3) = ® Progressive disease
= = (ngoing response
b k=
Nonevaluable 1(3.4) 1(7.1) @ End of treatment
Response durability® ¢ Death
Median DOR (95% CI), mo NE (4.0 to NE) NE (4.0 to NE) : O Start of subsequent
anticancer treatment
Proportion of responses with 93 (61-99) 100 (NE) =0
duration 23 mo, % (95% CI) T . . .
; . 0 3 6 9 12
Proportion of responses with 83 (46-96) 89 (43-98) . ] o
duration 26 mo, % (95% CI) Time Since Treatment Initiation, mo

JAMA Oncol. Published online March 22, 2018
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Nivolumabe em 12 linha

Tumor MCPyV status (n=22)

|+ ORR = 64% ==

« N=22

o R & #® 8

(%)

Best Reduction from Baseline in Target Lesions

g8 4 & R

Nivolumabh

Topalian S et al. AACR 2017
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Trial design (NCT02267603)

Multi-center (12 sites in US), single arm, open label, Phase Il trial

Patients: key eligibility criteria

* 1st systemic therapy -

» Metastatic or recurrent locally
advanced MCC

=

Early results from 26 pts

with 33 weeks median follow-up
(Nghiem, et al NEJM 2016)

The NEW ENGLAND JOURNAL of MEDICINE

Pembro (anti-PD1, 1gG4 » Primary endpoint: ORR
mAb, humanized) (CR + PR, RECIST v1.1)

2 mg/kg IV every three * Tumor evaluation q 9 or 12
weeks for up to 2 years wks

Secondary endpoints:
PFS, DOR, OS
Exploratory endpoints:
MCPyV, PD-1, and PD-L1
status

ORIGINAL ARTICLE

PD-1 Blockade with Pembrolizumab
in Advanced Merkel-Cell Carcinoma

| #ASCO18
PRESENTED AT: 2018 ASCO slides are the property of the author,

ANNUAL MEETING  permission reuired for reuse

Reporting on completed enroliment of 50
patients with long-term follow-up (2 extra years)

cancer
iImmunotherapy
trials network
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Patient characteristics

50 patients enrolled: 1/2015 to 5/2017

(First 26 patients 01/2015 - 12/2015, expansion cohort of 24 patients
03/2016 - 05/2017)

* Median age: 70 years (range, 46-91, 80% of patients were 2 65 yrs of age)
» 43 patients (86%) had distant metastatic MCC
7 patients (14%) had recurrent locally advanced MCC

 Tumor viral status (N=50): 64% positive; 36% negative

ANNUAL MEETING e

cancer
. 2018 ASCO #AQCOL8 ot o o presentep 8y:  Paul Nghiem, MD, PhD n 18l ‘nunOthel apy
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Treatment-related adverse events (TRAES)

« TRAEs occurred in 48/50 (96%) patients (any grade)
 TRAES led to discontinuation of pembrolizumab in 7/50 patients (14%)

» Grade 23 TRAEs in 14/50 patients (28%); 1 treatment-related death

cancer
: 2018 ASCO #A.SCOI8 yo,m”mon PRESENTED BY: Paul l\lg]']j,fm_ MD, PhD n |rﬂrﬂLJnOthel ’]py
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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
lock)

N =50

ORR

Best overall response

CR
BR
SD
PD
No assessment

. ; cancer
PRESENTED AT: 2018 ASCO #ASCO18 presenNTED BY:  Paul Nghiem, MD, PhD n lmrﬂunOThel’apy
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Radiologic tumor response to pembrolizumab in patients
per viral status

100 M?Py\{_ sttatus: ; Response rate (%)
nvestigalor-assesse MCPyV (+) 19/32 (59%)

?8 exploratory end point
gg « Not an eligibility criterion MCPyV (-) 9/17 (53%)

40
30
20
- L R
-10
-20
-30
-40
-50
:98 t = Positive Viral status:
88 (Unmarked bars are Virus-neg)
-100 n=435 patients with evaluable data

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

cancer
Immunotherapy

| #ASCO18 ;
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Correlation between
- Tumor Mutational
- M *SCC Skin Burden and ORR

U -~
3 /
%Dl ®MCC
a4 * Colon - MMRd 100
G E . olon - B PD-L1—Positive B PD-L1-Negative
2 & Melanoma
g ] 70%
o 307 X P=0.049
>0 60
iy Anal o
08 20 Cervicale Arothelial L,
HCC o ? o NSCLC - Squam.
Mesotheles o NSCLC - Nonsq.
- *Endom. soLe ‘ [ ~
T Sarcoma ® //° Ovarian 0  Patients with Virus-

® Prostate
® Breast

Pancreatic Colon - MMRp

0+———TTrr T —T—rTTTmm

1 10 100

Somatic Mutations/Mb

Patients with Virus-
Uveal Mel, Negative Tumors (N=8) \ Positive Tumors (N=l

cancer
iImmunotherapy
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Pembro response
durability in MCC

(28 responders)

+
n
r=

lili

+
L

+
af=f =
+
] v

Most responses by 15t scan
Most are ongoing

Most durable after 24 mos
(end of therapy)

Partial response

Complete response

Progressive disease

Last assessment prior to new therapy
Last dose, discontinued treatment
Last dose, completed treatment
Most recent dose, treatment ongoing
Ongoing response

Death

Time to last scan

I T
I -
T — -

u
+
¢

" -
+
V m

|}
+
&)

L}
-+

18 24
Time, months

o
o

. B cancer
eresenten . 2018 ASCO FASCO18 pReENTED BY:  Paul Nghiem, MD, PhD n immu nOihera py

ANNUAL MEETING  penmisson recued for vt " trials network




SIMPOSIO
INTERNACIONAL DE

HOTEL PULLMAN VILA OLIMPIA
|29 £ 30 DE NOVEMBRO 2019

Responses are durable

100 — Pembrolizumab 1t line

90 J'\|_‘ —® trial (n=28)

1 L1l

80 e o 1st line chemotherapy
1 historical data (n= 34)

0 | lyer, et al (Cancer

60 Medicine, 2016)

S0 1 n= responder
40 - (Best ORR : CR or PR)

30

20 - Median response duration

(months)
10

<
D
((b]
(73]
=
(@]
o
(7))
((b]
Y
(@)]
£
(@]
(@)]
=
o)
=
=
S
(7))
-
=
((b]
k)
(v}
o

6%
Ot r 7~ 7+ T 1 1 77— Pembrolizuma
0 12 18 24 36

b NR
[6.9, 34.5+, range]

Ch I 56
Months since treatment initiation gl (B

N at risk 28 5 Database Cutoff Date : 06Feb2018

cancer
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Progression-free survival with pembrolizumab for MCC

100 Pembrolizumab 1st line
90 - —®- (N=50)

80 1st line chemotherapy
] historical data (N= 62)

0 i lyer, et al (Cancer

60 Medicine, 2016)

50 | 1st line chemotherapy
40 - historical data (N=67)

] Cowey, et al (Future
30 7 Oncology, 2017)

20

16% Median PFS (months)
10 10%
0 T T N S S (L AL | '4%' = =

0] 12 18 24

S
T
2
=
-
o
((b)
((B)
=
T
=
ks
(7))
(7))
(D)
| 55
(@)]
O
=
o

Pembrolizumab  16.8(95% Cl 4.6, ]

' Chemo (lyer) 3.1 [0.4-33, range]

_ R Chemo (Cowey) 4.6 [95% CI 3.0-7.0]
Months since treatment initiation

50 19 15 10 Database Cutoff Date : 06Feb2018
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Overall survival with pembrolizumab for MCC

100‘_
90—_
80—_
70 : ~ S|

I

Pembrolizumab 1st line
—@- (N=50)

1st line chemotherapy
historical data (N= 62)
gL 11 1IW lyer, et al (Cancer

69%L
60 g
50 7
40
30 —
20
10 —

)
®
-
=
=]
(7))
©
iy
(b
>
@)

64% 64% Medicine, 2016)

1st line chemotherapy
historical data (N=67)
Cowey, et al (Future
Oncology, 2017)

Median OS (months)

Pembrolizumab NR [95% CI 26.0,.]
10%

T e e T
0 12 18 24

Months since treatment initiation

21 16 11
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' Chemo (lyer)
36 9.5

Chemo (Cowey) 10.2
[95% Cl 7.4-15.2]

Database Cutoff Date : 06Feb2018

cancer
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* First ever Phase 3 RCT in MCC; “
NCT#03271372

!

* N=100; Avelumab versus Placebo (1:1)

« Very high-risk MCC (clinically-detected ll,,_ Adjuvant Therapy of MCC with ICls (ADMEC-0)

LN mets)

Investigator-initiated (Pl: Bhatia) Phase 2; NCT02196961

Funding Sponsor: EMD-Serono
Multi-center; 10 centers in the US N=177; Several centers in Germany (PI: Jurgen Becker, Dirk

Schadendorf)

* RFSis the primary endpoint

EA6174: An ECOG-ACRIN adjuvant MCC trial Ol W Bl DI R

Resected MCC; all stages

* NCT03712605; activated in October 2018

DFS is the primary endpoint
* P| — Brian Gastman/Charles Hsu
* Stages | (no SLNB)-II

* Pembrolizumab vs observation

* N=500; Phase 3
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Neo-adjuvant nivolumab in resectable MCC
CheckMate-358 (Topalian SL et al.: abstract 9505)

At 4 weeks:
Res::ctatI)Ile II\/\\/CC T — Radz:o_lgraphjc reZ%;nse
stage Il - 240 mg Q2W ( stagmg) )
Pathologic response
2 doses .
N = 29 pts (complete tumor resection

and histopathology) 65%

Follow-up
(PFS, 0S)

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

PRESENTED AT: 2018 ASCO :TASGrO lf
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Letter to the editor

Breaking avelumab resistance with
combined ipilimumab and nivolumab in
metastatic Merkel cell carcinoma?

Immune-checkpoint blockade (ICB) shows significant activity in
metastatic Merkel cell carcinoma (MCC) but primary resistance
remains a major clinical challenge (1, 2]. Here, we report a com-
plete response to combined ipilimumab and nivolumab in a pa-
tient with metastatic MCC and primary resistance to the PD-L1
inhibitor avelumab.

A 60-year-old male with a known history of stage II1 MCC
(UICC 2017, Merkel cell poliomavirus positive; Figure 1A) re-
lapsed with limited retroperitoneal lymph node metastases and
was treated with avelumab (10 mg/kg, g2w). He, however, experi-
enced progressive disease (PD, RECIST 1.1; Figure 1B) after
3 months of treatment. Four months after salvage surgery of the

pre avelumab

post avelumab

S
CD8 (40x)
o STCRm

retroperitoneal tumor mass, a CT scan showed a relapse again.
A new adrenal metastasis was then treated with palliative radia-
tion therapy. Unfortunately, the patient was hospitalized 4
months later with a painful new lymph node metastasis in the left
axilla. A CT scan of chest and abdomen revealed new soft tissue,
peritoneal, perihepatic, interenteric and retrosternal metastases
(Figure 1C). At this point, a grand round recommended off-label
combined immunotherapy with ipilimumab and nivolumab
according to the ongoing CheckMaté=358" study (NCT02
488759). The patient received four applications of a combined
immunotherapy (ipilimumab 1mg/kg plus nivolumab 3 mg/kg,
q3w). Apart from grade 1 fatigue (CTCAE 4.03) the patient did
not experience any toxicity. A CT scan of chest and abdomen
4 weeks after the last dose of ipilimumab and nivolumab showed
a complete remission (CR, RECIST 1.1; Figure 1C) without any
signs of residual disease. Due to the complete response and the

PD-L1 (40x)

pre ipifnivo post ipi/nivo

Figure 1. CT scans and tissue: (A) hematoxylin and eosin (H&E) staining as well as immunohistochemistry for Merkel cell poliomavirus, CD8
and PD-L1 (clone 22-8) of tissue obtained during salvage surgery after progression upon avelumab treatment (retroperitoneal, upper row)
and of tissue (axillary lymph node metastasis, lower row) obtained before ipilimumab plus nivolumab. No significant differences in morphol-
ogy or antigen expression could be observed. (B) CT scans carried out before and after seven cycles of avelumab illustrating primary resis-
tance of the disease. (C) CT scans taken before and after four cycles of combined ipilimumab and nivolumab showing a complete remission
of a representative abdominal tumor mass. White arrows indicate metastases.
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A Phase 2, Randomized Study of Nivolumab (NIVO) and Ipilimumab (IPl) versus
NIVO, IPI and Stereotactic Body Radiation Therapy (SBRT) for Metastatic Merkel
Cell Carcinoma (MCC, NCT03071406) — a preliminary report.

» Results

To date, 16 pts have been enrolled, including 4 treatment-naive and 12 PD1/PDL1-refractory pts. 11 pts
were male and 5 pts female. Median age at enrollment was 75.5. On Arm A, the RR was 80% (1 CR, 3
PR) in 4/5 evaluable pts. On Arm B, the RR was 17% (1 PR) among 6 evaluable pts. 4 pts are pending

initial staging and 1 pt expired prior to first evaluation. Collectively[2/8 (25%) PD1/PDL1refractory pts]
and 3/3 (100%) IT-naive pts have achieved CR/PR. 7 pts experienced > G2 immune toxicity (1 G3
myocarditis, 1 G3 colitis, 1 G2 arthritis, 1 G2 cough, 3 G2 dermatitis, 1 G2 neurotoxicity, 1 G2 blurred
vision, 1 G2 abdominal pain, 2 G2 hypothyroidism, 1 G2 renal insufficiency). 1 pt was taken off the trial

due to toxicity.
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Conclusoes

* Tratamento com agentes anti-PD1/PD-L1 tem respostas duraveis e deve ser o tratamento de
escolha em 12 linha

* Tratamento em 12 linha com imunoterapia tem melhor eficacia em comparacao com 22 linha
(apds QT)
* TR: 60% x 30%
* mSLP:17m x3m
* mSG:NAXx12m

e Varias questdes pendentes:
e Biomarcadores
* Resisténcia primaria e secundaria
* Duracado 6tima do tratamento nos respondedores
* Retratamento para progressao apods descontinuagao
* Adjuvancia
* Neoadjuvancia




