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The Evolving Treatment Landscape for pT1b-4b cNOMO Melanoma of the Skin

Sentinel Node Biopsy
- Mostimportant prognostic information in pT1b-3a melanoma

- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
CLND indicated in case of micrometastasis to the sentinel node

Adjuvant therapy (IFNa) not widely accepted
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The Evolving Treatment Landscape for pT1b-4b cNOMO Melanoma of the Skin

Complete lymph node dissection versus no dissection in

patients with sentinel lymph node biopsy positive melanoma

(DeCOG-SLT): a multicentre, randomised, phase 3 trial

Ulrike Leiter*, Rudolf Stadler*, Cornelia Mauch, Werner Hohenberger, Norbert Brockmeyer, Carola Berking, Cord Sunderkotter, Martin Kaatz,
Klaus-Werner Schulte, Percy Lehmann, Thomas Vogt, Jens Ulrich, Rudolf Herbst, Wolfgang Gehring, Jan-Christoph Simon, Ulrike Keim,

Peter Martus, Claus Garbe, for the German Dermatologic Cooperative Oncology Group (DeCOG)

www.thelancet. com/oncology Vol 17 June 2016

The NEW ENGLAND
JOURNAL o MEDICINE

JUNE 8, 2017

Survival

ESTABLISHED IN 1812 VOL.376 NO.23

Completion Dissection or Observation for Sentinel-Node
Metastasis in Melanoma

M.B. Faries, J.F. Thompson, A.J. Cochran, R.H. Andtbacka, N. Mozzillo, J.S. Zager, T. Jahkola, T.L. Bowles, A. Testori,
P.D. Beitsch, H.J. Hoekstra, M. Moncrieff, C. Ingvar, M.W.J.M. Wouters, M.S. Sabel, E.A. Levine, D. Agnese,
M. Henderson, R. Dummer, C.R. Rossi, R.l. Neves, S.D. Trocha, F. Wright, D.R. Byrd, M. Matter, E. Hsueh
A. MacKenzie-Ross, D.B. Johnson, P. Terheyden, A.C. Berger, T.L. Huston, J.D. Wayne, B.M. Smithers, H.B. Neuman,
S. Schneebaum, J.E. Gershenwald, C.E. Ariyan, D.C. Desai, L. Jacobs, K.M. McMasters, A. Gesierich, P. Hersey,
S.D. Bines, J.M. Kane, R.J. Barth, G. McKinnon, J.M. Farma, E. Schultz, S. Vidal-Sicart, RA. Hoefer, J.M. Lewis,
R. Scheri, M.C. Kelley, O.E. Nieweg, R.D. Noyes, D.S.B. Hoon, H.-J. Wang, D.A. Elashoff, and R.M. Elashoff

Probability of Melanoma-Specific

No. at Risk
Dissection
Observation

- Sentinel Node Biopsy

- Mostimportant prognostic information in pT1b-3a melanoma
- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
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- CLND NO LONGER indicated in case of micrometastasis to the sentinel node



The Evolving Treatment Landscape for pT1b-4b cNOMO Melanoma of the Skin

- Sentinel Node Biopsy

Most important prognostic information in pT1b-3a melanoma
Negligible therapeutic benefit (ho impact on RFS, DMFS or OS)
CLND NO LONGER indicated in case of micrometastasis to the sentinel node

—_—————

—_—————

The NEW ENGLAND JOURNAL of MEDICINE

Adjuvant Nivolumab versus Ipilimumab
in Resected Stage III or IV Melanoma

J. Weber, M. Mandala, M. Del Vecchio, H.J. Gogas, A.M. Arance, C.L. Cowey
S. Dalle, M. Schenker, V. Chiarion-Sileni, |. Marquez-Rodas, ). Grob, M.0. Butler,
M.R. Middleton, M. Maio, V. Atkinson, P. Queirolo, R. Gonzalez, R R. Kudchadkar,
M. Smylie, N. Meyer, L. Mortier, M.B. Atkins, G.V. Long, S. Bhatia, C. Lebbé,
P. Rutkowsk, K. Yokota, N. Yamazaki, T.M. Kim, V. de Pril, J. Sabater, A. Qureshi,
J- Larkin, and P.A. Ascierto, for the CheckMate 238 Collaborators

The NEW ENGLAND JOURNAL of MEDICINE

The NEW ENGLAND JOURNAL of MEDICINE

l

Prolonged Survival in Stage III Melanoma
with Ipilimumab Adjuvant Therapy

AM.M. Eggermont, V. Chiarion-Sileni,J.-. Grob, R. Dummer, J.D. Wolchok
H. Schmidt, O. Hamid, C. Robert, P.A. Ascierto, J.M. Richards, C. Lebbé,
V. Ferraresi, M. Smylie, ).5. Weber, M. Maio, L. Basthol, L. Mortier, L. Thomas,
S. Tahir, A. Hauschild, .C. Hassel, F.S. Hodi, C. Taitt, V. de Pril, G. de Schaetzen,
S. Suciu, and A. Testor

Adjuvant Pembrolizumab versus Placebo
in Resected Stage III Melanoma

U. Blank, M.D., Ph.D.

The NEW ENGLAND JOURNAL of MEDICINE

Adjuvant Dabrafenib plus Trametinib in Stage Il
BRAF-Mutated Melanoma




The Evolving Treatment Landscape for pT1b-4b cNOMO Melanoma of the Skin

Sentinel Node Biopsy

- Mostimportant prognostic information in pT1b-3a melanoma

- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
————— > - CLND NO LONGER indicated in case of micrometastasis to the sentinel node

AND JOURNAL of MEDICINE
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RFS following adjuvant medical therapy in resected AJCC
7' stage lll melanoma (with SLNB >1mm)

100% GO 100%
90% | p—| 20%
2 80% 3 80%] 80%
c%_ 70% "fé 70%| S 70% -
= 60% 529/, § 60%- ‘% 60% - -
é 40% | Ty E 40%-| o m"”‘ﬁ""”‘lfwm_l ' E 40% . e .
g 30% | 36% ; 30% 38% g- B09%.] 39%
"E, 20% 4 Arm n Events Median, months (95% CI) E: 20% - Arm n Events o - Arm n_ Events Median, months (95% CI)
= D+ T 438 190 NA (47.9, NA) Pembrolizumab 514 228 20% 1 Nivolumab 453 218 SIS NA)
& 10%{ Placebo 432 262 16:6 (12 7. 22 1) 10%- Placebo 505 304 0% Ipilimumab 453 257 24.1 (16.6, 35.1)
0% | HR: O.51 952% Cl: 0.42, 0.61 0% - HR: O0.61 952 CI: 0.51,0.72 HR: O.72 95% CIl: 0.60, 0.86
o 12 24 36 as 60 72 8o o 12 24 36 as 60 72 8a o 12 24 36 48 s0 &9
Months Months Months
comMBI-AD"? KEYNOTE-0542 CHECKMATE-2383
Dabrafenib plus trametinib vs placebo Pembrolizumab vs placebo Nivolumab vs ipilimumab
| Endpoint | COMBI-AD" KEYNOTE-0542 CHECKMATE-2383
= 5 s p— ) )
= DXL AT trametl_nlb (st 8) Pembrolizumab (n=514) Nivolumab (Nn=453)
Population vs placebo (Nn=432) 2 SO e _
BRAF V600E/K only vs placebo (Nn=505) vs ipillimumab (Nn=453)
Melanoma AJCC 7th edition AJCC 7t edition AJCC 7t edition
stage Stage IlIIA-C Stage lIIA-C Stage IIB-C/IV
52% vs 36% 55% vs 38% 50% vs 39%
RFS HR: 0.51 HR: 0.61 HR: O.72
95% Cl: 0.42, 0.61 95% CIl: 0.51, 0.72 95% CIl: 0.60, 0.86
65% vs 54% 61% vs 44% 58% 2 vs 51%P
DMFS HR: 0.55 HR: 0.62 HR: O.79
95% Cl: 0.44, 0.70 95% ClIl: 0.52, 0.75 95% ClIl: 0.63, 0.99
76% vs 72%
oS Not analyzed*© Not analyzed HR: 0.86

95% Cl: 0.66, 1.12
an=370; Pn=366; “Inadequate number of events to trigger the final analysis.

1. Dummer R, et al. NN Eng/ J Med. 2020:383:1139-1148. 2. Eggermont A, et al. NEJM Evidence. 2022;1:EVIDoa2200214. 3. Larkin J, et al. C/in Cancer Res.
2023;:;29:3352-3361.
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Adjuvant Therapy of Nivolumab Combined
- With Ipilimumab Versus Nivolumab Alone in

_Patients With Resected Stage IlIB-D or Stage

IV Melanoma (CheckMate 915)

Jeffrey S. Weber, MD, PhD?; Dirk Schadendorf, MD?; Michele Del Vecchio, MD?; James Larkin, PhD, FRCP?; Victoria Atkinson, MD%;
Michael Schenker, MD®; Jacopo Pigozzo, MD’; Helen Gogas, MD, PhD8; Stéphane Dalle, MD, PhD?; Nicolas Meyer, MD, PhD*%;
Paolo A. Ascierto, MD''; Shahneen Sandhu, MBBS'?; Thomas Eigentler, MD*3; Ralf Gutzmer, MD*¢; Jessica C. Hassel, MD'®;
Caroline Robert, MD, PhD*¢; Matteo S. Carlino, MBBS, PhD'7; Anna Maria Di Giacomo, MD, PhD'%; Marcus O. Butler, MD*?;

Eva Mufioz-Couselo, MD?°; Michael P. Brown, MBBS, PhD?'; Piotr Rutkowski, MD?2; Andrew Haydon, MD?*; Jean-Jacques Grob, MD?*;
Jacob Schachter, MD, PhD?*; Paola Queirolo, MD?*?7; Luis de la Cruz-Merino, MD??; Andre van der Westhuizen, MBChB, MMed?;
Alexander M. Menzies, MBBS, PhD3°; Sandra Re, MD3!; Tuba Bas, PhD3!; Veerle de Pril, MSc3!; Julia Braverman, PhD*';

Daniel J. Tenney, PhD*!; Hao Tang, PhD?!; and Georgina V. Long, MBBS, PhD3°

TABLE 2. Treatment-Related Adverse Events®
Nivolumab Plus
Ipilimumab (n = 916), Nivolumah (n = 917), No.

No. (%) (%)
Event Any Grade Grade 3 or 4 Any Grade Grade 3 or 4
Any 863 (94.2) | 299 (32.6) | 788 (85.9) | 117 (12.8) |
Pruritus 303 (33.1) 2(0.2) 194 (21.2) 0
Fatigue 279 (30.5) 10 (1.1) 276 (30.1) 2(0.2)
Diarrhea 248 (27.1) 22 (2.4) 187 (20.4) 5(0.5)
Rash 222 (24.2) 5(0.5) 192 (20.9) 6 (0.7)
Hypothyroidism 202 (22.1) 2(0.2) 133 (14.5) 1(0.1)
Hyperthyroidism 178 (19.4) 4 (0.4) 3 (10.1) 0
Asthenia 134 (14.6) 3(03) 122(13.3) 1(0.1)
Nausea 130 (14.2) 2(0.2) 100 (10.9) 0
Headache 124 (13.5) 1(0.1) 1(8.8) 0
Increase in ALT level 121 (13.2) 30 (3.3) 2(7.9) 4 (0.4)
Increase in lipase level 105 (11.5) 48 (5.2) 7 (5.1) 17 (1.9)
Arthralgia 105 (11.5) 7(0.8) 120 (13.1) 3(0.3)
Increase in AST level 9 (10.8) 15(1.6) 9 (6.4) 1(0.1)

5 (1.

Hypophysitis | (10.5)| 19 (2.1) | 6) I 4 (0.4)

#The safety population included all patients who had received at least one dose of
trial drug. The investigators determined whether adverse events were related to a
trial drug. The events listed here were any grade reported in at least 10% of the
patients in either treatment group and occurred between the first dose and 30 days
after the last dose. The severity of adverse events was graded according to the
National Cancer Institute Common Terminology Criteria for Adverse Events,
version 4.0.

Nivolumab Plus Ipilimumab  Nivolumab
{n=920) (n =924)
Events, n (%) 327 (35.5) 347 (37.6)
100 Median (95% Cl), months NR NR
90 - HR {97.295% Cl) v nivolumab 0.92 (0.77 to 1.09) .
80 - P 269 -
64.6%
70 '
= 60 - 3
- 63.2%
w 50 1
— 1
oc 40 I
30 — I
I
20 - "
10 I
I
T T T T 1 1 T T T T T 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months)
No. at risk
(No. censored):
Nivolumab plus ipilimumab 920 783 720 669 630 605 572 547 505 371 193 74 9 0
(0) (37) (45) (56) (64) (67) (71) (79) (108) (232) (405) (521) (584) (593)
Nivolumab 924 793 21 669 615 578 554 525 476 362 181 69 5 0
(0) (42) (54) (61} (72) (83) (89) (102) (132) (231) (400) (508) (572) (577)
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- Sentinel Node Biopsy
- Mostimportant prognostic information in pT1b-3a melanoma

- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
- CLND NO LONGER indicated in case of micrometastasis to the sentinel node

- Anti-PD1 (nivolumab and pembrolizumab) and tafinlar/mekinist (in case of BRAF V600mut) approved for adjuvant therapy of stage
Il melanoma
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Changes for Stage lll from 7t to 8t AJCC Edition

7th edition

Melanoma Specific Survival According to AJCC Stage Il
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FIGURE,

e Eighh Ediion Intcmational Melanoma Dabase

Melanoma-specific survival probability

1.0

" A
0.8+ o
™ High-risk group
0.6 60% 1IIC 7
0.44
= \/ery High-risk group
Stage IIA (N=2338)
0.2 Stage IIB (N=1688) 2% 1D
! Stage IIC (N=691)
=\~ Stage IIIA (N=1006) IV NED
Stage I1IB (N=1170)
—A— Stage IlIC (N=2201)
0.0- = Stage IlID (N=205)
[ [ I I [ [ I 1
0 1 2 3 4 5 6 7 10

Time since diagnosis, years



The Evolving Treatment Landscape for pT1b-4b cNOMO Melanoma of the Skin

- Sentinel Node Biopsy
_____ > = Most important prognostic information in pT1b-3a melanoma

- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
- CLND NO LONGER indicated in case of micrometastasis to the sentinel node

—_—————p

- Anti-PD1 (nivolumab and pembrolizumab) and tafinlar/mekinist (in case of BRAF V600mut) approved for adjuvant therapy of stage Ill melanoma

- AJCC 8th edition

————— >
Pembrolizumab versus placebo as adjuvant therapy in " 8
completely resected stage 1B or IIC melanoma xzjuvantnivolumabinre eds:agem s
(KEYNOTE-716): a randomised, double-blind, phase 3 trial 1IB/C melanoma: primary results from the
- —> Jason  Luke, Piotr Rutkowski, Paola Queirolo, Michele Del Vecchio, Jacek Mackiewicz, Vanna Chiarion-Sileni, Luis de la Cruz Merino, randomlzed, phase3 CheckMate76Ktr|al

‘Muhammad A Khattak, Dirk Schadendorf, Georgina V Long, Paolo A Ascierto, Mario Mandala, Federica De Galitiis, Andrew Haydon,
Reinhard Dummer, Jean-Jacques Grob, Caroline Robert, Matteo S Carlino, Peter Mohr, Andrew Poklepovi, Vernon K Sondak, Richard A Scolyer, :
John M Kirkwood, Ke Chen, Scott ) Diede, Sama Ahsan, Nageatte Ibrahim, Alexander M M Eggermont, on behalf of the KEYNOTE-716 Investigators* Seostvedi 20N 08 AL Krineood & X5 Mchele el veochic’ dutvey Wetier,

i, " Tarek M. Meniawy ",
PacloA. Ascierto®”, Alexander M. Mencies, Piyush Durani”, Maurice Loba?’,

% Chock forupdates

A
100+
— 901
g w
g 70
a2 604
g 5o
& 404 HR 0-65 (95% C10-46-0-92)
& 304 p=0-0066
=]
5 20+ ~— Pembrolizumab
104 — Placebo
C T T T T T L U U 1
0 3 6 9 12 15 18 21 24 27
Number at risk
(number censored)

Pembrolizumab 487 465 401 340 249 149 71 n 1 0
(0) (14) (65) (115) (199) (294) (365) (414) (432) (433)

Placebo 489 475 400 336 229 149 77 27 1 0 9 . : :
0) (4 (59) (106) (192) (263) (331) (381) (406) (407) o

Ongoing debate = acceptable NNT and NNH to prevent 1 recurrence?




The Evolving Treatment Landscape for pT1b-4b cNOMO Melanoma of the Skin

Sentinel Node Biopsy
Most important prognostic information in pT1b-3a melanoma

Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
CLND NO LONGER indicated in case of micrometastasis to the sentinel node

Anti-PD1 (nivolumab and pembrolizumab) and tafinlar/mekinist (in case of BRAF V600mut) approved for adjuvant therapy of stage Ill melanoma (based on RFS/DMFS improvement)

AJCC 8th edition

Anti-PD1 nivolumab and pembrolizumab approved for adjuvant therapy of stage 1I1B/C melanoma
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No OS-benefit demonstrated for any of the
approved adjuvant therapies for Stage Il
or IIB/C melanoma (results of EORTC
1325-MG/KEYNOTE-054 pending)

10y survival data COMBI-AD (ASCO 2024)

PFS2 data of KN716 and CM 76K (ESMO 2024)
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Trametinib in Stage Il BRAF- . . . Key eligibility criteria A ) Median Median Median Median
Mutated Mel : Final Flnal Results for AdJuVant Dabrafenlb N 150 mg BID follow-up, follow-up, follow-up, follow-up,
utate elanoma: rFina + Completely resected D A 34 months | 44 months | 60 months ARIJIIHIGS
Tt : t | S
Results of the COMBI-AD Study plus Trametinib in Stage III Melanoma sl o Trametinib
Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario M 2 g QD R
Mandala, Barbara Merell, Vanna Chiarion-Sileni, Andrew Mark Haydon, Jacob G.V. Long, A. Hauschild, M. Santinami, J.M. Kirkwood, V. Atkinson, M. Mandala, > SRl I @rlie(ee 1) ! n=432 Last patient
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* No prior systemic therapy T
204ASCO - wavion  @evcigons spemiciongin S.B. Adnaik, P. Burgess, T. Jandoo, and R. Dummer . ECOG PS 0-1 | placebos
3 <«Treatment— Primary endpoint: RFS
o/ (12 months) Secondary endpoints: OS, DMFS, FFR, safety
Stratified by:
Relapse-Free Survival (ITT) « BRAF mutation (V60OE or V600K)  |2013-2014 2015 2017 2018 2020 2023>
« Disease stage (IlIA, llIB, or llIC)

Post hoc analyses:
RFS, DMFS, MSS

100%
90% -
80% -
70% A
60%
50% -

40% - P
e mr e,

30% - 39% 3&"/: 35%, e

0% 1877 o T BTHI Overall Survival (ITT)

Placebo432 264  16.6(12.7,22.1)

1. Long GV, etal. N Engl J Med. 2017;377:1813-1823; 2. Hauschild A, et al. J Clin Oncol. 2018;4:1382-1388; 3. Dummer R, et al. N Engl J Med. 2020;383:1139-1148.
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End of study 31 July 2023. Median follow-up: D+T 100.0 (0-125) months; Placebo 82.5 (1-122) months.
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End of study 31 July 2023. Median follow-up: D+T 100.0 (0-125) months; Placebo 82.5 (1-122) months. *Includes only first follow-up End of study 31 July 2023. Median follow-up: D+T 100.0 (0-125) months; Placebo 82.5 (1-122) months.
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Long-Term Follow-Up for “
Adjuvant Dabrafenib Plus

ORIGINAL ARTICLE ”

Trametinib in Stage Ill BRAF-
Mutated Melanoma: Final
Results of the COMBI-AD Study

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario
Mandala, Barbara Mereli, Vanna Chiarion-Sileni, Andrew Mark Haydon, Jacob
Schachter, Dirk Schadendorf, Thierry Lesimple, Elizabeth Ruth Plummer,
James Larkin, Monique Tan, Sachin Bajirao Adnaik, Paul Burgess, Tarveen
Jandoo, Georgina V. Long

Vi (@ et W @ProfGLongMIA

Final Results for Adjuvant Dabrafenib
plus Trametinib in Stage III Melanoma

G.V. Long, A. Hauschild, M. Santinami, .M. Kirkwood, V. Atkinson, M. Mandala,
B. Merelli, V.C. Sileni, M. Nyakas, A. Haydon, C. Dutriaux, C. Robert, L. Mortier,
J. Schachter, D. Schadendorf, T. Lesimple, R. Plummer, J. Larkin, M. Tan,
S.B. Adnaik, P. Burgess, T. Jandoo, and R. Dummer

Subgroup Analysis: Effect of Treatment on RFS by BRAF V600

Mutations (ITT)

BRAF V600E Mutations
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End of study 31 July 2023. Median follow-up: D+T 100.0 (0-125) months; Placebo 82.5 (1-122) months.
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Key eligibility criteria

« Completely resected
cutaneous melanoma
BRAF V600E/K mutant

« Stage llIA, llIB, or llIC (AJCC 7)
Resection <12 weeks before
randomization

 No prior systemic therapy

+ ECOGPS 0-1

o

n=432

Czo——|>N—§ouz>:u)

Stratified by:

Dabrafenib
150 mg BID

Trametinib
2 mg QD

2 matched

placebos

<«Treatment—
(12 months)

Primary
analysis?

Updated
analysis?

onger term

analysis® analysis

RFS, DMFS, RFS, RFS,

os DMFS

Median Median
follow-up, follow-up,
34 months 44 months

DMFS
Median
follow-up,
60 months

Primary endpoint: RFS
Secondary endpoints: OS, DMFS, FFR, safety

+ BRAF mutation (V60OE or V600K) [2013-2014

2015 2017 2018 2020 2023

« Disease stage (llIA, 11IB, or IlIC)

urrent final

Last patient
last visit was

on July 31, 2023

Post hoc analyses:
RFS, DMFS, MSS

1. Long GV, etal. N Engl J Med. 2017;377:1813-1823; 2. Hauschild A, et al. J Clin Oncol. 2018;4:1382-1388; 3. Dummer R, et al. N Engl J Med. 2020;383:1139-1148.

Subgroup Analysis: Effect of Treatment on Overall Survival by
BRAF V600 Mutations (ITT)
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End of study 31 July 2023. Median follow-up: D+T 100.0 (0-125) months; Placebo 82.5 (1-122) months.
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The Evolving Treatment Landscape for Stage |IB/C and lll Melanoma of the Skin

- Sentinel Node Biopsy
- Most important prognostic information in pT1b-3a melanoma

- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
- CLND NO LONGER indicated in case of micrometastasis to the sentinel node

Neoadjuvant checkpoint inhibition is thought to be superior to

adjuvant due to induction of a larger and broader immune repertoire
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|
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Proposed rationale for adjuvant immunotherapy
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Adjuvant (n=9)

Neoadjuvant (1=9)

- Anti-PD1 (nivolumab and pembrolizumab) and tafinlar/mekinist (in case of BRAF V600mut) approved for adjuvant therapy of stage Ill melanoma (based on RFS/DMFS improvement)

It can induce a stronger and broader tumor-
specific T cell response

It can reduce tumor burden and facilitate
easier surgical excision of the tumor

Pathologic response as fast efficacy readout
and surrogate outcome marker for survival

Pathologic response can guide further
treatment decisions regarding extent of
surgery and adjuvant therapy

Blank et al, Nature Medicine 2018

2022 ASCO

ANNUAL MEETING

Versluis et al, Nature Medicine 2020
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treatment combinations




The Evolving Treatment Landscape for Stage |IB/C and lll Melanoma of the Skin

Sentinel Node Biopsy

- Most important prognostic information in pT1b-3a melanoma
- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
CLND NO LONGER indicated in case of micrometastasis to the sentinel node

Anti-PD1 (nivolumab and pembrolizumab) and tafinlar/mekinist (in case of BRAF V600mut) approved for adjuvant therapy of stage Ill melanoma (based on RFS/DMFS improvement)

AJCC 8th edition

Anti-PD1 nivolumab and pembrolizumab approved for adjuvant therapy of stage 1I1B/C melanoma

The NEW ENGLAND JOURNAL of MEDICINE

I ResARCH SoNARY

N, 1i Adi

lj or Adj Only Pe
in Advanced Melanoma
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“ ORIGINAL ARTICLE “

Neoadjuvant Nivolumab and Ipilimumab
in Resectable Stage III Melanoma

C.U. Blank, M.W. Lucas, R A. Scolyer, BA. van de Wiel, AM. Menzies, M. Lopez-Yurda,
LL. Hoeijmakers, R.P.M. Saw, J.M. Lijnsvelt, N.G. Maher, S.M. Pulleman, M. Gonzalez,
A Torres Acosta, W.J. van Houdt, S.N. Lo, AM,J. Kuijpers, A. Spillane, W.M.C. Klop,
T.E. Pennington, C.L. Zuur, KF. Shannon, BA. Seinstra, RV. Rawson, | BAG. Haanen,
S.Ch'ng, KA.T. Naipal,J. Stretch, JV. van Thienen, MA. Rishiladze, S. Wilgenhof,

R. Kapoor, A. Meerveld-Eggink, L.G. Grijpink Ongering, A.C/. van Akkooi, LLM. Reijers,
D.E. Gyorki, D). Griinhagen, F.M. Speetjens, 5.B. Vliek,J. Placzke, L. Spain,

R.C. Stassen, M. Amini-Adle, C. Lebbé, M.B. Faries, C. Robert, P.A. Ascierto, R. van Rijn,
F.W.P. van den Berkmortel, D. Piersma, A. van der Westhuizen, G. Vreugdenhil,
MJ.B. Aarts, MA.M. Stevense-den Boer, V. Atkinson, M. Khattak, M.C. Andrews,
AJM.van den Eertwegh, M. Boers-Sonderen, G A.P. Hospers, M.S. Carlino,
J-W.B. de Groot, E. Kapiteijn, K.P.M. Suijkerbuijk, P. Rutkowski, S. Sandhu,

AAM. van der Veldt, and G.V. Long

NADINA - Trial Design
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Survival in the Intention-to-Treat Population.
an—Meier curves for event-free survival in the intention-to-treat population, which included all
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The majority of melanoma’s are diagnosed at an “early stage”
However, more patients die from “thin” (pT1-T2) as opposed to “thick”

melanomas (pT3-T4)

Stage lll

Stage IIB, IIC

STAGE

At initial diagnosis’

Stage lIA

1. https://seer.cancer.gov/statfacts/html/melan.html.

Stage | & I

category
0.01-1.00mm
1.01-2.00mm

2.01-4.00mm

>4.00mm

Thickness

5 year
survival

97%
88%

74%

56%

2. Poklepovic AS, Luke JJ. Considering adjuvant therapy for stage Il melanoma. Cancer. 2020;126:1166-1174.

Queensland
Cases Deaths
n=13,006 n=1,021
72% 29%
14% 27%
9% 26%
5% 18%

Cases
n=49,319

72%
16%

8%

4%

Deaths
n=3,660

29%

27%

27%

17%

1 Gershenwald et al. AJCC 8th Edition 2017; 2 Shaikh et al, JNCI 2016; 3 Whiteman DC, et al.J Invest Dermatol 2015; 4 Landow et al. ] Am Acad Dermatol. 2016



Gene expression profiling (GEP) for early-stage primary melanoma

e GEPs detect messenger RNA's in the primary melanoma L
* Clinical utility e 2 3
o Predict sentinel positivity (Merlin test, SkylineDx) Timm mia e g -
o Determine prognosis (RFS/DMFS/OS) S B, B -
* Development/validation of following GEPs has been most o T :
advanced R - - P Sy
o 8-GEP-CP assay (Merlin Test, Skyline Diagnostics, NL) G-
o 31-GEP assay (DecisionDx, Caste Bioscience, USA) T = I s
o 11-GEP assay (MelaGenix, NeraCare, DE) . T———n
* Additional GEP's under development, inl. RNAseq based T Beem
profiles =" = = :

Farberg et al. Dermatol Ther (Heidelb). 2022

Zz skylineox C/AJLE  NERA

BIOSCIENCES



GEP: the Merlin™ test

SkylineDx announces commercial

launch Merlin Assay as CE-IVD kit in

Europe

ROTTERDAM (the Netherlands), SAN DIEGO (CA, USA), September 1, 2022: Today, SkylineDx,

Discovery cohort (Mayo): Bellomo et al., Merlin Performance per T-stage

T-stage
Tla
Tib
T2a
T2b
T3a
T3b
T4a
T4b

T1
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13.1 20.6 [95.6 46.6
16.7 21.6 | 100 22.7
31.5 32.8 [87.5 6.5
43 447 100 3.8
0 NA 100 100
31 8.8 981 82.3
13.7 20.8 96 42
35.8 37.3 90.9 5.4
0 NA 100 100

LRisk HRisk
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20.8%
37.3%

0,0%

0,0%
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1,9%
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Complete cohort RFS 5 years (Mayo)

1.00+
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0.50-
HR: 4
p=1.78e-10
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== CP-GEP Low Risk (n=320)
0.00+ === CP-GEP High Risk (n=434)

0

10

Number at risk

CP-GEP Low Risk (n=320)1 320

CP-GEP High Risk (n=434)1 434

276

339

Relapse Free Survival

20

255

280

30
Months

222

227

30
Months

40

200

188

40

50

167

50

126

80

Total cohort size: 754

5-year follow-up data

Very significant difference between low- vs high-
risk patient group in terms of RFS

Group N # events RFS|5-years RFS| 95% CI RFS
Complete Cohort 754 141 75,7 [71.9-79.1]
CP-GEP Low Risk 320 26 88,8 [83.8-92.3]
CP-GEP High Risk | 434 115 65,8 [60.2-70.7]




GEP: the Merlin™ test

* Initially developed to identify a low-risk group * Prognostic value, complemenary to SLNB
for nodal dissemination, allowing about 40% of
patients to forego sentinel lymph node biopsy

SLNB
Eligible Population

15% SLNB+ 85% SL

Z

____ Relapse Free Survival e Distant Metastasis Free Survival _____Melanoma Specific survival
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relapse-free survival (RFS), distant metastasis—free survival (DMFS) and melanoma-specific survival (MSS) at five-years of follow-up.
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All SLNB patients are exposed to >10% The number of unnecessary

risk of surgery-related complications?. surgeries is reduced by ~40%.

Eggermont et al. European Journal of Cancer 2020

Bellomo D, Arias-Mejias S, Ramana C, et al. A model combining tumor molecular
and clinicopathologic risk factors predicts sentinel lymph node metastasis in
primary cutaneous melanoma. JCO Precis Oncol. 2020:DOI 10.1200/P0.19.00206.



RetroSenti results (CP-GEP/Idylla)

* N =051; retrospectively identified
* Primary melanoma and SLN available at UZ Brussel

53% male, 47% female

Average Breslow index: 2,49 mm

Mean age at diagnosis: 65 yo

Informative test result for all samples

Sentinel positivity
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RetroSenti results (ldylla)
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RetroSenti results (ldylla)
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Shortly after the end of his mandate as rectior of Vrije Universiteit Brussel profl. Paul De
mop was dagnosed with (metastised) melanoma; still today one of the most
tment at UZ Brussel he came In conact with

aggressive forma of cancer. During his treal
experimental treatment, | e

Prof. Bart Neyns and Ns research team. His
Immunctherapy, has shown promising results but requires addmional resear el
thon

more people, In a quicker and more affordable way out of their penile situat
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