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Melanoma-Specific Survival Probability
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Melanoma-Specific Survival Probability
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NeyveHune npu I-l cT.

 PagukanbHoOe ncceyeHume onyxonu B npepenax 340poBbIX
TKaHeu (nocre onpeaeneHus TONWMHbI ONYXOSN Npu
3KCLUM3UOHHOMN bnoncum)

* MlccevyeHue pybua e meyeHue 4-8 Heo

TonwmHa onyxonu no OTcTyn
bpecrnoy

MernaHoma in situ 0,5 cm
<2 MM 1 cm

>2 MM 2 CM



buoncua curHaneHoro n/y (bBCI1Y)

National NCCN Guidelines Version 1.2020 A s
Neh gomprehensive: Cutaneous Melanoma Table of Contents
® . Discussion
Network NCCN Evidence Blocks™
CLINICAL STAGE WORKUPY-e PRIMARY TREATMENT ADJUVANT
TREATMENT
Wide excision"
* H&P ipacogony 1) Clinical trial See
* Routine imaging/lab L — |or Follow-Up
Stage IB (T2a)or Il __ :te::?r::rtended _,.|offer sentinel Seitiaal Observation %:’:;E.:_am
(>1 mm thick, N0)d hovtut node - ME-9)
« Imaging’ only to biopsyhm.ar node
evaluate specific Wid = negative
signs or symptomsX WiO SXCISIONn

(category 1)
with sentinel

node biopsy® 2\ |sentinel

node
positive

» See Stage lll Workup and
Primary Treatment (ME-4)

9Microsatellitosis, when present in the initial biopsy or wide excision specimen, defines at least N1c and at least stage llIB disease. Although less well
studied than other stage lll patient populations, SLN status does have prognostic significance in patients with microsatellitosis, with a positive SLN
upstaging a patient to N2c, stage IlIC. SLNB should be considered in patients with microsatellitosis, especially if it will alter management decisions.




BCJ1Y+: uccnenoosaHmnga MSLT-11 n
DeCOG-SLT

Probability of Melanoma-Specific
Survival

No. at Risk

Dissection
Observation
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+Censored
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P=0.55
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0.20 -

- Observation
— CLND

Events/No. of patients 5-year OS (90% Cl) 7-year OS (90% CI)
Observation: 67/233 71.4 (66.1 to 76.7) 65.9 (59.8 to 72.0)
CLND: 66/240 72.3(67.0to 77.6) 67.9 (62.0 to 73.8)
HR (CLND v observation) = 0.99 (90% Cl, 0.74 to 1.31); P= .94

1 ] L) L ] 1 1 ) Ll Ll

0 12 24 36 48 60 72 84 96 108 120

Time Since Random Assignment (months)

No. at risk:
Observation 233 217 197 170 146 114 87 59 39 19 8
CLND 240 223 200 173 136 102 78 57 41 32 21

Leiter U. et al. J Clin Oncol. 2019.
Faries MB et al. N Engl J Med. 2017.



[loka3zaHuna K nTMMageH3KTOMUK

* KNMHNYEeCKN nopaXkeHHbIe N/y

* Bbicoknun puck peumgusa

* HeobxoaMMoCTb MECTHOIO KOHTPONSA Ha 3aboneBaHneEM
* Peunane mtc B n/y



[Toaxon npu lll CcT

National
Comprehensive

NGOl Cancer

Network®

CLINICAL/

PATHOLOGIC STAGE

Stage Il

(clinically positive | —»

node[s])

WORKUP

« Core biopsy or FNA
preferred if feasible. If
needle biopsy is not
possible, incisional or
excisional biopsy is
acceptable

« Imagingl for baseline
staging and to evaluate
specific signs or symptoms

* BRAF mutation testing®

ocal therapy options:
» Intralesional injection
options:
0 T-VECKK/!!
(category 1)
0 BCG or IL-2mm
(all category 2B)
» Topical imiquimod for
superficial dermal lesions

» Palliation of symptomatic
disease
¢ Limited excision

0 Local ablation therapy
(category 2B)
Regional therapy options:
» ILIV/ILP with melphalan

Systemic therapy pptions:Y

ADJUVANT TREATMENT

S

v vaolumab" (category 1)

» Pembrolizumab* (category 1)

» Dabrafenib/trametinib®® for
patients with BRAF V600-
activating mutation (category 1)

and/or

Locoregional therapy option:

» Consider RT to nodal basin in
selected high-risk patients based
on location, size, and number of
involved nodes, gross and/or
histologic extracapsular
extension®®f (category 2B)

or

ObservationV

See Evidence Blocks on ME-6A

*A0broeaHmMHasi mepanusi 0oJsmkHa 6bimb Ha4ama He No30Hee 3 Mec rocJie onepayuu

See

—»|Follow-up
(ME-9)




AQblOBaHTHAA Tepanua

* nabpadoeHnd 150 Mr BHYTPb x 2 pasa B CYT. + TPAMETUHMND 2 Mr
BHYTPb x 1 pa3 B CyT. x 12 Mec.

* nembponunaymab 2 mr/kr (Ho He bonee 200 mr) B/B x 3 pasa
B Hefd. x 12 mec.

* HUBonymab 3 mr/kr (Ho He bonee 240 mr) B/B Kaxable 2 Hef. (Mnn
HMBoNymab 480 Mr B/B Kaxkgble 4 Hef.) x 12 MecC



BRAF-MHrMbutopsbl (oabpadeHno,
B BKPadeButipol (TpameTuHMG,

KOOMMETUHMDO




MMmmyHoTepanuda (aHTu-PD1) —
nembponnaymab, HuBorymab

PD-L1/PD-1 binding inhibits T cell
killing of tumor cell

Tumor cell

Blocking PD-L1 or PD-1 allows
T cell killing of tumor cell

Tumor cell
death




Population

BRAFm
RFS

0sS

EORTC 18071
Ipilimumab vs
placebo

Eggermont 2015
Eggermont 2016

A (>1mm), 1B,
[e

2

41% vs 30% (5
years)

65% vs 54% (5
years)

BRIM-8
Vemurafenib vs
placebo

Lewis 2017
lC, A, B, IlIC
100%

82% vs 63% (12
m); 62% vs 53%
(24 m) 79% vs 58%

(12m) 46% vs 47%
(24m) IIIC

84% vs 66% (12m) 72%

vs 56% (24 m) liC-llIB

UNK

COMBI-AD
Dabrafenib
+trametinib vs
placebo

A (>1mm), 1B,
e

100%

67% vs 44% (2
years)
58% vs 39% (3
years)

91% vs 83% (2
years) 86% vs
77% (3 years)

Summary: adjuvant therapy trials

Checkmate 238
IPl vs NIVO

B, lIC, IV

41%143%

66% vs 53% (18
months)

UNK

EORTC
1325/Keynote 054
Pembrolizumab vs
placebo

A (>1mm), llIB,
[e

HR 0.57

UNK



COMBI-AD

1-year, 88%

1-year, 56%
(95% Cl, 51%-61%)

(95% Cl, 85%-91%)

2-year, 67%
(95% Cl, 62%-72%)

HR 0.49 (95% Cl, 0.40-0.59)

3-year, 59%
(95% Cl, 55%-64%)

2-year, 44%
(95% CI, 40%-49%)

3-year, 40%
(95% Cl, 35%-45%)

4-year, 54%

— by (95% Cl, 49%-59%)

—* | 3 .
T T )

4-year, 38%
(95% Cl, 34%-44%)

X
r
=
5 60-
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e 20"
10 7
0 I L
0 4 8
No. at risk
Dabrafenib + trametinib 438 405 381
Placebo 432 322 263

ERIESVD ™™
2018

12 16 20

354 324 281
219 198 178

I L 1

24 28 32

I Ll I

36 40 44

Months Since Randomization

262 249 236
168 164 157

227 183 148
147 128 107

I

48

92
63

L L 1 1

52 5 60 64
47 13 2 0
2 4 1 0

PRESENTED BY GV LONG AT ESMO 2018



CheckMate238: HuBo vs nu

* HuBonymab — ctaHgapT nevyeHusa pesektadbegbHbix B, HIC n IV
CT. Mocne NoSIHOU LnTopeaykumum BHe 3aBUCUMOCTU OT BRAF-

cTaryca.

100
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40 ~
30
20

RFS (%)

—A— NIVO
101 -o-m

NIVO (n = 453) IPI (n = 453)

Events, n 188 239
Median, mo (95% Cl) | NR (38.7-NR) | 24.9 (16.6-35.1)
HR (95% CI)* ' 0.68 (0.56-0.82)

P <0.0001

_ 58%

0 T T T
0 3 6 9

No. at risk
NIVO 453 394 353 331
IPI 453 365 316 272

12 15
311 290
254 235

T
18

280
221

T
21 24 27 30 33 36 39 42 45

Months

270 261 249 243 234 178 50 13 0
209 203 193 185 170 122 37 12 0

Weber J. S. et al. Annals of Oncology. 2019.



KEYNOTE-054

Cragum: llIA (meTacTa3s B cTtopoxesom nly > 1 mm), llIB, llIC

JAonn naymenTon B wussix u 6e3 npuanaxos
peumamsa (%)

No. at Risk
Pembrolizumab
Placebo

40

HYucno nauwenToB

Yucno OP (95% An)

NauMeHTOoRn C
cobbiTHEM

514
505

438
415

4
-4

1

6 9 12

foabl

413 392 313
363 323 264

15

182
157

21

15
15

24

oo

MembGpo 514 135 0.57 (0,43-0.74)
' 1,00
MNnaueto ‘ 216 p<0,001
' Nembponuazymab
Nnauebo

Eggermont et al. N Engl J Med. 2018



