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Best Neoadjuvant Option for Melanoma
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Best Neoadjuvant Option for Melanoma
Pembrolizumab
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Background
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Adjuvant-only group

Probability of Event-free Survival

0.1 P=0.004 by log-rank test
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Patel, et al. NEJM. 2023:388;813-823. Blank, et al. NEJM. 2024:391:1696-1708. .

2025 Debates and Didactics in Hematology and Oncology

Percentage of Patients

NADINA

Neoadjuvant

Adjuvant

T T
12 18 24

Months since Randomization

30



Background - S1801 design
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Patel, et al. NEJM. 2023:388;813-823.
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Background - NADINA design

= Stage Ill de novo or
recurrent path proven
resectable melanoma
with at least 1 LN
metastasis

» Additional in-transit
(<3) allowed

» Naive for anti-PD-1,
anti-CTLA-4, anti-LAG-
3, BRAFi+MEKi

= Stratified for BRAF,
continent, and in-
transit metastases

Major pathologic response (MPR; pCR or near pCR; < 10% vital
tumor cells): no additional treatment, start FU, CT q12w

y

2 courses

|7

FU

IP1 80mg +

1 Nivo TIND |-

240mg

no MPR (pPR or pNR; > 10% vital tumor cells):
start no later than week 12 with
11 courses NIVO 480mg g4w (BRAFwt) or

46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K)
+/- parallel adjuvant RT#

FU

TLND start no later than week 12 with
12 courses NIVO 480mg g4w +/- adjuvant RT#

FU

|_

# adjuvant radiotherapy according to patient’s and

phvsician’s decision allowed

Blank, et al. NEJM. 2024:391:1696-1708.
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Reasons to Give Nivo/Ipi: Higher pathologic response rate

o SW0G1801

[] Stage 11D or IV
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Complete pathologic response rate: 21%
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Patel, et al. NEJM. 2023:388;813-823.
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Reasons to Give Nivo/Ipi: Higher pathologic response rate

NADINA
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Blank, et al. NEJM. 2024:391:1696-1708.
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Reasons to Give Nivo/Ipi: Higher pathologic response rate

| o
Trial (central)
SWO0G-S1801 03%

NADINA 59%

2025 Debates and Didactics in Hematology and Oncology



Reasons to Give Nivo/Ipi: Higher pathologic response rate

Relationship between pCR and RFS
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Menzies, et al. Nature Medicine. 2021; 27:301-309.
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Reasons to Give Nivo/Ipi: Higher event-free survival rate

1-year 2-year
Trial EFS (neoadj arm) | EFS (neoadj arm)

SWOG-51801 (2% 2%
NADINA 84% N/A
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Reasons to Give Nivo/Ipi: Higher recurrence-free survival rate

1-year RFS for
Trial MPR

SWOG-51801 91%
NADINA 95%
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Reasons to Give Nivo/Ipi: Higher recurrence-free survival rate

1-year RFS for 1-year RFS for 1-year RFS for
Trial MPR pPR pNR

SWOG-51801 91% 93% 6%
NADINA 95% 76% 57%
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Reasons to Give Nivo/Ipi: Avoid adjuvant therapy for MPR
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Reminder - NADINA design

» Stage Ill de novo or
recurrent path proven
resectable melanoma
with at least 1 LN
metastasis

» Additional in-transit
(<3) allowed

* Naive for anti-PD-1,
anti-CTLA-4, anti-LAG-
3, BRAFi+MEKi

= Stratified for BRAF,
continent, and in-
transit metastases

FU |—

E _| Major pathologic response (MPR; pCR or near pCR; £ 10% vital ‘

tumor cells): no additional treatment, start FU, CT q12w

2 courses

IP1 80mg +
— NIVO TLND I' no MPR (pPR or pNR; > 10% vital tumor cells):
240mg start no later than week 12 with

q3w

11 courses NIVO 480mg g4w (BRAFwt) or FU |—>

46 weeks DAB 150mg bid + TRAM 2mg qd (BRAFV600E/K)
+/- parallel adjuvant RT#

start no later than week 12 with FU
12 courses NIVO 480mg g4w +/- adjuvant RT#

# adjuvant radiotherapy according to patient’s and

phvsician’s decision allowed

TLND
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Reasons to Give Nivo/Ipi: Avoid adjuvant therapy for MPR

100-
% 95|'1 Major pathological response
|
v 807 E No. of Events/
8 70- | Partial pathological response Total No.
;_6 6o | of Patients
‘s - 57.0! Major Pa!thologic.al Response 5/125
o | Pathological Partial Response 3/17
£ 404 i Pathological Nonresponse 17/56
8 304 |
()] I
o 204 I Pathological nonresponse
|
10- i
0 | i | | |
0 6 12 18 24 30
Months since Randomization
No. at Risk (no. censored)
Major pathological response 125 (0) 76 (46) 55 (66) 22 (99) 2 (118) . ]
Pathological partial response 17 (0) 11 (5) 5 (9) 2 (12) Median follow up. 10.6 months
Pathological nonresponse 56 (0) 29 (17) 11 (30) 1(39)

Blank, et al. NEJM. 2024:391:1696-1708.

2025 Debates and Didactics in Hematology and Oncology



Reasons to Give Nivo/Ipi: Avoid adjuvant therapy for MPR

Keynote 716: Adjuvant pembrolizumab for high-risk stage Il melanoma
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Luek, et al. Lancet. 2022:399; 1718-1729.

2025 Debates and Didactics in Hematology and Oncology

Time, months



Reasons to Give Pembro: Lower toxicity

« SWOG1801

* Treatment-related grade 3/4 toxicity: 12.0%

* NADINA

* Treatment-related grade 3/4 toxicity: 29.7%

Event

Any adverse event — no. (%)

el, et al. NEJM. 2023:388;813-823. Blank, et al. NEJM. 2024:391:1696-1708.
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2.475x higher

Neoadjuvant Group

(N=212)
204 (96.2)




Best Neoadjuvant Option for Melanoma: Pembrolizumab

* Near equivalent pathologic response rate
* No clear connection between response rate and survival

 Near equivalent event-free survival rate
* When accounting for differences in definitions of EFS

* Near equivalent recurrence-free survival rate
 Superior RFS for non-responders

* No randomized data proving its safe to forego adjuvant
therapy for major pathologic responders

e 2.5 times lower rate of toxicity
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Yours Truly,

Michael Lowe, MD, MA, F
Associate Profes
Emory University School o
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