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* En cecc un numero cada vez mayor de pacientes reciben 2as, 3as y sucesivas lineas

 Tenemos un mayor numero de opciones terapeduticas

* La efectividad global de los tratamientos ha aumentado
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Eleccion de la secuencia. ¢De qué depende?

DE LA ELECCION DE TRATAMIENTO EN PRIMERA LINEA

Factores relacionados con
el paciente

- Edad y PS

«  Carga sintomatica

+ Comorbilidades

«  Estado nutricional

«  Preferencia del paciente .
- Estilo de vida

- Condicionantes socioeconémicos

Dependientes del
tratamiento

Perfil de seguridad del
tratamiento

Toxicidad residual del
tratamiento previo

Idoneidad de la re-irradiacion o
cirugia de rescate

Relacionados con la
enfermedad

Necesidad de respuesta rapida
Riesgo de complicaciones agudas
Biomarcadores, incluyendo CPS
Sensibilidad al platino

Oliveira, Crit Rev Oncol Hematol, 2021
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ELECCION DE TRATAMIENTO EN PRIMERA LINEA

: Platino- : :
Platino-IT : Inmunoterapia QT-cetuximab
cetuximab
e Fit para platino e Fit para platino ¢ Unfit para platino ¢ Unfit para platino
e CPS>1 e CPSO ¢ o platinorrefractario e o platinorrefractario

e 0 CPS>20 (1-19)

Platino-5FU- EXTREME Nivolumab

Taxol-cetuximab

pembrolizumab TPEX Pembrolizumab

Vermorken. NEJM 2008 Keynote 048. Burtness, Lancet 2019 Hitt, Ann Oncol 2011

Keynote 048. Burtness, Lancet 2019 .
Guigay. Lancet Oncol 2021 CheckMate 141. Ferris, NEJM 2016
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La secuencia de tratamientos en CECC consigue largos tiempos de supervivencia

—— Durvalumab-PR Median (95% Cl): 48.5 (21.0-N/A) months
~— Durvalumab-SD Median (95% Cl): 11.7 (9.2-16.8) months
= Durvalumab-PD Median (95% Cl): 4.1 (2.3-6.4) months

——EXTREME-PR  Median (95% Cl): 13.4 (8.8-22.7) months
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Platino-IT

e Fit para platino

e CPS>1
VAN
Pembro Pembro + EXTREME
Monotherapy /Chemotherapy
n (%) n = 301 n =281 n =300
0 Any new anticancer treatment? 148 (49.2) 115 (40.9) 159 (53.0)
; Chemotherapy 135 (44.9) 88 (31.3) 102 (34.0)
% EGFR inhibitor 59 (19.6) ar (13.2) 19 (6.3)
= Immune checkpoint inhibitor 6 (2.0) 12 (4.3) 50 (16.7)
Other immunotherapy 1(0.3) 0 (0.0) 6 (2.0)
Kinase inhibitor 1(0.3) 7 (2.5) 1(0.3)
Other 2 (0.7) 1(0.4) 2 (0.7)

Harrington, ASCO 2020
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ANALISIS EXPLORATORIO

KEYNOTE 048
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PFS2: Initially Randomized,
Pembro + Chemotherapy vs EXTREME, Total
Population

Events HR (95% CI)
100 + 12576 Tts Pre— Pembro + chemo 81.5% 0.74 (0.62-0.88)
904 44.1% 21.4% EXTREME 91.7%
804 33.1% 10.5%
704
601 Median (95% ClI)

50

ot 10.3 mo (9.3-11.9)
404 \ 9.0 mo (8.6-10.0)
A0 \‘\4\
204 \%

104 o TR RT] i)

PFS2, %

0 T T T T T T T T T J
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
281 219 144 95 70 55 42 22 4 0 0
278 215 121 63 39 27 16 4 0 0 0

Harrington, ASCO 2020

PFS2: Initially Randomized,
Pembro + Chemotherapy vs EXTREME, CPS 21

Population
Events HR (95% CI)
100 12-mo rate 24-mo rate Pembro + chemo 78.9% 0.66 (0.54-0.80)
920 45.5% 23.7 EXTREME 93.2%
80 32.3% 9.0%
70
® 60 Median (95% Cl)
& 50 N 10.3 mo (9.2-12.5)
& 40 \ 8.9 mo (8.4-9.8)
30
20 \%
10 T
0
0 5 0 15 20 25 30 35 40 45 50
Months
No. at risk
242 190 125 86 B4 52 40 22 4 0 0
235 180 101 51 30 19 1 4 1 0 0

PFS2: Initially Randomized,
Pembro + Chemotherapy vs EXTREME, CPS 220

Population
Events HR (95% Cl)
100 Pembro + chemo  72.2% 0.63 (0.47-0.84)
12-mo rate 24-mo rate
%0 49.2% 28.9 EXTREME 90.9%
80 34.2% 12.0%
70
o
e 90 Median (95% CI)
o 50 11.3 mo (8.8-14.7)
& 40 \ 9.7 mo (8.4-11.0)
30 bl LIRSy 30 11
20
10 e
0 T + r
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
126 98 66 49 41 35 29 17 4 0 0
110 87 53 29 17 12 7 3 0 0 0
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Platino-
: e CPSO
cetuximab
Pembro Pembro + EXTREME
Monotherapy Chemotherapy 100 - PD-L1 non-expressors
n (%) n =301 n =281 n =300
Any new anticancer treatment? 148 (49.2) 115 (40.9) 159 (53.0) 90 4 Median OS HR
Chemotherapy 135 (44.9) 88 (31.3) 102 (34.0) 80 PD-L1 non-expressors | (95% Cl), mo | (95% CI)
EGFR inhibitor 59 (19.6) 37 (13.2) 19 (6.3) Nivolumab (n = 76) 6544-117)| 073
Immune checkpoint inhibitor 6 (2.0) 12 (4.3) 50 (16.7) 70 A IC (n = 40) 5.5 (3.7-8.5) |(0.49-1.09) o
Other immunotherapy 1(0.3) 0(0.0) 6(2.0) 60 - g
Kinase inhibitor 1(0.3) 7 (2.5) 1(0.3) X (=
Other 2(0.7) 1(0.4) 2(0.7) o 907 §
© 40 Q
o,
30 26.2% 5
Median OS HR [7,)
(95% Cl), mo | (95% CI) 20 - | T N
7.7(5.7,8.8) ! 11.2% 2 2]
7(57,8. 068 104 L ! Nivo -
5.1(4.0,6.2) | (0.54,0.86) i i ! \g
3 0 T T T T T t T t T 1 IC T T 1 <
@ 0 3 6 9 12 15 18 21 24 27 30 33 36 39
o
Months
No. at risk
/ W—l‘ Nivo Nivo 76 54 39 32 29 20 19 17 15 11 5 4 3 0
6 0% .2'3%/. Ic__ . IC 40 30 19 14 10 7 &5 4 4 1 0O 0 0 0

No. at risk Months
Nivo 240 169 132 98 78 57 50 42 37 28 15 10 4 o]
ic 121 88 51 32 23 14 10 8 7 4 1 1 o] o]

CHECKMATE 141 Harrington, ASCO 2020; Ferris, Oral Oncol 2018
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e CPSO

Platino-

cetuximab

Patients with prior cetuximab exposure

Nivolumab IC

100 Unstratified
9 Patients with prior Median OS, HR Median Median HR
g 90 - cetuximab exposure | mo (95% Cl) | (95% Cl) n OS,mo n OS, mo (95% CI) Favors nivo Favors IC
Ni =147 7.1(4.9-8.7 84 <
= 80 - Ic-v(:lzm;;a TETEL 24.?;:8; o Overall 147 71 74 51 0.84(0.62-1.15)
S 70 - HPV status
a 60 - Positive 36 82 18 60 1.16(0.61-2.19)
5 g — Negative 33 75 20 4.8 0.63(0.34-1.18)
) 8 40 Unknown 78 6.1 36 5.1 0.89(0.57-1.37)
2 Tumor PD-L1
< 30 expression
<Zt 20 - . 21% (PD-L1 52 80 40 4.7 0.66(0.41-1.05) ——
< Nl | Nivolumab expressors)
§ . ] ! Ic <1% (PD-L1 50 49 20 51 1.14(0.64-2.03) io—
w o 3 6 9 12 15 18 21 24 27 NOA-AORGONE)
E Months Not quantifiable 45 87 14 5.9 0.84(0.44-1.63) Pem— [
S No. at risk Only one prior line 44 80 23 6.2 0.88(0.51-1.54) —el—
6 Nivo 147 102 77 56 44 26 17 5 1 0 of therapy
e ic 74 57 3 2 17 7 2 2 0 0 P———" o=
E:, 0125025 05 1 2 4

HR (95% Cl)

Ferris, Clin Cancer Res 2019
S
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Platino-
: e CPSO
cetuximab
1.0 HR (95% €Iy
A NIVOLUMAS 3 mgfkg | METHOTREXATE: 0.57 (0 41, 0.78
0.9 NIVOLUNMAS 3 mgfkg { DOCETAXEL: 0.92 (0.66, 1.25)
- NIVOLUMAS 3 mafks f CETUXIMAE: 0.48 (0,29, 0.84]
0.8
9 0.7
g s
= S 06
< w
oc ® g5
o 2
S =
o T 04
x e
Ll o3
]
72] 0.2
=
i
0.1
P
< 0.0
o — 1 —— —
< 0 3 6 9 12 15 18 21 24 27
A Overall Survival (Months)
w Number of Subjects at Risk
= NIVOLUMAB 3 mg/kg
< 240 169 132 98 76 45 27 12 3 0
S METHOTREXATE
7 52 34 18 10 3 3 0 i 0 0
(@) DOCETAXEL
Ll 54 7 19 15 5 4 3 0 0
I CETUXINAB
o 15 11 3 1 o 0

4] o 1]
—r— NIVOLUMAEB 3 mngkg (everts: 184/240). median and 95% CI: 7.72 (5.68, 8.77)
--=- METHOTREXATE (evenis: 48/ 52), median and 5% CI: .38, 5.82)

—«— DOCETAXEL (events: 42/54), median and 95% CI. 6.05 (4.44, 9.

—ea— CETLXIMAR (events: 15/ 15), median and 95% Ci: 4.14 (1. 67,7 43)
Symbols represent censored observations
Hazard ratio is Dased on unsuatified Cox proportional hazards model with regimen — Nivolumab, Cemuximab,
Methotrexate or Docetaxel - as the sole covaniate.

Ferris, Oral Oncol 2018; EMA/CHMP/271863/2017
S
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e CPSO

Platino-

refractario

100 4 Median OS, HR
o 90 A mo (95% Cl) (95% Cl)
S 20 - Nivo (n=52) | 7.7(3.1-13.8) 0.56

_ 0.33-0.95

b 70 1 IC (n = 26) 33(21-64) | )
('
(@] 60
a X 50 12-mo 05 =
> wy
X 8 39.2%
2 40 T
(7]
E 30 1 .
. ivo
Z ZU T
< 10
- @ IC
q n T T T I T T T T 1
: 0 3 [ 9 12 15 18 21 24 27
= . Months
< No. of patients at risk
E Mivo 52 34 27 22 18 9 7 5 1 0
S IC 26 16 10 B 4 1 1 1 0 0
pre}
I
o

Guillison, The Oncologist 2018
S
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e CPSO

EXTREME arm TPExarm
Patients with 2" line data available 256 245
2" line received 164 (64%) 157 (64%)
Type of 2™ line
10 (anti PD-1/PDL-1) 41 (16%) 41 (17%)
Taxane based chemotherapy 56 (22%) 30 (12%) ; ;
Other chemotherapy 40 (16%) (120 (47%) GEPIYAN 109 (44%) : : 1 4 30 36 4 48

i Atrisk Month since randomization !
'

Cetuximab +/- chemotherapy 24 (9%) 18 (7%) ; 1 3 7 4
Radiotherapy 3 (1%) s

Survival probability

EXTREME arm

2" line with
chemo/cetux

2" line with : In the TPEx arm

2" |ine with 10 2" |ine with 10

chemo/cetux

=}
o

Overall survival at 12 months 70.8% 78.1% 62.4% 78.1%

Survival probability
o
S

o
~

Overall survival at 24 months 29.9% 27.5% 23.2% 46.9%

30 36 42 48 :

Overall survival at 36 months 15.6% 18.9% 9.9% 27.5% Atrisk ‘ Month since randomization |

: 17.6 months | 19.4 months 14.9 months BPARCNTe]31{5
Median OS (95%Cl) (15.2-19.5) [(134=223) (13.0-16.3) QEEEEELN)

Guigay, ASCO 2020; Guigay Lancet Oncol 2021
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Inmunoterapia

¢ Unfit para platino /\

¢ 0 platinorrefractario

Pembro Pembro + EXTREME
° el Monotherapy \Chemotherapy
n (%) n =301 n =281 n = 300
Any new anticancer treatment® 148 (49.2) 115 (40.9) 159 (53.0)
Chemotherapy 135 (44.9) 88 (31.3) 102 (34.0)
§ EGFR inhibitor 59 (19.6) 37 (13.2) 19 (6.3)
§ Immune checkpoint inhibitor 6 (2.0) 12 (4.3) 50 (16.7)
E Other immunotherapy 1(0.3) 0 (0.0) 6 (2.0)
Kinase inhibitor 1(0.3) 7 (2.5) 1(0.3)
Other 2(0.7) 1(0.4) 2(0.7)

Harrington, ASCO 2020
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PFS2: Initially Randomized,
Pembro vs EXTREME, CPS 21 Population

Events HR (95% Cl)
100 o Pembro alone 80.9% 0.80 (0.66-0.96)
” ags . 12-mo rate 24-mo rate
PFS2: Initially Randomized, %01 37.9% 22.0% EXTREME s2.5%
. | 32.9% 9.9%
Pembro vs EXTREME, Total Population o i "
R 604 g
Events HR (95% Cl) o e Median (95% Cl)
1001 Pembro alone 82.7% 090 (0.75-1.07) o 9.4 mo (8.3-10.2)
12-mo rate 24-mo rate & 40+ 8.8 mo (8.3-9.8)
901 35.2% 19.7% EXTREME 91.0% 55
80+ 33.7% 11.4%
704 22' T TP
R 601 103 el au
e Median (95% CI) 0 S s e . N
@ 80 9.0 mo (8.0-9.9) 10 15 20 25 30 35 40 45 50
& 404 9.0 mo (8.4-9.8)
304
201 e TR TITTEN RPN
104 = g .
: —— PFS2: Initially Randomized,
0 5 10 15 20 25 30 35 40 45 50 .
Pl Pembro vs EXTREME, CPS 220 Population
No. at risk
301 214 130 84 64 55 32 16 1 0 0
300 233 130 69 45 32 21 9 4 0 0 Events HR (95% CI)
Pembro alone 76.7% 0.64 (0.48-0.84)
« PFS2 analysis involved patients in the ITT population (Pembro vs EXTREME) 100 12-mo rate 24-mo rate EXTREME 91.0%
Data cutoff: February 25, 2019 (final analysis). 90 48.1% 27.0% g
80 33.3% 12.5%
70
& 80 Median (95% CI)
63 150 11.7 mo (9.1-14.8)
i 40 \ 9.4 mo (7.9-10.8)
30 BR
20
10 "‘—L..l_l_uu_
0
0 10 15 20 25 30 35 40 45 50

Harrington, ASCO 2020
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Nivolumab IC
Patients, n (%) (n=228) (n=109)
Any therapy? 91 (39.9) 43 (39.4)
Radiotherapy 30(13.2) 14 (12.8)
Surgery 2(0.9) 3(2.8)
Systemic therapy 82 (36.0) 36 (33.0)
Taxanes 35 (15.4) 11 (10.1)
Monoclonal antibodies (bevacizumab, cetuximab) 31 (13.6) 8(7.3)
Other — approved agents 31 (13.6) 12 (11.0)
Folic acid analogue 22 (9.6) 7 (6.4)
Platinum-based chemotherapy 16 (7.0) 11 (10.1)
Other — experimental agents 15 (6.6) 3(2.8)
Immunotherapy (nivolumab, pembrolizumab, durvalumab, urelumab) 12 (5.3) 11 (10.1)
PD-1/PD-L1 inhibitors (nivolumab, pembrolizumab, durvalumab) 9(3.9) 10(9.2)
Unassigned 1(0.4) 0

CHECKMATE 141

Ferris, Oral Oncol 2018
S
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SCAI
Estudio Tratamiento recibido
§
Saleh et al QT/cetuximab+QT %
8
2
. 1 ==t
Cabezas et al QT de rescate basada en cetuximab §
)
8
2 1
Pestana Terapia sistémica
nma
Kurosaki QT de rescate basada en cetuximab Tumor response scal Lcai scal (Lcal
n 23 10 10
ORR, n (%) 13/23(56.5) 4/10 (40) 6/10 (60)
Type of response, n (%)
. q q CR 2/23(8.7) 0 1/10 (10)
Terapia basada en cetuximab o no cetuximab or e T -
SD 5/23 (21.7) 5/10 (50) 2/10 (20)
PD 5/23 (21.7) 1/10(10) 2/10 (20)

Terapia sistémica

Cabezas-Camarero S, et al. Oncologist 2021
SCAI: salvage chemotherapy after immunotherapy; LCBI: last

chemotherapy before immunotherapy

Saleh K, et al. Eur J Cancer 2019;121:123-129; Cabezas-Camarero S, et al. Oncologist 2021;26:1018-e1035; Pestana RC, et al. Oral Oncol 2020;101:104523; Kurosaki T,
et al. Anti-Cancer Drugs 2021;32:95-101; ParkJ, et al. Oral Oncol 2020;111:105024; Issa M, et al. ASCO 2021




¢ Unfit para platino
QT-cetuximab « o platinorrefractario

Overall Survival (ITT Population)

Tables of Statistics
Median 8.1

B GO 100% Ulterior treatment

= IT: 29.8 months (95% Cl: (18.9-42.6)
wmmm  Other: 13.8 months (95% Cl: 12.7-16.3)
wsw  Not treated: 6 months (95% CI: 5.1-6.6)

N
2
X

50%
p <0.001

25%

0%

0 12 24 36 48 60 72 84 96

Number at risk Time (months)
w43 40 25 14 7 2 2 1 1

Survival Probability (%)

75% Median 0S:8.9 (7.8-10.3)

Survival Probability
)

= mm 142 82 33 12 5 2 1 1 1
250% w341 77 34 16 9 6 2 2 2
0%
0 12 24 36_ 48 60 72 8 9¢
. Time (months)
Number at risk
=531 200 92 42 2 LU 4 4 Hitt, Ann Oncol 2011; Rubio-Casadevall, Frontiers in Oncol 2023
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CONCLUSIONES

e Lasecuencia de tratamientos en cancer de cabeza y cuello tiene impacto en OS

* La eleccién de tratamientos contempla las lineas previas, la situacion clinicay los biomarcadores
e El tratamiento tras inmunoterapia tiene mejores resultados que los descritos previamente

e El tratamiento con inmunoterapia tras QT puede conseguir largos tiempos de supervivencia

* La secuencia 6ptima debiera ser estudiada de forma prospectiva con datos de mundo real
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