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“Tratamiento médico del cancer en el aiio 2022”
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“Tratamiento médico del cancer en el aiio 2022”

Ensayos clinicos que definen la nueva terapia de primera linea

* Aumento de supervivencia global:
= Keynote-048.
= CheckMate-141 en pacientes refractarios a platino.

* Mejora la calidad de vida:
= TPEXTREME.
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“Tratamiento médico del cancer en el aiio 2022”

ey Eligibili - Pembrolizumab

SCC of the oropharynx, oral cavity, Monotherapy
hypopharynx, or larynx Pembrolizumab 200 mg Q3W

for up to 35 cycles

R/M disease incurable by local
therapies

ECOGP500r1

Tissue sample for PD-L1 Pembrolizumab Pembrolizumab 200 mg +
assessment* + chemotherapy Carboplatin AUC 5 OR
. Cisplatin 100 mg/m? +
5-FU 1000 mg/m?/day for
4 days for 6 cycles (each 3 wk)

Pembrolizumab
200 mg Q3W
forupto
35 cycles total

Known pl6 status in the
oropharynx®

Stratification Factors

PD-L1 expression®
(TPS = 50% vs < 50%)

pl6 status in oropharynx EXTREME
(positive vs negative)

Cetuximab 250 mg/m? Q1W* +
Carhuqlahn AUCS ?H Cetuximab
. Cisplatin 100 mg/m* + 250 mg/m? Q1W
5-FU 1000 mg/m?/day for

ECOG performance status (0 vs 1) 4 days for 6 cycles (each 3 wk)

Burtness B, et al. ESMO 2018
Rischin D, et al. ASCO 2019
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“Tratamiento médico del cancer en el aiio 2022”

Overall alpha controlled at 1-sided 2.5% across all comparisons

P+Cvs E
05 Noninferiority
Total Population

PwvsE PvsE P+CvsE P+Cvs E P+CvsE
PFS Superiority O35 Superiority PFS Superiority PFS Superiority 035 Superiority

CP5z220 CP5 = 20 CP5 =20 Total Population CP5 =20

P+Cvs E
05 Superiority
Total Population

PvwsE PwvsE P+CvwsE P+CwvsE
PFS Superiority OS5 Superiority PFS Superiority 05 Superiority
CP521 e | CP521 CP5=21

B e £ e " Hypotheses in top row tested first and in parallel

PFS Superiority OS Noninferiority * Remaining hypotheses tested only if the hypothesis immediately
Total Population Total Population above was pDSitiUE

= Prespecified analysis plan allows alpha from successful

PwsE
0S Superiority hypotheses to be passed to other hypotheses
Total Population
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“Tratamiento médico del cancer en el aiio 2022”

Pembrolizumab Alone vs EXTREME Pembrolizumab + Chemo vs EXTREME

Pembrolizumab EXTREME Pembro + Chemo EXTREME

Characteristic, n (%) (n=301) (n = 300) (n =281) (n = 278%)
Age, median (range), yrs 62 (22-94) 61 (24-84) 61 (20-85) 61 (24-84)
Male 250 (83.1) 261 (87.0) 224 (79.7) 242 (87.1)
ECOG PS 1 183 (60.8) 183 (61.0) 171 (60.9) 170 (61.2)
Current/former smoker 239 (79.4) 234 (78.0) 224 (79.7) 215 (77.3)
p16 positive (oropharynx) 63 (20.9) 67 (22.3) 60 (21.4) 61 (21.9)
PD-L1 status

= TPS2>50% 67 (22.3) 66 (22.0) 66 (23.5) 62 (22.3)

= CPS220 133 (44.2) 122 (40.7) 126 (44.8) 110 (39.6)

= CPS21 257 (85.4) 255 (85.0) 242 (86.1) 235 (84.5)
Disease statust

=  Metastatic 216 (71.8) 203 (67.7) 201 (71.5) 187 (67.3)

=  Recurrent only* 82 (27.2) 94 (31.3) 76 (27.0) 88 (31.7)
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“Tratamiento médico del cancer en el aiio 2022”

Events  HR (95% ClI)

Keynote-048: resultados en poblacion CPS > 20

1004 Pembro alone 1% 0.58 (0.44-0.78)
90 12-mo rate EXTREME 89%
80 56.4%
44.9% 24-mo rate

701 35.3% 36-mo rate
o 60 19.1% 29.3%
- 0,
G 50 \"'L 9.2% Median (95% CI)
° Lo “"‘m\.‘ 14.8 mo (11.5-20.6)

5ol R VPPN 10.7 mo (8.8-12.8)

201 4-“—L.1_._._|_ |-I—'

101 R

0 T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50
Months
Events HR(95%CIl) P
100 Pembro + Chemo 67% 0.60 0.00042
204 12-mo rate EXTREME goy,  (0-45-0.82)
80+ 57.1%
46.1% 24-mo rate

707 35.4% 36-mo rate
o 60 19.4% 33.2%
G 50 S 8.0% Median (95% CI)
° . \w\_.___ 14.7 mo (10.3-19.3)

R TR -

204 11.0 mo (9.2-13.0)

ol -L\'_\—-l-._.,_

104 LI

0 T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50

Months

p E P+C E
mOS (m) 14,9 10,7 14,7 11
mPFS (m) 3,4 5 5,8 5,2
PFS 24 m 14,9% 4,8% 14,7% 3,3%
ORR 23,3% 36,1% 42,9% 38,2%
CR 7,5% 3,3% 9,5% 3,6%
mDoR (m) 20,9 4,2 7,1 4,2

Burtness B, et al. ESMO 2018
Rischin D, et al. ASCO 2019
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“Tratamiento médico del cdncer en el aiio 2022”

257 pac. (0 1) DOR > 6
24 meses 6 I EHES I EHES S

PEMBRO 10,8 22% 24,2% 14,5% 76,5%
EXTREME 10,1 15,9% 4,9 41,4% 33,8% 5 36,6%
HR (p) 0,86 (0,12) 1,25 (0,95)
Pembrolizumab vs EXTREME, PD-L1 CPS 1-19 Pembrolizumab vs EXTREME, PD-L1 CPS 1-19
1004 12 months 05, median (95% CI), 100 PFS, median (95% CI),
#= g0 | CPS 1-19 Subgroup Events, n/N (%) months® HR (95% CI)° @ o0 - CPS 1-19 Subgroup Events, n/M (%) months® HR (95% CI)-
—= B0 | Pembrolizumakb 103M124 (83.1) 10.5 (9.0-12.6) 0.86 {0.66-1.12) p B0 — Pembrolizumab 113124 (91.7) 22(21-29) 1.25 (0.96-1.61)
S 704 ! EXTREME 1217133 (91.0) 10.1 (B.7-12.1) L ¥ 704 EXTREME 123/133 (92.5) 49 (3.8-6.0)
g 60— : §% 60
& 50 ! H2 50
= 404 22 40—
30 S@ 30
& 20 g 20
O 104 & 10 I - —
0 T 0 T T T T T T T T
0 5 0 5 10 15 20 25 30 35 40
Time, months B o Time, months

Pombrolizumab vs EXTREME, PD-L1 CP5S 1-19

Responders, DOR, madian (angel, Ongoing responsa
CPS 1-18 Subgroup n maonths* at & months, n B
Pombrodrumss e NR i{1.54.38.94) 13 [7E.5)
EXTREME 45 5.0 [1.4+-38.7+) 12 [3E.E}

EMA/CHMP/591139/17-OCT-2019.
a r . r r r r r r Burtness B, et al. AACR 2020.

Duration of Response, %
7
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“Tratamiento médico del cdncer en el aiio 2022”

DOR>6
24 meses 6 meses meses meses

P+QT 12,7 25,9% 40% 29,3% 44%
EXTREME 9,9 14,5% 4,9 40% 33,6% 4,6 34%
HR (p) 0,71 (0,007) 0,93 (0,29)
Pembrolizumab + Chemotherapy vs EXTREME, PD-L1 CPS 119 Pembrollzumab + Chemotherapy vs EXTREME, PD-L1 CPS 1-19
100 12 monsrs 0%, modian [86% C1], 100 PF5. madian (35% Cl),
z#  s0— I CPS 1-18 Subgroup Ewvenbs. n/H %] menthe: HEF: {BE% 1) ! 50— EFE'l-'I‘HE.IJTl:I.F Ewvents. n/N 75) mionths: HR {55% Cly-
! Pembrolzumab + Chemotherapy 934116 (80.2) 12.7 {(3.4-15.3) 071 (0L54-0 54 s B — Pemirolinmah + Chamoterapy 106116 [91.4) 49 (4.253) 0,53 (0.71-1.21)
0] ! EXTREME 1ISH2S(920)  8.3(B6-115) T#E - EXTREME 117125 {93.6) 43 (31760)
Eu._ 1 — m_
E o $3 o
40 E ‘5 A0—
- a0
i 84 0
10 10— L1
o T o T T
o 5 a 3L 40
Pembrolizumab + Chemotherapy vs EXTREME, PD-L1 CPS 1-19
3‘ 100 Respondors, DOR, median ranga),  Dngoing responsa
@ a0 CPS 1-13 Subgroup nr months” at & months, n
E 80+ Pembrciteunab + I:-hln'lul.hmpl_.' 34 E.E {15+ 25.6+) 13 (44.3)
a 710 EXTREME 4z 4.6 (1.4+-31.84) W (340
&
T #0
[ = 304
3 27
e 10+
A o T T T T T T T T EMA/CHMP/591139/17-0OCT-2019.
e moE omooEem Burtness B, et al. AACR 2020.

Time, months
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“Tratamiento médico del cancer en el aiio 2022” (P e m b rO VS EXTR E M E)

PD-L1 CPS 220 PD-L1 CPS 21
Median OS, mo HR Median OS, mo HR
Events (95% CI) (95% CI) P value* Events (95% CI) (95% CI) Pvalue*

Pembrolizumab 75.9% 149 (11.5-20.6) 0.61 0.00034 Pembrolizumab 81.7% 12.3(10.8-14.8) 0.71 0.00080
EXTREME 91.0% 10.8(8.8-128)  (0.46-0.81) EXTREME 92.9%  10.4(9.0-11.7)  (0.61-0.89)

100 100

90+ 90~

80- 804
* T4 0 .
r = 70+ | 24-mo rate
2 604 2 60- : 28.9%
g 2 P 17.7% _
u=, 504 S 50 -rrrrrrrrrr NN s .! ............................... !, ............
= 40- @ : : 48-mo rate
g ® 404 { 16.7%
3 30+ 3 30- : 5.9%

204 20-

10- S T NTT) 10-

0 +rrrrrrrere e O'WWWWWE :

Time, months
No. at Risk ' No. at Risk Time, monthe
Pembro 133 107 85 66 58 45 39 36 30 17 9 2 Pembro 257 197 152 111 92 71 62 55 40 22 12 2
EXTREME 122 100 65 43 29 23 17 13 11 7 4 0 EXTREME 256 207 132 90 60 42 29 22 16 10 6 0

Greil R, et al. ESMO 2020.
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SIMPOSIO.DE REVISIONES EN CANCER
Tratamiento médico del cdncer en el aiio 2022 (P+C V S EXTR E IVI E)

PD-L1 CPS 220 PD-L1 CPS 21
Median OS, mo HR Median OS, mo HR
Events (95% CI) (95% Cl)  Pvalue® Events (95% Cl) (95% Cl)  Pvalue*
Pembro +Chemo 744% 147 (10.3-19.3) 0.62 0.00082 Pembro +Chemo 7g1s,  13.6(10.7-15.5) 0.64 0.00001
0.46-0.84 0.53-0.78

EXTREME 91.8%  11.1(9.2-13.0) ( ) EXTREME 94.0%  10.6(9.1-11.7) ( )

100 100

90+ 90+

80+ 80-
ES ; X :
= 70+ { J4am0 fale = 70~ : 24-mo rate
2 60+ i 35.4% 2 60 i 30.8%
g & i 20.0% , ‘; & P 17.1%

e esrssnnsnnass@rsBesnnnnnnnnn {revssrssssnsnnnnsnnsasnnasnnnnne buasssssssnnne N LTI T oo {essssnsnsnnsnnssasessnnnnnnnnnn $esssansannne

(7 ; : 48-mo rate » | 48-mo rate
% 40+ i 28.6% = 404 $
- ! 6.6% -
> 304 > 304
O (@]

20+ 20+

10+ 10+

0_ H H 0' H .
0 5 10 15 20 25 30 35 40 45 50 55 0 5 10 15 20 25 30 35 40 45 50 55
Time, months Time, months
No. at Risk No. at Risk
Pembro+Chemo 126 102 77 60 50 44 42 39 33 22 7 0 Pembro+Chemo 242 197 144 109 84 71 66 61 48 29 9 1
EXTREME 110 91 61 41 27 21 15 11 9 5 2 0 EXTREME 235 191 123 84 55 37 25 18 12 6 2 0

Greil R, et al. ESMO 2020.
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“Tratamiento médico del cancer en el aiio 2022”

PD-L1 CPS 220

ORR Median DOR, mo (range

PD-L1 CPS 220

1007 Pembro 23.3% 23.4 (2.7-54.4+) 100- ORR __ Median DOR, mo (ran
. 904 EXTREME 36.1% 4.2(1.2+.38.2+) 00 Pembro + Chemo 43.7% 7.0 (2.1+-51.5+)
- 80 2 EXTREME 38.2% 4.2 (1.2+-38.2+)
@ s 804
704 g
- 5 70-
@ . a
& g oo
E 5{}. ....................................... I. 111]1];‘.| ..... 1.1; m 504-
o 404 £
c o 40+
£ 30- £
E .g 30+
204 O T TN T O T
8 E 20-
10+ (17
L 10+
T S S 0 =
e BB B L R L AL R B L L o a |
Time, months Time. months
No. at Risk I No. at Risk
Pembro 31 26 22 19 17 13 13 10 7 4 2 0 Pembro+Chemo 55 37 20 16 15 13 11 10 6 3 1 0
EXTREME 44 16 5 3 2 2 2 2 0 0 o0 0 EXTREME 42 15 4 2 2 2 2 2 0 o0 0 o0

Greil R, et al. ESMO 2020
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“Tratamiento médico del cdncer en el aiio 2022”

89 pac. DOR > 6
24 meses 6 meses I ENES meses

PEMBRO 15,9% 11,4% 4,5% 0%
EXTREME 11,3 26,7% 6,2 56% 42,2% 7,8 52,7%
HR (p) 1,51 (0,96) 4,31 (1)
Pembrolizumab vs EXTREME, PD-L1 CPS <1 Pembrolizumab vs EXTREME, PD-L1 CPS <1
100 12 mantnz OS, madian (35% C1), 100 PFS, madian {85% CI),
#F 80— H CP5 <1 Subgroup  Events, n/N (76) months® MR (85% Clj- 50— CPS <1 Subgrowp  Events, n/N (55) meonkhs® HIE {a5%. Clir
= BD— H Pembroitrumaty &004 {90.9) 7.9 {4.7-13.5) 1.51 {0.95-2.37) E Bl— Pembrolizumab 4444 100 2.101.8.23) 4.31 {2.53-7.08)
= T } EXTREME 3I5ME (77.8) 113 (3.1-15.9) b ¥ EXTREME S0045 (BA.5) 6.2 (5.1-7.6)
2 &0 : 83 50
@ = . 2 e
= 40 £ 40—
B 30 | gj -
& - -
10 10 L1 I
0 T T T T T T T ! o T T T T T T T
o z 10 15 20 pi-3 30 35 40 o 5 0 15 m 25 30 3 40

Pembrolizumab vs EXTREME, PD-L1 CPS <1

;-,J: 100 Responders, DOR, median (angal, Ongoing response

@ 90— CPS «1 Subgroup e months* at & months, m &

B Prmbroiruman 2 25 (223 0 R

2 704 EXTREME 15 7B (203085} a052.7)

[ 50

E m -

B -

5 :: i i

g | EMA/CHMP/591139/17-0CT-2019.
[a]

o 5 0 15 20 = n 35 0 Burtness B, et al. AACR 2020.



ST\MQS\IgDLR\ ’SIONESENCANCER KN-048: P+C vs EXTREME en CPS <1

“Tratamiento médico del cdncer en el aiio 2022”

82 pac. DOR > 6
24 meses 6 I EHES meses meses

P+QT 11,3 20,5% 43,6% 30,8% 46,9%
EXTREME 10,7 25,6% 6,2 53,8% 39,5% 4,3 49%
HR (p) 1,21 (0,78) 1,46 (0,94)
Pembrolizumab + Chemotherapy vs EXTREME, PD-L1 CPS <1 Pambrolizumab + Chemotharapy vs EXTREME, PD-L1 CPS <1
400 — 12 m,:_" 0%, madian [B5% CI1, ol PF5, madian {95% CI),
#  sp— I PS8 <1 Subgroup Ewanbs. /M %) meanthe* HR {BE% Ch- 50— EPE-!!"EIJE‘I:I.F Evants_ n/N (&) st HR {a5% Ch-
BO— : Perbrolzumab + Chemoferagy 3639 (52.3) 11.39.5-14.00 1.2 (OL7E1.54) E B ] Pomibroinsmah + Chomotherapy 38738 (57.4) 47 [14E32) 1.4E (09E-2.30)
! 701 : EXTREME JAT {7} 10,7 {8.5-15.9) - :ﬂ. 701 EXTREME 9fa3 [90.7) 6.7 (50-7.3)
E &0 — : 55 &0
S0 1 W2 5l
= 40 o E an-
E 30— Bz 30—
20 E 20—
10— @ T ! L1
o T T T T T T o T T T T T
a 5 10 15 0 25 30 3= 40 a 5 [ ] 15 ] 25 30 5 40
Time, months Time, months
Pembrolizumab + Chemotnerapy vs EXTREME, PD-L1 CPS <1
# 100 hw-'s- DOR, median franga),  Ongoing responsa
ﬁ a0 CPS «1 Subgroup monthe: at & months, n EE
= o Pombroitrumah + Chematharapy 1z .7 (25-20.64) & [4E.5)
10 EXTREME 17 43(20.31.24) T (4500
& ol
T a0
E 304
_g‘ m—
B 0 —
a8 o M : " - n s - = - EMA/CHMP/591139/17-0OCT-2019.

Burtness B, et al. AACR 2020.
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“Tratamiento médico del cancer en el aiio 2022”

TPExtreme: disposition of randomized patients

539 patients
randomly
allocated

From October 2014
to November 2017

Median FU
=31.6 Mo

FU<1y=5pts

*2 patients received TPEx regimen

Median FU
=32.6 Mo Alive (n=72)
Death

FU< 1y =5 pts (n=197)

TPEX

Allocated (n=269)
Treated (n=264)

Analyzed
(n=269)

Median FU: time from randomization to date of death or date of last follow-up if the patient was alive

Guigay J, et al. ASCO 2019
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“Tratamiento médico del cancer en el aiio 2022”

Overall Survival

2years 3years
28.6% 20.1%

~Aa Mo A =0
21.0% 12.3%

Median OS
14.5 months

13.4 months

A TTIOVIILEID

(0

At risk
269 215

Median OS higher than expected:
14 5 months in TPEx arm and

Hazard ratio TPEx vs EXTREME:
HR=0.87 (95% Cl: 0.71-1.05)
p-value=0.15

Guigay J, et al. ASCO 2019
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“Tratamiento médico del cancer en el aiio 2022”

Maximal grade of AEs EXTREME

% patients with no AE or AE grade 1-2 8% 19%

% patients with AEs grade 3 41% 45%
% patients with AEs grade 4 EXTREME

% of pts who started maintenance 52% 72%

% patients with AEs grade 5
% of pts without maintenance 48% 28%

Main reasons: Progression or death 21% 13%
Toxicity 11% 6%

P-value

Patient refusal 6% 2%

Median number of CT cycles delivered
Other reasons 10% 7%

% of pts who received all planned cycles of CT <0.0001 Dose of Cx received during maintenance 3246 3858
(median in mg/m?)

Duration of maintenance (median) 12 weeks 14 weeks

% of pts switched to carboplatin <0.0001 Duration of treatment (CT + maintenance) 18 weeks 21 weeks
(median)

% of cycles administered with delay <0.0001

% of pts who received G-CSF <0.0001

% of pts who received the planned number of
Cx injections during CT phase <0.0001

Guigay J, et al. ASCO 2019
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“Tratamiento médico del cancer en el aiio 2022”

Tratamiento de primera linea del CECyC R/M

CECyCR/M CECyC R/M1

Progresidon < 6 meses tras

recibir platino para Progresion > 6 meses tras recibir platino para enfermedad L/R o
enfermedad L/R? en caso de no haber recibido nunca platino

Pacientes “unfit”

Objectivo: Paliacion

TPEX ERBITAX Tratamiento
EXTREME de soporte
ERBITAX

Pacientes “'fit"”

1L*

Nivolumab Pembrolizumab

ERBITAX Pembro +QT




L= R Periliclinicordelipaciente

* Expresion de PD-L1 (CPS)
e ECOG>1!
* Contraindicaciones a inmunoterapia

e Medicacion concomitante
v’ Corticoides (equivalente a > 10 mg/dia de prednisona)
v" Antibidticos 30 dias antes o después de la inmunoterapia?

e Paciente con necesidad urgente de respuesta3
v' Muy sintomaticos
v' Enfermedad rapidamente progresiva

e Riesgo de hiperprogresion*

- Ueki Y, et al. Eur Arch Oto-Rhino-Laringol 2020.
- Vellanki PJ, et al. ASCO 2020.

- Inoue H, et al. Auris Nasus Laryns 2020.

- Saada-Bouzid E, et al. Ann Oncol 2017.

AWOWN R
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“Tratamiento médico del cancer en el aiio 2022”

Continuum of care del paciente con CECyC R/M no curable

CECyCR/M CECyC R/M!

Progresion < 6 meses tras ., w :
recibir platino para Progresion > 6 meses tras recibir platino para enfermedad L/R o

enfermedad L/R? en caso de no haber recibido nunca platino

Pacientes “'fit” Pacientes “unfit”

Candidato a IT No candidato a IT Objectivo: Paliacion

ERBITAX Tratamiento
de soporte

Recupera

TPEXx
EXTREME
ERBITAX

X
1 L Nivolumab Pembrolizumab
ERBITAX Pembro +QT

situacion “fit”

2 L + ERBITAX ERBITAX Nivolumab
Nivolumab TPEX Pembrolizumab

Opciones potenciales en 2L (aprobadas o no en el contexto de un ensayo clinico)
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Gracias



