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LEARNING OBJECTIVES

• To discuss and critically evaluate notable recent publications.

• To enhance the understanding and application of the latest research in the field.

• To assess the study’s robustness, its significance to oncology practice, limitations, and its place within existing 

research.

• To identify and highlight any unclear aspects or unmet needs.
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Background

• The standard management of macroscopic stage III 
melanoma is currently surgery, which can be followed by 
adjuvant systemic therapy

• After surgery the 5-year RFS is 30% and OS 50%
• Adjuvant therapy improves relapse-free survival but none 

of the trials has shown significant overall survival benefit, 
even after long-term follow-up

Eggermont et al. EJC 2019, Eggermont et al. NEJM 2016, Eggermont et al. NEJM Evid 2022, 
Ascierto et al. Lancet Oncol 2020, Long et al. NEJM 2024, Blank CU et al. N Engl J 
Med2024;391:1696-1708



Background

• 4-year RFS with adjuvant Nivolumab is 52% and 41% with 
adjuvant Ipilimumab

• 5-year RFS with adjuvant Pembrolizumab is 55% versus 
38% with Placebo

• 4-year RFS with adjuvant Dabrafenib + Trametinib is 54% 
versus 38% with Placebo

Eggermont et al. EJC 2019, Eggermont et al. NEJM 2016, Eggermont et al. NEJM Evid 2022, 
Ascierto et al. Lancet Oncol 2020, Long et al. NEJM 2024, Blank CU et al. N Engl J 
Med2024;391:1696-1708



Scientific Rationale

Blank CU et al. N Engl J Med2024;391:1696-1708

• On the basis of preclinical and phase I data, neoadjuvant administration 
of immune checkpoint inhibitors is hypothesized to yield efficacy 
superior to that of adjuvant administration

• A recent randomized phase II study (SWOG S1801) showed that event 
free survival was longer amongst patients who received 3 neoadjuvant 
cycles of Pembrolizumab 

• 2-year event free survival 72% versus 49%
• Another phase II trial showed in 2 independent cohorts that a 

neoadjuvant combination of 2 cycles of Ipilimumab plus Nivolumab 
resulted in an event free survival of  77%-80% at 2 years



Blank CU et al. N Engl J Med2024;391:1696-1708



Characteristics of the Patients at Baseline

Blank CU et al. N Engl J Med2024;391:1696-1708



Event-free Survival in the Intention-to-Treat Population

Blank CU et al. N Engl J Med2024;391:1696-1708



Event-free Survival According to BRAF Mutation Status and Recurrence-free Survival.

Blank CU et al. N Engl J Med2024;391:1696-1708



Event-free Survival According to BRAF Mutation Status and Recurrence-free Survival.

Blank CU et al. N Engl J Med2024;391:1696-1708



Pathological Responses in the Neoadjuvant Group.

Blank CU et al. N Engl J Med2024;391:1696-1708



Pathological Responses in the Neoadjuvant Group.

Blank CU et al. N Engl J Med2024;391:1696-1708



Recurrence-free Survival According to Pathologic Response

Blank CU et al. N Engl J Med2024;391:1696-1708



Adverse Events.

Blank CU et al. N Engl J Med2024;391:1696-1708



Conclusions

Among patients with resectable, macroscopic stage III 
melanoma, neoadjuvant ipilimumab plus nivolumab followed 
by surgery and response-driven adjuvant therapy resulted in 
longer event-free survival than surgery followed by adjuvant 
nivolumab.

Blank CU et al. N Engl J Med2024;391:1696-1708



Conclusions

The estimated event-free survival at 12 months is 83.7% major 
pathological response is 59%, which is in line with the preceding 
phase II trial that evaluated neoadjuvant ipilimumab plus 
nivolumab (Opacin-Neo) and the PRADO trial , in which the event 
free survival at 12 months was 85-86% and 60-61% of the 
patients had major pathological response 

Blank CU et al. N Engl J Med2024;391:1696-1708



Conclusions

• The estimated event-free survival at 12 months in the adjuvant group of 
57.2% is lower than the recurrence free survival at 12 months observed in the 
Checkmate 238 and EORTC 1325 trials (70.5% and 75.4% respectively)

• This difference is most likely due to the inclusion of lower risk patients with 
microscopic stage III melanoma, as well as the exclusion of patients with early 
recurrence before the start of adjuvant therapy in the other two trials

• Early disease recurrence before the start of adjuvant therapy is reflected in 
the reported 10% to 20% of patients in these trials that were excluded at 
screening because of recurrence, as well as an observation from the SWOG 
study

Blank CU et al. N Engl J Med2024;391:1696-1708



Conclusions

• Event-free survival was similar in the neoadjuvant group regardless of BRAF 
status

• However, in the adjuvant group event-free survival was shorter among the 
patients with BRAF-mutated melanoma than among those with BRAF wild-
type.

• This finding indicates that the benefit from the addition  of ipilimumab as 
previously observed in stage IV melanoma, and potentially from the class 
switch for the patients with BRAF mutated melanoma who had a partial 
response or no response

• Based on the difference in major pathological response and the similarity in 
event-free survival, it is estimated that this class switch may have accounted 
for an increase in 12-month event-free survival in the neoadjuvant group

Blank CU et al. N Engl J Med2024;391:1696-1708



LIMITATIONS OF THE STUDY

• Too short follow up – Follow up is continued

• Unanswered questions for those with partial response – Heterogeneous group

• Non responders

• Need to evaluate new treatments 
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