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RACIONAL PARALAIOEN LA
ENFERMEDAD LOCALIZADA

Alta tasa de recaida y baja supervivencia
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Enfermedad LA
NO RESECADA

54-75% 50-70%
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Impacto de la inmunoterapia en la enfermedad R/M

12 LiNEA: KN-048: PEMBRO +/- PLATINUM-5FU vs EXTREME

12 LINEA: PEMBRO vs EXTREME

12 LINEA: PEMBRO + PF vs EXTREME

®08, P+C vs E, CPS 220 Population

22 LINEA: CM-141: NIVO vs SOC

CheckMate 141 study design
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Kiyota, et al. J Clin Oncol 2022;40:1980-1990; Tahara, et al. ESMO Congress 2024; Trifiletti, et al. J Clin Oncol 35:1550 1560; Vermorken, et al.
NEJM 2007; 357(17):1695-704.; Marin-Jiménez et al. Frontiers Oncol 2022.; Hitt, et al. Oral Oncol 2022;134:106087
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Efectos inmunoldgicos del tratamiento sistémico y de la radioterapia
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PEMBRORAD
MOI’IETESS

versus 1t with
radiotherapy (RT) in locally advanced head and
neck squamous cell carcinoma (LA-HNSCC):

Results of the GORTEC 2015-01 “PembroRad
randomized trial (NCT 02707588)

Pembr
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‘l Arm B: Pembrolizumab

200 mg Q3W during RT

Stratification : N Stage (NO-1 vs N2-3)

P16 status & tumor site

OPC p16 pos

ve or non OPC

Q both arms : IMRT (69.96 Gy in 33 fractions)

KEYNOTE-412

KEYNOTE-412 Study Design (NCT03040999)

Treatment until

-

Overall Survival, ITT Population
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Primary endpoint

*  Median Follow-up: 25.6
months (9.0-30.2 months) 0%

¢ LRCat 15 months after RT: bl
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o
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IO ADYUVANTE

UPCI 15-132

Ping Concurrent or
< n Combination with
Podulated Radiothe:

HNSCC: 15132

N=80 Pembro concomitante vs secuencial en HPV- y HPV+
riesgo-intermedio (> 10 pag-afio, T4 6 N3):

Pembro + RT + wkCDDP (40 mg/m2)

vs RT + wkCDDP (40 mg/m2) - Pembro adyuvante

. Mejor 1-y & 2-y PFS con pembro secuencial

Clump, DA, et al. ASCO 2022. Abstract 6007

A randomized, double-blind placebo-controlled phase Il
study of adjuvant pembrolizumab versus placebo in
patients with head and neck squamous cell cancers at

high risk for recurrence: the PATHWay Study
Alexander T. Pearson'
Inclusion Classes

A. High risk nodal disease or inte~ qo ‘reatment (n=10)

NIVO POST-OP

Post-Operative Nivolumab Significantly Improves DFS in Head and Neck
Cancer

January 10, 2025

B. Salvage surgery includi~ S“\ _-37)
C. Indeterminate di~* .ng for is (n=0)
D. Oligome*~ 0\ a itively (n=10)
case after surgery (n=4)
_urrences or multiple treated primaries who have undergone
es (n=37)

Results
PFS and OS for Full Study Population

« Statistically significant difference in PFS (one-sided logrank p=0.021) with a Cox HR of 0.61
(80% Cl: 0.43-.86),

+ OS curves were very similar (one-sided logrank p=0.45) with Cox HR=1.00 (80% CI: 0.60-1.68).
+ Median PFS post-cross 2 months (n=19)

. Total Population: PFS (N=100) ! .. Total Population: OS (N=100)

" HR=1.00
logrank p=0.45

" HR=061
logrank p=0.021

Primary PFS Endpoint Also Evaluated in 2 Large Sub-Cohorts
+ Post-hoc analysis

Group B (Salvage Surgery): PFS 1|, Group F (Multiple Previously
(n=37) Treated Cancers): PFS (n=37)

HR =0.34
200/ l0grank p=0.016

HR =0.48
200 logrank p=0.057

Pearson, et al. Presented at ASCO 2024

Screening
Post-surgery

¥

Check availability of tissue samples
for PDL-1, P16 and
Immune landscape

A
J
Randomization
nivolumab : 240 mg 14 days
before first RT/cisplatin dose
IMRT 66 Gy / 6.5 weeks IMRT 66 Gy / 6.5 weeks

Cisplatin 100 mg/m?2 x 3 cycles Cisplatin 100 mg/m? x 3 cycles

nivolumab : 360 mg
Day 1, 22, 43

Maintenance
Nivolumab : 480 mg Q4W
for 6 doses
Starts 4 weeks after last RT dose
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Racional Clinico:
Lecciones aprendidas de otras entidades

Current Perspective X E ]CV .
= " Journal for

S
Neoadjuvant immunotherapy is reshaping cancer L) .

management across multiple tumour types: The future is "=
now!

Neoadjuvant immunotherapy of
locoregionally advanced solid tumors

Maio. Eur J Cancer 2021;152:155-164.

ORIGINAL ARTICLE ] [

Melanoma

Neoadjuvant versus adjuvant p i for [
resectable stage lll-IV melanoma (SWOG S1801)

h

Tarhini, et al. JITC 2022 Aug;10(8):2005036.
tumee

CCR dMMR

hemotherapy and i immune checkpoint inhibition in
Il-cell I an open-label, locally advanced MMR-deficient colon cancer: the
ingl , phase 2 trial NICHE-2 study

Neoadjuvant Cemiplimab for Stage Il to IV Event-free Survival with P
C q Cell Carcit in Early Triple-Negative Breast Cancer

$1801 primary endpoint: Event-free survival

ee sk

—
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Hazad 145000 58 (95% C1 0.39-0.87) pu 004
Larimark 2-your V5. T2% v 4%

Patel. Annals of Oncology (2022)

33 (suppl_7): S808-5869 Gross. N Engl J Med 2022;387:1557-68.

Schmid. N Engl J Med 2022;386:556-67

Major pathologic response in 95% of patients; 67% pCR

i
|
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$s 63

Provencio. Lancet Oncol 2020;

21(11):1413-1422. Chalabi. ESMO Congress 2022



Racional: Pros y Contras para el desarrollo de la IO
neoadyuvante en el CECC

TMB IN SOLID TUMORS

\\\\\\\\\ AR R AR S

]

PDL1 EXPRESSION
IN TUMOR & IMMUNE CELLS

1 ___.fii_: TN
ERDRRRRY Y e
H IMMUNE CELL INFILTRATION s - o
Ventajas Limitaciones
Mayor antigenicidad

Mejor estatus inmunitario

Adelantar control sistémico

Respuesta patoldgica como endpoint subrogado

Ventana de oportunidad para estudios traslacionales

Oportunidad para estudios de combinacion

Mandal R, et al. JCl Insight. 2016;1(17):e89829  Miiller. Oncotarget 2017;8:52889

Allen G, et al. Cancers 2015, 7, 2397-2414 Kim. Sci Rep 2016;6:36956

Baja ORR con anti-PD1 en monoterapia en SCCHN
Falta de buenos biomarcadores para seleccién de pacientes

Falta herramientas estandarizadas para evaluar respuesta (pTR
RECIST, Irecist..)

Riesgo de retraso de terapia definitiva (Cirugia, RT)

Gutierrez-Calderdn V, et al. Ther Adv Med Oncol 2021;13:1-14
Ferrarotto R, et al. CIAO. 2019 ASCO Annual Meeting




Significant Pathologic Response : “Regressed” tumor,
inflammation, giant cell reaction, acellular keratin

Courtesy of Vickie Jo, Head and Neck Pathology Service
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NIVO X 2 (N=29)
[ e ]

#An Oipon-label, MulBicohord, Phaso 172 Stusdy
i Pationts With Vinis-Associsiod Cancers

R e L T

Pral - piwshamab idey 79,

N=29
Safety: No surgical delays / G3/4 Aes: 13.8%
Efficacy:
*  RR:48% (50% HPV+, 46% HPV-)
*  RR>40%: 3 pts
+ RR75%: 1 pt (HPV+)

Ferris RL, et al. ESMO Congress 2017
Ferris RL, et al. JITC 2021;9:E002568

NIVO X 2 +/- IPI (N=30)

Disease specific outcomes
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Pathologic Complete Response After Mivo+Ipi
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N=30

Safety:

* No surgical delays.

*  G3/4 TRAEs: Nivo (2/15), Nivo-Ipi (4/15)
Efficacy:

* ORR: 13-38%

* VOL RR: 50-53%

* pTR (>50%): 15-33%

* pTR (>90%): 8-20%

* 1y-PFS: 85%

* 1y-0S: 89%

IO neoadyuvante en CECC: neoadyuvancia exclusiva

NIVO X 2 +/- IPI (N=29)

Meoadprvant immunotherapy with nivolumab and
ipilirmurmab induces major palhological responses
in patients with head and neck squamous cell
carcinama

= — T ][ s

Fre Ikl

L tiedl el

Presented By Jonathan Schoenfeld at 2020 Head & Neck Cancer Symposium, Scottsdale, AZ

Vos JL, et al. Nature Comms 2021;12:7348

DURVA X 2 +/- TREME (N=28)

QAQ; Checkpoint Inhibitors
Assessment in Oropharynx carcinoma
Safery arsd PReTIm P

Stuthy Schetra

A oy RECIET] 10 Durwa +)- Teene (M=28)

. _|l.,11.....m|g'!|'ll-!.|IEI}||

N=29 (86% HPV+)
Safety: No surgical delays / G3/4 AEs: 13.7%

Efficacy:
ORR: 43% (D: 43%, D+T:43%)
mpRR: 32% (10>SX)
ALL Alive & NED (11m FU)

Presented By Renata Ferrarotto at 2019 ASCO Annual Meeting



[ Pembro x1 > Cx > PORT + Pembro x 6 |

N=36

IO neoadyuvante en CECC: 10 perioperatoria

[ Pembro x2 > Cx > PORT + Pembro x 6 |

N=29

=« ¥ & 8 B

Lomwtet Rish  High Rk

Uppaluri, et al. ASCO Meeting 2017

MNecadjuvant! adjuvant checkpoint
immunotherapy in surgically resectable HNSCC

| Pembro x1 > Cx > PORT + Pembro x 6

Phinse |1 Clinical Trial of Meoadjuvant and Adjuvant
Pembrolinamab in RBesectable Local-Regianally
Advanzad Head and Meck Squamaus Cell Carcinama
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Uppaluri R, et al. ASCO 2021
Cabezas-Camarero S, et al. Crit Rev Oncol Hematol 2022;
169:103569

Wise-Draper, et al. Clin Cancer Res 2022;28:1345-52




¢ A mayor tiempo de tto. mayor respuesta?

Neocadjuvant/ adjuvant checkpoint
immunotherapy in surgically resectable HNSCC

¢Respuesta discordante 1° vs Cuello?

A'WNDDW OF DFPORTUMITY TRIAL OF PREOPERATIVE MIVOLIRASE

Schema for Cohort 2
Eradpraerly
Pra meatmat —— 1 7 resurrenoe
Cohae 1 Py | — e ratn
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IO neoadyuvante en CECC: Otras lecciones e hipodtesis

¢ Potencial en el escenario Recurrente-
Resecable?

CLNBCAL CAMCER RESEARCH | CLINICAL TRIALS: [MMUBAOTHERARY

Nivolumab +

; In Sz%hi:}isei'n;::';;':.;z\;s primary Tadalaﬁlo
Discordancia
pTE (12-Cuello):
52% (> pTE en
cuello)

pTR1:
43%

Comparison of PTR

o
g,
g 42%
5 22%
1
: L
b=
= —-—
Cohort 2 Cohort 1

N=21 (N=16 HPV+ / N=5 HPV-)
Nivo + SBRT (tumor 12) = Nivo x 2 > CIRUGIA (wké) >
Nivo x 2-3 dosis

upTR-0 mpTR-1 |wpTR-2

Uppaluri R, et al. ASCO 2021
Cabezas-Camarero S, et al. Crit Rev Oncol Hematol 2022; 169:103569

SBRT sobre 12 +

Luginbuhl AJ, et al. Annals of Oncology (2019) 30 (suppl_5): v449-v474.
10.1093/annonc/mdz252
Leidner. JITC 2021:9:e002485

E5555 SSSS5E ERSES Nivolumab:
E ) Concordancia
E ' pTE (12-Cuello):
§7 84%
B, e

Hanna, et al. Clin Cancer Res 2022;28:468-78
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IO neoadyuvante en Enfermedad LA Resecable: EC KEYNOTE-689

AACR WANNUAL 17 S5 &~ JUTETRY
for Cancer Research’ zozs CHICAGO 3 - .‘ : 4 2 MCH.gﬁiﬂggnzuzs

Neoadjuvant and Adjuvant Pembrolizumab
Plus Standard of Care in Resectable Locally
Advanced Head and Neck Squamous Cell
Carcinoma: Phase 3 KEYNOTE-689 Study

Ravindra Uppalun MD/PhD, Robert |. Haddad MD, Yungan Tao MD/PhD, Christophe Le Toumeau MD, Nancy ¥. Lee MDVFASTRO,
William Westra MD, Rebecca Chemnock MD, M akoto Tahara MD/PhD, Kevin Hamington MBBSPhD, Arkadiy L. Klochikhin MD,
Irene Brafia MOVPhD, Gustavo V. Alves MD, Brett G. M. Hughes MD, Marc Oliva MD/PhD, lane P. F. Lima MD, Tsutomu Ueda MD/PhD,
Tomasz Rutkowski MD/PhD, Ursula Schroeder MD, Paul-Stefan Mauz MD, Thorsten Fuereder MD, Simon Laban M D,
Nobuhiko Ondate MD/PhD, Aron Popovtzer MD, Nicolas Mach MD, Yevhen Korobko MD/PhD, Diogo Alpuim Costa M OV Sc,
Anupama Hooda-Mehra MD, Cnstina P. Rodnguez MD, R. Bryan Bell MD, Cole Manschot PhD, Kimberly Benjamin MD/MSc,
Burak Gurmuscu MD/PhD, Douglas Adkins MD

Uppaluri, et al. AACR 2025



Uppaluri

KEYNOTE-689 Study ST MERTING

NCT03765918 APRIL 25-30 | AACR.ORG/AACR2025 | RAACRZS

Neocadjuvant phase
RN

Adjuvant phase

Key Eligibility Criteria

. N = 363 Pembro 3 cycles
 Adults with resectable LA HNSCC R + radiotherapy
o Larynhypopharynx/oral cavity stage IIIAVA CyCles g n cisplatin
» Oropharyngeal stage VA p16- R 1:1 o o
o Oropharyngeal stage lll T4 NO-2 p16+ - G)
m
+ ECOGPS0Oor1 A :
. o < Radiotherapy
« Tumor tissue for PD-L1 testing® N = 351 k cisplatin
Stratification factors Primary endpoint: EFS per RECIST 1.1 by BICR
* Pnmary tumor site (oropharynx/oral Key secondary endpoints: Major pathological response (mPR; £10%
cavity vs larynx vs hypopharynx) residual invasive SCC in resected primary tumor and all sampled
= Tumor stage (lll vs IVA) regional lymph nodes) by BIPR and OS
* PD-L1 TPS2 (250% vs <50%) Other secondary endpoints include: Safety

BICR, blinded independent central review, BIPR, blinded independent pathologist review, EFS, event-free survival, 05, overal survival
*Assessed by PD-L1 IHC 22C3 pharmDx; TPS=% tumor cells with membranous PD-L1 staining; CPS=number of PD-L1=staining cells + total # viable tumor cells = 100

Uppaluri, et al. AACR 2025



/ Uppaluri KNEEY AACH 2025 .

AN : AACGR mnuu..}&
Statistical Considerations g L

APRIL 25-30 | AACR.ORG/AACRZOZS | RAACR2S

Type | error rate strongly controlled at a=2 5% (1-sided) across

Sequential testing strategy all comparisons by Maurer and Bretz graphical method
= EFS by stratified log-rank test at a=0.025 (1-sided) EFS superiority
* mPR by stratified Miettinen and Nurminen method sl
at a=0.0005 [1 ﬁldEd} EFS superiority 19
. : CP3 21 population i
= OS by stratified log-rank test at a=0.0245 (1-sided) EFS
EFS riority
. . All p:ﬁp;m;
Analysis populations 00,0005 0=0,0245
« Efficacy was assessed in all randomized Y — 0S superiority
participants (ITT population) CPS 210 population CPS 210 population 50
= Safety was assessed in all participants with =1 “mPR superiority _ OS superiority | mPR
dose of study treatment, including surgery only CPS 21 population [, : CPS 21 population 2 OS
':35'“'93 ted popu lation ) mPR supenority 05 supenority
All parbcipants All parbcipants

Maurer W and Brelz F. Stal Biopharm Res 2013 Migttinen O and Nurminen M. Stat Med 1985

Uppaluri, et al. AACR 2025
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Uppalun KNGEY AACR 2027

AACH AR
First Interim Analysis (I1A1) et 3025 CHICAGO

APRIL 25-30 | AACR.ORG/AACR202S | BAACR2S

*= Planned after ~207 EFS events in CPS =10 population and ~9 months after last
participant randomized

= |Final analysis for mPR; interim analysis for EFS and OS

= | Data cutoff date: 25 July 2024

= |Median (range) follow-up?: 38.3 months (9.0-66.5)

Uppaluri, et al. AACR 2025



Uppaluri KN683 AACR 2025 .

AAGR )VANNUAL
Baseline Characteristi ST i CRIASO
daseline daracteristics tor Cancr s’ 2025 CHICAGO
APRIL 25-30 | AACR.ORG/MACR2025 | SAACR2S
Pembro + SOC S50C
Median age (range), years 60.0 (29-82) 61.0 (22-87)
Male, n (%) 286 (78.8) 277 (78.9)
Current/former smoker, n (%)3 293 (80.7) 267 (76.1)
Alcohol use—yes, n (%)? 250 (68.9) 238 (67.8)
Primary tumor site, n (%)
Oral cavity [ 219 (60.3) 213 (60.7) | | CECO: 60%
Larynx 81 (22.3) 73 (20.8)
Hypopharynx 28 (7.7) 26 (7.4)
Oropharynx 35 (9.6) 38(10.8) |
Missing 0 1(0.3)
Positve HPV status, n (%)° 12 (3.3) 15 (4.3) CPS > 10: 65%
PD-L1 CPS 210, n (%) 234 (64.5) i CPS 1.0: 30%
PD-L1 CPS 21, n (%) 347 (95.6) 335 (95.4) CPS < 1: 59 ?
. (1]
e e I S e e b BV e Dot cuu 25 1 204

Uppaluri, et al. AACR 2025



Treatment Disposition

Uppaluri K683 AACR 2025

AACHR )"ANNUAL

Amarican Association “EET“G
for Cancer Researc’ 2028 CHICAGO

ITT Population APRIL25-30 | AACR.ORG/AACR202S | BAACR2S
Study start Participants randomized (Dec 2018-Oct 2023), N 363 351
Receved 21 dose of necadjuvant pembrolizumab, n (%) 360 (99.2) 29(0.6)
Necadjuvant therapy Completed 2 cycles of pembrolizumab, n (%) 341(93.9) 1(0.3)
Permanently discontinued all study therapy at this phase, n (%) 30(8.3) 0 . ,
Underwent surgery. n (%) 322 (88.7) 308 (87.7) Cirugia:
[Completed surgery 321(88.4) 308 (87.7)) 88%
Tumor found to be surgically unre sectable 1(0.3) 0
= = = |
In-study surgery ;ﬂﬂ:‘mne::j't:r dl?c:ntnuad all Tﬂy;?pzaw{::}thm phase, n (%) 55 (152) 41(11.7)
0510 I: g MNSK d55e55Mmen i | - H .
[High-risk feature s present 118 (32.5) 56 (44 4)] A-P alto riesgo:
Low risk (no high-risk features present) 196 (54.0) 148 (42 2) 2700
Missing 49 (13 5) 47 (13 4) \1' %
|Received 21 dose of adjuvant therapy after surgery. n (%) 267 {?3.5]" 267 5561? |
Adjuvant therapy Started pembrolizumab 248 (68.3) 0 Inicio d(: la RT:
Started cisplatin 100 (27.5) 132 (37.6) 75%
Permanently discontinued all study therapy at this phase, n (%) 109 (30.0) 14 (4.0) : ,
PRI [Completed all study treatment n (%) 165 (42.7) 261 (74.4]] Complet6 Todo el
¥ ment Treatment angoing, n (%) 1(3.0) 0 tratamlepnto;n brazo de
embro:
2 pis in the S0C group received negadjuvant pembro in eror (protocol deviations) *8 additional pts in each group received definitive therapy without sungery Data cutoff dats 42.7%

Uppaluri, et al. AACR 2025




Treatment Exposure

As-Treated Population

AAGR )VANNUAL

sercan oo 4 MEETING
oo Cancer Ressarch m’ CH|CﬂGo

APRIL 25-30 | AACR.ORG/AACRIOZS | WAACRIS

Total duration on study therapy, including study drugs and in-study surgeryfradiotherapy

N 361 N3
Median duration {range), months 9.1(0.03-223) 29(0.03-7.2)
Duration of neoadjuvant pembrolizumab
N 3612 12
Median duration (range), months 0.7 (0.03-1.1) 0.03 (0.03-0.03)
Median cydes (range), n 20(1.0-2.00 1.0(1.0-1.0)
Surgery, N 323 o7
Duration of adjuvant therapy
Pembrolizumab, N 255 0 .
Median duration (range), months 9.7 (0.03-18.9) 0 Tpoo ?eml?ro' 9.'7 m
Median cydles (range). n 15.0 (1.0-16.0) 0 Ne ciclos: 15 ciclos
Radiotherapy, N 274 275 |
Median duration {ran e 44 0{1.0-90.0) 450(30-730) : : .
Median dose (range), Gy 60.0 (2.0-70.0) 56.0 (6.0-72.0) D°§65VT22'Z:T'
Cis platin, N 107 139
Median duration (range), months 1.4 (0.0-1.8) 1.4 (0.0-1.7)
Median cycles (range), n 3.0 {1.0=3.0) 3.0(1.0=3.0)
Total dose 2200 mg, n (%) 95 (88.8) 126 (90.6)

2 pts in SOC group receied neoaduvant pembro in ermor (protocol deviations), 1 is included in the pembro = SOC as-freated population

Data cutolf date: 25 July 2024

Uppaluri, et al. AACR 2025




Resultados Objetivo 12: EFS
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- WA weam - EFS en Poblacién Total:
. Exmatn &%) L AE Bl ‘ﬁl?l;l-‘:l'l - i i
- ity Sha B - s 51.8 mvs 30.4 m
Em":c"n'-:-m ,::.:E" mr:‘::n'ﬁl EFS en CPS > 10: " ™ HR0.73
; = 59.7mvs 26.9m i o
§ » HR 0.66 §=
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Resultados Objetivos 22: mPRy OS

AACR J"ANNUAL . AAGR 5 ANNUAL
Key Secondary Endpoint: mPR =$mwﬁ?sﬁ¢% Key Secondary Endpoint: 0S oo M

CHICAGD
i 350 | [ CPS 210 Population A 53 | | RAKDEDS
Pamibro + S0C S0C
1= W= 234) (N=23)
Ewvents, n (%) T3N3 853 5

CPS 210 Population CPS 21 Population All Participants il

o R 80 Median, mo (95%Cl)  NR(NR-NR] 618 [40.2-NR)
m pr oy m =
n= 347 M= 353 [T
PR 8 s = o 2 ol [ HR 072, 95% C1 0.82-098,
mPR rate, % (35% C1) 137 (95-188) 0.0(00-16) 98(69-134) 0.0(00-11) 9.4(66-128) 00 (0.0-10) | i 40 e *
Estimated dfference (5% 1) 137 (87-18.7) 98 [70-133) 93 (BT-128) %0+ : T TR oo -
il
Pvalus 0. (0001 <0, 00001° 0. 00001° o i i Aol Tolow-up i ongoing. 015
H H Pry patPai5ars wall Bad VEREd o Pl ngdyoes
= B B e i B B S W B M mu iy o accondng 1o the statisical plan
: e : T % I 60 6
Major pathological response (mPR; S10% residual invasive SCC) by blinded independent pathclogist review. (— S wm “ =
- e B - A
Dhai ool dade 35 ol 04 *Segnilican o boen dary wan el 81 141 Dula cuball date 7% July 2004
mPR en mPR en mPR en .
i OS:NRvs 61.8 m,
CPS > 10: CPS>1: Poblation Total: HR 0.72
13.7% 9.8% 9.3% *
(Resultados atin
inmaduros)

Uppaluri, et al. AACR 2025



Resultados Objetivos 22: Seguridad
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¢Pembro perioperatorio nuevo estandar en
enfermedad LA resecable?

Uppalun

FHTES AACH T075]
AACHR )" ANNUAL

AP A

Conclusion - CHICAGO

AFEIL FE-F2 | AACH CRG/ARCEPOTE | BAACRER

Neoadjuvant pembrolizumab followed by surgery and
adjuvant pembrolizumab concurrent with and after
postoperative (chemo)radiotherapy represents a new
standard of care in the treatment of patients with
resectable locally advanced head and neck cancer

Si pero aun varios aspectos que aclarar
resolver...

Falta demostrar impacto en OS (datos

inmaduros)

Resultados en alto vs bajo riesgo?
Estratificacion por CPS sin agregar: CPS 1-9
(30%) y CPS <1 (5%)

Subestratificar CPS >/=10: CPS 20, CPS 50...

Resultados aplicables a cualquier
sublocalizaciéon?
Cirugia:
* 12-13% en ambos brazos no se operaron:
por qué?
* Hubo RC con Pembro que no se
operaron?
Tratamiento completado en brazo de Pembro
en 42.7%: en qué momento abandonaron el resto
y por qué?
Toxicidades: en qué momento se produjeron?
(Neoady, RT, Ady?)




INDICE

RACIONAL PARA LA 10 EN LA ENFERMEDAD LOCALIZADA

10 + RT radical

Pacientes FIT & UNFIT: MK3475-412, JAVELIN H&N100, REACH, PembroRad
10 adyuvante

IMVOKE-010, JADE, eVOLVE, ADJORL, NIVO POST-OP
10 neoadyuvante

Racional

10 neoadyuvante & KN-689

10 + QT neoadyuvante



IO + QT neoadyuvante en VPH no-relacionado

DURVA + TREME + 3wkCarbo-Pacli DEPEND: NIVO + 3wkCarbo-Pacli

Neoadjuvant nivolumab, paclitaxel, and carboplatin

s Induction chemoimmunotherapy followed by response-stratified chemoradiation in
followed by CDS8+ immune cell-based locoregionally advanced HPV negative head and neck
patient selection for chemotherapy-free squamous cell carcinoma (HNSCC): The DEPEND triz  Full cohort (N=36)

Progression Free Survival (PFS) and Overall Survival (OS)
radioimmunotherapy in locally DEPEND trial: Study Design (NCT03944915)
advanced head and neck cancer RN Response-

adapted

Patients (%)
o

ebageaty e, Neoadjuvant
Ty

i ed fmot) A Progression-free Survival RIT cohort B Overall Survival RIT cohort »E:sﬁc.cw%.m\;.w
‘ PFS 24-month estimate '0S 24-month estimate
[Induction therapy (n=79) | 1007 1007 ] 64% (95%C1 0.41-0.80) i 76% (95%C 0.53-0.89)
S 2l - e | ' :
L iy ! e = <sow el = 2y-08: 76%
€019 dsase 0e1) o . g Py .
£ g Neoadjuvant nivolumab with chemotherap el
S & % oo Response Rate (RECIST v1.1) Response-stratified survival
eresss r— £ a i i i
s il 2y'PFs: 72% g = 2y'os: 84% Percent Chance in Sum of Target Lesions from Baseline (N=35) _ Progression Free Survival (PFS) and Overall Survival (OS)
2 ! s =
B § 4 Deep Response Rate (DRR)*
(w7279, 91%) ‘ Excluded before RIT (a=12) g 204 8 54% (95%C] 0.37-0.72)
vocton oty © 5. 1-year PFS rate 78% (CI: 69%-90%) 2. 1-year OS rate 90% (CI: 83%-98%) }
o - 2-year PFS rate 72% (CI: 61%-85%) 2-year OS rate 84% (Cl: 74%-94%) Objective Response Rate
Exphogad fo ooy wi 10{ 101 89% (95%Cl 0.74-0.97) ¥
Patients entered "Sugery (122) _IIII PO Am) T ; - 05 (24m) 95% CI
. Rosponse-  86% 054096
_ (n=6079, 76%) Tntamans oty o l ol AN ™ o o2 adapiod CRT
(=Primary endpoint cohort) o 043078 Standard CRT  67% 027089
L | RT not completed (nw1) l
T Patents etusai (n+1)
Radiotherapy completed*
(n=59/60, 98%)

PD-L1 expression and neoadjuvant therapy
Response rate and PD-L1 expression PD-L1 Expression and Survival
Progression free survival (PFS) and Overall Survival (OS)

L2
Cycle 6 of immunotherapy
completed without DLT
(primary endpoint)

PD-L1 Combined Deep Response*  Suboptimal Total p-value
HISTORICO' Positive Score n=19 Response® n=35

(CPS) n=16 - Consors
CPS<1,n (%) 4@l 1 (68.8) 15 (429) [ 1 NO DIFERENCIAS
zy-os: 67% CPS 21, n (%) 15 (78.9) 5(31.3) 20(57.1)

Proumonts (n=1)

Adre
(n=46, Feasibility 46/56=82%) || | Hypomyodem (n=1)

o (F-U:14m)
PDLICPS  PFS (24m) - PDLICPS O (24m)
PD-L1 Combined Deep Response*  Suboptimal Total pvaive [N gresan ot i geexD G
Positive Score n=19 Response® n=35 cre<2 L cPs<20 ™%
(cPs) o o
CPS <20,n (%) 14 (737) 2777 077
CPS >20,n (%) 5(26.3 E 8(229) = =
Hecht, et al. JITC 2020;8(2):1-10. e (2 ¢ o . LN » “ . . o » ,.
Hecht, et al. JCO 2021;39(15_suppl(May No. at Risk VCIDCEDAI ST *Deep Response (250% tumor shrinkage per RECIST v1.1) i o L
20, 2021)), 6007. HPV-positive 206 179 165 bSuboptimal Response (<50% tumor shrinkage per RECIST v1.1)

Hecht, et al. JITC 2022;10:003747. HPV-negative 117 7% 65

Rosenberg, et al. ASCO 2023
Rosenberg, et al. JAMA Oncol 2025



IO + QT neoadyuvante en VPH no-relacionado

Neoadjuvant immunotherapy with or without
chemotherapy in locally advanced oral squamous cell
carcinoma: Randomized, two-arm, phase 2 trial
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Neoadjuvant chemo-immunotherapy with
camrelizumab plus nab-paclitaxel and
cisplatin in resectable locally advanced
squamous cell carcinoma of the head and
neck: a pilot phase II trial
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IO + QT neoadyuvante en orofaringe VPH-positivo
HB200 + QT neoadyuvante

NIVO + QT neoadyuvante

Response Following Induction

y | Radipraphic

Progression-Free Survival Owverall Survival

2-year OF 93.3%

Rosenberg, et al. ASCO 2021

AR
MMH';M“ Wiz arararvieen banad -
e e el i T j
osmphayrgasl cascer: “TRRGET HPY~ TARGET-HPY: Study Design (NCT03944915)
iaapr et
R —— (e — e —
- -
" = = - ] T i by
- el g
=] i D ey s | o
. ke B P iy
e o l_'-—u-'rdu
porr-a —
r] [ .
e R e iy
B2 CV T HERANBI0 G | 2o o e e |y in
. o e [ I———
vamiene
AT
Antltumnr activity
Dlees raipanis rale
Chaip rapras Tobe of BV (1790 11
" R . Blbgure s HI'rlll
s dess: rewpomna rele noied seorg Fegher dow el Sl Wl B P
s (18 ' ke eely (] o) 06 T —r | Py T
e e b e e
d e edpvant. iedoitenagy P -
L) roay Ir. N
a0 i d
a I
it :
¥ |
e T i ) —
5 e ey
AT

Rosenberg, et al. ASCO 2024




7 IO + QT neoadyuvante: ‘
Varon 62 ainos. IPA 60. CECO cT4b N2 MO (IVB). CPS=10

Basal + 4 meses

pPCR
ypTOypNO

_!’g -]
Desvitalizacion completa 12y
parcial en cuello



Uppaluri (2020)
Cohort 1

Uppaluri (2022)

Cohort 2

Uppaluri (2025)
KN-689

Wise-Draper (2022)

[ -

—
Nivo + SBRT

—3
Ferris (2017)
Nivo |
+- Ipi Schoenfeld (2020)
Vos (2021)
IMCISION
—
—
Ziinner (2020)
Hecht (2020)
Anti-
P?g}” ] Rosenberg (2023)
DEPEND
Even (2020)
MEDINDUCTION
-

Ferrarotto (2020)
CIAO

Rosenberg (2021)
OPTIMA Il

Leidner (2021)

Hanna (2022)

11, CECC LA resecable, HPV(-)

11, CECC LA resecable, HPV(-)

111, CECC LA resecable, HPV(-)

11, CECC LA resecable, HPV(-)

11, CECC LA resecable, HPV+/-

11, CECC LA resecable, HPV(-)

11, CECC LA resecable, HPV(-)

1l, CECC LA, HPV+/-

I, CECC LA, HPV+/-

1, CECC LA, HPV-

I, CECC LA, HPV+/-

11, CECC LA resecable, HPV+

11, CECC LA resecable, HPV+

1B, CECC LA resecable, HPV+/-

1, CECC recurrente-resecable, HPV+/-

28

714

90

29

30

29

27

57

36

14

29

73

21

28

Pembro x 1

Pembro x 2

Pembro x 2

Pembro x 1

Nivo x 2

Nivo vs Nivo + Ipi

Nivo vs Nivo + Ipi

Nivo + QT (TP)

Durva + Treme
+ QT (TP)

Nivo + QT (TP)

Durva + TPF

Durva +/- Treme

Nivo + QT
(nabpac-carbop)

Pembro + SBRT

Nivo + Lirilumab

Pembro x 6

Pembro x 6

Pembro x 17

Pembro x 6

0%

irAEs: 10%

HPV+: 19%;
HPV-: 11.5%

14% vs 30%

33% vs 38%

37%

68%

47%

79%

20% vs 7%

20%

11%

0%

0%

0%

0%

0%

0%

10%

0%

0%

I0 neoadyuvante : Estudios mas relevantes con resultados

Fase. poblacién Agente Agente Toxicidad Tasa de retraso Respuesta Supervivencia
P NEOADYUVANTE | ADYUVANTE G3/4 quirargico patolégica P

pTR2: 22%

pTR2: 45%

MPR (< 10%):
9.6% - 13.6%

MPR + PPR: 39%

MPR + PPR: HPV+
23.5%; HPV-5.9%

pTR2: 15 vs 23%
MPR: 8 vs 20%

MPR: 17 vs 35%

MPR: 69%
pCR: 48%

DRR: 54%
ORR: 89%

MPR: 8% vs 8%

pCR: 67%

MPR: 86%
cPR: 67%

MPR + PPR: 43%

C
Oncol Hem;

1y-RFS: 91%

3y-RFS: 85%
3y-0S: 90%

EFS: 51.8 — 59.7 meses

1y-DFS: 80%

2y-RFS: 88% vs 54%

1y-RFS: 85%

1y-RFS: 76%

1y-RFS: 96%

2y-PFS: 64%

12m-RFS: 64%

15.7m-RFS: 93%

2y-RFS: 90%
2y-0S: 91.4%

1y-RFS: 55.2%
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NCT06647563
(NEO-ICT)

NCT05578170
(PROBES)

NCT03708224

NCT03854032

NCT04988074
(MINIMA)

NCT03174275

NCT04080804

NCT04807140

NCT05459415
(REMATCH)

NCT05483400
(TIRACAN -Basket trial)

NCT04681469
(PRIME)

NCT05098119
(00C-002)

IO neoadyuvante : Estudios en curso
| omcamsgov | pobmien | N [ osefoyageme | Endpointprimario |

CECC LA resecable (I1I-1VB)

CECO LA resecable

CECC LA resecable

CECC LA resecable, HPV+/-

CECC LA resecable, HPV+

CECC resecable, HPV+/-, neoady y ady

CECC LA resecable, HPV+/-

CECC LA resecable, HPV+/-

CECC LA resecable, HPV(-)

Resectable LAHNSCC

Niraparib + Dostarlimab

Carboplatin + Nabpaclitaxel + Sintilimab

355

47

55

a8

32

39

60

57

54

97

49

43

Fase lll, Toripalimab + Nab-paclitaxel +
Carboplatino +/- Cetuximab

Fase Il, Pembrolizumab

Faselll,
Atezolizumab + Tociluzimab * Tiragoluma
b

Fase Il,
Nivolumab + BMS-986205

Fase ll,
Cemiplimab % Carboplatin + Paclitaxel
(>TORS vs de-escalated RT)

Fase ll,
Durvalumab + Carboplatin + Nabpaclitaxel

Fase ll,
Nivolumab vs Nivolumab + Ipilimumab vs
Nivolumab + Relatlimab

Fase ll,
Toripalimab + Carboplatin + Nabpaclitaxel

Fase Il,
Quimio-inmunoterapia

Fase ll,
Atezolizumab + Tiragolumab

Fase Il,
Niraparib + Dostarlimab

Fase ll,
Carboplatin + Nabpaclitaxel + Sintilimab

Smussi, et al Cancer Treat Rev 2023;121:1026
Cabezas-Camarero, et al. Crit Rev Oncol Hematol 2022;
ClinicalTrials.gov (acceso 22/5/25)

2y-EFS

pTR-2

Tasa reseccion RO, cambio en TILs CD3+

ORR

2y-PFS, cambio en QoL y funcién
deglutoria

pCR

Seguridad

pTR, seguridad

DFS

pTR

MPR, seguridad

pTR2
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Conclusiones

» Lainmunoterapia (I0) en la enfermedad LA supone el mayor avance terapéutico en el CECC desde 2019:
+ Sodlido racional bioldgico y clinico para el empleo de la 10 en el CECC LA
* LalO en el CECC LA consigue un notable efecto patolégico e incrementa EFS (KN-689) y DFS (Nivo Post-OP)
+ Temas a debatir:
* KN-689 vs NIVO POSTOP: Definir estrategia en CECC LA con A-P de alto riesgo: Neo(adyuvancia) vs Adyuvancia
+ KN-689 vs NIVO POSTOP: |10 durante 8 vs 12 meses
» KN-689: aprobacién en poblacion total o en CPS-seleccionado?
+ KN-689: EFS y OS en alto vs bajo riesgo?
* KN-689: Falta demostrar impacto en OS (datos inmaduros)
» Estrategias a estudiar:
+ Combinacion de 10 + QT neoadyuvante/induccién?

» Desescalar la terapia local (cirugia, RT)
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iMuchas Gracias!




