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 Contracted Research: Merck
* Royalties: Up-to-Date

| will be discussing non-FDA approved indications during my
presentation.
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Neo-Adjuvant therapy
Curative intent surgery

Gershenwald et al. NEIM

\

Systemic therapy for ‘advanced’ melanoma

Atezolizumab +

Diagnosis

Nivolumab (Nivo)

: Vem + Cobi
Vemurafenib (Vem) Cobimetinib (Cobi) _ _
Dabrafenib (D), +Vem Encorafenib + F‘DC: Nivo + Relatlimab
Trametinib (T) TVEC Binimetinib
High-dose
IL-2

Pembrolizumab

D4T
DTIC Ipilimumab (Ipi) 1pi + Nivo

T i I
b

1
1980 2011 2020 2022

1
Tel‘;entafusp
[
I
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2013 2014 2015 2018

Treatment of Melanoma

Adjuvant therapy

High-dose Pegylated- — -

IFN-alfa 2B IFN-alfa 26 | | IPilimumab || Nivolumab | Ipi 3/Nivol
E1684 checkmate Dabafenib + IMMUNED )
:i:x EORTC 18991 EORTC 18071 923:' Trametinib ,'1‘;::::;!

COMBI-AD L 915
Pembrolizumab
! Vemurafenib KN 054 I KN 716
| BRIMS l . (Stage Il
. 1
v
| | | | | | | | | | |
>
I || I I | | | |
1994 2011 2015
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Traditionally there were few effective therapies

- 1.0 - Korn et al. J Clin Oncol 2009
An Era of Futility: 2 s
<
High-dOse 1975‘2005 CCD 0.6 -
IFN, IL-2 € 04
=)
= 0.2-
DTIC -
0 12 24 36
Time (months)

4 H—————

]},ﬂ_%QJmACI 2011 2013 2015
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IFN-alfa 2B IFN-alfa 2B
E1684
E1690 EORTC 18991
E1694
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Adjuvant Melanoma Treatment
Landscape 2022

Recurrence-free survival (%)
["n}
T

—a— Mivolumab group
—a— Ipilimumab group

1004
90
o

R urrence-free s urviva (%)
w
T

30 40
204 30
> (I Events Total HR (95 CT)
HR 071 (95% C1 0-60-0-86); p=0-0003 29 __ pembrolzumabgroup 203 514 059 (049-070)
o | — Placabo 288 SOL Ref
o 3 & 9§ 12 15 18 A 24 2 30 33 36 3/ 42 45 48 51 54 o7 10 Stoatifie log. ek p<0-0001
Mumber at risk 0 T T T T T T T T
{number censored) 1] b 12 18 24 0 16 42 48 [} 60
Mivolumabgroup 453 395 354 332 311 293 283 1 263 o0 245 240 F3 224 M8 06 W4T Er) 1 0 Nurmber at rick Time since randomisation (months)
(0 {E]f; {Eé @ wm an an [Zﬂé} 21)  (@26) :IEBJ 3 GE3) E;s.ﬁs} I.":-E'} (47) (102) (205) (230) (241) (rumber “md}
Ipilimumaky 1 2 2 0 2 W01 1 1 1 1 1 1 1 2 10 0
primumah gradp ‘:'g;' {315} {Em [ﬁi ﬂ% :13; on @ oo 13%} : 405] 77 ;B4 W 3 Pembrofumabomep SIA0N 4120000 ToO4) IDW) 3BIE0)  I6(23) 300(37)  163(154) 30@281)  1010) 0@
. 58 (13 251 1301 205(21)  115(10 26 (197 01 -
0 0 Ascierto et al. Lancet Oncol 2020 Eggermont et al. Lancet Oncol 2021 ) a o9 el o el L
, — Dummer et al. NEJM 2020 Luke et al. ASCO Annual Meeting 2021 = I e o = 1
100 m= Dabrafenib plus trametinib  s—
g 90 100 -
E B0 90 -
E 70+ ) > 804
- 4Yr, 5% S .
2 ol (95% CI, 50-60) 5 Y1, 52% . s 701 ! 12:mo rate
2 (95% CI, 48—58) s ! 90.5% Median, mo (95% Cl)
T 504 ! i v 60 L83 1% NR (22.6 to NR)
t ! : o 50 4 i NR (NR to NR)
E AtSYr No.of  No.of ——— ' %
— Patients Events Median (35% Cl) 14 1, 38% VS Yr 369 S 40+
& mo (1959 CL344) 4 (9506 €1, 3241 £ 30 A
8 0] Dabrafenibplus Trametinib 438 150  NR{47.9-NR) ! I 3 By e it
I g Placebo 432 262 1656 (12.7-22.1) ; i £ 20
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No. at Risk 2 O 1 Pgr:.bfgls:.lsr:ab 487 465 401 340 249 149 4l 21 1 0
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Diagnosis
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© 2021-2022 Scciety for Immunotherapy of Cancer

/ "\

IIlIlllllllllllllIlllllllllllllllllllllllllll#l">

Neo-Adjuvant therapy

Curative intent surgery

expesure of sentine lymph node

Gershenwald et al. NEIM

\

Adjuvant therapy

100 4 Nivolomab grovp. 100
90 \_\\ o piimuma group w0
80 2
o a0
T T tee 2 n
~— ————— 3
- R T —— i
T b e, fw
fw
i
10 Erems Toral HR(95%0)
HRO71(95% C10-60-0-86); p=0.0003 2 pembroleumsborop 203 514 059 (043-070)
— — T T T T — Placebogrou BB 505 Rel
I L " e log ok <0001
_ o [3 Yl B ] n % ] ] E] [
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o) (22; (s‘yi @ (9 ) o) [me) @) @6 cZBS) Gy 6 aﬁsﬁ) aﬁn 42) (102) (205 (230) (247) )B ‘m'::(':::::;
pilimumaborowp 453 366 316 73 253 B4 20 08 W1 19 185 7 71 168 163 14 13 2 10 0 f e o oo gson wmon mew  meen  memy waush  mos qe omm
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[ 100 4
2 a0 90
] =
2 z &
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H H fa05% Wedian, mo (95%CI
< 5] @ 604 Fs NR(225 to NR)
] 2 s i NRINR to NR)
E M5V No.of Noof . 5
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Ascierto et al. Lancet Oncol 2020
Dummer et al. NEJM 2020

Eggermont et al. Lancet Oncol 2021
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Systemic therapy for ‘advanced’ melanoma

Atezolizumab +

Vemurafenib (Vem)

Nivolumab (Nivo)
Cobimetinib (Cobi)

Dabrafenib (D), +Vem
Trametinib (T) TVEC
High-dose
IL-2 Pembrolizumab
D4T
DTIC Ipilimumab (Ipi) + Nivo

Encorafenib +
Binimetinib

Vem + Cobi

FDC: Nivo + Relatlimab
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Diagnosis

Adjuvant therapy

Neo-Adjuvant therapy T ==

e

10
50
80

Current data with Stage Ill Melanoma

* Anti-PD1 therapy is SOC (BRAF status independent)

* No benefit of ipi/nivo vs nivo (CM 915) in Stage Il

* Possible benefit of ipi/nivo vs nivo in resected Stage IV (IMMUNED)

* BRAF/MEK combo is an alternative SOC for BRAF MT
Current data with Stage |l Melanoma

* Anti-PD1 therapy is expected to become the SOC
Pending trials:

» Stage IIB/C nivo vs placebo

» Stage lll pembro + PCV (Moderna) vs pembro

» Stage lll nivo + bempegaldesleukin vs nivo

frisation (months)

R)
kkkkkkkkk

Pncol 2021
bting 2021

Pembrolizumab

" S——
Vemurafenib (Vem) Cobimetinib (Cobi) ) )
Dabrafenib (D), +Vem Encorafenib + F‘DC. Nivo + Relatlimab
Trametinib (T) TVEC Binimetinib |
High-dose TeI;’nentafusp

IL-2 o
1
DT i i
DTIC Ipilimumab (Ipi) 1pi + Nivo

r | ]
#LearnACl ﬁHHII ————— >
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SSSSS b ) St 3 ge 1 Opt|ons
High-dose Pegylated- — :
IFN-alfa 2B IFN-alfa 28 | |!Pilimumab || Nivolumab Ipi 3/Nivol
E1684 checkmat Dabafenib + IMMUNED
E1690 EORTC 18991 EORTC 18071 eckmate fo Nivo +lpi
E1694 238 Trametinib I Checkmate
COMBI-AD | 915
Pembrolizumab
! Vemurafenib KN 054 I KN 716
I BRIMS l - (Stage 1)
- |

H Ittt

2019
#|_1€9(§)I‘ZILWAC| 2011 2015 2017 2021
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What do we do?

BRAF MT, resected
Stage lll melanoma

BRAF targeted therapy

O
[

\

Immune targeted thera
#LearnACI : il
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100 = Dabrafenib plus trametinib = Placebo
50+
30
70+
60

50+

Percentage of Patients Alive without Relapse

40 AtS5¥r: No.of MNo.of —
304 Patients Events Median (95% CI) ' __-.-__°'° ) ¥
mo 1(95% CI, 34-43)
| 41

204 Dabrafenib plus Trametinib 4328 190 NR {47.9-NR)

Placebo 432 262 16.6 (12.7-22.1)
10+ Hazard ratio for relapse or death,

0.51 (95% CI, 0.42-061)
77T 7T T+t 7T T Tt T T T T T T

0 4 g 12 16 20 24 28 31 3 40 44 48 52 6 60 64 62 72 76 20

Maonths since Randomization

ibplus 438 405 381 354 324 281 262 249 236 229 221 213 204 199 176 133 92 45 17 3
Placebo 432 322 263 219 199 178 168 164 157 147 143 139 136 133 121 99 65 35 13 1

Dummer et al. NEJM 2020

#LearnACI
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0

0

COMBI-AD Summary
(5 yr follow up)

Randomized Phase Il trial of adjuvant
dab/tram in patients with Stage Ill, BRAF
mutant melanoma

Met its primary endpoint (RFS, HR 0.51)
and secondary endpoint (DMFS, HR 0.55)

Improvement maintained in all subgroups
Predictable, reversible toxicity

26% discontinuation rate in dab/tram arm
(3% in placebo arm)

No significant difference in rate of
additional malignancies
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Seletsfisk Wnianodiertgy o Ciiion ( 4 yr fOI I OW u p)

Eggermont et al. Lancet Oncol. 2021 PEMBRO (KN054)

" KNO54 * Met its primary endpoint (RFS, HR 0.59) and secondary
b0 endpoint (DMFS, HR 0.60)
% 6o * Improvement maintained in most subgroups including
: N BRAF MT (initial HR for RFS 0.59; for DMFS 0.55)
. o fuems Toral v @51 * Significant toxicity in a minority of patients
— Pembrolzumabgroup 203 514 058 (0-49-070)
0 T Sreedg kot * irAEs associated with improved RFS
L T * Endocrine toxicity (mostly irreversible) in 23% of
patients
Ascierto et al. Lancet Oncol. 2020 NIVO (CM238)
lzzjh“%_ CM238 o iimmby « Met its primary endpoint (RFS, HR 0.71) and one
N secondary endpoint (DMFS, HR 0.79), but was not
f - "'-\__“-n —— associated with OS advantage (HR 0.87, p =0.31),
§ 60 ‘—‘-__. —h‘ﬂ""“_hu—__,_‘
§> T o . ——— * Improvement maintained in most subgroups including
a ‘;2 b BRAF MT (HR for RFS 0.79)
) ] * Nivo much better tolerated than Ipi
| HRO71(95% (1 0-60-0.86);p=0.0003
#| EEEEEEEEEEEEEEEEENEE  Significant toxicity in a minority of patients with Nivo
cUl 1A

. . . . . . o
© 2021-2022 Scciety for Immunotherapy of Cancer ® EndOCFIne tOX|C|ty (mOSt|y |rrever5|b|e) n 24/)
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R Effectiveness

COMBI-AD KNO054 CM238

(DT v placebo) (pembro v placebo) (nivo v ipi)

Primary Endpoint
RFS (HR) 0.51 0.59 0.71
4 YR RFS 55% 60% (3.5 yr RFS) 52%

Secondary Endpoint
DMFS (HR) 0.55 0.60 0.79
OS (HR) NA NA 0.87

Dummer et al. NEJM 2020
#Lea rnACI Eggermont et al. Lancet Oncol 2021

© 2021-2022 Society for Immunotherapy of Cancer Ascierto et al. Lancet Oncol 2020
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Severity/Frequency

Observation <<
Placebo <<L<L

Nivolumab <<
Placebo <+
Placebo <LK

© 202 1-2022 Sociely Tor immunoinerapy or Cancer

Interferon

Ipilimumab

Ipilimumab

Pembrolizumab

Dab/Tram

Permanence

Observation

Placebo

Nivolumab

Placebo

Placebo

<<

<<

Summary of Adjuvant Therapy
Side Effects

Interferon

Ipilimumab

Ipilimumab

Pembrolizumab

Dab/Tram
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* 387 patients treated with e
adjuvant anti-PD-1 at 8 .
academic centers in US and ot at
Australia -

* 267 (69%) had irAE e

e 53(19.5%)—- Gr 3-5 Grad
IrAE Ty,

Arthi

Coli

Dharm

Hepa

Thyr

#learnAC|

© 2021-2022 Society for Inmunotherapy of Cancer Patrinely et al. JAMA Onc 2021

Patlents, No. (%)

With chronic  Ongoing chronic
Chronic IrAEs IrAEs IrAE at last follow-up
Total chronic IrAEs 167 (1007 MNA
Required sterolds 55 (32.9) NA
Symptomatic 82 (49.1) NA
Resolved 24 (14 4) NA
=Grade 2 90 (53.9) NA
Grade 3-5 6(3.5) NA
IrAE Type®
Adrenal Insufficiency 12(3.1) 12 (100)
Arthritis farthralglas 22(5.7) 22 (100)
Colitis/dlarrhea 6(1.6) 2(333)
Dermatitis/pruritus 19(56.6) 17 (B9.5)
¥erostomia® 9(2.3) 8 (88.9)
Hypophysitls 8(2.1) & (100)
Neuropathy 3(1.8) 1(33.3)
Oicular towlc effect® 5(1.3) 5 (100)
Other neurotoxiclty® g(2.1) 5(63.0)
Pneumonitls B(1.6) 4 (b6.7)
Thyrolditis/hypothyroid 54 (14.0) 54 (100)

More on chronicity of irAEs...

Table 2. Incidence of Chronic Immune-Related Adverse Events (irAEs)

Therapy
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Key points of consideration

1. Patients with the least amount of disease may be the best group to
treat with BRAF targeted therapy.

2. BRAF targeted therapy and anti-PD-1 therapy appear to have similar
efficacy (e.g. cure a similar percentage of patients) in adjuvant
setting

3. Adjuvant nivo is NOT associated with improved overall survival
compared to ipi (Effect of “salvage” anti-PD-1 in metastatic setting?)

4. Adjuvant immunotherapy is associated with severe side effects in
15-20% and chronic side effects in >40% of patients

#Lea mACH

© 2021-2022 Scciety for Immunotherapy of Cancer
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BRAF MT, resected
Stage lll melanoma

O
[

#Lea rnACI

© 2021-2022 Scciety for Immunotherapy of Cancer

So, what do | do?

My bias is to give
BRAF/MEK combo...

Why?

1. Potentially curative

2. Reversible AEs

3. “Salvage” 10 in
setting of relapse
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High-dose
IFN-alfa 2B

E1684
E1690
E1694

v

Pegylated-
IFN-alfa 2B

Adjuvant Melanoma Treatment
Stage |l Options

EORTC 18991

v

Ipilimumab || Nivolumab
Checkmate Dabafenib +
COMBI-AD
! Vemurafenib
I BRIMS8
v \ A A4

Ipi 3/Nivol

IMMUNED
Nivo + Ipi
l

| 915

. Checkmate

Pembrolizumab

KN 054 I KN 716

l - (Stage ll)
I

v

\ 4

H Ittt

#2HACH

2011 2015
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Pembrolizumab Versus Placebo

After Complete Resection of High-risk
Stage Il Melanoma: Efficacy and Safety
Results From the KEYNOTE-716
Double-blind Phase 3 Trial

Jason J. Luke?!; Piotr Rutkowski2; Paola Queirolo®; Michele Del Vecchio?; Jacek Mackiewicz?®: §;
Vanna Chiarion-Sileni?; Luis de la Cruz Merino8;, Muhammad A Khattak®1%; Dirk Schadendorf!!;
Georgina V. Long'213 Paolo A Ascierto'#; Mario Mandala'®; Federica De Galitiis'®;

Vernon Sondak'?; Richard A. Scolyer'218: John M. Kirkwood'; Ke Chen'®; Nageatte Ibrahim'?;
Sama Ahsan'®; Alexander M. M. Eggermont2°

1UPMC Hillman Cancer Center, Pittsburgh, PA, USA; 2Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; 3lstituto Europeo di
Oncologia - IRCCS, Milano, ltaly; *Fondazione IRCCS Istituto Nazionale dei Tumori, Milano, Italy; *Poznan University of Medical Sciences, Poznan, Poland;
SGreater Poland Cancer Center, Poznan, Poland; 7Istituto Oncologico Veneto, IOVAIRCCS, Padova, Italy; ®Hospital Universitario Virgen Macarena, Seville,
Spain; °Fiona Stanley Hospital, Perth, Australia; '°Edith Cowan University, Perth, Australia; "University Hospital Essen & German Cancer Consortium Partner
Site, Essen, Germany; '2Melanoma Institute Australia, The University of Sydney, Sydney, Australia; '* Royal North Shore & Mater Hospitals, Sydney, Australia;
14stituto Nazionale Tumori IRCCS Fondazione Pascale, Naples, ltaly; '*University of Perugia, Perugia, ltaly; '®Dermopathic Institute of the Immaculate
IDI-IRCCS, Rome, IT; '7H. Lee Moffitt Cancer Center and Research Institute in Tampa, FL, USA; '®Royal Prince Alfred Hospital and NSW Health Pathology,
Sydney, Australia; "®Merck & Co., Inc., Kenilworth, NJ, USA; 2University Medical Center Utrecht & Princess Maxima Center, Utrecht, NL

Luke KN716 ESMO 2021

Recurrence-Free Survival (Primary Endpoint)

100 +
90 -
2
- 80 4 1
s !
E 70 1 12-mo rate
- ! 90.5% Median, mo (95% Cl)
2 60 - ity NR (22.6 to NR)
H : NR (NR to NR)
= 50 A
8
5 40 +
B
§ 30 A Events, HR
n (%) (95% CI)
& 201
Pembro 54 (11.1) 0.65 0.00658
0.46-0.92
10 9 Placebo  82(16.8) ( )
0 L) L] L) .I L) L] Ll Ll 1
0 3 6 9 12 15 18 21 24 27
fios SRR Time, months
Pembrolizumab 487 465 401 340 249 149 7 21 1 0
Placebo 489 475 400 336 229 149 71 27 4 0

NR, not reached; Data cut-off: 04Dec2020.

Luke KN716 ESMO 2021

KEYNOTE-716 Study Design

(NCT03553836)

i' §

Iy Key Eligibility Criteria
* Age= 12years
» Newly diagnosed,

-~ resected, high-risk

: stage |l melanoma

+ ECOGPSOor1

X

Part 1
Adjuvant Therapy

Pembrolizumab 200 mg
IV Q3W or 2 mg/kg
(pediatric)

PlacebolV Q3W

17 cycles

i

Stratification
» T-category 3b, 4a, and 4b

* Pediatric status

Follow-up

Part 2
Rechallenge/Crossover

Recurrence Pembrolizumab 200 mg

IV Q3W or 2 mg/kg
(pediatric)

Until progressionor
recurrence, upto 2

Recurrence years

Endpoints
« Primary: RFS per investigator assessment
« Secondary: DMFS, OS, safety
» Exploratory: HRQoL

HRQoL, health related quality of life; OS, overall survival, Q3W, every 3 weeks; RFS, time from randomization to recurrence of melanoma at any site (skin, regional lymph nodes or distant) or death from any cause, whichever occurred first.

Adverse Events of Interest?

- Hypothyroidism

- Hyperthyroidism

< Colitis

- Adrenal insufficiency
- Hepatitis

- Hypophysitis

- Infusion reactions

- Myasthenic syndrome
- Myositis

=1 Nephritis

=1 Pancreatitis

- Pneumonitis

- Sarcoidosis

- Severe skin reactions
-1 Thyroiditis

4 T1DM

Luke KN716 ESMO 2021

Grade
1-2 3-40
Pembrolizumab [ |
Placebo |l B

25 20 15

T1DM, Type 1 Diabetes Melitus.

10 5 0

Incidence, %

10 15 20 25

shnmiine. madiatad AFe and infusinn rasctinne accarrng in st least 2 natisnte in decraasing neidenca: SNe arade & avente nectrrad in the nambroksymak  arm Data ~utoaf 04Da~2020
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Recurrence-Free Survival (Primary Endpoint)

100 o
90 4
=
— 80 4
S
T 701 ! 12.mo rate

3 1 90.59 Median, mo (95% CI)
72 60 sy NR (22.6 to NR

2 H NR (NR to NR)

& 50 1 i

8
2 40 A
e
g 2 bk 8%C)
n(%
e 207 54 (11.1)
10 A 82(16.8) (o4 )
0 T T
0 3 6 9 12 15 18 21 24 27
Time, months
Pembrolizumab 487 9 4
PPPPPPPPPP 7

© 2021-2022 Scciety for Immunotherapy of Cancer

Summary of Adjuvant PEMBRO
for Stage 11B/C

PEMBRO

* KN 716 et its primary endpoint (RFS, HR
0.65). Benefit seemingly maintained in all
subgroups analyzed

e Significant toxicity in a minority of
patients
* irAEs (Grade 3 or4)in 17%

* 16% of patients discontinued early

* Endocrine and cutaneous toxicity most
common

* No overall survival data available
* No biomarker data available
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To treat or not to treat?

New patient with Stage
1IB/C, melanoma

O
[

\

Pembrolizumab

Active Surveillance

#LearnAC]
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Key points of consideration

1. There is NO data with improved overall survival at this point

 Conceivable that “salvage” anti-PD-1 based therapy will be
effective at time of recurrence

2. There IS value to not having recurrent disease

3. Adjuvant immunotherapy (in Stage Il patients) is associated with
severe side effects in 15-20% and chronic side effects in >40% of
patients (no reason to think this is different in Stage Il)

#Lea rnACI
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So, what do | do?

| have LONG conversations with
patients about goals, risks, benefits
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Neo-Adjuvant therapy
Curative intent surgery

Gershenwald et al. NEIM

\

Systemic therapy for ‘advanced’ melanoma

Atezolizumab +

Diagnosis

Nivolumab (Nivo)

: Vem + Cobi
Vemurafenib (Vem) Cobimetinib (Cobi) _ _
Dabrafenib (D), +Vem Encorafenib + F‘DC: Nivo + Relatlimab
Trametinib (T) TVEC Binimetinib
High-dose
IL-2

Pembrolizumab

D4T
DTIC Ipilimumab (Ipi) 1pi + Nivo

T i I
b

1
1980 2011 2020 2022

1
Tel‘;entafusp
[
I
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2013 2014 2015 2018

A brief word about
neoadjuvant therapy

Adjuvant therapy

High-dose Pegylated- — -

IFN-alfa 2B IFN-alfa 26 | | IPilimumab || Nivolumab | Ipi 3/Nivol
E1684 checkmate Dabafenib + IMMUNED )
:i:x EORTC 18991 EORTC 18071 923:' Trametinib ,'1‘;::::;!

COMBI-AD L 915
Pembrolizumab
! Vemurafenib KN 054 I KN 716
| BRIMS l . (Stage Il
. 1
v
| | | | | | | | | | |
>
I || I I | | | |
1994 2011 2015
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* Potential Benefits:
 Down-staging, improve surgical resectability (TT > 10)
* Assess response to treatment — tailor adjuvant tx
* Immunotherapy: broaden T cell responses
* Use pResponse as surrogate marker for RFS and/or OS

* Concerns:
* Disease progression during therapy
* Tx-related toxicity
* Early resistance to therapy
* May not be needed with adjuvant therapy

* Well-established roles/diseases:
* Breast Cancer

e GIST

e Rectal Cancer

* Esophageal Cancer

#LearnACI
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A. Clarifies who benefits B. May help guide next steps

Neoadjuvant BRAFi/MEKi Neoadjuvant |10

a b No pCR with neoadjuvant

100 4 00— 26% 26% . .
z o _— z 0 — | BRAFi/MEK;i?
'E 70 A -E 70 4 IO % .
2 o] g 2 oo - * Need something else
2 501 T 50
8 w]  -woR 2 4o
E a0 Mo PCR E a0 ~pcn
E 204  log-rank P < 0.001 3% E 20 log-rank P=< 0.001 no pCR

10 4 H 10 4

?
Dtlrll."ll.lIéII§II1I2||l|5II1IBIIQI‘IIIQI-iIIQI?IIBIL‘rIIBIS DEIJII:"’.IIélléllllﬁlIIISII1IBII2I1II2I4"2I?II£;DIIE|IS pNRIO
) Foliow-up (months) ) Fallow-up (months) .
Nombers ok _ Numbors f ik * Need something else

— 24 24 23 22 -y 21 20 16 13 11 a T — 51 a1 50 49 47 = 32
N 100 4 — d 100 1 g T 5%
# 904 a8% # 904
E 801 o e E 804
5 ™) o 301 pCR/near pCR/pPR 10?
T O +
£ 504 + £ s04 4T% .
8 o] oA S I, - * No adjuvant therapy
B a0 PCR B a0 pCR
3 20{  logrankP<0.001 18% 3 20{ logrank P<0.001
T 10 T g

DE‘!II:iIIélléll1l2lIIIEII1IBIIQI‘IIIQI-I-IIQI?IIB‘D“H‘B Di‘]“:‘}‘IélléllllﬂlIl‘5“1‘8“2‘1“2‘4“2‘?“3‘0‘IEIIS

Follow-up (months) Follow-up (months)
MNumbers at risk Numbers at risk
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# Led rnACl Menzies et al. Nature Med. 2021
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100-p—, —&— Nivolumab group
00 % —@— Ipilimumab group
o gt
A 1 63%
Ascierto et al. E e T CM238
H H E’ 0+ 'H"_‘—-"__.___ ‘Hﬁ—.—n
Neoadjuvant (vs adjuvant) IO Lancet Oncol. 2020 N . ——
leads to increased numbers of E
peripheral blood clones of | eomessassoosgp000s
. o 3 [ 9 12 15 18 21 24 Iy 30 EL] 36 g 42 45 48 L1 54 57
tumor-resident TCRs 100-
00+
80|
50 - _ l 68%
. £ ; KNO54
40 4 E 60
3 Eggermont et al. HIEY
3 30 Lancet Oncol. 2021 g wo
© L FRES
) Events Total HR (95%CI)
o 204 20 — Pembrolzumabgroup 203 514 0.59(0-48-070)
g 10-| — Placebo group 288 505 Ref
= 10 4 Y Stratified log-rank p<0-0001
¢ 0 Elv 1‘2 1‘8 2‘4 3‘0 3‘6 4‘2 4!8 5‘4 BIU
. Time since randomisation (months)
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" i Monotherapy

Blank et al. Nature Med. 2018 N Pooled

Menzies et al.
Nature Med. 2021
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w
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The pathologic response in
the largest lymph node
(index node) represents the

w entire Iymph node bed Pathologic response Index node Total basin
oCR 7 7
Near-pCR 3 3
pPR 1 1
pNR 1 1

Index node congruent with total basin = 12/12 cases

S - ™

#LearnACI
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N i Neoadjuvant Therapy 2022

* No approved neoadjuvant regimens

* A number of neoadjuvant therapies have been tested in high-risk
stage Ill/1V patients

* Neoadjuvantimmunotherapy in Stage Ill melanoma:

1. Leads to pathologic responses is a significant % of patients
2. Those with pathologic response (pPR, near pCR, pCR) have remarkable RFS (>90% at 2
years), albeit with limited follow up

3. The regimen of 2 doses of nivo (3 mg/kg) and ipi (1 mg/kg) followed by no adjuvant
therapy is well tolerated and has been adopted as the standard neoadjuvant approach

#LearnACI
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Neo-Adjuvant therapy

Curative intent surgery

High-dose Pegylated-
IFN-alfa 2B IFN-alfa 2B
E1684
E1690 EORTC 18991
E1694

Diagnosis

IlIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII#III'> | "

Adjuvant therapy

| Ipilimumab | | Nivolumab I

EORTC 18071

COMBI-AD

Dabafenib +
Checkmate L.
238 || Trametinib

Ipi 3/Nivol

IMMUNED
Nivo + Ipi
! Checkmate
915

Pembrolizumab

Gershenwald et al. NEIM

\/

|

2011

! Vemurafenib KN 054 I KN 716
| BRIMS l . (Stage Il
. 1

A4

2015

Systemic therapy for ‘advanced’ melanoma

Nivolumab (Nivo)

Atezolizumab +

Vem + Cobi
Vemurafenib (Vem) Cobimetinib (Cobi)
Dabrafenib (D), +Vem Encorafenib + FPC: Nivo + Relatlimab
Trametinib (T) TVEC Binimetinib !
High-dose Te$entafusp
IL-2 PembroliZumab L
DAT : i
DTIC Ipilimumab (Ipi) ﬂ Ipi + Nivo i i
Ll | | |
#leamACl I -
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Atezolizumab +
Nivolumab (Nivo) Vem + Cobi

Cobimetinib (Cobi) . .
Dabrafenib (D), + Vem Encorafenib + FIDC- Nivo + Relatlimab

Trametinib (T) TVEC Binimetinib |

Vemurafenib (Vem)

. |
High-dose TeIIJentafusp

IL-2 PembroliZumab
D4T

DTIC IpiIimumab (Ipi

-
-n

»| + Nivo

I
I
I
I
I
I
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Atezolizumab +

Nivolumab (Nivo) Vem + Cobi
Vemurafenib (Vem) Cobimetinib (Cobi) ] ]
Dabrafenib (D), +Vem Encorafenib + FIDC' Nivo + Relatlimab
Trametinib (T) TVEC Binimetinib |
. [
High-dose Telpentafusp
IL-2 PembroliZumab |
DAT |
DTIC IpiIimumab (1pi) Ipl + Nivo |
|
[
19802011 2013 2014 2015 2018 2020 2022
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Overall Survival: First Line Pati

Agent(s) Dab/Tram Vem/cobl Enco/Binif Pembro

Nivo

(front-line)

ORR (%)

IPI/Nivo\R

o1 5-yr PFS

n/a

28

36

|||||

l (%)
5-yr OS
(%)

43

198012011 2013 2014 2015

& Dummer et al ASCO 2021
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100 s Dabrafenib plus trametinib
Overall Survival: First Ling Patien on
Events, n (%) Median OS (95% Cl)  HR® (95% CI) ‘ E
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What do we do?

New patients with advanced,
BRAF MT melanoma

O
[

\

#learnACI This is not an either or choice...

© 2021-2022 Scciety for Immunotherapy of Cancer

BRAF targeted therapy

Immune targeted therapy
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What to do?
Look to
randomized clinical
trial data

#LearnACI
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SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT)

ARM A
Combo T

Y

Binimetinib 45 mg

« Patients affected by
metastatic
melanoma BRAF

ARM B
Combo |

¥

V600 mutated
* Sample size 230 pts

« ECOGPS:0orl
« Treatment-naive

ARM C
Sandwich

" 4

ZO0O—-—-H>»P0—-=002Z>2

Stratification Factors:
» lllb/c—Mla—-M1lb
» M1lc with normal LDH (< 2ULN)
» M1lc with elevated LDH (> 2 ULN)

Encorafenib 450 mg

Ipilimumab 3 mg/kg
Nivolumab 1 mg/kg

Encorafenib 450 mg
Binimetinib 45 mg for 8 weeks

PD »

PD »

ipi/nivo
untitpp

ipi/nivo

until PD Primary endpoint:
o @S

encolbini -Se;'t;gdary endpoints:

untiED + Total PFS
« Time to second progression
* % patients alive at 2-3 years
« Best ORR

encol/bini + DOR

until PD

DOR, duration of response; ECOG-PS, Eastern Cooperative Oncology Group performance status; LGX = encorafenib (BRAFi); MEK162 = binimetinib (MEKi); ORR, objective response rate;
0S, overall survival; PFS, progression-free survival; PD, progressive disease.

Clinicaltrials.gov: NCT02631447.

NCT02224781: Phase 3 Study of Dabrafenib + Trametinib Followed by Ipilimumab
+ Nivolumab vs Ipilimumab + Nivolumab Followed by Dabrafenib + Trametinib

Randomised Phase 3 trial of dabrafenib + trametinib followed by ipilimumab + nivolumab at
progression vs ipilimumab + nivolumab followed by dabrafenib + trametinib at progression in patients

with advanced BRAF V600 mutant melanoma

Arm A
Ipilimumab +

Advanced/metastatic
unresectable

melanoma

n=300

« ECOGPsQor1

« Patients may have had prior
systemic therapy in the
adjuvant setting; however,
this must not have incleded
a CTLA-4 or PD-1 pathway
hlrxlcirg antibody or a
ERAFVMEKI

Dabrafenib +
Trametinib

Z0—-=HPw—Z00Z>rD

Zo—wumAGoMmo

Arm C:
Dabrafenib/
Trametinib

ECOG-FS, Eastern Cooperative Oncology Group performance status; OF, overall survival; PFS, progression-free
survival; Q2W, every 2 weeks; Q3W, every 3 wesks; RECIST, Response Evaluation Criteria in Salid Tumears.

Primary endpaint:
« 0% rate, defined as the proportion of
patients alive after 2 years of follow-up time

Secondary endpoints:
= PFS (RECIST version 1.1)
* Response rate (RECIST version 1.1)

Objective:

Daes the initial treatment with the dabrafenib-
trametinib combination (and subsegquent
ipilimumab-nivalurmab) oripilimumab-
nivolumab combination (and subsequent
dabrafenib-trametinib combination) improve
the 2-year OF significantly in patients with
unresectable stage |1l or stage |\ BRAFVE0D
mutant melanoma?

Chinicaltrials. gow: MCTO2224T81.
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SECOMBIT: the best sequential approach with combo
immunotherapy [ipilimumab (Iz Inivolumab (N)] and
combo target therapy [encorafenib (E)/binimetinib (B)] in
patients with BRAF mutated metastatic melanoma. A
phase Il randomized study

Ascierto PA," Mandala M,2 Ferrucci PF,® Rutkowski P,* Guidoboni M,5 Arance
AM,8 Ferraresi V7, Maiello E,® Guida M,? Del Vecchio M, Fierro MT, "
Queirolo P,*'2 Lebbe C,' Helgadottir H,' Melero 1,15 Palmieri G,'® Giannarelli
D,"7 Grimaldi AM," Dummer R,'®" Chiarion Sileni V,19".
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Department of Oncology and Haematology, Papa Giovanni XXIII Cancer Center Hospital, Bergamo, Italy; 3-Biotherapy of Tumors Unit,
Department of Experimental Oncology, European Institute of Oncology, IRCCS, - Milan, Italy; 4-Department of Soft Tissue/Bone
Sarcoma, Maria Sklodowska Curie National Research Institute of Oncology, 02-781 - Warsaw/PL; 5-Immunotherapy and Cell Therapy
Unit, Istituto Scientifico Romagnolo per lo Studio e la Cura dei Tumori (IRST) IRCCS, Meldola, ltaly; 6-Department of Medical Oncology,
Hospital Clinic Barcelona, 08036 - Barcelona/ES; 7-Department of Medical Oncology 1; 7-IRCCS Regina Elena National Cancer
Institute, Rome, Italy; 8-Department of Oncology, Fondazione IRCCS Casa Sollievo della Sofferenza, Foggia, Italy; 9-Medical Oncology,
Department, National Cancer Research Centre "Giovanni Paolo II", Bari, Italy; 10-Unit of Oncology, Fondazione IRCCS lIstituto
Nazionale dei Tumori, Milan, Italy; 11-Department of Medical Sciences, Dermatologic Clinic, University of Turin, Turin, Italy; 12-IRCCS
Ospedale Policlinico San Martino, Skin Cancer Unit, Genova, Italy; 13-Institut de Recherche Saint Louis (IRSL), Université de Paris, F-
75010 Paris, France; 14-Department of Oncology-Pathology, Karolinska Institutet and Karolinska University Hospital Solna, Stockholm,
Sweden; 15-Department of Inmunology and Immunotherapy, Clinica Universidad de Navarra, Pamplona, Spain; 16-Unit of Cancer
Genetics, CNR, Sassari, Italy; 17-Regina Elena National Cancer Institute, IRCCS - Biostatistical Unit, Rome, Italy; 18-Department of
Dermatology, University and University Hospital Zurich, Zurich, Switzerland; 19-Melanoma Oncology Unit, Veneto Institute of Oncology
1I0V-IRCCS, Padua, ltaly.
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SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUJ

SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT

v
¥
¥

« Patients affected by
metastatic

ARM B
Combo |
Ipilimumab 3 mg/kg
Nivolumab 1 mg/kg

¥

melanoma BRAF
V600 mutated
* Sample size 230 pts

otal PFS

« Time to second progression
* % patients alive at 2-3 years
* Best ORR

encol/bini + DOR

until PD

« ECOGPS:0or1
« Treatment-naive

[ 4

ZO0O—-—-H>»P0—-=2002Z>2

tratification Factqg
> llib/c—

Clinicaltrials.gov: NCT02631447.

SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY:

TOTAL PROGRESSION FREE SURVIVAL OVERALL SURVIVAL
1.0+ ) 7
\‘\\ 78% o5 1-yr 0S% 81% 81% 87%
- 08 (68-88) ’ (95% Cl) (72-90) (72-90) (69-95)
2 -lh_ 57% 2-yrs 0S% 65% 73% 69%
5 D (45-89) = (95% CI) (54-76) (62-84) (58-80)
3 06+ ! 1) 54% 2 067 |
£ ! > 1 3-yrs OS% 54% 62% 60%
< ! (42-66) 2 ! (95% Cl) (41-67) (48-76) (58-72)
a : = 1 1
¢ . R (95% CI) Arm B vs A 0.71 ; ; b : ' HR (95% CI) Arm B vs A 0.73
2 047 ! Exploratory analysis (0_44_1 1 4) 2 047 : : Exploratory analysis (0_42_1 .25) .
s I i
3 HR (95% CI) Arm G vs A 0.74 _ : ' HR (35% CI) Arm C vs A 0.81
K] Exploratory analysis (0.46-1 Al 8) 1 : Exploratory analysis (0. 48-1 _37) =
0.2+ | 1
: tot PFS: time from randomization until the date of the second progression o2 X : ARM A: Enco/Bini PD— Ipi/Nivo
! | d ARM B: Ipi/Nivo PD— Enco/Bini
| ARM A: Enco/Bini PD—> Ipi/Nivo ! ' SpvO - -
oo | ! ARVLE: Ipi/Nivo PD—» Em:z /Bini i i ARM C: Enco/Bini (8 weeks)— Ipi/Nivo PD—» Enco/Bini
: ! ARM C: Enco/Bini (8 weeks)}» Ipi/Nivo PD—» Enco/Bini 0.0 ! !
g g 5 3 % ) 3 ) 3
ARM A: 69 52 31 fime (months] 4 0 ARM A: 69 55 a 16 5 0
ARMB: 69 49 Jaz 4 0 ARM B: 69 54 46 time (monﬂ'ﬂ a 0
A’#‘Léo r ﬁA‘ T 12 4 0 ARMC: 68 59 46 13 a 0
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Characteristic 6

Age (years)
Sex % Male 61%
ECOG PS 0 (%)

Stage \'\(\e (n=130)
Il unresectal ’(‘ 17 (13%)
M1A O(\ B (12%) 14 (11%)
M1B ?( 24 (18%) 23 (18%)
M1C 81 (62%) 76 (58%)
LDH > ULN (%) 53 (40%) 53 (40%)
Prior Treatment (adjuvant)* 16 (12%) 21 (17%)
Y LNIL | TLENIL L QU(.IEIY 101 IIIIIIIUIIUIIIEIUPY QI arncel

Il BN’ Nl

NCT02224781: Phase 3 Study of Dabrafenib + Trametinib Followed by Ipilimumab
+ Nivolumab vs Ipilimumab + Nivolumab Followed by Dabrafenib + Trametinib

Randomised Phase 3 trial of dabrafenib + trametinib followed by ipilimumab + nivg
progression vs ipilimumab + nivolumab followed by dabrafenib + trametinib g
with advanced BRAF V600 mutant melanoma S

O@ 'ne propartion of

) patients

frter 2 years of follow-up time

Advanced/metastatic
unresectable
melanoma
n=300

PS:0or1

may have had prior
systemic therapy in the
adjuvant setfing; however,
this must not have includeg
a CTLA D-1 pek

ed Blogy Group performance status; OS5, owerall survival, PFS, progression-free

=W, every 3 weeks; RECIST, Response Evaluabion Crtera in Solid Tumors,

dary endpoints:
PFS {RECIST version 1.1)
* Response rate (RECIST version 1.1)

( Joes nitial treatment with the dabrafenik
3 combination (and subs
e pilimumab=niv mab) oripilimumak:

O——4r0—-—=Z00Zr 3
QOoxT

unn
mutant melanoma?

Chnicaltials. gov: NCTOZ3247T81.

1.0
0.9
Nivo/lpi +/- Dab/Tram: 38/133 died,
0.8 | 2-yr OS rate 72% (95% CI1:62%, 79%)
= 0.7
=
© 06 |
= 20%, (95% RCI: 3%-38%), Z-stat= 3.157 >2.743
o o.5
©©
= 0.4
=
& 0.3 Dab/Tram +/- Nivo/lpi: 62/132 died, H
o | 2-yr OS rate 52% (95% CI: 42%, 60%)
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So, what do we do?

New patients with advanced,

BRAF MT melanoma

(

r

BRAF targeted therapy

_\ We start with anti- PD 1 based therapy

#lea rnACI
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Immune targeted therapy
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New patients with advanced,
BRAF MT or BRAF WT melanoma

O
[

#LearnACI
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What do we do?

Single-agent anti-PD-1

Agent(s) Pembro Nivo IPI/Nivo
(front line)

ORR (%) 46 45 58

5-yr PFS (%) n/a 28 36

5-yr OS (%) 43 44 52

Long et al. ASCO 2020
Larkin et al. NEJM 2019

Combined anti-PD-1/anti-CTLA4
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Why not always combined anti-PD-1/anti-CTLA-4
in the first-line?

TOXICITY

#LearnACI
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Combined IPI/NIVO is associated with more frequent, more
severe, and multiple toxicities than NIVO or |PI

NIVO + IPI (N=313) NIVO (N=313) IPI (N=311)
Patients Reporting Event, % Grad Grad Grad
rade rade rade

Any Grade 3-4 Any Grade 34 Any Grade 34
Treatment-related adverse event (AE) 95.5 55.0 82.1 16.3 86.2 27.3
Treatment-related AE leading to 36.4 29.4 7.7 5.1 14.8 13.2
discontinuation
Treatment-related death 0 0.3 0.3

#LearnACI

© 20212022 Scciety for Immunotherapy of Cancer Modified from Wolchok et al. ASCO 2015; Larkin et al. NEJM 2015
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Are there scenarios where we always consider
combined anti-PD-1/anti-CTLA-4

in the first-line?

CNS disease

#LearnACI
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Regimens in CNS disease

Recurrent 0 atlents (mo)

Goldberg Both Pembrolizumab
Lancet Oncol 2016

COMBI-MB New Dabrafenib and Cohort A, 5.6 <20 58
Davies trametinib 76

Lancet Oncol 2017

CM-204 New Ipilimumab and A: 101 NR 61" 54
Tawbi nivolumab B: 18 1.2 33 11
Lancet Oncol 2021

ABC New Nivolumab 25 2.5 20 20
Long Ipilimumab and 26 NR 53 46
Lancet Oncol 2018 nivolumab

NA — not available

NR — not reached
#learnAC| ** 18 mo 0S 75%

© 2021-2022 Society for Inmunotherapy of Cancer
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New patients with advanced,

BRAF MT or BRAF WT melanoma Single-agent anti-PD-1
/ \ We use clinical factors (CNS disease, rapidity
of growth, liver mets, symptomatic disease,

high LDH, etc.) to determine which patients to
offer combined checkpoint inhibitor therapy

Combined anti-PD-1/anti-CTLA4

#learnAC And then...

© 2021-2022 Scciety for Immunotherapy of Cancer
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Relatlimab (RELA) + nivolumab (NIVO) versus NIVO
in first-line advanced melanoma: primary phase 3
results from RELATIVITY-047 (CA224-047)

Evan J. Lipson,! Hussein A. Tawbi,? Dirk Schadendorf,? Paolo A. Ascierto,* Luis Matamala,®

Erika Castillo Gutlerrez 6 Piotr Rutkov vski,” Helen J. Gogas,8 Chrlstopher D. Lao,?
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“Istituto Nazionale Tumori Fondazione "G. Pascale”, Mapoli, Italy; *Instituto Onoologlco Fundacion Arturo Lopez Poroz, Santiago,
Chile; ¢FAICIC Clinical Research, Veracruz, Mexico; 7Maria Sklo ka-Curie National Research Institute of Oncology, Warsaw,
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France; 'Hospital Clinic Barcelona, Barcelona, Spain; "Aix-Marseille University, CHU Timone, Marseille, France; "Bristol Myars
Squibb, Princeton, NJ, USA; 'SMelanoma Institute Australia, The University of Sydney, and Royal North Shore and Mater Hospitals,
Sydney, Australia; *Dana-Farber Cancer Institute, Boston, MA, USA *Co-senior author

Presentation Number 9503

RELA + NIVO NIVO
100 (n = 355) (n = 359)
Median PFS, months 10.12 4,63
30 - (95% ClI) (6.37-15.74) (3.38-5.62)
HR (95% Cl) 0.75 (0.62-0.92)
Pvalue 0.0055
— 60
&
7
[T
840
@ RELA + NIVO
: e NIVO
1 36.0% (95% Cl: 30.5-41.6)
20 - !
1
1
1
1
0 T T T i T T T T T |
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
RELA + NIVO 355 201 163 132 81 75 67 30 6

oo

NIVO L 359 174 Cl 94 72 61 57 49 27 6
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» RELATIVITY-047 is a global, randomized, double-blind, phase 2/3 study

Key eligibility criteria
* Previously untreated

unresectable or
metastatic melanoma?

N =714

Primary endpoint

PF BICRd
- ECOG PS 0-1 R S by BIC
cgs n UL
Stratification factors .
Secondary endpoints
PLAG NIVO 480 mg IV Q4W 22
m
» PD-L1¢ e ORR by BICR
» BRAF
» AJCC v8 M stage
NIVO
Subgroup Events/no. of patients Unstratified HR for progression or death (95% Cl)
Overall 180 (355) 211 (359) -—1 0.76 (0.62-0.92)
Age categorization, years > 18 and < 65 99 (187) 117 (196) - 0.83 (0.64-1.09)
2 65and < 75 50 (102) 60 (103) —— 0.69 (0.47-1.00)
2 65 81 (168) 94 (163) —O—E 0.69 (0.51-0.93)
275 31 (66) 34 (60) —— 0.69 (0.42-1.13)
Sex Male 98 (210) 123 (206) - i 0.68 (0.52-0.89)
Female 82 (145) 88 (153) —— 0.88 (0.65-1.19)
LDH < ULN 100 (224) 127 (231) —o— 0.70 (0.54-0.91)
> ULN 79 (130) 84 (128) — 0.80 (0.59-1.09)
<2 x ULN 158 (322) 186 (328) —-o— 0.75 (0.60-0.92)
>2 x ULN 21 (32) 25 (31) — 0.75 (0.42-1.35)
ECOG PS 0 108 (236) 136 (242) —o—! 0.74 (0.57-0.95)
1 72 (119) 75 (117) - — 0.78 (0.56-1.07)
Tumor burden per BICR <Q1 26 (74) 37 (83) —O—i- 0.62 (0.37-1.03)
Q1 to <Q3 84 (161) 96 (153) —— 0.80 (0.60-1.07)
> Q3 53 (84) 53 (75) —— 0.72 (0.49-1.06)
BRAF mutation status Mutant 67 (136) 83 (139) —— 0.74 (0.54-1.03)
Wild-type 113 (219) 128 (220) —— 0.76 (0.59-0.98)
AJCC v8 M stage MO/M1any[0] LDH not elevated 104 (232) 130 (237) —— i 0.71 (0.55-0.92)

= 1%
< 1%/nonquantifiable
> 5%

< 5%/nonquantifiable

68 (146) 67 (147)

112 (209) 144 (212)
33 (88) 36 (86)

147 (267) 175 (273)

0.95 (0.68-1.33)
0.66 (0.51-0.84)
0.86 (0.54-1.38)
0.73 (0.58-0.90)

2 1%
<1%

131 (268) 151 (269)
49 (87) 60 (90)

0.75 (0.59-0.95)
0.78 (0.54-1.15)

0.0 05 1.0 15 20 25 3.0
RELA + NIVO <— NIVO
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New patients with advanced,
BRAF MT or BRAF WT melanoma

O
[

Now what?

Single-agent anti-PD-1

#LearnACI
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> | Anti-PD-1/anti-LAG3

Clinical factors

? LAG3/?PD-L1
expression

Combined anti-PD-1/anti-CTLA4
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 BRAF MT status offers multiple options, but anti-PD-1 based therapy is preferred

* Combined immune checkpoint inhibition with IPI/NIVO has numerically higher
ORR, PFS, and OS but also higher toxicity
* No great biomarker to predict who should receive this
* Consider this for patients with rapidly progressing disease
* SOC for patients with brain metastases

* Emerging data with combined anti-PD-1 and anti-LAG3 may change treatment
landscape in near future

* Better biomarkers are needed to help select front-line immunotherapy when
there are three choices: anti-PD-1, combined anti-PD-1/anti-CTLA-4 (IPI/NIVO),
combined anti-PD-1/anti-LAG3

#Lea mACH
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One last thing...

#LearnACI
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Overall Survival Benefit with Tebentafusp
in Metastatic Uveal Melanoma

Paul Nathan, M.D., Ph.D., Jessica C. Hassel, M.D., Piotr Rutkowski, M.D., Ph.D.,

Jean-Francois Baurain, M.D., Ph.D., Marcus O. Butler, M.D., Max Schlaak, M.D.,

Ryan J. Sullivan, M.D., Sebastian Ochsenreither, M.D., Reinhard Dummer, M.D.,
John M. Kirkwood, M.D., Anthony M. Joshua, M.D., Ph.D.,

Joseph J. Sacco, M.D., Ph.D., Alexander N. Shoushtari, M.D., Marlana Orloff, M.D.,
Josep M. Piulats, M.D., Ph.D., Mohammed Milhem, M.D., April K.S. Salama, M.D.,
Brendan Curti, M.D., Lev Demidov, M.D., Lauris Gastaud, M.D.,
Cornelia Mauch, M.D., Ph.D., Melinda Yushak, M.D., M.P.H.,

Richard D. Carvajal, M.D., Omid Hamid, M.D., Shaad E. Abdullah, M.D.,
Chris Holland, M.S., Howard Goodall, M.D., and Sophie Piperno-Neumann, M.D.,
for the IMCgp100-202 Investigators®

#LearnACI
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ImmTAC

Natural TCR

Tumour cell

Targeting domain
affinity engineered TCR
M affini
i . ImmTAC

(tebentafusp)

Effector domain
scFv-anti-CD3
(nM affinity)

Tcell

IMCgp100-202 - study design

Tebentafusp:

= 20 mcg C1D1

= 30 mcg C1D8

= 68 mcg C1D15+

Advanced UM:

HLA-A*0201+

No prior systemic therapy Randomized
in the advanced setting 2:1

No prior liver-directed therapy,
except surgery

Any LDH

Investigator’s Choice (IC):
= Dacarbazine 1000 mg/m2 Q3W
= |pilimumab 3 mg/kg Q3W
= Pembrolizumab 2 mg/kg Q3W

Stratification
by LDH level
(>ULN vs SULN)

Hassel et al. AACR Annual Meeting 2021
Sullivan et al. Melanoma Bridge Meeting 2021
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Overall Survival Benefit with Tebentafusp
in Metastatic Uveal Melanoma

Paul Nathan, M.D., Ph.D., Jessica C. Hassel, M.D., Piotr Rutkowski, M.D., Ph.D.,

Jean-Francois Baurain, M.D., Ph.D., Marcus O. Butler, M.D., Max Schlaak, M.D.,

Ryan J. Sullivan, M.D., Sebastian Ochsenreither, M.D., Reinhard Dummer, M.D.,
John M. Kirkwood, M.D., Anthony M. Joshua, M.D., Ph.D.,

Joseph J. Sacco, M.D., Ph.D., Alexander N. Shoushtari, M.D., Marlana Orloff, M.D.,
Josep M. Piulats, M.D., Ph.D., Mohammed Milhem, M.D., April K.S. Salama, M.D.,
Brendan Curti, M.D., Lev Demidov, M.D., Lauris Gastaud, M.D.,
Cornelia Mauch, M.D., Ph.D., Melinda Yushak, M.D., M.P.H.,

Richard D. Carvajal, M.D., Omid Hamid, M.D., Shaad E. Abdullah, M.D.,
Chris Holland, M.S., Howard Goodall, M.D., and Sophie Piperno-Neumann, M.D.,
for the IMCgpl00-202 Investigators™

Tebentafusp FDA-approved for HLA-A*0201+,
uveal melanoma in January 2022

#LearnACI
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Overall Survival
Lop Median Overall
0.8+ Survival (95% C1)
0.8 A
0.7+ Tebentafusp 217 (15.6-28.5)
& 06 Control 160 [2.7-18.4)
<0
2 9 | Stratified hazard ratio for death,
£ 04 Tebewlafusp 0,51 (95% Cl, 0.37-0.71)
0.3
0.2
0.1
Control
GE 1 1 I 1 1 1 1 1 I 1 I 1 1 I 1 I 1
0 2 4 6 & 1012 14 16 1% 20 72 24 26 28 30 32 U
Months
Mo, at Risk
Tebentafusp 252242 721197 167132109 90 71 59 44 33 22 17 9 6 5 ©
Control 126116100 86 69 48 4334 27 20 12 7 4 41 1 1 o
1m_
g0 Grade 1 or 2
B Gradez3
80
70
s
= B0
[+ %
-
P e
[+ 9 304
204
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Thank youl!

#LearnACI
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