l - MSLT-3/S2601 / EORTC-2519 : A Phase 3 Trial of Selective Index Lymph Node vs.

Therapeutic Lymph Node Dissection after Neoadjuvant Immunotherapy for Stage IlIB-D Melanoma

M e I O n O ' ' I O M. Gonzalez!, G.V. Long™-%%% A.J. Spillane™-%3.% RPM. Saw’-%%> A.M. Menzies’ % 3% M.B. Faries®, S.P. Patel’, M. Mandala® D. Massi®, A. Barbour™, J.E. Lai-Kwon"", CK. Law? TE. Pennington’, S. Ch'ng"-°>-"2 K.F. Shannon'-%"?,
R.V. Rawson'.> M. Osorio’, H. Rizos™- "> S.N. Lo"-? A.CJ. van Akkooi"?>

I n StltUte Au St rO I |O 1.Melanoma Institute Australia, 2. The University of Sydney, 3. Royal North Shore Hospital, 4. Mater Hospital Sydney, 5. Royal Prince Alfred Hospital, 6. The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, 7. University of

Colorado Cancer Center, 8. University of Perugia, Santa Maria Misericordia Hospital, 9. University of Florence, 10. University of Queensland, 11. Peter MacCallum Cancer Centre, 12. Chris O'Brien Lifehouse,
13. Macquarie University
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The MSLT-3 trial will definitively establish whether Selective Index Lymph _ Primary Endpoint
Node Dissection (ILND) is non-inferior to standard Therapeutic Lymph Viable Tumour | . 2.year recurrence-free survival (RFS)
Node Dissection (TLND) in patients with major pathological response () T5I\é|/PR patients (non-inferiority margin
after standard of care neoadjuvant immunotherapy (NAT). Major Pathological Response °)
*  The phase 2 SWOG-1801 trial showed 72% EFS at 2 years for NAT and 49% for adjuvant _ Secondary Endpoints
pembrolizumab (P = 0.004). Pathological - Escalation to TLND for isolated nodal
h - - . - complete response 0%
. e phase 3 NADINA trial confirmed superiority of NAT IPI/NIVO over adjuvant NIVO (2- recurrence
year RFS 837% VS 5720/0, HR 032)2 (pCR) o Sa|vage therapy rates
»  Pathological response, particularly major pathological response (MPR), strongly Near-pathological - Distant metastasis-free survival
correlates with improved outcomes. The International Neoadjuvant Melanoma | o (DMFS)
Consortium (INMC) pooled analysis (N = 610 immune checkpoint inhibitor paftients) complete re;:onse =10% - Event-free survival (EFS)
demonstrated 3-year RFS of 93% for MPR patients versus 41% for those with no (near-pCR) o .
. 4 . verall survival (OS)
pathological response.® : : Surgery-related adverse events
- The PRADO proof of concept trial demonstrated that selective index lymph node (ILN) Non-Major Pathological Response .9 (‘::.t / f ife: QLO-C30. EQ-5D.5L
resection can safely de-escalate surgery in MPR patients, with only 4/60 (6.7%) MPR | | FX(aD'II'-yMO e SN
patients recurring after a median follow-up of 28.1 months, all locoregionally. Pathological partial 10 £n0,
- ILN resection reduced surgical morbidity and improved quality of life compared to response (pPR) .
. . . Exploratory Endpoints
therapeutic lymph node dissection (TLND). © - g e ONA with
- An international survey of 117 melanoma experts showed that 71% believe a phase 3 Pathological non- >50% p:tr;]c;?ggance orimaging & ¢ W
randomized controlled trial is needed to change surgical practice. 7 response (pPNR) Y

o Health economics & cost-effectiveness
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