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The outcome of high risk stage III melanoma patients is poor

After surgery +/- RT the 5 year OS is only 30-60% 1-3

Axilla

1Balch, et al., J Clin Oncol, 2009; 2van Akkooi, et al., Eur J Surg Oncol, 2007; 3van der Ploeg, et al., Ann Surg Oncol, 2011, 



• Adjuvant therapy improved the RFS, but EFS remains poor 4,5

1Balch, et al., J Clin Oncol, 2009; 2van Akkooi, et al., Eur J Surg Oncol, 2007; 3van der Ploeg, et al., Ann Surg Oncol, 2011; 4Combi-AD - Long SMR 2017; 5Checkmate-238 - Weber ESMO 2019

Adapted from Menzies et al ASCO 2019
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The EFS outcome of high risk stage III melanoma patients is poor



Neoadjuvant versus adjuvant checkpoint inhibition (IPI+NIVO) 
in macroscopic stage III melanoma – OpACIN

Adjuvant arm

Neo-adjuvant arm

designed by TN Schumacher and CU Blank in 2014



What did we learn from OpACIN?

Neoadjuvant IPI + NIVO:
• Did not delay surgery
• Was superior compared to 

adjuvant therapy in expanding 
tumor-resident TCR clones 

• The pathologic response rate was 
high (78%)

• None of the patients with
pathologic response have relapsed

• highly toxic with 90% grade III/IV 
adverse events

Blank et al., Nat Med, 2018; Blank et al., ESMO 2019

80%

60%



Multicenter Phase 2 Study to Identify the Optimal neo-Adjuvant 
Combination Scheme of Ipilimumab and Nivolumab – OpACIN-neo

Dosing in Arm A, B, and C based on data from Blank, Rozeman, et al. Nat Med 2018, Long, et al. Lancet Oncol 2017, Meerveld-Eggink, Rozeman, et al. Ann Oncol 2017
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18-months Relapse-free survival – OpACIN-neo

According to treatment arm According to pathologic response
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Pathologic response correlates with outcome!



INMC pooled analysis
• Pooled data from 6 modern NST clinical trials conducted across the INMC. 

• Pts with RECIST measurable, surgically resectable, clinical stage III melanoma with nodal metastases who 
underwent surgery were included. 

• Baseline disease characteristics, treatment regimen, pathologic response and RFS were examined. 

Adapted from Menzies et al. Presented at  ASCO 2019
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Personalized Response-driven Adjuvant therapy after Combination of 
neoadjuvant Ipilimumab and Nivolumab in stage IIIB/C melanoma - PRADO
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IPI+NIVO

CLND

Schermers et al., BJS 2019

The pathologic response in the largest lymph node is 
representing the whole lymph node bed

(MeMaLoc substudy of OpACIN-neo)



What have we learned from PRADO so far?

• IPI1+NIVO3 scheme is again 
well tolerated

• Pre-treatment application of 
marker in index LN is feasible

• Fast pathologic evaluation of 
marked LN is feasible

• Timing of CLND within 3 
weeks post marked LN 
resection and start adjuvant
therapy (if needed) at week 12 
is feasible (NKI & MIA 
experience)

• Parallel RT to NIVO or 
DAB+TRAM is feasible
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Remaining questions for a phase 3 trial

• Response-driven scheme? 
Adjuvant versus only FU in 
MPR patients?

• Primary endpoint EFS ?

• Event also non-melanoma 
death? Elderly populations!

• Index LN approach versus 
TLND?

• Stratify for BRAF status? How 
fast BRAF status available

• Stratify continents?
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Remaining questions for a phase 3 trial

• Timing of CLND within 3 weeks 
post marked LN resection 
feasible?

• Start adjuvant therapy (if 
needed) at week 12 broadly 
feasible?

• Pathology fast enough? pRR or 
MPR as surrogate markers?

• Adjuvant RT parallel NIVO or 
DAB+TRAM in NR patients?

• How to deal with change to 
other adjuvant therapy in non-
MPR which will be reality
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