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e 17360: IMpower 133 Updated Overall survival (0S) analysis of first-line
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 LBA89 PDL-1 expression patterns of proression and patients reported
outcomes (PROs) with durvalumab plus platinum etoposide in ES-SCLC:
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IMpowerl33: updated overall survival (OS) analysis of first-line
(1L) atezolizumab (atezo) + carboplatin + etoposide in
extensive-stage SCLC (ES-SCLC)
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4 N\
Induction Maintenance
Patients with (N = 403) Atezolizumab 4 \
* Measurable ES-SCLC + carboplatin
(RECIST version 1.1) + etoposide Atezolizumab %
+ ECOGPSOor1 Treat until PD 3
+ No prior systemic > Four 21-day cycles or !o§s oS
treatment for ES-SCLC Placeb of clinical ‘_>“
_ _ acebo benefit S
e Patients with treated + carboplatin 5
asymptomatic brain + etoposide Placebo «
metastases were eligible

—

Four 21-day cycles

Stratification

* Sex (male vs female)

« ECOGPS (0vs1) . . Key secondary end points U Updated OS in ITT and by
Co-primary end points v -
« Brai tastases ) Objective response rate PD-L1 subgroups
rain me v' Overall survival . .
(yes vs no)? v tioator d PES v' Duration of response QO Updated DOR/ORRin ITT
nvestigator-assesse v safety O Updated Safety
. J

Atezolizumab, 1200 mg IV, Day 1; Carboplatin, AUC 5 mg/mL/min IV, Day 1; Etoposide, 100 mg/m? IV, Days 1-3.
20Only patients with treated brain metastases were eligible.
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100
Atezo + CP/ET Placebo + CP/ET
90 = (n=201) (n=202)
20 Median OS, mo 12.3 10.3
(95% Cl) (10.8, 15.8) (9.3,11.3)
—~ 70=
2 o 0.76 (0.60, 0.95)
T 60+ HR (95% C1) p =0.01542
e 2-month 0S
3 501
T 404 Median follow-up, 22.9 months
g 18-month OS
O 304 I
|
20 |
| 1 0
104 : | 21.0%
! |
0 " " " " " : " " I. " " " " " " | |
0o 2 8 10 12 14 16 18 20 22 24 26 28 30 32
No. atrisk Time (months)
Atezo + CP/ET 201 187 180 159 130 109 93 86 75 61 51 28 21 8 1
Placebo + CP/ET 202 189 183 160 131 97 74 58 49 39 33 20 8 3 2 2

ap-value is provided for descriptive purpose.
CCOD 24 January 2019

IMpower 133 Update OS Analysis: presented by Dr Martin Reck http://bit.ly/2Z32WhW
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Atezo + CP/ET (n = 201)
Placebo + CP/ET (n = 202)

70 - 64,4

60
< 50 Atezo + CP/ET Placebo + CP/ET
X Durati
% uration of response (n - 121) (n - 130)

4
‘U:) mDOR, months (range) 4.2 3.9
S 3 ’ g (1.4+ to 24.3+) (2.0 to 24.2+)
0 . . .

Patients with ongoing

[¢D)
g 20 response, n (%) 11 (9.1) 3(2.3)

10

CR CR/PR SD PD

Missing or unevaluable data in atezo + CP/ET(8.0%); placebo + CP/ET (7.4%).

+Censored.

adefined as patients without events

CCOD 24 January 2019
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Median OS (months) OS Hazard Ratio?
Subgroup Atezo + CP/ET Placebo + CP/ET (95% Cl)
Male (n =261) 12.2 10.9 —— 0.83(0.63, 1.10)
Female (n =142) 13.6 9.5 ' L 2 | 0.64 (0.43,0.94)
<65years (n=217) 12.1 11.5 } L 2 { 0.94 (0.68, 1.28)
> 65 years (n = 186) 14.4 9.6 } & { 0.59(0.42,0.82)
ECOG PS O (n =140) 16.8 12.6 ' <& | 0.73(0.48, 1.10)
ECOGPS1(n=263) 11.3 9.3 ———H 0.78 (0.60, 1.03)
Brain metastases (n = 35) 8.5 9.7 ' L 2 | 0.96 (0.46, 2.01)
No brain metastases (n = 368) 12.6 10.4 ——— 0.74 (0.58, 0.94)
Liver metastases (n = 149) 9.3 7.8 } ¢ | 0.75(0.52, 1.07)
No liver metastases (n = 254) 16.3 11.2 —— 0.76 (0.56, 1.01)
bTMB < 10 (n = 134) 11.8 9.4 } ¢ | 0.73 (0.49, 1.08)
bTMB > 10 (n =212) 14.9 11.2 ' X 3 0.73(0.53, 1.00)
bTMB < 16 (n = 266) 12.5 10.0 I 0.79 (0.60, 1.04)
bTMB > 16 (n = 80) 17.1 119 } L 2 y 0.58 (0.34,0.99)
ITT (N =403) 12.3 10.3 —— 0.76 (0.61,0.96)
A total of 57 patients had unknown bTMB score. : . '
bTMB, blood tumour mutational burden. 0,25 P Hazard Ratio® ‘ 2,5
3 Hazard ratios are unstratified for patient subgroups and stratified for the ITT. Favou‘rs Atezo + CP/ET Favours: Placebg + CP/ET

CCOD 24 January 2019
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* PD-L1 and bTMB biomarkers identify distinct patient populations in ES-SCLC

e Post-hoc exploratory analysis conducted for OS by PD-L1 expression

o The|PD-L1 IHC biomarker evaluable population (BEP) comprised 34% of the ITT population
o VENTANA SP263 assay was used to determine PD-L1 status on slide sections < 1 year old

o PD-L1 expression was observed mostly on immune cells (IC), with limited expression on tumour cells (TC)
o

Efficacy analyses were conducted using PD-L1 expression cut-offs of 1% and 5%

bTMB — PD-L1 IHC overlap PD-L1 IHC expression in ES-SCLC (n = 137)
IC % BEP (n) TC % BEP (n)
bTMB 2 10 PD-L121% TCor IC
28.6% 30.2% 23.8% <1% 49.6% (68) <1% 94.2% (129)
=36 =38 =30
(n = 36)RUE( = 30) > 1% 50.4% (69) > 1% 5.8% (8)
l ' , >5% 20.4% (28) 5% 1.5% (2)
% of BEP (n = 126)

Iniciativa cientifica de:

"
IMpower 133 Update OS Analysis: presented by Dr Martin Reck http://bit.ly/2Z32WhW G e C P



LUNG (ANCRR
UPDATES

ESMO HIGHLIGHTS

27 SEPTIEMBRE - 1 OCTUBRE 2019

Updated OS in PD-L1 expression subgroups

Median OS (months)

0S8 Hazard Ratio?

Subgrou
group Atezo + CP/ET Placebo + CP/ET (95% ClI)
ITT (N = 403) 123 10.3 —— 0.76 (0.61, 0.96)
ITT-BEP (n = 137) 9.9 8.9 —— 0.70 (0.48, 1.02)
Non-BEP (n = 266) 146 11.2 —— 0.81 (0.61, 1.08)
PD-L1 expression 1% TC or IC
<1% PD-L1 (n=65) 10.2 8.3 —_— 0.51 (0.30, 0.89)
21% PD-L1(n=72) 9.7 10.6 ———¢——— 0.87 (0.51, 1.49)
PD-L1 expression 5% TC or IC
< 5% PD-L1 (n=108) 9.2 8.9 —— 0.77 (0.51, 1.17)
2 5% PD-L1 (n = 29) 2186 9.2 + 0.60 (0.25, 1.46)
025 1.0 15

Hazard Ratio?

Favours Atezo + CP/IET Favours: Placebo + CP/ET

* Hazard ratios are unstratified for patient subgroups and stratified for the ITT.
CCOD 24 January 2019

Updated OS in PD-L1 expression subgroups

PD-L1 Expression21% TC or IC

Atezo Placebo
1001 + CPIET + CPIET 100+
(n=386) (n=36)
904 904
Median OS, mo 9.7 10.6
80 (95% CI) (7.6,17.4) (8.3, 14.7) 801
£ 701 £ 704
% oo HR (95% CI) 0.87 (0.51, 1.49) 3 o
£ 5 S 50
a 50 @ 50
T 409 T 401
b ]
8 301 & 07
204 204

3
=

PD-L1 Expression <1% TC or IC

Atezo Placebo

+ CPIET + CPIET

(n=28) (n=37)
Median OS, mo 10.2 83
(95% CI) (7.9,15.7) (6.9,9.1)

HR (95% CI) 0.51 (0.30, 0.89)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2
No. atrisk Time (months) Mo, atrisk
Awzo+CPET 36 33 32 27 M 15 13 13 4 w0 10 & 4 1 Ao+ CPET 28 26
Placebo+CPET 36 35 35 32 24 20 15 13 41 8 5 4 1 Placeba + CPIET 37 32

IMpower 133 Update OS Analysis: preseated.by.Dr.Martin Reck http://bit.ly/2Z32WhW

4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Time (months)

% 2 W oM o3 M o8 7T 6 3 3 2

Mo 9 B 8 5 3 1 1

Median follow-up, 22.9 months
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e Atezolizumab + CP/ET continued to demonstrate an improvement in OS for 1L
ES-SCLC with 22.9 months of follow-up

= mOS 12.3 months; HR: 0.76; 95% Cl, 0.60, 0.95

= 18-month landmark OS demonstrated a survival increase of 13% in the
atezolizumab + CP/ET (34%) arm compared with the placebo + CP/ET (21%) arm

* Exploratory biomarker analyses that included both PD-L1 IHC and bTMB
suggest that patients derive treatment benefit from the addition of
atezolizumab regardless of biomarker status

= PD-L1 analysis was based on a limited data set (34% of the ITT)

= Further studies are needed to evaluate potential biomarkers and
association with outcomes

* These results further support the addition of atezolizumab to CP/ET as the
new standard of care for untreated ES-SCLC in an all-comer patient
population
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CASPIAN Study Design

Phase 3, global, randomised, open-label, sponsor-blind multicentre study

» Treatment-naive Durvalumab + EP*
ES-SCLC Durvalumab 1500 mg + EP g3w 1500 mg gdw . .
« WHO PS 0 or 1 for up to 4 cycles until disease progression Primary endpoint
+ Asymptomatic or 11 © OS
DESEL AL DELLE o EP* Obtional PCIt Secondary endpoints
brain metastases CE T M (E e ptona . PES
permitted Stratified by
+ Life expectancy planned + ORR
platinum agent
212 weeks (carboplatin vs + Safety & tolerability
+ Measurable disease cisplatin)
per RECIST v1.1 —> » Health-related QOL

N=805 (randomised)

the durvalumab + tremelimumab + EP versus EP comparison continues to final analysis
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CASPIAN Study UPDATES
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Overall Survival (Primary Endpoint)

1.0 5 Durvalumab + EP EP
(n=268) (n=269)
Events, n (%) 155 (57.8) 181 (67.3)
0.8 - mOS, months (95% CI)  13.0 (11.5-14.8)  10.3 (9.3-11.2)
HR (95% CI) 0.73 (0.591-0.909)
8 p-value 0.0047
w5 0.6 1 53.7%
g\ T
3
8 044
g !
o !
139.8%
0.2 1 ! !
| 24.7%
0.0 T T T T T T T 1
0 3 6 9 12 15 18 21 24
Time from randomisation (months)
No. at risk
Durvalumab + EP 268 244 214 177 116 57 25 5 0
EP 269 242 209 153 82 44 17 1 0
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ORR*

Progression-free Survival 100 -
OR 1.56
1.0 4 Durvalumab + EP EP (950.4] CI 1 . 095—2 21 8)
{n=268) (n=269) = 80
Events, n (%) 226 (84.3) 233 (86.6) - T ! !

0.8 mPFS*months (95% Cl)  54(47-62)  5.4(48-62) [1)]
HR (95% Cl) 0.78 (0.645-0.936) 0
7] c
e [s]

£ 06 o 60
z [il]
8 04 -
3 =

) 0.2 > 40 A
' 2
o
2
0.0 T T T T T 1 T 1 b

0 3 6 9 12 15 18 21 24 & 20 4

Time from randomisation (months)
No. at risk
Durvalumab +EP 268 220 119 54 3 2 10 0 0
EP 269 194 109 30 9 7 0 0 0
0 4

Durvalumab +
EP (n=268) (n=269)
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Types of progression Sites of new lesions (>5% patients)
Durvalumab EP Durvalumab EP
+EP +EP
(N=268) (N=269) (N=268) (N=269)
Total progression events, n (%) 226 (84.3) 233 (86.6) New lesions, n (%) 111 (41.4) 127 (47 .2)
RECIST-defined progression, n (%) 192 (716) 194 (72.1) Lung 23 (8.6) 41(15.2)
Target lesions 115 (42.9) 106 (39 4) Brain/CNS 31(11.6) 31 (11.5)
Non-target lesions 66 (24.6) 61 (22.7) Liver 15 (5.6) 24 (8.9)
Death in absence of progression, n (%) 34 (12.7) 39 (14.5) Regional lymph nodes 15 (5.6) 12 (4.5)

Numerically fewer patients developed new lesions at first progression with durvalumab + EP versus EP
No difference in the incidence of new brain/CNS lesions between arms
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e Caspian la determinacion de PD-L1 era obligatoria si habia tejido, se utilizo el

método Ventana SP263

* 59% tenian tumor disponible y 51.6% PD-L1 fue evaluable

PREVALENCE OF PD-L1 EXPRESSION ON TCs OR ICs*

100 -

80 - 80.1 mTC
s m[C
£ 60 -

2
T -t
k3
2 40 -
a
2 A 108
36 o 19 43

Al | [l [ ]

0 >0-<1%' 21-<25% 225-<50% 250%

» 94.9% and 77.6% of patients had PD-L1 expression <1% on TCs and ICs, respectively
+  Due to low PD-L1 expression, a 1% cut-off was used in post-hoc analyses

OVERALL SURVIVAL BASED ON PD-L1 EXPRESSION

ITT (n=537)

PD-L1 evaluable (n=277)
IC <1 (n=215)

IC 21 (n=62)

TC <1 (n=263)

TC 21 (n=14)

— k

0.10

0.25 0.50 1.0 ;O

Favours durvalumab + EP  Favours EP

HR (95% CI)

0.73(0.591-0.910)
0.65 (0.482-0.864)
0.64 (0.462-0.897)
0,69 (0.370-1.283)
0.66 (0.491-0.896)
0.46 (0.119-1.793)

* Durvalumab + EP was associated with improved OS vs EP, regardless of PD-L1 expression with a 1% cut-off

+ No significant interaction was observed with OS based on PD-L1 expression as a continuous variable
(TC, p=0.54; IC, p=0.23); similar results were observed with PFS and ORR
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BASELINE FUNCTIONING SCORES COMPARABLE BETWEEN ARMS

00 -

90
80

70 A

60
50

40 -
30 4
20 A

Global Rgalth Cognitive

status/Qol funclioning functioning
— |

®m Durvalumab + EP (n=261

Il

Physical Emotional

) m EP (n=260%)

e
|

|8

—

better QoL

Higher score

Role Social
functioning functioning functioning

L
HRQoL (QLQ-C30)

TIME TO DETERIORATION IN FUNCTIONING SCALES

* Durvalumab + EP was favoured across all functioning scales

QLQ-C30 Global health status/Qol. (n=470)

Cognitive functioning (n=486)
Emotional functioning (n=481)
Physical functioning (n=483)
Role functioning (n=456)

Social functioning (n=472)

EERESMD

HR (95% Cl)

[ — . S| 0.81 (0.626-1.054)
e 0.61 (0.472-0.776)
&

b 0.61 (0.464-0.800)
S —u 0.75 (0.581-0.970)
Lr———————— 0.71 (0.550-0.904)
) 0.70 (0.549-0.897)

T T T T T T T

04 0 06 07 08 09 1 11

Favours durvalumab + EP  Favours EP

Functioning scales (QLQ-C30)

TIME TO DETERIORATION

10-1

Global health status/Qol (QLQ-C30)*

—— Durvalumab + EP

2 08
S — EP
<
o
= 06
]
=
hs)
2 044
=
©
£
S 02
o HR 0.81
(95% C10.626-1.054)
00 T T T T T T =
0 3 6 9 12 15 18 21 24
No. at risk Time from randomisation (months)
D+EP 238 183 125 74 ]| 20 12 1 0
EP 232 147 77 40 16 5 ) 0 0
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e 12Linea Durvalumab + EP demostrd un beneficio significativo en OS HR
0.73 (0.591 0.909, p=00047)

* Pacientes con durva + EP desarrollaron un menor nimero de nuevas
lesiones incluido pulmodn, higado y hueso. Similar incidencia para
metastasis cerebrales

 La expresion de PD-L1 fue baja y no se encontro correlacion con los
resultados clinicos

e Se estan realizando analisis exploratorios con otros marcadores de
biomarcadores

 Tiempo hasta el deterioro y Qol favorecen al brazo de durva + EP
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10 in SCLC

> two first-line RCTs

100 =
20
o
a TO -
00 -
$0 2-menth OS
40
10.month OS
10 -
0 - L
’ ) ——
10 - ' ‘2l oN
' '
0 - - - - -
0 b 4 4 [ L 10 V2 . (L] L 0 a3 i 6 9 k
Time (months) M
-
]
3
> "
37 -
2 -
. -
e
: L
- o
§ « 3
&
b 4 ' :
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! 5 | o,
\ |
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" 12245 i
1 240 —
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10 in SCLC

> two first-line RCTs

Progressiondree survival (%)

0 2 ‘ 0 0 10 12 Y4 18 18 2 M 3% T T T T T .|
" A
Time (months) 0 6 3 R 5 1% ] N
Tene boem randoems abon (months)
.
-
-
%
N
£
-
2
2
(8
-y,

0 3 6 ) 2 5
Time fom nndomasabon (moedhs)

Liu et al, WCLC 2018 (PFS) and Reck et al, ESMO 2019, abstract 17360 (OS)

Garassino et al, ESMO 2019, LBA89

7 Initially no difference

» Difference from
month 6 onwards

* Delayed effect?

* Maintenance effect?

7 A fraction of patients
with a relevant effect

Iniciativa cientifica de:

g
GecCP

lung cancer
research



KEYNOTE-604 is an ongoing trial in ES-SCLC (NG (ANCER
UPDATES

ESMO HIGHLIGHTS

27 SEPTIEMBRE - 1 OCTUBRE 2019

IMpower133t V'
Treatment naive ES-SCLC

Atezolizumab + Placebo + Durvalumab + Durvalumab + Etoposide + Pembrolizumab + Placebo + etoposide
etoposide + etoposide + tremelimumab +  etoposide + platinum etoposide + + carboplatin/
carboplatin carboplatin etoposide + platinum (6 cycles) carboplatin/ cisplatin (4 cycles),

(4 cycles), then (4 cycles), then platinum (4 cycles), then cisplatin (4 cycles),  then

atezolizumab placebo (4 cycles), then  durvalumab then pembrolizumab placebo maintenance
maintenance maintenance durva + treme maintenance maintenance

maintenance

Primary endpoints: PFS & OS

Stratification: sex; ECOG PS;
brain metastases
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* Etoposide/Platinum was the preferred treatment option for ES-SCLC and
median OS was consistently below 10 months

 Two randomized phase lll studies confirmed improvement of OS by
combination of EP with immunotherapy for patients with ES-SCLC

* Clinical relevant benefit in a fraction, split of curves after chemo period

* No Biomarkers to identify this fraction of patients in phase Il trials



