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—_—
Stage 0 in situ * Routine imaging/lab tests Wide excisiont
Stage IA (T1a) not recommended (category 1 for stage IA) >
(<0.8 mm thick, | — |+ Imaging¥ only to evaluate gory 9
no ulceration)” specific signs or symptoms'’
Follow-up
H&P Wide excision'¥ o | (ME-10
* i category 1
Stage IB (T1b) - Routine imaging/lab| |DiScuss and (category 1)
(<0.8 mm thick tests not sentinel Sentinel
with ulceration or |[— | recommended lvmbh node node >
0.8-1.0 mm thick * Imaging9 only to '3: o ps _ o negative
+ ulceration)” evaluate specific {SL?dBy}'usu‘ Wide excisionY:¥
signs or symptoms" (category 1)
with SLNB™ Sentinel Stage Ill Workup and
node — |Primary Treatment
positive (ME-5)

*Stage IA (T1a <0.8 mm, non-ulcerated) : & SLNB -
*Stage IB (T1lb, <0.8 mm FHEESL 0.8-1 mm t ulceration) : &5 " &5 1% & SLNB |

1 »T1la {HAERE high-risk features (4FER <42 5% ~ FEZEES ~ LVI ~ mitotic rate 22/mm?) : HE%2E SLNB -

o

M If a patient’s risk of a positive sentinel lymph node (SLN) is <5%, NCCN does not recommend SLNB. This would include stage IA, T1a melanoma
(Breslow depth of <0.8 mm, nonulcerated) without other adverse features, unless there is significant uncertainty about the adequacy of microstaging
(due to positive deep margins or limited sampling of a larger lesion). If a patient’s risk of a positive SLNB is 5%-10%, NCCN recommends discussing and
considering SLNB. This would include clinical stage IB, T1b melanoma (Breslow depth <0.8 mm with ulceration or 0.8—1 mm with or without ulceration),
or T1a lesions with Breslow depth >0.5 mm and other adverse features (age <42 years, head/neck location, lymphovascular invasion, and/or mitotic
rate 22/mm?), with additive increased risk when multiple adverse features are present (Shannon AB, et al. J Am Acad Dermatol 2023;88:52-59). Ongoing
prospective investigation will further inform the utility of gene expression profiling (GEP) tests and multivariable nomograms/risk calculators (eg,

melanomarisk.org.au/snlland; mskcc.org/nomograms/melanomal/sentinel_lymph_node_metastasis), and other decision analytical models for SLNB risk
prediction (Miller JR 3rd, et al. JAMA Netw Open 2023;6:236356 and Bartlett EK, et al. Ann Surg Oncol 2024 Oct 29. Epub ahead of print. doi: 10.1245/

$10434-024-16379-2). r
RS
-
Note: All recommendations are category 2A unless otherwise indicated.
Version 2.2025, 01/28/25 & 2025 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN. - ’J
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PRINCIPLES OF SURGICAL MARGINS FOR WIDE EXCISION OF PRIMARY MELANOMA

Tumor Thickness Recommended Peripheral Surgical Margins®1-10
In situP-© 0.5-1 cm

£1.0 mm 1 cm (category 1)

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

>2.0-4.0 mm 2 cm (category 1)

>4.0 mm 2 cm (category 1)

* There are no randomized trials to inform peripheral surgical margins or depth of wide excision for MIS.

» Depth of excision into the subcutaneous fat may be adequate and considered in anatomic locations where excision to fascia would cause
significant morbidity.

* For invasive melanoma, wide excision involves removal of all tissue to the level of the fascia, which is typically preserved unless involved
by tumor. Peripheral resection margins may be modified to accommodate individual anatomic or functional considerations.’’ However,
narrower-than-recommended margins may increase the risk for margin positivity and/or local recurrence.

» The safety and efficacy of narrower surgical margins is being prospectively studied in a randomized controlled trial (NCT03860883)
to compare 1-cm versus 2-cm margins for stage Il melanoma (1-2 mm with ulceration [T2b] and >2 mm [T3a-T4b]). However, this trial
excludes patients with melanoma distal to the metacarpophalangeal joint (including subungual melanoma); on the nasal tip, eyelids, or ear;
and on noncutaneous sites.

* The gold standard for histologic assessment of excised melanoma is use of permanent sections. If complex reconstruction is anticipated,
wound closure should generally be delayed until histologic margin assessment is complete.

* Mohs micrographic surgery (MMS) is not recommended for primary treatment of invasive cutaneous melanoma when standard clinical
margins can be obtained.

» MMS may be considered selectively for minimally invasive (T1a) melanomas in anatomically constrained areas (ie, face, ears, acral sites)
along with other surgical methods that provide comprehensive histologic assessment, such as staged excision with permanent sections
for dermatopathology review.2:12

» If MMS is performed, the central debulking specimen should be analyzed histologically via permanent sections (preferred) or frozen
sections with immunostaining to provide complete staging information.3

» With respect to disease-related outcomes, there have been no prospective comparisons of different excision methods, including
conventional wide excision, MMS, and staged excision with permanent sections.

» All randomlzed controlled trials of resection margins for invasive cutaneous melanoma were performed using standard wide excision
technique. 1-10 Few trials included head/neck melanomas, and none included acral melanomas.

* In the setting of an adequate biopsy, digit-sparing surgery (\na wide excision or MMS) may be an option for subungual MIS and select thin
tumors (<0.8 mm), although further investigation is needed.’ Footnotes on ME-E 1Aof 3 |

« NCCN g@%ﬁ% >2¢cm > E%/mgﬁ§l\ﬁ7\§§@ o References on ME-E 2 of 3
- Mohs surgery (MMS) : {5JEE% » {BE B% ~ B - SEFRSHUTE | 10F 3
& staged excision B, MMS - |




National . i o
cﬂrﬂihenme NCCN Guidelines Version 2.2025 NCCN Guidelines Index

Table of Contents

NCCN gethi-y Melanoma: Cutaneous Discussion

MNetwork®
CLINICAL STAGE WORKUP#®.2.P PRIMARY TREATMENT ADJUVANT
TREATMENT
Clinical trial for
stage Il
or
Observation
{ME-11)
or
« Baseline imaging/ (category 1) stage IIB or [IC32.bb
lab tests not « Pembrolizumab Follow-up
recommended (category 1) +— ((ME-10 and
unless needed for Discuss and Sentinel « Nivolumah©e ME-11)
Stage IB (T2a)or ___ | surgical planning or | _ loffer sentinel node (category 1)
I1 {T2b or higher)¥ prior to discussion/ node negative oo
treatment® radiation therapy
= Imag !ng to evaluate (RT) to reduce local
specific signs or . R
Wide excision™ recurrence
symptoms" (category 1) (category 2B)4°
with sentinel
node biopsyw.Xx
Stage IIB-IIC : Adjuvant pembrolizumab 5 nivolumab B
5|k Category 1 & Sentinel Stage Il Workup and
node — | Primary Treatment
positive (ME-5)

Additional footnotes on ME-3A

¥ Microsatellitosis, when present in the initial biopsy or wide excision specimen, defines at least M1c and at least stage |IB dizsease. Although less well-studied than
other stage |l patient populations, SLN status does have prognostic significance in patients with microsatellitosis, with a positive SLN upstaging a patient to at least
MN2c, stage llIIC. SLNB should be considered in patients with microsatellitosis, espedially if it will alter disease management decisions.

Z For patients with stage IBAIC disease being considered for adjuvant therapy, baseline/pretreatment imaging is appropriate.

Hote: All recommendations are category 28 unless otherwise indicated.

ME-3

Wersion 2200, CAES & 200C Mabional Tomprehenshss Caniosr Mebwors® {NCSHYL, Al nights reserysd. NCCN Culdeines® and Tils Teskraion mesy nof be nepencducesd i amy fom wihout Te aypress witen pemission of MO,

TN W e



National 1 : o
cﬂr'nﬂ;rﬂhengwe NCCN Guidelines Version 2.2025 NCCN Guidelines Index

Table of Contents

NCCN ﬁ:ﬂ.ﬁg:w Melanoma: Cutaneous Discussion
CLINICAL/ WORKUP PRIMARY ADJUVANT TREATMENT
PATHOHI}GIC TREATMENTH®
STAGE
« Consider imaging® for
baseline staging IOptions®e
Stage IlIA » Imaging? to evaluate Active nodal basin + Systemic therapy based on risk
(sentinel node * | specific signs or symptoms |~ |ultrasound (US) or other of recurrencePP
positive) » Consider BRAF mutation radiographic surveillance » Preferred regimens®d
testing! without completion & Nivolumab®%™Ss3 Follow-u
lymph node dissection = & Pembrolizumab™*=% —= ME 11' P
magingd for basel (CLND) (preferred)-mm ¢ Dabrafenib/trametinib® (ME-11)
i * Imaging™ or baseline or if BRAF VG600 mutation positive
ol mode . | staging and to evaluate | _,_ |CLND, only in select - Observation
positive)hh specific signs or EFWD!DH'IE patientsnn (preferred for most A tumors)®®.PA
» BRAF mutation testing¥ (ME-11)
Stage Il Pembrolizumab (Cat.1)
{I:Ii':rlli![:f:lllllﬁr positive| —» ME-6 Nivolumab (Cat.1)
node[s

BRAF V600+ : T3 dabrafenib + trametinib

Additional footnotes on ME-5A

M Adjuvant dabrafenibftrametinib and pembrolizumab were tested in AJCC Tth Edition stage l11A with SLN metastasis 21 mm or stage IIB/C disease. Adjuvant
nivolumakb was studied in AJCC 7th Edition stage IIB/C disease (category 1 for all agents). Clinical efficacy of these agents has been demonstrated across AJCC Bth
Edition stage Il disease.

Hote: All recormmendations are category 28 unless otherwise indicated.

ME-5
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MNetwork®™
CLINICALY WORKUP
PATHOLOGIC
STAGE
Resectable
nodal
disease
= Core biopsy 'IF
preferred or fine- |
needle aspiration |
(FNA), to allow
for neoadjuvant
therapy. Excisional
stage I biopsy is not
(clinically recommended.
positive * Imaging? for
node[s]™ baseline staging

and to evaluate
specific signs or
symptoms

« BRAF mutation
testing!

|
\J

Unresectable’
borderline
resectable

PRIMARY TREATMENT

Meoadjuvant therapy
optionstuuvv:
* Preferred regimens
» Pembrolizumab
¢ Nivolumab/
ipilimumab™w-XxYy
(category 1)=
+ Other recommended
regimens
¥ Nivolumab®®
¢ Nivolumab and
relatlimalb
+ Useful in certain
circumstances
¢ Dabrafenib/
trametinib
if BRAF V600
mutation
positivef.aaa

or

tumor (category 1)

dissection (TLND)

Footnotes on ME-6A  MNeoadjuvant references on ME-GB

Note: All recommendations are category 2A unless otherwise indicated.

Wide excision
of primary
tumor®
icategory 1)

+ TLND®*®

Wide excision of primary

L

+ therapeutic lymph node

}—‘ Unresectable pathway on (ME-17)uu.bbb

ADJUVANT TREEATMENT

Systemic therapy options®?;
* Preferred regimens
{all category 1)
¥ Nivolumah®s™
» Pembrolizumahb™
» Dabrafenib/trametinib®
if BRAF V600 mutation
positive

and/or

Locoregional therapy option:

« Consider RT to nodal basin
in selected patients at high
risk for nodal recurrence
based on location, size,
number of involved nodes,
and gross and/or histologic
extracapsular extensjonddd.eee
{category 2B)

ar

Observation®®

Pembrolizumab (Cat.1)
Nivolumab (Cat.1)

Follow-up

— (ME-11)

BRAF V600+ : T3 dabrafenib +

trametinib
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SYSTEMIC THERAPY FOR METASTATIC OR UNRESECTABLE DISEASE3D.
FIRST-LINE THERAPRY SECOND-LINE OR SUBSEQUENT THERAPYP

Preferred regimens

- Anti-PD-1 monotherapy®@
v Pembrolizumaly
v Nivolumab'

« Nivolumab/ipilimumab®f8.9

« Nivolumab and relatlimab-rmbwf8.f

. Fembrnlizumah.‘lc%w-duse ipilimumab for progression following
anti-PD-1 therapy"?

Preferred regimens . Enmlr_rinit;ti'-“n“targeted therapy with BRAF V600 mutation
» Combination checkpoint blockaded positive™" " .
(preferred) v Dabrafenibframetinib

: Wi fenib/cobimetinib
+ Nivolumab/ipilimumab (category 1)&fa.h S st ua
» Nivolumab and relatlimab-rmbw . = Tumor-infiltrating lymphocyte therapy (TIL)®
(category 1)59 Disease » Lifileucel
« Anti-PD-1 monotherapy®-"2 progression, W
_ + Pembrolizumab (category 1) intolerance, " :_I;”'lf:l'a'“"ﬂb“_ ot
Metastatic or » Nivolumab (category 1)' ﬂnl:l_.f[nr - ;.Is:eglul i:?:irta-in circumstances
unr&sectﬂhle - —|projected "?H ™| For activating mutations of KIT
disease Other recommended regimens of progression » KIT inhibitor therapy
= Combination targeted therapy if BRAF with {eg. imatinib, dasatinib, nilotinib, ripretinib)
VE00 mutation positivelkLm.n BRAF-targeted - For ROS1 fusions
v Dabrafenib/trametinib (category 1) therapy + Crizotinib, entrectinib
» Vemurafenib/cobimetinib (cate » For NTRK fusions
: gory 1) Larotrectinib, entrectinib
v Encorafenib/binimetinib {category 1) b A e AN, CTTEC AN —
. | i « For BRAF fusions and non-Ve0) mutations
» Pembrolizumab/low-dose ipilimumab® v Trametinib
(category 2B) « For NRAS-mutated tumors (for progression following immune
\ e C Binimetinib® (category 251
é}%ﬁﬁ@)n% . « Combination therapy w
ot . v Pembrolizumab/lenvatinib
PD-1 E% (pembro EZ nivo ) ' Ipilimumaél'!:f.i-lntralesi::rnal T-VEC (category 2B)

i i _ « Combination BRAF/MEK + PD{L)-1 checkpoint inhibitors
N!VO + lpl (CTLA 4) (eg, dabrafenib/trametinib + pembrolizumab or vemurafenib/
Nivo + Relatlimab (LAG-3) — B%| )& preferred cobimetinib + atezolizumab if BRAF V600 mutation positive)Y
BRAF V600+ 5% A : B[ F§ BRAF/MEK inhibitors » Consider best supportive care for poor performance status
Footnotes on MELSYS 1A of 7 (HCCHN Guidelines for Palliative Care)

*TIL therapy (Lifileucel) —» BE4A > HEER Y PD-1+ BRAF/MEK #B{y#EREE -
Note: All recommendations are category 2A unless otherwise indic o%\%ﬁrfb% (ﬁ‘[:] CVD, DTIC) — @Bﬁ%%'ﬁiﬁ ) EIK%E;%, Category 2B
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» 1219 CTCAE (Common Terminology Criteria for Adverse Events, Version 4.0

Published: May 28, 2009 [v4.03: June 14, 2010]) ) > ! 3.Grade 3 ~ Grade 4

adverse event -

» %% 3 adverse event® 1 1 Grade 1z'Baselineps# £ =t * % » 25 & B F SJER
ﬁ_ﬂéf)}l’ j&jﬁgé"‘l{ljﬁ o

> ¢ * BRAF inhibitorp¥ ¥ it 2 # cutaneous SCC - p* 3 % 824 CTCAE?| % Grade 3
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CVD regimen
published C/T regimens schedule
Dacarbazine 800mg/m2, IV, D1 Q28d * 6 cycles
Cisplatin 20mg/m2, 1V, D2-5 Q28d * 6 cycles
Vinblastine 1.6mg/m2, IV, D1-5 Q28d * 6 cycles
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CVD regimen, CCr <60

published C/T regimens schedule
Dacarbazine 800mg/m2, IV, D1 Q28d * 6 cycles
Vinblastine 1.6mg/m2, IV, D1-5 Q28d * 6 cycles
Paraplatin auc*1.25mg, IV, D2-5 Q28d * 6 cycles
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regimen (Od) (of metassis)

I

Dartmouth regimen (Odd)

published C/T regimens schedule
Carmustine 150mg/m2, IV, D1 Q28d * 6 cycles
Dacarbazine 220mg/m2, IV, D1-3 Q28d * 6 cycles
Cisplatin 25mg/m2, 1V, D1-3 Q28d * 6 cycles
Nolvadex 10mg, PO, D1-3 Q28d * 6 cycles
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Dartmouth regimen (Even)

published C/T regimens schedule
Dacarbazine 220mg/m2, IV, D1-3 Q28d * 6 cycles
Cisplatin 25mg/m2, 1V, D1-3 Q28d * 6 cycles
Nolvadex 10mg, PO, D1-3 Q28d * 6 cycles
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7 -3 ¢ Dartmouth regimen (Odd), CCr < 60 (or metastasis)
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Dartmouth regimen (Odd), CCr < 60

published C/T regimens schedule
Carmustine 150mg/m2, 1V, D1-3 Q28d * 6 cycles
Dacarbazine 220mg/m2, IV, D1-3 Q28d * 6 cycles
Paraplatin auc*1.6mg, IV, D1-3 Q28d * 6 cycles
Nolvadex 10mg, PO, D1-3 Q28d * 6 cycles
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Dartmouth regimen (Even),CCr < 60

published C/T regimens schedule
Dacarbazine 220mg/m2, IV, D1-3 Q28d * 6 cycles
Paraplatin auc*1.6mg, IV, D1-3 Q28d * 6 cycles
Nolvadex 10mg, PO, D1-3 Q28d * 6 cycles
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2 2 melanoma with brain metastasis
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melanoma with brain metastasis

published C/T regimens schedule

Temodal 150mg/m2/, IV, D1-5 Q28d * 6 cycles
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: melanoma with Target therapy (or metastasis)
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melanoma with Target therapy

Target therapy schedule

Vemurafenib 960mg, oral Twice daily, continued
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it A~ D melanoma with Immunotherapy (or metastasis)

melanoma with Immunotherapy

Immunotherapy schedule

Ipilimumab 3mg/kg, IV Every 3wks, 4 sessions

Nivolumab 3mg/kg, IV Every 2 wks, at least 2 years
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