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Table 1

American Joint Committee on Cancer (AJCC)
Definitions of TNM for Melanoma (8th ed., 2016)

Definition of Primary Tumor (T)

T Cateqgory Thickness Ulceration Status
TX: pnmary tumor thickness cannot be assessed | Not applicable | Not applicable
(eqg, diagnosis by curettage)
T0: no evidence of pnimary tumor (eg, unknown | Not applicable | Not applicable
primary or completely regressed melanoma)
Tis (melanoma in situ Mot applicable | Not applicable
T <1.0 mm Unknown or unspecified
TMa <0.8 mm Without ulceration
T1b <0.8 mm With ulceration
0.8—1.0 mm With or without ulceration
T2 >1.0-2.0 mm Unknown or unspecified
T2a >1.0-2.0 mm Without ulceration
T2b >1.0-2.0 mm With ulceration
T3 >2 0-4.0 mm Unknown or unspecified
T3a =2 0.0 mm Without ulceration
T3b >2 0—1.0 mm With ulceration
T4 >4.0 mm Unknown or unspecified
Tda >4 0 mm Without ulceration
T4b >4 0 mm With ulceration

The AJCC 8th Edition Cancer Staging System will be implemented on January 1, 2018.
For the AJCC Tth Edition Staging Manual, visit www.springer.com.

Uszed with permission of the American Joint Committee on Cancer (AJCC), Chicago, lllinois. The original and primary source for this information is the AJCC
Cancer Staging Manual, Eighth Edition (2016) published by Springer Science+Business Media. (For complete information and data supporting the

staging tables, visit www springer.com.) Any citation or quotation of this material must be credited to the AJCC as its primary source. The inclugion of this
information herein does not authorize any reuse or further distribution without the expressed, written permission of Springer SBEM, on behalf of the AJCC.
ersion 1.2018, 907117 © Nabioral Comprehensive Cancer Meiwork, Inc. 2017, Al righis resemved. The HOCH Suideines® and this Busiration meay mot be reproduced inamy form without the express writhen permission of BOCRE, ST—'I

Continue
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Definition of Regional Lymph Node (N)

Extent of regional lymph node and/or lymphatic metastasis
N Category | Number of tumor-involved regional lymph node Presence of in-transit, satellite, and/or microsatellite
metastases
NX Regional nodes not assessed (eg, SLN biopsy not performed, No
regional nodes previously removed for ancther reason)
Exception: pathological N category is not required for T1
melanomas, use cN.
NO No regional metastases detected No
N1 One tumor-involved node or in-transit, satellite, andfor microsatellite metastases with no tumor-involved nodes
N1a One clinically occult (ie, detected by SLN biopsy) No
N1b One clinically detected No
Nic No regional lvmph node disease Yes
N2 Two or three tumor-involved nodes or in-transit, satellite, and/or microsatellite metastases with one tumor-involved node
N2a Two or three clinically occult (ie, detected by SLN biopsy) No
Nz2b Two or three, at least one of which was dinically detected No
N2c One clinically occult or clinically detected Yes
N3 Four or more tumor-involved nodes or in-transit, satellite, and/or microsatellite metastases with two or more tumor-involved
nodes, or any number of matted nodes without or with in-transit, satellite, and/or microsatellite metastases
N3a Four or more clinically occult (ie, detected by SLN biopsy) No
N3b Four or more, at least one of which was clinically detected, or No
presence of any number of matted nodes
N3c Two or more clinically occult or clinically detected and/or Yes
presence of any number of matted nodes

The AJCC 8th Edition Cancer Staging System will be implemented on January 1, 2018.
For the AJCC Tth Edition Staging Manual, visit www.springer.com.

Used with permission of the American Joint Committee on Cancer (AJCC), Chicago, lllincis. The original and primary source for this information is the AJCC
Cancer Staging Manual, Eighth Edition (2016) published by Springer Science+Busineas Media. (For complete information and data supporting the

staging tables, vlsltw ) Any citation or quotation of this material must be credited to the AJCC as its primary source. The inclusion of this
information herem does not authorize any reuse or further distribution without the expressed, written permission of Springer SBM, on behalf of the AJCC.

Wersion 1.2012, 90117 © Matioral Comprehersive Canoer Metwork, InC. 2017, Al rghis resensed. The NCCON Guideines® and this Busiration may mRot be reproducsd inamy form without the sxpress wiitten permission of BCCN®

Ce
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Definition of Distant Metastasis (M)

M Criteria
M Catego Anatomic site LDH level
No evidence of distant metastasis  Not applicable
M1 Evidence of distant metastasis See below
M1a [hstant metastasis to skin, soft tissue including muscle, Mot recorded or unspecified
M1a(0) and/or nonregional lymph node Mot elevatad
M1a(1 Elevated
M1b Distant metastasis to lung with or without M1a sites of disease | Not recorded or unspecified
M1b(0) Mot elevated
M1b(1 Elevated
Mic [hstant metastasis to non-CNS visceral sites with or without Mot recorded or unspecified
M1c(0) M1a or M1b sites of disease Mot elevatad
M1c(1 Elevated
M1d Dhstant metastasis to CNS with or without M1a, M1b, or M1c Mot recorded or unspecified
M1d{0) sites of disease Normal
M1d(1) Elevated
* Serum lactate dehydrogenase (LDH)
* Suffixes for M category: (0) LDH not elevated, (1) LDH elevated.
* No suffix is used if LDH is not recorded or is unspecified.
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T ?emprchcnswc NCCN Guidelines Version 1.2018 Staging MﬁumﬂlmaﬂudﬂxT m‘ ;E nde
CancE able of Contents
WZT:;I;” Melanoma Discussion
AJCC PROGNOSTIC STAGE GROUPS
Clinical Staging (cTNM)" Pathological Staging (pTNM)T
T N M T N M
Stage 0 |Tis NO MO Stage 01T | Tis NO MO
StagelA |Tla NO MO Stage lA | Tla NOD MO
StagelB |T1b NO MO Tib NO MO
T2a NO MO Stage IB T2a NO MO
Stage lIA |T2b NO MO Stage llA | T2b NOD MO
T3a NO MO T3a NOD MO
Stage lIB | T3b NO MO Stage llB | T3b NO MO
T4a NO MO Tda NO MO
Stage lIC | T4b NO MO Stage IC | Tdb NO MO
Stage Il |AmyT. Tis| =N1  |MO Stage A | T1ab T2a N1a, N2a MO
Stage IV |AnyT | AnyN | M1 Stage lIB | TO N1b, N1c MO
T1ab, T2a N1bic, N2b MO
*Clinical staging includes microstaging of the primary melanoma and T2b, T3a Nia/bic, N2a/b MO
clinicaliradiclogic/biopsy evaluation for metastases. By convention, Stage IC | TO N2bic, N3bic MO
clinical staging should be used after biopsy of the primary melanoma, T1ahb, T2ab, T3a |N2c, N3abic MO
i el e o egna nd ot estases ot Th Tl [AyNaNi |0
clinical and pathological classification. Diagnostic biopsies to evaluate Tdb Nia/blc, N2albic |MD
pussil_:l& regional andfor distant me.tqstasis also are included. Note Stage o Tdh N3ahic M0
there is only one stage group for clinical Stage Il melanoma. Stage IV Any T, Tis Any N M

TF'athDI{:gicaI staging includes microstaging of the primary melanoma, including
any additional staging information from the wide-excision (surgical) specimen that
constifutes primary tumor surgical treatment and pathological information about the
regional lymph nodes after SLN biopsy or therapeutic lymph node dissection for

ThE AJCC 8th Edition Cancer Staging System will be clinically evident regional lymph node disease.
II'I'IIII|IEH’IE-'I'It€C_| on January '_|. ?mﬂ- For 1:+IE AJCC Tth fTPathological Stage 0 (melanoma in sifu) and T1 do not require pathological evaluation
Edition Staging Manual, visit www.springer.com. of lymph nodes to complete pathological staging: use o information to assign their

pathological stage.
Used with permission of the American Joint Committee on Cancer {AJCC), Chicago, lllincis. The criginal and primary source for this information is the AJCC
Cancer Staging Manual, Eighth Edition (2016) published by Springer Science+Business Media. (For complete information and data supporting the
staging tables, w:-'.ltmdpf.muﬁuﬂm ) Any citation or quotation of this material must be credited to the AJCC as its primary source. The incluzion of this
information herem does not authorize any reuse or further distribution without the expressed, written permission of Springer SEM, on behalf of the AJCC.
wiersion 1.2018, 90114117 @ Natonal Comprehensive Canoer Metwork, Inc. 2017, A1 nights reserved. The NGON Guidelines® and this Bestration may not be reproduced in amy for without the =xpress writhen permission of BICOR®. STJI
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PRINCIPLES OF SURGICAL MARGINS FOR
WIDE EXCISION OF PRIMARY MELANOMA

Tumor Thickness Recommended Clinical Margins?
In situ? 0.5-1.0 cm
=<1.0 mm 1.0 cm (category 1)
>1.0-2 mm 1-2 cm (category 1)
>2.0—4 mm 2.0 cm (category 1)
>4 mm 2.0 cm (category 1)

* Margins may be modified to accommodate individual anatomic or functional considerations.

'For large melanoma in situ (MIS), lentige maligna type, surgical margins =0.5 cm may be necessary to achieve histologically negative margins; technigues for more
exhaustive histologic assessment of margins should be considered. For selected patients with positive margins after optimal surgery, consider topical imigquimod (for
patients with MIS) or RT (category 2B).

2Excision recommendations are bazed on measured clinical miargins taken at the time of surgery and not gross or histologic marging, as measured by the pathologist
(category 1).

Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: MCCH believes that the best management of any patient with cancer is in a elinical tnal. Participation in clinical trials is especially encouraged.

Siersion 1.201E, #0914 7T © Haboral Comprehenesiee Cancer Metwork, Inc. 20H T, A0 righis reseneed. The HECH Guidedines® and this Besiration may mot be reproducsd i amy fom without the sspress writhen psrilssion of BRCTHE, ME—D
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PRINCIPLES OF RADIATION THERAPY FOR MELANOMA
Consider RT in the following situations:’

PRIMARY DISEASE
* Adjuvant treatment in selected patients with factors including, but not limited to deep desmoplastic melanoma with narrow margins,
extensive neurofropism, or locally recurrent disease.

REGIONAI DISEASE?
» Adjuvant treatment in selected patients following resection of clinically appreciable nodes (category 2B)? if
» Extranodal tumor extension AND/OR
{ Parotid: 21 involved node, any size of involvement
0 Cervical: 22 involved nodes and/or 23 cm tumor within a node
O Axillary: 22 involved nodes and/or 24 cm tumor within a node
¥ Inguinal: 23 involved nodes and/or 24 cm tumor within a node
* Palliative
¢ Unresectable nodal, satellite, or in-transit disease

METASTATIC DISEASE
* Brain metastases
(See NCCN Guidelines for Central Nervous System Cancers)
» Stereotactic radiosurgery as primary treatment
» Stereotactic radiosurgery as adjuvant treatment
» Whole brain radiation therapy as primary treatment
» Whole brain radiation therapy as adjuvant treatment (category 3)*
+ Other symptomatic or potentially symptomatic soft tissue and/or bone metastases?

linteractions between radiation therapy and systemic therapies (eg, BRAF inhibitors, interferon alfa-2b, immunotherapies, checkpoint inhibitors) need to be very
carefully considered as there is potential for increased toxicity.

25 wide range of radiation dosaffractionation schedules is effective. Hypofractionated regimens may increase the risk for long-term complications.

3adjuvant nodal basin RT is associated with reduced lymph node field recurrence but has shown no improvement in relapse-free or overall survival. Its benefits must be
weighed against potential toxicities. The impact of these potential toxicities should be considered in the context of other adjuvant treatment options.

4.-|1'u.|dju1.'ar'|t whole brain radiation following resected melanoma brain metastasis is controversial and should be considerad on an individual patient basis.

Mote: All recommendations are category 2A unless otherwise indicated. Continue
Clinizal Trials: NCCH believes that the best management of any patient with cancer is in a elinical tral. Participation in clinizal trials is especially encouraged. ME.F

ersion 1.2012, 901117 © Natoral Comprehensive Canoer Meiwork, Inc. 20107, A nighis resenved. The NCCN Guidedines® and this Busiration meay mot be reproducesd Inamy form without the express writhen permission of BCTN®. {1 GF 3]
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i
CVD regimen
published C/T regimens schedule
Dacarbazine 800mg/m2, IV, D1 Q28d * 6 cycles
Cisplatin 20mg/m2, IV, D2-5 Q28d * 6 cycles
Vinblastine 1.6mg/m2, IV, D1-5 Q28d * 6 cycles
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i A
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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50 A
Dartmouth regimen (Odd)
published C/T regimens schedule
Carmustine 150mg/m2, 1V, D1 Q28d * 6 cycles
Dacarbazine 220mg/m2, IV, D1-3 Q28d * 6 cycles
Cisplatin 25mg/m2, IV, 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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i
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




2 d %..%m’?é'%(melanoma)

7 -4 : Dartmouth regimen (Even),CCr < 60 (or metastasis)

g i
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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B+ % 2 melanoma with brain metastasis

B g

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

Target therapy schedule

Vemurafenib 960mg, oral Twice daily, continued




1=~ D melanoma with Immunotherapy (or metastasis)
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melanoma with Immunotherapy

Immunotherapy schedule

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

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