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MODULE 1: Neoadjuvant and Adjuvant Therapy for Melanoma

MODULE 2: Update on the Management of Metastatic Melanoma
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There was a larger treatment effect of encorafenib + binimetinib vs vemurafenib on PFS and OS

in the high PD-L1 expression? group compared with the low PD-L1 expression group

COLUMBUS part 1 tumor biomarker analysis (data cutoff: Sep 15, 2020).
aHigh PD-L1 expression was defined as above median expression.
bini, binimetinib; enco, encorafenib; exp, expression; vemu, vemurafenib.



Melanoma Agenda

MODULE 1: Neoadjuvant and Adjuvant Therapy for Melanoma

MODULE 2: Update on the Management of Metastatic Melanoma




Melanomc\
Institute Australia

Neoadjuvant and Adjuvant Therapy
Where are we now?

Georgina V Long
Melanoma Institute Australia, The University of Sydney
Royal North Shore and Mater Hospitals

Presented by Georgina V Long & @ProfGLongMIA
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1. Adjuvant Therapy

« Efficacy Update
 BRAF targeted therapy vs Anti-PD1

2. Neoadjuvant Therapy

 The Neoadjuvant Platform - Efficacy and Advantages

 Next Steps

Presented by Georgina V Long W/ @ProfGLongMIA
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1. Adjuvant Therapy

- Efficacy Update
 BRAF targeted therapy vs Anti-PD1

Presented by Georgina V Long W/ @ProfGLongMIA
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ORIGINAL ARTICLE

Adjuvant Dabrafenib plus Trametinib
in Stage III BRAF-Mutated Melanoma

GV Long! A Hauschildv The NEW ENGLAND JOURNAL o_f MEDICINE
V. Chiarion-Sileni, J. Larkin, M
L. Mortier, J. Schachter, D. Schad: ‘

B. Mookerjee, J. Legos, R. ORIGINAL ARTICLE

The NEW ENGLAND JOURNAL of MEDICINE

Adjuvant Nivolumab versus Ipilimumab ‘ ORIGINAL ARTICLE
in Resected Stage III or IV Melanoma

Adjuvant Pembrolizumab versus Placebo

J. Weber, M. Mandala, M. Del Vecchio, H.J. Gogas, A.M. Arance, C.L. Cowey, in Resected Stage 111 Melanoma
S. Dalle, M. Schenker, V. Chiarion-Sileni, I. Marquez-Rodas, ].-]. Grob, M.O. Butler,

V.M. Eggermont, M.D., Ph.D., Christian U. Blank, M.D., Ph.D.,

ala, M.D., Georgina V. Long, M.D., P.D., Victoria Atkinson, M.D.,
12 Months of Treatment after Surageryv e s i

k, M.D., Matteo S. Carlino, M.D., Ph.D., Shahneen Sandhu, M.D.,

*kin, M.D., Susana Puig, M.D., Ph.D., Paolo A. Ascierto, M.D.,

iki, M.D., Dirk Schadendorf, M.D., Ph.D., Rutger Koornstra, M.D.,

= L - »nel Hernandez-Aya, M.D., Michele Maio, M.D., Ph.D.,
van den Eertwegh, M.D., Ph.D., Jean-Jacques Grob, M.D., Ph.D.,
A.D., Rahima Jamal, M.D., Paul Lorigan, M.D., Nageatte Ibrahim, M.D.,

~50% reduction in risk of recurrence o
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Adjuvant Phase 3 Clinical Trials for Resected Melanoma

Primary Analyses of Efficacy Endpoints

AJCC Stage Therapy

Stage 1IB,C

Keynote 716

Checkmate 76K

Pembro vs Pbo

Nivo vs Pbo

Luke J Lancet 2022; Long Lancet Onc in press; Long NEJM 2017; Eggermont NEJM 2018;
Eggermont Lancet Onc 2021; Weber NEJM 2017; Ascierto Lancet Onc 2020;
Weber JCO 2022; Eggermont Lancet Onc 2015; Eggermont NEJM 2016; Zimmer Lancet

RFS HR (295% ClI)

0.65
(0.46-0.92) P=0.00658

0.42
(0.30-0.59) P<0.0001

DMFS HR

0.64
(0.47-0.88) P=0.0029

0.47
(0.30-0.72)
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OS HR

Presented by Georgina V Long W @ProfGLongMIA
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Adjuvant Anti-PD1 or BRAF+MEK inhibition for Adjuvant Therapy in V600
BRAF Mutant Melanoma?

Presented by Georgina V Long ' @ProfGLongMIA
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Dummer et al NEJM 2020; Eggermont et al JCO 2020
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2. Neoadjuvant Therapy
 The Neoadjuvant Platform - Efficacy and Advantages

 Next Steps

Presented by Georgina V Long W/ @ProfGLongMIA



Neoadjuvant Platform

.

Stage Ill Resectable
RECIST Measurable
Able to have two Biopsies
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NEOADJUVANT DRUG Rx +/- ADJUVANT DRUG Rx

Primary Endpoint:
Secondary Endpoint: Relapse-Free Survival

Pathological Response
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> 400 International members

S\, »Pharma engagement
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s/ T V% » Consultation FDA
INMC >Wh|te papers/guidelines for:
Trial design
/9@\ \ / /0%\ = Pathological assessment
<"M\ = Surgical endpoints
0

= Biospecimens
= Translational Research

» Pooled data

https://melanoma-inc.org/
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ORIGINAL ARTICLE

Annals Onc 2018

Pathological assessment of resection specimens after
neoadjuvant therapy for metastatic melanoma

M. T. Tetzlaff'*, ). L Messina®, J. E. Stein®, X. Xu®, R. N. Amaria®, C. U. Blank",ABA A.van de Wiel’,
P.M. Ferguson®, R.V. Rawson®, M. 1. Ross’, A. J. Spillane'®, J. E. Gershenwald®", R. P.M. Saw®,
A.CJ.van Ak_ko(x", W. J. van Houdt’, T.C. Mitchell'?, A M. M_enzles"’:. G.V.Long", J. A Wargo™?,
M. A. Davies>® '5, V. G Prieto" ® JM. Taube™ &R A Scoly(er‘“

Annals of Oncolagy 00 1-8, 2018

Publizhed onlne 25 June 2018

-y
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ARTICLES

https://doi.org/10.1038/541591-020-01188-3

Nat Med 2021

nature., .
medicine

Neoadjuvant systemic therapy in melanoma: X ®
recommendations of the International Neoadj

Melanoma Consortium anCEt 65‘F‘C 2019

Rodabe N Amaria*, Alexander M Menzies*, Elizabeth M Burton*, Richard A Scolyer*, Michael T Tetzlaff*, Robert Antdbacka, Charlotte Ariyan,
Roland Bassett, Brett Carter, Adil Daud, Mark Faries, Leslie A Fecher, Keith Flaherty, Jeffrey E Gershenwald, Omid Hamid, Angela Hong,

John Kirkwood, Serigne Lo, Kim Margolin, Jane Messina, Michael Postow, Helen Rizos, Merrick | Ross, Elisa A Rozeman, Robyn P M Saw,
Vernon Sondak, Ryan J Sullivan, Janis M Taube, John F Thompson, Bart A van de Wiel, Alexander M Eggermont, Michael A Davies,

The International Neoadjuvant Melanoma Consortium memberst, Paolo A Asciertot, Andrew Spillanet, Alexander CJ van Akkooit,
Jennifer AWargo#, Christian U Blank#, Hussein A Tawbif, GeorginaV Long#

Ann Surg Oncol Annals of 'g)
https://doi.org/10.1245/s10434-021-11236-y

OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

SURGICAL ONCOLOGY aates
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nnals Sur

Neoadjuvant Systemic Therapy (NAST) in ients
with Melanoma: Surgical Considerations by the International
Neoadjuvant Melanoma Consortium (INMC)

Alexander C. J. van Akkooi, MD, PhD", Tina J. Hieken, MD?, Elizabeth M. Burton, MBA?>,
Charlotte Ariyan, MD, PhD?, Paolo A. Ascierto, MD, BC3, Salvatore V. M. A. Asero, MD, PhD®,
Christian U. Blank, MD, PhD!, Matthew S. Block, MD, PhD? Genevieve M. Boland, MD, PhD’ (5,
Corrado Caraco, MD, PhD®, Sydney Chng, MBBS, PhD, FRACS*%'°, B. Scott Davidson, MD"",

Joao Pedreira Duprat Neto, MD, PhD'?, Mark B. Faries, MD'?, Jeffrey E. Gershenwald, MD, FACS, FAAAS?,

Dirk J. Grunhagen, MD, PhD'?, David E. Gyorki, MBBS, MD, FRACS'S, Dale Han, MD'®,

Andrew J. Hayes, MBBS, PhD'’, Winan J. van Houdt, MD, PhD', Giorgos C. Karakousis, MD, MS'®,
Willem M. C. Klop, MD, PhD', Georgina V. Long, BSc, PhD, MBBS, FRACP, FAHMS®'*19:2
Michael C. Lowe, MD, MA, FACS, FSSO?!, Alexander M. Menzies, MBBS, PhD%10-19:20

Roger Olofsson Bagge, MD, PhD?*2, Thomas E. Pennington, BSc, MBBS, MS, FRA CS*!°,

Piotr Rutkowski, MD, PhD??, Robyn P. M. Saw, MBBS, MS, FRACS®*%!°_ Richard A. Scolyer, MBBS, MD, FRCPA,

FRCPath, FAHMS®*%!°, Kerwin F. Shannon, MBBS, FRACS*!’, Vernon K. Sondak, MD?**,
Hussein Tawbi, MD, PhD?, Alessandro A. E. Testori, MD?5, Mike T. Tetzlaff, MD, PhD>®,

John F. Thompson, MD, FRACS, FACS*!%2_ jonathan S. Zager, MD, FACS?*, Charlotte L. Zuur, MD, PhD"?7,

Jennifer A. Wargo, MD?, Andrew J. Spillane, MD®*'*'%2° Merrick I. Ross, MD?* on behalf of
International Neoadjuvant Melanoma Consortium (INMC)

Onc 2022

M) Check for updates

Pathological response and survival with
neoadjuvant therapy in melanoma: a pooled
analysis from the International Neoadjuvant
Melanoma Consortium (INMC)

Alexander M. Menzies"?*3"?, Rodabe N. Amaria®*', Elisa A. Rozeman®'?, Alexander C. Huang®¢712,
Michael T. Tetzlaff*'?, Bart A. van de Wiel>'?, Serigne Lo®"?2, Ahmad A. Tarhini®, Elizabeth M. Burton?,
Thomas E. Pennington'?®, Robyn P. M. Saw ©'2°, Xiaowei Xu®, Giorgos C. Karakousis®,

Paolo A. Ascierto®, Andrew J. Spillane ©'%3, Alexander C. J. van Akkooi®, Michael A. Davies ©4%,
Tara C. Mitchell ©5%, Hussein A. Tawbi®4, Richard A. Scolyer©'2"3 Jennifer A. Wargo © 4%,
Christian U. Blank©>"™ and Georgina V. Long ®"2313%2
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Pooled Analysis: Neoadjuvant Therapy in Stage Ill Melanoma
RFS by Pathological Response
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The 5 Advantages of Neoadjuvant Therapy Meianoma

M , Pathological
A / Complete 0% TC

OpACIN Pilot
SWOG 18091

Presented by Georgina V Long
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5. Rapid Drug Development

pCR Any path
response
Nivo + Ipi ~45% ~75%
Dabraf + Tram ~50% -
Pembro 30% 55%
Intralesional TVEC* 17%* -
Nivo+anti-LAG3 ~59% ~73%
Nivo+intralesion TLR9*  47%* 67%*
Pem+D+T 50% 80%
Nivo+HDACi 30% 55%
Nivo+Ipi+HDACiI ~40% ~60%
Pem+Lenva 40% 75%

*RFS for path responders low compared with checkpoint inhibitors alone
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0 wks < 3 wks < 6 wks
Drug A+B

Path response rate?
‘Go’ vs ‘No Go’ Decision

Presented by Georgina V Long w @ProfGLongMIA



Melonomo\

S1 801 StUdy Des'Qn Institute Australia
- ~ { Adjuvant Arm 18 cycles pembrolizumab
_ 200 mg IV g3 wk

Resectable

stage IlIB-1IV 1:1 randomization

clinically

assessable

melanoma Nooag : 3 cycles 15 cycles

{ eoi juvan pembrolizumab pembrolizumab 200
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Patel SP et al ESMO 2022



S1801 Primary Endpoint: Event-free Survival

(n=313)
e 1-0'
c
: _Lc
o 0.8 ' Neoadjuvant
"g h"“-u.__.‘—_‘_;._- ——— -— —
£ 061 A New Standard of Care
8 04 Adjuvant
8=
S 0.2
o Hazard ratio=0.58 (95% CI 0.39-0.87) p=0.004
o
0.05 6 12 18 24 30 36
No. at Risk Months since randomization
159 98 67 40 22 10 2 Adjuvant
154 96 69 46 25 17 1 Neoadjuvant
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Phase 3 trial comparing response driven neo-adjuvant Meianoma W\
ipilimumab + nivolumab vs adjuvant nivolumab (NADINA)

A
Major path response (pCR, near pCR; £ 10% vital tumor cells): -
Stage Ill de novo or start follow-up, CT q12w
2 courses
recurrent path proven
resectable melanoma: IP1 80mg + TLND
*> 1 LN metastasis B NIVO Partial or no path response (pPR, pNR; > 10% vital tumor cells):
*In-transit (<3) 240mg Adjuvant NIVO 480mg g4w (BRAFwt) or -
*No prior anti-PD-1, | 3w DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K) i
anti-CTLA-4, +/- parallel adjuvant RT#
BRAFi+MEKi
Stratification:
* BRAF mut .
Adjuvant
« Continent TLND 8 # FU* |—>
- i H
«  In-transit mets NIVO 480mg q4w +/- adjuvant RT
B
$ definition of PD at week 6 and 12 must be centrally confirmed before defining # adjuvant radiotherapy according to patient’s and
this as an event and omitting TLND or adjuvant therapy physician’s decision allowed
PET/CT * Beyond year 3 according to institutes/country standards
CT ¥ during adjuvant therapy four-weekly lab
MR brain
Tumor biopsy (3x14g) CTS CTS CcT cT CT CT  CT,labqgl2w
QoL QoL QoL QoL Qol QoL QoL QoL g26w
lab lab lab lab lab lab* lab* lab* lab¥ lab year 2

A 4

-4 0 3 6 9 12 24 36 48 — 60




Additional Next Steps e

Institute Australia

* Neoadjuvant Pathological Assessment - International Implementation

« Commence Biomarker Selected Patient Trials
- De-escalate therapy to anti-PD1 alone

- Escalate therapy to those predicted to be non-responders

* Neoadjuvant therapy in stage 2 melanoma

Presented by Georgina V Long ' @ProfGLongMIA
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1. Adjuvant Therapy

o Efficacy Update Sustained benefit in RFS and DMFS across all therapies

 BRAF targeted therapy vs Anti-PD1  Similar HR 0.51 = long term data needed

2. Neoadjuvant Therapy

« The Neoadjuvant Platform - Efficacy and Advantages * No downsides!
* 5 Major Advantages

° Next Steps Biomarker drive trials = enrich with predicted non-responders
Neoadjuvant therapy in Stage 2 melanoma

Presented by Georgina V Long W/ @ProfGLongMIA
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Adjuvant therapy with nivolumab versus placebo in patients
with resected stage 1I1B/C melanoma (CheckMate 76K)
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CheckMate 76K

Introduction (1 of 2) Wiméem X

Institute Australia
(o)
o |

Stage IIB Stage IIC

5-year risk of disease
recurrence? (CMMR)’

aConfirmatory cohort. CMMR, Central Malignant Melanoma Registry; MSS, melanoma-specific survival.
1. Garbe C, et al. J Clin Oncol 2022. doi: 10.1200/JC0O.22.00202.
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CheckMate 76K — Primary endpoint: RFS pettte v
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NA, not available; NR, not reached.
Presented by Georgina V Long



Discussion Questions

 What is the optimal approach to adjuvant treatment for BRAF-mutant
and BRAF wild-type melanoma?

* How do you prevent and ameliorate toxicity from treatment with
BRAF/MEK inhibitors?
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Discussion Questions

 What is the optimal first-line treatment for metastatic BRAF-mutant
and BRAF wild-type disease?
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DREAMseq Study Schema

Ipi/nivo induction , ..
followed by —. Dabrafenib/trametinib,
nivo maintenance continuous

BRAF-mutant Randomize At diseas.e
metastatic melanoma progression

Arm B Arm D*

Stratification by:

1) ECOG PS (0/1) Dabrafenib/trametinib, —
2) LDH (WNL, high) continuous

Ipi/nivo induction
followed by
Nnivo maintenance

Step 1

*Nivo/lpi Induction = 12 wks; nivo maintenance = 72 wks

Ipi = ipilimumab; nivo = nivolumab
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DREAMseq: Overall Survival (OS)

1.0
Nivo/lpi +/- Dab/Tram: 38/133 died,
0.9 2-yr OS rate 72% (95% Cl:62%, 79%)
0.8
Z o7-
-'c-: 0.6
= 20%, (95% RCI: 3%-38%), Z-stat= 3.157 >2.743
& 0.5
E ‘.: =
= 10— :
52; e Dab/Tram +/- Nivo/lpi: 62/132 died, 3-yr OS Rate L
' 2-yr OS rate 52% (95% ClI: 42%, 60%) 10 +/-TT 66.2% (56.0,74.6)
—— : . .0,74.
TT +/-TT 42.8% (32.9, 52.4)
Sk Log-rank p-value = 0.0095
0.0 ——I 5 || " W B E LI
o 10 20 30 40 50 60 70
Months
Time Interval
Treatment 0-6 6-12 12-18 18-24 24-30 30-36 36-42 42-48 48-54 54-60 60-66
10+/-TT 133 99 87 71 55 42 33 23 15 6 3
(# at risk)

|0 = immuno-oncology (immunotherapy); TT = targeted therapy

Atkins MB. ASCO 2022;Abstract 356154.
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DREAMseq: Conclusions

* Nivol/ipi followed by dab/tram is associated with greater OS at 2 and 3 yrs
than the converse sequence

» Nivo/ipi results in more durable and ongoing responses in the frontline and is less
effective in the second line

* OS benefit for nivo/ipi initial sequence was seen in all subgroups
= 2™ [ine dab/tram is a critical contributor to overall efficacy

« Crossover was frequently not feasible - in many cases due to CNS
progression making pts ineligible
» Pts dying early had worse prognosis and rarely crossed over

« QOL was initially worse with 10, but converged by 24 weeks

Nivo/ipi followed by BRAF/MEK:I (if necessary) should be the preferred
treatment sequence for the majority of pts with BRAF mutant melanoma

TO PRACTICE

Atkins MB. ASCO 2022;Abstract 356154.



LAG-3 Signaling and Interplay with Other Immune Checkpoints

++*" T-cell proliferationJ,

=% Stimulation b : oo’ Cytokines |
7 " ‘:‘
»==q |nhibition . Calcium fluxesJ,
Q‘"' Antagonist
antibodies
T cells
APC = antigen-presenting cell; TCR = T-cell receptor RTP
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FDA Approves Nivolumab/Relatlimab-rmbw for Unresectable or

Metastatic Melanoma
Press Release: March 18, 2022

“The Food and Drug Administration approved nivolumab and relatlimab-rmbw for adult and
pediatric patients 12 years of age or older with unresectable or metastatic melanoma. [This
therapy] is a fixed-dose combination of the LAG-3-blocking antibody relatlimab and the
programmed death receptor-1 blocking antibody nivolumab.

Efficacy was evaluated in RELATIVITY-047 (NCT03470922), a randomized (1:1), double-blinded trial
in 714 patients with previously untreated metastatic or unresectable Stage Ill or IV melanoma. The
trial excluded patients with active autoimmune disease, medical conditions requiring systemic
treatment with moderate or high dose corticosteroids or immunosuppressive medications, uveal
melanoma, and active or untreated brain or leptomeningeal metastases. Patients were
randomized to receive nivolumab 480 mg and relatlimab 160 mg by intravenous infusion every 4
weeks or nivolumab 480 mg by intravenous infusion every 4 weeks until disease progression or
unacceptable toxicity.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-opdualag-unresectable-or-metastatic-melanoma
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ADVANCING EQUITABLE CANCER CARE THROUGH INNOVATION

Nivolumab (NIVO) + relatlimab (RELA) vs NIVO in previously
untreated metastatic or unresectable melanoma: OS and
ORR by key subgroups from RELATIVITY-047
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RELATIVITY-047: PFS, OS and ORR for All Randomized Patients

Updated PFS by BICR (O
NIVO NIVO
(n = 359) (n = 359)
mPFS, mo 10.22 4.63 mOS, mo NR 34.10
(95% CI) (6.51-14.75)  (3.48-6.44) (95% CI) (34.20-NR) (25.23-NR)
HR (95% CI) 0.78 (0.64-0.94) HR (95% CI) 0.80 (0.64-1.01)
1004 100 P value 0.0593
77.0%
1 ] (95% Cl, 72.2-81.1)
B 80 = 63.7%
, (95% Cl, 58.1-68.7) 55.8%
2 0 . ! 5 . 95% Cl, 49.8-61.4
2 60 48.0% g5 B0 1 71.6% : ——am NIVO + R)ELA
- s o (95% Cl, 42.5-53.4) ] A o |
m B, : 38.5% 8 :(95/0 C', 666'76.0)I 58.3% ' pemas N |VO
& 40 e Akl 40- ! | (95% Cl, 52.7-63.4) 48.8%
:36 9% ; t—e-o—am pe—ep NIVO + RELA i i 1(95% Cl, 42.7-54.7)
IR 199 09 ® NIvo ! ! !
20 1(95% Cl, 31.7-42.1) 129:0% 207 ! ' !
: ' 1(95% Cl, 23.8-34.4) : ; !
1 1 | | |
0 1 I 1 : 1 1 1 : 1 1 1 1 1 0 1 1 Ll : 1 T 1 : 1 T Ll : 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Months Months
NIVO + RELA 355 223 189 159 130 106 8 70 64 59 48 20 2 0 355 334 305 287 261 227 203 167 145 139 133 109 50 9 O
NIVO 359 192 150 124 98 8 67 52 49 45 33 15 3 0 359 329 301 277 240 202 182 155 126 119 113 96 42 8 0

Confirmed ORR by BICR NIVO (n = 359)

ORR % (95% CI) 43.1 (37.9-48.4) 32.6 (27.8-37.7)

DBL date: October 28, 2021. Median follow-up: 19.3 mo

PFS = progression-free survival; OS = overall survival; ORR = objective response rate; BICR = blinded independent central review;
DBL = database lock RTP
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Phase 1 study of fianlimab, a human lymphocyte
activation gene-3 (LAG-3) monoclonal antibody,
in combination with cemiplimab in advanced
melanoma
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Fianlimab and Cemiplimab for Advanced Melanoma

Anti-PD-(L)1-naive

% (n), unless otherwise Cohorts 6 + 15
stated Cohort 6 Cohort 15 (N=80)
(N=40) (N=40)
62.5 65 63.8
0, 0,

ORR, % (95% C1) (45.8,77.3) (48.3,79.4) (52.2,74.2)
Complete response 15.0 (6) 25(1) 8.8 (7)
Partial response 47.5(19) 62.5 (25) 95.0 (44)
Stable disease 17.5(7) 15.0 (6) 16.3 (13)
Progressive disease 15.0 (6) 15.0 (6) 15.0 (12)
NE 5.0(2) 5.0 (2) 5.0 (4)

DCR 80.0 (32) 80.0 (32) 80.0 (64)

KM-estimated PFS,

median (95% CI), months 24 (4.2, NE) NR (7.5, NE) 24 (9.9, NE)

DOR, median (95% CI), months NR (11.9, NE) NR (6.3, NE) NR (22.6, NE)

ORR: baseline LDH, n/N1 (%)

LDH > ULN 10/17 (58.8) 6/11 (54.5) 16/28 (57.1)
LDH normal 15/23 (65.2) 18/24 (75.0) 33/47 (70.2)

ORR: liver metastasis, n/N2 (%)

Yes 6/14 (42.9) 3/5 (60.0) 9/19 (47 4)
No 19/26 (73.1) 23/35 (65.7) 42/61 (68.9)

Anti-PD-(L)1-experienced (cohort 7)

% (n), unless otherwise stated (:;ZT;)
ORR, % (95% ClI) 13.3 (1.7-40.5)
Complete response 0
Partial response 13.3(2)
Stable disease 26.7 (4)
Progressive disease 93.3(8)
NE 6.7 (1)
DCR 40.0 (6)
KM-estimated PFS, median (95% CI), months 1.5(1.3-7.7)
DOR, median (95% CI), months NR (3.4-NE)
ORR by LAG-3 expression, %
<1% NA
21% 18.2
ORR by PD-L1 expression, %
<1% 18.2
21% 0

ORR = objective response rate; NE = not estimated; DCR = disease control rate; KM = Kaplan-Meier; DOR = duration of response

Hamid O et al. ESMO 2022;Abstract 790MO.
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R3767-ONC-2011 Phase Il Trial Design

: . Fianlimab + cemiplimab dose 1
Estimated enrollment: N = 1,590

——  Fianlimab + cemiplimab dose 2

* Previously untreated, unresectable locally
advanced or metastatic melanoma

— Pembrolizumab + placebo

L. Cemiplimab + placebo

Primary endpoints: Progression-free survival (BICR)

Secondary endpoints: Overall survival, objective response rate, disease-control rate,
duration of response, incidence of adverse events
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www.clinicaltrials.gov. NCT05352672. Accessed September 2022.



Mechanistic Rationale for Immune Checkpoint Blockade (ICB)
in Combination with Anti-Angiogenic Agents

anti-angiogenesis (normalizing dose) ee@ S

/ N Inhibitory immune cells
vasculature
Immune normalization TPIGF, VEGF, IL-10, Bv8, MMP-9, VEGF)IL-4, IL-5, IL-13, IL-17

activation
oy o oo
\ SGT% =
Q

a
8
| ./" ' Anti-PD-L1 IFN-a, 1L-12, IL-18, TNF, CXCL9, CXCL10, CCL21, IFN-y
Q
) immune effector c‘ef'

>4
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Phase Il LEAP-004 Study of Lenvatinib

Plus Pembrolizumab for Melanoma With
Confirmed Progression on a Programmed Cell
Death Protein-1 or Programmed Death Ligand 1
Inhibitor Given as Monotherapy or in Combination

Ana Arance, MD, PhD?; Luis de la Cruz-Merino, MD, PhD?; Teresa M. Petrella, MD3; Rahima Jamal, MD?; Lars Ny, MD, PhD?>;
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Sekwon Jang, MD'®; C. Lance Cowey, MD*¢; Alan D. Smith, MD'7; Natalyn Hawk, MD, PhD!8; Ke Chen, MS'®; Scott J. Diede, MD, PhD?;
Clemens Krepler, MD'?; and Georgina V. Long, MBBS, PhD?°%122:23

J Clin Oncol 2022 June 2;[Online ahead of print].




LEAP-004 Primary Endpoint: Objective Response Rate (ORR)
by Independent Review Committee

100 A Change From Baseline N =103, No. (%)
80 - Any increase 26 (25.2) W LDH > ULN
o
= No change 2(1.9) W LDH < ULN
L4 Any decrease 67 (65.0) 00 BRAF-mutant
= * Prior anti-CTLA-4 plus
% Not evaluable? 8 (7.8) anti—PD-1
B 20 IR s s e 5 i S i S S i S S i i 20%
= * %
@ 90 4 *
g’ ______________________________________________________ N = ~ - e — - _30%
S 40 -
S . ORR: 21.4%
[75) '60 =
) .
B .46 -
-100 - :
Patients
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Thank you for joining us!

CME/MOC and NCPD credit information will be
emailed to each participant within 5 business days.




