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Cilem bylo prokazat, zda cilena l1écba BRAF a MEK inhibitory v kombinaci s imunoterapii anti PD-1 protilatkou mlze zvysit
ucinnost lIécby proti samotné imunoterapii Ci samotné cilené lIécbé pfi akceptovatelné toxicité

Spartalizumab (anti PD-1) 400 mg a ¢tyfri tydny, dabrafenib 150 mg dvakrat denné, trametinib 2 mg jednou denné
Hodnoceni 36 pacientt probéhlo k srpnu 2019 pfi medidnu sledovani 24,3 mésice

ORR dosahly 78 %, z toho CR byla 44 % a PR 33 %

Medianu DOR nebylo dosazeno

24 mésicl pretrvavaly ORR u 53,4 % pacient(

Median PFS byl 22,7 mésice a 24 mésicl bylo bez progrese 41,4 % pacient(

Medidnu OS nebylo dosaZzeno a 24 mésicl prezivalo 74,1 % pacient(
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Pacienti s elevaci LDH ORR 67 %, z toho CR byla 27 %
Median PFS 10,7 mésice
Medianu OS nebylo dosazeno
Odhadovana cetnost 24meésicniho PFS byla 26,7 % a OS 52,5 %

NejcastéjSimi nezadoucimi ucinky byly pyrexie, elevace lipazy, neutropenie, elevace CK a GGT
U 17 % pacientl bylo pro toxicitu ukonéeno podavani vsech tri 1ékd

Zaver: vysledky potvrzuji vysokou ucinnost kombinace imunoterapie s cilenou Ié€bou jak v ¢etnosti [éCebnych
odpovédi, tak v délce jejich trvani, a to i u pacientt s nepriznivou progndzou
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Jiz predchozi analyzou ve studii COMBI-i bylo prokazano, ze nemocni, u kterych vyvolala kombinovana lécba spartalizumab +
dabrafenib + trametinib CR, méli vétsinou nizké hladiny imunosupresivnich faktort v nadorovém mikroprostredi

Tato soucasna prdce byla zamérena na hodnoceni krevnich biomarkerid ve stejné kohorté pacientl s cilem zjistit, zda
i ,tekuté markery” mohou predikovat klinickou uc¢innost IéCby

U 36 pacientll byly odebirany tkanové vzorky i krev pfi zahajeni terapie, ve 2.-3. a 8.—-12. tydnu a ddle pfi progresi
onemocnéni

Hodnoceny byly mimo jiné hladina LDH, pomér neutrofild a lymfocytl (NLR) a hladina plazmatického IL-8 (pIL-8)

Zavér: pravdépodobnost pfiznivé odpovédi a prodlouzeni PFS predikuji nizka hladina LDH, nizké NLR a také snizenda hladina
IL-8

Randomizovana 3. ¢ast studie COMBI-i ovéfuje nyni tato pozorovani na vétSim souboru pacientu




Long-Term Benefit of Adjuvant Dabrafenib + Trametinib (D+T) in Patients (pts)
With Resected Stage Ill BRAF V600-Mutant Melanoma: Five-Year Analysis of
COMBI-AD.

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario Mandala, John M. Kirkwood, Vanna
Chiarion Sileni, James M. G. Larkin, Marta Nyakas, Caroline Dutriaux, Andrew Mark Haydon, Caroline Robert,
Laurent Mortier, Jacob Schachter, Kohinoor Dasqupta, Eduard Gasal, Monique Tan, Georgina V. Long, Dirk
Schadendorf
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COMBI-AD patfi mezi nejvyznamnéjsi adjuvantni studie s cilenou Iéébou BRAFi a MEKi u pacientll po operaci
pokrocilého melanomu stadia lll

V primarni analyze byla hodnocena data z tfiletého sledovani, ktera ukazala vyznamné vyssi ucinnost D + T proti
placebu — RFS 58 % proti 39 % (HR 0,47)

Na ASCO°20 Virtual byla prezentovédna data z pétiletého sledovani Relapse-Free Survival
SR i
Medidnu RFS nebylo dosazeno i o] Mo ‘\"*M——w-.,: —— &
e I e S s g
Z pacientl |é¢enych D + T Ctyfi roky prezivalo bez relapsu 55 %, e Ui
pet let prezivalo bez refapsu 52 % PO o iy i

Z pacient( s placebem to bylo 38 % / 36 %




Long-Term Benefit of Adjuvant Dabrafenib + Trametinib (D+T) in Patients (pts)
With Resected Stage Il BRAF V600-Mutant Melanoma: Five-Year Analysis of

COMBI-AD.

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario Mandala, John M. Kirkwood, Vanna
Chiarion Sileni, James M. G. Larkin, Marta Nyakas, Caroline Dutriaux, Andrew Mark Haydon, Caroline Robert,
Laurent Mortier, Jacob Schachter, Kohinoor Dasgupta, Eduard Gasal, Monique Tan, Georgina V. Long, Dirk

Schadendorf

J Clin Oncol 38: 2020 (suppl; abstr 10001)

Pfinos adjuvantni 1écby D + T byl patrny ve vSech podskupinadch pacientd: HR u IlIA 0,61 / 1lIB 0,50 /
111C 0,48

Medianu DMFS nebylo dosazeno ani u D + T, ani u placeba, ale pfiznivéjsi trend byl pozorovan u D + T
(HR 0,55)

OS dosud nebylo hodnoceno, je nezbytné vyckat dostatecného poctu udalosti

Zaver: pétileta analyza potvrzuje dlouhodoby prinos adjuvantni terapie D + T pro pacienty po operaci
melanomu stadia Il s pozitivni BRAFV600E/K mutaci




#402: Risk of disease progression (PD) following discontinuation of
BRAF+MEK targeted therapies for reasons other than PD

in patients (pts) with metastatic or unresectable melanoma

Francesca Corti'*, Giovanni Randon?*, Marta Bini!, Alessandra Raimondi?, Sara Manglavitil, Emma Zattarin?, Ilaria Bisogno?, Irene Vetrano?, Carolina Cimminiello?, Filippo G. de Braud?, Michele Del Vecchio?, Lorenza Di Guardo?
*These Authors contributed equally to this work

1. Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy // 2. Oncology and Hemato-Oncology Department, University of Milan, Milan, Italy

Background Risk of PD following discontinuation

In pts with BRAF V600 mutated metastatic melanoma 19 months 31%
achieving durable responses on BRAF = MEK inhibitors,
outcomes following discontinuation for reasons other
than PD are largely unknown.

Conclusions and future directions
24 months 45%

* There was a non-significant trend towards a higher risk (i g el sEE e e A e patients

Methods: of relapse for patients interrupting treatment with

We identified all patients (n=24) with BRAF mutated residual disease compared to those who achieved CR with sustained sensitivity to BRAF+MEK
metastatic/unresectable melanoma treated with [HR 3.3; 95%Cl (0.8-14.1); log-rank p = 0.081]. inhibitors and favorable disease behavior,
targeted therapy at a single Institution, who interrupted treatment discontinuation was associated with
BRAFMEK inhibitors for unacceptable toxicity or e Bl Eﬁ‘cgesponse relevant risk of relapse (N3O% within one year)

consent withdrawal after obtaining a complete (CR) or
partial response (PR).

PR
{ CR-censored

0,8 PR-censored

Results

* Biomarker studies are needed to identify pts
who might safely discontinue therapy in

* Median treatment duration was 59 (range 12-88) 057

months

Relapse-free survival (probability)

HR 3.3; 95% CI: 0.8-14.1 1 11 i
* At the time of discontinuation, 17 (71%) and 7 (29%) 0.4 log-rank p = 0.081 case of sustained toxicity, eSpeC|a”y after
pts had achieved CR and PR respectively. B achieving CR.
* Nine (37.5%) pts experienced PD at a median follow o
up of 31 (range 8-59) months after treatment
discontinuation.
* Median time to PD after treatment discontinuation 7 . y . v . . ' v S i
was 9 (range 3-16) months ° v oW s 8 >4 :,:'l: lLlOl;,)rT:’l\)f(!;)N’“‘P‘ Francesca.Corti@istitutotumori.mi.it
R ) Time (months) since BRAF £ MEK inhibitor discontinuation * E LA CURADEITUMORI  Lorenza.DiGuardo@istitutotumori.mi.it
* After PD, 6 pts resumed BRAF+MEK inhibitors with a Number at fisk

14 12 8 4
0 0

response rate of 100% and 3/6 pts achieving CR PR 7 4 0 0 0



Risk of disease progression (PD) following discontinuation of BRAF+MEK targeted therapies

for reasons other than PD in patients (pts) with metastatic or unresectable melanoma

Francesca Corti, Giovanni Randon, Marta Bini, Alessandra Raimondi, Sara Manglaviti, Emma Zattarin, Illaria Bisogno,
Irene Vetrano, Carolina Cimminiello, Filippo G. De Braud, Michele Del Vecchio, Lorenza Di Guardo

J Clin Oncol 38: 2020 (suppl; abstr 10053)

Retrospektivné hodnoceno 24 pacientl |é¢enych monoterapii BRAFi ¢i kombinaci BRAFi a MEKi
Vsichni méli pfi zahajeni |écby LDH v normé a ECOG 0

U 79 % pacientl byla divodem ukonceni terapie toxicita a 21 % nemocnych odvolalo souhlas s |é¢bou
V dobé ukonceni terapie bylo 71 % v CR a 29 % v PR

Pfi medidnu sledovani 31 mésict (8-59) po ukonceni |é¢by doslo u 37,5 % k PD, z toho u 22 % v dosud
nepostizeném organu

Median doby do progrese od ukonceni terapie byl 9 mésicl (3—16)




Risk of disease progression (PD) following discontinuation of BRAF+MEK targeted therapies

for reasons other than PD in patients (pts) with metastatic or unresectable melanoma
Francesca Corti, Giovanni Randon, Marta Bini, Alessandra Raimondi, Sara Manglaviti, Emma Zattarin, Illaria Bisogno,
Irene Vetrano, Carolina Cimminiello, Filippo G. De Braud, Michele Del Vecchio, Lorenza Di Guardo

J Clin Oncol 38: 2020 (suppl; abstr 10053)

Riziko progrese bylo 12 mésicl po ukonceni [éCby 31 % a 24 mésicl po ukonceni [éCby 45 %

Nebyl zaznamenan zadny signifikantné vyznamny znak, ktery by ukazoval na riziko PD, pouze urcity trend, ze
nemocni s PR méli vyssi riziko nez nemocni v CR

U vSech Sesti pacientll, ktefi byli pro PD IéCeni opét BRAFi a MEKi, byla popsana lécebna odpovéd a u 3/6
doslo k CR

Nicméné zavéry studie ukazuji, Ze i u pacientd s dobrou prognézou onemocnéni a vyznamnou |é¢ebnou
odpovedi je riziko relapsu po ukonceni terapie vysoké a ze zatim nezname biomarkery, které by nam oznacily
nemocné, u nichz je mozné podavani BRAFi a MEKi po dosazeni CR ukon it




Introduction

Based on improved overall survival and manageable tolerability relative
to BRAF inhibitor monotherapy, combination of BRAF/MEK inhibitor
therapy is now the standard of care in BRAF VV600-mutant locally
or i 1-3
The phase 3 COLUMBUS study (NCT01909453) compared ENCO 450
mg once daily (QD) + BINI 45 mg twice daily (BID) vs ENCO 300 mg
QD or vemurafenib 960 mg BID in patients with BRAF VE600E/K—
mutant melanoma“
—~ The median prog ion-free survival
compared with vemurafenib (14.9 vs 7.3 months) and median overall
survival (33.6 vs 16.9 months)

In an effort to provide of ion-free survival
(PFS) and overall survival (OS), as well as analyses of some prognostic
subgroups from the COLUMBUS study, a 4-year updated, post-hoc
analysis with additional follow-up from the COLUMBUS trial was
conducted

Materials and Methods

STUDY DESIGN
COLUMBUS was a two-part, multicenter, randomized, open-label phase 3
study with patients enrolled from 162 itals in 28

occurred between December 2013, and November 2015

In Part 1 of COLUMBUS, 577 patients with advanced/metastatic BRAF
VB0OE/K-mutant that was or after first-
line i d1 11toEN00450mgQD¢ BINI 45
mg BID (comsmso) vs VEM 960 mg BID (VEM) or ENCO 300 mg QD
(ENCO300) (Figure 1)

Details on the study design have been previously published?0.1!

Figure 1. Study Design

COLUMBUS Part 1

Binimetinib 45 mg BID (n=192)

Unresectable or locally
or d R
melanoma 1:1:1
:J:/‘;::!re:n:(r 2::‘0[;5:64 (N;S.'n) Vemurafenib 960 mg BID (n=191)

immunotherapy
BRAFE%E and/or BRAF%¢
ECOG PS 0-1

ENCO300
Encorafenib 300 mg QD (n=194)

Stratified by AJCC stage, ECOG PS, BRAF mutation statusiprior first-ine mmunotherapy®

AJCCsAmerican Joint Commities on Cancer, ECOG PS=Eastern Cooperative Oncology Gmp performance status;
‘a: Prioe first. w

Results

PATIENTS

« Atotal of 577 patients were randomized in part 1 of the COLUMBUS study
(COMB450:192; ENCO300: 194 and VEM: 191)
« Basel istics were well bal
A with ¢
(Table 1)

groups and
BRAFV600-mutant melanoma

Table 1. Baseline Characteristics

COMBO450

Characteristic s

Median age (range), years 57 (20-89)

Male 60%

ECOG performance status 0 1%

LDH > Upper Limit Normal 29%

LDH < Upper Limit Normal 7%

BRAF mutation status.

(BRAPEIB AP 89%/11% 89%/10% 88%/12%

Tumor stage at study entry
msnnc 5% 3% 6%
IVM1a 14% 15% 13%
IVM1b 18% 20% 16%
VM1c 64% 62% 65%

Number of organs involved
1 25% 29% 24%
2 30% 27% 31%
23 45% 44% 46%
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In the COLUMBUS trial, Results for
Binimetinib Continue to Demons

Updated PFS and OS with Encorafenib and
rate Long-Term Benefits in Patients with

BRAF V600—Mutant Melanoma

Plain Language Summary
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) code with your
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EFFICACY

* At data cutoff (November 2019), overall survival events had occurred in 65%, 59%, and 75% of patients and progression-
free survival events had occurred in 62%, 60%, and 62% of patients in the COMBO450, ENCO300, and VEM treatment

arms, respectively.

Figure 2. Overall Survival and 4-Year Landmark Analysis COMBO vs VEM

EFFICACY (continued)

® Across arms, median follow-up for OS was 60.6 months (mo), with median OS of 33.6 mo (95% CI, 24.4-39.2) for
COMBO450, 23.5 mo (95% ClI, 19.6-33.6) for ENCO300, and 16.9 mo (95% ClI, 14.0-24.5) for VEM (Figure 2). Compared
to VEM, COMBO450 decreased the risk of death by 39% (HR, 0.61 [95% CI, 0.48-0.78])

Figure 3. PFS and 4-Year Landmark Analysis: COMBO450 vs VEM (BICR)
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EFFICACY (continued)

* Alandmark analysis showed a higher rate of OS for COMBO450 at each year
analyzed, with rates at 4 years of 39% (95% ClI, 32-46), 37% (95% CI, 30-44), and
26% (95% Cl, 19-32) for COMBO450, ENCO300, and VEM, respectively (Figure 2)

«C overall

by blinded i

central review was observed in
64% of patients for COMBOA450, 52% for ENCO300, and 41% for VEM

* Alandmark analysis showed a higher rate of PFS for COMBOA450 at year 4 of 26%
(95% Cl, 18-33), 22% (95% Cl, 15-29), and 12% (95% Cl, 6-20) for COMBO450,
ENCO300, and VEM, respectively (Figure 3). Updated median PFS was the same as

previously reported

© In general, subgroup analyses for the comparison COMBO450 with VEM showed

point estimates in favor of COMBO450 (Figure 4)

Figure 4. Overall Survival Subgroups: COMBO vs VEM*

Subgroup No. of Events/Patients ’ Hazard Ratio (95%Cl)
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SAFETY

» Asummary of adverse events are presented in Table 3.
Table 3. Adverse Events Occurring in 220% of Patients

n=192

Median Duration ot
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* Results were similar across a broad range of subgroups

S=Eiztom Cooprsare Ol G LO ot doyopenss

OS and PFS for COMBO450 vs VEM at year

» Safety results were consistent with the known tolerability profile of COMBO450.

No new safety concerns were noted in this update

® Updated results for COMBO450 from the COLUMBUS trial continue to represent

new benchmarks for treatment of BRAF V600-mutated

Via the following link: hitp
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Update on Overall Survival in COLUMBUS: A Randomized Phase 3 Trial
of Encorafenib (ENCO) plus Binimetinib (BINI) vs Vemurafenib (VEM)
or ENCO in Patients With BRAF V600-Mutant Melanoma.

Helen Gogas, Paolo Antonio Ascierto, Keith Flaherty, Ana Arance, Mario Mandala, Gabriella Liszkay, Claus Garbe,
Dirk Schadendorf, Ivana Krajsova, Ralf Gutzmer, Jan Willem de Groot, Caroline Dutriaux, Carmen Loquai,
Ashwin Gollerkeri, Michael D Pickard, Caroline Robert, Reinhard Dummer

J Clin Oncol 38: 2020 (suppl; abstr 10012)

Prezentovana byla aktualizovana data tykajici se PFS, OS a ORR podle typu podavané lécby -
COMBO 450, ENCO 300 a VEM

Pri medianu sledovani 60,6 mésice byl:

Median OS Median PFS Ctyfi roky prezivalo

COMBO 450 - 33,6 mésice COMBO 450 — 14,9 mésice COMBO 450 — 39 % pacient
ENCO 300 — 23,5 mésice ENCO 300 - 9,6 mésice ENCO 300 — 37 % pacient
VEM - 16,9 mésice VEM - 7,3 mésice VEM — 26 % pacient(

Nebyly pozorovany zadné neocekavané nezadouci ucinky Iécby

Zaveér: vysledky potvrzuji dlouhodobou uc¢innost COMBO 450 u pacienttl s BRAFV600-pozitivnim melanomem



Abstract #10049: Activity and safety of third-line BRAF targeted therapy (TT) following first line TT and second-line immunotherapy (IT) in advanced melanoma
2020ASCO

ANNUAL MEETING

Background and Methods:

Patients with advanced BRAF mutant melanoma who progress on 15t line TT and 2
line 10 have limited treatment options.

The efficacy of re-challenge with third line TT is not well described.

Data were collected and pooled from 6 centers in Australia from 2009-2018.
Eligible patients had BRAF V600 mutant advanced melanoma, received first line
therapy with a BRAF/MEK inhibitor, 2" line therapy with immunotherapy (10 -
ipilimumab, anti-PD-1/L1) and were then re-challenged with a BRAF and MEK
inhibitor.

Results

90 patients were identified, with a median age of 61 years
78% were BRAF V600E, 14% V600K, 6% V600R, 1% V600M.

Table 1. Stage and Performance Status across lines of therapy

Table 3. Reasons for stopping treatment
and BORR at 1%t and 2™ line treatment

Reason stopped

Adjuvant

Completed 4 doses
Neoadjuvant on trial
Progressive disease
Planned break
Planned sequence to
another Rx

Toxicity

BORR

Frequency (%)

1st line
(TT)
4 (4%)

1(1%)
62 (69%)

14 (16%)
8 (9%)

18 (20%)
37 (41%)
15 (15%)
12 (13%)

2nd line
(10)

1(1%)

72 (80%)
1(1%)
19%

14 (16%)

Figure 1: Third line BORR

3 (3%)

9 (10%)
9 (10%)
63 (70%)

Survival Functions

Results (Continued)

Table 2. Lines of therapy across Stages

Frequency (%)
1%tline therapy 2" line therapy 3" line therapy
(1T) (10) (1T)
Stage (AJCCv8)
b 1(1%)
lic 6 (7%) 2 (2%) 1(1%)
Ind 4(4%) 1(1%) 1(1%)
IVa 8(9%) 7 (8%) 4 (4%)
Vb 14 (16%) 8 (9%) 4 (4%)
Ve 39 (43%) 37 (41%) 31 (34%)
vd 18 (20%) 35 (39%) 49 (54%)
LDH
Normal 47 (52%) 51(57%) 27 (30%)
Elevated 36 (40%) 34 (38%) 46 (51%)
ECOG
0 52 (58%) 49 (54%) 24 (27%)
1 29 (32%) 32 (36%) 30(33%)
2 4 (4%) 3(3%) 21 (23%)
3 1(1%) 3 (3%)
4 1(1%)

10 b Rechallenge
best
response
PD
o8 . PR =

! + + IISD +
‘ CR t

o V1

04 H+m

Cum Survival (%)
=

40 50 60

PFS (months)

Figure 2: Kaplan-Meier curve PFS survival from time of re-challenge with TT

* In the patients who had a planned switch from 1t line TT to 2" line 10 (n=16), there
were no response, only one patient had SD as BORR.

* The most common reason for ceasing 2" line 10 was progressive disease at 70%.

* There was no new safety signals with rechallenge (3™ line) targeted therapy, 15%
developed rash and 7% fever.

* The median OS was 12 months, which is poor compared to the published data, this
may reflect high proportion of CNS disease.

Frequency (%)

1st line 2nd line 3rd line
Binimetinib, Encorafenib & Ribociclib 1(1%)
CombiDT + placebo 2 (2%)
Dabrafenib 8 (9%) 1(1%)
Dabrafenib & Trametinib 64 (71%) 44 (49%)
Dabrafenib & Trametinib/ Placebo 1(1%)
Encorafenib & Binimetinib 10 (11%)
Trametinib 1(1%)
Vemurafenib 7 (8%) 5(6%)
Vemurafenib & Cobimetinib 4 (4%) 30(33%)
Atezolizumab 1(1%)
Epacadostat/Placebo + pembrolizumab 2 (2%) 1(1%)
Ipiluminab 13 (14%)
Ipiluminab and Nivolumab 28 (31%)
Ipiliuminab and Pembrolizumab 2 (2%)
Nivolumab 8 (9%)
Pembrolizumab 33 (37%)
Pembrolizumab +/- TVEC trial 1(1%)

Discussion and Conclusions

= For patients who experience disease progression after 1%t line TT and 2"
line 10, there are limited therapeutic options apart from supportive care
and clinical trials pending availability.

* Rechallenge targeted therapy has been used in clinical practice but efficacy
is not well reported.

* Rechallenge with TT demonstrated clinically meaningful palliation for this
cohort of patients with a BORR of 27%, and little toxicity, although the
duration of response was modest at a median of 81 days.

* TT rechallenge should be considered a viable option for palliation in
patients with advanced BRAF mutant melanoma who have progressed on
1stand 2" line therapy.

* This cohort had a poor outcome compared to modern data and this reflects
the characteristics of this group-who had a high incidence of baseline CNS
disease, progressed on TT and had limited response to 2" line 10 .



Activity and safety of third-line BRAF-targeted therapy (TT) following first-line TT

and second-line immunotherapy (IT) in advanced melanoma

Victoria Atkinson, Kathleen Batty, Georgina V. Long, Matteo S. Carlino, Geoffrey David Peters, Prachi Bhave,
Maggie A. Moore, Wen Xu, Lauren Julia Brown, Melissa Arneil, Megan Lyle, Alexander M. Menzies

J Clin Oncol 38: 2020 (suppl; abstr 10049)

V této praci byla hodnocena bezpecnost a ucinnost cilené 1éCby BRAFi a MEKi ve 3. linii po predchozim
selhani cilené IéCby i imunoterapie

Zarazeno bylo 90 pacientu lécenych v 1. linii cilenou 1é¢bou (v 80 % D + T)
ORR v 1. linii: CR 20 %, PR 41 %, SD 17 % a PD 13 %. Median trvani odpovédi 7,2 mésice (0—-33)

Druha linie imunoterapie: 49 % monoterapie anti PD-1, 33 % kombinace anti PD-1 + anti CTLA-4,
14 % monoterapie anti CTLA-4




Activity and safety of third-line BRAF-targeted therapy (TT) following first-line TT

and second-line immunotherapy (IT) in advanced melanoma

Victoria Atkinson, Kathleen Batty, Georgina V. Long, Matteo S. Carlino, Geoffrey David Peters, Prachi Bhave,
Maggie A. Moore, Wen Xu, Lauren Julia Brown, Melissa Arneil, Megan Lyle, Alexander M. Menzies

J Clin Oncol 38: 2020 (suppl; abstr 10049)

Treti linie léCby opét BRAFi a MEKi: 41 % D+T,33%V+C, 11 % E+B

Pacienti v pokrocilém stadiu onemocnéni: 34 % stadium IVc, 51 % I LDH, ORR dosahly 28 %, median
doby trvani 81 dnl

Median OS 1,7 roku a 34 % prezivalo v dobé analyzy

Zaver: i pres progresi v predchozich dvou liniich 1é¢by dochazelo u pacientl pfi podani cilené |écCby ve
3. linii k vyznamné |éCebné odpovedi
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Background
« Immune checkpoint inhibitors (ICls) produce unique patterns of antitumor response’
« Conventional measures, such as median progression-free survival, may characterize the antitumor response with ICls suboptimally
« We previously defined a novel outcome, treatment-free survival (TFS), to characterize the time between ICI therapy cessation and
subsequent therapy initiation or death?
— TFS is part of an integrated analysis to comprehensively describe how patients spend overall survival (OS) time on and off
treatment, with and without treatment-related toxicity
= We initially reported survival states including TFS in ICI-treated patients with advanced melanoma in the phase 3 CheckMate 067
trial (NCT01844505) over the 36-month period since randomization
« A5-year update of CheckMate 067 recently reported sustained long-term OS with no apparent loss of quality of life in patients who
received nivolumab (NIVO)-containing ICI regimens®
« Here we present 5-year TFS results from CheckMate 067 to characterize how patients treated with ICI regimens spent OS time and to
explore results of the integrated analysis when estimated at sequential analysis time points

Methods
« We analyzed data from 937 patients with advanced melanoma who initiated protocol therapy with NIVO plus ipilimumab (IPI), NIVO alone,
or IPI alone in the randomized, placebo-controlled, double-blind phase 3 CheckMate 067 trial
= NIVO+IPI was administered every 3 weeks (Q3W) for up to 4 doses, followed by NIVO every 2 weeks (Q2W) until disease progression
or toxicity (n = 313)
= NIVO was administered Q2W until disease progression or toxicity (n = 313)
= IPI was administered Q3W for up to 4 doses (n = 311)
+ The analysis population included all patients who initiated protocol ICI therapy
« How patients spent OS time over the 60-month period since randomization was comprehensively characterized by calculating the
following (see schematic illustration below):
= Kaplan-Meier (KM) estimates of time-to-event endpoints
— Areas under each KM curve, as 60-month restricted mean times of endpoints
— Areas between KM curves, as 60-month mean times in survival states
- Between-group differences in mean survival state times, with bootstrapped 95% Cls
« TFS (blue areas) was:
— Defined as the area between the KM curves of time to protocol ICI therapy cessation and time to subsequent therapy initiation or death
= Partitioned with and without grade 2 3 treatment-related adverse events (TRAEs)
« Between-group differences in mean TFS and survival state times were also re-estimated by sequentially restricting follow-up to
24, 36, 48, or 60 months

Schematic illustration: characterization of how patients spent OS time

Time-to-event endpolnts

Percent of patients
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Results
« Figure 1 summarizes TFS and survival states over the
60-month period since randomization by treatment regimen,
revealing different patterns of time spent on each of the
3 regimens
— Estimated mean times over the 60-month period and
means as percentages of 60 months are provided in the
inset table
- Differences in mean times between NIVO+IPl and the
monotherapies are also provided
» Figure 2 presents TFS and survival state means as
percentages of 60 months (using values from the Figure 1
inset table), along with comparable percentages calculated
over a 36-month period of follow-up
= This illustrates how the times in survival states have
shifted with extended follow-up
« Figure 3 presents TFS and survival-state differences in
mean times between NIVO+IPI and the monotherapies when
re-estimated by restricting follow-up time to 24, 36, 48, or
60 months
— In these analyses, mean times with and without toxicity
were combined for TFS and for time on protocol therapy
— These analyses provide insight into conclusions about
treatment-group differences depending on time of analysis
and how TFS and OS treatment differences compare

NIVO+IPI Versus NIVO

« Over the 60-month period since randomization, patients
spent an average of 33% versus 17% of time treatment-
free after receiving NIVO+IPI versus NIVO, respectively
(Figure 1A and 1B)

— TFS represented a slightly greater percentage of the
60-month period than when initially estimated over
36 months (30% and 13%, respectively; Figure 2)

« In NIVO+IPI-treated patients, mean TFS was 19.7 months
of the 60-month period versus 9.9 months in NIVO-treated
patients (difference, 9.8 months; 95% Cl, 6.7-12.8)
= The difference in TFS after NIVO+IPI or NIVO was greater

when measured over the 60-month than the 36-month
period previously analyzed (Figure 3A)

NIVO+IPI Versus IPI

» In contrast to NIVO-containing regimens, in patients
treated with IPI, TFS represented a smaller percentage of
the 60-month period (20%) than when initially estimated
after 36 months of follow-up (25%; Figure 2)

« The mean TFS was 11.9 months of the 60-month period since
randomization (Figure 1C)

» The difference in TFS after NIVO+IPI versus IP| was
greater when estimated over the 60-month follow-up time
(difference, 7.8 months; 95% Cl, 4.6-11.0; Figure 3B)

Grade > 3 TRAEs

« Mean TFS with grade 2 3 TRAEs remained a small proportion
of the 60-month period at 3%, 2%, and < 1% after NIVO+IPI,
NIVO, and IPI, respectively (Figure 2)

Figure 1. TFS and survival states over the 60-month follow-up period

A. NIVO+IPI
100

Percent of patients

B. NIVO
100

Percent of patients

5% C1)

2

60-mo mean

Survival after subsequent therapy initiation
TFS without grade > 3 TRAE

TFS with grade = 3 TRAE

Time on protocol therapy vithout grade = 3 TRAE
Time on protocol therapy vith grade » 3 TRAE

Survival after subsequent therapy initiation
TFS (with and without grade » 3 TRAE)
Time on protocal therapy (with and without grade > 3 TRAE)

NIVO (mo) time (mo)
Overall survival
W | Survival after therapy initiation X - X Z
TFS 19.7 3% 9.9 7% 9.8 (6.7t0 12.8) "9 208 7.8 (4.61011.0)
. Without grade = 3 TRAE 18.1 30% 9.0 15% 9.0 (6.1t0 12.0) "7 19 6.4(3.3109.5)
| | With grade = 3 TRAE 1.6 3t 0.9 2% 0.7 (-0.4t0 1.8) 0.2 <1% 1.4(0.5t02.3)
Time on protocol therapy 12.3 21% 16.9 28% -4.6(-7.3t0-1.8) 26 4% 9.8(7.9t0 11.6)
| | Without grade = 3 TRAE 1.8 204 16.2 % -44(-71t0-1.7) 25 4% 9.3(7.5t11.1)
= ‘With grade 2 3 TRAE 0.5 13 0.7 1% -0.2 (-0.8 t0 0.5) 0.1 <1% 0.4 (0.2t0 0.6)
Figure 2. Percentage of mean times in survival states  Figure 3. Differences in t-month TFS and survival state mean times by Conclusions
by follow-up period: 60 versus 36 months analysis time point (¢t = 24-60 months of follow-up)
* The sustained long-term OS benefit observed with NIVO-
100 A. NIVO+IPI vs NIVO B. NIVO+IPI vs IPI containing regimens compared with IP| was accompanied
12 12 by sustained TFS, which represented an increasing
percentage of time spent after NIVO+IPI and NIVO, but
. s § 9 not after IPI
g z - On average, patients treated with NIVO+IP| have been
% 6 F 6 treatment-free for one-third of the entire 5-year period
2 60 & = since ICl initiation
g £ £ « Patients treated with NIVO+IP| continued to have TFS twice
z E '/.// § as long as those treated with NIVO alone, due to earlier
g 80 T T Y &0 T - . therapy cessation for toxicity and subsequent resolution of
5 H 12 @ % 4 & 7 § 12 24 3% 48 ” o f 4
& § 5 5 many of those toxicities without disease progression
E S z &> , « The majority of TFS time was spent without grade = 3
2 v . TRAEs after all 3 treatment regimens
20% *8 E -6 B
& 7 References
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Estimating Treatment-Free Survival (TFS) Over Extended Follow-up in Patients
(pts) With Advanced Melanoma (MEL) Treated With Immune Checkpoint inhibitors

(ICls): Five-Year Follow-up of CheckMate 067

Meredith M. Regan, Charlene Mantia, Lillian Werner, Ahmad A. Tarhini, Sumati Rao, Andriy Moshyk, Corey Ritchings,
Jasmine I. Rizzo, Michael B. Atkins, David F. McDermott J Clin Oncol 38: 2020 (suppl; abstr 10043)

V ramci studie CheckMate 067 (nivolumab + ipilimumab / monoterapie nivolumabem / monoterapie ipilimumabem) bylo
mimo jiné hodnoceno také TFS (treatment free survival)

TFS je doba od ukonceni imunoterapie do podani dalSi nasledné Iécby nebo umrti
Na ASCO®20 Virtual byl hodnocen tento ukazatel u nemocnych ve studii CheckMate 067 po 60 mésicich sledovani

Analyzovano bylo 937 pacientu

TFS bylo rozdéleno na TFS provdzené nezddoucimi ucinky a TFS bez nezddoucich ucinkl 1écby

NIVO+IPI
Survival state time (mo) 60-mo period time (mo) 60-mo period | NIVO+IPI vs NIVO (mo) time (mo) 60-mo period NIVO+IPI vs IPI (mo)
Overall survival 38.6 64% 36.1 60% 2.5 (-1.1to0 6.2) 28.4 47% 10.2 (6.6 to 13.9)
Survival after subsequent therapy initiation 1% 15% —2 7 (-4.9 to -0.4) 13.9 23% -7.3 (-9.8 to -4.8)
TFS 19 7 33% 9 9 17% 8 (6.7 to 12.8) 11.9 20% 7.8 (4.6 to 11.0)
Without grade = 3 TRAE 18.1 30% 9.0 15% 0 (6.1to 12.0) 1.7 19% 6.4 (3.3t09.5)
With grade = 3 TRAE 1.6 [ 3% 0.9 2% 7 (-0.4to0 1.8) 0.2 <1% 1.4 (0.5 to 2.3)
Time on protocol therapy 12.3 21% 16.9 28% —4.6 (-7.3to-1.8) 2.6 4% 9.8 (7.9 to 11.6)
Without grade = 3 TRAE 11.8 20% 16.2 27% -4.4 (-7.1to -1.7) 2.5 4% 9.3 (7.5to0 11.1)
With grade = 3 TRAE 0.5 1% 0.7 1% -0.2 (-0.8 to 0.5) 0.1 <1% 0.4 (0.2to 0.6)
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Studie CheckMate 067

Nivo + ipi

Trvani protokolové lécby 12,3 16,9 | 2,6
TFS 19,7 99 | 11,9

TFS bez nezadoucich uGcinku 1écby = 3 18,1 9,0 (11,7

TFS s nezadoucimi ucinky lécby = 3 1,6 0,9 | 0,2

Pri srovnani 60mesicniho a 36meésicniho sledovani je zfrejmé, ze nejvice profituji pacienti IéCeni kombinaci
nivo + ipi, ktefi maji TFS 2x delSi nez pacienti IéCeni monoterapii nivo

Jednim z dlivodu je také casnéjsi ukonceni kombinované terapie pro toxicitu bez progrese onemocnéni




Response to Immune Checkpoint Inhibitor (ICl) Rechallenge After High-Grade
Immune Related Adverse Events (irAE) in Patients (pts) With Metastatic

Melanoma (MM) |
Payal Shah, Patrick Boland, Anna C. Pavlick J Clin Oncol 38: 2020 (suppl; abstr 10045)

Soucasna doporuceni omezuji pokracovani imunoterapie u pacientl se zavaznymi nezddoucimi ucinky
Retrospektivné hodnoceno 551 pacientl lécenych v obdobi od ledna 2014 do ledna 2020
imunoterapii: 180 pacientl (32,7 %) mélo zavainé nezadouci ucinky, 91 pacientum (50,6 %) byla po
odeznéni nezddoucich ucinkl opakované podana imunoterapie

Median vzniku prvnich priznakl nezadoucich ucinkl po prvnim podani imunoterapie byl 7,6 tydne

Vétsina pacientl (60 %) méla nezadouci ucinky stupné 3 a 40 % stupné 4

Nejcastéji se jednalo o kolitidu (27,5 %), hepatitidu (23,1 %), kozni toxicitu (22,0 %), dale hypofyzitidu
(5,5 %) a adrenalni insuficienci (5,5 %), neurologické potize (4,4 %)...




Response to Immune Checkpoint Inhibitor (ICl) Rechallenge After High-Grade
Immune Related Adverse Events (irAE) in Patients (pts) With Metastatic

Melanoma (MM)
Payal Shah, Patrick Boland, Anna C. Pavlick J Clin Oncol 38: 2020 (suppl; abstr 10045)

Medidn doby od vzniku prvnich nezddoucich ucink(i do nového podani imunoterapie byl 9,7 tydne
Z 56 pacientl primarné Ié¢enych kombinaci bylo znovu |é¢eno kombinaci 51,8 % (29) a 48 % (27) monoterapii
Z 35 pacientl primarné lé¢enych monoterapii bylo znovu [ééeno monoterapii 60 % (21) a 40 % (14) kombinaci

Pfi medianu sledovani 21,1 mésice se nezadouci ucinky objevily u 75,8 % (69/91) a z toho u 44,9 % se jednalo
o jiny typ toxicity nez pfi prvni imunoterapii a u 31,9 % se jednalo o zavaznou toxicitu

Zadny pacient nezemtel na toxicitu lé¢by

U 60,4 % pacientd (55/91) doslo ke kontrole onemocnéni: 40,7 % (37/91) mélo CR, 11 % (10/91) mélo PR a 8,8 %
(8/91) mélo SD

Zavér: opakované podani imunoterapie po odeznéni nezadoucich ucinkll predchozi imunoterapie muze byt
bezpecné a nezadouci Uclinky vzniklé pri opakovaném podani imunoterapie mohou byt odliSné od primarni
toxicity
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Background

+ Randomized trials investigating pembrolizumab and
nivolumab in metastatic melanoma permitted
treatment for 2 years or more, respectively’

PD-1 inhibitors can lead to durable response,
however the optimal duration of treatment is unknown
At Huntsman Cancer Institute (HCI), many patients
with advanced melanoma received PD-1 inhibitors
and electively discontinued therapy after one year

Purpose: Investigate clinical outcomes of
patients with advanced melanoma who electively
discontinued PD-1 inhibitors at one year

Methods

Real-world, retrospective cohort study

Inclusion: Unresectable stage Ill or stage 1V disease
who received single agent PD-1 inhibitor for the first
time (>6 mos and <18 mos)

Exclusion: PD-1 inhibitor with other systemic therapy,
discontinuation due to disease progression or
immune-related adverse event, and PD-1 inhibitor in
neoadjuvant, adjuvant, or clinical trial settings

Data analysis: Best overall response (BOR) per
RECIST 1.1 at PD-1 inhibitor discontinuation, PFS,
and retreatment characteristics

u @umangtalking

Swimmer's Plot Demonstrating Duration of Treatment and Time to Progression

w—  Ongoing progression-free survival

®  Deceased

In the largest continuous

series of pts with

advanced melanoma who

Patient Number

electively discontinued

NN UNNN UM NN NS AROR AR RN

PD-1 inhibitors after 1

year, the majority (75%)

remained without

progression at a median

follow-up of 20.5 months

Future Directions

« Prospective validation of results in a
randomized controlled trial

Correspondence: Umang Swami at umang.swami@hci.utah.edu

=Duration of Treatment = Time to Progression

Time (months)
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Hodnoceno bylo 52 pacientd lécenych monoterapii anti PD-1 protilatkami
Median podavani terapie byl 11,1 mésice: 25 % pacientu bylo v CR, 53,8 % mélo PR, 21,2 % SD
Pri medidnu sledovani 20,5 mésice po ukonceni |é€by zlstavalo 75 % pacientll bez progrese

Ze 13 nemocnych, kteri méli progresi, jich pét bylo |é¢eno znovu anti PD-1 protilatkami a u vSech doslo
ke kontrole onemocnéni

Zaver: vysledky naznacuji, ze je mozné uvazovat o zkraceni doby podavani anti PD-1 protilatek, aniz by doslo
k vyznamnému sniZeni ucinnosti, ale doslo by ke snizeni toxicity, kterd mize |é¢bu provazet
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Background (Results

¢ Checkpoint blockade has improved survival in patients with advanced melanoma. s Patients who stopped treatment prior to 7 months, either due to CR or toxicity,
A durable complete response has been observed. Melan oma patl ents Wh O Ssto p had an equally durable CR compared to those treated for more then 7 months.

* Based on protocol requirement from early clinical trails of PD-1 blockade, These patients had no reduction in DFS.

immunotherapy has typically been continued for 24 months in patients with a immunotherapy p r| or to 7 *  Patients who stopped therapy early due to toxicity (Treatment duration range: 1
physicians could decide stop treatment as early as 6 months assuming they had compared to those who were treated until CR (Treatment duration range: 4.8 to
completed at least two cycles of treatment after CR was confirmed. 20.3 months).
* Treatment durations of less then 24 months have not been adequately studied nor I t »  There was no statistically significant difference in disease recurrence after
¢ Shorter treatment durations would not only reduce health care costs but would p p stopped therapy prior to 7 months.
presumably decrease adverse events and improve quality of life. H H . «  Patients who were treated for less then 7 months and those who stopped
Methods WlthOUt redUCtlon In treatment due to an adverse reaction, saw a fewer number of recurrsz:ces

confirmed response (CR). However, if a CR was achieved early, patients and their day to 24.2 months) and subsequently achieved a CR, had no difference in DFS
months have a durable
have outcomes been reported. achieving a CR in patients treated with longer treatment courses versus those who
than those who were treated for over 7 months or stopped treatment due

'+ 45 patients with locally advanced stage Il and IV melanoma who received disease free surVivaI or after a CR.
immunotherapy and achieved a CR were identified from the Abramson Cancer
Center patient pool. Median )
* Disease-free survival (DFS), durable complete response (CR) and disease recurrence com pa rEd to # % Du;’:mn T"::m M;:':" Ra;ﬁ:"f # Patients
recurrence were analyzed in patients receiving greater than verse less then 7 Patients Patients (months) Range of Tx (months) (months) 95% CI  (months)  Recurred

Tx <7 months (0-
212d)
>7 months (>212d 18 124 7.5t024.2m 11.8 28 18.9to 37 8.5t073.7 3/18 (16%,
Stopped Due to
Toxicity

those treated longer then 7

months of therapy.

*  DFS was defined as the time from CR until recurrence or date of data analysis.

*  Seven months was selected as the cut off in order to capture patients who had an
early complete response, confirmed by two scans 4 weeks apart, and elected to
stop treatment early. Per prior protocol criteria, patients were eligible to
terminate treatment after receiving at least 6 months of therapy plus two doses
beyond their confirmed complete response. The median time to CR in these
patients was 4.7 months. They then had to receive an additional 2 treatments.

27 4.8 1d to 6.7m 4.7 304 23.7t037.2 29t065.7 2/27(7.4%)

17 3.7 1dto 24.2m 4.7 304 20.7t040.1 2.9t065.7 1/17(5.8%)

Stopped after CR 85 48t0203m 58 27.6 21.2to34 7.2 to73.7 4/28 (16%)

Overall 5.8 1d to 24.2m 5.6 28.6 23.3to34 29to73.7 5/45(11.1%)

Future Direction for Research

* Patients treated with shorter immunotherapy courses have an equally durable
response compared to those treated with longer duration of therapy. We will
Corespondence: Grayce N. Selig;MD; gfayce.selig@pennmedicine.upeniedu continue to expand our panel size and monitor disease recurrence over a
2:252 :U 387((1882)) longer duration to expand our current data.
wT 25 (55.5) * We are currently evaluating quality of life metrics, including physical,
g emotional and social well-being in this patient population. We will look to see

L] L J
“ Penn Medlc:lne if quality of life improves in relation to therapy duration and treatment side

effects

Demographics

S e
Age, Median (range) 65.3 (34-98)
Cancer Stage, N (%)

BRAF Status, N (%) Mutant 7 (15.5)
nknown 9

0 36 (80)

1 8 (17.8)
2 1(2.2) ‘
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Jak dlouho podavat imunoterapii zejména v pripadé dosazeni CR, je
stale nezodpovézena otazka

V této praci byla u 45 pacientl lé¢enych imunoterapii (pembro,

nivo, ipi + nivo) ukoncéena lécba po dosazeni CR | Doba léch CR  Mediin DFS
< 7 mésicu 60 % | 30,4 mésice
Hodnocena byla doba preziti bez znamek onemocnéni (DFS) > 7 mésicu 40 % | 28,0 mésice
(doba od dosazeni CR do recidivy ¢i data hodnoceni)
Ukonceni pro toxicitu 30,4 mésice
Analyza DFS byla vztaiena k celkové dobé podavani 1é¢by, méné RELCIILINILNS | | 27,6 mesice

nebo vice nez sedm meésicd k duvodu ukonceni 1écby (toxicita Ci
dosazeni CR)

Zaveér: Nebyl pozorovan statisticky vyznamny rozdil mezi medianem DFS a dobou podavani IéCby ani duvodem
jejiho ukonceni
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Background Figure 2. Disposition and exposure of patients with mucosal melanoma Figure 3, PFS in the mucosal and ITT populations Figure 5. Time to and duration of response in the mucosal population Table 3. Safety summary
NIVO+IPL, n (%) NIVO, n (%) 1, n (%)
+ Mucosal melanoma Is a rare but aggressive malignancy with a poor prognosis and P i S o PROPEL ok O NIVO+IPI NIVO 1Pl e ‘ e e
S-year survival rates of 14%-25%, depending on the stages considered"? L) e L e O e e Ld (n=313) D) | (n=28)
A0 d 21 41600 i T g [momaan _|swnerwese [snsiven T e
+ Practice-changing clinical trial results led to the approval of checkpoint fnhibitors in the 7t T T | | [EowomweTemarmm] ] ——————— Aoress AL USh | e g o8y | A Ha L B
treatment of metastatic melanoma, including nivolumab (NIVO) monotherapy and - ek Srnte JIATRAES 1oy L weeer L @b | PI@w 1o 1 W au
combination therapy with nivolumab plus ipilimumab (NIVOsIPI) 2oll veatment 2 off veatment " R T
o Mpeopesin 5 Diarhen 10| w0 | 160 500 @ s
« Although response was lower than in the overall population, limited short-term data e . P T o . T o T
indicated clinical benefit with NIVO+IPI, NIVO, and IP! in patients with mucosal melanoma in 2o eratiod el e | 201 - % ) o T
a pooled study that included data from CheckMate 067 ot £ = Tio YT T o T T
« Other trials also showed activity of NIVO or pembrolizumab treatment in patients with | A —_ » = - Fatigue T ) T Tn o )
mucosal melanoma, but without long-term fol low-up*é L A T [T o Ten . Ten
+ Here we report 5-year outcomes in the subgroup of patients with mucosal melanoma Fash 14 100 s 1en [ s@)
treated with NIVO+IP1, NIVO alone, or IP| alone in the phase 3 CheckMate 067 trial s Fypophysts o 33 ] 161 o a
ot [ oy iy Increased alanine ammotrarcerace N 7 0) ) a0 114 sa)
pofiio Wacilopapular rih 0 ) v 1) 0 T
Objective i s o O et TP SBSEQ oner T > Comared WCH aPn_ @70 foua | o : o : 0 : T
" o5 . - D ——— Vomitiog 0 Ta) o Ten D Ten
+ The purpose of this analysis was to investigate long-term clinical outcomes with NIVO and "
IP1, alone or in combination, in patients with mucosal melanoma
o Figure 4. 05 in the mucosal and ITT populations Figure 6. Tumor burden change from baseline in the mucosal population Table 4. Subsequent therapy in the mucosal and ITT populations
NNO, n (%)
Methods edun e e ooge) | 44054 | eriasn | eraran | svasan | o e | s - T m
) ) ) Maie, 0 05 %) 256 86) 1) 2641 15541 202 164) i 06 8 |37 06980 3 1420 mna| o s n » VO (n
+ In CheckMate 067 (NCT01844505), patients with previously untreated stage Iil or stage IV 006 75 0,7 09 wen | meaw | von | mres | wen |z [Somenn[oamew [enmnaoa] | [Sowoan [onsaswsnpmom) ] " ¥ b gt ST wen| B
melanoma were randomized 1:1:1 to receive NIVO+17I, NIVO monotherapy, or I A7 matdion, w00 i wion v wom | o | won [Fecmes anewim | I | [nomomwe s sore 1 S ™7 T Sibiaquet sy B35y v | won | e
monotherapy (Figure 1) G ” S H- ——-—.l'.l Subsequent mmunotherapy 105 (33) 15 (54) 149 (47)
« Co-pri i ion i ;i § n nw [ owen | ney | wien wen | " o
Co-primary endpoints were progression-free survival (PFS) and overall survival (05} in the a g | man | am | e nen | e 4 E o Aot 7D-1 agents woe won | e
NIVO-containing arms versus IP| alone - 2 U san 7 a2) sy 702) 404) 30 (10) » i~ Vet chage Anti-CTLAA agents 9" @) 30m 6
~ Secondary endpoints included objective response rate (ORR) by Response Evaluation Hokraperted ] 1) ‘¢ 7@ 14 62 & " Lo ::'m:'::“":. o o) m ;2 ‘:"
Criteria In Solid Tumors version 1.1 (RECIST v1. 1), correlation of programmed death POL1 exprevsion, n 09 ) « } - s Ll o =
ligand 1 (PD-L1) with survival endpoints, and safet s 27 Teen el ) @) 264 » » v 53 (51 [FI) 126 (@)
2 2 ¥ 5 s wan %) 1 05) 10 7524) i » s Subsacuent urgery Ton 5 a1 1) D 5400,
~ The study was not powered for a comparison between NIVO+IP| and NIVO ot raported 3an % a1l 417 e san 801 i . " 8 3 . . . m i v v i
+ Mucosal histology was not a stratification factor in the study sy Sf b sy, om " B 0 n 5 ETETT I T ased ! . R — o —
+ Patients with mucosal melanoma were identified by investigators £ 5 -l : s
e ; £ > Conclusions
« At the database lock on July 2, 2019, minimum follow-up was 60 months for all patients in M, M4, e 18, ] nw 7 00) uR) ] ") O Madian change: -3
thestudy we 19.168) 11 68) 16 70) 184 (58) 16 57 183 658) H .
n .
pumetdematen sttt |y qorsn | soooom | s7asan | seoon | e | oo i - + This 5-year analysis showed that patients with mucosal melanoma in CheckMate 067 had
Figure 1. CheckMate 067 study design . % % similar safety outcomes but poorer long-term efficacy versus the ITT population
v . e " say was) | wae | wan i Illl. Pl + Patients with mucosal melanoma treated with NIVO+IP| demonstrated more favorable
/0 1 mghe + b5 e 165 63 13657 176 56 1564 170 (54 » : x
3 fo | el (e | | om | Re : LLL LT T T P susval outcomesthan those reted i NV o I alone
ne3i4 4 doses, then oty o dots e o A - — S-year PFS (29%, 14%, and 0, respectively)
NIVO 3 mg/kg Q2W S i s %
T / = I 5-year OS (36%, 17%, and 7%)
oo R il Efficacy = nes + The addition of IPI to NIVO treatment in patients with mucosal melanoma appeared to
metastatic melanoma " ORR, % (95% CI) 4 0443) 58 (53.64) 30 (1353 450950 71124 19 (15.24) increase the rate of CRs and the duration of response compared with NIVO alone
« AJCCMstage n=316 NIVO 3 mafkg QZW + Pprogression « In the mucosal melanoma population, NIVO+IPI treatment (compared with NIVO or IPI alone] ' £ quwre, § hange 10003 astarnh, respander;
- Previowsty untreated e T R o el Sestovera respanse, n 09 e e (gl ~ 9 of 28 patients in the NIVO+IPI group (32% of the total group} discontinued
umor
.« N=945 epvaaten "‘:‘xz'w ~ Higher S-year PFS (29% v 14% and 0%, respectively; Figure 3] Complate response 404 wa m s009) oo 1. treatment and remained treatment-free at 60 months from randomization
St a 5% s S On R A R e Pt Partia rsporme s 11408 e w06 | amy « I the mucosal patient population, PFS appeared to be an appropriate surrogate for OS
13 mykg QIW « Although these trends were consistent with those of the ITT population, efficacy outcomes were Stable dsee A4 Hay 19 e 1@ ey Safety + While NIVO+IPI demonstrated the highest long-term efficacy in this study, novel
ne 215 IR o ik Wi soi 7ae e Sron i) hen « Both the Incidence of any-grade and grade 3/4 TRAES was similar in patients in the mucosal theraples are needed to further improve benefit in patients with mucosal melanoma
makched plac ;
subgroup and the ITT population (Table 3)
« In addition, differences between PFS and 05 were less pronounced in the mucosal Jimown. L) L) 22, Lol ) om L] s therapy
e e G ey R, ey | e GV, oo i , et pulation for all treatment groups compared with the ITT population Median duration of W 157 0 IR .
e “ “ i3 e e e - r: SHnts vt bmucosd m:‘oma R was Highar for NIV‘:»IPI S i oniot response, mo (95% C1) (7.698) " (2.818) (30.48) 00152 | @358 « In patients with mucosal melanoma, fewer patients in the NIVO+IPI group received References
P b 9 [T — T 2 ) 28 Ty ) subsequent therapy than in the NIVO or IPI monotherapy groups, similar to that observed in 1. Tyrrll, Payos . Melaroma Moy 2018511
Results alone, similar to the ITT population (Table 2) o (rarge) 0999) | nazar | asss asasy | asss | aswy the ITT population (Table 4) . Lamar 8, ot a.Oncalgy (Weson Park) 01731 623432
« ORR differences between the mucosal and ITT populations were similar for all P 3 P . X (Ao /6 o) Cliv Ot T B,
ookl « The proportion of patients who received any subsequent therapy was similar for the mucosal 4 5432
Patients group compared with the ITT population for bath NIVO+IPI- and IPI-treated patients & et cns ek ot

+ Atotal of 79 patients with mucosal melanoma were treated (Figure 2)
~ Patients in the NIVO group received the highest number of study treatment doses
(median 7 doses|
~ The most common reason for discontinuing treatment was treatment-related adverse
events (TRAEs) for patients treated with NIVO+IPI and disease progression for patients
treated with NIVO or IPI monotherapy
+ The mucosal melanoma population had generally poorer prognostic factors and a higher
proportion of women compared to the intent-to-treat (ITT) population (Table 1)

— ORR rates for the mucosal and ITT populations were 43% and 58% for NIVO+IPI,
30% and 45% for NIVO, and 7% and 19% for IPI, respectively
+ The difference in complete response (CR] rates between the mucosal and ITT
populations was greater for NIVO-treated patients than for NIVO+IPI-treated
patients (4% and 19% vs 14% and 22%, respectively)
« Median duration of response
— Has not yet been reached for NIVO+IPI-treated patients with mucosal melanoma or
the ITT population, nor for the NIVO-treated patients in the ITT population
~ Was 18.7 months for NIVO-treated patients with mucosal melanoma

+ Responses were durable In patients with mucosal melanoma (Figure 5)
~ 9 patients in the NIVO+IPI group who have discontinued treatment and have not

started subsequent systemic therapy (thus, were treatment-free) were still alive and

being followed at 60 months, including 3 who were treated for < 16 weeks

— In the NIVO group, 4 patients were alive and being followed at 60 months, including
2 patients who remained on treatment and 1 patient who had discontinued treatment

at 48 weeks and remained treatment-free
« Patients with mucosal melanoma treated with NIVO+P| had the greatest decrease in
tumor burden, with a median change of -45% (Figure 6)

- For NIVO-treated patients, the proportion of patients with any subsequent therapy was

5.
7. Larkin 4 et ok N Bl J Mot IV9IBASI51546.

higher in the mucosal compared with the ITT population (70% vs 59%, r ); there
was also a greater proportion of patients who received subsequent radiotherapy (39% vs
29%, respectively)
+ Subsequent anti-programmed death (PD)-1 therapy or anti-cytotoxic T-lymphocyte antigen-4
(CTLA-4) therapy was received by 17% and 39% of NIVO-treated patients and 50% and 11% of
IPI-treated patients, respectively
Of patients alive and being followed at 5 years treated with NIVO+IPI, 1 of 10 have received
subsequent systemic therapy and 9 of 10 were treatment.free

+ This study was supported by Brstol-Myers Squise Company
+ The patiants and famKies who are making s sl possibie

.. PhD, and
bratolsyers

Sor coaborative development of the PD-L1 IHC 200 pharme assay (Santa Clars, CAJ
+ Britolaiyers Squibh Company (Praceton, M) and OND Pharmaceutical Company L1d. (Orab, Jupan)
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Sliznicni melanom patri mezi vzacné klinické varianty, ale ma vétsinou velmi zavaznou prognozu
V ramci studie CheckMate 067 bylo |é¢eno 79 pacient( se sliznicnim melanomem

Pétileta analyza ukazala, ze nejvyssi uCinnost u nemocnych s timto typem melanomu méla kombinovana
imunoterapie nivo + ipi

ORR: 43 % u kombinace proti 30 % u monoterapie nivo a 7 % u monoterapie ipi (CR14 % /4 % / 0 %)

Bez progrese bylo pfi minimdlnim sledovani 60 mésici 29 % pacienti u kombinace proti 14 %
u monoterapie a 0 % u monoterapie ipi
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Pét let prezivalo 36 % pacient( |Ié¢enych kombinaci, 17 % |é€enych monoterapii nivo, 7 % |éenych ipi

Zaveér: ucinnost u sliznicniho melanomu byla nizsi nez u kozniho melanomu, ale kombinovana imunoterapie
nivo + ipi prokazala vyrazné vyssi ucinnost nez monoterapie
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Median OS, mo (95% CI) 22.7 (5.6-NR) 20.2 (5.6-33.6) | 12.1 (6.4-20.2)

HR (95% CI) vs IPI 0.52 (0.28-0.96) | 0.71 (0.39-1.30)
HR (95% CI) vs NIVO=* 0.73 (0.38-1.39)
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Table 2. Duration of follow-up and tumor response to cemiplimab per ICR

Background

) . Group 1(mCSCC) Group 2 (laCSCC) Group 3 (mCSCC) Total Advanced CSCC (n=193)
» Cutaneous squamous cell carcinoma 1CSCC_) is the sa_cond most _ 3mg/kg Q2W (n=58) 3 mg/kg Q2W (n=78) 350 mg Q3W (n=56) (n=193) n (%) Any grade Grade 23
common cancer in the US and its incidence is increasing.' _ Median duration of follow-up, months (range) 185 (1.1-36.1) 155 (0.8-35.6) 17.3(0.6-26.3) 15.7 (0.6-36.1) [Any 2 (69.5) 94 (46.7)
’ . ORR, % (95% Cl| 50.8 (37.5-64.1 44.9 (33.6-56.6) 42.9 (29.7-56.8) 46.1(38.9-53.4 Led to discontinuation 19(9.8 1473
» Most cases of CSCC are cureq by complete sn.frglcal excnsmnf“ _ _ Complete m)pmse. n (%) 1(2 203) ) 10(12.8) ;(,6‘” ) 3‘| (16.1) ) Most common' &2 sl
However, a small but substantial number of patients present with either Partial response, n (%) 18 (30.5) 25 (32.1) 15(26.8) 58 (30.1) Faligue S EAT) 509
metastatic CSCC (mCSCC) or locally advanced CSCC (laCSCC) not Stable disease, n (%) 9(15.3) 27 (34.6) 10(17.9) 46 (23.8) Diarrhea 53 (27.5) 2(1.0)
amenable to curative surgery or curative radiotherapy (collectively N plet disease, n (%) 3(5.1) 0 2(36) 5(2.6) grau“s"a :f (2?.2) g
referred to as “advanced CSCC”), both of which have poor p s disease, n (%) 10(16.9) 10(12.8) 14(250) 34(17.6) bl Sz e
) X i 5500 o s Not evaluable, n (%) 7(11.9) 8(7.7) 6(10.7) 19(9.8) Coush 2166 0
* Historical data shows median overall survival (OS) of approximately ik Disease control rate, % (95% C) 71.2(57.9-82.2) 795 (68.8-87.8) 64.3 (50.4-76.6) 72.5(65.7-78.7) Athesicia 28149 105
15 months with conventional chemotherapy or epidermal growth factor et i i iy — Durable disease control rate," % (95% Cl) 61.0(47.4-73.5) 62.8 (51.1-73.5) 57.1(43.2-70.3) 60.6 (53.3-67.6) Constipation 26(13.5) 105)
receptor inhibitors.” o o Median observed time to response, months (IQR)* 1.9(1.8-2.0) 2.1(1.9-3.8) 21(21-4.2) 2.1(1.9-37) melnng g (12.;) 1 (g.s)
. o B = tinic keratosis 11,
+ Cemiplimab is a high-affinity, highly potent human immunoglobulin (34 R T et Med’::xid% ;b"s:nrv;:(mz ;; complete response, months (IQR) 1 ": :(205?1 S;) 1’3:((‘7;4.1&9)) 1;.; :(:é :fE,)G) 1 h: :‘;73,; .:S) Vaiosepular s 2 E My 9; 105
monoclonal antibody to the programmed cell death (PD)-1 receptor. £000, asen Conpersve Ocology Grus Vil PO, PO g Kaplan-Meier 12-month estimate of patients with ongoing response, % (95% CI)  89.5 (70.9-96.5) 832 (64.1-02.7) 917 (70.6-97.8) 87.8 (78.5-933) i e il
+ Cemipli herapy achieved clinically meaningful activity in Kaplan-Meier 24-month estimate of patients with ongoing response, % (95% CI) 68.8 (46.9-83.2) 62.5 (38.4-79.4) NE (NE, NE) 69.4 (55.6-79.6) Headache 21(109) 0
patients with advanced CSCC and has a safety profile consistent with Results 105 s |__Upper respiratory tract infection 20 (10.4) 0
other anti-PD-1 inhibitors.*"! 5 O por NV was 54,45 95% Ci: 47.1-61,6 o  paents: 508% (5% C 37.5-64.1)or Group 1,56 4% 953 Cl: 44767 kr Group 2, anc 55.4% (6% C: 41.5-68.7) or Group 3. 5% C: 485 7% 95% C:3.1-605) TEARS perie) I 3103 of petis, ordered b ey of e e,
Patients among, patets
O GOMACIION DT 8 ot VLA AP ot i » Grade 23 treatment-related adverse events (TRAEs) were reported in 33

Based on initial data (median follow-up of 9.4 months in the pivotal
study, NCT02760498), cemiplimab (cemiplimab-rwic in the US) was
approved for the treatment of patients with advanced CSCC.

= A total of 193 patients were enrolled (Group 1, n=59; Group 2, n=78;
Group 3, n=56) (Table 1).

(17.1%) patients, with the most common being pneumonitis (n=5,
2.6%), autoimmune hepatitis (n=3; 1.6%), anemia, colitis, and diarrhea

ORR per ICR was 46.1% (95% CI: 38.9-53.4) among all patients;
50.8% (95% Cl: 37.5-64.1) for Group 1, 44.9% (95% CI: 33.6-56.6) for

for A) PFS per ICR

The severity of treatment-emergent adverse events (TEAEs) was graded

.

Estimated median PFS was 18.4 months (35% ClI: 10.3-24.3) for all
patients. The Kaplan-Meier estimated progression-free probability at

« Overall, the most common TEAEs of any grade were fatigue
(n=67, 34.7%), diarrhea (n=53, 27.5%), and nausea (n=46, 23.8%).

Conferance, January 25-29. 2020.

4 Kara PS ot sl J Cio Oneol, 201432.327-334.
Eisenhauer EA ot al. Eur J Cancer. 2008,45:220-247.

5. Wanber AS ot ol Dermaal Surg, 2007.33885-699

all n=2; 1.0%).
Group 2, and 42.9% (95% Cl: 29.7-56.8) for Group 3 (Table 2). A ( ) o
Ob' t. Advanced CSCC 10 - - Group 1 IMCSCC) 3 kg G2W (1e46) « No new TEAEs resulting in death were reported compared to previous
lec We (n=193) + Per ICR, ORR was 48.4% and 41.5% among those who had not £ @ gm;f&gaﬁxm&g reports 11
The ori sciive of the P 2 e Median age, years (range) 72.0 (38-96) received prior anticancer systemic therapy (n=128) and those who had 3 —— — Totat in-150)
* ‘The primary objective o the hese 2 study was to evaluate the objective Male, n (%) 161 (83.4) received prior anticancer systemic therapy (n=65), respectively. £ 5
response rate (ORR) by independent central review (ICR) per Response ECOG performance status, n (%) N g o c n l i n
Evaluation Criteria In Solid Tumors version 1.1 (RECIST 1.1) (for scans)’? 0 86 (44.6) « Overall, the observed time to response was 2 months for 41 (46.1%) o onciusions
and modified World Health Organization (WHO) criteria (for photos). 1 107 (55.4) patients, 2-4 months for 29 (32.6%) patients, 4-6 months for eight (9.0%) hlavad
o e oo (o) ertera (forhotes) Primary CSCC site: head and neck, n (%) 131 67.9 patients, and >6 months for 11 (12.4%) patients. = * For patients with CSCC, ORR of 46.1%.
» Key secondary objectives included ORR per investigator review (INV), mCSCC, n (%) 115 (59.6) ‘ oy gy R - e . « Patients had deepening responses over time as evidenced by
duration of response (DOR) by ICR and INV, progression-free survival 1aCSCC, n (%) 78 (40.4) * Median DOR has not been reached (observed DOR range: 1.9-34.3 months). o278 75 61 3 increasing complete response rates.*'' Overall, the complete
(PFS) by ICR and INV, OS, complete response rate by ICR, safety and Patients with cemiplimab as first-line therapy, n (%) 128 (66.3) In responding patients, the estimated proportion of patients with ongoing o S e B I O R L S response rate is now 16.1% and median time to complete response
tolerability, and assessment of health-related quality of life. Durable Fatlents whh prior systemic. tharspy, n (%)t 6 ¢87) response at 24 months was 69.4% (95% Cl: 55.6-79.6) (Figure 3). g was 11.2 months.
- 4 . 2 e Median duration of exposure to cemiplimab, weeks (range) 51.1 (2.0-109.3) ;
disease cc_ntro| rate, defined as the proportion of patlep(s with response Modkan aibecof doass of " i (range) 18.0 (1-48) B + DOR and OS are longer than what has been previously described with
or stable disease for at least 105 days, was also examined. o ot therapy [Fh— v o cther ad the most other agents.”
Please see poster #382 for results on health-related quality of life S e e Sk oLl L Lo g » With median DOR not reached after an additional 1 year of follow-up,
data from this study. Clinical activity £ o e AT et e this analysis indi ani ing, clinically i DOR
) . A 2 0 Group2 (aCSCC) 3 mg/kg G2W (1-78) with cemiplimab.
« Here, we present up to 3-year follow-up (median duration of follow-up » Complete response rates at primary analysis, ~1 year follow-up for Groups 33 oz - lvimup: :f:ammse g QW (1-56) ) . o rah o ow ¢
for all patients: 15.7 months) from the largest and most mature 1,2, and 3, and ~2 year follow-up for Group 1 are shown in Figure 2. vy oo i ol 2 o & My o
Vo data st csce I T 2 & & 8 10 12 14 16 18 20 22 24 2 28 N 2 4 % ® & TRAESs were Grades 1-2.
] . « Among 89 responders, median time to complete response was g ] Numbor of pationts ot ek Mo,
i i - o S 1 nCa0q s N O peon 0 85 52 4 47 & 48 & 3 3 3 37 35 3 2461 4
M 11.2 months (interquartile range [IQR), 7.4-14.8). g 02 e g e ; o ; a y See poster 4382 reporting post hoc analysis of health-related quality of life in the same
ethods 5 = ~ T Sl — Totw (n=193) | Group 3 (=58 56 “ 33 WY WS o 5 0 0 0 patient population presented in this poster. Also see poster #433 that provides the design
Figure 2. Complete response rates per ICR 00 Tota 1=103 193 184 174 162 157 196 148 141 196 130 111 99 79 62 55 3 28 19 7 2 0O and rationale of a Phase 3, randomized, double-blind study of adjuvant cemiplimab versus
T 7 4 6 6 1012 14 %o 18 2 22 2 % % % % 34 % % 4 ¥ nd 18 i "
+ EMPOWER-CSCC-1 is an open-label, non-randomized.srnutl:licenter, - ooy - SR, s o P :mcebo post-surgery and radiation in patients with high-risk CSCC.
international Phase 2 study of patients with advanced CSCC. Z -+ 3 30 20 25 23 23 23 23 23 20 18 16 % %6 0 9 & 2 0 - eferences
s s complman’s i*l =B i e AR SRR R R R R freatment-emergent adverse events 1 DR a s oo oz .4 somincous e e
* Patients received cemiplimab 3 mg/kg every 2 weeks (Q2W) (Group 1; 1% 10 net0 jet oo B g A BB B AR B SR BB R « Intotal, 192 (99.5%) patients experienced at least one TEAE of any & et Compin oo N NG B e 8 Mt e Tt BTG IO 40.
mCSCC; Group 2, 1aCSCC) or cemiplimab 350 mg every 3 weeks i 180208 grade regardless of attribution (Table 3). ke oo s 3 Mot Lo O 2968
(Q3W) (Group 3, mCSCC) (Figure 1). § 10 et m":‘;‘;"z‘m'g;"’“" Opdlisquamouspot. Accessed 4y o D et . Poster presented at Maul Dermatology

according to the National Cancer Institute Common Terminology
Criteria for Adverse Events (version 4.03).

The data cut-off was October 11, 2019.

Group 1 (mCSCC) Group 2 sCSCC)' Group 3 (mCSCC)
3mg/kg Q2 3 mg/kg G2W 350 mg QAW
nciuded in analysis. hera were no compiste meponses.

24 months was 44.2% (95% CI: 36.1-52.1) (Figure 4A).

of OS at 24 months was 73.3% (95% Cl: 66.1-79.2) (Figure 4B).

Median OS has not been reached. The Kaplan-Meier estimated probability

» Grade 23 TEAEs regardless of attribution occurred in 94 (48.7%) of
patients. The most common Grade =3 TEAEs were hypertension
(n=9; 4.7%) and anemia and cellulitis (each n=8; 4.1%).
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Hodnoceni triletého sledovani pacientd lécCenych
cemiplimabem pro inoperabilni nebo pro radioterapii
nevhodny CSCC

Zarazeno bylo 193 pacient

Pacienti byli 1éCeni cemiplimabem v davce 3 mg/kg nebo
350 mg

ORR pfi hodnoceni ICR: 46,1 % (50,8 % / 44,9 % / 42,9 %)

ORR: cemiplimab v 1. linii 48,4 %, v dalsich liniich 41,5 %

J Clin Oncol 38: 2020 (suppl; abstr 10018)

Figure 1. Study design

Group 1 - Adult patients with
metastatic (nodal and/or distant) CSCC Cemiplimab 3 mg/kg Tumor imaging every
Q2W 1V, for up to 8 weeks for the
Group 2 - 1aCSCC 96 weeks assessment of efficacy
Group 3 - Adult patients with Cemiplimab 350 mg Tumor imaging every
metastatic (nodal and/or distant) CSCC Q3W 1V, for up to 9 weeks for the
54 weeks assessment of efficacy

Tumor response assessment by ICR
(RECIST 1.1 for scans; modified WHO criteria for photos)

Key inclusion criteria
* ECOG performance status of 0 or 1
* Adequate organ function
* Groups 1and 3:
= At least one lesion measurable by RECIST 1.1

* Group 2
= At least one lesion measurable by dgt tal medical photography
= CSCC |BSIO th at is not amenable to curative surgery or curative radiation therapy per investigators’ assessment

= Tumor biopsies at baseline and on day y29 for exploratory biomarker analysis, unless considered to have unacceptable safety risks by the investigator

Key exclusuon criteria
* Ongoing or recent (within 5years) utoimmune disease requiring systemic immunosuppression
* Prior treatments with anti-PD-1 or anti-PD-L1 therapy
* History of solid organ transplant, concurrent malignancies (unless indolent or not considered life-threatening; for example, basal cell carcinoma), or hematologic malignancies

ECOG, Eastern Cooperative Oncology Group; |V, intravenously; PD-L1, PD-ligand 1.
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2 mesice u 46,1 % pacientu
2—4 mésice u 32,6 % pacientu R
4—6 mésicu u 9 % pacient(

> 6 mésicl u 12,4 % pacientd

— — Group 1 (NCSCC) 3 mg/kg Q2W (n=59)
Group 2 (laCSCC) 3 mg/kg Q2W (n=78)

— — Group 3 (MCSCC) 350 mg Q3W (n=56)
—— Total (n=193)

Probability of PFS
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Medianu trvani |éCebné odpovédi (DOR) nebylo Number of patients at sk Mont®
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Group 2 (n=78)

dosazeno, dva roky pretrvavala odpoved u 69,4 % sttt b i KRR
pacientU
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Medidn PFS 18,4 mésice / medianu OS nebylo dosazeno,
dva roky PFS 44,2 % pacient(i / OS 73,3 % pacientu

— — Group 1 (mMCSCC) 3 mg/kg Q2W (n=59)

Group 2 (laCSCC) 3 mg/kg Q2W (n=78)
— — Group 3 (MCSCC) 350 mg Q3W (n=56)
— Total (n=193)

Probability of 0S
O0000000000 =
O=NWAOONDOO

T T T T T T T T T T T T T T U T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Month
Number of patients at risk
Group1(n=59) 569 56 52 49 47 47 46 41 39 39 38 38 37 35 33 24 16 11 4 1 0

za’Vér: Cemiplimab je L,Jéir]r‘éjgll nez dOSUd pouzllvané g:::zi;:zz; 56 52 49 46 45 44 38 38 38 37 29 20 9 2 0 0 0 0 0 0 0
|écebné metody

Total (n=193) 193 184 174 162 157 156 148 141 136 130 111 99 79 62 55 39 28 19 7 2 0
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Background: Table 2. Efficacy Outcames [N=36) Safety Results:
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arly stage disease is managed wit al intervention in the form of surgery or r. jon and translates Comglete Response/Partial Response 26(72.2) & Gradsa/ adverss were observad Tn <0% of all Feboried ddvaisa: avarnts.
into cure for greater than 95% of the patients. Stah'a Disesss 7(19.4) Tobla 2. ey = d AEz by Grade (N=36)
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17, 2020.

. Exclusion criteria — Less than or equal to 1 infusion of cemiplimab, metastatic disease

. Patients with radiologically measurable disease had response evaluated per RECIST criteria. Treatment-Related Adverse Events by Maximum Grade (N =36)
. Patients who had no measurable disease had their clinical response (complete resolution or healing of 10 35
primary lesion) assessed per treating physician and need or lack of local intervention documented. 5 L
* Adverse event assessment per CTCAE criteria. Respénia titte > 30 B Any Grade
. Primary end point was to ascertain the need for local intervention. E— Grade 3/
Number of Patients requiring Local Intervention by Response Category (N=31) 25
Results/Graphs/Data:
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not require local intervention with surgery and/or radiation. Five (16%) patients received local L W Local Intervention (n] €15
intervention. E P = 0.002 (Fisher's Exact Test)
) Three patients progressed on treatment. § ¥ 10
. There was one treatment related death (Patient had myositis and hepatotoxicity). 3
. Five (14%) of thirty-six patients were still receiving cemiplimab and local intervention decision was é 10 s
pending at the time of data cutoff. 2
- The overall response rate (CR+PR) was 72% and the clinical benefit rate (CR+PR+SD) was 92%. . Y 0 " - -
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*  The median number of doses received was eight. - ol J - N0 Conclusions:
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VétsSina CSCC (cca 90-95 %) je lécCitelna a vylécitelna chirurgickym zakrokem a radioterapii

V 5-10 % se ale jednd o pokrocilé rozsdhlé nadory, které zplUsobuji devastaci okolnich tkani, mohou se
Sitit podél nervy, do uzlin i zakladat vzdalené metastazy

Chirurgicka |écba je Casto mutilujici

V této praci byli retrospektivné hodnoceni pacienti s lokalné pokrocCilym CSCC nebo pacienti s uzlinovym
postizenim, kteri byli primarné IéCeni misto chirurgie Ci radioterapie cemiplimabem
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Hodnoceno bylo 36 nemocnych, kteri dostali minimalné dveé davky cemiplimabu
Cilem studie bylo zjistit, zda i pri této |écbé bude nutna nasledna lokalni terapie

U 84 % nebyla nutna nasledna chirurgicka lécba ¢i radioterapie, tfi pacienti méli progresi, 14 % pacientd
stale dostava |écbu a jesté nebylo rozhodnuto, zda bude nutna lokalni intervence

ORR dosahly 72 %, DCR (CR + PR + SD) 92 %
Median podavani |éCby byl pét mésicli, median poctu davek osm
Nezadouci ucinky se objevily u 31 % pacientd, jeden pacient zemrel (myozitida + hepatotoxicita)

Autori uzaviraji, ze podani cemiplimabu u pokrocilych CSCC pred chirurgickou lécbou snizi potrebu
mutilujicich narocnych chirurgickych zakroku ¢i radioterapie




A Phase 3, Randomized, Double-Blind Study of Adjuvant Cemiplimab Versus Placebo Post-Surgery

and Radiation in Patients with High-Risk Cutaneous Squamous Cell Carcinoma (CSCC)

Background
(csce)

CSCC is the second most common skin cancer with an estimated
incidence of around 1 million cases per year in the US." Worldwide,
reports show an annual rise in incidence of 3-7% in most countries.?

Cut: cell

.

While the surgical cure rate for CSCC is approximately 95%, a proportion
of patients are considered to be at high risk for recurrence as assessed by
immune status, primary disease stage, extent of nodal involvement,
presence of llar ion, and prior 34

Post-operative radiation is recommended for some patients with CSCC
after surgery, but locoregional or distant recurrence can still occur.

POST, the largest prospective randomized adjuvant CSCC study, provided
new insights into risk factors for CSCC recurrence.®

Cemiplimab

Cemiplimab is a high-affinity, highly potent human monoclonal antibody
directed against the programmed cell death (PD)-1 receptor.®”

In Phase 1 and Phase 2 trials (NCT02383212 and NCT02760498,
respectively), cemiplimab exhibited antitumor activity with a safety profile
comparable to those of other anti-PD-1 inhibitors in patients with
advanced malignancies, including CSCC.™*

- For the latest data from the Phase 2 study of cemiplimab in patients
with advanced CSCC, please see poster 367 reporting longer follow-up
data and poster 382 reporting post hoc analysis of health-related
quality of life.

Cemiplimab (cemiplimab-rwic in the US) is the only therapy approved by
the US Food and Drug Administration and the European Commission for

of patients with ic or locally advanced CSCC who are
not candidates for curative surgery or curative radiation.™"

While the clinical activity of cemiplimab as monotherapy has been
established in patients with advanced CSCC who are not candidates for
curative surgery or curative radiation, this study aims to evaluate its
benefit as an adjuvant treatment following surgery and post-operative
radiation in patients with CSCC at high risk for recurrence.

Methods

Study design

« This randomized, placebo-controlled, double-blind, multicenter Phase 3
trial (C-POST) is evaluating the clinical activity of adjuvant cemiplimab
versus placebo in patients with high-risk CSCC, after surgery and
post-operative radiation (NCT03969004).

The study consists of two parts:

- Part 1: Double blind, randomized, placebo-controlled

« Study treatment: 30-minute infusions of cemiplimab 350 mg or placebo
intravenously (IV) every 3 weeks (Q3W) for up to 48 weeks or until
unacceptable toxicity, disease recurrence, death, or withdrawal of consent

« Duration: A screening period of up to 28 days prior to randomization,
a treatment period of up to 48 weeks, and a follow-up period of up to
disease recurrence or end of study (Figure 1).

Danny Rischin," Matthew G. Fury,? Israel Lowy,? Elizabeth Stankevich,® Siyu Li,2 Hyunsil Han,? Sandro V. Porceddu*

'Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; ‘Regeneron Pharmaceuticals, Inc., Tarrytown, NY, USA;

*Regeneron Pharmaceuticals, Inc., Basking Ridge, NJ, USA;

‘School of Medicine, University of Queensiand, Herston, Queensland, Australia; Department of Radiation Oncology, Princess Alexandra Hospital, Woolloongabba, Queensland, Australia.

Figure 1. C-POST study design
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DFS, disease-free survival.

x 48 weeks

Optional cemiplimab re-treatment after disease recurrence
23 months after completing 48 weeks of planned
cemiplimab treatment

Optional cemiplimab treatment after disease recurrence

- Part 2: Optional open-label
« Treatment: Cemiplimab IV 350 mg Q3W

« Duration of treatment: Up to 96 weeks in Part 2 or until disease
progression, unacceptable toxicity, withdrawal of consent, death, or
loss to follow-up.

Outcome measures

» The primary objective of the study is to compare DFS of patients with
high-risk CSCC treated with adjuvant cemiplimab versus placebo after
surgery and post-operative radiation.

The secondary objectives of the study are to compare the following
measures with cemiplimab versus placebo after surgery and post-operative
radiation in the aforementioned patient population:

Overall survival (OS)
Freedom from locoregional recurrence
- Freedom from distant recurrence
- Cumulative incidence of second primary CSCC tumors
- Safety.
« The exploratory objectives of the study are:
To evaluate patterns of failure in patients treated with cemiplimab or placebo

To explore geographic/regional variations in administration of post-operative
radiation in patients treated with cemiplimab or placebo

- To compare health-related quality of life in patients treated with
cemiplimab versus placebo

To explore associations between clinical activity of cemiplimab and
molecular features in pre-treatment tumor samples.
Patient eligibility

« Adult patients with high-risk CSCC who have undergone surgical resection
followed by radiation are eligible for study enroliment (Tables 1 and 2).

* =18 years old (in Japan only: =21 years old)
* Resection of pathologically confirmed CSCC (primary CSCC lesion only,
or primary CSCC with nodal involvement, or CSCC nodal metastasis with
known primary CSCC lesion previously treated within the draining lymph
node echelon) with macroscopic gross resection of all diseased area
« High-risk CSCC, defined by at least one of the following:
- Nodal disease with extracapsular extension, defined as extension
through the lymph node capsule into the surrounding connective tissue
with or without associated stromal reaction, and at least one node of
>20 mm on the surgical pathology report®
- In-transit metastases, defined as skin or subcutaneous metastases
of >2 cm from the primary lesion but are not beyond the regional
nodal basin™
- T4 lesion, including head and neck lesions and non-head-and-neck
lesions®*
- Perineural invasion, defined as clinical and/or radiologic involvement of
named nerves™
- Recurrent CSCC, defined as CSCC that arises within the area of the
previously resected tumor, plus at least one of the following
additional features™
- 2N2b disease associated with the recurrent lesion
— Nominal =T3 (recurrent lesion of =4 cm in diameter, minor bone
erosion, or deep invasion of >6 mm measured from the granular layer
of normal adjacent epithelium)

- Poorly differentiated histology and recurrent lesion of =20 mm
diameter

* Ci ion of curative-intent post-op:
of randomization

* Eastern Cooperative Oncology Group performance status of 0 or 1

* Adequate hepatic, renal and bone marrow functions

within 2 to 6 weeks

Table ion criteria

* Squamous cell carcinoma arising from non-cutaneous sites

* Concurrent malignancy other than localized CSCC and/or history of
malignancy other than localized CSCC within 3 years of date of
randomization, except for tumors with negligible risk of metastasis
or death

* Hematologic malignancies

» History of distantly metastatic CSCC (visceral or distant nodal), unless
disease-free interval is =3 years

* Ongoing or recent (within 5 years) autoimmune disease that requires
treatment

* Participation in a study of an ir 1al agent or an ir
device within 4 weeks of the randomization date or five half-lives

* Prior ic anti-cancer i for CSCC

* Receipt of immunosuppressive corticosteroid (>10 mg prednisone
daily or equivalent) within 4 weeks prior to the first dose of cemiplimab
or placebo

* Anticancer systemic therapy within 4 weeks or lack of recovery from any
acute toxicities

* Prior allogeneic stem cell transplantation, or autologous stem cell
transplantation

* Any infection iring hospi 1 and/or i
therapy within 2 weeks of the randomization date

* Uncontrolled infection with human immunodeficiency virus, hepatitis B
or hepatitis C virus; or diagnosis of immunodeficiency

* History of immune-related pneumonitis within 5 years

« History of documented allergic reactions or acute hypersensitivity
reaction attributed to any antibody treatment

* History of solid organ transplant except corneal transplant(s)

* Breastfeeding women

* Women of childbearing potential or sexually active men who are unwilling

1s antibiotic

to practice highly effective contraception

Statistical : and lysi

The primary clinical hypothesis of the study is that cemiplimab prolongs
DFS as compared with placebo.

.

.

The primary analysis of DFS will be performed with a 2-sided alpha at
0.05 overall significance level for the following null and alternative
statistical hypotheses:

- H,: The survival curve of DFS for cemiplimab is the same as that
for placebo
H,: The survival curve of DFS for cemiplimab is not the same as that
for placebo.
The full analysis set will include all randomized patients (intent-to-treat
population) and will be used for analyses of efficacy endpoints.

The safety analysis set will include all randomized patients who received
any study drug (as-treated population) and will be used for analyses of all
safety variables.

.

The primary endpoint of DFS will be tested by stratified log-rank test at
2-sided 0.05 significance level.

C-POST

Summary

« Patients with high-risk CSCC often experience relapse with
locoregional recurrence or distant metastases despite initial
treatment with surgery and post-operative radiation.

Cemiplimab, a PD-1 monoclonal antibody, has demonstrated
clinical activity with a safety profile comparable to those of
other anti-PD-1 agents in advanced malignancies, including
CSCC.

- Cemiplimab (cemiplimab-rwic in the US) is the only therapy
approved by the US Food and Drug Administration and the
European Commission for treatment of patients with metastatic
or locally advanced CSCC who are not candidates for curative
surgery or curative radiation.

This study will provide insight into the clinical activity of
cemiplimab versus placebo as an adjuvant treatment in
patients with CSCC at high risk for recurrence, after surgery
and post-operative radiation.

« This study is ongoing and is actively enrolling patients.
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Cilem této studie je posoudit ucinnost cemiplimabu proti placebu v adjuvantnim podani po operaci
primarniho nadoru a po pooperacni radioterapii

Jedna se o dvojité zaslepenou, placebem kontrolovanou studii faze 3

Zarazovani mohou byt nemocni po kompletnim chirurgickém odstranéni nadoru a pooperacni
radioterapii, ktefi spliuji minimalné jedno z kritérii (extrakapsularni Sifeni uzlinovych metastaz,
intranzitni metastazy, T4 klasifikace primarniho nadoru s perineuralni invazi nebo recidivujici CSCC)

s minimalné jednim dalsim rizikovym faktorem

Pacienti vimunosupresi nemohou byt zarazeni
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V zaslepené Casti 1 jsou pacienti randomizovani 1 : 1 na terapii cemiplimabem 350 mg nebo placebo
podavané a tri tydny po celkovou dobu 48 tydn(

V odslepené ¢asti 2 mohou byt pacienti, ktefi dostavaji placebo nebo u nich dojde k progresi za tfi a vice
mésicl po ukoncéené terapii cemiplimabem, znovu léceni cemiplimabem, a to po dobu 96 tydnu

Figure 1. C-POST study design
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Primarnim cilem je hodnoceni DFS

Sekundarnimi cili je OS, doba preziti bez lokoregionalniho relapsu, doba preziti bez vzdalenych metastaz
a bezpecnost |éCby

Studie probiha a jsou do ni zarazovani pacienti v Severni Americe, Evropé a asijsko-pacifické oblasti
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