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Melanoma-Specific Survival Probability
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ESTADIO I-1IA

* No hay estrategia adyuvante definida, por
defecto todos candidatos a observacion

e Alta curabilidad pero recaidas muchos anos
después
e iQuiénes? éQué hacer?
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NIVOMELA CA209-7DL (ESTADIO IIA-C)

l1A,11B,11C patients
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RFS, DMFS, and PRFS2 in Part 1

ESTADIO IIB-IIC

Luke KNT16 ESMO 2024

Efficacy Outcomes in Part 2

Luke KNT1G ESMO 2024
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% with a distant metastasis

ESTADIO llIIA CON MINIMA CARGA TUMORAL GANGLIONAR (<0,4 MM
SUBCAPSULAR, <0,1 MM NO-SUBCAPSULAR)
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% with a distant metastasis
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Relapse-Free Survival (ITT)

COMBI-AD

Distant Metastasis-Free Survival* (ITT)
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ESTADIO Il INMUNOTERAPIA ADYUVANTE: VACUNAS PERSONALIZADAS

MRNA (asumimos aqui pembro o nivo son estandar por KN054 y CM238)

Sustained improvement of RFS primary efficacy endpoint

Overall survival shows encouraging trend with mRNA-4157 (V940) +

pembrolizumab
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DATOS DE VIDA REAL

Melanoma specific survival (MSS) and Overall Survival (OS)
-Median follow-up 69 + 39 months
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The ASCO Post

T h e N A D I N A Effe Ct Upon hearing the results, Plenary Session co-moderator, outgoing

ASCO President, and melanoma expert Lynn Schuchter, MD,
nature medicine FASCO, Director of the Tara Miller Melanoma Center and the
Explore content v About the journal v Publishwithus v Subscribe Madlyn and Leonard Abramson Professor of Clinical Oncology at
Penn Medicine, Philadelphia, commented, “I'll be back in the
clinic Thursday, and for the first time I am going to consider

nature » nature medicine > research highlights > article

RESEARCH HIGHLIGHT | 17 June 2024 [ipilimumab/nivolumab]. I have not been using combination
Neoadjuvant immunotherapy a new ﬁ)e':vg%elm Cancer Types Treatment Business Conferences Expertinsights

standard of care for melanoma

The phase 3 NADINA trial showed impressive responses to neoadjuvant nivolumab plus
ipilimumab relative to adjuvant nivolumab (the current best practice), revealing a new
standard of care for patients with stage Il melanoma.

"As oncologists, we are trained to do more, and do something. It takes some educational
paradigm shift to train [the] oncology community that more treatment is not always in patients’
best interest,” he said.

Dr. Gyawali is a founding member of Common Sense Oncology, an organization launched in
“« . 1 1 2023 that is dedicated to promoting effective treatments and challenging interventions that might
Take away: adjuvant therapy being promoting etecive : amatmery o
cause more harm than good. "NADINA is an important trial, and the type of patient-centric trial
replaced by upfront immunotherapy...” that we celebrate at Common Sense Oncology,” he said.

"Currently, we believe we are treating too many patients for too long [a] time at too high a dose
at too-frequent intervals. These de-escalation trials are therefore meaningful and patient-

ESMO 2024 Fri, 13.09.2024 centric”Dr. Gyawa acde

14:00 - 15:30 Type: Special symposium Oviedo Auditorium - Hall 3
Title: Why neoadjuvant immunotherapy is the future for melanoma

https://www.nature.com/articles/d41591-024-00045-x
https://ascopost.com/issues/june-10-2024/nadina-trial-shows-robust-benefit-for-neoadjuvant-

BARCELONA llngress nivolumab-plus-ipilimumab-in-stage-iii-melanoma,
2024 lvan Mérquez Rodas https://www.oncologynewscentral.com/article/new-standard-in-melanoma-may-save-1-billion-while-
improving-lives

ASCO 2024 oral session discussion
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LBA42 shows us, with longer follow (aprox 15 months), a
new endpoint: Distant metastasis free survival (DMFS
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Recurrence-free survival (%)
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LBA41: the International Neoadjuvant Melanoma Consortium (INMC)

~21 months FUP

192 pts

818 pts (including 185 non-trial)
~39 months FUP

RFS by path. response in the surgical cohort
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¢TIENE QUE SER LA NEOADYUVANCIA CON IPI-NIVO?

S1801 RFS by major pathologic response (MPR)
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Neoadjuvant is for CLINICALLY detected stage lll melanoma

“Clinical detectable: Short-axis diameter of largest lymph node — You rea“y must look for them!
. . . no. (%) :
lymph nodes are defined as either one: - — —
o a palpable node, confirmed as melanoma by pathology; :s_jr;:m e Eﬂ'zz - :4313;
o a non-palpable but enlarged lymph node according to 3150 mm 2a (11:3} ’ {13:},)
RECISTv1.1 (at least 15 mm in short axis), confirmed as R 419 4(19)
melanoma by pClthO/Ogy,' Mo lymph node reported on CT scan 2 (0.9) 2(0.9)
0 a PET scan positive lymph node of any size confirmed as Median sum of diameters of lymph nodes 25 (15-74) 25 (15-82)
melanoma by pathology” (range) — mm’
Sum éf'n:fémerers of detected LNs (grouped) o o : S
>25 mm a/74 20/69 . 0.19 (0.05- 0.69
| < 25 mm 10/72 20/68 o= - 0.37 (0.10- 1.31)
O targe reported on C1 . — 9/66 23173 — . U030 (0.11- 147)

Ew i o

infer definitive treatment effects”.

Caution with subgroups: “The widths of the confidence intervals have not been adjusted for multiplicity and should not be used to

BARGELONA Ongress -
2024 Ivan Marquez Rodas

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Not every stage lll is CLINICALLY detected: three data examples

KNO054 (AJCC7) Danish national Spanish
cohort (AJCC8) GEM1801 cohort

(AJCC8)
% of clinical 64 40 36
detected among
stage Il
% of non- 36 60 64

clinically detected
among stage lll
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CONCLUSIONES

 “Todavia” ninguna estrategia adyuvante o neoadyuvante en la era moderna (si INF o
en los inicios, si ipilimumab 10mg/kg) ha demostrado aumento formal de
supervivencia global

 Siqgue esta claro:
— Estadios I-llA: no hay datos. ¢ Quién tiene riesgo de recaer?

— Estadios IIB-11ID resecados:
* Anti PD-1 adyuvante estandar por aumento RFS y DMFS.
* lgual, terapia dirigida BRAF + IIIA-IIID (no evidencia en Il)
* Alto riesgo de sobretratamiento en estadios IlIA

— Neaodyuvancia basada en anti PD-1 mejor que adyuvancia en lll clinicamente detectable en los mismos
términos

* Biomarcadores y algo tan sofisticado como hablar con el/la paciente son necesarios
mas que nunca
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