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Outline

* (Neo)adjuvant management of localized and locoregional melanoma
* Neoadjuvant treatment of stage lll melanoma: SWOG S1801, PRADO

* Adjuvant treatment of stage Il melanoma: KEYNOTE-716

 Managament of advanced melanoma
* New data on therapeutic sequencing: DREAMseq, IMMUNED, SWOG S1616
* Novel immunotherapeutic strategies: RELATIVITY-047, M14TIL, IMCgp100-202

 Novel treatment combinations: LEAP-004

e Conclusion



(Neo)adjuvant management of

localized and locoregional melanoma



Adjuvant treatment of stage Ill melanoma

STAGE lll MELANOMA

(Regional lymph node invasion)

Wide resection + sentinel lymph node biopsy

+/- completion lymph node dissection

BRAFV690 mutant BRAFV690 wild-type
(+/- 50% of patients) (+/- 50% of patients)
1 year of PD-1 immune 1 year of 1 year of PD-1 immune
checkpoint inhibitor (ICl) dabrafenib/trametinib checkpoint inhibitor (ICl)
5-y-RFS 55% 5-y-RFS 52% 5-y-RFS 55%

Based on data from CheckMate 238, COMBI-AD, KEYNOTE-05 and MSLT-II trials.



Neoadjuvant versus adjuvant treatment of melanoma

12/12/2022

Proposed rationale for adjuvant immunotherapy I
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Neoadjuvant treatment of stage Ill melanoma

« SWOG $1801: phase 2 trial of neoadjuvant versus adjuvant pembrolizumab (PEMBRO) for resectable stage

HI-IV melanoma

Primary endpoint: Event-free survival

1 scans

l scans

18 cycles pembrolizumab
200 mg IV q3 wk

1:1 randomization

1 scans

3 cycles § scans 15 cycles
pembrolizumab pembrolizumab 200
200 mg IV q3 wk mg IV g3 wk

1 scans

{ radiographic assessment Additional criteria: strata included AJCC 8! ed. stage and LDH, adjuvant radiation allowed, concomitant radiation &
( scan S) pembrolizumab was not allowed, brain metastasis excluded, uveal melanoma excluded

Surgery type and extent was required to be pre-specified and carried out regardless of radiologic response to therapy
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Neoadjuvant therapy of stage lll melanoma

« SWOG S1801: phase 2 trial of neoadjuvant versus adjuvant PEMBRO for resectable stage Ill-IV melanoma

1.0,
0.8;
0.6;
0.4;
0.2

Proportion without event

Hazard ratio=0.58 (95% CI 0.39-0:87) p=0.004

pCR 21%

Neoadjuvant

Event-Free Survival (EFS) - primary endpoint

Measured from the date of randomization to the first of the following events:

- Progression or toxicity that rendered a study participant unable to receive surgery
- Failure to begin adjuvant therapy within 84 days of surgery

72%

- Melanoma recurrence after surgery (local, regional, or distant)
- Death from any cause

Study participants who did not register to adjuvant therapy were assigned an EFS of 84 days*

49%: °
Adjavant

Landmark 2-year EFS: 72% v. 49%

Adjuvant Neoadjuvant

(n=67) (n=38)

Unable to receive surgery

o
(=]
oy

No. at Risk

159
154

12/12/2022

6

98
96

12

Months since randomization

67
69

18

40
46

24

22
25

30

10
17

Toxicity 0 1
(= Disease progression 0 12 )
Other (co-morbidities, scheduling issue) 1 1
Unable to start adjuvant therapy
T Toxicity 3
36 [—* Unable to resect all disease 1 1 ]
= Disease recurrence (local, regional, distant) 16 9
Refusal by study participant 2 1
Adjuvant radiation extended past 84-day window 1 0
= Melanoma recurrence after starting adjuvant therapy 44 9 ]
2 Adjuvant
1 Neoadjuvant Death as first event 2 1
==+ Denotes protocol-defined tumor related events
8

Patel et al. ESMO 2022.



Neoadjuvant therapy of stage lll melanoma

 PRADO: phase 2 trial of personalized response-driven surgery and adjuvant therapy after neoadjuvant

ipilimumab (IP1) and nivolumab (NIVO) in resectable stage lll melanoma

Stage I11B/C
de novo or
recurrent
melanoma
RECIST 1.1
measurable
PA proven

Index node
marker placement

f

Week

IPl 1mg/kg +
NIVO 3mg/kg

2 cycles q3w

pCR or - follow-up FU
near-pCR TLND CT + ultrasound —>
(£10% viable tumor) ql2w
Index pPR g -
ollow-u
node TLND P L.
: (>10-<50% viable tumor) CT ql2w
resection

TLND

NIVO g4w or Dab+Tram Jgu,
for BRAF* patients +/- RT
CT ql2w

12/12/2022

Primary endpoints:
* Confirmation of pathologic response rate of IPI1 + NIVO3

12 64 —

* Show that patients with MPR in index lymph node can be spared TLND without impact on RFS

* Prolong RFS in patients with pNR by adding adjuvant systemic therapy

PCR + near-pCR

major
pathologic
response (MPR)

9
Blank et al. ASCO 2022.



Neoadjuvant therapy of stage lll melanoma

 PRADO: phase 2 trial of personalized response-driven surgery and adjuvant therapy after neoadjuvant

ipilimumab (IP1) and nivolumab (NIVO) in resectable stage Ill melanoma

Pathological response (n=99)

PRR =72% (95% CI 62% - 80%)
MPR =61% (95% CI 50% - 70%)

B pCR B pNR

M near-pCR B distant metastases
pPR B not evaluable

12/12/2022

Relapse-free survival Distant metastasis-free survival
100 93% 100 4 ' 3 —— TR
— 3 100% T
90 . : g é 90 _l—|__ | E 8
I E |
S > 1769
"_:o % : 171% E 2 | 81% La—‘.l_/;
g 70 ' * 270 : l e
2 60 o 60
a | ' = ' I
@ 50 | I o 50 | |
2 g7
T 40 | ' £ 40 I |
] I I 3 | I
2 30 ® 30
] I £
] I | I
@ 20 £ 20
| | 8 | |
10 | | » 10 | I
== MPR pPR == pNR o “= MPR pPR == pNR
0 L ! 0 3 3
0 6 12 18 24 30 0 6 12 18 24 30
Namber &t risk Time from surgery (months) NumBer etk Time from surgery (months)
pPNR 21 19 17 16 8 2 pNR 21 19 17 17 9 4
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Neoadjuvant therapy in cutaneous squamous-cell carcinoma

* Phase 2 trial of neoadjuvant cemiplimab for stage II-1IV cutaneous squamous-cell carcinoma

Pts with resectable

stage lI-IV (MO) cuSCC

Cemiplimab 350 mg Q3Wx4

Surgery with curative intent

Primary endpoint: pCR

12/12/2022

Tumor Response to Neoadjuvant Cemiplimab

Baseline

Resectable stage II, 111, or IV (MO) cutaneous squamous-cell carcinoma

Pathological Complete Response

Absence of viable tumor cells in
surgical specimen

Independent Review
40 patients (51%; 95% Cl, 39 to 62)

Investigator Assessment
42 patients (53%; 95% Cl, 42 to 65)

Pathological Major Response

Presence of viable tumor cells that
constitute <10% of surgical specimen

Independent Review
10 patients (13%; 95% Cl, 6 to 22)

Investigator Assessment
10 patients (13%; 95% Cl, 6 to 22)

Adverse Events during Study Period

| Any Grade ] Grade =3 |

Adverse Event no. of patients (%)

Any event 69 (37) 14 (18)
Serious event 13 (16) 10 (13)
Event that led to discontinuation of treatment 1(1) 1(1)
Event that led to death 4 (5) 4 (5)

Event of any grade that occurred in =1 patient
or grade =3 event

Fatigue 24 (30) 1(1)*
Diarrhea 11 (14) 1(1)*
Nausea 11 (14) 0
Maculopapular rash 11 (14) 0

* Grade 3 adverse events that occurred during the study period were observed in 8 patients

(10%) who received neoadjuvant cemiplimab. A patient may have had more than one
grade 3 adverse event.

11
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Neoadjuvant therapy in cutaneous squamous cell carcinoma

* Case: 90-year-old male with locally advanced inoperable cuSCC of the scalp treated with cemiplimab

\

C2D1 C3D1
12/12/2022 12



Adjuvant treatment of stage Il melanoma

« KEYNOTE-716: adjuvant pembrolizumab in stage 1IB/IIC melanoma

A
100+
_ 90~
. x .
KEYNOTE-716 Study Design = %
= —
(NCT03553836) 2 gg
=] —
f Part 1 Part 2 P
Adjuvant Therapy Rechallenge/Crossover -.‘.; 50
é 40— HR 0-65 (95% C1 0-46-0-92)
| Pembrolizumab 200 mg = =0.
Key Eligibility Criterla B 1y Q3w or 2 mgikg Recurrence Pembrolizumab 200 mg g 304 p=0-0066
. Age 2 12 years (pediatric) o IV Q3W or 2 mg/kg 2 204
* Newly diagnosed, % (pediatric) & —— Pembrolizumab
;T:;:tﬁdr;12:g::)rr|:; § Until progression or 104 — Placebo
* ECOGPSOort Placebo IV Q3W Recurrence recu"e;:::;u') e 0 ! ;'I; (li EI} 112 1|5 1|8 le 2|4 2|7
\ 17 Gijcles Number at risk
/ (number censored)
e Endpoints Pembrolizumab 487 465 401 340 249 149 71 21 1 0
T oatogory 3b, a,and 4o [l Fmary: RFS per investgator assessment (0) (14) (65) (115) (199) (294) (365) (414) (432) (433)
- Pediatric status . Exploratory: HRQaL Placebo 489 475 400 336 229 149 77 27 1 0
0) (4) (59) (106) (192) (263) (331) (381) (406) (407)
Pembrolizumab  Placebo group
group (n=487) (n=489)
Patients with an event 72 (15%) 115 (24%)
Local, regional, or locoregional* 38 (8%) 50 (10%)
Distant recurrence 31(6%) 60 (12%)
12/12/2022 Death 3(1%) 5 (1%) 13

Luke et al. ESMO 2021; Luke et al. Lancet Oncol 2022.



Adjuvant treatment of stage Il melanoma

* COLUMBUS-AD

ClinicalTrials.gov Resources v About v

Record 1 of 1 Return to Search

Home > Search Results > Study Record

RECRUITING ©® ClinicalTrials.gov Identifier: NCT05270044

Adjuvant Encorafenib and Binimetinib in High-risk Stage Il
Melanoma With a BRAF Mutation. (COLUMBUS-AD)

Information provided by Pierre Fabre Medicament (Responsible Party)
Last Updated: November 8, 2022

12/12/2022



Management of advanced melanoma



Management of advanced melanoma

MOLECULAR-TARGETED THERAPY

DREAMseq BRAF-/MEK-INHIBITORS

LEAP-004 (BRAFV690 mutant melanoma)

IMMUNOTHERAPIES
CTLA-4 ICI
PD-11CI SWOG S1616 CHEMOTHERAPY |
PD-1ICI + CTLA-4 ICI
RELATIVITY-047  PD-1ICI + LAG-3 ICI I S
IMCgp100-202 Tebentafusp < | _CUNICALTRIAL _!

Tumor-infiltrating lymphocytes (TIL)

M14TIL trial

LOCAL THERAPIES
IMMUNED | |

| Surgery
I Radiation therapy |



Therapeutic sequencing in advanced BRAFY690 mutant melanoma

* DREAMseq

DREAMseq Trial Treatment Schema

Ipi/nivo induction
followed by
nivo maintenance

e

Dabrafenib/trametinib,

continuous

BRAF-mutant Randomize
metastatic melanoma

Arm B

At disease
progression

Stratification by:

2} LDH (WNE- high) continuous

1) ECOG PS (0/1) Dabrafenib/trametinib,

Arm D*

[

Step 1

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

Ipi/nivo induction
followed by
nivo maintenance

Primary endpoint:
2-y-0S of
A->C
versus

B->D

17
Atkins et al. ASCO Plenary Series 2021.



Therapeutic sequencing in advanced BRAFY690 mutant melanoma

* DREAMseq

A/C:
NIVO/IPI -> DAB/TRA
B/D:
DAB/TRA - NIVO/IPI

=y

=

[1+]

-]

(=]

} -

j=N

©

=

c

=3

)

©

|} -

@

>

o

0.2 -
0.1 -
P value 0.010
T T T t T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66
Time (months)

Mo. at risk: 0-6 6-12 12-18 18-24 24-30 30-36 36-42 42-48 48-54 54-60 60-66
AJC 133 99 87 71 343 42 33 23 15 6 3
B/D 132 115 78 60 47 35 30 18 15 6 1

1.0 PFS Step 1

A

— B

Progression-Free Survival (probability)

Time (months)

No. at risk: 0-6 6-12 12-18  18-24 24-30 30-36 36-42 42-48 48-54 5460 60-66
A 101 57 40 32 19 12 7 3 2 2 2
B 113 66 38 23 17 13 6 3 o 0 0

Atkins et al. ASCO Plenary Series 2021; Atkins et al. J Clin Oncol 2022.



Treatment escalation after progressive disease on PD-1 ICI

« SWOG S1616: NIVO/IPI versus IPIl in patients

with melanoma that did not respond to PD-1

ICI

Stage IV melanoma with PD
after 1L PD-1/PD-L1
immune checkpoint inhibitors

R1:3

IPI3 x4 (IPI13 + NIVO1) x 4

> NIVO3 for 1y

Primary endpoint
PFS

Primary Endpoint
c . .
je) ProgrESSIOH Free Survival
% 1.04
o NIVO+IPI
o ‘ (N=69) | IPI (N=23)
© 0.81 Median PFS, mo 3.0 2.7
a (90% C1) (2.8, 5.3) (2.5,2.9)
= 6-Month Estimat 34% 13%
8 0.61 (903:3) simate (25%, 44%) | (4%,27 %)
K
= HR (90% Cl} vs. IPI 0.43'53_97
2 0.4 e
< PFS was statistically significantly
'C_T:') 0.2- Nivolumab+Ipilimumab improved with
— i nivo+ipi compared to ipi
& + Ipilimumab (one-sided p-value = 0.037)
© 0.0 . v . v ; ,
P 0 6 12 18 24 30 36 42
tearsk  Months since randomization ORR
23 3 2 2 1 Ipilimumab
69 22 16 12 9 4 2 1 Nivo+lpi 28% vs 9% (P 0_05)
Overall Survival
1.0 NIVO+IPI
| (N=69) ‘ 1P (N=23)
Median OS, mo 21.7 25.7
0.8- (90% Cl) (15.4, 32.4) (8.1, NR)
g’ 12-Month 0S 63% 57%
= {90%01) (52%, 72%) | (38%, 71%)
S 0.61 HR (90% CI) vs. IPI (0_5‘;'_9:50)
GCJ Ipilimumab — - -
O 0 4_ 0S was not statistically different with
CT,) - nivo+ipi compared to ipi
o Nivolumab+Ipilimumab (one-sided p-value = 0.408)
0.2
0.0. L} L} ¥ LJ L) 1
0 6 12 18 24 30 36 42
veatrs Manths since randomization . 19
gg ;; ;g 33 2? 15 i 2 :ﬁi"v‘m;?ab VanderWalde et al. AACR 2022.



1

ICl as adjuvant therapy for

00

90 i i p-value ;. <0.0001
80 E E
164% 1 64%
advanced melanoma S4% WS
= 60 : :
o 50 : :
. € 404 1240 1340
* IMMUNED: adjuvant NIVO or NIVO/IPI versus ¢ 131% 3%
30 [ [
placebo in stage IV melanoma with NED 20 5% 5%, 0 4,
10 : !
0 : : : E : ! : . .
0 6 12 18 24 30 36 42 48 54 60 66
Patients at risk: months
(IPI3 + NIVO1) x4 = NIVO3 for 1y NIVO+IPI 56 40 35 32 30 27 27 21 24 11 4 1
NIVO 59 34 28 24 20 19 17 15 15 12 7 2
Placebo 52 25 15 12 7 7 7 6 6 5 1
. 96% | A | - |
Stage IV melanoma'W|th NED NIVO3 for 1y . 949, o1% | | e o1a
after surgery or radiotherapy 87% ! 4% ! 84% P Log-rank* 0-
90 A 11 | 1
! Woryy v v ninm' R R T ]
807 5920/0 ; Ilil 1111 mi
i : :82"/ : oul : lulIIIIII LU LI Li | L1
PlacebOforly ::- E E ’ : 75I/ IIIEII3II/o 11 {11 100 T 1 | ]
s s 6% 63,
o : ! ! !
o] ] 1 1 1
40 [ | ] |
Primary endpoint: RFS a0 i i i i
| | i i
e a s s
M1a 40% / M1b 29% / M1c 31% 0 : ! . i : ! . ! . . ;
) . . 0 6 12 18 24 30 36 42 48 54 60 66
98% <3 metastatic sites Patients at rick: I
NIVO + IPI 56 48 44 4 40 36 32 29 16 13 4 1
NIVO 59 51 46 44 38 36 33 28 27 20 10 2
Placebo 52 48 44 4 38 33 28 23 20 14 6 2

Schadendorf et al. ESMO 2022.



New kid on the block: LAG-3 ICI relatlimab (RELA)

* RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma

1 NIVO g PD-L1/2 ° Blockade of LAG-3 (lymphocyte-
‘ — PD-1 k 5 Mﬂ&l associated antigen 3) by RELA leads

MH Fi to increased T-cell activation

TCR
@ LAG 1 8 " RELA is investigated in combination

1 : with nivolumab (NIVO)
NIVC A&q% &% » Tumor cell

- death

Exhausted
T cell

! T.cell racentar N

21
Lipson et al. ASCO Annual Meeting 2021.



New kid on the block: LAG-3 ICI relatlimab (RELA)

* RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma

Key eligibility criteria
Previously untreated,

Stratification factors

unresectable, or

metastatic melanoma

ECOG PS 0-1

LAG-32

« PD-L1P
* BRAF
« AJCC v8 M stage

Primary disclosure Updated disclosure

Database lock date
Median follow-up, mo
Minimum follow-up, mo¢

N=714

NIVO 480 mg IV Q4W

March 9, 2021
13:2
1:3

October 28, 2021
19.3
8.7

Datadisclosed

Primary endpoint
« PFS

Primary endpoint
+ Updated PFS

Secondary endpoints
- OS¢
+ ORR

Primary endpoint
» PFS by BICR®

Secondary endpoints
+ 0OS
* ORR by BICR®

Endpoints were tested
in hierarchy

« PFS=0S => ORR

22
Tawbi et al. ASCO Annual Meeting 2022.



New kid on the block: LAG-3 ICI relatlimab (RELA)

* RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma

Grade 3/4 AE
43% vs 35%

80-

Updated PFS by BICR

+ RELA NIVO
' (n = 359)

mPFS, mo 10.22 4.63
(95% Cl) (6.51-14.75)  (3.48-6.44)
HR (95% ClI) 0.78 (0.64-0.94)
48.0%

136.9

1(95% Cl, 31.7-42.1)

%

(95% Cl, 42.5-53.4)

o®

38.5%

o (95% CI,

129.0%
1(95% Cl, 23.8-34.4)

32.7-44.2)

» NIVO + RELA
~ NIVO

No. at risk

NIVO + RELA 355 223 189 159
NIVO 359 192 150 124

130
98

106
82

18 21

Months
82 70
67 52

24 27
64 59
49 45

Confirmed ORR by BICR

30

48
33

33

20
15

(0}
NIVO
(n = 359)
mOS, mo NR 34.10
(95% CI) (34.20-NR) (25.23-NR)
HR (95% Cl) 0.80 (0.64-1.01)
100~ P value 0.0593
77.0%
95% Cl, 72.2-81.1
80 g 1 g3.7%
(95% Cl, 58.1-68.7) 55.8%

60 : K (95% Cl, 49.8-61.4)
R .71v°64 ! NIVO + RELA
5 1(95% Cl, 66.6-76.0) 58 3% ' NIVO

40 : 1(95% Cl, 52.7-63.4) 48.8%

: ! 1(95% Cl, 42.7-54.7)

20- : i :

1 ! |
: i :
0 T T T : T T : T T T : T 1

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months

355 334 305 287 261 227 203 167 145 139 133 109 50 9 0
359 329 301 277 240 202 182 155 126 119 113 96 42 8 0

NIVO (n = 359)

ORR % (95% CI)

43.1 (37.9-48.4)

32.6 (27.8-37.7)

23
Tawbi et al. ASCO Annual Meeting 2022.



New kid on the block: LAG-3 ICI relatlimab (RELA)

e RELATIVITY-047: phase 3 trial of RELA+NIVO versus NIVO in previously untreated advanced melanoma

No. of patients

Unstratified HR
(95% CI)

0S

Unstratified HR
(95% CI)

ORR by BICR

Unweighted ORR

difference
(95% CI)

I |
Overall 355 359  0.78 (0.64-0.94) . 0.81 (0.64-1.01) —o 431 326 10.5 (3.4-17.5) -
1 T T
LAG-3 expression 2 1% 268 269 0.80 (0.64-1.00) P 0.78 (0.59-1.03) —— 470  35.3 11.7 (3.4-19.8) P
I ] ]
<1% : . : L
87 90 0.72 (0.50-1.03) —o—! 0.88 (0.59-1.33) —ol— 31.0 244 6.6 (6.5 to 19.5) —e!
i +
PD-L1 expression 2 1% 146 147 0.96 (0.70-1.31) —:— 0.84 (0.57-1.24) ——{— 52.7 449 7.8 (-3.6 to 19.0) —»:r
o, ] 1
S 209 212 0.68 (0.53-0.86) - ! 0.78 (0.59-1.04) ——t 36.4  24.1 12.3 (3.5-20.8) -
I + T
PD-L1 expression > 1% and E- . y 2
oo ek 134 140 0.97 (0.70-1.34) —4— 0.80 (0.53-1.21) —— 545 443 10.2 (-1.6 t021.6) e
] T 1
- 3 [
PD-L1 expression 2 1% and 12 7 Not calcalated ! Not calculated : 33.3  57.1 Not calculated |
LAG-3 expression < 1% i ‘ i
1 T
e i Oo I I 1
PR 1 expreasion:s 13 and 134 129 0.66 (0.48-0.89) - 0.75 (0.51-1.08) —— 39.6  25.6 14.0 (2.6-24.8) -t
LAG-3 expression 2 1% ! ! 4
] I ]
PD-L1 expression < 1% and o ) = —a)
LAG-3 expression < 1% 75 83 0.72 (0.49-1.06) _:' 0.87 (0.56-1.34) *»"l_l 30.7 21.7 9.0 (-4.7 to 22.4) —:—
: I :
| e—— T T t 1 T T t T 1
0.0 0.5 1.0 1.5 0.0 05 1.0 1.5 50 25 0 -25 -50
«— NIVO «— NIVO «— NIVO

« PFS, OS, and ORR favored NIVO + RELA over NIVO regardless of LAG-3 and PD-L1 expression (stratification factors)

Positive

recommendation of
EMA for the first-line

treatment of
advanced melanoma

in adults and
adolescents 12 years
of age and older with

tumour cell PD-L1
expression < 1%

24
Tawbi et al. ASCO Annual Meeting 2022.



New kid on the block: TIL therapy

e M1ATIL: phase 3 trial of tumor-infiltrating lymphocytes (TIL) versus IPl in advanced melanoma

Preparation and treatment Single infusion  Administration of
of TIL high-dose IL-2
—, Surgical removal of Non-myeloablative,
melanoma lesion lymphodepleting chemotherapy

prior to TIL infusion

Addition of:
: - Anti-CD3
Addition of interleukin -2 Tumor digestffragments ~ ~ ="
(IL-2) { putinto culture plates L2
TYITIY)
ARRRERR >
IIITI)
Initial outgrowth Rapid expansion protocol (“REP”) Expanded TIL

pooled in one infusion bag

25
Haanen et al. ESMO Congress 2022.



New kid on the block: TIL therapy

e M14TIL: phase 3 trial of tumor-infiltrating lymphocytes (TIL) versus IPl in advanced melanoma

Trial design

Unresectable stage n=84
Progression after max. Metastasectomy for TIL Hospital admission
one line of systemic .. production + Chemotherapy with cyclophosphamide
treatment Randomization 1:1 (60mg/kg/day, 2 days) +
(no ipilimumab) (n=168) fludarabine (25mg/m?/day, 5 days) ol
Screening i = Single infusion of 5x10° - 2x10'" TIL i
RECIST 1.1 Stratification factors: HD-IL-2 (600,000 IU/kg/dose every 8 hours) according to
measurable disease - BRAFVE% muytation status protocol
- Treatment line (15t or 2nd)
LDH < 2x ULN - Treatment center
218 =75 years
WHO PS 0-1 n-
week -4 — () 2 6-8 8-12 >

Primary endpoint: Progression-free survival (PFS) according to RECIST 1.1 per investigator review in the intention-to-treat population (ITT)*

26
Haanen et al. ESMO Congress 2022.



New kid on the block: TIL therapy

* MA1ATIL: phase 3 trial of tumor-infiltrating lymphocytes (TIL) versus IPI

in advanced melanoma

100 +

90 -

Progression-free survival (%)
3

TIL

Ipilimumab

(95% Cl 3.0-4.3)

- TIL
whe |pilimumab
HR = 0.50, 95% CI: 0.35-0.72
p <0.001

mPES 7.2 mo +/- 90% of patients in both

-3 (95% C14.2-13.1) arms were previously

: treated with PD-1 ICI

X mPFS 3.1 mo

0 [} 12 18 24 30 36 42 48 54 60
Months since randomization
Number at risk
84 41 29 18 14 1 10 7 6 5 3
84 17 8 6 S 3 0 0 0 0 0

66

72

TIL treatment

150 1
125 1

%Change in Tumor Size from baseline

=100 9

100 1
75 1
50 1
25 1

04

-25

-50

=75 4

Best Overall Response

ORR 48.8% I?'S
CBR 67.9%

Ipilimumab treatment

150 1

125 1

%Change in Tumor Size from baseline

100 o

75 1

ORR 21.4%
CBR 39.3%

0 27
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New kid on the block: tebentafusp

* IMCgp100-202: tebentafusp versus IC (PEMBRO, IPI or DTIC) in HLA-A*02-01 positive uveal melanoma

Tu A }s‘_@'\ e
i; '}M‘”‘-I % I}XN;I

Tebentafusp

| Soluble affinity-
enhanced T-cell
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— Anti-CD3 effector
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-
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Q
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e L1 s
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, 5. Stratified hazard ratio — =
: for death, 0.51; - M
Y27 95%C1,0.37 0 0.71 : :
0.1 : : :
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1-Year Survival
Tebentafusp Group 73% 95% Cl, 66 to 79
Control Group 59% 95% CI, 48 to 67
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New kid on the block: tebentafusp

» Tebentafusp versus NIVO/IPI in a propensity score analysis

1.0 s Tebentafusp
Ipi + Nivo
s 0.8+
E
P
o 0.6
o
S
E 0.4+
= :
w ——t
0.2+
+ Censored
0.0+

The IPTW adjusted
OS favored tebe,
HR 0.43 (95% CI
0.29-0.64); 1-yr OS
74% vs 500/0,
respectively

T T [ I I I T I I

T 1 I L
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 3

Time (months)

Tebentafusp 237 231 214 190 161 127 106 87 69 58 43 33 22 17 9 6 5 0

Sensitivity analyses
showed consistent
superior OS for tebe
with all IPTW HRs
<0.48
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Novel combinations

* LEAP-004: phase 2 trial of PEMBRO + lenvatinib in patients previously treated with PD-(L)1 ICI

Induction of IFNg (+)
actlvated Tcell Partici pants
Aatigecal cel » Unresectable stage Ill or IV melanoma?
Pembrolizumab
Lenvatmlb - Confirmed PD per iRECIST® on or within 200 mg IV Q3W
1 A"t' PD-1Ab 12 wk of last dose of anti—-PD-(L)1 given for up to 35 cycles
alone or in combination (including with *
VEGF 5‘ anti-CTLA-4) for 22 doses N =100 w
= e ' [i havq’k IFNy-regulated » <25% with PD on anti-CTLA-4 + g zk:za;gngn
TAM "€ chemokines anti-PD-(L)1
Lenvatinib c%‘ﬁ%‘::";fg) Continued until PD,
* No limit to number of previous therapies unacceptable toxicity, or
patient or physician decision®

CXCL11 (ITAC)

* Measurable disease confirmed by blinded,
independent central review (BICR)
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Novel combinations

* LEAP-004: phase 2 trial of PEMBRO + lenvatinib in patients previously treated with PD-(L)1 ICI
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LEAP-003 (phase 3): PEMBRO/LENVA vs PEMBRO/PLB
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Conclusions and perspectives

* (Neo)adjuvant management of localized and locoregional melanoma:
* Neoadjuvant therapy of locoregional melanoma and (in)operable cuSCC with ICI shows interesting results, but needs

confirmation in phase 3 trials (PRADO; SWOG S1801)

* Adjuvant PEMBRO is indicated after resection of stage 1I1B/C melanoma, but the NNT to prevent 1 recurrence is 14

(KEYNOTE-716)

* Treatment sequencing in advanced melanoma:
* NIVO/IPI followed by dabrafenib/trametinib appears to be the optimal treatment sequence in advanced BRAF6%° mutant

melanoma (DREAMseq)

* NIVO/IPI is superior to IPl monotherapy after prior failure of PD-1 ICl in terms of ORR and PFS, but not OS, in a phase 2 trial
(SWOG S1616)

* Adjuvant therapy of stage IV melanoma with NED after radiotherapy/surgery with NIVO/IPI or NIVO is superior to follow-
up in terms of RFS (IMMUNED)




Conclusions and perspectives

* Novel immunotherapeutic strategies:
* Combined blockade of LAG-3 (with RELA) and PD-1 (with NIVO) is superior to NIVO monotherapy in terms of PFS, but not in
terms of OS, and is approved by EMA for advanced PD-L1 <1% melanoma (RELATIVITY-047)

* TIL therapy is superior to IPl in PD-1 ICl refractory melanoma (M14TIL), but requires a production process which can only be

applied in specialized centers (patient selection)

* Tebentafusp is a new standard-of-care in advanced HLA-A*02-01 positive uveal melanoma (IMCgp100-202)

* Novel treatment combinations :
* The combination of lenvatinib plus PEMBRO shows promising results in advanced PD-1 ICI refractory melanoma (LEAP-004).

A phase 3 trial in the first-line setting is underway.



Thank you for
your attention!

Questions?

Gil Awada, MD, PhD
Gil. Awada@uzbrussel.be
Gil. Awada@bordet.be
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