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THE OLD DAYS... GLIMMERS OF HOPE
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The modern era

Long-term survival: rare (40-50%)

Median follow up of about 48 months
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About 20% of the combination treated patients

Improved outcomes with combination therapy . o
are actually still receiving therapy

Plateau on survival curves (durable responses)

Question raises: Do response persist?
Chronic toxicities?
Responses to subsequent therapies
Who can stop therapy




The modern era

Five-Year Analysis of Dabrafenib Plus Trametinib in Patients with BRAF V600—Mutant Unresectable or Metastatic Melanoma

COMBI-d and COMBI-v: Study Designs

Follow-up
analysis

Dabrafenib 150 mg BID (0S)
+ trametinib 2 mg QD
(n=211)

P, L
g]gtmgllpgl od Key Eligibility Criteria'-?
May 2012-Jan 2013; Age > 18 years L Dabrafenib 150 mg BID
NCT01584648) Unresectable or metastatic + placebo QD

melanoma =210
BRAF V600E/K positive
ECOGPSOor 1
No prior systemic therapy
No prior treatment with a Dabrafenib 150 mg BID
BRAF inhibitor or MEK + trametinib 2 mg QD
inhibitor (n = 352)

COMBI-v2 Treated/stable brain

(enrollment period metastases
NCTO1597908) 960 mg BID
n =352)

Final OS
analysis

Nathan et al. ASCO 2019



The modern era

Five-Year Analysis of Dabrafenib Plus Trametinib in Patients with BRAF V600—Mutant Unresectable or Metastatic Melanoma

Events, Median PFS (95% Cl), 0 Events,  Median 0S (95% CI),
n (%) mo \‘\ ) mo

Dabrafenib plus trametinib (n =563) 417 (74)  11.1 (9.5-12.8) . Dabrafenib plus trametinib (n = 563) 351 (62)  25.9 (22.6-31.5)
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Lower baseline tumor burden and less-aggressive tumor biology were associated with prolonged PFS and OS

Nathan et al. ASCO 2019



CA209-067: Study Design

Randomized, double-blind, phase Ill study to compare NIVO+IPI or NIVO alone to IPI alone

4-year follow up of a randomized, double-blind, phase

3 study to compare NIVO+IPI or NIVO alone with IPI NIVO 1 mg/kg +
alone? IPI 3 mg/kg Q3W for
n=314 4 doses then
NIVO 3 mg/kg Q2W
Stratify by:
Unresectable or « BRAF status
metatastic melanoma Treat until
. * AJCC M stage n=316 NIVO 3 mg/kg Q2W + progression or
* Previously untreated > IPl-matched placebo unacceptable
* 945 patients * Tumor PD-11 . .
expression <5% toxicity

versus 25%

IPI 3 mg/kg Q3W

Co-primary endpoints? were PFS and OS in the n =315 for 4 doses +
NIVO-containing arms versus IPl alone NIVO-matched placebo

Database lock: May 10, 2018; minimum follow-up of 48
months for all patients

Hodi S. et al. Lancet Oncology 2018



PFS (%)

UPDATE OF PFS AND OS

NIVO+PPI(n=314)  NIVO (n = 316) IPI (n = 315)
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Quality of life: 4-year data from checkmate 067
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NIVO+IPI and NIVO maintained HRQoL with no deterioration over the time period
HRQoL was maintained in patient subgroups irrespective of BRAF mutation status

The difference in any grade 3 or 4 AEs reported across the treatment arms in CheckMate 067 did not translate into a clinically meaningful difference
HRQoL




Combo-immune strategies

Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
Ao
Ipilimumab 50 Q6W
* No previous systemic treatment for for 4 cycles
advanced disease

 Stage lll or IV histologically confirmed
melanoma

« ECOG performance status 0 or 1
» Measurable disease per RECIST v1.1
* No active CNS metastases

* No prior adjuvant or neoadjuvant
therapy with a PD-1, PD-L1, BRAF, or
MEK inhibitor

* Primary end points: grade 3-5
treatment-related AE rate and ORR2

« Secondary end points: PFS,2 DOR,?
0S

LONG G. et al. ABSTRACT 9514 -ASCO 2019



Survival curves and safety

PFS 0S

(RECIST v1.1, independent central review)
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Time, months Time, months
Immune-Mediated and
Treatment Related
Infusion Reactions”
MORE ACTIVITY AND MORE TOXICITY pbics wenbel membes | beation
Ipi 60 mg Ipi 100 mg Ipi 50 mg Ipl 100 mg
Qew Q12w Qew Q2w
Ipi 50 mg: Event, n (%) (N = 51) (N = 51) (N = 561) (N = 61)
0 ' o A Any grade 51(100%) 49 (96% 21 (41% 28 (55%)
55% response rate, 78% disease control rate TN T3 RA) 20 (30%) 5 (10%) T 22%)
|p| 100 mg: Led to death 1(2%)b 0 1 (2%) 0
| Led to discontinuation 8 (16%) 9 (18%) 3 (6%) 8(16%) |

61% response rate, 86% disease control rate




Adiuvant treatment with anti-PD1 and IRAEs

An Analysis of Nivolumab-Mediated Adverse Events and Association With Clinical Efficacy in Resected Stage Il
or IV Melanoma (CheckMate 238)

A. On treatment® B. From last dose (regardless of early or
per protocol treatment discontinuation)*

17110 mgeg IV
Q3IW tor 4 doses,
then Q1IW from week 24
and
NIVO placebo IV Q2W
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Responder

Germline
ICOSLG rs7278%940
ERAP2 rs2927608

Age/sex?
fetabolismy;
™ BMI

Predictive factors of immunotherapy response

Non-responder

Germline
ICOSLG, ERAP2Z W

Age/Sex?

< 1 Differences in the tumor or tumor microenvironment
Mutational landscape and activated oncogene pathways
Interferon-y associated T cell-inflamed tumor microenvironment
Differences at the level of the host
Germline polymorphisms in immune regulatory genes
Host fitness (age, sex, metabolism, body-mass index)
Circulating factors




Impact of BMI on outcomes from anti-PD1 treatment

Figure 1. Overall survival based on pre-treatment BMI|

Anti-PD-1

Ipilimumab and Nivolumab
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Multiple measures of body composition showed differences in clinical outcomes

Increased median VAT/SAT was associated with improved response

Patients:

228 PD1; 62 Ipi-Nivo
Pre-treatment

L3 Slice-o-matic
(Tomovision 5.0)

BMI or sarcopenia was not
associated with clinical outcome

Figure 2. Outcomes based on skeletal muscle gauge and total adiposity
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Young et al. .Abstract 9516 —ASCO 2019



Circulating factors as biomarkers

Exosomes PDL-1 positive

5. Variation of ExoPD-L1 concentration is associated to 6. ExoPD-L1 can predict patient outcome Patients:

tumor response = 100 PD1
PFS/0Exo-PD-L1 0S/0Exo-PD-L1 : Exosomes iSOlated by
ultracentrifugation

Analyzed on NS300

instrument with analysis of

] Median Interval blood samples : 4,5 months P — i CALSINE markers (TSG 1 01 )

‘ | - ELISA for PDL1

BN rogreniin

g exosomal

PD-L) change

c
.-
-
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-
.
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ExoPD-L1 was detected in all
- 67% PD-L1 positive tumors

AExoPD-L1 cut-off >100 pg/ml
associated with progresion
83% sensitivity

70% specificity

91% PPV

54% NPV

Are the isolation techniques for this sort of a technology, are they stable and reproducible? And are they clinically relevant?
Could these biomarkers monitor on treatment responses ahead of radiographic progression?

Cordonner et al. Abstract 9517



Circulating factors as biomarkers

Tumor microenvironment, longitudinal biomarker changes and clinical outcome in pts with advanced BRAF-mutant
melanoma treated with first line spartalizumab +dabrafenib+trametenib

k DLY observation period: first 8 weoks®
* -
DL-1 (6 patients)
Spartalizumab 400 mg Q4W
Unresectable or motastatic BRAF Dabrafenid 150 mg BID P (excessive) < 26%
VSO0 -mutant melanoma (stage INC/TV)* >
Trametinib 2 mg QD
s PN ) ' : - J ‘
e DL-1a (6 patients)

Spartalizumab 400 mg O8W

Dabrafenity 150 mg BID
Trametin 2 mg QD

DL-11* (6 pationts) P (excessive)
« 25%

Primary endpoint: ncidence of DUTs P (excessive) » 25% .[wean
Secondary endpoints: salety, PFS, OS, ORR. DOR, DCR, PK for DL-1a and DL-1b > o, T
Long G et al. ASCO 2019




Circulating factors as biomarkers

Baseline Biomarker Results (A) and T-Cell-Inflamed Gene Expression Signature (B) By PFS Patients With Progression Events in the First 12 Months Had Low TMB/Low T-Cell-
Inflamed Gene Expression Signature Levels (A) or Increased Immunosuppressive
TME Signatures (eg, cancer-associated fibroblasts) (B)
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Prognostic biomarkers in melanoma
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Stage 1B have a 6% mortality rate at 10 years
Stage 2C have a 25% mortality rate at 10 years
Stage lll includes heterogeneous population
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Clinical validation of a prognosfic 11-gene assay in prospectively collected FFPE
# 9518 fissue of pafients with AJCC v8 stage |l cutaneous melanoma

Claus Garbe,' Toblas Sinnberg,' Helke Niessner,' Helko SUlberg,” Thomas Eigentler,’ ond Teresa Amoral'

Cantar for Dermoiconcology. Daportment of Dermalology. Eberhard Kars Univenity of Tuabingen. Tusbingern: "Wissnschaofficher Senvice Pharma (WEP] Rasecrch imtiule. Lorg

* Study Aim:

* single center study to clinically validate a prognostic 11-gene GEP score for
AJCC stage Il melanoma patients.

* Methods:

* Formalin-fixed paraffin-embedded (FFPE) primaries of AJCC stage Il CMs from
the Central Malignant Melanoma Registry (CMMR) of Germany archived in
Tuebingen

* Based upon a previously published algorithm, GEP score was calculated
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Figure 4: Kaplan-Meler MSS curves (A) and DMFS curves (B)

Garbe C et al. Abstract 9518



Three year survival outcomes in a prospective cohort evaluating a prognostic 31 gene expression profile (31-GEP) test for cutaneous

tdd

nf Surasce St louis Lnive

Is the 31-GEP a consistent
predictor of metastatic
risk in a multi-center,
prospective cohort of 342
patients?

* Estimate 3-year RFS,
DMFS, and OS and

melanoma

lames R, DeBloom, M.D
Sauth Camboa Skin Can

compare to previously

published studies.

Do the outcomesof T1/T2
melanoma patients with
Class 1A results support the
previously published utility
for SLNB guidance?'®

* Evaluate survival of
T1/T2 patients with
Class 1A results and
compare to previously

Kelly M. McMa MD, PhD?
Castia Banse < [ne Friendswond X “Deat of Surgical

Does the 31-GEP add
prognostic value beyond
AJCC staging?

* Evaluate prognostic
value of 31-GEP in Cox
multivariate regression
including AJCC risk

published studies categories
RFS DMFS 0s
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E g £
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| pe0.0001 ; | pe0.000 3 p=00001.
Time (years) - ‘ T.rﬁe (yéms) Time (years)
31 GEP 34RFS  Events 31 GEP 3yrDMFS  Events 31 GEP Iyr05  Events
Class (95% C1) (%) Class (95% Q1) (%) Class {95% C1) (%)
Class 1A 9% 12 Class 1A % ] Class 1A 9% 5
[ne218)  (92-98%) [5%) {n=218) (94-99%) [3%) (ns219)  (97-100%) (W)
Class 18 91% 5 Class 18 9% 1 Class 18 90% ]
(n=47)  {82-100%)  [11%] [n=47) {85.100%)  (6%) (n=47)  {82-100%) (9%
Class 2A 80% ! Class 2A 4% 6 Class 2A 96% 2
[ne27) (6697%)  [26%) (n=27) [70-100%)  (22%) (ne27)  {89.100%] (%)
Class 28 61% 19 Class 28 19% 1 Class 28 14% 15
(n=49) [49.77%)  [39%) (n=43) (68-91%)  (27%) (ne49)  (6388%)  (31%)

Event Rate

Recurrence Distant Metastasis

B Overall B Class 1A

Death

B Class 2B

Hsueh E. et al. Abstract 9519



Rare melanomas

Abstract 9521: A randomized phase Il study evaluating the activityof b izumab in combination with

tin plus paclitaxe! in patients with previously untreated advanced mucosal melanoma (NCTOZOZ3710)
DrX Yan et al.

Abstract 9522: Phase Il study of ipilimum
Dr M. Pelster et al.
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COMING SOON
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Sito internet:
www.melanomaimi.it
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Imi-intergruppo melanoma italiano
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