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Objectives

e Describe surgical management of early-stage melanoma

* Discuss how to incorporate gene expression profiling into the
management of melanoma patients

* Describe how systemic therapies should be incorporated in
the management of early-stage melanoma
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Surgical Management of Early-stage Melanoma: Excision

Follow-up Thickness Margin
RS (mm) (cm)
WHO 1991 612 8 <2 1vs 3 NS NS
Sweden 2000 989 11 >0.8-2.0 2vs b NS NS
Intergroup 2001 468 10 1-4 2vs 4 NS NS
France 2003 326 16 <2 2vs 5 NS NS
Sweden 2011 936 6.7 >2 2vs 4 NS NS
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Surgical Management of Early-stage Melanoma: Excision

Tumor Thickness

In situ?
<1.0 mm
>1.0-2 mm
>2.0-4 mm

>4 mm
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Recommended Clinical Margins

0.5-1.0 cm

1.0 cm (category 1)
1-2 cm (category 1)
2.0 cm (category 1)

2.0 cm (category 1)



Surgical Management of Early-stage Melanoma: Excision
Melanoma Margins Trial (Mel-MarT Il, SWOG 2015)

Participants (> 18 years old) diagnosed with stage || primary invasive cutaneous
melanoma with Breslow Thickness >2mm without ulceration or >1mm with ulceration
only (pT2b-pT4b, AJCC 8™ edition) as determined by diagnostic biopsy (narrow
excision, incision or punch biopsy, and subsequent histopathological analysis.

Stratify by:

AJCC 8™ edition Stage (lIA, 1B, IIC)
Age (<45; 45-65; >65)

Gender

Country

v

WLE 1cm margin WLE 2cm margin
& SLNB & SLNB

Follow up visits at 3 months, 6 months, 12 months,
18months, 24months and then annually up to 10 years
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Surgical Management of Early-stage Melanoma: Excision
Melanoma Margins Trial (Mel-MarT Il, SWOG 2015)

Primary Endpoint: 3-year Disease-Free Survival

Statistics

* Non-inferiority log-rank test with an overall sample size of 2,998 patients (1,499 in each arm)
will achieve 90% power at a 0.05 significance level to detect a non-inferiority HR of 1.25

Completed enroliment with interim analysis by the end of 2026 and
results expected for ASCO 2027
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Surgical Management of Early-stage Melanoma: SLNB

NCCN guidelines:

e Do SLNB for >10% risk of metastatic disease
 Consider SLNB for 5-10% risk

Do Not perform SLNB for <5% risk
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Surgical Management of Early-stage Melanoma: SLNB

What factors are associated with SLN positivity?

Breslow Thickness
* Residual clinical disease or positive deep margin on shave biopsy

Tumor biology g
. = —e— CIIA CIIB —a—CIIC
* Ulceration E
@ 70 1
* Lymphovascular invasion 02‘3 60
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Age By Decade
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Surgical Management of Early-stage Melanoma: SLNB

How do we calculate likelihood of SLN positivity for a patient?

m\
1 1N 1 Melanoma A Rt
 AJCC staging/clinicopathologic features e Risk Prediction Tools
Q o —
= Table 1. Eight Genes With Expression Included in the Clinicopathologic |
S L N Gene Expression Profile (CP-GEP) Test (Modified From Bellomo et al'?)
[ J
n O m Ogra m S © _| Gene (protein) Putative function(s)
- MLANA (melanoma antigen Melanosome biogenesis [ N
recognized by t cells 1)
. na GDF15 (growth differentiation EMT, angiogenesis, metabolism
 Gene expression profiling (GEP) assays @ | factorls) >
CXCLS8 (interleukin 8) EMT, angiogenesis
LOXL4 (lysyl oxidase homologue 4) EMT, angiogenesis 4
TGFBR1 (transforming growth EMT, angiogenesis
; i factor B receptor type 1)
ITGB3 (integrin B3) EMT, angiogenesis, cell adhesion &
migration, blood coagulation
~ PLAT (tissue-type plasminogen EMT, blood coagulation
== activator)
SERPINE2 (glia-derived nexin) EMT, blood coagulation
Abbreviations: CP-GEP, clinicopathologic gene expression profile; EMT,
g - epithelial to mesenchymal transition.
S I
Gershenwald et al. CA Cancer J Clin 2017 0 10

Lo et al. J Clin Oncol 2020

Hieken et al. JAMA Surgery 2025 Calculate Risk
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Surgical Management of Early-stage Melanoma: SLNB

Patients: EA6244. Randomized Phase lll Study of Management of

Untreated Treatment Naive Primary Melanoma in Elderly Patients

primary

melanoma, SLN

indicated

Breslow =0.8 o) Randomize 1:1 )| WLE and SLN bx _[™| -Disease

OR other high- Tt evaluation

risk features o "E’ Stratification: per SOC q3m
. = N »| T1/T2 vs. T3/T4 -QOL gbm

(ulceration, = @ until disease

high mitoses, G 0 ;

+DM) %’ s Age =85 vs.<85 WLE only with {L’s"f.f.?sf?'f o

surveliliance o >

Age =75 = nodal basin | death

ECOG PS: 0-2

Risk of SLN + at A . .

least 5% Adjuvant Rx per treating physician

Primary endpoint- 2-year RFS
Co-primary endpoint — PRO at 2 years (change in FACT-G7 score)
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Management of Early-stage Melanoma: Adjuvant Therapy

KEYNOTE-716 CheckMate-76k
13% RFS advantage at 48 months 10% RFS advantage at 36 months

100 ~ ] 100 Ty )
00 Pembrolizumab g Nivolumab
71.3% 7
58.3% 27
2 80 . 80 -
‘—;f 70
g 70 . -
& 604 G f
g Placebo X '66% |
l_'l'_l- 50+ & 50 ‘ ©
8 ol € | . Placebo 61%
- 40 : :
3 30 30 1
E ts, RFS, di 1
e 204 N\:.!?‘!:} (95% cnr,n:-nc:ra\ltnhss HR (95% CIp | 20 Ve
10 4 Pembrolizumab 134 (27.5) NR (NR-NR) 0.62 (0.50-0.78) : 10 ] o PBO
Placebo 198 (40.5) 59.9 (57.6-NR)
0 T T T T T T T : I I O | | | ; | | | l | | | ; | | | | |
0 6 12 18 24 30 36 42 48 54 60 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk Months
487 457 426 401 378 358 334 277 182 57 7 No. at risk
489 452 395 363 337 308 286 239 150 59 7

PBO 264 244 224 208 201 186 176 165 145 136 94 62 24 6 4 2 1 0
Luke et al. Eur J Canc 2024
Long GV et al. presented at ESMO 2024
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Management of Early-stage Melanoma: Adjuvant Therapy

Reasons to continue to perform SLNB for high-risk stage || melanoma:

1. Not all patients will receive adjuvant therapy

100
80 —
60 —
¢ Pre-approval
Post-approval
40 — 39.6%
27.4%
20 —
6.1% 8.0%
O —
Stage IIB Stage IIC

Jakub J et al. JITC 2025
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Management of Early-stage Melanoma: Adjuvant Therapy

Reasons to continue to perform SLNB for high-risk stage || melanoma:

1. Not all patients will receive adjuvant therapy

2. Prognostication: upstaging is valuable information

pT2bNO pT2bN1la
N __S5YR 10-YR N 5YR 10-YR
—— 5225 9%  98% A 1006 93%  88%
—iB 5749 97%  94% w—|B 1170 83%  77%
= |IA 2338 94%  88% nc 2201 69% 60%

w— || B 1688 87% 82%
s | |C 691 82% 75%

| || D 205 32% 24%

Gershenwald J et al. CA 2017

2026 Debates and Didactics in Hematology and Oncology



Management of Early-stage Melanoma: Adjuvant Therapy

Reasons to continue to perform SLNB for high-risk stage || melanoma:

1. Not all patients will receive adjuvant therapy

2. Prognostication: upstaging is valuable information

3. MSS benefit for intermediate (£<3.5mm) RFS benefit for thick (>3.5mm) melanoma
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Faries J et al. NEJM 2017

Intermediate: MSS benefit of 20.6% at 10 years
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Cumulative Incidence

of Nodal Metastasis

50+
45+
40+
354
30+
25+
20+
15+

Clinically detected recurrence
(false neg. SNB)
(N=12)
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42.0%
41.4%

Clinically detected recurrence
after OBS
(N=44)

Years

Thick: RFS benefit of 7.2% at 3 years



Management of Early-stage Melanoma: Adjuvant Therapy

Reasons to continue to perform SLNB for high-risk stage || melanoma:

1. Not all patients will receive adjuvant therapy
2. Prognostication: upstaging is valuable information
3. MSS benefit for intermediate (£3.5mm) RFS benefit for thick (>3.5mm) melanoma

4. Nodal basin recurrences are demoralizing and can be difficult to manage
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Management of Early-stage Melanoma: Adjuvant Therapy

Reasons to continue to perform SLNB for high-risk stage || melanoma:

1. Not all patients will receive adjuvant therapy

2. Prognostication: upstaging is valuable information

3. MSS benefit for intermediate (£<3.5mm) RFS benefit for thick (>3.5mm) melanoma
4. Nodal basin recurrences are demoralizing and can be difficult to manage

5. SLNB is an extremely low risk procedure
— Especially compared to the 15-20% risk of grade 3 or higher toxicity with pembro or nivo
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Management of Early-stage Melanoma: Neoadjuvant Therapy

Clinical Stage IIB/C
melano?na Neoadjuvant 3 weeks <9 wks | Adjuvant Pembrolizumab

(Biopsy of primary) [—| Pembrolizumab 200mg IV » Wide ex‘l’o'iso';: andSLN |} 500mg IV every 3 weeks
N =63 1 dose y for one year

Primary endpoints:
SLN positivity rate
Safety and tolerability of PD-1 blockade in the peri- and post-operative setting

Hypothesis: Neoadjuvant anti-PD1 therapy would decrease SLN
positivity rate by 50% compared to historical control

Trial Cohort % Historical 0
_ (No./total) IBAIC | Cohort %

SLN positivity rate 27 (17163) 33/30 32.1 0.384

Karakousis G et al. presented at ASCO 2025.

2026 Debates and Didactics in Hematology and Oncology



Management of Early-stage Melanoma: Neoadjuvant Therapy

Clinical Stage Il

Disease
Melanoma | MPR3 . :
N=20 Neoadjuvant surveillance

SLN mapping,
FUEL LB iy SLNB, and wide

- Dx on partial biopsy mapping NIVO 480 mg local excision Adjuvant
. Stage IIB/C; or Stage IIA X 2 cycles Non- RELA 160 mg +
with 220% risk of I MPR NIVO 480 mg
recurrence at 5 yrs!2 Baseline x 11 cycles
Pathological
response

Co-Primary Endpoints: Secondary Endpoints:

1. Pathological response rate 1. SLNB positivity rate

2. Feasibility and acceptability 2. Melanoma EFS, RFS, and OS
3. Adverse event profile

Long G et al. presented at ASCO 2026.

2026 Debates and Didactics in Hematology and Oncology



Management of Early-stage Melanoma: Summary

« All patients should undergo definitive excision with appropriate margins
e Stay tuned for MelMarT-Il results!

e AJCC staging and risk nomograms should guide decisions about SLNB
e Patients with a risk of at least 5% should be offered SLNB

 All patients with stage IIB and IIC should be considered for adjuvant
pembrolizumab or nivolumab

* All clinical stage Il patients should be offered SLNB regardless of plan for adjuvant

* Neoadjuvant immunotherapy for stage Il melanoma should be performed on
a clinical trial
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