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Tumores de cabezay cuello localmente avanzados (estadios llI-IVb)

Alta complejidad

ECOG

Comorbilidad
Preferencias paciente
Localizacion
Resecabilidad

Objetivos
+ Curacion, aumento de supervivencia
+ Preservacion érgano (tumores resecables)

Beneficio paciente
Oncologo 30% recaida loco-rregional Oncologo
Médico 25% recaida a distancia Radioterapico
SG 5 afios— 40%
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Este es el escenatrio terapéutico en el que nos movemos (mas o menos...)

Tratamiento no quirdrgico

N Vivancia . Radioterapia radical
.LFJ;|C VAL ‘u/;,.‘ fl‘ ) . 3 g .
e - (Quimioterapia, cetuximab)

Tratamiento quirdrgico

_ ., Radioterapia post-operatoria
Heosdyvenc ** (QuFi)migterapiZI)
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¢ Novedades en tumores de
cabezay cuello localmente
avanzado?
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“Ala vida le basta el espacio de una grieta para renacer”
Ernesto Sébato
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Tratamiento no quirdrgico

—

I

Radioterapia radical
(Quimioterapia, cetuximab)

Quimio-radioterapia con cisplatino a dosis altas
sigue siendo el tratamiento estandar?!

Radioterapia concomitante con cetuximab en
pacientes unfit cisplatino?

NCCN Clinical Practice Guidelines Head and Neck Cancer 2020
Bonner JA, et al. Lancet Oncol 2010
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Tratamiento no quirdrgico

INEGGUVACTE

—

I

Radioterapia radical
(Quimioterapia, cetuximab)

Quimio-radioterapia con cisplatino a dosis altas
sigue siendo el tratamiento estandar?!

Radioterapia concomitante con cetuximab en
pacientes unfit cisplatino?

Quimioterapia de induccion en pacientes
seleccionados, si se usa TPF3

NCCN Clinical Practice Guidelines Head and Neck Cancer 2020
Bonner JA, et al. Lancet Oncol 2010
locca O, et al. Oral Onol 2018
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Tratamiento no quirdrgico

Radioterapia radical
(Quimioterapia, cetuximab)

—

Inmunoterapia

= Quimio-radioterapia con cisplatino a dosis altas
sigue siendo el tratamiento estandar?!

= Radioterapia concomitante con cetuximab en
pacientes unfit cisplatino?

= Anti-PD1 han demostrado beneficio en
enfermedad recurrente o metastasica34>

NCCN Clinical Practice Guidelines Head and Neck Cancer 2020
Bonner JA, et al. Lancet Oncol 2010

Burtness B, et al. Lancet 2019

Cohen E W, et al. Lancet 2019

Ferris RL, et al. Ann Oncol 2020

arwNhE




| Avelumab plus standard-of-care chemoradiotherapy versus
foro debate

chemoradiotherapy alone in patients with locally advanced
squamous cell carcinoma of the head and neck: a randomised,
double-blind, placebo-controlled, multicentre, phase 3 trial

A
100 —— Avelumab plus chemoradiotherapy
Placebo plus chemoradiotherapy
2 3 : 90+
Randomized, placebo-controlled, double-blind, phase 3 trial s
—_ \..k"—'_‘
Leatkin phase CRT phase Maintenance phase = 2
1 week 9weeks 12 months g =
& so
£
Avelumab 10 mgkg Q2W . i 40+ il e —
Avelumab +cisplatin (100 mg/m?) 3 cycles Avelumab Endpoints & 30 e el
; | Median progression-free survival Not reached Not reached
10mghg + IMRT 70 Gy(35 ractionsT7 weeks 10 mg/kg IV Q2W : . 20 (g5% Q). months (16.9-not estimable) (23.0-not estimable)
3 : q - Stratified hazard ratio (95% Cl 121 (0-93-1-
N=350 (1 fraction/day, 5 fractions/week) N=291 Priary endpoint "] Gnesided steaifed g rark pvalve R
— e : ‘F;SSZSS;OS:E:(DY N TF & F b & W % % % H A % & % ®
Patients with gator PR ksl
histologically — modified RECIST 1.1 Avelumab plus chemoradiotherapy 350 303 289 239 222 176 143 107 69 63 4 33 2 18 4

1 2 2 o
©) (45 (47) (67) (68) (84) (105) (131) (168) (172) (191) (199) (210) (214) (228) (230) (232)
Placebo plus chemoradiotherapy 347 303 291 257 241 200 172 121 75 56 31 2 2 )

diagnosed, previously

8 18 15
tacs . Tumor stage (<T4vs T4) Treatment unti PD, unacoeptable toxicity, or i © (38 (9 @) (53) (70) (90) (130) (172) (187) (212) (215) (224) (226) (238) (239) (241)
untreated, high-risk 1 Nodal sage (NON 22N v N2GNS) wmmar ¥ Secondary endpoints
LA SCCHN* HPV status (HPV+ vs HPV-) included:

B
N=697 * 0§ 100
Placebo « ORRand DOR by oo o
+ cisplatin (100 mg/m? 3 cycles invesfigator per 20
. Placebo G2W modified RECIST 1.1 S
+IMRT 70 Gy/35 fractions/7 weeks N=304 S 701 ey
Il I . _
(1 fraction/day, 5 fractions/week) alety % 604
N=340 =§ 50+
g Avelumab plus Placebo phis
30 i (n=350) i (n=347)
DR gons HPY, umengap HRT rionsy IV, sy ORR 08, overal e PD,progessve dease,PFS, progreson e sunvna, Q2N ey 2 weeks, 20| Median overall survival Not reached Not reached ‘
R, randomzed; RECIST 1.1, Response Evaluation Crtenain Sobd Tumoes version 11, (95% 1), months (not estimable-not estimable)  (not estimable-not estimable)
* High-nsk LA SCCHN (oral cawdy,cropharym, laryru, o ypopharyn: HPY IVa, IVb; nonoropt P I, Na, Vb, HPY T4 or N2 oe N3 (TNM staging per AJCC, Tih edon) 10 Stratified hazard ratio (35% CI) 131(0:93-185)
One-sided stratified log-rank p value 094
3 4 & B 10 12 1a 16 18 20 22 24 26 28 30 32 34

. Time since randomisation (months)
Numberat risk

(number censored)
Avelumab plus chemoradiotherapy 350 336 319 303 284 273 244 190 148 118 82 59 a7 2 o
©) (12) (20) (26) (31) (36) (59) (101) (140) (168) (199) (222) (232) (248) (259) (271) (275) (277)
Placeho plus chemoradiotherapy 347 334 315 298 290 282 252 193 15 86 8 26 1 1 o

Lee NY, et al. Lancet Oncol 2021 il

()  (B) (19) (26) (26) (27) (51) (104) (134) (177) (206) (233) (252) (264) (276) (284) (288) (289)
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(Radiotherapy plus Erbitax and Avelumab for Cancer of the Head and neck)

GORTEC

Fase Ill randomizado, 2 cohortes oL

Cohort fit : summary
Tumores localmente avanzades, lll, IVA, IVB 430 patients randomized
Cavidad oral. orofaringe. Iaringe, hiPOfaﬁnge The number of PFS events was not reached, at the time of analysis
ECOG 0-1 o . - . .
Radiolerapia-) 70 Gy16.5 semanas The planned interim analysis for futility based on 89 events :2731? patients showed a 1-year PFS rate of :
73% (95%Cl 65%-81%) in SOC-cisplatin-RT s cisplatin
Objetivo primario> SLP .

64% (95%CI 54%-72%) in Avelumab-Cetuximab-RT

Avelumab-Cetuximab

H

Prograssion Free Sunival Probabillty

g

...... = HR 1.27 (85%CI 0.83-1.93),
crossing the futility boundary

Study design (II) & run in safety phase i

Unfit Cohort - Primary endpoint GERTEC
. . . . ey g ek
F]T /‘[ Bl e LU ] Kaplan Meier estimate of progression free survival (PFS)
for mp]mm Median follow-up = 21.3 months (IQR 14.6-28.3)(similar in both arms)
1.00 1
RT — cetuximab - e 00
avelumahb 12 manths

SCCHN 080 1 PFS at 2 years

Stage I11- 0.70 1

IVa-Ivb 0.60 4 44% (95% C1 35%53%)

Non- o 0.50 4 . in Avelumab-Cetuximab
operated RT - cetuximab - e ErrTy - Avelumab-cetuximab vs
avelumahb 12 months 0.40 1 31% (95%C1 23%-40%)
\ 0.30 4 in Cetuximab
0.20 1 .
0 Adjusted” HR 0.84 for PFS
0.10 4 Cetuximab 95% C10.62-1.45)
0.00 r r r r . r . one-sided p-value=0.14
LSS SV e EE D 0 6 12 18 24 30 3% &2
At risk Months since randomization

Bourhis, et al. ESMO 2021
140 95 68 39 27 9 4

135 92 5 32 20 6 4 1
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KEYNOTE-412 Study Design (NCT03040999)

Patients
* Newly diagnosed, pathologically

proven, freaiment-naive unresected
LAHNSCC

* Evaluzble tumer burden per
RECIST v1.1

*ECOG PSQor1

* Candidates for definitive high-dose
cisplatin-based CRT

Stratification Factors

* Radiotherapy regimen (AFX vs SFX)

+ Tumor site/p16 status (oropharynk [p16+ vs p16-] or
larynxhypopharynxforal cavity)

+ Disease stage (lllvs IV)

Pembrolizumab
200mg IV Q3W
+

vV Q3w

+
CRT

Primary endpoint

+ Event-free survival (EFS)

Maintenance
Pembrolizumab
x14 cycles

Maintenance
Placebo
14 cycles

Secondary endpoints included:

0§
+ Safely/tolerabilty

Treatment until

* PD or intolerable toxicity

+ 17 cycles for pembrolizumab
or placeho®

* Investigatoripafient decision
to withdraw

Post-treatment follow-up to assess

+ Dissase stalus
* Survival

Event-Free Survival, ITT Population

Events  HR (95% ClI)

100 Pembro +CRT _ 42.5% 0.83(0,66.1.09
o =0.0420°
90+ 24-morate  36-morate Placebo+CRT 47.8%
80 63.2% 57.4%
56.2% %
20 ; A 52.1%
s 60 Median (95% CI)
o) et b e — e NR (44.7 mo-NR)
w40 : ! 46.6mo (27.5-NR)
| |
%1 | '
20 | 1
| |
104 i |
| i
H H
T T T T T T T

Time, months
No. at risk i

402 356 306 261 245 235 225 184 176 109 &2 10 0 0
402 349 282 240 224 209 200 162 149 99 51 7 0 0

3P vinun dd ot meet e uparorty hreshoxd of one-sded o of 0.0242
Dara cuol dse. May 31, 2022

Overall Survival, ITT Population

Machiels J-P, et al. ESMO 2022

Events  HR (95% Cl)

24-morate Pembro +CRT 32.1%
1004 77.9%  36-morate 0.90(0.71-1.15)
90 76.8% 71.9% Placebo+CRT 35.6%
: 70.1%
80 \
70 H a Median (95% Cl)
! ! NR (NR-NR)
= %07 i \ NR (NR-NR)
-k el nhtl GEEEEE L  LEC T LR
O 40 i i
| \
30 i i
20 H H
i 1
104 i H
i H
0 T T T T I| T II T T T T T T

0 5 10 1 20 25 30 35 40 45 B0 55 60 65
Time, months
No. at risk
402 380 351 338 323 310 208 287 243 169 105 30 2 0
402 386 368 345 323 306 288 284 227 159 96 32 0 [+]
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va

irradiated
tumor cell

cytotoxic T-cell

A—Td"auo" ‘4
imulation/
stimulation

4
,  HMGB1
|

| histone
9

passive leakage
protein carrying Passive leakage

immunogenic mutation

Radiotherapy as a Backbone for Novel Concepts in Cancer Immunotherapy.
Kabiljo J, et al. Cancers 2020

Radioterapia + Inmunoterapia

Liberacion de DAMPs (ATP, calreticulinay HMGB)
Liberacion de DNA citosélico> STING-> INF tipo 1
Presentacion antigénica—> péptidos intracelulares
Regulacion positiva MHC

Liberacion citocinas inmunoestimuladoras

abhwdE

Favorecen el desarrollo respuesta inmune especifica

Conocimiento bases biol6gicas

Radioterapia
Dosis/fraccionamiento
Irradiacion cervical profilactica

>eleccion pacientes
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Tratamiento no quirdrgico

Radioterapia radical
(Quimioterapia, cetuximab)

Otros farmacos
(Xevinapant)




foro debate oncologia IAP (XIAP, clAP1/2)

Bloquean la apoptosis—=> Supervivencia
Sobre-expresion—-> Tumores de cabeza y cuello, mal
pronéstico, resistencia farmacos antitumorales

Noncanonical
NF-kB pathway

I Intrinsic pathway ' AEETEET
therapy

«  XIAP directly blocks caspase-9 and
caspase-3/7

Intrinsic
pathway

Extrinsic
pathway

I Extrinsic pathway '

* clAP1/2 prevent formation of the
pro-apoptotic signaling complex
(extrinsic pathway) and block NIK activity
(noncanonical NF-kB pathway)

Bourhis J, et al. Future Oncol. 2022
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* Inhibiting XIAP, which releases the blockade on
downstream caspase activity in the intrinsic
apoptotic pathway

* Inhibiting clAP1/2, which promotes
pro-apoptotic TNF receptor signaling via the
extrinsic apoptotic pathway and induces TNFa
expression via the noncanonical NF-kB
pathway

Xevinapant-> Pequefia molécula, first-in-class, oral
Inhibidor de IAP

Promueve la apoptosis
Mejora eficacia radioterapia y cisplatino

Noncanonical Tumor
NF-kB pathway © microenvironment
__________ o °
NF-kB ==~ > nFa - ¢ 0, o
Anticancer /’ & @ S~ O~o
therapy ® 3‘~A °

Dendritic cell

Intrinsic NIK
ELOIEN

Extracellular stress activation
3 f
pathway TNFQ/TRAIL _°
Inflammatory
Mitochondria [e) cytokine
CIAP1/2 productuon ¢« 9 w
-
Cytochrome C 4 RIP]'/FADD s ® - e \‘
Xevmapant Caspase-8 ° y
SMAC# ® & H
3 CD4+ and CD8+ 1
0 T-cell activation 1
Apoptosome o SN © . o e o I
XIAP ° L3 I
Caspase -9 ® \ ’
Caspase-3/7 \ II
Caspase—3/7 ‘ ,I
4=~/

\ Apoptosis

Noncanonical NF-kB

(potential inr1mune rﬁodulation)

Tumor-targeting
macrophage activation

Bourhis J, et al. Future Oncol. 2022
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Xevinapant (Debio 1143)

ESRESMD©""  STUDY DESIGN

Double-blind, placebo-controlled, Randomized Phase li

Part A

MN=14

Dose escalation
Phase |1*
Primary
endpoint

Definition of
MTD/RP2D

RP2D
200mg QD

-

f',rFE!l't B
MN=96 (Im . =  Xevinapant/Placebo
Xevinapant + CRT D1- D14 every 21 days for 3 cydes
n=48
-  CDDF
B 100megm* every 21 days, for 3 oycles

11 Placebo + CRT - ivmT

n=47 2y 5d/week over 7 weseks (total dose 70Gy])
Stratified by

= MO-M1ws N2-N3
= Primary tumor site (OPC vs non-OPC)
If OPC, by HP\W//p1G status

Primary endpoint

= Locoregional control rate at
18 months after CRT
(A>20% between arms with
0.8 power at 0.2
significance level)

Main secondary endpoints
= PF5

= Dwuration of LRC

=  Owverall survival

Main inclusion criteria:

- Previously untreated, unresectable stage lll, IVA 8 IVB LA-SCCHMN
- Oral cawvity

-  Hypopharynx

- Larynx

- Oropharynx-HPV/p16 both negative or positive

*Tao et sl ESTRO 26

Bourhis J, et al. ESMO 2020
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Xevinapant (Debio 1143)-> Control locorregional

Primary endpoint: proportion of patients with LRC at 18 months after CRT (ITT

population)
100 -

80 A
18-month LRC 54% vs 33%

OR 2.69 (95% CI 1.13-6.42), p=0.026

60 1 54%

40 -

33%

LRC at 18 months (%)

20 1

Xevinapant + CRT
(n=48) (n=48)

Sun X-S, et al. Lancet Oncol 2020

Placebo + CRT

1.0

0.8 1

0.6

0.4

Kaplan-Meier estimate

0.2 +

Secondary analysis: LRC after 3 years (ITT population)

3 years

78%

@ | 56%
e ]
3-year LRC 78% vs 56%

HR 0.47 (95% CI 0.19-1.15), p=0.095

— Placebo + CRT
—— Xevinapant + CRT
® Censored

Xevinapant + CRT 48
Placebo + CRT 48

4 8 12 16 20 24 28 32 36 40 44 48 50
Duration of LRC from end of CRT (months)

35 29 27 26 26 23 22 21 11 5 2 1 1
30 22 20 19 15 9 9 7 2 1 1 0 -

Bourhis J, et al. ESMO 2020
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Xevinapant (Debio 1143)-> SLP

FRRESMD™ ™ Duration of PFS - 3-year follow up

As per investigator, with censoring for late events® - ITT

10 e S eon e Median PFS
»  Placebo: 16.9 months
0E 72%
(95%Cl- 6.8 - 36.1)
u ) _
: »  Xevinapant: Not
'_,IE 05 1_|
g Lo reached (95%Cl: 37 4- NR)
2 6%
£ 04 '-..-.--------:
:
"""""" Statistically
oz
T dambe | vemdRae  0.34(0.17;0.68) significant, clinically
* Censored pslue 0.0023
0D compelling PFS improvement
Demla 1193 A4 42 42 36 A X X XN XN 25 X X N 213 D 012 M ¥ 1B 11 0§ g 2 2 1 E 1
Placeba 48 40 W 32 F 22 M 20 0 4% 37 15 44 8 B B B F S5 =2 4 1 4 a1 1 @

* Late events: those occurring after missed assessments:
cengored fo avoid assumption of non-PD for long periods
Progression-Free Surviw | Durstion (Months) before PD identified (FDA quidance)

0 2 4 6 8 101214161820 2224 6 2 X 334 5 8| 4 42 44 4 48 50 52

Bourhis J, et al. ESMO 2020
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Xevinapant (Debio 1143)-> SG

0OS at 3 and 5 years?8:29.a

100 A . .
3years 5years !
: 5-year mOS: NR vs 36.1 months
801 © HR 0.47 (95% CI 0.27-0.84), p=0.0101
66% :
60
2.
g
3 3-year mOS: NR vs 36.1 months :
40- HR 0.49 (95% CI 0.26-0.92), p=0.0261 :
20 — Placebo + CRT
— Xevinapant + CRT
® Censored

0o 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72

OS duration (months)
48(0) 46(2) 44(2) 42(2) 41(2) 36(2) 34(2) 31(4) 31(4) 29(4) 29(4) 28(4) 26(5) 24(5) 22(5) 22(5) 9(18) 2(25)

48(0) 41(5) 35(6) 33(6) 31(6) 30(6) 27(6) 24(8) 22(8) 20(8) 15(9) 13(9) 12(9) 12(9) 12(9) 10(9) 4(15) 1(18) - Bourhis J. et al. ESMO 2022
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Xevinapant + CRT (n=48)

ORR:

ORR:

80 62.5% 66.7%
60 -
a0 { R S
20 A PR:
0 27.1% 1:!22%
1
3 months 6 months

Xevinapant (Debio 1143)-> Respuestas

Placebo + CRT (n=48)

80 1 ORR:
66.7%
,2 60 - ORR:
2 CR: 47.9%
‘g 35.4%
< 40 A
o
() CR:
= 37.5%
c 20 A PR:
9 31.3%
o PR:
o 0 10.4%
1 1
3 months 6 months

Sun X-S, et al. Lancet Oncol 2020

DoR at 3 years

1.0 7 3years
1 L 79%
08 1 S
0.6 7
@
o
a
04 7 1 o36%
mDoR: NR vs 17.3 months
HR 0.21 (95% CI 0.08-0.54), p=0.0011
0.2 7
= Placebo + CRT
= Xevinapant + CRT
@ Censored
0 e T T T T T T T T T T T + T T T T

Months

At risk (numbers censored)

Xevinapant + CRT 37(4) 31(4) 29(6) 27(6) 27(6) 26(6) 26(6) 23(9) 21(11) 21(11) 20(12) 14(17) 7(24) 3(28) 2(29) 1(30)
Placebo + CRT 35(1) 27(1) 21(2) 20(2) 19(2) 17(3) 15(3) 8(9) 7(10) 7(10) 7(10) 2(14) 1(15) 1(15) 1(15)

Bourhis J, et al. Ann Oncol 2022. Abstract LBA 33
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Xevinapant (Debio 1143)-> Toxicidad

Most common TEAES Xevinapant + CRT (n=48), n (%) Placebo + CRT (n=47%), n (%)
Grade 1-2 Grade 3 Grade 24 Grade 1-2 Grade 3 Grade 24

Any 7 (15) 41 (85) 9 (19) 6 (13) 29 (62) 12 (25)
Mucositis 21 (44) 15 (31) 0 22 (47) 10 (21) 0 Estudio Fase Il (Trilynx)
Dysphagia 10 (21) 24 (50) 0 19 (40) 10 (21) 0 en marcha...
Anemia 12 (25) 17 (35) 0 15 (32) 11 (23) 0
Weight loss 27 (56) 0 0 22 (47) 0 0
Radiation skin injury 24 (50) 1(2) 0 17 (36) 3(6) 0
Nausea 19 (40) 2 (4) 0 16 (34) 1(2) 0
Xerostomia 19 (40) 1(2) 0 18 (38) 0 0
Dermatitis 16 (33) 2 (4) 0 17 (36) 1(2) 0
Neutropenia 4 (8) 7 (15) 4 (8) 4(9) 11 (23) 2(4)
Tinnitus 15 (31) 0 0 10 (21) 0 0
ALT increased 7 (15) 6 (13) 0 6 (13) 2(4) 0
AST increased 6 (13) 3(6) 0 24 1(2) 0
Acute kidney injury 8 (17) 2(4) 0 3(6) 4(9) 0
Blood creatinine increased 4 (8) 0 0 5(11) 1(2) 0
Renal failure 3(6) 1(2) 0 5(11) 0 0
Chronic kidney disease 2(4) 1(2) 0 0 2(4) 0

Sun X-S, et al. Lancet Oncol 2020
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Tratamiento no quirdrgico

Neoadyuvancia Radioterapia radical
Inmunoterapia (Quimioterapia, cetuximab)
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Ensayos clinicos neoadyuvancia (Inmunoterapia + Quimioterapia)

Autor/ Pacientes Inmunoterapia Quimioterapia Objetivo primario Resultados

Estudio

Zinner, ESMO 2020/

NCTO03342911 Estadio IlI-1V 32 Nivolumab Carboplatino- CR 42% pCR HPV-
Orofaringe HPV+ Paclitaxel x 6 P 50% pCR HPV+

AL Respuestas

2021/ Orofaringe HPV+ . Carboplatino-Nab- o 0

NCT03107182 T3-4,N2-3 | 2 Nivolumab paciitaxel x3 | P1OLIG2S (2 90%) 0%

Estudio OPTIMA Il '

Hecht, ASCO 2021/ Durvalumab + Cisplatino- Factibilidad 82%

NCT03426656 Estadios IV | 80 | e IER Dogetaxel Cambios CD8 | SLP 2 afios> 73%

CheckRad-CD8 intratumoral SG 2 afios~> 86%

Adaptado de Argiris A, ESMO 2021
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Neoadjuvant nivolumab, paclitaxel, and carboplatin
followed by response-stratified chemoradiation in
locoregionally advanced HPV negative head and neck
squamous cell carcinoma (HNSCC): The DEPEND trial.

} 0 o.b[ Response-
/Patlents (N=36) =>50%"
-Newly diagnosed \ N\ »| adapted B
Sasdiine Neoadjuvant
pathologically proven, J CRTE® (N=19)¢
e T (32<1:yg;;sc/30\;:)eeks g i e Consolidation
a =, . .
« HNSCC stage IVa/b of 1. Nivolumab Rar:isog;:'s’:ic \dlsease, and margin ) 9 _months
oral cavity, p16(-) =>| 360mgDay 1 P Nivolumab 480mg
2. Carboplatin asacsament every 4 weeks for 9
oropharynx, P ( \ y
AUC 5 Day 1 |
hypopharynx, EBV(-) gk I'tay I Standard cycles
nasopharynx, larynx, or - Paclitaxe
aimues Y 100 mg/m2 CRTE® (N=16)¢
« Measurable disease per Qay 1/8/15 j > ° 70-75Gy to GTV, npdal —
RECIST v1.1 <50%b disease, and margin
*ECOGPSOor1 +45-50Gy to elective
/ \nodal basins /

Post-treatment follow-up to assess

Primary endpoint Secondary endpoints
« Deep response rate (DRR) (50% or greater response per « QOverall survival » Safety
RECIST v1.1 criteria) after neoadjuvant chemoimmunotherapy. - Progression free survival « Disease status
» Locoregional control « Survival

« Distant control

Rosenberg AJ, et al. ASCO 2023
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DEPEND Trial=> Respuestas

Percent Chance in Sum of Target Lesions from Baseline (N=35)

100

Post-neoadjuvant percent change
o
o o

P53
S

-100

Deep Response Rate (DRR)'
54% (95%C1 0.37-0.72)

Objective Response Rate?
89% (95%Cl 0.74-0.97)

PD-L1 Combined Deep Response?  Suboptimal Total p-value
Positive Score n=19 Response® n=35
(CPS) n=16
CPS<1,n(%) 4(21.1) 11(68.8) 15(42.9) 0.006
CPS >1,n (%) 15(78.9) 5(31.3) 20(57.1)
PD-L1 Combined Deep Response®  Suboptimal Total p-value
Positive Score n=19 Response® n=35
(CPS) n=16
CPS < 20,n (%) 14(73.7) 13(81.3) 21(77.1) 077
CPS >20,n (%) 5(26.3) 3(18.8) 8(22.9)

2Deep Response (>50% tumor shrinkage per RECIST v1.1)
®Suboptimal Response (<50% tumor shrinkage per RECIST v1.1)

Rosenberg AJ, et al. ASCO 2023
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DEPEND Trial-> Control locorregional y a distancia

10 | 10
08 08
g 06- LRC (24m) g 06+ DC (24m)
Response- 85% Response- 100%
g 04- adapted CRT' E 04- adapted CRT
Standard CRT 92% Standard CRT 63%
02- 02
+ Censored + Censored
0.0 Logrank p=05670 0.0 Logrank p=0.0624
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No nodal failures in omitted nodal regions
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DEPEND Trial=> SLP y SG

1.0+ + Censored 10 | + Censored |
o8 ‘ 08 4\—~ﬁ—‘_\—_‘\—I—A
g 06 | . g 06 |
PFS 24-month estimate OS 24-month estimate
3 944 64% (95%CI1 0.41-0.80) ; 94 76% (95%CI1 0.53-0.89)
02 1 02
00 | ‘ 00 |
) a 8 12 16 20 24 0 4 8 12 16 20 24
Time in months Time in months
At Risk 30 a8 20 AL 13 " 10 At Risk 30 as 20 10 13 " 10
10 1 1 +Censored | 104 1 L + Censored
71 l Logrank p=0.3673 I — 4‘] Logrank p=0.6062
os I > .} o8 | l i
g o6 I“' — | g‘ 06 |
0,
] PFS (24m) 95% CI | o8 (24m) 98% cl
Response- 79% 0.47-0.93 Response- 86% 0.54-0.96
02 adapted CRT 02 | adapted CRT
Standard CRT 46% 0.13.0.75 Standard CRT 87% 0.27-0.89
00 00 |
0 a 8 12 16 20 24 0 a 8 12 16 20 24
Time in months Time in months
arm - - 1. De-escalated CRT - 2: Standard CRT arm 1: De-escalated CRT 2: Standard CRT
1 10 10 12 10 . . 7 1 1 10 12 10 . . ;

Rosenberg AJ, et al. ASCO 2023



~ foro debate oncologia

DEPEND Trial=> Toxicidad
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Tratamiento quirurgico

Cirugia

PwbhdPR

Tratamiento eleccién algunas localizaciones 0 no
respuesta induccién como preservacion érgano?

Tratamiento adyuvante pacientes alto riesgo—>
Cisplatino 100 mg/m?/3 s + RT 66 Gy

Alto riesgo—~> Margen afecto y/o afectacion
ganglionar extracapsular

2 estudios pivotales (RTOG95-012y
EORTC229313) y su analisis combinado*
confirman la eficacia

NCCN Clinical Practice Guidelines Head and Neck Cancer 2020
Cooper JS, et al. N Engl J Med 2004

Bernier J, et al. N Engl J Med 2004

Bernier J, et al. Head Neck Cancer 2005

>

Radioterapia post-operatoria

(Quimioterapia)
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Tratamiento quirurgico

Neoadyuvancia Radioterapia post-operatoria

* Cirugia *

Inmunoterapia (Quimioterapia)
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Autor/

Estudio

Ferris JITC 2021/
CheckMate 358

Uppaluri CCR 2020/
NCT02296684- Cohorte 1

Uppaliri ASCO 2021/
NCT02296684-Cohorte 2

Wise-Draper ASCO 2018 &

2021
NCT02641093

PR-> Respuesta parcial

Pacientes

Estadio IlI-IVB
HPV+/HPV-

Ensayos clinicos neoadyuvancia (agente anti-PD-1)

Farmaco
Dosis

Nivolumab
2

Adyuvancia

No 52

Criterios de respuesta

pPR-> 10-50% RTV
MPR-> < 20% RTV
pCR-> 0% RTV

RESENES

HPV+-> 23.5%
(3pPR/1IMPR)
HPV--> 6% (1pPR)

Estadios IlI/IVB

Pembrolizumab

Pembrolizumab 36

pTR-0-> < 10%
pTR-1-> 10-49%

pTR-1-> 22.2%
pTR-2-> 22.2%

HPV- 1 i
en alto riesgo PTR-2> 2 50% 2 MPR
- 0,

Estadios IlI-IVB Pembrolizumab PTR-0> < 10? pTR-1-> 7.1%
Ty 5 No 28 PTR-1-> 10-49% DTR-2-> 42.9%

PTR-2> 2 50% '

: : NPR < 20% PPR 30%

Estacios I-IVB | Pembrolizumab | pembrolizumab | 92 PPR 20-89% MPR 8%

MPR = 90% 1/34 pCR

MPR-> Respuesta mayor patologica

RVT-> Tumor residual viable
TR-> Respuesta tumoral

NPR-> No respuesta patologica
pPR-> Respuesta parcial patolégica
pCR-> Respuesta completa patolégica

Adaptado de Argiris A, ESMO 2021
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Ensayos clinicos neoadyuvancia (Combinaciones)

Autor/ Pacientes N Tratamiento Objetivo primario Definicién Respuestas Toxicidad

Estudio Respuesta grados 3-4

Zurr ESMO 2020/ Estadio II-IVB . Lo NPR-> < 20% 62%

MCSION (cohor) | Recurenies | 52 | o NOUTAD | et oo respuests, | yprs o0 | s PR Nvoy o | 3%
HPV- P pacto yp MPR-> = 90% MP Nivo +Ipi)

Schoenfeld, JAMA 2020/ pTR-0-> <10% )

8 ) . (54%, 1 MPR Nivo y
NCT02919683 Cavidad oral . . Respuestas; TRAEs, DLTs y pRT-1-> 10- .
Randomizado Estadios II-IVA 30 Nivolumab +/- Ipilimumab retraso en cirugia 49% 73%, 3+':/"iD)R Nivo 10%
pTR-2> 50% P

Ferrarotto CCR 2021/ . MPR 8%

NCT03144778-CIAQ E;?gd?rsémgg\ 29 ?ggﬂﬁmﬁrzgg Cambio en densidad CD8 MPR-> 90% No diferencia afiadir 14%

Randomizado Tremelimumab

Adaptado de Argiris A, ESMO 2021
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Neoadjuvant nivolumab alone or in combination

with relatlimab or ipilimumab in resectable head
and neck squamous cell carcinoma (HNSCC)

Stage llI-
IVa locally
advanced
resectable
HNSCC

Baseline
samples

CT scan,

blood draw, biopsy

NIVO+ RELA (N=20)

D1 - (480 mg) Nivo + Rela
(160 mg). Optional
Nivolumab 480 mg IV +
Relatlimab 160mg IV at D28
(D28 at clinician discretion
i.e. surgery postponed)

Randomize

Stratify by HPV, PD-L1
and LAG3 status

NIVO+IPI (N=20)

D1 - Nivo (3 mg/kg) + Ipi (1
mg/kg) D14 Nivo (3mg/kg)
optional Nivolumab 3 mg/kg
D28 (D28 at clinician
discretion i.e. surgery
postponed)

NIVO alone (N=20)
D1 - Nivo (480 mg).
Optional Nivo 480 mg IV
D28 (D28 clinician
discretion i.e. surgery
postponed)

18-139 Trial Schema

CT scan

Post treatment
samples

Surgical resection
21-35 days post ICI
treatment

Blood draw, biopsy

Ferris RL, et al. ASCO 2023
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Clinical outcome: Radiographic response (N=33) . )
Nivolumab plus Relatlimab treatment may be
[ Response Category ______| associated with better pathological response
pNR pmPR pPR  pMPR  pCR
[l 0 0 1 0 0
D 0 o o P31 and pt 139 also Pathologic Parameter All Patients [pNR p
had significant 33 12
pathological response Treatment (n=33
(>80%) Nivolumab alone 6 a] 0 0 [}
Nivolumab + Ipilimumab. 4 :gl 2 1 0
Regimen Nivolumab + Relatlimab 2 7 2 1 1 0.0667
Nivo alone PD-L1(n=32) 0.1817
Nivo/Ipi <1%] | o] 4] 1] 1] 0
Nivo/Rela >1%] | 12| 9| 2| 2| 1
RECIST LAGS3 (n=32) 02385
PD <1%][ I 4] 4] o] o[ 0
sD >1%] 1 8| 9| 3] 2| 1
R PD-L1>1% & LAG3 >1 % (n=13) 02126
v._sl | 1] 4] 2| 1] 1
No | 1] 3| o] o| L]
N W O EE N e Regimen Nivo/Rela in >1 PD-L1 and >1LAG3 which is that more patients
101 134103102117 141 143123 124107 114 108 106 109 125 127128111 113116 130 133 137129138 104 140 119 136 121 11231 1. Pt_ID with combined posrtivity had a > 50% path response (4 vs. 0)
PNR | [ pmPR | pPR/MPR/CR |
§ 100
=
= p - 0.29 p - 0.58 p = 0.027
L 4
o 75
[=]
2 |[Regimen
8 80 «- Nivo alone
— -e- Nivo/lpi
k=] / -=- Nivo/Rela
2
=
S 25
=
2
S
=
o
baseline post baseline post baseline post
Timepoint

Ferris RL, et al. ASCO 2023




Immuno-Chemotherapy as single treatment
modality for Larynx Preservation (ICoLP)

Objetivos primarios
Image + laryngoscopy « Control locorregional tras 2 ciclos
* Respuesta completa tras 4 ciclos

RT+CT
or Objetivos secundarios
Surgery + RT +CT * SLPy SG

Stage II-lll i + Toxicidad

La
rynx SCC -
R pd 7C0x2ovckes g image + Biopsy

SD
Surveillance
Image + laryngoscopy Rumemes P X 4 cycles
(Q3Mm)

: RT+CT
P: Pembroli b 200 Loco-regional o
6 1 cycle = 3 wks recurrence

C: Cisplatin 75 mg/m2 or Carboplatin AUC Surgery + RT £+ CT
D: Docetaxel 75 mg/m?

Ferrarotto R, et al. ASCO 2023




foro debate oncologia

Tras 2 ciclos

Response (PCD x 2) N (%)

o [seirs
r [eew

o [ne)
R o]

Tras 4 ciclos

(78.3%)

e
Vo [aaran |

Equivocal 1 (4.3%)

Best overall response to PCD

Change from baseline (%)

PCR X0 00XX0000X0000720000000

Change from baseline (%)

®pCR ¥ NopCR ?Equivocal

Tratamiento de rescate

* Non-pCR (N=4)

RT (N=1); CRT (N=2)
Laryngectomy and post-op SBRT (N=1) (S/P CRT for BOT SCC)

+ Recurrent pCR (N=7

CRT (N=5), RT (N=1)
Laryngectomy and post-op CRT (N=1)
refusal of CRT at recurrence and LOF for 4 mos;

presented to the ER with stridor, tumor no longer amenable to CRT

Ferrarotto R, et al. ASCO 2023
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Larynx preservation, Recurrence, and Survival

*  Median FU: 20.4 mos (4.6 — 41.4 mos)
* LPR:91.7% (22/24)

* Recurrence rate: 8.3% (2/24)
= 1 locoregional

= 1distant (lung)

+ Survival rate: 95.8% (23/24)

» 48% pacientes tratados s6lo quimio-inmunoterapia
« Ninguno de estos traqueostomia o gastrostomia
» pRC sélo con biopsias sub6ptimo

25

23
27
28

Legend
(=] PCD
[m| Pembro
RT
[ Surveillance
|| pCR

[0] Equivocal
0 p!
[¢] Recurrence
[4] Lastin Person Follow-Up
|w| Laryngectomy
(] Death

18

Months

24

30 36 42

Ferrarotto R, et al. ASCO 2023
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Tratamiento quirurgico

N Radioterapia post-operatoria Adyuvancia
AlLgf * (Quimioterapia) Inmunoterapia
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Ensayos clinicos adyuvancia (mas otras cosas...)

NCT Number Study Name Eligible Disease Description Outcome
Sequential Immunotherapy after Definitive Chemoradiation
Intermediate-risk S
e 1: SOC definitive CRT .
NCT0811015 EA3161 plé-positive 2: SOC definitive CRT with adjuvant nivolumab Pending

oropharyngeal cancer

Immunotherapy with Surgery and Chemoradiation

1: SOC surgery and adjuvant CRT (cisplatin)
2: SOC surgery and adjuvant CRT (docetaxel
Resected pl6-negative and cetuximab)
LAHNSCC 3: SOC surgery and adjuvant CRT (cisplatin)
with atezolizumab. Atezolizumab is
concurrent and sequential with CRT

NCT01810913 RTOG 1216 Pending

SOC surgery and adjuvant CRT

SOC surgery and adjuvant CRT with
nivolumab. The nivolumab is concurrent
with and sequential to the CRT

NCT03576417 NIVOPOSTOP Resected LAHNSCC Pending

Definitively treated Definitive local therapy followed by:
LAHNSCC (CRT or 1: Placebo

surgery as the definitive 2: Atezolizumab
local therapy)

NCT03452137 IMvoke010 Pending

Immunotherapy as a Neoadjuvant Therapy Prior to Surgery and also with Adjuvant CRT

1: SOC surgery and adjuvant CRT
2: Neoadjuvant pembrolizumab, surgery, and
NCT03765918 MK-3475-689 Resectable LAHNSCC adjuvant CRT with pembrolizumab. Pending
Pembrolizumab is a neoadjuvant prior to
surgery, concurrent with adjuvant CRT and
sequential following CRT

SOC surgery and adjuvant CRT

Neoadjuvant nivolumab, surgery, and

NCTO03700905 IMSTAR-HN Resectable LAHNSCC adjuvant CRT, followed by sequential Pending
nivolumab or adjuvant nivolumab and

ipilimumab

pe

Tabla extraida de Rao YJ, et al. Cancers 2023
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Phase Ill, randomized study of xevinapant + RT vs placebo + RT in
XRayVision‘“ patients with resected high-risk LA SCCHN who are ineligible for

CLINICAL TRIAL

cisplatin
Resected high-risk? ) ) ( ) )
LA SCCHN Xevinapant Xevinapant monotherapy
(oral solution 200 mg/D, D1-D14, per cycle > (oral solution 200 mg/day,
Stage I, IVa, or Vb [21 days] for 3 cycles) + D1-D14 per cycle [21 days]
oral cavity, IMRT 66 Gy; 2 Gy/fr, 5 days/week for 3 cycles)
oropharyngeal J \ J
(known HPV status), N\ 7~ N\
hypopharyngeal, Matched placebo oral solution Matched placebo monothera
or laryngeal carcinoma : (D1-D14, per cycle [21 days] > (oral soluti(g)n D1-D14 per ¢ clep[)2/1
. for 3 cycles) + davs] for 3 c Fl)e Y
_ Not suitable for IMRT 66 Gy; 2 Gyl/fr, 5 days/week ys] for 3 cycles)
cisplatin-based CRT ) \_ )

|
18-week treatment period

N=700

Primary endpoint: Disease-free survival®
Secondary endpoints: OS, time to subsequent cancer treatments, safety, HRQoL
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Carcinoma orofaringe
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. realidad?

Deintensification of definitive
CRT based on enrollment
criteria

Deintensification of definitive
therapy based on induction
response

/Reduced definitive RT (dose or target\
Deintensification of Deintensification of CRT area) with concurrent chemotherapy
chemotherapy
- NCT01530997:% . - Quarterback Trial  Hpy-> p16y ISH
- RTOG 1016 - NCT0228195 R Completed - OPTIMA  HPV> p16 y confirmado por PCR
- De-ESCALaTE - NRG-HN0O2 ppy-> pis deintensification - NCT01716196/NCT02048020 HPV-> g6
: trials - RAVD
N=2 trials
-E1308 HPV-~ p16yloISH
o N=5 trials

Deintensification of adjuvant
therapy based on pathologic
criteria after surgery

Deintensification of adjuvant Deintensification of adjuvant
CRT v pl6 RT target area

-MC1273  HPV- p16 -AVOID  HPV> p16

N=1 trial

Bigelow E O, et al. Oral Oncology 2020
S
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Abstract #6020: The Quarterback Trials - Phase
2 Sequential Study of Induction Chemotherapy

and Reduced Dose Chemoradiation for HPV
Positive Oropharynx Cancer

Progression Free Survival

1.0+
(3
=
091
20.8-
©
807+
w
< 0.6
o
20.5+
o
20.4
o
2 0.3
g Events/Total Median (95% Cl) Time-Point KM Est (95% Cl)
€024 — 10/45 NE (112.6-NE) 12 months 0.91 (0.83-1.00)
o 24 months  0.89 (0.80-0.99)
8'0.1 = 36 months  0.86 (0.76-0.97)
E 60 months 0.83 (0.71-0.96)

0.0 4 + Censor

T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120
) . Months from Start of Treatment
Pl AR 33 33 32 27 26 23 18 14 13 12 1010 7 7 5 2 1

Posner M, et al. ASCO 2023
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Quarterback Trials

Outcomes 5-2023 Local Regional Control

N R
- 1.0

5 ‘
HPV Disease Specific Outcomes “"..
€ 0.9
o}
Locoregional Control 39(86.7%) 2 0.8 1
Metastatic Disease 2(4.4%) ©
c
: 00.7
Status HPV specific survival 'a
HPV SpecificDeath 4(8.9%) & 0.6 -

Alive 39(86.7%) s 0.5 -
Alive with Disease 3(6.6%) ]
-
E 0.4 -
Salvaged Immunotherapy 1(2.2%) '; 03
et it o g Events/Total Median (95% CI) Time-Point KM Est (95% Cl)
Disease Specific Survival 39(91%) 'E 024 — 6/45 NE (NE-NE) 12 months  0.93 (0.86-1.00)

o 24 months  0.91 (0.83-1.00)
: Q.01 - 36 months  0.88 (0.79-0.99)
T T T T T T T T T

1
39(867% 0 12 24 36 48 60 72 8 9 108 120
S{111%) Months from Start of Treatment

Patients at Ris
2(4-4%) 4% 42 41 33 33 32 27 26 23 18 15 14 12 10 10 7 7 5 2 1
Renal cell, myeloma, MDS 3(6.7%)

Posner M, et al. ASCO 2023
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Expectations
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El desengafio
Francesco Queirolo

‘Romperé tu cadena, la cadena de
las tinieblas y de la larga noche de la
gue eres esclavo para que no seas
condenado en este mundo”

Gracias por vuestra
atencion
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