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how to individualize therapeutic approach in 2020 ?
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Progression-Free Survival, %
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Rationale for Inmune Checkpoint Inhibitors Plus
Targeted Therapy in Metastatic Melanoma

A Review

Reinhard Dummer, MD': Paolo A. Ascierto, MD% Paul Nathan, MD, PhD?; et al
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JAMA Oncol. Published online September 24, 2020. doi:10.1001/jamaoncol.2020.4401
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FEEMD " COMBI-i Study Rationale

Melanoma cell

Activation
(tumor cell death)

Spartalizumab

SUppression (PD-1 blockade)

(proliferation, survival,
invasion, metastasis)

Suppression
(anergy, exhaustion, T-cell death)

. Preclinical data suggest combining an
anti-PD-1 antibody with the BRAFi
dabrafenib and the MEKi trametinib may
enhance antitumor activity compared with
dabrafenib + trametinib alone’

. Phase Il and Il trials have shown that
combining |0 + TT may improve
outcomes in patients with BRAF V600—
mutant metastatic melanoma??

. Early clinical findings suggest that
Sparta-DabTram may be associated with
a higher percentage of patients achieving
durable responses*®

10, immunotherapy; MHC, major histocompatibility complex; mut, mutant, PD-L1, programmed death ligand 1, pERK, phosphorylated extracellular signal-regulated kinase; TCR

T-cell receptor, TT, targeted therapy
1. Hu-Lieskovan S, et al. Sci Trans! Med. 2015;7:279rad1; 2. Ferrucci P, et al. SMR 2019; 3. Gutzmer R
5. Dummer R, et al. ASCO 2019 [abstract 9515]

etal. Lancet. 2020;395:1835-1844; 4. Long G, et al. ASCO 2020 [abstract 10028]
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 Evaluation of Atezolizumab, Cobimetinib, and
Vemurafenib in Previously Untreated Patients With
BRAFV8% Mutation-Positive Advanced Melanoma:
Primary Results From the Phase 3 IMspire150 Trial
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Spartalizumab plus dabrafenib and trametinib in patients with
previously untreated BRAF V600-mutant unresectable or
metastatic melanoma: results from the randomized part 3 of
the Phase Il COMBI-i trial
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C o A Spartalizumab 400 mg Q4W +
Key eligibility criteria N dabrafenib 150 mg BID +
= BRAF V600 mutation—positive unresectable g trametinib 2 mg QD
or metastatic melanoma "
« Previously untreated ;
= No active brain metast: A Placebo Q4W +
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Primary endpoint: Investigator-assessed PFS using RECIST 1.1
Secondary endpoints: OS, ORR, DOR, DCR, safety, PRO, PK

BID, twice daily; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastemn Cooperative Oncology Group performance status; LDH, lactate dehydragenase; ORR,
objective response rate; O3, overall survival, PFS, progression-free survival, PK, pharmacokinetics; Q4W, every 4 weeks; QD), once daily, RECIST, Response Evaluation Criteria in Solid Tumars.



Evaluation of Atezolizumab, Cobimetinib, and
Vemurafenib in Previously Untreated Patients With

BRAF vance
Primary Results From the Phase 3 IMspire150 Trial

InvestigatorAssessed Rrogressidiree sSuvval
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PFS, %
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e Pb0 + Cobi + Vem

Assessed by Atezo + Pbo +
investigator Cobl +Vem @ Cobl + Vem
PFS, median months 151 10.6
(95% Cl) (11.4-18.4) (9.3-12.7)

log-rank P = 0.0249
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Atezolizumab, vemurafenib, and cobimetinib as first-line
treatment for unresectable advanced BRAF™" mutation-
positive melanoma (IMspire150): primary analysis of the

randomised, double-blind, placebo-co

B

ntrolled, phase 3 trial

Atezolizumab +vemurafenib+  Placebo +vemurafenib + Hazard ratio  95%Wald CI

cobimetinib (n=256) cobimetinib (n=258)

n Events n Events

]

Randomised treatment group 256 148 258 179 -il- 077 (0-62-0-96)
Age group, years !
<65 195 114 199 134 R 0-82 (0-64-1-06)
=65 61 34 59 4 —a- 0-63 (0-40-0-99)
Race !
White w3 138 w6 170 - 076 (0-60-0-95)
Non-white 13 10 12 9 —_— 107 (0-43-265)
Sex !
Male 150 81 149 101 -+ 075 (0-56-1:01)
Female 106 67 109 78 - 0-81 (0-58-1-13)
Geographical region (IWRS) !
North America 13 7 14 10 —a— 0-85 (032-227)
Europe 203 124 203 142 -H 079 (0-62-1:00)
Australia, New Zealand, or other 40 17 41 27 — 0-69 (037-1.27)
Serum lactate dehydrogenase at haseline (IWRS) i
<upperlimit 1 88 73 106 —++ 076 (057-1.01)
>upper limit 84 60 85 73 - 0-81 (058-114)
Eastern Cooperative Oncology group performance i
status !
0 195 103 198 136 = 0-68 (053-0-88)
1 61 45 56 42 i 108 (071-1:65)
Melanoma staging !
lic 14 4 16 1 —— 037 (012-117)
v 242 144 240 168 L 0-80 (0-64-100)
Previous adjuvant therapy !
Yes 41 20 30 22 — 057 (031-1:04)
No 215 128 28 157 +H 0-81 (0-64-1-03)
PD-L1expression !
1C1/2/3 160 89 158 108 B 0-80 (0-60-1-06)
1Co 85 53 86 62 -+ 076 (0-53-110)
Organ involvement |
<3 205 109 197 131 -+ 074 (0-58-096)
23 51 39 7 o8 - 0:94 (0-61-1-44)
Sum of longer diameter |
<44 mm 109 55 99 65 - 070 (049-1:01)
244 mm 147 93 155 114 - 083 (063-1-10)
Histological subtype (initial diagnosis) i
Superficial spreading 85 54 83 58 — 086 (0-59-1-24)
Nodular 84 49 80 56 - 072 (0-49-1-06)
Other 86 44 93 65 - 072 (0-49-1:07)
Distant metastasis, stage (study entry) i
Mo 13 4 % 1 —e— 042 (013-133)
M1A 41 18 35 20 —— 072 (0-38-1:37)
M1B 56 29 42 27 — 0-80 (0-47-136)
M1C 145 97 163 121 0-86 (0-66-113)
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cobimetinib better - cobimetinib better
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TMB, tumor mutational burden.
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m‘:”"g”’ss Biomarkers

Progression-free survival based on TMB

TMB Low, < 10 mut/Mb TMB High, = 10 mut/Mb
Median, HR Median, HR
mo (95% Cl) mo (95% Cl)
Sparta-DabTram 12.8 0.907 Sparta-DabTram 23.9 0.703

= 1007 Placebo-DabTram 12,0 (0.651-1.263) s2 1007 Placebo-DabTram  11.8 (0.466-1.058)
S g g
E 80 S 80
= =1
@D DN
@ 607 @ 607
i s
S 407 S 407
7 @
% 201 = Sparta-DabTram % 20 === Sparta-DabTram
a 0 === Placebo-DabTram a 0 === Placebo-DabTram
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10121416 18 20 22 24 26 28 30 3
No. at risk Months No. at risk Months
Sparta-DabTram 11511210188 75 64 58 50 48 45 44 44 36 17 6 2 0 Sparta-DabTram 87 81 74 69 63 59 51 48 45 42 40 39 34 15 5 3 0
Placebo-DabTram 122116104 92 75 67 58 54 48 46 45 43 3516 3 2 0 Placebo-DabTram 90 84 76 70 54 48 40 39 37 36 32 3227 15 6 4 0



EERESMO - Triplet Combos safety profile

KEYNOTE-022 IMspire 150 Combi-I
(n = 60) (n = 230) (n = 267)

Patients reporting event Any grade Grade 3/4 Anygrade Grade 3/4 Anygrade Grade 3/4
Any Adverse Event, n, (%) 60 (100) 42 (70) NR NR 265 (99.3) 188 (70.4)
Treatment-related AE, n, (%) 57 (95) 35 (58.3) 228 (99) 182 (79) | 263 (98.5) | 146 (54.7)
Deaths 2 (3) 7 (3.0) NR
Treatment-related deaths, n, (%) 1(2) 2 (0.8) NR

Treatment-related AE leading to

discontinuation > 1 study drug, 28 (46.7) NR 85 (31.8)
n, (%)

Treatment-related AE leading to

discontinuation of all 3 study 18 (30) 29 (13) 33 (12.4)

drugs, n, (%)

NR = not reported Ferrucci et al. SMR 2019
Gutzmer et al. The Lancet 2020
Nathan et al. ESMO 2020



Progressiofrree Survival of Advanced BRAF \M0@&nt Melanoma Patients on First Line Therapy
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Adaptedfrom’/ARogierset al. Journabof Oncology; 201¢



Progressiofrree Survival of Advanced BRAF \M0@&nt Melanoma Patients on First Line Therapy
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Overall Survival of Advanced BRAF \K&@(@nt
Melanoma Patients by First Line Therapy
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Adaptedfrom’/ARogierset al. Journabof Oncology; 201¢
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A COMPREHENSIVE ANALYSIS OF BASELINE
CLINICAL CHARACTERISTICS AND
BIOMARKERS ASSOCIATED WITH OUTCOME IN
ADVANCED MELANOMA PATIENTS TREATED
WITH PEMBROLIZUMAB
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Prognostic Clinical Subgroups in Patients with Unresectable BRAIMU&IQ Melanoma

Imaging of the CNS .

No CNS metastases

Whole-body imaging @ ,
& <

IV-M1c IV-M1c IV-M1b/c IC/IV-M1a/b

Symptoms/PS Severe Minor to moderate None or minor None or minor
PS>2 PS a1 PS ol PS a1
Clinical progressior Rapid Medium/Slow Medium/Slow Slow
Tumor burden High Medium Medium/Low Low
Brain metastases Symptomatic Asymptomatic Absent Absent
or resectable
CRP/LDH >10XULN/>2XULN  <10xULN/<2xXULN <10xULN/<2xULN Normal
Natural prognosis <6 mths 6-12 mths 12-18 mths 18-24 mths
Firstline treatment BRARVMEKI Ipi/ Nivo aPD1 aPD1

(BRAFwt UN) (+/_ aCTLA) (+/_ aCTLA)



Sequencing of BRAF/Mia¢geted and PE1*/ CTLA4
Inhibition in BRAF V6&@utant melanoma

NCT02224781: Phase 3 Study of Dabrafenib + Trametinib Followed by Ipilimumab
Mongress SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY + Nivolumab vs Ipilimumab + Nivolumab Followed by Dabrafenib + Trametinib

(SECOMBIT): STUDY DESIGN

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
R Combo T Combo |
A ‘ Encorafenib 450 mg 2= ‘ until PD Primary endpoint: R
N Binimetinib 45 mg « 08 A P A G Primary endpoint:
D N R 3 + OS rate, defined as the proportion of
o 0 o Oubrafeni/ patients alive after 2 years of follow-up time
« Patients affected by ARM B " Trametinib L i 2y up t
Rl M Combol CamboT: Secondary endpoints: Advanced/metastatic o G
metastatic melanoma | * . PD » n . PES unresectable M R Secondary endpoints:
BRAF V600 mutated s Ipilimumab 3 mgikg until PD © Toliprs melanoma 1 E + PFS (RECIST version
= Sample size 230 pts A Nivelumab 1 mg/kg + Time o sacond progression n=300 s : + Response rate (RECIST version 1.1)
':' ~ % patients alive at 2-3 years . ECOGPS: 0or 1 # Am B s Objective:
+ ECOGPS:Oor1 ARM C « BestORR + Patients may have had prior | Dabrafenib + o Does the initial treatment with the dabrafenib
+ Treatment-naive o4y Sandwich Combo | » ComboT - DOR systemic therapy in the o Trametinib N trametinib combination (and subsequent
N Encol b 4 a until PD until PD aduvant setting: however, N ipilimumab-nivolumab) or ipilimumab.
Binimetinib 45 mg for 8 weeks this must not have included jon (and subsequent
A-4 or PD-1 pathway tinib combination) improve
antibody of a 2-year OS significantly in patients with
Stratification Factors: VMEKi table stage ||| or stage IV BRAFVS00
# libfc - M1a - Mib mutant melanoma?
» Mic with normal LDH (< 2ULN)
» Mic with elevated LDH (> 2 ULN)
ECOG-PS, Eastam Cooperative Oncology Group performance status; OS, overall survival: PFS, progression-free
survival; Q2W, every 2 weeks: Q3W, every 3 weeks; RECIST. Response Evaluation Crieria in Sokd Tumors. Cinicaltriais gov: NCT02224781
DR, durstin of resporse; ECOS-FS, astern Cooperative Oncalogy Grown pesfarmance status; LGY = sraleni (BRAF; ME162 = binimetini (MEKI): ORR, abisctive respanse rate; 05, oversd srvivs
915, peoeression-ree surviel, PO, progsesive dsease Cleicaluia gov: NCTO2611447
EORTC EBIN: study design ImmunoCobiVem: Phase 2 Sequencing Study of Cobimetinib + Vemurafenib Followed

by Atezolizumab (Anti-PD-L1) in Patients With BRAF V600 Mutant Melanoma

Objective: to assess whether PFS can be improved with a sequential approach, using a 12-week induction of Phase 2, open-label, randomised, controlled trial evaluating the efficacy and safety of a sequencing
encorafenib + binimetinib, followed by combination nivolumab + ipilimumab, compared with nivolumab + ipilimumab schedule of cobimetinib + vemurafenib followed by immunotherapy with an anti-PD-L1 antibody in
alone, in patients with BRAFV600 mutation-positive unresectable or metastatic mel ma patients with unresectable or metastatic BRAF V600 mutant melanoma
Multicentre, two-arm, open-label, randomised comparative Phase 2 study
NIVO 3 mgikg Primary
Progression Choice . P‘F‘?‘*“ Run-in Phase Randomised Phase Follow-up

until progression 2
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Key eligibility criteria

- Aged =18 years e 'BRAF mat
. Treatment-nalve patients . 08 Unresectacie sage 15 ~
- Presence of BRAFVG0OE or — - CR  itte muimnema ~a o0, __.m_. P roiowue Secondary endpoints:
VBOOK mutation in tumour tissue: N %Rgz_ : ??efs,l:.:::‘f -
prior to enroiment + Safety + 12, 24- disease control rate
ENCO 450 mg PO | 12 weeks | Q3W » IPI 1 mg/kg Progression | T300 450 Tg;ﬂc
IR R E TS b ‘ = —
480 mg IV Q4w progression 2 =

PRS2 s dafined as the tme from cbjective o1 Geath from any cause, whicheses first

S, overal survival: PD, progressive disease: PD-L1. programmed death ligand 1:
PFS. progression-free survival. Chnicaltrials. gov: NCT02802029.
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SECOMBIT

— ongress SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY
EERESVD (SECOMBIT): BORR

ArmA Arm B Arm C
[ [ ama [ ams | amc | (n. 69) (n.71) (n. 69)
Nofevents (%) 39 (56.5) 41(57.7) 41(59.4)
I mPFS, months 158 72 1.4 |
0o {85% C1) 0522 G218  (2155) BORR. %*(95% Cl) 82.6 (73.7-91.6) 45.1 (33.5-53.6) 78.3 (68.5-88.0)
. ol s
g ol 60% o e o ol DCR. % (95% CI) 89.8 (82.7-97.0) 55.0 (43.3-66.5) 92.8 (86.6-98.9)
§ 6% Best overall response N (%)
o 8%39%
E: 43% 35% Complete response 15 (21.7) 11 (15.5) 20 (29.0)
02+ .
ARM A: Enco/Bini Partial response 42 (60.9) 21 (29.6) 34 (49.3)
ARM B: Ipi/Nivo
00+ (median follow-up: 17.5 months; IQR: 10.2-23.4) ARM C: Enco/Bini (8 weeks) — Ipi/Nivo Stable disease 5(7.2) 7 (9.9) 10 (14.5)
¢ 12 18 2 0 %*
time (months) Progressive disease 3(4.3) 27 (38.0) 3(4.3)
ARMA: 69 54 37 21 1 8 3
ARMB: 71 32 23 16 1 7 2
ARMC: 69 a5 28 18 8 5 3
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SECOMBIT: Total Progression Free Survival — preliminary report

M“"gms SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY
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| ama | amB | Amc | .
e (SECOMBIT): SAFETY OVERVIEW
1y tot PFS (95% CI) 76 (66-86) 65(53.77) 73 (62-84)
(n=69) (n=71) (n =69)
C
Patients reporting event Any grade Grade 3/4 Anygrade Grade 3/4 Anygrade Grade 3/4
Any Adverse Event n, (%) 63 (91) 34 (49) 68 (96) 52 (73) 58 (84) 35(51)
8 Treatment-related AE, n, (%) 53 (77) 19 (28) 59 (83) 38 (54) 56 (81) 22 (32)
Treatment-related AE leading to 7(10) 8 (1) 3(4)

discontinuation, n, (%)

ARM A: Enco/Bini PD —» Ipi/Nivo
ARM B: Ipi/Nivo PD —»Enco/Bini
ARM C: Enco/Bini (8 weeks)—» Ipi/Nivo PD — Enco/Bini

* No new safety signals were observed as compared with the data from clinical trials with
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IPI+NIVO and ENCO+BINI

5 * No Treatment-related deaths

6 Tots Progression Frae Sunval = tme from randomizstion unt the dte of the second progression






