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Clinical Trials: NCCN believes that

the best management for any cancer

patient is in a clinical trial.

Participation in clinical trials is

especially encouraged.



Clinical Presentation and Preliminary Workup (ME-1)

Stage 0 (in situ), Stage IA, IB (ME-2)

To find clinical trials online at NCCN

Stage IB, Stage II (ME-3)

Member Institutions, click here:

Stage III (ME-4)

nccn.org/clinical_trials/physician.html.

Stage III (Clinical Satellite or In-Transit) (ME-5)

NCCN Categories of Evidence and

Stage III (Clinical Satellite or In-transit) Post Primary Treatment (ME-6)

Consensus: All recommendations

Stage IV Metastatic (ME-7)

are category 2A unless otherwise

Follow-up (ME-8 and ME-9)

specified.

True Scar Recurrence (Persistent Disease); Local, Satellite, and/or

See NCCN Categories of Evidence

In-Transit Recurrence (ME-10)

and Consensus.

Local, Satellite, and/or In-transit Recurrence Post Primary Treatment (ME-11)

Nodal Recurrence (ME-12)

NCCN Guidelines for Patients®

Distant Metastatic Disease (ME-13)

available at www.nccn.org

Risk Factors for Melanoma Development (ME-A)

Principles of Biopsy and Pathology (ME-B)

Principles of Imaging (ME-C)

Principles of Surgical Margins for Wide Excision of Primary Melanoma (ME-D)

Principles of Complete Lymph Node Dissection (ME-E)

Principles of Radiation Therapy for Melanoma (ME-F)

Systemic Therapy for Metastatic or Unresectable Disease (ME-G)

Management of Toxicities Associated with Immunotherapy and Targeted Therapy (ME-H)



Staging (ST-1)



The NCCN Guidelines® are a statement of evidence and consensus of the authors regarding their views of currently accepted approaches to treatment.

Any clinician seeking to apply or consult the NCCN Guidelines is expected to use independent medical judgment in the context of individual clinical

circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network® (NCCN®) makes no representations or

warranties of any kind regarding their content, use or application and disclaims any responsibility for their application or use in any way. The NCCN

Guidelines are copyrighted by National Comprehensive Cancer Network®. All rights reserved. The NCCN Guidelines and the illustrations herein may

not be reproduced in any form without the express written permission of NCCN. ©2016.
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Updates in Version 1.2017 of the NCCN Guidelines for Melanoma from Version 3.2016 include:

Global Changes:

• A new section for "Risk Factors for Melanoma Development" was added that lists risks for developing single or multiple primary melanomas,

including subsequent primaries after index diagnosis. (ME-A)

• Two new sections were added that include treatment response assessment and subsequent treatment options for Stage III (clinical satellite

or in-transit) (ME-6) and Local, satellite, and/or in-transit recurrence (ME-11).

• A new section for “Principles of Imaging” that includes recommendations for “Initial Workup,” "Treatment Response Assessment," and

“Follow-up/Surveillance” was added to clarify imaging recommendations. Recommendations for specific imaging modalities (ie, CT, PET,

MRI) were removed from the algorithms and described in greater detail in the new imaging section. (ME-C)

ME-1

• Clinical Presentation:

First bullet revised: "Suspicious pigmented skin lesion"

New bullet added: "Assessment of melanoma-related risk factors." This bullet was previously under "Preliminary Workup".

• Footnote "a" revised: "Risk factors for melanoma include family history of melanoma, prior primary melanoma, and other factors such as

atypical moles/dysplastic nevi. See Risk Factors for Melanoma Development (ME-A)."

• Footnote "e" revised: "In the absence of metastatic disease, BRAF testing of the primary cutaneous melanoma is not recommended

unless required to guide systemic therapy."

• Footnote "f" revised: "Microsatellitosis is defined in the CAP 2016 melanoma protocol (version 3.4.0.0) as "the presence of tumor nests

greater than 0.05 mm in diameter, in the reticular dermis, panniculus, or vessels beneath the principal invasive tumor but separated

from it by at least 0.3 mm of normal tissue on the section in which the Breslow measurement was taken" (Harrist TJ, Rigel DS, Day CL

Jr, et al. “Microscopic satellites” are more highly associated with regional lymph node metastases than is primary melanoma thickness.

Cancer 1984;53:2183-2187). The presence of microsatellitosis is associated with higher risk of recurrence. The AJCC Cancer Staging

Manual, Seventh Edition (2010) has recommended that microsatellitosis be retained in the category of N2c disease. Although the initial

mangagment of these patients is similar to patients with equivalent primary tumor thickness without microsatellitosis, their follow-up is

more frequent, commensurate with their increased risk of recurrence."

ME-2

• Workup: For stages 0 in situ, I, and II, recommendation revised, "Recommend Imaging only to evaluate specific signs or symptoms."

(Also applies to ME-3)

• Footnote "i" revised: "Chest/abdominal/pelvic CT with contrast, brain MRI with contrast, and/or FDG PET/CT. Neck CT with contrast

if clinically indicated. Scans performed with contrast unless contraindicated. Contrast not necessary for CT chest screening for lung

metastases. See Principles of Imaging--Workup (ME-C)."

• Footnote "j" added: "Consider nodal basin ultrasound prior to SLNB for melanoma patients with an equivocal regional lymph node

physical exam. Nodal basin ultrasound is not a substitute for SLNB. Negative nodal basin ultrasound is not a substitute for biopsy of

clinically suspicious lymph nodes. Abnormalities or suspicious lesions on nodal basin ultrasound should be confirmed histologically."

• Footnote "l" revised: "...Subset analysis of prospectively collected data suggest that the presence of a positive SLNB is associated with

improvement in distant metastasis-free survival among patients with melanomas 1.2–3.5 mm thick..."
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ME-4

• Stage III (sentinel node positive)

Workup: Recommendation revised, "Recommend Imaging to evaluate specific signs or symptoms."

Adjuvant treatment: "High-dose ipilimumab (category 2B)" changed to "High-dose ipilimumab for SLN metastasis &gt;1 mm" with a

category 2A recommendation.

• Stage III (clinically positive node[s]):

Workup: Recommendation revised, "Recommend Imaging for baseline staging and to evaluate specific signs or symptoms."

Adjuvant Treatment:

◊◊The treatment options were reorganized into two categories, "Locoregional option" and "Systemic options."

◊◊It was clarified that the recommendation "Consider RT to nodal basin in selected high-risk patients...." should be done before

moving to the list of "Systemic options."

◊◊Systemic options: High-dose ipilimumab changed from category 2B to category 1.

• Footnote "t" revised: "Adjuvant ipilimumab (10 mg/kg) is associated with improvement in recurrence-free and overall survival. Its impact

on overall survival has not been reported. The recommended dose of ipilimumab (10 mg/kg)This regimen was associated with a high

incidence of adverse events, which led to the discontinuation of treatment in 52 53% of patients. There was a 1% drug-related mortality

rate. Due to toxicity, careful selection of patients is warranted."

• Footnote "u" revised: "The clinical trial excluded patients with sentinel lymph node metastases ≤1 mm in size and who did not undergo

CLND. The decision to use adjuvant high-dose ipilimumab should be based on risk of recurrence balanced against the high risk of

severe treatment-related toxicity. It is unclear whether the decision to use adjuvant high-dose ipilimumab should be based on CLND."

• Footnote "v" revised: "Adjuvant 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."

ME-5

• Column heading revised: "Clinical/Pathologic Stage."

• "Clinical Stage" revised: "Stage III (clinical satellite or in-transit)."

• Workup: Recommendation revised, "Recommend Imaging for baseline staging and to evaluate specific signs or symptoms."

• Primary Treatment recommendations revised:

Clinical trial (preferred)

"Systemic therapy" moved from the bottom of the list to the second treatment option (after Clinical trial).

• Footnote "y" revised: "In-transit metastasis is defined as intralymphatic tumor in skin or subcutaneous tissue more than 2 cm from the

primary tumor but not beyond the nearest regional lymph node basin. (Definition from CAP 2012 Melanoma Protocol [version 3.2.0.0])

Intralymphatic metastases can be characterized as clinically detectable satellite metastases (visible cutaneous and/or subcutaneous

metastases occurring within 2 cm of the primary melanoma), or in-transit metastases (regional cutaneous and/or subcutaneous

metastases identified at a distance greater than 2 cm from the primary melanoma). The 2-cm cutoff is consistent with AJCC staging

definitions and is without known clinical relevance."

• Footnote "aa" revised: "Consider sentinel node biopsy for resectable satellite/in-transit disease (category 2B)..."

UPDATES
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ME-7

• Stage IV Metastic; Workup bullets revised:

First bullet: "Biopsy preferred over FNA if archival tissue not available for genetic analysis."

Third bullet: "Recommend Imaging for baseline staging and to evaluate specific signs and symptoms."

• Footnote "ee" revised: "Initial presentation with stage IV disease or clinical recurrence should be confirmed pathologically whenever possible or if

clinically indicated. Obtain tissue for genetic analysis (screening for mutations in BRAF, and in the appropriate clinical setting, C-KIT) from either

biopsy of the metastasis (preferred) or archival material if the patient is being considered for targeted therapy or if the mutation status is relevant to

eligibility for participation in a clinical trial."

ME-8

• Follow-up:

Stage 0 in situ: New bullet added, "Routine imaging to screen for asymptomatic recurrence or metastatic disease is not recommended."

Stage IA-IIA NED:

◊◊Third bullet revised: "Routine imaging to screen for asymptomatic recurrent/recurrence or metastatic disease is not recommended."

◊◊Revised last bullet, "Recommend Imaging as indicated to investigate specific signs or symptoms."

• Under "Recurrence," language changed "Persistent disease or True local scar recurrence (persistent disease)."

• Footnote "ff" (Common Follow-up Recommendations for All Patients) revised:

Fourth bullet: "Regional lymph node ultrasound may be considered in patients with an equivocal lymph node physical exam, patients who were

offered but did not undergo SLNB, patients in whom SLNB was not possible (or not successful), or patients with a positive SLNB who did not

undergo complete lymph node dissection (CLND). At this point, nodal basin ultrasound has not been shown to be a substitute for SLNB or CLND.

Regional lymph node ultrasound should be performed in patients with an equivocal lymph node exam. For patients who were offered but did not

undergo SLNB, patients in whom SLNB was not possible (or not successful), or patients with a positive SLNB who did not undergo complete

lymph node dissection (CLND), consider regional lymph node ultrasound every 3–12 months for the first 2–3 years after diagnosis, depending on

the conditional risk of nodal recurrence."

New bullet added, "Consider referral to a genetics counselor for p16/CDKN2A mutation testing in the presence of 3 or more invasive melanomas,

or a mix of invasive melanoma and pancreatic cancer diagnoses in an individual or family."

• Footnote "hh" revised: "Persistent disease or True local scar recurrence (persistent disease) is defined by the presence of in situ and/or radial

growth phase."

• Footnote "ii" revised: "Local, satellite recurrence without in situ or radial growth phase, with intralymphatic deep dermal or subcutaneous fat

recurrence within the melanoma scar or satellite metastasis adjacent to the melanoma scar."

ME-9

• Follow-up; Stage IIB-IV NED:

Third bullet revised: "Recommend Imaging as indicated to investigate specific signs or symptoms."

Fourth bullet revised: "Consider imaging every 3–12 mo (unless otherwise mandated by clinical trial participation) to screen for recurrent/

recurrence or metastatic disease (category 2B)."

Last bullet revised: "Routine imaging to screen for asymptomatic recurrent/recurrence or metastatic disease is not recommended after 3-5 years."

• Footnote "jj" revised: "The duration and frequency of follow-up and intensity of cross-sectional imaging should be based on the conditional

probability of recurrence at any point in time after initial treatment."

• Footnote removed: "Consider chest x-ray for surveillance of lung metastases" and placed in the new Principles of Imaging section (ME-C).

Continued
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ME-10

• "True scar recurence (persistent disease)" pathway: Under "Treatment of Recurrence," recommendation revised, "Consider lymphatic

mapping/SLNB according to primary tumor scar recurrence characteristics."

• "Local, satellite, and/or in-transit recurrence" pathway:

Workup section revised:

◊◊First bullet: "FNA, preferred, if feasible, or core, incisional, or excisional biopsy as clinically indicated."

◊◊Second bullet: "Imaging to assess extent of disease and to evaluate specific signs or symptoms."

◊◊Bullet removed: "Consider imaging for baseline staging (category 2B)."

"Treatment of Recurrence" recommendations revised:

◊◊Clinical trial (preferred)

◊◊"Systemic therapy" moved from the bottom of the list to the second treatment option (after Clinical trial).

ME-12

• Nodal recurrence

Workup

◊◊First bullet revised: "FNA, preferred, if feasible, or core, incisional, or excisional biopsy as clinically indicated."

◊◊Second bullet revised: Recommend Imaging for baseline staging to assess extent of disease and to evaluate specific signs or

symptoms."

◊◊After "Workup" a new bifurcation was added for "Disease limited to to nodal recurrence" and "Systemic disease".

After "Disease limited to nodal recurrence" language clarified, "No previous lymph node dissection" and "Previous lymph node

dissection."

After "Previous lymph node dissection," Revised, "Unresectable or Systemic disease." As noted above, "Systemic disease" was added as

a separate pathway after "Workup."

Treatment of Recurrence; For the "Resectable" pathway, clarified recommendation, "Excise nodal recurrence; and if previously incomplete

lymph node dissection, complete lymph node dissection."

Adjuvant Treatment:

◊◊The treatment options were reorganized into two categories, "Locoregional option" and "Systemic options."

◊◊It was clarified that the recommendation "Consider RT to nodal basin in selected high-risk patients..." should be done before moving to

the list of "Systemic options."

◊◊Systemic options: High-dose ipilimumab changed from category 2B to category 1.

• Footnote "kk" is new: "Disease is defined as technically unresectable (ie, involvement of a major neurovascular structure) or clinically

unresectable (ie, remote nodal disease), where surgery alone would have minimal clinical benefit."

• Footnote removed: "Biopsy preferred if recurrence is unresectable."
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ME-13

• Distant metastatic disease

Workup recommendations revised:

◊◊First bullet: "FNA preferred, if initial resection is planned. Biopsy (core, excisional or incisional) preferred if initial therapy is to be

systemic FNA, core, incisional, or excisional biopsy as clinically indicated."

◊◊Last bullet: "Recommend Imaging for baseline staging and to evaluate specific signs and symptoms."

Treatment of Metastatic Disease

◊◊Disseminated (Unresectable):

––With brain metastases: Revised, "Consider primary RT or palliative resection and/or ± adjuvant RT for brain metastases."

––With and without brain metastases:

▪▪For both pathways, language was added above the treatment list "Options include:"

▪▪Second bullet revised: "Systemic therapy (preferred)"

▪▪Fourth bullet revised: "Consider palliative resection and/or RT for symptomatic extracranial disease."

▪▪Last bullet revised: "Best supportive/palliative care"

ME-B Principles of Biopsy and Principles of Pathology

• Biopsy

First bullet revised: "Excisional biopsy (elliptical, punch, or saucerization/deep shave) with 1–3 mm margins preferred..."

Fourth bullet revised: "Superficial shave biopsy may compromise pathologic diagnosis and complete assessment of Breslow thickness..."

• Pathology

Second bullet revised: Minimal elements to be reported should include Breslow thickness (mm), histologic ulceration (present or absent),

dermal mitotic rate (per mm2), Clark level (encouraged for lesions ≤1 mm, optional for lesions &gt;1 mm for nonulcerated melanoma ≤1 mm thick

when mitotic rate is not determined), and peripheral and deep margin status of biopsy (positive or negative)."

• Footnote "4" revised: " In the absence of metastatic disease, BRAF testing of the primary cutaneous melanoma is not recommended unless

required to guide systemic therapy."

• New footnote "6" added: "For histologically positive margins, describe the extent (ie, in situ or invasive melanoma). For histologically

negative margins, CAP guidelines specify reporting the microscopically measured distances between tumor and labelled lateral or deep

margins in millimeters. However, this measurement should not impact clinical decision making."

• Footnote "7" revised: "Microsatellitosis is defined in the CAP 2016 melanoma protocol (version 3.4.0.0) as 'the presence of tumor nests

greater than 0.05 mm in diameter, in the reticular dermis, panniculus, or vessels beneath the principal invasive tumor but separated from

it by at least 0.3 mm of normal tissue on the section in which the Breslow measurement was taken' (Harrist TJ, Rigel DS, Day CL Jr, et al.

“Microscopic satellites” are more highly associated with regional lymph node metastases than is primary melanoma thickness. Cancer

1984;53:2183-2187). The presence of microsatellitosis is associated with higher risk of recurrence. The AJCC Cancer Staging Manual,

Seventh Edition (2010) has recommended that microsatellitosis be retained in the category of N2c disease. Although the initial mangagment

of these patients is similar to patients with equivalent primary tumor thickness without microsatellitosis, their follow-up is more frequent,

commensurate with their increased risk of recurrence."
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