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Key Eligibility Criteria
» SCC of the oropharynx,
oral cavity, hypopharynx,
or larynx

* R/M disease incurable by
local therapies

* ECOGPSO0or1

* Tissue sample for PD-L1
assessment?

* Known p16 status in the
oropharynx®

Stratification Factors

* PD-L1 expression?
(TPS 250% vs <50%)

* p16 status in oropharynx
(positive vs negative)

+ ECOG performance status
(0vs 1)

KEYNOTE 048:

Pembrolizumab
Monotherapy .

Pembrolizumab
+ Chemotherapy_

EXTREME

study design

Pembrolizumab 200 mg Q3W

for up to 35 cycles

Pembrolizumab 200 mg +
Carboplatin AUC 5 OR
Cisplatin 100 mg/m? +

5-FU 1000 mg/m?/d for 4 days

for 6 cycles (each 3 wk)

Cetuximab 250 mg/m2 Q1We¢ +
Carboplatin AUC 5 OR
Cisplatin 100 mg/m? +

5-FU 1000 mg/m?/d for 4 days

for 6 cycles (each 3 wk)

Pembrolizumab
200 mg Q3W

for up to
35 cycles total

Cetuximab
250 mg/mz Q1W

Burtness B et al. Lancet 2019



KEYNOTE 048: TPS vs CPS

OS and PFS for the total population, CPS 2 20, CPS 2 1

TPS (Tumor Proportion Score) CPS (Combined Positive Score)
cells
tumor cells
TPS - CPS (tumor cells, lymphocytes, macrophages)
number
percentage (capped at 100)

Burtness B et al. Lancet 2019
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Study End Points: Pembrolizumab vs EXTREME and
Pembrolizumab + Chemotherapy vs EXTREME

Primary Secondary Key Exploratory
« CPS 220,2 CPS 21,2 and « CPS 220,2 CPS 21,2 and « CPS 220,2 CPS 21,2 and
total populations total populations total populations

* OS « PFSP rates at 6 and 12 mo  Duration of response®
« PFSP « ORRV

» Change from baseline and
time to deterioration in
quality of life (EORTC
QLQ-C30 and H&N-35)c

 Total population
» Safety and tolerability

aAssessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay. CPS = combined positive score = number of PD-L1-positive cells (tumor cells, lymphocytes, macrophages)
divided by total number of tumor cells x 100.

bAssessed per RECIST v1.1 by blinded, independent central review.

‘To be presented at a later date.

Burtness B et al. Lancet 2019



OS: Pembrolizumab vs EXTREME

PD-L1 CPS 220 PD-L1 CPS =1
Median O%, mo HR Median O%, mo HR
~ Events (95% Cl) (95% ClI)  Pvalue? _ Events (95% CI) (95% CI) __ Pvalue
Pembrolizumab _ 75.9%  14.0 (11.5-20.5) 0.61 0.00034 Pembrolizumab __ 81.7%  12.3 (10.8-14.8) 0.71 0.00080
EXTREME 01.0%  10.8(8.8-12.8) (0.46-0.81) EXTREME 02.9%  10.4 (9.0-11.7) (0.61-0.89)
100 100
90+ Q-
A= B0 -
EE. FE ;24 t =S :
E 35-37::) rate = 704 . 24-mo rate
= B0- iy > B0A : 28.9%
- : 19.7% : > L 17.7%
‘3 ] e M T hai it ts | ittt bormmmeemae = S ) [N ISR W S — R frrrmmnnnmnn
= 40- : : 48-mo rate E §4E-mc- rate
o T 40 ; f16.7%
g 30+ 2 a0 : P 5.9%
20+ : : © 2] |
10+ : o S N | NG SRR 10 ]
171 I S 0 : :
b & 10 18 20 20 20 98 40 46 A0 6. 0 5 10 15 20 25 30 35 40 45 50 55
Time, months
No. at Risk ' No. at Risk Time, months

Pl

Pembro 133 107 85 &6 &3 45 39 36 30 17 9 Pembro 25F 197 152 111 92 71 62 55 40 22 12 2
EXTREME 122 100 65 43 23 23 17 13 11 T 4 0 EXTREME 255 207 132 90 60 42 29 22 16 10 6 0

Cl, confidence interval, HR, hazard ratio.
=Mominal, unadjusted one-gzided P value based on log-rank test Data cutoff. February 12, 2020
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OS: Pembrolizumab + Chemo vs EXTREME

PD-L1 CPS 220 PD-L1 CPS 21
Median O§, mo HR Median O%, mo HR
Events (95% CI) (95% Cl)  Pvalue® Events (95% CI) (95% Cl)  Pvalue®
Pembro + Chemo 7445 147 (10.3-19.3) 0.62 0.00082 Pembro + Chemo  7g 48,  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 04.0%  10.6 (9.1-11.7) t )
100 100
90 - 90 -
804 80 -
= . = .
= 707 : 24-mo rate = 2 : 24-mo rate
2 g0- { 35.4% 2 B04 P 30.8%
g 50 ' g 50 A ;
= S ITTTTTIIITT T TLLCCCLLLLL T LT T T brrsssmmsmmns
g 20 g 40 : : 48-mo rate
5 = | 21.8%
> 304 > 304 :4.1!’4
o o :
20- 20+
104 104
U" U-WETWWW
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 Rizsk No. at Rizsk
Pembro+ Chemo 126 4102 77 &0 RO 44 42 39 33 22 T 0 Pembro+ Chemao 242 4197 144 4109 84 T1 &6 61 48 29 g 1
EXTREME 110 94 61 41 27 M 15 11 9 g 2 o EXTREME 235 199 123 84 &K 37 25 18 12 & 2 o

=Nominal, unadjusted one-sided p-value based on log-rank test. Data cutoff. February 18, 2020.
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Safety and Summary

\
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Safety
Pembro EXTREME
TRAEs (n=300) (n = 287)
Any grade 08.3% 96.9%
Grades 3-5 17.0% 69.3%
Pembro+ EXTREME
Chemo
TRAEs (n=276) (n = 287)
Any grade 95.7% 96.9%
Grades 3-5 71.7% 69.3%

R Greil KNO48 ESMO 2020

4 )
Summary

» Long-term follow-up confirmed statistically significant

improvement in OS for
- Pembrolizumab vs EXTREME in PD-L1 CPS =20 and
CPS =1 populations; and
- Pembrolizumab + chemotherapy vs EXTREME in PD-L1
CPS =220, CPS =1, and total populations

» DOR with pembrolizumab or pembrolizumab +
chemotherapy remained longer than with EXTREME

» Safety was also favorable for pembrolizumab vs
EXTREME and comparable for pembrolizumab +
chemotherapy vs EXTREME

J

TRAE, treatment-related adverse event.
Data cutoff. February 18, 2020,

. J
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Incertidumbres

* Este ensayo cambia la practica clinica

* No se analizan los resultados por subgrupos
- CPS<1
— CPS 1-19

* No se tiene en cuenta la necesidad de una respuesta tumoral
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Analisis por subgrupos

*CPS =220
* CPS 1-19

*CPS<1
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CPS 2 20

Pembrolizumab vs EXTREME Pembrolizumab + Chemo vs EXTREME
Median OS, mo HR .
. Events (95% CI) (95%Cl) P value: Events Me?&%@f? t?l’]m {95|:*st0|) P values
Pembrolizumab  75.9%  14.9 (11.5-20.6) 0.61 0.00034 PerDre 5 Chemo . :
EXTREME 91.0% 108 (8.8-12.8) (0.46-0.81) 71.4%  14.7 (10.3-19.3) o 406.6_'384} 0.00082
i EXTREME 91.8%  11.1(9.2-13.0) T
90- 100
80- 80+
- . 80-
= 704 §24-mo rate e
> 604 13:?;{.: ] 704 24-mo rate
0 B T o g o 200
w i | 48-mo rate 8 e A e
T 404 = : 21.86% ”n - ! 48-mo rate
= | 8.0% T 404 : 28.6%
2 304 | s 40 s
o ? 304 ,
204 ; (o)
104 L, ,: L 2t
. | ! 10-
-mmﬂﬂm
R 0D 5 10 15 20 25 30 35 40 45 50 55
’ Time. months
0, 0,
36% 43% 38%
23%
Pembrolizumab EXTREME
(N = 133) (N =122) Pembrolizumab + EXTREME
Burtness B et al. AACR 2020 Chemotherapy (N =110)

(N = 126)



PS 0-1
No tratamiento sistémico previo o cisplatino para enfermedad LA > 6 meses

/I\

CPS > 20 (40 45% CPS 21y < 20 (35-40%) CPS < 1 (15%)

No necesidad urgente Necesidad urgente
de respuesta de respuesta

Pembrolizumab Pembrollzumab + PF

Mesia R et al. SEOM Guidelines, Clin Transl Oncol 2021



Overall Survival, %

Overall Survival, %

CPS<1

Pembrolizumab vs EXTREME

12 months 0S5, median (95% CI),

CPS <1 Subgroup Events, n/N (%) months® HR (95% CI)*

Pembrolizumab 40/44 (90.9) 7.9 (4.7-13.6) 1.51 (0.96-2.37)
EXTREME 35/45 (77.8) 11.3 (9.1-15.9)

Time, months

Pembrolizumab + Chemo vs EXTREME

12 months 0S, median (95% Cl),

CPS <1 Subgroup Events, n/N (%) months® HR (95% CI)®

1

1

1

! “Pembrolizumab + Chemotherapy  36/39 (92.3) 113 (9.5-14.0) 121 (0.76-1.94)
| EXTREME 34/43 (79.1) 10.7 (8.5-15.9)
l
1

47%

Time, months

5%

42%

Pembrolizumab EXTREME

(N = 44)

31%

(N = 45)

40%

Pembrolizumab + EXTREME
Chemotherapy (N =43)

(N = 39)

EMA/CHMP/591139/2019
Burtness B et al. AACR 2020




PS 0-1
No tratamiento sistémico previo o cisplatino para enfermedad LA > 6 meses

/I\

CPS > 20 (40 45% CPS 21y < 20 (35-40%) CPS < 1 (15%)

No necesidad urgente Necesidad urgente
de respuesta de respuesta
1 :
Pembrolizumab Pembrollzumab + PF EX_;_I_FI)QIIEEXME

Mesia R et al. SEOM Guidelines, Clin Transl Oncol 2021




Overall Survival, %

100
90 -
80
70
60—
50 —
40
30
20
10—

0

Overall Survival, %

CPS 1-19

Pembrolizumab vs EXTREME

12 months

0S5, median (95% CI),
months®
10.8 (9.0-12.6)
10.1 (8.7-12.1)

CPS 1-19 Subgroup Events, n/N (%)
Pembrolizumab 103/124 (83.1)
EXTREME 121/133 (91.0)

HR (95% Cl)-
0.86 (0.66-1.12)

0

Time, months

Pembrolizumab + Chemo vs EXTREME

100
90 —
80
70
60 —
30 —
40 —
30
20—
10 —

12 months

0S5, median (95% CI),
CPS 1-19 Subgroup Events, n/N (%) months® HR (95% CI)*
Pembrolizumab + Chemotherapy  93/116 (80.2) 12.7 (9.4-15.3) 0.71 (0.54-0.94)
EXTREME 115/125 (92.0) 9.9(8.6-11.5)

53%

Time, months

34%

15%

Pembrolizumab EXTREME
(N=124) (N =133)
299, 349%

Pembrolizumab + EXTREME
Chemotherapy (N =125)
(N =118)
EMA/CHMP/591139/2019

Burtness B et al. AACR 2020



PS 0-1
No tratamiento sistémico previo o cisplatino para enfermedad LA > 6 meses

/I\

CPS > 20 (40 45% CPS 21y < 20 (35-40%) CPS < 1 (15%)

No necesidad urgente Necesidad urgente
de respuesta de respuesta
1 :
Pembrolizumab Pembrollzumab + PF EX_;_I_FI)QIIEEXME

Mesia R et al. SEOM Guidelines, Clin Transl Oncol 2021
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Conclusiones CPS 1-19

* Pembrolizumab vs EXTREME

— Supervivencia global similar: 10.8 vs 10.1 meses

— Menor tasa de respuesta: 15% vs 34%
* Pembro + quimioterapia vs EXTREME

— Mayor supervivencia global: 12.7 vs 9.9 meses

— Similar tasa de respuesta: 29% vs 34%
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