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KEYNOTE 716
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Pembrolizumab versus placebo as adjuvant therapy in resected stage IIB or IC melanoma: final analysis of
distant metastasis-free survival in the pase Il KEYNOTE-716. JJ Luke et al. J Clin Oncol 2024



100 - . 36-month rate Adyuvancia con
 84.4% pembrolizumab en
90 ~  74.7% paciente con
melanoma
80 - estadio IIB-IIC:
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RAR=9,77%
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Pembrolizumab versus placebo as adjuvant therapy in resected stage 1B or IIC melanoma: final andlisis of
distant metastasis-free survival in the pase Il KEYNOTE-716. JJ Luke et al. J Clin Oncol 2024



National

WOl Cancer
Network®

Stage IB (T2a) or
Il (T2b or higher)*

Comprehensive

Melanoma: Cutaneous

* H&P

* Baseline imaging/
lab tests not
recommended
unless needed for
surgical planning

* ImagingP to evaluate
specific signs or
symptoms9

Discuss and

- offer sentinel

node
biopsy"”s”‘

Wide excisiont!
(category 1)

Wide excision®Y
(category 1)
with sentinel
node biopsyY'W

NCCN Guidelines Version 2.2024

Sentinel
node
negative

Sentinel
node
positive

Clinical trial for

stage Il

or

Observation

(ME-11)

or

For pathological

stage IIB or lIC%22

* Pembrolizumab
(category 1)

* Nivolumab
(category 1)

and/or

Primary tumor site

radiation therapy

(RT) to reduce local

recurrence

(category 2B)bb

. Stage lll Workup and

Primary Treatment (ME-5)




Pembrolizumab y nivolumab en
monoterapia estd indicado para el
tratamiento adyuvante en adultos vy
adolescentes a partir de 12 anos de
edad con melanoma en estadio IIB,
lIC o lll y que hayan sido sometidos o
reseccion completa

Ficha técnica pembrolizumab y nivolumalb 2023
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Adjuvant therapy in stage Evidence-based recommendation

Indicaciones FE
q C'l'U q Ie s d e Level of recommendation A~ Adjuvant therapy (anti—PD-1 or

o targeted therapy) shall be offered to all
frCli'Cl mi e nfO patients in stages ITIA — IIID and
fully resected stage IV.
q dyuvq ni‘e Adjuvant anti—PD-1 therapy can be
[ .
ES‘I'q d |o I I I offered to patients in stages ITIA —

ITID and fully resected stage IV
irrespective of the mutational status.
Adjuvant BRAF/MEK inhibitor
therapy can be offered to patients with
BRAFV600 E/K mutation in stages
IITIA — IIID.

For stage IIIA with nodal metastasis
of less than 1 mm in diameter, the risk/
benefit ratio should be carefully

: : discussed with the patient.
EADO Melanoma Guidelines prgRRSEuthE=mls De novo literature research [69—71]
Eur J Cancer 2024 (in press) Consensus rate: 100%



Adyuvancia estadio lil
Pembrolizumab vs placebo

3 years, 81.2%
(95% Cl, 70.3% to 88.4%)
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Eggermont et al. Longer Follow-Up Confirms Recurrence-Free Survival Benefit of Adjuvant Pembrolizumab in High-
Risk Stage lll Melanoma: Updated Results. From the EORTC 1325-MG/KEYNOTE-054 Trial. J Clin Oncol 2020




Adyuvancia estadio lll
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Pembrolizumab vs placebo

3 years, 81.2%
(95% Cl, 70.3% to 88.4%)

3 years, 65.7% (95% Cl, 59.2% to 71.5%)
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RAR=22,0%
NNT=4,5

Eggermont et al. Longer Follow-Up Confirms Recurrence-Free Survival Benefit of Adjuvant Pembrolizumab in High-
Risk Stage lll Melanoma: Updated Results. From the EORTC 1325-MG/KEYNOTE-054 Trial. J Clin Oncol 2020




Informe de

Posicionamiento Terapéutico
Pembrolizumab, nivolumab

La Direccion General de Cartero
Comun de Servicios del SNS vy
Farmacia ha emitido resolucion
de financiacion para la
indicacion de nivolumab vy
pembrolizumab en monoterapia
para el fratamiento adyuvante en
adultos con melanoma con
estadios llIC y IlID o enfermedad
metastasica que hayan sido
sometidos a reseccion completa.

Www.oemps.gob.es/medicomen’rosUsoHumono/informesPublicos/docs/2
022/IPT_15-2022-Keytruda.pdf
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Pacientes:

« Melanoma estadio
HIC-IIID

 Libres de enfermedad

« ECOG-PS O-1

« Sin enfermedad

autoinmune
e 52 semanas de
seguimiento

+UM

Dermatologia MQyV
Unidad de Melanoma

Pembrolizumab iv
200mg cada 3 semanas o
400 mg cada 6 semanas

Nivolumab iv
240 mg cada 2 semanas o
480 mg cada 4 semanas



;Como
podemos
mejorar los
resulfados de la
inmunoterapia
adyuvante?
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neoantigenos
tumorales

nivolumab
pembrolizumab
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: | Inmunoterapia
Estadio IlIB-1IIC Diseccion Ganglionar adyuvante
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Proposed rationale for adjuvant immunotherapy

Surgeon removes Immunotherapy
tumor lesion

& ,

Activation of few
different T cells

Fewer, and less-diverse,
T cells search for tumor cells

e

Versluis et al.
Nafure Medicine 2020



Proposed rationale for adjuvant immunotherapy
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Surgeon removes Immunotherapy Activation of few Fewer, and less-diverse,
tumor lesion different T cells T cells search for tumor cells

Proposed rationale for neoadjuvant immunotherapy

Immunotherapy Activation of many Surgeon removes Many more, and
different T cells tumor lesion more-diverse, T cells
search for tumor cells

Versluis et al.
Nafure Medicine 2020
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P=0.004 by log-rank test
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6 12 18 24 30 36

Months since Randomization

Neoadjuvant-Adjuvant
or Adjuvant-Only
Pembrolizumab in
Advanced Melanoma
Patel. NEJM 2023




Neoadjuvant

therapy group

n=154 = Pembrolizumab  <5w Surgery Pembrolizumab
200mg/3weeks x 3 doses 200mg/3weeks x 15 doses

resectable

HIB-IVC
melanoma

Pembrolizumab
200mg/3weeks x 18 doses

Surgery

Adjuvant

therapy group

Neoadjuvant-Adjuvant or Adjuvant-Only Pembrolizumab in Advanced Melanoma.
Patel. NEJM March 2023



NCCN

National

comprehensive NCCN Guidelines Version 2.2024

Cancer
Network®

Stage lll
(clinically
positive
node[s])ff

Melanoma: Cutaneous

e Core biopsy
preferred or
fine-needle
aspiration
(FNA). If
needle
biopsy is not
possible,
excisional
biopsy is
acceptable.

* ImagingP
for baseline
staging and
to evaluate
specific signs
or symptoms

* BRAF
mutation
testing99

—

/
|

Resectable
nodal
disease

—>

Unresectable/
borderline
resectable

PRIMARY TREATMENT

Neoadjuvant therapy
options:99SS
* Preferred regimens
» Pembrolizumab
» Nivolumab/
ipilimumabtt-uy
* Other recommended
regimens
» Nivolumab
» Nivolumab and
relatlimab
* Useful in certain
circumstances
» Dabrafenib/
trametinib
if BRAF V600
mutation
positivedd:vv

or

Wide excision
of primary

| tumort
(category 1)
+ TLND

Wide excision of primary

tumort (category 1)

+ therapeutic lymph node

dissection (TLND)

\J

—» See Unresectable pathway on ME-17™WW

ADJUVANT TREATMENT

Systemic therapy options:!!
* Preferred regimens

» Nivolumab©®® (category 1)

» Pembrolizumah®°
(category 1)

» Dabrafenib/trametinibdd
if BRAF V600 mutation
positive
(category 1)

and/or

Locoregional therapy option:

» Consider RT to nodal basin
in selected patients at high
risk for nodal recurrence
based on location, size,
number of involved nodes,
and gross and/or histologic
extracapsular extension**YY
(category 2B)

or

Observation'!
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= resection

>10% to <50% viable fumor

Reijers et al. Personalized response- directed surgery and adjuvant therapy after neoadjuvant ipilimumalb and nivolumab in high-risk
stage lll melanoma: the PRADO ftrial. Nature Medicine 2022



In patients achieving
MPR, CLND might be
safely replaced by ILND
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Reijers et al. Personalized response- directed surgery and adjuvant therapy after neoadjuvant ipilimumab and nivolumab in high-risk
stage lll melanoma: the PRADO ftrial. Nature Medicine 2022



La inmunoterapia
heoadyuvante
debe incorporarse
como estandar de
tratamiento del
paciente con
melamoma
metastasico

From the:
EADO, EORTC, INMC, MWS
Garbe et al. Nature Med may 2023

Comment

https://d

Neoadjuvantimmunotherapy for melanoma
isnowready for clinical practice

9/10.1038/s41591-023-02336-1

Claus Garbe, Reinhard Dummer, Teresa Amaral, Rodabe N. Amaria, Paolo A. Ascierto,
Elizabeth M. Burton, Brigitte Dreno, Alexander M. M. Eggermont, Axel Hauschild,
Christoph Hoeller, Roland Kaufmann, Celeste Lebbe, Mario Mandala,

Alexander M. Menzies, David Moreno, Olivier Michielin, Paul Nathan,

Sapna P. Patel, Caroline Robert, Dirk Schadendorf, Paul C. Lorigan, Richard A. Scolyer,

Hussein A. Tawbi, Bart A. van de Wiel, Christian Blank & Georgina V. Long

Individuals with cutaneous melanomawho
are treated with neoadjuvant immunotherapy
show a substantial improvement; this should
beincorporated into standard care.

Neoadjuvant therapy — the use of chemotherapy and/or radiotherapy
before a primary course of treatment — was originally developed to
improve the operability of tumors, for example in breast cancer, lung
cancer and sarcomas. With the advent of systemicimmune-checkpoint
inhibitors, however, the role of neoadjuvant therapy has undergone a
seismic shift. The ability of checkpoint inhibitors to elicitanimmune
response to cancer cells has implications for long-term tumor control
andsurvival that are optimized when these drugs areadministered prior
toresection, and go far beyond improved operability' .

In a landmark paper, tumor-resident T cell clones were shown
to increase in diversity and amplitude in peripheral blood to a much
greater extent following neoadjuvant treatment with ipilimumab plus
nivolumab, ascompared with the same drug regimen given asadjuvant
therapy (post-surgery)®. Similarly, in the randomized SWOG S1801
trial, patients with resectable stage Ill or [V melanomareceived either
the approved standard Keynote-054 adjuvant regimen of 18 doses
of pembrolizumab after lymph-node dissection’, or the first 3 doses
before surgery and the remaining 15 doses after surgery; the latter
resulted ina 42% reductionin therisk of relapse®.

This is a remarkable outcome. Compared with placebo, the cur-
rently approved adjuvant pembrolizumab regimen also elicii
reductionintherisk of relapse compared withno therapy’. Therefore,
takentogether, the combined neoadjuvant plus adjuvant SWOG S1801
regimen offers an approximate 65% reduction in the relative risk of
relapse compared withsurgery alone (the combined hazard ratio (HR)
frombothtrials was 0.35).

Results from several early studies of neoadjuvant therapy for
resectable metastatic melanoma have also shown greater event-free
and recurrence-free landmark survival rates compared with adjuvant
therapy®'°. The past decade has seen numerous drug developments
and approvalsinadvanced and resectable melanoma, emerging largely
fromtrials sponsored by the pharmaceutical industry. The neoadjuvant
case is different. To date, the results have mostly been generated by
investigator-initiated academic trials, and it is unlikely that pharma-
ceutical companies will conduct the large studies that are tradition-
ally required to obtain regulatory approval for neoadjuvant therapy.
Theresultis alack of appropriate drug-approval pathways to a highly

naturemedicine

M Check for updates

effective treatment approach, which leads to animportant question:
can neoadjuvant therapy be used in practice without the approval of
healthcare regulators?

Survival benefits
Results from two prospective phase 2 randomized trials of neoad-
juvant therapy in melanoma have been reported so far, focusing on
individuals with macroscopic lymph-node metastases or in-transit
metastases”'"". The aim of these trials was to determine whether
neoadjuvant therapy improves disease-free survival and/or overall
survival; however, only one compared neoadjuvant therapy with adju-
vant therapy —the aforementioned SWOG S1801 trial (ClinicalTrials.
govidentifier NCT03698019)". In addition, a phase 3 trial of
of neoadjuvant nivolumab (3 mg kg ') combined with
(1 mg kg™) versus standard adjuvant nivolumab in biopsy-proven
resectable clinical stage Ill melanoma is underway (the NADINA trial;
NCT04949113).

In the SWOG S1801 trial, 18 cycles of 200 mg pembrolizumab
(a flat dose) were administered every three weeks to 313 patients
with resectable stage I1IB-1V melanoma. In one group, three cycles
of pembrolizumab were administered as neoadjuvant therapy, fol-
lowed by an additional 15 cycles post-operatively. In the other group,
surgical therapy was carried out upfront, followed by all 18 cycles
of pembrolizumab post-operatively. With a median follow-up of
14 months, there was a remarkable difference in event-free survival;
thetwo-year estimated event-free survival was 72% in the neoadjuvant
group and 49% in the adjuvant group (HR = 0.58, P = 0.004). With
only 36 deaths reported, the overall survival benefit is not yet clear
(HR=0.63,P=0.18)".

CREDIT: BENJAMIN TO1
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Unidad de Melanoma

1IB-1IC Pembrolizumab

T3b-T4bNOMO 200mg/3 sem x 18 dosis

Inmunoterapia

perioperatoria
melanoma 2024



lIB-1IC

T3b-T4bNOMO

Na carga <Tmm

Inmunoterapia

perioperatoria
melanoma 2024

Dermatologia MQyV
Unidad de Melanoma

Pembrolizumab
200mg/3 sem x 18 dosis
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Pembrolizumab 4

200mg/3 sem x 18 dosis



lIB-1IC

T3b-T4bNOMO

Na carga <Tmm

IHIC-D

T3b-T4b N1b2b3b

Inmunoterapia

perioperatoria
melanoma 2024

Pembrolizumab
200mg/3 sem x 3 dosis

Dermatologia MQyV
Unidad de Melanoma

Pembrolizumab
200mg/3 sem x 18 dosis

Pembrolizumab
200mg/3 sem x 18 dosis

Pembrolizumab
200mg/3 sem x 15 dosis

DGC vs
DGRadical "



lIB-1IC

T3b-T4bNOMO

Na carga <Tmm

IHIC-D

T3b-T4b N1b2b3b

Inmunoterapia

perioperatoria
melanoma 2024

Vs
DGRadical

Pembrolizumab
200mg/3 sem x 3 dosis

/)

Dermatologia MQyV
Unidad de Melanoma

Pembrolizumab
200mg/3 sem x 17 dosis

Pembrolizumab
200mg/3 sem x 17 dosis

Pembrolizumab
200mg/3 sem x 14 dosis

DGC vs
DGRadical "






Los ganghos inféticos
son las escuelas
donde aprenden los
infocitos T"

A. Eggermont
EADO Paris 2024
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