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Objectives

• Describe recent neoadjuvant studies and how to incorporate them into practice 
for resectable advanced melanoma

• Understand the role of adjuvant therapy in patients with resected high risk 
melanoma

• Describe ongoing and future neoadjuvant and adjuvant investigations
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Outline

• Current landscape of adjuvant therapy

• Updates in neoadjuvant therapy

• Future directions for neoadjuvant and adjuvant therapy
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Adjuvant Therapy for Resected Stage III 
Melanoma

Survival by Substage – Stage III 
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Adjuvant Therapy for Resected Stage III 
Melanoma – CheckMate 238

Nivolumab (anti-PD-1) 

Ipilimumab (anti-CTLA-4)

Weber, et al. NEJM. 2017;377:1824-35.
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Adjuvant Therapy for Resected Stage III 
Melanoma – KEYNOTE-054

Eggermont, et al. NEJM. 2018;378:1789-801.

Pembrolizumab (anti-PD-1) 

Placebo
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Adjuvant Therapy for Resected Stage III 
Melanoma – Combi-AD

Drummer, et al. NEJM. 2020;383:1139-48.

Dabrafenib (anti-BRAF)
Trametinib (anti-MEK) 

Placebo
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Adjuvant Therapy for Resected Stage III 
Melanoma – Combi-AD

Drummer, et al. NEJM. 2020;383:1139-48.
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Adjuvant Therapy for Resected Stage III 
Melanoma – Summary

• PD-1 inhibitors show improvement in only RFS
• Checkmate 238 did not include stage IIIA patients
• Keynote 054 included stage IIIA patients only if they had >1.0mm of disease in 

the SLN
• FDA approval for both nivolumab and pembrolizumab for all stage III patients

• BRAF/MEK inhibitors have show improvement in RFS and OS for 
patients with IIIA/B/C
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Outline
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• Future directions for neoadjuvant and adjuvant therapy
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Justification for Neoadjuvant Therapy 
Checkmate 238 Combi-AD

Outcomes for stage III disease remain relatively 
poor even with adjuvant therapies
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Justification for Neoadjuvant Therapy 
Surgical resection followed by adjuvant anti-PD-1 improves 

recurrence-free survival in patients with high-risk melanoma
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Justification for Neoadjuvant Therapy 
PD-1 blockade before surgery induces an immune response from a larger population of T 
cells that reside in the tumor and results in a systemic immune response at distant sites.
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Justification for Neoadjuvant Therapy
INMC Pooled Analysis of Neoadjuvant Trials 

Menzies, et al. Nat Med. 2021;27:301-30A9.
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Neoadjuvant Therapy Updates – S1801

A
A
a

1:1 randomization 
Resectable 
stage IIIB-IV
clinically 
assessable
melanoma

Adjuvant Arm

Neoadjuvant 
Arm

Surgery

Surgery

18 cycles pembrolizumab  
200 mg IV q3 wk

3 cycles 
pembrolizumab 

200 mg IV q3 wk

15 cycles 
pembrolizumab 200 

mg IV q3 wk

 Stratified by AJCC 8th ed. stage and LDH; adjuvant radiation allowed but not 
concomitantly with pembrolizumab; brain metastasis and uveal melanoma were 
excluded

 Surgery type and extent was required to be pre-specified and carried out regardless of 
radiologic response to therapy

radiographic assessment
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Neoadjuvant Therapy Updates – S1801

• Progression or toxicity that rendered a study participant unable to 
receive surgery 

• Failure to begin adjuvant therapy within 84 days of surgery

• Melanoma recurrence after surgery (local, regional, or distant)

• Death from any cause

Study participants who did not register to adjuvant 
therapy were assigned an EFS of 84 days*
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Neoadjuvant Therapy Updates – S1801

Patel, et al. NEJM. 2023;388:813-23.
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Neoadjuvant Therapy Updates – S1801

42 participants had increase in target lesions; 30 were still 
able to receive surgery

One study participant achieved a CR and refused surgery

Patel, et al. NEJM. 2023;388:813-23.
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Neoadjuvant Therapy Updates – S1801

• 50 patients have experienced recurrence
• Neoadjuvant: 9 (6%)
• Adjuvant: 44 (28%)

• Median time to recurrence: 8.2 months
• Neoadjuvant: 8.9 months
• Adjuvant: 8.1 months

• Sites of Recurrence
• Nodal only: 19%
• In transit: 14%
• Distant: 67%
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Neoadjuvant Therapy Updates 

• Neoadjuvant therapy is safe and well-tolerated

• Nearly all patients underwent successful curative intent surgery as 
planned

• The ability to safely perform surgery was not affected by neoadjuvant 
treatment

• Based on EFS and safety of surgical intervention, all patients with 
resectable stage IIIB/C/D melanoma should be considered for 
neoadjuvant PD-1 blockade
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Adjuvant Therapy for Resected Stage II 
Melanoma – KEYNOTE-716
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Adjuvant Therapy for Resected Stage II 
Melanoma – KEYNOTE-716

Luke, et al. Presented at ASCO 2023.
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Future Directions
Individualized Neoantigen Therapy
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Future Directions
Individualized Neoantigen Therapy – KEYNOTE-942
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Future Directions
Individualized Neoantigen Therapy – KEYNOTE-942
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Future Directions

• Phase III individualized neoantigen therapy trial
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Future Directions

• Phase III individualized neoantigen therapy trial

• Concepts under consideration
• Neoadjuvant registry trial 
• Neoadjuvant nivo/ipi versus nivo/rela
• Neoadjuvant PD-1 inhibitor for high-risk stage II melanoma with residual disease 

after biopsy
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