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ENFERMEDAD LOCALIZADA: ADYUVANCIA



PHASE Il ADAURA STUDY DESIGN

Patients with completely resected

stage* IB, II, IIIA NSCLC, with or witl
adjuvant chemotherapyt

Key inclusion criteria:

Planned treatment duration: 3 years
Osimertinib i_iO g, ) )
once daily Treatment continues until:

=18 years (Japan / Taiwan: =220) » Disease recurrence

WHO performance status 0/ 1 Stratification by: S g Treatmgnt co.mple.ted.
Confirmed primary non-squamous NSCLC stage (IB vs Il vs 1lIA) Randomisation S Discontiniiaten criononmet
Ex19del / L858R* EGFRm (Ex19del vs L858R) 1:1 Foll .

Brain imaging, if not completed pre-operatively race (Asian vs non-Asian) (N=682) bl oy

= Until recurrence: Week 12 and 24,
then every 24 weeks to 5 years,
> then yearly

= Afterrecurrence: every 24 weeks for
5 years, then yearly

Complete resection with negative margins®

Max. interval between surgery and randomisation:
* 10 weeks without adjuvant chemotherapy

= 26 weeks with adjuvant chemotherapy

Endpoints

= Primary endpoint: DFS by investigator assessment in stage Il / llIA patients, designed for superiority under the assumed DFS HR of 0.70
« Key secondary endpoints: DFS in the overall population”, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

« Pre-specified exploratory endpoints: Patterns of recurrence, time to CNS disease recurrence or death (CNS DFS)

*At the time of recruitment, staging was determined by the AJCC / UICC 7th edition staging manual. 'Pnor, post, or planned radiotherapy was not
ongress
PARIS afowed; ‘Centrally confirmed in tissue. $Patients received a CT scan after resection and within 28 days prior to treatment. “Stage 1B /117 IIIA
2022 Viasah Tsuboi, M t t

AJCC / UICC, Amencan Joint Committee on Cancer / Union for International Cancer Control; CNS, central nervous system; CT, computenzed tomography; DFS, disease-free survval
EGFRm, epidermal growth factor receptor-mutated; Ex19del, exon 19 defetion; HR, hazard ratio;. NSCLC. non-small cell lung cancer, OS, overall survival, WHO, World Heaith Organzabon
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PRIMARY ENDPOINT: UPDATED DFS IN STAGE Il / IlIA DISEASE

1= Median DFS, months (95% Cl)
094 H - Osimertinib (n=233)  65.8(54.4,NC)
08 218(166,215)
074 i HR (95% CI) 0.23(0.18, 0.30)
> ' ' Maturity:* 51%
Ei 0.6 ! ! osimertinib 32%, placebo 70%
£ 0] : :
£ 044 i i
o i .
0.3 | |
0.2 :
04 ;
00 T T T T T T T T T T T 1
0 [ 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 233 222 216 202 19 192 174 138 90 45 20 2 0
Placebo 237 191 W1 124 106 9 4 61 # 23 1 1 0
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Masahiro Tsuboi, MD
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UPDATED DFS IN THE OVERALL POPULATION (STAGE 1B/ 11 / 1A DISEASE)

1.0 Median DFS, months (95% CI)
0.9 X - Osimertinib (n=339)  65.8(61.7, NC)
08+ ] 28.1(22.1,35.0)
07 ' HR (95% CI) 0.27(0.21,0.34)
z Maturity 45%:
F 06 ' osimertinib 28%, placebo 62%
3 v
.8 =1 ‘
g0 :
2 04+ |
G 1
0.3 ;
0.2 ]
0.1
0.0 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinb 339 316 307 289 258 270 249 201 139 73 3 5 0
Placebo 343 288 230 205 181 162 137 115 84 48 25 4 0

Vedar w5 camerting 443 monts range 01 &5 plcete 277 monts e &1 T0) OFS by ressgatr assessment Tex ma nicate comored &ata
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PATTERNS OF DISEASE RECURRENCE (OVERALL POPULATION)

* Inthe overall population, fewer patients treated with osimertinib had disease recurrence (93/339; 27%) compared with
placebo (205/343; 60%)*

Lung L] I— 2%
Lymph nodes () — 17
CNS '} e 1
Bone e 9 «  The most common first
Pleura 1] 6 sites of recurrence were
Liver 1033 lung (12%), lymph nodes
Pleural effusion 133 (6%) and CNS (6%) in the
iad a::'"'.":': : E : osimertinib group, and lung
Breast «alo (26%), lymph nodes (17%)
Renal <fo and CNS (11%) in the
Peritoneum 0 <t placebo group
Pancreas 0«
Ovary 0« [ Osimertinib
Other 11 [ Pracebo
Missing 100
50 40 30 20 10 0 10 20 30 40 50

Percentage of patients with disease recurrence (%)

me “Dataet mcumaece iy cumennd 45339 (12%) pacabe 1CV3EE (31 bctegens ol oume

UPDATED CNS DFS IN PATIENTS WITH STAGE I/ IlIA DISEASE

* Overall, 63 patients (osimertinib n=22, placebo n=41) had CNS DFS events:*
— 3(14%) patients were on treatment at the time of CNS recurrence with osimertinib, versus 29 (71%) with placebo

105 W 98% 9%
L ¥ M t * 90% Median CNS DFS, months (95% Cl)

0.9 - - Osimertinib NR (65.8.NC)
= 0.8 - NR (NC, NC)
§ 0.7 : HR (95% CI) 0.24(0.14,0.42)
.§ 0.6 ' Maturity 13%:
-y 0.5 ' osimertinib 9%, placebo 17%
S 044 :

0.2 ]

0.1 } ‘ )

00 T T T T T T T T T T T 1

0 6 12 18 24 30 36 42 48 54 60 66 1/

No. at risk Time from randomisation (months)

Osimertinib 233 222 216 202 196 192 175 138 90 45 20 2 0
Placebo 237 192 142 126 107 91 74 61 41 23 1 1 0

ongress Vot lowcp samarnd 42, pcebe 20 mene, S b s amemrr, Tk ks el imtrod
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Masahiro Tsuboi, MD
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CANOPY-A study design

~
Canakinumab

* Adults 200 mg every Radiologic Primary endpoint

+ Completely 3 weeks SC for evaluation: DFS (by investigator)
resected, Stages 18 eyel

5 ; cycles « Every 12 Key secondary endpoint
IIA=IIIA and IlIB
(T>5.cm, N2) *Stratification factors: weeks for the ST OS (only tested if DFS is
NSCLC :JC;C'UWC stage . “V‘; (AT statistically significant)

+ Received cisplatin- ¢ R':;:‘gy E“';’ i ULUAZIN Other secondary endpoints
based Years 2and 3 DFS and OS by biomarker
chemotherapy® Placebo every + Annually for subgroups, LCSS, safety,
and/or radiation 3 weeks SC for Years 4and 5 PK, immunogenicity, PROs
therapy* 18 cycles

\__“Stages were defined using the AJCCUICC version 8 staging recommendaton; "Mandatory except for pabents weh Stage 1A necaed per )
¢ Atotal of 1382 patients were randomized (1:1) between April 2018 and December 2021
to receive canakinumab (n=693) or placebo (n=689)
ongress
AXCC, Amencan. WS:H‘ % ‘VHLCS N_mode NSCLC. OS. overal sl PX PRO, R randomuzaton,

SC. subcutaneous. T. tume, UICC, Uaon forintemational Cancer Conrol

Background: Canakinumab and lung cancer

Cumulative incidence of fatal lung cancer

*  The role of inflammation in lung cancer has been well studied’ cases among CANTOS participants®
¢ Targeting inflammation in lung cancer has not been s o O T :‘: t‘.’.
therapeutically harnessed' —Crameming t4 0% 00
¢ Canakinumab is a high-affinity, anti-IL-18 monoclonal z,
antibody? ’
¢ Exploratory analysis of the CANTOS (Phase Il cardiovascular) i '
study showed reductions in NSCLC incidence and mortality*
— The majority of patients diagnosed with lung cancer during R
the CANTOS trial had detectable ctDNA at baseline* 3 i H H v 3
PREg0s Folowp (yowrs)
*  This led to the launch of the CANOPY-A study Crammling 1S b o ] o 9

P
ongress St tan 1847 200

Edward B. Gar
1. Garon EB, ef &l JTO Cin Res Rep 2020,1 100001, 2 Data o0 fde. 2020, Novarts Pharmaceuticals Comoraton 3 Refkes PM. et al Lancet 2017 390 1833-1842. 4 Wong CC. ef o Cancer Res 202080 S551-5605
C1, conéidence mierval, ctDNA. orculatng tumor DNA, HR hazard rat, IL-1§, eriewon-1 beta, NSCLC, non-smal ool kang cancer

DFS (primary endpoint)

== Canakinumab

HR (95% CI): 0.939 (0.776-1.137)

028 One-sided p-value: 0.258
000
0 H 0 3 % 3 ) % © ®
Diseasefree survival (months)
Number at risk (sumber of events)
S0(0)  S5(55)  M5(18)  MI(8Y)  WB(NA S8  0@n @) 1% 0@
Camakinumab  903(0)  S6B(S8)  AM(NIE) 200N  WS(I8D W20  S@H 8@ 1@H 1@

¢ DFS was not significantly improved with canakinumab versus placebo (median 35.0 months and 29.7 months, respectively;

HR 0.94; 95% Cl 0.78-1.14; one-sided p=0.258)

0Ngress

I, conbdence interval, DFS, disease-free survwal, HR hazard rabo
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PD-L1 Expression and Outcomes of
Pembrolizumab and Placebo in

Completely Resected Stage IB-11IA NSCLC:
Subgroup Analysis of PEARLS/KEYNOTE-091

Solange Peters,! Benjamin Besse,? Sandrine Marreaud,® Urania Dafni,* Kersti Oselin,® Libor Havel
Emilio Esteban,” Dolores Isla,® Alex Martinez-Marti,? Martin Faehling,'® Masahiro Tsuboi,

Jong-Seok Lee,'? Kazuhiko Nakagawa,'® Jing Yang,' Steven M Keller,' Murielle Mauer,® Nitish Jha,®
Rolf Stahel,'® Luis Paz-Ares,'® Mary O'Brien'”

Lausanne University Hospital, Lausanne, Switzerland; “Institut Gustave Rou! /illejuif, France, pean Organisation earch and Treatment of Cancer,
Headquarters Brussels, Belgium; ‘National and Kapodistrian University of Athe 0 @ stonk ( 2, Tallinn
Estonla; "Charles University and Thomayer Hosplital, Prague, Czech Re iversity Hospital Lozano
Blesa, IIS Aragon, Zaragoza, Spain; *Vall d'Hebron Institute of Onc pi "Klinikum Esslingen, Esslingen,
Germany; ''"National Cancer Center Hospital East, Kashiwa, Japan; '“Seoul National University Bundang Hospital, S ational University College of Medicine,
Seongnam, South Korea; "*Kindai University Faculty of Medicine, Osaka, Japan; “*Merck & Co., Inc., Rahway, N. racic Oncology Platform, Bern
Switzerland; '®Hospital Universitario 12 de Octubre, CNIO, Ciberonc & Universidad Complutense, Madrid, Spain; ""Royal Marsden Hospital, London, UK

DFS: Pembrolizumab vs Placebo by PD-L1 TPS

TPS 250% TPS 1-49%
HR 0.82 (95% CI, 0.57-1.18) HR 0.67 (95% ClI, 0.48-0.92)
P=0.14
Median (95% Cl), mo

Pembrolizumab: 44.2 (34.9-NR)
31.3 (22.5-NR)

Pembrolizumab: NR (44.3-NR)
Placebo; NR (35.8-NR) Placebo:

T4 5%

. EI'».".\“D

16T 6%

« 60
w50

DFS, %

TPS <1%
HR 0.78 (95% CI, 0.58-1.03)

Median (95% Cl), mo
Pembrolizumab: 47.4 (35.0-NR)
Placebo: 34.9 (25.5-NR)

LU s S S e e e | T T T T T
0 & 12 18 24 30 36 42 48 54 B0 &6 0 & 12 18 24 30 36 42 48 54 ®0 66
Months Months.

o, stk Ho. at sk
15 WS 1 ] W w 1 3 " 3
165 M0 121 W00 75 54 28 m 8 11 1 (] 19 % 2@ W OB o6 B o1

Data cutolf date: September 20, 2021
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Longitudinal Monitoring of Circulating Tumor
DNA from Plasma in Patients with Curative
Resected Stage IA-llIA EGFR mutant

Non-small Cell Lung Cancer

Myung-Ju Ahn, Hyun-Ae Jung, Bo Mi Ku, Yeon i
Jeong Kim, Sehhoon Park, Jong-Mu Sun, Se-Hoon

Lee, Jin Seok Ahn, Jong Ho Cho, Hong Kwan Kim,

Yong Soo Choi, Jhingook Kim

Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, Republic of Korea

Results

Among 278 patients, baseline ctDNA was detected in 67 (24.1%) patients: 23.4% (stage IA), 17.6% (IB), 17.9% (lIA),
50.0% (11B), and 42.3% (I1lA) (P=0.06), Baseline ctDNA copy numbers are increasing according to stage

Among 67 patients with baseline ctDNA+, 76.1% (51/67) showed ctDNA clearance 4 weeks after surgery
No difference in ctDNA detection rate (24% vs 24.3%) or clearance rate (75% vs 77.8%) between exon 19 del and L858R

Baseline ctDNA detection rate Baseline ctDNA copy numbers ctDNA clearance after surgery
120 £ ctDNA negative 800
— wm ctDNA positive v 120
& 100 S %7 o vetue: ca.0001 = 100
S 80 § o e
§ % 200 ‘_E" 80
£ 60 S 30 S 60
© < ©
g 40 Z 2 < 40
B z
g 20 T 10 % 20
g, 0 o
Stage IA IB IIA 1IB 1A b
g Stage IA 1B IIA 1B IIA Stage 1A 1B 1A 1B IIA
m.mg—ll:: 19_]11; 3_2:% :o’fox‘:z’?:% Scatter plot, bar: mean £ SE s e W B T

Clearing (%) 79.5% 77.8% 60.0% 100% 63.6%

BRIV

DFS by Stage
DFS by ctDNA status » Median DFS (months)
Recurrence 781278 (28.1%) * :: "R
LY C—— N 65
; “ A 468
; ‘"-_ ©UIB 4955
g o A 2015
il L., i 0 12 2 3% 48 60 72 8
i I EPTTYTR T \ultivariate Analysis for DFS
A Baseline CtDNA negative group 83.3% 0.02
%1 "8 Basetns cONA positve, but i Variable HR (95% Cl)  P-value
e :“""‘“;‘o";:”“’ Sex (Female vs. Male) 070 (0.31-1.58)  0.39
aseline positive, but
017 | MRD posiive 20 Smoking status (Nevervs. Ever) 1.5 (0.67-3.55)  0.31
I T ST R T EGFR mutation (Del19 vs. LBS8R)  0.68 (0.42-1.11)  0.12
Time (months
AT .o T, ECOG PS (0 vs.1) 0.91(0.21-4.01)  0.91
2 - H : Stage (1 vs II-11l) 3.84 (291-5.06) <0.001
CtDNA group 127 (1.03157)  0.03

BRSO

MRO: minimal residual disease

Ahn M-J, et al. ESMO 2022



ERESVD ™

Final overall survival analysis of phase lll
study of pemetrexed/cisplatin versus
vinorelbine/cisplatin for completely
resected non-squamous non-small-cell
lung cancer: the JIPANG Study

jRCTs041180023

On the behalf of JIPANG investigators

Kiyotaka Yoh, Hirotsugu Kenmotsu, Nobuyuki Yamamoto,
Toshihiro Misumi, Toshiaki Takahashi, Haruhiro Saito, Shunichi Sugawara, '
Koji Yamazaki, Kazuhiko Nakagawa, Kenji Sugio, Takashi Seto, 4
Shinichi Toyooka, Hiroshi Date, Tetsuya Mitsudomi, Isamu Okamoto,
Kohei Yokoi, Hideo Saka, Hiroaki Okamoto, Yuichi Takiguchi,
Masahiro Tsuboi

JIPANG: Study DeS|gn

The JIPANG study has demc

vinorelbine/cisplatin with a better tolerablllty asp

N=804
(KEY ELIGILITY I

« Completely resected non-Sq
NSCLC

Pathological stage II-IlIA
(7" TNM)

ECOG PS 0-1
Age 20-75 years

Lobectomy or
pneumonectomy with

resection of N2 lymph nodes
\__ Within 3-8 weeks

ERESMD™™

isplatin had a S|m|lar efficacy on recurrence-free survival to

hemotherapy for patients with completely tad
non-squamous non-small-cell lung cancer (Kenmo'su H, etal.J Cl|n Oncol 2020; 38 2187 2196).

Vinorelbine (25 mg/m2, days 1, 8)
+Cisplatin (80 mg/m2, day 1)
every 3 weeks, up to 4 cycles

Pemetrexed (500 mg/m2, day 1)
+Cisplatin (75 mg/m2, day 1)
every 3 weeks, up to 4 cycles

(ENDPOINTS

Primary

* Recurrence-free
survival

Secondary
* Overall survival

* Rate of treatment
completion

\- Toxicity

Stratification factors: Gender (female vs. male), Age (<70 years vs. 270 years),
Pathological stage (1l vs. llIA), EGFR mutation (mutant vs. wild), Institution

RFS and OS: 5-year follow-up

RFS assessed by investigators

Overall survival

VNR+CDDP (n=394)  PEM+CDDP (n=389)

VNR+CDOP (n=394)  PEM+CDDP (n=389)

Number of events 236 20

Median RFS (95%Cl)  37.5mo (28.9-526) 434 mo (29.0-59.7)
3-year RFS (95%CI)  51.0% (49.5-74.9%)  51.6% (46.5-56.4%)
5-year RFS (95%CI)  42.6% (37.7-475%)  44.9% (39.8-49.8%)

Number of evenls 119 123
Median OS (95%Cl)  Not reached (NR-NR) ot reached (NR-NR)
3yearOS (95%CI)  84.1% (B0.0-87.3%)  87.0% (832:90.0%)
SyearOS (95%CI)  75.6% (71.0-796%)  75.0% (70.3-79.0%)

Median follow-up
72.7mo (95% C171.3-77.0)

] HR 0.95 (95% Cl 0.79-1.14)

00+ Median follow-up
{ 77.3mo (95% C173-77.0)

HR 1.03 (95% Cl 0.80-1.32)

Yoh K, et al. ESMO 2022
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INCREASE DESIGN

IPL/NIVO NIVO
Key inclusion criteria: (day 1) (day 22)

* cT3-4N0-2M0 NSCLC?

+ Eligible for post- Chemo® Chemo® Surgical
induction resection ‘ l Radiotherapy® resection

* PS 0-1

* n =26 evaluable DR ' s
tient .
el MRI brain EDC PELIGT Lymph nodes

MRI brain
e lwdd
Netherlands Trial Register: NL8435 Blood B

Single-arm, prospective phase | trial with an estimated sample size of 26, for which a pre-specified 60% pCR threshold in the study
population was tested against the historical pCR rate of 30% (2-sided a = 5% and 1-8 = 80%). Enrolment commenced in Feb 2020

1P1/ NIVO = ipiimumab plus nivolumab: NIVO = nivolumab; pCR = pathological complete response; MPR = major pathological response defined as a residual
viable tumor cells percentage of 10% of less; EFS = event-ree suvival, OS = overall survival. () based on invasion of thoracic wall, vertebra, mediastinum of
diaphragm; (%) Platinum-doublet chemotherapy was given for two 3-weekly cycles; () Radiotherapy to a total dose of 50-60 Gy was given in once-daiy doses
of 2 Gy; (¢) monitoring was performed using CT-scans of the thorax and blood analysis; (¥) blood sampling for ransiational analysss: () Exploratory endpoints
were immune profiing on tumor tissue (baseline and post-resection), tumor-draining lymph nodes. and on blood (PBMC's): %) local and distanl faiure pattems

ERESVD™™

Follow up?

Primary endpoint:
pCR / MPR
safety

Secondary endpoint’.
EFSe

0s

PRIMARY ENDPOINTS: pCR & MPR

pCR MPR 0%
n (%) n (%)
Operated £
patients, 1563%  1909%) %
n=24 i
Received 15 (55%) g
b
:1=t'lzu7ction 3 el 19 (70%) 5
(a) Binomial probability using 30% pCR as historical reference 00% == ==r=cm=rim=cmemcae 1 1 | i
(b) Excluding on-treatment patients qoplESSNSESNNLNSESS
err Byes no -
lt!snliﬂod .kcy" s::u Em no - -- = =]
genomic alterations :“‘s’ .:ﬂ i o
sl Wuseg e . mm = II.II.IIIIIIHIII..!!I
pou1  [bsox  Wrasx ax = ] m | [ u

(') this patient developed pleural metastases during induction therapy and did not receive surgery. () from a 60+
oncogenic next-generation sequencng panel, only selected genes possbly associated with 10 resistance are shown.

EREMy™

Bahce I, et al. ESMO 2022




AE’S IN 27 PATIENTS WHO UNDERWENT IO-THERAPY

I

Any TEAE

+ Grade 34

» Serious adverse events
+ Grade 5

Any TRAE

+ Grade 34

irAE Grade 3-4

Grade 5

Leading to 10 discontinuation
Leading to failure to surgery

Median follow-up: 14 (range 4-26) months®
Grade 3-4 ITT 56%

27 (100%)
22 (81%)
10 (37%)

19 (4%)

21 (78%)
18 (67%)
5 (19%)
0 (0%)

2 (T%)

0 (0%)

Thyroid disorders

Allergic reaction

Any grade : Grade
n (%) 34

11 (41%) 9 2
9(33%) 9 0

3 (11%) 2 1

2 (7%) 0 2
1(4%) 0 1
1(4%) 1 0

10 = immune oncology drugs. TEAE = trealment-emergent adverse events, TRAE = trealment-related adverse evenls; KAE= immune-relaled adverse events. (*) death from COVID-19 in 1 patient
was nol considered as treatment related; (*) from the first cycle of immunotherapy to data cut-off al 3-May-2022 (abstract deading). (c) within the 90-days posl-surgery meframe.

i AN |

Bahce |, et al. ESMO 2022
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Platform study of neoadjuvant durvalumab
anti-PD-L1) alone or combined with oleclumab
anti-CD73), monalizumab (anti-NKG2A), or
danvatirsen (anti-STAT3) in patients with
resectable, early-stage non-small-cell lung
cancer: pharmacodynamic correlates and
ctDNA dynamics in the NeoCOAST study

Jonathan Spicer', Tina Cascone?, Gozde Kar®, Ying Zheng*,
Jorge Blando*, Tze Heng Tan®, Lin-Yang Cheng?, Ray Mager*,
Oday Hamid®, Yee Soo-Hoo®, Patrick Forde’, Walter Weder®,
Rosario Garcia-Campelo®, Italia Grenga'®, Rakesh Kumar®, and
Lara McGrath'

McGill University, Montreal, OC, Canada; “The University of Texas MO Anderson Cancer Center, Houston TX. USA:
‘AstraZeneca, Cambridge, UK memMIgMDUSA *AstraZeneca, Munich, Genmany.
“AstraZeneca, Wilmingion, DE. USA: '8 % for Cancer Sidney Kimmel
Comprehensive Cancer Center, Johns Hopkins University, anut MD, USA; *Thoracic surgery, Clinic Bethanien
Zurch, Switzedand; "Medical Oncology Unit, University Hospital A Corufia, A Corufia, Spain;

"AstraZeneca. Waltham, MA, USA

NeoCOAST: Neoadjuvant durvalumab +/- novel agents in resectable,
early-stage (I [>2cm] to IlIA) NSCLC

SEp—

Durva Durva+ Ole  Durva ¢ Mona Durva + Danva
{n=27) (n=21) (n=20) 16)

T w1%) 421(19%)  620(0%)  S16(31%)

B, O\TVe QW + Ok a2W POLIe 0B(0%)  25(40%)  IB(S0%)  02(0%)

POLI- 03(0%) 1B(167%) O02(0%)  05(0%)

e ll‘ﬁ 3,and l * POLINE  31B(17%) 110(10%) 312(25%) 59 (56%)

« Primary endpoint: MPR rate (proportion of patients with <10% residual viable tumour cells in resected tumour specimen and
sampled nodes at surgery) per investigator assessment.

« Asingle cycle of neoadjuvant durva combined with ole, mona, or danva produced numerically improved MPR rates (19—
31.3%) compared with durva alone (11.1%)."

* MPR was associated with baseline tumour PD-L1 expression in durva + ole and durva + mona arms.

T o su;-grum

A NE. ok exabuatie, NSCLC. non-amsh-cel i cancer
oo progrmmmed ced deah g1, S, i ploag' L ome vy wecks, G2 coce vy 2weeks: G, vy wek
ongress RECSTol 1 11, I8, tmore
O Comne 161, ANCR 222 et 1011

Summary and conclusions

A single cycle of neoadjuvant durva combined with ole, mona, or danva produced numerically improved MPR
rates (19-31.3%) compared with durva alone (11.1%).

Pathological regressions were not associated with TMB.

Molecular responses by ctDNA were observed in 256-60% of patients per arm after treatment, and 75-100% of
patients post-surgery, including those without an MPR.

Pharmacodynamic responses by intratumoural mRNA show greater increases in immune activation genes with
durva + ole and durva + mona than with durva alone.

Further translational analyses of durva combined with ole or mona will be carried out as part of NeoCOAST-2
(NCT05061550), a Phase 2 study of neoadjuvant durva combined with chemotherapy and either ole or mona,
followed by surgery and adjuvant durva plus ole or mona, in patients with resectable, Stage IIA-IIIA NSCLC.'

BRESMD™™  08QQORST2 - Mg

Spicer J, et al. ESMO 2022




CheckMate 816: PROs

CheckMate 816: PROs

EQ-5D VAS and Ul scores during the neoadjuvant period:

.
CheckMate 8162 study design and HRQoL assessments all randomized patients
+ In CheckMate 816, neoadjuvant NIVO + chemo significantly improved the primary endpoints of EFS and pCR vs chemo EQ-5D VAS EQ-5D UI
alone in patients with resectable NSCLC'
+ NIVO + chemo is approved in the United States and other countries as a neoadjuvant treatment for adult patients with M NIVO + chemo M NIVO + chemo
resectable NSCLC (tumors = 4 cm or node positive)? 91 @ chemo 1w chemo
== UK Population norm (82.8)" == UK Population norm (0.856)"
Koy eligibility criteria NIVO 360 mg Q3w PRCCE B Lung cancer norm (68)" " 1.0 1 -~ Lung cancer norm (0.67)"
+ Newly diagnosed, resectable, stage 18 * H 5
(& 4 cm)+IIIA NSCLC (TNM 7 edition) N =358 hemo® Qaw (3 cycles) m&w Surgery Optional | Foliow-up 3 8 E
+ ECOG performance status 0-1 —p | (WILHIN 6 WECKS | e di = 80 o
+ No known sensitizing EGFR mutations ¥ i v v
or ALK alterations i chemo | RT' » ® 08 @
Stratified by: Stage (1B-1l vs H1A), Chemo® Q3w (3 cycles) 2 5 S
PD-L1* (2 1% vs < 1%¢), and sex ‘E' ‘c'
§ LA
. E
HRQoL, assessed by prespecified PRO exploratory e: intst 0.6
Primary endpoints + EQ-5D VAS: overall health status based on a visual analog scale (VAS); range: 0 (worst imaginable health state) T
+ pCR by BIPR to 100 (best imaginable health state) 0 o {
+ EFS by BICR + EQ-5D UI: health status utility index (Ul) score calculated from 5 dimensions"; range: < 0 (worse than death), 0 Baseline 21 C301 Post-neoadjuvant V1 Baseline o1 o1 Post-neoadjuvant V1
(same as death), 1 (full health) (week 4) (week 7) (week 4) (week 7)
(n=179) 169 168 152 156 (n=179) 169 168 151 156

(n=179) 170 159

Database lock: October 20, 2021
From The New England Journal of Medicine, Forde PM et al, Neoadjuvant ivolumab plus chemotherapy in rezectable lung cancer. Copyright © 2022 Massachasetts Medical Society. Adapted with permission from Massachusetts

Medical Society.

*NCTO2998528, ‘Determined by the PD-L1 IHC 26-8 pharmD assay (Dako). Included patients with PD-L1 expression status not evaluable and NSQ: pemetrexed + cisplatin or paciitaxel » carboplatin: SQ gemcitabine

+ cisplatin or paclitaxel » carboplatin, Vinoreibine + cisplatin, docetaxel + cizplatia, gemcitabine mpum 5Q only), pemetresed + crsplatin (NSQ only), or pachtaxel » carboplatin. ‘Per healthcare professional chasce. Evaluated

by the Jievel version of the EQLS0 questionasie. Wiebilty, sef-care, wul actiatic, pan/ dcomfort, and snsiety/depreson. Forde P, ot ol N Engl ) Med. 2011:386:1973.85. 1OPOIVD* (nmohumab) [pachage ncert]. Princeton,

NJ: Bristol Myers Squibb; March 2022. VAS, vial lmlo] Sctlr U, iy iade. E0,50 VAS rangs from 0.0 100, weh ghar scaes ichcaiogbetar funciomieg. 50 U UK umges <0994 b 1, with Mghor scovs kcaingbecir functionieg. 1. Soende A, o o
Perspective A, The Springer: 2014, 2. Pickard 45, et al. Heaith Qual Life Outcomes 2007:5:70.

CheckMate 816: PRO|

EQ-5D VAS and Ul scores during the neoadjuvant period and post-surgery: Summ ary
patients who received surgery
EQ-5D VAS EQ-5D Ul » In CheckMate 816, HRQoL as measured by EQ-5D was preserved from baseline during the
M NIVO + chemo 1 W NIVO + chemo neoadjuvant treatment period with neoadjuvant NIVO + chemo, similar to chemo alone, in
1 m chemo g 11 W chemo E patients with resectable NSCLC
== UK Population norm (82.8)" g‘ == UK Population norm (0.856)" 3 " N " " " .
o 90 { == Lung cancer norm (68)’ o 101 -~ Lung cancer nom (0.67¢ » Among patients who received surgery, NIVO + chemo did not impact post-operative PROs in
‘g ‘g E comparison with chemo only
g® S — Similar postoperative declines in EQ-5D VAS and Ul scores were observed (approximately
8 3 2 months after surgery) in both treatment arms
< 70 L
H A | R — This decrease is consistent with previous reports of HRQoL impacts following surgical
2 ¢ 2 i resection'-
. o1 — Continued follow-up is required to assess post-operative recovery of HRQoL
Baseline C201 €301 Post-necadjuvant Vi v Baseline C201  C3D1  Post-neoadjuvant V1 v » No notable differences were seen in EQ-5D VAS and Ul scores between treatment arms across
(week 4) (week 7) (week 4) (week 7) : b
(n = 149) 143 143 132 135 120 (n = 149) 143 143 m 135 120 pat]ent su groups
Lo v ) ) » These patient-reported HRQoL results, along with previously reported efficacy and safety data,
+ Similar patterns of EQ-5D VAS and Ul scores were seen in all randomized patients at post-neoadjuvant Visit 2 support the use of NIVO + chemo as neoadjuvant treatment for resectable NSCLC
VAS, visual analog scale; UI, utility index. “Median (IQR) time from Last necadjuvant dose to definitive m-.;sn-uo.—«ummvo mwsnu vu;--um chemo for all patients with definitive surgery:
EQ-50 VAS ranges from O to 100, with higher scores indicating better functioning. z}snunun ranges from ~0.5%4 to scores indacating better functiomng. 1. Stende A, et al. Seif-Reported Population Health: An
International Peripective based on EQ-50. Dordrecht, The Netherlands: Sw-t-v: 2. Pickard AS, et al. MMM UI- D«tm 2007:5:70. VAS, visual analog scale; I, utslity index. 1. Balduyck B, et al. Lung Concer 2007;56:423-431; 2. ichimura H, et al. Thoracic Cancer 2021;12:835-844; 3. Poghosyan M, et al. Lung Cancer 2013:81:11-26.
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Analysis of pathological features and efficacy outcomes
with neoadjuvant nivolumab plus platinum-doublet
chemotherapy for resectable non-small cell lung cancer
in CheckMate 816
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Joseph Fiore,* Vipul Devas,* Tricia R. Cottrell,’ Alex S. Baras,' Janis M. Taube'

1Johns Hopkins University SOM, Baltimore, Maryland, USA; ?McGill University Health Centre,
Montreal, Quebec, Canada; *Hospital Universitario Puerta de Hierro, Madrid, Spain;
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Presentation number LBA50

Efficacy in patients with or without pathologic evidence of LN involvement?

With LN involvement

NIVO + chemo Chemo
(n = 68) n=74)
Median EFS, mo 36 07
_(os% ey (Q22NR)  (14.8-NR)
0.69 (0.42-1.13)

Without LN involvement

NIVO + chemo Chemo
_— — Ly [as51)
Median EFS, mo [ nR
s (30.7-NR) (22.44R)
HR (95% CI) 0.74 (0.39-1.41)

100 - 100
90 - 90
80 - 80 -
70 70
® 60 - i # 60 64%0
e 50 | H s P NIVO + chemo £ 50 - ' Chemo
i 50 ' Y g 30 50 :
w40 E H 47‘5 e & 404 7 40% H
304 & 58] 4ok Chemo 304 £ 2
20 g { ] 204 2 { i
. ' 6% .
103 5 %) : 04 2 :
0 T T T T T T T T T T T T T 1 0 T ! T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 4 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization Months from randomization
No. at risk No. at risk

68 66 61 52 49 43 40 34 26 14 1 4 3 2 0 n

Minimum / median follow-up: 21 months / 29.5 months.

“Among 179 patients randomized to both the NIVO « chemo and chemo groups, 149 and 135 received treatment and had definitive surgery, respectively, and 140 and 125 had path-evaluable
samples from both primary tumor and LN; LN involvement refers to pathologic evidence of LN dizease at resection that had or had not fully regressed after neoadjuvant treatment (0% or > 0% RVT
in the resected LN). '0% RVT in both the primary tumar and LN; MPR (s 10% RVT in both primary tumor and LN) with NIVO = chemo vs chemo: 29% vs 5% (patients with LN involvement) and 62% vs

24% (patients without LN involvement). 95% CI: “49-73, %3458, *65-85, '49-76.

71 66 64 61 56 5S4 48 43 24 20 9 3 1 0

EFS by % RVT in patients with LN involvement?: NIVO + chemo

% RVT (primary tumor [PT] and LN)® EFS
e S RVY 208RVY_
PT+ LN PTor LN PT « LN
(n=13)  n=13) (n = 42)
Median EFS, mo NR 22
0% RVT 95% C1) (NR) (7.2:NR) (13.8-31.6)
inPT + LN 1004 92% 92%¢
90 o cam e e - .
H 0% RVT in PT + LN
19% 80+ H
(13/8%) 704 RVT in PT or LN
- 604 :
(51 0% RVT § 50 -
in LN al w :
(27e8) n LN alone pe—— % 404 :
PTor LN 30 -
o (19% [13/68)) 20 '
in PT alone 10 : H
> 0% RVT H '
inPT + LN 0 T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months from randomization
No. at risk

Minimum / median follow-up: 21 months / 29.5 months.

LN involvement refers to pathologic evidence of LN disease at resection that had or had not fully regressed after neoadjuvant treatment (0% or > O% RVT in the resected LN).
“Patients in the chemo arm with 0% RVT in both PT « LN, 1% (1/74); PT alone, 1% (1/74); LN alone, 4% (3/74); either PT or LN, 5% (4/74); > 0% RVT in PT « LN, 93% (69/74).
“HRs were not computed because of the low number of events in the 0% RVT subgroups. 95% Ci: %5799, *42-91,'32-64.

Association of % RVT and % regression in the primary tumor with EFS?

NIVO + chemo (n = 141)

g

o

RVT/necrosis/
regression (%)*
g

L
0% RVT > 0% RVT

ROC curve analysis

Z-year EFS by % RVT: i

75

Regression Necrosis [l RVT

2-year EFS by % regression

True positive rate (sensitivity)
g

True positive rate (sensitivity)
8

25 25
AUC
0 0.74
0 T T T 1 0 T T T 1
[} 75 100 25 50 75 100

5 50
False positivity rate (100-specificity)

+ Similar AUCs for % RVT and % regression were observed with NIVO + chemo in both patients with or without LN involvement®

“In patiants who underwent surgery and had path-evaluable primary tumor samples. *in individual patients. ‘Adapted with permission from M, et al. Poster at the ASCO

Annual Meeting; June 3.7, 2022; Chicago, IL & online. Abstract LBABS11. “The solid square is the optimal cutoff,

possible cutoff values. LN involvement refers to pathologic evidence of LN dizease at resection that had o had not fully regressed after necadjuvant treatment (0% or > O% RVT in the resected LN).

False positivity rate (100-specificity)

which is the difference between the true positive rate and false positive rate over all
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The genomic landscape of
small cell lung cancer in
never smoking patients

Michael S Oh', Alex Barrett?, Arya Ashok?, Elizabeth
Mauer?, Edward B Garon', Aaron E Lisberg', Amy L
Cummings', Jonathan W Goldman'

'Department of Hematology and Oncology, University of California
Los Angeles, Los Angeles CA, USA
2Tempus Labs, Inc, Chicago IL, USA

NS patients exhibit unique somatic variant landscape

100%

TP53

Sensitivity analysis : :
minus suspected Gene fusions infrequent

transformation: with no differences
EGFR2.3% vs 11% « NRG1 fusions found
Qs in 2 NS patients

75%

** q<0.001
q=0.022
+ 005<q<0.10

% Patients
g

25% IK 3 cA Current/former smoker

Never smoker

aJh“hlJthhhﬂﬁldJJi

S eeb's",\, & L]
& @@é\ﬁd@ & q & ?‘.?.*"_\40,\(}‘ Y\P <,"1 s e“‘ s« &

ERESVD™™

]

Immune microenvironment by smoking status

Immune Cell Infiltration ~ CD4+ T Cells
p <0.001

Tumor Mutation Burden PD-L1 Status p=0.008
% 75%
= u(m‘:'r.‘r':o) 100 W Currentfiormer smoker ‘
B Never smoker %)
30 E o 1
\

20

immune cells
g

% CD4 T cells of all
2

~
a
s

% immune cells of
all celis in the sample

CD8+ T Cells Macrophages

Modian 2.59
(1R 163, 4.52)

TMB (per Mb)

Cumenttormer smoke
Never smoker

LL

p=0033 ‘ p <0.001

% Patients PDL1 Positive
g
7

20%
(5/25)

2

"
(26/288)

% CD8 T cells of all
immune cells
8y @
% 8

p <0.001 p =0.086 (ns)

2N )

9

Conclusions

Mutational landscape of SCLC differs based on smoking status
- Tumors of NS more likely to harbor variants in EGFR and PIK3CA

Potential differences seen in the immune microenvironment

Future need to explore possible treatment implications

ERESMD™™
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/!2 1532P Phase llIb study of durvalumab plus platinum-etoposide in first-line treatment of extenss
AstraZeneca £ stage small-cell lung cancer (CANTABRICO): preliminary efficacy results.

Primary Results from IMfirst, a Phase Illb Open Label Safety Study of Atezolizumab Plus Carboplatin/Cisplatin and Etoposide in
an Interventional Real World Clinical Setting of Extensive-Stage Small Cell Lung Cancer (ES-SCLC) in Spain
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A retrospective cross-sectional stu

SCLCisan with a poor represents ~15% of all lung
cancer cases'?
Development of for SCLC anli-PO-L1 therapiss,

atazolizumab and durvalumab, recaived EU approval for 1stine (1L) treatment of extensive
stage SCLC (ES-SCLC) In 2019 and 2020,* respectively {reimbursement dates are shown
in Figure 1)

Previous studes of LCin

countries and were limited to specifc setiings (e.g. haspita database)® or were concucted
pwf to the approval of the d’\t&»PD L1 therapies®

in Europe Is imgortant

m therzpeutic the context vals and o identy potential
urmet neds fo patien' with SOLC
Hers wa report for patients

with ES-SCLC in France, Germany, Spain, taly and the UK.

Figure 1. Study countries and reimbursement dates

Qv Oncoiogy Dynamics dataset
udy of drug

Noemi Reguart, MD, PhD;" Stephen Puntis,

y of treatment patterns in small-cell lung cancer (SCLC) in Europe 2018-20 1=

DPhil;2 Katarina Ohrling, MD, PhD;? Ali Abbasi MD, PhD;?* Karly S Louie, PhD;?* Martin Sebastian, MD

Medical Oncology Department, Hospital Clinic, IDIBAPS, Barcelona, Spain; 2Amgen Ltd, Uxbridge, UK; *Amgen (Europe) GmbH, Rotkreuz, Switzerland;
4Department of Medicine Il, Hematology/Oncology, University Hospital Frankfurt, Frankfurt, Germany. *Affiliation at the time the research was conducted

RESULTS

Baseline characteristics

*  Overall, cata for 5,832 patients with ES-SCLC were inchuded in the analysis; n=4,898 1L,
n=804 2ndHine (2L) and n=130 3rc-line or greater. Baseline cemographics anc
characteristics are shown in Table 1

+ Specialist cancer hospitals reated the greatest number of patients (n=2,419, 41.5%),
followsd by academic cancer hospitals (n=2,041, 34.9%), office-based practitionsrs (n=849,
14,6%) and general hospitais (n=519, 8.9%), and n=4 (0.1%) unknown ({data not shown)

Table 1. Characteristics of ES-SCLC patients (n=5,832)
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Treatment regimens by year in EUS

+ The most common 1L regimens during 2018-2021 were platinum + etoposide combination
chemotherapies (31.8%, 85.9%, 62.8%, 42.3% in each year, respactively; ere 2 left panel)

By 2021, the overal extant of 1L use
was similar to use of the platinum (41.2% and 42.3%,

* The most common 2L freatment during 2018-2021 was topotecan with its use decreasing
slightly during s period (59.8%, 57 7%, 57.3%, 50.3% in each year, respectively; Figure 2,
right panl)

+ Anti-PD-{L}1 /ani-CTLA-4 use in 2L treatment increased curing 2018-2021 (22%-9.2%)

The study included adulls >18 years of aga who were diagnosed with ES-SCLC and
received any systeric treatment betwesn Q1 2018 and G4 2021

The primary objactives were to describe clinical characteristics, demogrephics and treatment
pattems of patients with ES-SCLC in France, Germany, Italy, Spain and the UK

Sl of ety Endel
analabary ‘svaisbe dsla despite no approval for SCLC 2L (data not shown)
alans Ll <
¥ @ ® @ @ @ o® A @ @ W W B @ L platinum + atezolizumab
TR O T W T T 5 . poykaid
N 2018-2021, and in 2021 was the most common 1L regimen in Germany (54 8%), France
> (48.5%) and the UK {43.7%) (Figure 3, left panel)
f 3 A ;o T Y, s
- - + - 1Lpl
wiE 1 w20 el + In2021, plati + lumeb combination 1L 1.8% of all

1L treatment in France, but <3% of all 1L use in the other European countries examined
(Germany [2.7%] Spain [2.0%). s UK [0.4%) and Haly [0.3%); Figure 3, ight pane)

2L treatment by platinum status

+ Topotacan jsed 2L treatment i ity status, wity
carboplatin / d in plating i
(Table 2)

ey UK
(11850 | {o=1,149)

CONCLUSIONS

Figure 2. Most frequent regimens by line of therapy (EU5) from 2018-2021 .
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Figure 3. Use of platinum chemotherapy + atezolizumab or durvalumab, as a percentage of all 1L treatment from 2018-2021

Platinum chemotherapy + atezolizumab Platinum chemotherapy + durvalumab
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o EUS o France o Germany s Spain — laly s UK = EUS === France = Germany === Spain Maly UK
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CONCLUSIONES



Se confirman los resultados del ADAURA a 4 anos. No datos de
SG.

El beneficio de pembrolizumab en el escenario adyuvante es
independiente de la expresion de PD-L1.

Papel de la combinacion de inmunoterapia y quimioterapia en
el escenario neoadyuvante.

Posible relacion entre ctDNA en CPNCP EGFR M+ resecado y
SLE.

Extrapolacion de los datos de inmunoterapia + quimioterapia
en CPCP al mundo real.
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