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* VATS



VIOLET

A UK Multi-Centre RCT of VATS Versus Open
Lobectomy for Lung Cancer
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Safety — in-hospital adverse events

Any serious adverse event

VATS (n=247) Open (n=256) Relative risk (95% CI) P value
Any adverse event | 81/247 (32.8%) 113/255 (44.3%) 0.74 (0.66, 0.84) <0.001
20/255 (7.8%) 1.03 (0.64, 1.68) 0.897

20/247 (8.1%)

Clinical efficacy — length of stay
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Time (days)
Number at risk
Open 255 251 188 11 71 45 32 26
VATS 247 240 148 85 53 38 22 17
[ [ VATS(n=247) | Open (n=256) | HR (5% CI) [ Pvaue |
| Median (IQR) length of stay (days) | 4(3.7) | 5(3,8) I 1.34 (1.09, 165) I 0.006 |
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FLAURA - Primary analysis: progression-free survival

PFS
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Time from randomisation (months)
Mo. at risk
Omimertinib 279 262 B 2o 178 128 1 2% 4 0
omparztor EGFR-TKI 277 3 87 152 107 78 ar 10 2 0
Median PF3, menths (35% Cl) HR (95% Cl)
Osimertinib 18.9 (15.2, 21.4} 0.46 {0_3?, 0_5'”;
Comparator EGFR-TKI 10.2 (96, 11.1) p<0.001
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Favours osimertinib Favours comparator EGFR-TKI
Subgroup B _
Orverall (n=356)
Log-rank (primary) —8—
Unadjusted Cox PH —8—
Sex
Male [n=206) Foe—
Female (n=350) —a—
Age at screening
<B3 years (n=298) ——
265 years (n=258) L |
Asian [n=34T) —a—
Non-Asian (n=209) —e 1
Smoking history
Yes (n=199) ——
No (n=337) —a—
CNS metastases at trial entry
Yes (n=118) —_——
No (n=440) —a—
WHO performance status
0 (n=228) —
1 (n=32T) ——
EGFR mufation at randomisation
Ex19del (n=349) bi—
L353R (n=20T) —_——
EGFR mutation by circulating tumour DNA
Positive (n=339) —a—
Negative (n=124) —_—
Centrally confirmed EGFR mutation
Positive (n=3500) ——
Negative (n=§)
I I I I T1T111 |
0.1 02 03 04 06 0810 20
PFS hazard ratio and 95% CI
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100

Data cut-off: 12 June 2017
Soria et al. N Engl J Med 2018;378:113-25
Cl, confidence interval; ctDNA, circulating turmour DNA; NC, not calculable; PH, proportional-hazards



FLAURA - Final analysis: overall survival

Probability of overall survival

No. at risk
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Time from randomisation (months)
279 276 270 254 M5 236 217 204 193 180 166 153 138 123 8s 50 17 2 0
2ff 263 252 239 219 206 182 165 148 138 131 121 110 1M 72 40 17 2 0

Data cut-off: 25 June 2019
For statistical significance, a p-value of less than 00495, determined by O'Brien-Fleming approach, was required



FLAURA - Second-line treatment following progression

+ Of the 180 patients in the comparator EGFR-TKI arm who received a first subsequent treatment,
85 patients (47%) crossed over to osimertinib (31% of all patients randomised from the comparator EGFR-TKI arm)

100 - : --
90 Patient disposition
80 B Received first subsequent (second-line) anticancer freatment
70 B No subsequent anti-cancer treatment
= I Still on study treatment
= 60 Y
-]
c 50 -
= 40 First subsequent (second-line) anticancer therapies
S i
30 . Other*
[l Cytotoxic chemotherapy®
20 ~ I Osimertinib
10 - I EGFR-TKI containing regimen, other than osimertinib
u. -
Osimertinib Received FST Comparator Received FST
(n=279) (n=133) EGFR-TKI (n=180)
(n=277)
- MUIETESS Datz cut-off. 25 June 2019
A "Refers to those patients who did not receive either chemotherapy or an EGFR-TKI TThe majorty of patients who recetved cytotoxic chemotherapy received a platinum-based chemotherapy regimen
FET, first subsequent treatment




CBNPC EGFR — Etude RELAY

Probabilité de survie (%)

Objectif principal : SSP (évaluée par les investigateurs)
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RAM + ERL PBO + ERL
| Médiane, mois 19,4 12,4
80 71,9 %
ICys 15,4-21,6 11,0-13,5
60 - ——— RAM +ERL (n = 224)
___________________ ——— PBO + ERL (n = 225)
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Mois depuis la randomisation

SSP par revue indépendante (HR = 0,671 ; IC4; : 0,518-0,869 ; p = 0,0022)

D’apres Nakagawa et al. Abstract 9000
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CheckMate 227 Part 1 Study Design?

NIVO + (low-dose) IPIP

Part 1a n =396
> epr:eD;titJm S
Key Eligibility Criteria 1% 0= 20
» Stage IV or recurrent NSCLC N = 1189 NIVOd
* No prior systemic therapy' n = 396 Treatment until disease
’ ::Io senitLllz;nlg EGFB mutationsor - |_| progression, unacceptable toxicity,
nown ALK afterations NIVO + (low-dose) IPI° or for 2 years for immunotherapy
* No untreated CNS metastases u
- ECOG PS 0-1 Part 1b 1= 18/
PD"‘,I Chemo¢
Stratified by SQ vs NSQ > expression< n=186
1%
N =550
Independent co-primary endpoints: NIVO + IPl vs chemo Secondary endpoints (PD-L1 hierarchy):
+ PFS in high TMB (210 mut/Mb) population * PFS:NIVO + chemo vs chemo in PD-L1 < 1%
« 0Sin PD-L1= 1% populationd + OS: NIVO +chemo vs chemo in PD-L1 < 1%
+ OS: NIVOvs chemo in PD-L1250%

Database lock: July 2, 2019; minimum follow-up for primary endpoint: 29.3 months

aNCT02477826; "NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W); °NSQ: pemetrexed + cisplatin or carboplatin, Q3W for < 4 cycles, with optional pemetrexed maintenance following chemo or

NIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for < 4 cycles; INIVO (240 mg Q2W); eNIVO (360 mg Q3W);

fTMB primary endpoint analysis conducted at January 24, 2018 database lock in subset of patients randomized to NIVO + IPI or chemo; alpha allocated was 0.025; 9Alpha allocated was 12
0.025 overall (0.023 for final analysis)



Primary Endpoint: OS With NIVO + IPl vs Chemo
in Patients With Tumor PD-L1 Expression 2 1% NVO+IPL

Chemo

100 NIVO + IPI Chemo
(n = 396) (n =397)
Median OS, mo 171 14.9
80 HR 0.79
97.72% Cl2
g 60 -
0 |
O 40- i
: NIVO + IPI
1 1
20 - : : Chemo
| |
1 1
0 1 1 1 l 1 1 1 : 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
NIVO+IPI 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
Chemo 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

Minimum follow-up for primary endpoint: 29.3 months.

NIVO + IPI dosage was NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W). Subsequent systemic therapy was received by 35% of patients in the NIVO + IPl arm and 54% of patients in the chemo
arm; subsequent immunotherapy was received by 6% and 43%, respectively.

295% Cl, 0.67—0.94.



OS With NIVO + IPI

vs Chemo

NIVO + IPI

in Patients With Tumor PD-L1 Expression < 1% Gismo |

NIVO + chemo

NIVO + chemo Chemo

Median OS, mo

HR (vs chemo)

Cl

(n=177) (n =186)
15.2 12.2
0.78

0.60-1.02°¢

NIVO + IPI

a o NIVO + chemo
m—EE Chemo

100 A
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0
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No. at risk

NIVO + IPI 187
NIVO + chemo 177
Chemo 186

21 24

Months
80 73
67 60
49 41

34
23
19

36 39 42 45

19 8 2 0
9 1 0 0
12 5 0 0

Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W), and NIVO (360 mg Q3W) plus chemo. Subsequent systemic therapy was received by 44% of patients in the NIVO + IPI
arm, 41% of patients in the NIVO + chemo arm, and 53% of patients in the chemo arm; subsequent immunotherapy was received by 4%, 4%, and 36%, respectively. 14

295% ClI; P97.72% ClI; °P = 0.0352.



ORR and DOR for NIVO + IPI and NIVO + Chemo vs Chemo

ORR (%)
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67/177 43/186

In Patients With Tumor PD-L1 Expression < 1%

Part 1b

Chemo

NIVO + chemo

DOR by BICR®

NIVO + IPI NIVO + chemo Chemo
(n=51) (n=67) (n=43)

Median DOR, mo 18.0 8.3 4.8
12.4-28.6 5.9-9.4 3.7-5.8
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No. at risk
NIVO + IPI 51
NIVO + chemo 67
Chemo 43

Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W), and NIVO (360 mg Q3W) plus chemo.
aMedian time to response was 2.8 mo with NIVO + IPI, 1.7 mo with NIVO + chemo, and 1.5 mo with chemo.
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OS With NIVO + IPl vs Chemo In

All Randomized Patients (Regardless of PD-L1) wo- i _

Chemo

100 & NIVO + IP] Chemo
(n =583) (n =583)
Median OS, mo 17.1 13.9
80 HR 0.73
95% CI 0.64-0.84
~ 60
S
(7))
O 404 :
: 0TS e e e e i) NIVO + IPI
: 30%:
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20 : : siaisimaimial Chemo
: |
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
NIVO + IPI 583 506 437 384 354 312 277 245 226 214 188 125 60 17 3 0
Chemo 583 522 441 357 310 264 228 190 167 147 122 76 34 11 1 0

NIVO + IPI dosage was NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W). Subsequent systemic therapy was received by 38% of patients in the NIVO + IPl arm and 54% of patients in the 16
chemo arm; subsequent immunotherapy was received by 5% and 41%, respectively.
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IMpower133 study design

( z

Patients with (N = 403)

+ Measurable ES-SCLC
(RECIST version 1.1)

+ ECOGPSOort

+ No prior systemic
treatment for ES-SCLC

+ Patients with treated
asymptomatic brain
metastases were eligible

Stratification

Induction
Atezolizumab
+ carboplatin

+ etoposide

Four 21-day cycles

Placebo
+ carboplatin
+ etoposide

Four 21-day cycdes

Maintenance

Atezolizumab

o
3
; 2
Treat until 2
PD or loss 8
of clinical =
benefit =
2
3
7]
;}

+  Sex (male vs female)
+ ECOGPS(0Ovs1)

+ Brain metastases
(ves vs no)*

J

Co-primary end points
v" QOverall survival
v Investigator-assessed PFS

Key secondary end points
v" Objective response rate
v" Duration of response

v' Safety

O Updated OS in ITT and by
PD-L1 subgroups

O Updated DOR/ORR in ITT

O Updated Safety

CASPIAN S

tudy Design

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

+ Treatment-naive

ES-SCLC Durvalumab 1500 mg + EP q3w
« WHOPSOor1 for up to 4 cycles
+ Asymptomatic or
treated and stable EP-
brain _me{aStases q3w for up to 6 cyclest
permitted Stratified by
« Life expectancy planned
platinum agent
=12 weeks (carboplatin vs
* Measurable disease cisplatin)

per RECIST v1.1
N=805 (randomised)

Durvalumab + EP-

Durvalumab
1500 mg gqdw
until disease progression

Optional PCIt

Primary endpoint
+ 0S

+ PFS
+ ORR
+ Safety & tolerability
+ Health-related QoL

Secondary endpoints

Reck, IASLC 2019

P

nz Ares L, IASLC 2019




IMPOWER 133

CASPIAN

Updated OS in ITT

100

Atezo + CP/IET |Placebo + CP/IET
90+ (n =201) (n=202)
80 Median OS, mo 12.3 10.3
— (95% ClI) {10.8, 15.8) (9.3, 11.3)
= 704
= 0.76 (0.60, 0.95)
— 0, ’
3 60 HR (95% CI) o= 0.0154°
<
& 504
= apd Median follow-up, 22.9 months
]
3 04
20 = 1
1 1
104 i 121.0%
1 1
0 r———r————————————
0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32
No. at risk Time (months)
Atezo + CP/ET 201 187 180 159 130 109 93 86 75 61 51 28 21 8 1
Placebo + CP/ET 202 489 183 160 131 a7 T4 58 49 39 33 20 8 3 2 2
Overall Survival (Primary Endpoint)
1.0 Durvalumab + EP EP
Events, n/N (%) 155/268 (57.8)  181/269 (B7.3)
mOS, months (95% CI)  13.0 (115-14.8)  10.3 (9.3-11.2)
0.8 1 HR (95% CI) 0.73 (0.591-0.909)
p-value 0.0047
»
o
< 064 53.7%
z .
3 :
o 04+ ;
9 ]
& |
02+ :
i 124.7%
0.0 T T T i 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

Reck, IASLC 2019

Paz Ares L, IASLC 2019



IMPOWER 133

CASPIAN

Response (%)
- [ o B o [=2] ~
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Updated ORR and DOR in ITT

644
60.2

CR/PR

Atezo + CP/ET (n=201) [l
Placebo + CP/ET (n = 202) [l

20.9 21.3

SD

PD

Duration of response

Atezo + CPIET Placebo + CP/ET

(n=121) (n=130)
mDOR, months 42 3.9
(range) (1.4+ to 24.3+) (2.0 to 24.2+)

Patients with ongoing
response, n (%)?

11(9.1) 3(2.3)

Confirmed Objective Response

Patients with response, %

100 1

80 4

60 -

40

20 A

ORR*

Odds ratio 1.56

(95% CI1 1.095-2.218)
1

Durvalumab +
EP (n=268)

EP
(n=269)

Proportion of patients in response

No. at risk
D+EP
EP

Duration of Response

Durvalumab + EP EP

Responders, n 182 1685

Median DoR, 5.1 5.1
months (95% CI) (49-53)

(4.8-523)

182
155

1
3 6 9 12 15 18

Time from confirmed objective response (months)
170 70 38 28 16 4
144 48 14 7 1 0
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Reck, IASLC 2019

Paz Ares L, IASLC 2019



