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Cutaneous Melanoma—Tumor, Node,

Metastasis Classification

T Classification
TX
T0

Tis
T1

12

s

T4

N Classification

NX

NO

N1 a
b
C

N2 a
b
G

N3 a
b
C

M

Classification

MO

M1a

M1b

M1c

M1d

Thickness

Ulceration Status,
Thickness Detail

Thickness cannot be assessed

No evidence of primary tumor (e.g., unknown

or regressed primary)
Melanoma in situ

<1.0 mm

1.1 mm to 2.0 mm

2.1 mmto 4.0 mm

>4.0 mm

#/Size of Metastatic
Nodes

a <08 mma
without ulceration

b: ulcerated or 0.8
to 1.0 mm

a: without ulceration
b: with ulceration
a: without ulceration
b: with ulceration
a: without ulceration
b: with ulceration

In-transit/Satellite
Metastases

Regional nodes not assessed: Except forT1,

use cN.

None

1 clinically occult node

1 clinically detected node
None

2-3 clinically occult nodes

2-3 nodes, with >1
clinically detected

1 node (clinically occult or
clinically detected)

four or more clinically
occult nodes

4 nodes, with 21 clinically
detected; or any matted
nodes

2 or more nodes
(clinically occult or
clinically detected) and/or
matted nodes

Site

none
none
none
Yes

none

none
Yes
none

none

Yes

Serum Lactate
Dehydrogenase

No evidence of distant metastasis

Distant skin, SQ, soft
tissue (incl muscle), or
nodal mets

Lung metastases

Other non-CNS visceral
metastases

CNS metastasis

(0) Not elevated
(1) Elevated

(0) Not elevated
(1) Elevated

(0) Not elevated
(1) Elevated

(0) Not elevated
(1)

1) Elevated
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Prospective Randomized Clinical Trials of Melanoma Excision Margins

Thickness
Clinical Trial N Ranges (mm)
World Health 612 0-2
( Organization
Melanoma Program
fov Trial No. 10
ol
French Cooperative 337 0-2
vl Surgical trial
L Swedish 989 0.8-2
Cooperative
Surgical Trial
~ Intergroup 740 1-4
Melanoma trial
&
AR V&
WL British Cooperative 900 >2

Group trial

DFS, disease-free survival; NS, not significant.

Source: DeVita 12th Edition

Margins-Study
Groups (cm)

1 vs 3-5

2vsbh

2vsh

2vs4

1vs3

Local Recurrence

None for 0-1 mm with
1 cm margins; for

1-2 mm, more local
recurrences with 1 cm
margins (NS)

<1% overall

0.4% (first, recurrence)
0.9% (first recurrence),
2.1% ever for 2 cm

margins; 2.6% ever for 4

cm margins

(Locoregional = local
+ in-transit + nodal)
Increase with 1 cm

margin (hazard ratio 1.26,

P=0.05)

Disease-Free
Survival

No difference; 10-y
DFS 85% and 83%,
respectively

No difference;
relative hazard rate
for 2 cm margin 1.02
(0.8, 1.3)
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Overall Survival

No difference

No difference; 10-y
survival 87% and 86%,
respectively

No difference; relative
hazard rate for 2 cm
margin 0.96 (0.75, 1.24)

10~y disease-specific
survival 70% for 2 cm
margins; 77% for 4 cm
margins (P= 0.074, NS)

Similar; trend to better
survival with 3 cm
margins, P> 0.1 (NS)
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Brief Review of Literature on Intratumoral Therapies

Response Rate Response Rate

Therapy Regimen Injection Lesions  Distant Lesions
Interferon alpha 10 million U 3x/wk rec 455 31 CR CR6%; PR 12%

IFNa2b 14% PR) (RR 180/0)
Rose Bengal (PV-10) 10% PV-10 w/v in saline, 46 % 27 %

0.5 ml/cc lesion volume
Interleukin-2 0.3-6 MIU/lesion, based 79% (719% CR) 0%

on size 3 x/wk
Electrochemical with Bleomycin (intralesional or  96% New lesions arose
bleomycin IV) plus electrical pulse soon
Imiquimod Topical daily or BID Up to 50% Low
BCG Intralesional injection 90% 17%
Talimogene laherparepvec Intralesional injection 26% 26%
(T-Vec; HSV-1 encoding .
GM-CSF) —5 Higl, Buable weirxas Rels
BCG + imiquimod BCG then, when inflamed, 67% (56% CR, -

add imiquimod (n = 9) 11 % PR)
Diphencyprone Prepared in acetone; 100% (57% CR, Not reported

administered at increasing  43% PR), based on

doses to cutaneous lesions seven patients
2,4-Dinitrochlorobenzene Intralesional 60% Not reported

CR, complete response; PR, partial response; RR, response rate; |V, intravenously; BID, twice a day; BCG, Bacillus Cz
1; GM-CSF, granulocyte macrophage—colony-stimulating factor.

£ 'No $ule L ’("'\B}"O‘[’T‘W"M M‘ﬂ"”b

o

» No Sule dw  Tpfel STFV 4

Source: DeVita 12th Edition
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Listing of Major Adjuvant Phase 3 Clinical Trials Enrolling Patients with Surgically

Resected Lymph Node Metastases

Reference

Clinical trial
name

Study arm

Stage
eligibility

Number of
patients

Median RFS
HR RFS

Landmark
RS

Median OS

HR OS

Median
follow up at
last reporting

‘Source: DeVita 12th Edition

Long et al. NEJM 2017
and Dummer et al. NEJM
2020%8°

COMBI-AD

Dabrafenib +
trametinib

b\ﬂd’w
Any T

N1a (>1 mm) or higher

MO
435

Not Reached

0.51
(0.42-0.61,
P <0.0001)

5 year: 52%
(48%-58%)
Not Reached

Not mature

60 months

(32%-41%)

Weber et al. NEJM 2017277
and Ascierto et al. Lancet
2020

Checkmate 238

Nivolumab

[pilimumab

Eggermont et al. NEJM
2018?”° and Eggermont et al.
Lancet Oncol 2021%¢

EORTC 1325 or Keynote-054

Pembrolizumab Placebo

PQ -\ blokaAs  CTLAL- Llotkods oy | Lo ckoole

Any T
N2a or higher

or M1 resected

453

52 months

0.71
(0.60-0.86,
P=0.0003)

4 year: 52%
(47 %-53%)
Not Reached

Not mature

51 months

453

24 months

4 year: 41%
(36%—-46%)

Not Reached

51 months

Any T
N1a (>1 mm) or higher
MO

514 505

0.60
(0.49-0.73,
P <0.0001)

Not Reached

Not Reached

Not mature

42 months 42 months

Grossman et al. Cancer
Discovery 2021

SWOG S1404

Pembrolizumab

Any T
N2a or higher

or M1 resected

647

0.77 (0.59-

0.99, P=0.002)

Not Reached

0.82 (0.61-1.09,

P=0.15)
47 months
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umab or
interferon
alpha

654

Not
Reached

46 months
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Source: DeVita 12th Edition

Summary of Best Clinical End Points with
Selected Therapies for the Treatment of
Advanced Melanoma

Improved
overall survival
In randomized
trials

Improved
progression-
free survival
In randomized
trials

Improved
response
duration in
randomized
trials

Validated
antitumor
activity in
single-arm trials

Agents and
combinations
no longer
supported by
results from
advanced
clinical trials

Ipilimumab (vs gp100 peptide vaccine)
Vemurafenib (vs dacarbazine)

Trametinib (vs dacarbazine)

Pembrolizumab (vs ipilimumab)

Nivolumab (vs ipilimumab)

Dabrafenib + trametinib (vs dabrafenib)
Dabrafenib + trametinib (vs vemurafenib)
Vemurafenib + cobimetinib (vs vemurafenib)
Nivolumab + ipilimumab (vs ipilimumab)

Dabrafenib (vs dacarbazine)

Trametinib (vs dacarbazine)

Nab-paclitaxel (vs dacarbazine)
Encorafenib + binimetinib (vs encorafenib)
Encorafenib + binimetinib (vs vemurafenib)

Vemurafenib + cobimetinib + atezolizumab
(vs vemurafenib + cobimetinib)

Nivolumab + relatlimab (vs nivolumab)

T-Vec (vs granulocyte macrophage—colony-
stimulating factor)

High dose interleukin-2

TIL ACT

Carboplatin-paclitaxel

Dacarbazine

Nistosurea combination chemotherapy: CVD,
biochemotherapy

Dartmouth regimen and tamoxifen-chemotherapy
combinations

Thalidomide and thalidomide-chemotherapy
combinations

Sorafenib and sorafenib-chemotherapy
combinations

Elesclomol-chemotherapy combinations
Peptide vaccines

TVEC plus pembrolizumab

Dabrafenib plus trametinib plus spartalizumab
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