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Strength of Recommendation

         Strong      Weak

Patients with cutaneous 
melanoma

S W

Systemic Therapy for Melanoma Algorithm

Adjuvant therapy should 
not be offered outside a 

clinical trial
S

Adjuvant therapy should 
not be offered outside a 

clinical trial
S

Patients with resectable 
melanoma

Patients with unresectable/
metastatic cutaneous 

melanoma

Patients with resected stage 
IIB or IIC1 

Patients with resected stage 
IIIA/B/C/D2

BRAF wild type BRAF mutant (V600)

Patients with injectable 
(cutaneous/subcutaneous/
nodal) unresectable lesions 
ineligible for or who do not 

prefer recommended 
systemic therapies

Patients with clinical & 
resectable stage IIIB-IV

Neoadjuvant pembrolizumab 
followed by resection and 
adjuvant pembrolizumab

Neoadjuvant therapy clinical 
trials

S

S

Patients with resected stage 
IIA

Resection

Patients with resected stage 
IV

BRAF wild type BRAF mutant (V600E/K)Adjuvant pembrolizumab SAdjuvant pembrolizumab S

Adjuvant nivolumab SAdjuvant nivolumab S

Adjuvant nivolumab SAdjuvant nivolumab S

Adjuvant pembrolizumab SAdjuvant pembrolizumab S

Adjuvant dabrafenib + 
trametinib

S
Adjuvant dabrafenib + 

trametinib
S

Adjuvant nivolumab WAdjuvant nivolumab W

Adjuvant nivolumab + 
ipilimumab, followed by 

nivolumab
W

Adjuvant nivolumab + 
ipilimumab, followed by 

nivolumab
W

Adjuvant dabrafenib + 
trametinib

W
Adjuvant dabrafenib + 

trametinib
W

Nivolumab + ipilimumab, 
followed by nivolumab

S
Nivolumab + ipilimumab, 

followed by nivolumab
S

Nivolumab + relatlimab SNivolumab + relatlimab S

Nivolumab SNivolumab S

Pembrolizumab SPembrolizumab S

Nivolumab + ipilimumab, 
followed by nivolumab3 S

Nivolumab + ipilimumab, 
followed by nivolumab3 S

Nivolumab + relatlimab SNivolumab + relatlimab S

Nivolumab SNivolumab S

Dabrafenib + trametinib SDabrafenib + trametinib S

Encorafenib + binimetinib SEncorafenib + binimetinib S

Vemurafenib + cobimetinib SVemurafenib + cobimetinib S

Progression on anti-PD1 
therapy

Ipilimumab-containing 
regimens

S
Ipilimumab-containing 

regimens
S

Ipilimumab SIpilimumab S

Progression on anti-PD1 
therapy

BRAF/MEK inhibitor 
therapy

S
BRAF/MEK inhibitor 

therapy
S

Progression on BRAF/MEK 
inhibitor therapy

Anti-PD1 based therapy SAnti-PD1 based therapy S

T-VEC WT-VEC W

Patients with uveal 
melanoma

All other patients with uveal 
melanoma

Patients with HLA-A*02:01-
positive, metastatic uveal 

melanoma

Enrollment in clinical trials

Patients with melanoma

Treatment Options

Adjuvant nivolumab SAdjuvant nivolumab S

Adjuvant pembrolizumab SAdjuvant pembrolizumab S

Tebentafusp STebentafusp S

Eligible for 
resection?

Yes

No

Notes
1 While the consensus of the panel was that a strong recommendation 
could be made for adjuvant nivolumab or pembrolizumab for these 
patients, the potential for serious morbidity, both acute and long term, 
due to immune-related toxicity must be considered and weighed 
against the lack of overall survival data in stage II disease. Treatment 
should be individualized after discussing risk-benefit quotient with 
these patients.
2 Patients with stage IIIA disease with microscopic sentinel nodal 
metastasis < 1 mm in diameter were not included in the randomized 
trials that studied efficacy of immune checkpoint inhibitors as adjuvant 
therapy for melanoma. Both nivolumab and pembrolizumab are US 
Food and Drug Administration (FDA) approved as adjuvant treatments 
for patients with melanoma with lymph node involvement who have 
undergone complete disease resection. Patients with stage IIIA 
disease with < 1 mm involvement in the sentinel lymph node have a 
relatively better prognosis and lower risk of relapse. Therefore, 
treatment should be individualized after discussing risk-benefit 
quotient with these patients.
3 This option has been found to be superior to dabrafenib plus 
trametinib in a phase III trial.

This algorithm is derived from recommendations in Systemic Therapy for Melanoma: ASCO Guideline Update. This is a tool based on an ASCO Guideline and is not intended to substitute for the independent professional judgment of the treating physician. Practice guidelines do not account for individual variation among patients. This tool does not purport to suggest any particular course of medical treatment. Use of the guideline and this tool are voluntary.
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