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Peri-operative NSCLC

Abstract 8500: Surgical outcomes with resectable NSCLC receiving neoadjuvant nivolumab +/- relatlimab
Abstract 8501: NEOTORCH: Peri-operative toripalimab with chemotherapy in resectable stage II-lIl NSCLC
Adjuvant NSCLC with EGFR mutation

Abstract LBA3: ADAURA: Adjuvant Osimertinib with resected EGFR-mutated stage I-1ll NSCLC

Metastatic NSCLC without targetable genomic alterations

1st line

Abstract 9004: Tropion-LUNGO02: DATO-DxD with pembrolizumab with or without platinum for advanced NSCLC
2nd |ine

Abstract 9005: LUNAR study: Tumor treating fields with standard of care chemotherapy for advanced NSCLC
Metastatic NSCLC with EGFR Exon 20 insertion

Abstract 9002: Sunvozertinib for exon 20 mutations

Small cell lung cancer

1st line

Abstract 8504 Maintenance atezolizumab and talazoparib in SLFN11 positive ES-SCLC

> 2" line

Abstract 8502: DLL-3 bispecific T-cell engager (Bl 764563) in previously-treated SCLC
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Surgical outcomes of patients with resectable NSCLC
receiving neoadjuvant immunotherapy with nivolumab

plus relatlimab or nivolumab

Findings from the prospective, randomized, multicentric phase ||
study NEOpredict-Lung

Clemens Aigner?, Bert Du Pont?, Koen Hartemink3, Marcel Wiesweg', Michel Vanbockrijck?, Kaid
Darwiche'!, Balazs Hegedus', Alexander Schramm?, Hubertus Hautzel', Brigitte Maes?, Dirk Theegarten’,
Hans-Ulrich Schildhaus', Paul Baas?, Kristof Cuppens?, Martin Schuler' and Till Plones’

"West German Cancer Center, University Medicine Essen, Essen, Germany

2Jessa Hospital, Hasselt, Belgium

3Netherlands Cancer Institute, Antoni van Leeuwenhoek Hospital, Amsterdam, The Netherlands
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Study design

 Randomized phase |l study in patients with resectable NSCLC - ) n@
exploring the feasibility, safety and early efficacy of combined )’ —~
preoperative treatment with nivolumab and relatlimab, a PD-1 / {

monoclonal antibody targeting LAG-3 “ o= —
A=

4

« Reference arm with nivolumab monotherapy

PD-1 4

IFN-y/Th1
; + RELA cytokines
+  Primary study endpoint: Feasibility of curatively | GE#¥F — I
intended surgery within 43 days (continuously
assessed) \ —
Activated
« Secondary endpoints (selected): Radiological and

histopathological response rates, DFS and OS at 12 months,
safety, RO resection rate
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Study design, NCT 04205552

NSCLC

stage | B, [l and
selected 1A~ ®

Relatlimab 80 Relatlimab 80 n=30 SoC
adjuvant
therapy y
Relatlimab Relatlimab
dose 2 dose 2
d1 d15 < d43
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Histopathological response

100%
90% +
80% |
70% |
60% |

(Y

PD-L1TPS < 1% PD-L1 TPS 1-49% PD-L1TPS 2 50%

50% +
erolumab

I Nivolumab/Relatiimab

40% |

30% +

20% |

Pathological regression [% vital tumor cells]

-

Nivolumab 13.3% 27%

10% |

Nivolumab Nivolumab/Relatlimab

0%

m0-10% ~11-50% m51-100%

Nivolumab +

Protocol definition: Vital tumor cells . 16.7% 30%
Relatlimab

0-10% major pathological response

11-50% pathological response

51-100% no pathological response
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Perioperative outcome and follow-up

_ Nivolumab (240 mg) Nivolumab (240 rr|:1gg))/ReIatI|mab (80

30 day mortality 0% 0%

Adjuvant therapy (guideline

based according to pathological n=14 n=14
staging)

12 months OS 96 % (95% CI: 83-99%)

12 months DFS 91% (99% CI: 78-97%)
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O treatment related adverse events

Nivolumab (240 mg)/
Relatlimab (80 mg)

Nivolumab (240 mgqg)

Anemia 2 (T%) - - -
Atrial fibrillation 1(3%) 1(3%) - -
Hyperthyroidism 5 (17%) 1(3%) 4 (13%) -
Hypothyroidism 2 (1%) - 3(10%) -
Gastrointestinal 1(3%) - 2 (1%) -
Hepatic 1 (3%) 1(3%) 1(3%) 1(3%)
Proteinuria 1(3%) - - -
Pneumonitis - - 2 (1%) -
Chills/fever 2 (3%) - - -
Rash 1(3%) - - -
AR oo 2.2 A
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Conclusions

* Primary study endpoint was met by all patients in both treatment arms.

« Minimally invasive and open techniques are safely possible. There seems to be
no increased risk for complications in bronchial and/or vascular sleeve
resections.

* Perioperative course, morbidity and mortality rates are comparable to other
neoadjuvant regimens. Standard adjuvant therapies can be safely administered
In this setting.

« Comprehensive correlative studies and biomarker analyses are ongoing

* Protocol has been amended to explore a higher dose of relatlimab for
iIncreased LAG-3 target occupancy
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Perioperative Toripalimab + Platinum-Doublet Chemotherapy vs
Chemotherapy in Resectable Stage ll/lll Non-small Cell Lung
Cancer: Interim Event-Free Survival Analysis of the Phase llI
Neotorch Study

Shun Lu,’ Lin Wu,? Wei Zhang, ® Peng Zhang,* Wenxiang Wang,? Wentao Fang,’ Wenqun Xing,> Qixun Chen,°
Jiandong Mei,” Lin Yang,® Lijie Tan,® Xiaohong Sun,'® Shidong Xu, Xiaohua Hu,'? Guohua Yu,' Dongliang Yu, “Jinlu
Shan,’™ Nong Yang,? Yuping Chen,'® Hui Tian,"”"Weihua Wang,'® Wenbo Yu 8

1Shanghai Chest Hospital, Jiao Tong University, Shanghai, China; 2Hunan Cancer Hospital, Changsha, China; 3The First Affiliated Hospital of Nanchang University, Nanchang, China;
4Shanghai Pulmonary Hospital, Tong Ji University, Shanghai, China; *Cancer Hospital Affiliated to Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China; ®Cancer Hospital of
the University of Chinese Academy of Sciences, Hangzhou, China; "West China Hospital, Sichuan University, Chengdu, China; 8Shenzhen People’s Hospital, Shenzhen, China; *Zhongshan
Hospital, Fudan University, Shanghai, China; °Cancer Hospital Affiliated to Xinjiang Medical University, Urumqi, China; ""Harbin Medical University Cancer Hospital, Harbin, China; 2Guangxi
Medical University Affiliated Tumor Hospital, Nanning, China; Weifang People's Hospital, Weifang, China; ¥The Second Affiliated Hospital Of Nanchang University, Nanchang, China;
»Army Characteristic Medical Center of PLA, Chongqing, China; ®Cancer Hospital of Shantou University Medical College, Shantou, China; '"Qilu Hospital of Shandong University, Jinan,

China; '® Shanghai Junshi Bioscience
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Neotorch Study Design

Neoadjuvant* | Maintenance

Toripalimab Toripalimab
240mg 240mg Toripalimab Primary endpoints:

7 7 240mg » EFS by Investigator (stage Ill)
Platinum-based |eug Platinum-based ' 2 - EFS by Investigator (stage II-lll)

chemotherapy chemotherapy Q3W up to 13 « MPR by BIPR (stage IIl)
cycles « MPR by BIPR (stage II-lll)

* Newly diagnhosed
resectable stage IlI-
Il NSCLC

« EGFR/ALK wild L
type Secondary Endpoints:

+ Biopsy tissue » Overall survival
avaFi)la{)Ie for Fiaceno Placebo 'S * pCR by BIPR/site pathologist for stage
+
biomarker analysis & Placebo Il and stage II-llI

Platinum-based Platinum-based « EFS by IRC for stage Il and stage II-llI
chemotherapy chemotherapy Q3W up to 13 « Disease-free survival

cycles « Safety and feasibility of surgery

Q3W 3 cycles Q3W 1 cycle

« Evaluable lesions

Q3W 3 cycles Q3W 1 cycle

Stratification factors:

Il vs IlIA vs IlIB

» Lobectomy vs pneumonectomy

« Non-squamous vs squamous

« PD-L1 TC expression: = 1% vs < 1% or non-evaluable

EFS: Event-Free Survival
MPR: Major Pathologic Response

*3 cycles of neoadjuvant chemotherapy with 4 cycles of peri-operative chemotherapy in total were required with in Neotorch study, meanwhile, surgeons were allowed to BIPR: Blinded Independent Pathologic Review

determine the most appropriate timing for surgery based on the patient's condition pCR: Pathological Complete Response

TAbout 400 patients with Stage Il NSCLC and ~100 patients with Stage Il NSCLC patients would be enrolled IRC: Independent Review Committee
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Treatment Summary - Surgery

Toripalimab + chemo Placebo + chemo
n =202 n =202

No surgery performed, n(%) 36 (17.8) 94 (26.7)
Disease progression 9(2.9) S1{19.3})
Patient refusal 18 (8.9)

Adverse event? 6 (3.0)
Other* 7(3.5)

Patient underwent surgery, n(%) 166 (82.2)
RO resection n(% of underwent surgery) 159 (95.8)

Type of surgery(% of underwent surgery)

Lobectomy 134 (80.7)
Sleeve lobectomy 15 (9.0)
Pneumonectomy 15(9.0)
Other” 2(15:2)

# |In toripalimab arm, 6 patients canceled surgery due to AE, 3 were judged as not related to toripalimab, the AEs were aggravation of cirrhosis, pneumonia and cerebral infarction, 3 were judged as related to
toripalimab, the AEs were Immune-mediated hepatitis, hypophysitis and pneumonitis.

* Other reasons were unresectable at the baseline in 3 patients in toripalimab arm and 5 in placebo arm, unresectability during intraoperative exploration in 1 patient in toripalimab arm and 2 in placebo arm, unfit
for surgery due to poor lung function in 1 patients in toripalimab arm and intolerate to anesthetic in 1 patient in placebo arm, high risk of surgery due to tumor enclosing the blood vessels or unremarkable
shrinkage in each patient in toripalimab arm, and high risk of surgery due to lower limbs edema and ventricular premature and lost to follow up in each patient in placebo arm.

A 2 patients were R2 resection and underwent the regional lymph node dissection in toripalimab arm .
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Event-Free Survival Analysis

Intent-to-treat Stage lll patients assessed by investigator per RECIST v1.1

EFS by investigator EFS by IRC

No. of Events/No. of Median EFS mos.

Patients (95% Cl) No. of Events/No. of Median EFS mos.

Patients (95% ClI)

Toripalimab + chemo 47/202 NE (24 .4, NE PET e CNE
roripalimab + chemo 43/20 N

~
| \ \
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Median follow-up: 18.25 months Median follow-up: 18.25 months
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Event-Free Survival

30-

HR=0.40 (95%CI1 0.277-0.565) HR=0.40 (95%CI1 0.271-0.572)
two-sided P<0.0001* nominal P<0.0001

20+

10-
' |
' I
0 T T T . 5 .
0 6 | 18 6 12 18
Months

No. at Risk
alimab + chemo NE: not evaluable
HR; Hazard ratio

CI: confidence interval

*2-sided efficacy boundary: 0.01683 Data cutoff date: Nov. 30, 2022
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Overall Survival Analysis

Median follow-up: 18.25 months
Intent-to-treat Stage lll patients

2-Yr OS
Rate % No. of Events/ Median OS

0 0/ = 0
81.2% R No. of Patients mo (95% ClI)

HR=0.62 (95% CI 0.38-0.999)

P=0.0502

EA
> 2
EC
o
N ©
I o
T e
go
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- -—-—-—-—-—-——-_—_—- - - - —_—_——————————————————— e ——_—————_—————

(]
e

Months
No. at Risk

Data cutoff date: Nov. 30, 2022
NE: not evaluable

HR; Hazard ratio

Cl: confidence interval
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Immune-related Adverse Events

Toripalimab + chemo

Placebo + chemo

Patients %

lll.kbkh&L

& S

N
> 2
& Q

Immune-related adverse events with an incidence of 22%
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Summary and Conclusions

» Toripalimab plus chemotherapy significantly improved EFS (NE vs. 15.1 months) and had
higher MPR and pCR rates (48.5% vs. 8.4%; 24.8% vs. 1.0%) compared to chemotherapy

alone in stage lll NSCLC patients, with a survival trend favoring toripalimab. The combination
regimen was well-tolerated with no new safety signals.

* Improvement in EFS was consistent across all key subgroups:

dBenefits in all PD-L1 subgroups: the HRs were 0.59, 0.31 and 0.31 in PD-L1<1%,1-49% and
= 50%, respectively

dBenefits in both non-squamous and squamous subtypes: the HRs were 0.54 and
0.35, respectively

* The results from Neotorch study, as well as other studies, indicated that perioperative
Immunotherapy plus chemotherapy should be a standard of care for stage |ll NSCLC patients.
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Overall survival analysis from the ADAURA trial of
adjuvant osimertinib in patients with resected

EGFR-mutated (EGFRm) stage IB-IIIA
non-small cell lung cancer (NSCLC)

Roy S. Herbst!, Masahiro Tsuboi?, Thomas John?, Terufumi Kato*, Margarita Majem?®, Christian Grohé®,
Jie Wang’, Jonathan Goldman®, Shun Lu®, Wu-Chou Su'?, Filippo de Marinis'", Frances A. Shepherd’?,
Ki Hyeong Lee™, Nhieu Thi Le', Arunee Dechaphunkul®, Dariusz Kowalski'®, Lynne Poole'’,

Marta Stachowiak'®, Yuri Rukazenkov'®, Yi-Long Wu?°

TMedical Oncology, Yale School of Medicine and Yale Cancer Center, New Haven, CT, USA; 2Department of Thoracic Surgery and Oncology, National Cancer Center Hospital East, Kashiwa, Japan; 3Department of
Medical Oncology, Peter MacCallum Cancer Centre, Melbourne, Australia; Sir Peter MacCallum Department of Oncology, The University of Melbourne, Melbourne, Australia; “Department of Thoracic Oncology,
Kanagawa Cancer Center, Yokohama, Japan; °Department of Medical Oncology, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; °Klinik flir Pneumologie - Evangelische Lungenklinik Berlin Buch, Berlin,
Germany; ‘Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; David Geffen School of Medicine at University of California Los Angeles, Los Angeles, CA, USA; ?Shanghai Lung Cancer Center,
Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai, China; '’Department of Oncology, National Cheng Kung University, Tainan, Taiwan; ""Thoracic Oncology Division, European Institute of Oncology
(IEO), IRCCS, Milan, ltaly; ?Department of Medical Oncology and Hematology, University Health Network, Princess Margaret Cancer Centre, Toronto, Ontario, Canada; '*Department of Internal Medicine, Chungbuk
National University Hospital, Cheongju, Republic of Korea; *Ho Chi Minh City Oncology Hospital, Binh Thanh District, Ho Chi Minh City, Vietnam; >Department of Internal Medicine, Faculty of Medicine, Prince of Songkla
University, Songkhla, Thailand; '®Department of Lung Cancer and Thoracic Tumours, Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; 7Oncology Biometrics, AstraZeneca, Cambridge,
UK; '8Late Oncology Research & Development, AstraZeneca, Warsaw, Poland; ?Oncology Research & Development, AstraZeneca, Cambridge, UK; 2°Guangdong Lung Cancer Institute, Guangdong Provincial People's
Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China
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ADAURA Phase lll study design

Patients with completely resected
stage® IB, Il, IlIA NSCLC, with or without

Planned treatment duration:
J years

adjuvant chemotherapy? Osimertinib 80 mg,

once daily

Treatment continued until:
« Disease recurrence

Key inclusion criteria:
>18 years (Japan / Taiwan: 220)

WHO performance status 0 / 1 Stratification by: RandGiZalGH - Treatment completion

Confirmed primary non-squamous NSCLC Stage (IB vs Il vs llIA) 1:1 - Discontinuation criterion met
Brain imaging, if not completed pre-operatively Race (Asian vs non-Asian) Follow-up:

Complete resection with negative margins$  Until recurrence: Week 12 and
Maximum interval between surgery and 24, then every 24 weeks to
randomization: S years, then yearly

« 10 weeks without adjuvant chemotherapy - After recurrence: every 24 weeks
« 26 weeks with adjuvant chemotherapy for 5 years, then yearly

Endpoints
* Primary endpoint: DFS by investigator assessment in stage |I-llIA patients

+ Key secondary endpoints: DFS in the overall population (stage IB—llIA), landmark DFS rates, OS, safety, health-related quality of life

*At the time of recruitment, staging was determined bythe AJCC / UICC Staging Manual 7th edition. Patients with stage IB disease were not eligible in Japan. '"Pre-operative, post-operative, or planned radiotherapywas not allowed.
*Centrally confirmedintissue. SPatients received a CT scan after resection and within 28 days priorto treatment.

J— ASCO pReseNTED BY: Roy S. Herbst AJCC, American Joint Committee on Cancer: CT, computerizedtomography; ASCO AMERICAN SOCIETY OF
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Adjuvant osimertinib has significantly improved DFS

« Adjuvant osimertinib demonstrated highly statistically significant’2 and clinically meaningful improvement in
DFS in completely resected EGFRm NSCLC vs placebo in both the primary (stage lI—IlIA) and overall
(IB—IlIA) populations, along with a tolerable safety profile’*

ADAURA primary DFS analysis’? (stage IB—IlIA)*

ADAURA updated DFS analysis®* (stage IB—IIIA)T

NEJM October 2020 JCO January 2023
ol 1.0 N
09 - 0.9 - — ’ e
0.8 - 0.8 -
E 0.7 - E‘ 0.7 —
2 0.6 - § 0.6 —
S 05 - S 0.5 -
o= 04 - Median DFS, months (95% CI) Q 04 - Median DFS, months (95% CI)
wn = [0 &
3 03 - .Osimertinib NR (NC, NC) B 03 - .Osimertinib 65.8 (61.7, NC)
0.2 - Placebo 27.5 (22.0, 35.0) 0.2 - Placebo 28.1 (221, 35.0)
0.1 - HR(99.12%Cl)  0.20 (0.14, 0.30) Maturity: 29% 01 — HR(95%CI) 0.27 (0.21, 0.34) Maturity: 45%
p<0.0001 osimertinib, 11%:; placebo, 46% osimertinib, 28%: placebo, 62%
0.0 | I I I I ] ] j | 0.0 I | | ] I i I | | | I |
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 o4 60 66 72
Time from randomization (months) Time from randomization (months)
No. at risk No. at risk
Osimertinib 339 313 272 208 138 74 27 5 0 Osimertinib 339 316 307 289 278 270 249 201 139 73 33 5 0
Placebo 343 287 207 148 88 23 20 3 1 0 Placebo 343 288 230 205 181 162 137 115 84 48 25 4 0

*Data cut-off: January 17, 2020. 'Data cut-off: April 11, 2022.

1. Wu et al. N EnglJ Med 2020;383:1711-1723; 2. Herbstet al. J Clin Oncol 2020;38(Suppl 18): abstract/ oral LBAS; 3. Herbstet al. J Clin Oncol 2023;41:1830-1840; 4. Tsuboi et al. Ann Oncol 2022;33(Suppl 7). abstract/ oral LBA47.
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Overall survival: patients with stage IB / Il / lllA disease

« Adjuvant osimertinib demonstrated a statistically and clinically significant improvement in OS vs placebo in the

overall population of stage IB—IIIA disease
S5-year OS rate, % (95% CI)

1.0 S+ttt —t—— i o 9% 93 : e
| e s _— . Osimertinib (n=339) 88 (83, 91)
0.9 = ' b | Placebo (n=343) 78 (73, 82)
oo | b, .
> 08 — 0 Ly
= i ik ik OverallOSHR  0.49 (0.34, 0.70);
2
© 07 - . . 78% | (95.03% Cl) p<0.0001
o) i i i v
& 0.6 — ' ' ' Maturity: 18%
© : : : osimertinib 12%, placebo 24%
% 0.5 — | ! |
= j I i Median follow-up for OS* (censored patients):
® 04 — : : : osimertinib 61.5 months, placebo 61.5 months
o | | |
g 0.3 — | | !
O ! § :
0.2 — I | I
I i ]
i i i
0.1 — | | I
! ! !
40 | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time from randomization (months)
No. atrisk
Osimertinib 339 332 325 324 319 311 304 301 294 252 176 108 50 15 0 -
Placebo 343 338 332 326 314 304 290 281 267 223 164 97 - i 4 3 0
Data cut-off: January 27, 2023.
Tick marks indicate censored data. Alpha allocation of 0.0497. *Median follow-up for OS (all patients): osimertinib 60.4 months, placebo 59.4 months.
2023 ASCO #ASC023 ERESENIED B Roy S. Herbst Cl, confidence interval; HR, hazard ratio; OS, overall survival ASCO 2&5%&.?%?4%8582?
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Safety summary

« Atthe final DFS analysis (data cut-off: April 11, 2022), all patients had completed or discontinued study treatment; the safety
profile of adjuvant osimertinib with extended follow-up'? was consistent with the ADAURA primary analysis®

AE, any cause®, n (%) Osimertinib (n=337)

Any AE 330 (98) 309 (90)

Any AE Grade =23 79 (23) 48 (14)
Any AE leading to death 1(<1) 2 (1)
Any serious AE 68 (20) 47 (14)
Any AE leading to discontinuation 43 (13) 9 (3)
Any AE leading to dose reduction 42 (12) 3 (1)
Any AE leading to dose interruption 91 (27) 43 (13)
AE, possibly causally related*T, n (%)

Any AE 308 (91) 199 (58)
Any AE Grade 23 36 (11) 7 (2)
Any AE leading to death 0 0

Any serious AE 104{3) 2 (1)

« At the time of the current data cut-off for OS (January 27, 2023), one additional serious AE (COVID-19 pneumonia) had
been reported, which occurred >28 days after treatment discontinuation; the investigator determined that this was not
treatment related and the patient made a full recovery

*Data cut-off: April 11, 2022. Patients with multiple events inthe same category counted only once in that category. Patients with events in more than one category counted once in each of those categories.
Includes AEs with an onsetdate on or after the date of firstdose and up to and including 28 days following the discontinuation of studytreatment and before starting subsequent cancertherapy. 'As assessed bythe investigator.
1. Herbstet al. J Clin Oncol 2023;41:1830-1840; 2. John et al. J Thorac Oncol 2023; online ahead of print; 3. Wu et al. N EnglJ Med 2020;383:1711-1723.
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Conclusions

« In the ADAURA primary analysis, adjuvant osimertinib demonstrated a statistically significant’ and clinically
meaningful DFS benefit vs placebo in resected EGFRm stage IB—IIIA NSCLC, along with improved CNS DFS

and a tolerable safety profile’?

 DFS benefit in ADAURA has translated into a statistically significant OS benefit with adjuvant
osimertinib vs placebo

* Primary (stage lI-llIA) population, OS HR 0.49; 95.03% CI 0.33, 0.73; p=0.0004
= Overall (stage IB-IlIA) population, OS HR 0.49; 95.03% CI 0.34, 0.70; p<0.0001

« OS benefit with adjuvant osimertinib vs placebo was generally consistent across subgroups, including by
disease stage (IB /Il / lllA) and prior adjuvant chemotherapy use (yes / no)

ADAURA is the first global Phase lll study to demonstrate statistically significant and clinically

meaningful OS benefit with targeted treatment in this patient population, reinforcing adjuvant
osimertinib as the standard of care for patients with resected EGFRm stage IB—IlIA NSCLC

Data cut-off; January 27, 2023.
1. Wu etal. N EnglJ Med 2020;383:1711-1723; 2. Herbst et al. J Clin Oncol 2023;41:1830-1840.
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'National Cancer Center Hospital, Tokyo, Japan; 2Department of Oncology, National Cheng Kung University Hospital, College of Medicine, National Cheng Kung University, Tainan, Taiwan; *The Sidney Kimmel Comprehensive Cancer
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Introduction

« Dato-DXd is an antibody-drug conjugate composed of a TROP2-directed monoclonal antibody covalently
linked to a highly potent cytotoxic payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable

linker?-°

« Dato-DXd 6-mg/kg monotherapy demonstrated encouraging antitumor activity, with an ORR of 28% and a
median DOR of 10.5 months, in patients with heavily pretreated advanced/metastatic NSCLC®

1
Humanized anti-TROP2 Derux}ecan

lgG1 mAb? \

N (o)
/ ’\/\/\r \)LN/\’ Y“\N/\r e \/lLNHH 1
d * o
H,C HO “—CH;,
Cleavable tetrapeptide-based linker '

Topoisomerase | inhibitor payload

Image is for illustrative purposes only; (DXd)
actual drug positions may vary.

Dato-DXd, datopotamab deruxtecan; DOR, duration of response; IgG1, immunoglobulin G1; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; ORR, objective response rate; TROPZ2, trophoblast cell-surface

antigen 2.
1. Okajima D, et al. Mol Cancer Ther. 2021;20(12):2329-2340. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 4. Ogitani Y, et al. Cancer Sci.

2016;107(7):1039-1046. 5. Shiose Y, et al. Biol Pharm Bull.2007;30(12):2365-2370. 6. Garon EB, et al. IASLC WCLC 2021. Abstract MA03.02.

2023 ASCO prResenTeD By: Yasushi Goto, MD, PhD ASCO CUNICAL ONCOLOGY

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER

Goto, Y., etal. ASCO Annual Meeting 2023.

Content of this presentation is the property of th

Towa
Oncology h)
Soc1ety



TROPION-Lung02: Phase 1b Study

 TROPION-Lung02 is the first study evaluating Dato-DXd + pembrolizumab + platinum CT? in advanced
NSCLC without actionable genomic alterations® (NCT04526691)

= The safety of the Dato-DXd + pembrolizumab doublet was established prior to evaluation of the platinum-
containing triplet

= The safety of Dato-DXd 4-mg/kg combinations was established prior to evaluation of 6-mg/kg combinations

Key eligibility criteria

Dato-DXd pembro platinum CT

« Advanced/metastatic NSCLC vaw T ivasw Tt IV Q3W - Primary objectives: safety
* Dose eicalationc: <2 lines of prior | cohort 1 (n=20): 4 malkg + 200 mg and tolerability
therapy — T — Doublet « Secondary objectives:
- Dose expansion BRRGISLESay GLLHLEE e i efficacy, pharmacokinetics,
- <1 line of platinum-based CT | Cohort3(n=20):  4mgkg + 200mg + carboplatin AUC5 | and antidrug antibodies
d
ohants Lanniy Cohort 4 (n=30): 6mghkg + 200mg + carboplatin AUC 5 |
= Treatment naive (cohort 2; - Triplet
enroliment after Jun 30, 2022)d Cohort 5 (n=12): 4 mg/kg + 200 mg + cisplatin 75 mg/m?
= Treatment naive (cohorts 3-6)¢ | Cohort 6 (n=10): 6mglkg + 200mg  + cisplatin 75 mg/m? ©

Data cutoff: April 7, 2023.
AUC, area under the curve; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DLT, dose-limiting toxicity; IV, intravenous; NSCLC, non-small cell lung cancer; pembro, pembrolizumab; Q3W, every 3 weeks.

3 Administered sequentially at the same visit. ® Patients with known actionable EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET mutations or alterations in other actionable oncogenic driver kinases were not eligible for this study.
Testing for EGFR and ALK alterations was not required for patients with squamous histology who were smokers or 240 years of age. ¢ The first 3 to 6 patients in each cohort were enrolled to confirm acceptable safety/DLT rate,;
the remaining patients are considered part of dose expansion (for which enroliment was ongoing at the time of data cutoff). ¢ Prior therapy requirements are for treatment in the advanced/metastatic setting.
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Antitumor Activity

All patients Patients in 1L
Response? Doublet Triplet Doublet Triplet
(n=61)° (n=71)° (n=34)° (n=53)° » In the 1L setting, the ORR
Confirmed + pending ORR, n (%)¢d 23 (38) 35 (49) 17 (50) 30 (57) (confirmed and pending)®
[95% CI] [26-51] [37-61] [32-68] [42-70] was 50% in patients
Confirmed CR 0 1(1) 0 1(2) and 57% in those receiving
Pending CRd 0 0 0 0 triplet therapy
Confirmed PR 21 (34) 34 (48) 15 (44) 29 (55) |
Pending PR¢ 2 (3) 0 2 (6) 0 « Among all patients, the DCR
SD. n (%)f 30 (49 27 (38 16 (47 18 (34 was 847% (doublet) and 87%
N (%) (49) (98) (47) (54) (triplet); in the 1L setting, the
DCR, n (%)¢ o1 (84) 62 (87) 31 (91) 48 (91) DCR was 91% in both
Median DOR, months NE NE NE NE therapy subgroups
[95% CI] [8.8-NE] [5.8-NE] [5.5-NE] [5.7-NE]

Preliminary PFS in all patients, median (95% Cl), months: doublet, 8.3 (6.8-11.8); triplet 7.8 (5.6-11.1)"

Data cutoff: April 7, 2023.
1L, first line; 2L+, second line and later; BOR, best overall response; CR, complete response; DCR, disease control rate; DOR, duration of response; NE, not estimable; ORR, objective response rate; PFS, progression-free

survival; PR, partial response; SD, stable disease.
3By investigator. ®° Response-evaluable patients, which includes patients with =21 postbaseline overall response and those who discontinued without a postbaseline overall response. ¢ ORR defined as BOR of CR + PR.

dResponses pending confirmation. ¢ BOR was determined using tumor assessments at different evaluation time points from the date of the first dose of study treatment until documented disease progression or the start of the
next line of nonpalliative anticancer therapy (inclusive), whichever was earlier. ' SD defined as 21 SD assessment (or better) 25 weeks after starting treatment and before progression without qualification for CR or PR (includes
pending responses). ¢ DCR defined as BOR of confirmed CR + confirmed PR + SD. " Preliminary PFS is limited by immature duration of follow-up.
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TEAEs Occurring in 220% of Patients

Doublet therapy Triplettherapy

Stomatitis 8% 4%
Nausea 2% 4%
Anemia 2% 13%
Fatigue 3% 28% 29% 8%
Decreased appetite 5% 30% 32% 1%
Constipation
Vomiting
Cough
Platelet count decreased 3% 29% 7%
Amylase increased 6% IR 8%
Alopecia
Diarrhea 2%
Neutrophil count decreased 2% IR 14%
Pruritus
Rash
Weight decreased
o B Grade 1/2 = - ) B Grade 1/2
Blood creatinine increased 9% 22% 1%
: Grade 23 " . . Grade 23
Neutropenia | | 3% M 13% | |
80% 60% 40% 20% 0 20% 40% 60%

Data cutoff: April 7, 2023.
TEAE, treatment-emergent adverse event.
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The most frequent TEAEs of
any grade were stomatitis,
nausea, anemia, and fatigue

In general, hematologic TEAEsS,
particularly those of grade 23,
were more frequently observed
with triplet therapy than with
doublet therapy
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Conclusions and Ongoing Studies With
Pembrolizumab
TROPION-Lung07
* |n this study, Dato-DXd + pembrolizumab * (NCTO5555732) i p

platinum chemotherapy demonstrated Advanced/metastatic NSCLC _
- - g : : (N=973) Dato-DXd + pembrolizumab
encouraging antitumor activity in patients with . PD-L1TPS <50%

NSCLC in the 1L and 2L+ settings

Primary endpoints

Pembrolizumab + pemetrexed

« PFS (byBICR
(oY ) + cisplatin/carboplatin

* No new safety signals were observed . 0OS

= The most frequent TEAESs of any grade
were stomatitis, nausea, anemia, and

fatigue TROPION-Lung08
« Dato-DXd + pembrolizumab * chemotherapy adbailian
B Advanced/metastatic NSCLC
Is being compared with SOC therapies in the (N=740) ,
1L setting in the pivotal phase 3 TROPION- = _FO-L1TES =16 .
Lung07 and TROPION-Lung08 studies BT Imary endnolite Pembrolizumab

. PFS (by BICR)
S

1L, first line; 2L+, second line and later; BICR, blinded independent central review; Dato-DXd, datopotamab deruxtecan; NSCLC, non-small cell lung cancer; OS, overall survival, PD-L1, programmed death ligand 1; PFS,
progression-free survival; R, randomized; SOC, standard of care; TEAE, treatment-emergent adverse event; TPS, tumor proportion score.
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Tumor Treating Fields (TTFields) Therapy with Standard of Care
(SOC) in Metastatic Non-Small Cell Lung Cancer (nNNSCLC) After
Platinum-based Therapies: Randomized, Phase 3 LUNAR Study
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Serbia; 3Jules Bordet Institute, Hopitaux Universitaires de Bruxelles, Université Libre de Bruxelles, Brussels, Belgium; “Harold C. Simmons Comprehensive Cancer Center, UT Texas Southwestern
Medical Center, Dallas, TX, USA; "“University of Louisville, Louisville, KY, USA; *Geisinger Cancer Institute, Danville, PA, USA; ""Erasmus University Medical Center, Erasmus MC Cancer Institute,
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Tumor Treating Fields (TTFields) Mechanism of Action

*)(®) Dividing cancer cells

 TTFields are electric fields that exert
physical forces on electrically charged
(./%}) Disruption of mitosis components in dividing cancer cells,
) leading to an antimitotic effect’?

Calreticulin exposure

Aneuploidy ( /;:m" ? ) ER stress —» (antigen uptake)

* Downstream effects include cell stress-
induced immunogenic cell death (ICD),
triggering a systemic anti-tumor immune
response>*

HMGB1 release m 09 {Tﬁ’ release
/ ICD

-

Antigen presenting cell Immune cell recruitment
maturation

ATP, adenosine triphosphate; ER, endoplasmic reticulum; HMGB1, high mobility group box 1 protein; ICD, immunogenic cell death; TTFields, Tumor Treating Fields.
1. Mun EJ et al. Clin Cancer Res. 2018;24(2):266-275; 2. Giladi M et al. Sci Rep. 2015;5:18046; 3. Voloshin T et al. Cancer Immunol Immunother. 2020;69(7):1191-1204,
4. Barsheshet Y et al. Int J Mol Sci. 2022;23(22):14073. Figure adapted from: Shteingauz A et al. Cell Death Dis. 2018;9(11):1074.
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LUNAR Phase 3 Study Design

Objective: To evaluate safety and efficacy of TTFields therapy with standard of care (SOC) compared to SOC alone
In metastatic NSCLC progressing on or after platinum-based therapy

Vs ~

' TTFields therapy*

and SOC .| QBW follow-up
N=276 (Investigator’s choice until progression
. ICITor docetaxel)

'3 )
Key eligibility criteria
« 222 years of age
« Metastatic NSCLC 1 Randomized Survival

« Progression on/after Baseline () follow-up
platinum-basedtherapy evaluation \. v ..

-

3 post-

& p, progression
follow-up visits

ECOG PS 0-2 (incl. MRI) " gstratified by region, d R ~
SOC treatment, and SOC

histology (Investigator’s choice until progression
ICIT or docetaxel)

- 4 . 5

Q6W follow-up

Data cut-off: November 26, 2022
Study sites: 124 in 17 countries (North America, Europe, Asia)

*150 kHz; 218 h/day; Tpembrolizumab, nivolumab, or atezolizumab.
ECOG PS, Eastern Cooperative Oncology Group performance status; ICl, immune checkpoint inhibitor; MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer; Q6W, every 6 weeks;
SOC, standard of care; TTFields, Tumor Treating Fields.
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Response Rates in the ITT Population

SOC
13 (n=139)
Patients with a follow-up scan n=122 n=127
20% 17%
(14-28) (11-25)
3% : :
Difference in ORR, % (95% ClI) (-8.5-15.0) — 4 with TTFields therapy

P=05 — 1 with ICI alone

ORR, % (95% Cl) * All 5 complete responses occurred In

patients receiving an ICl

Best overall response, % : :
- ’  Analysis of patterns of progression

Complete response (infield* vs outfield) is ongoing

Partial response
Stable disease
Progressive disease

Not evaluable

*Infield=thorax and upper abdomen
Cl, confidence interval; ICI, immune checkpoint inhibitor; ITT, intent-to-treat; ORR, overall response rate; SOC, standard of care; TTFields, Tumor Treating Fields.

. e ; : : i ; : _,-'.;"' P " AMERICAN SOCIETY OF
2023 ASCO m presenTeD By: Ticiana Leal, MD, Winship Cancer Institute - Emory University Scan for presertation slides ‘@ Uk ASCO arisissie

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org R - KNOWLEDGE CONQUERS CANCER

Leal, T., etal. ASCO Annual Meeting 2023. (Iﬂ)l‘fé%logy )
ety

Content of this presentation is the property of the Socie




Progression-free Survival in the ITT Population

1.0~

0.9 - - TTFields + SOC SOC
=137 (n=139)

.8 4.8 4.1

- 0
Median PFS (95% CI), months (4.1-5.7) (3.1-4.6)

0.7

0.6-
HR (95% Cl): 0.85 (0.67—1.11)

0.5+ = P=0.23
0.4+

0.3 -
0.2~
O 1

©
=
e
=
n
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=
©
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o

0] |
0 12

Follow-up (Months)
No. at risk:
TTFields + SOC 137 44 17
SOC 139 40 21

PFS was defined as the time from date of randomization until date of disease progression, or death by any cause.
Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival, SOC, standard of care; T TFields, Tumor Treating Fields.
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Overall Survival in the ITT Population

1.0 Ty SOC

(Nn=139)

= 13 2 9.9
H O - -
ol Median OS (95% CI), months (10.3-15.5) (8.1-11.5)

1-year survival (95% CI) 93% (44-61) 42% (34-50)

0.7 5

3-year survival (95% Cl) 18% (11-27) 7% (2—15)
0.6

0.5- b HR (95% Cl): 0.74 (0.56—0.98)
* P=0.035

0.4 -
0.3 -

©
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0 | | | |
0 18 24 30 36

Follow-up (Months)
No. at Risk:
TTEields + SOC 137 100 62 36 22 16
S10[@ 139 96 o4 32 16 7

Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival, SOC, standard of care; TTFields, Tumor Treating Fields.
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Safety and Tolerability

SOC
(n=134)
All grades Grade=23 All grades Grade 23

Any AE* 97% 959% 91% 56%
Most frequent AEs

~ Dermatiis 4% @ 2% 2% 0%
Fatigue 4%
Musculoskeletal pain 3%
Dyspnea %
Anemia 8%
Diarrhea 2%
Cough 0%
Nausea 0%
L eukopenia 14%
Pneumonia 1%
Alopecia 0%
Respiratory tract infection 3%
Localized edema 1%

Any serious AE 53%
Any AE leading to discontinuation 36%
Any AE leading to death 10%

*Any AE; not necessarily related to treatment.
AE, adverse event; SOC, standard of care; HRQoL. Health-related quality of life; TTFields, Tumor Treating Fields.
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Majority of patients (94%) had
>1 AE

Comparable incidence of grade
=23 AEs between arms

No difference in rate of
pneumonitis or other immune-
related AEs

No notable differences in
HRQoL when TTFields therapy

was added to SOC (detailed
analysis ongoing)
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Conclusions

* Pivotal, phase 3 LUNAR study met its primary endpoint

« TTFields therapy with SOC provided a statistically significant and clinically meaningful 3-month
improvement in median OS vs SOC (HR: 0.74, P=0.035) with no added systemic toxicities

— Statistically significant ~8-month increase in median OS (from 10.8 to 18.5 months) was
demonstrated with TTFields therapy and an ICI (HR: 0.63, P=0.030)

— There was a 2.4-month difference in median OS (from 8.7 to 11.1) for TTFields therapy and docetaxel
vs docetaxel alone (HR: 0.81, P=0.28)

* TTFields therapy should be considered part of SOC for metastatic NSCLC following progression on or
after platinum-based therapy

« Additional studies evaluating TTFields therapy with current SOC for first-line metastatic and locally
advanced NSCLC are underway

* TTFields therapy is a potentially paradigm shifting new treatment modality

HR, hazard ratio; ICI, immune checkpoint inhibitor; NSCLC, non-small cell lung cancer; OS, overall survival, SOC, standard of care; T TFields; Tumor Treating Fields.
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Sunvozertinib for the Treatment of NSCLC
with EGFR Exon20 Insertion Mutations: the
First Pivotal Study Results

Mengzhao Wang', Yun Fan2, Meili Sun?3, Yongsheng Wang#, Yangiu Zhao®, Bo Jin® Ying Hu’, Zhigang Han8, Xia Song®, Anwen Liu'°, Kejing Tang'",
Cuimin Ding'2, Li Liang'3, Lin Wu'4, Junzhen Gao'®, Jianghong Wang'®, Ying Cheng'’, Jianying Zhou'® Yong He'®, Li Zheng?°

Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, CN; 2Zhejiang Cancer Hospital, Hangzhou, CN; 3Central
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Innovative Drugs, West China Hospital, Sichuan University, Chengdu, CN; °Respiratory Department of Internal Medicine, The Affiliated Cancer Hospital of Zhengzhou University,
Zhengzhou, CN; 6The First Hospital of China Medical University, Shenyang, CN; "Beijing Chest Hospital, Capital Medical University, Beijing, CN; 8The Affiliated Cancer Hospital of Xinjiang
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WU-KONGG6 Study Design

Kev inclusion criteria: Primary endpoint:

. t
« Locally advanced or metastatic IRC assessed” ORR
NSCLC Secondary end point:

Confirmed EGFR exon20ins in DZD9008 IRC assessed’ DoR

tumor tissues — ORR (investigator assessed),

Received 1 — 3 lines of prior PFS, DCR, tumor size changes
systemic therapies 300 mg, QD OS

Disease progressed on or after Safety and tolerability

platinum-based chemotherapy Pharmacokinetics

T According to RECIST 1.1. Tumor assessment every 6 weeks
IRC, independent review committee; ORR, objective response rate; DoR, duration of response; PFS, progression free survival, DCR, disease control rate; OS, overall survival.

Data cut-off for analysis: October 17, 2022
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Anti-tumor Efficacy of Sunvozertinib by IRC Assessment

Anti-tumor Efficacy
Tumor Response, n (%)
Partial response (confirmed)
Stable disease
Progression disease
Not evaluable
Objective Response Rate (ORR), n (%) 59 (60.8)
(95% Cil) (50.4, 70.6)
P value < 0.0001
Disease Control Rate (DCR), n (%) 85 (87.6)
(95% ClI) (79.4%, 93.4%)

The IRC assessed ORR (primary endpoint) was 60.8%, which met its pre-defined target with statistical significance.

presented By: Mengzhao Wang, MD, Ph.D ASCO AMERICAN SOCIETY OF

2023 ASCO [Iers
ANN UAL MEETING Presentation i1s property of the author and ASCO. Permission re quire d for reuse . contac t permissions@asco.org KNOWLEDGE CONQUERS CANCER

Wang, M., et al. ASCO Annual Meeting 2023.
Content of this presentation is the property of th db

S iogy
colo
Societygy




Duration on Treatment

At the data cut-off date, median duration
on treatment (DoT) was 7.0 months, and
the longest DoT was 19.2 months.

With median follow-up of 5.6 months after
documented response, 38 of 59
responders (64.4%) were still responding.
Median DoR was not reached. The longest
DoR was > 11.2 months and the patient
was still responding.

Sunvozertinib 300 mg (N=97)
NE
PD
PR
SD
+ Treatment Ongoing
 Treatment Discontinued

¥
.
'R
+-4
Tt
1
Tty
++
"

Tumor response was assessed by IRC

Data cut-off: Oct 17, 2022 ?

Treatment Duration (months)
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Safety Profile of Sunvozertinib

N=104 N=104
Common TEAE by PT All Grade o

Diarrhea 70 (673) 8 (7.7)
Blood CPK increase 60 (57.7) 18 (17.5)
Rash 56 (53.8) 1 (1.0D
Anemia 51 (49.0) (5.8)
Blood creatinine increase 39 (37.9) (0.0)

Paronychia 34 (32.7) C1.9)
Body weight decrease 30 (28.8) (1.0)
White blood cell decrease 27 (26.0) (0.0)
Lipase increase 27 (26.0) (1.9)
Vomiting 25 (24.0) (1.0)
Decreased appetite 25 (24.0) (129
Mouth ulceration 24 (23.1) (0.0)

« Safety profile of sunvozertinib was similar to other EGFR TKIs. Majorities of the AEs were grade 1 or 2.
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Conclusion

* In WU-KONGG6 pivotal study, sunvozertinio demonstrated significant anti-tumor efficacy and

well-tolerated safety profile in platinum-based chemotherapy pretreated NSCLC with EGFR
exon20ins.

» The confirmed ORR at 300 mg QD was 60.8% assessed by IRC.

» Anti-tumor efficacy was observed across a variety of EGFR exon20ins subtypes and
regardless of insertion locations.

» Anti-tumor efficacy was observed in patients with baseline brain metastasis and who
failed amivantamab treatment.

» Sunvozertinib demonstrated comparable safety profile to other EGFR TKIs.
Sunvozertinib can be a potential treatment option for NSCLC with EGFR exon20ins.

A phase lll, randomized, multinational study (WU-KONG28, NCT05668988) is ongoing to

assess sunvozertinib versus platinum-based chemotherapy in the 15tline EGFR exon20ins
NSCLC.
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Phase Il randomized study of maintenance atezolizumab (A)
versus atezolizumab + talazoparib (AT) in patients with SLFN11
positive extensive stage small cell lung cancer

SWOG S1929

Authors: Nagla Fawzy Abdel Karim, Jieling Miao, Karen L. Reckamp, Carl Michael Gay, Lauren Averett Byers, Yingqi Zhao, Mary Weber
Redman, Daniel R. Carrizosa, Wei-Lien Wang, William J. Petty, Kathan Mehta, Bryan A. Faller, Edem S. Agamah, Samer S. Kasbari, Rajini
Katipamula Malisetti, Atul Kumar, John Schallenkamp, Krishna Chaitanya Alluri, Jhanelle Elaine Gray, Karen Kelly.
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Anderson Cancer Center, Houston, TX; University of Texas MD Anderson Cancer Center, Houston, TX; SWOG Statistics and Data Management
Center, Fred Hutchinson Cancer Center, Seattle, WA; Levine Cancer Institute, Charlotte, NC; Department of Pathology, The University of Texas
MD Anderson Cancer Center, Houston, TX; Wake Forest College, Winston-Salem, NC; Independent Physician Researcher, Ocean Springs, MS;
Missouri Baptist Medical Center, Saint Louis, MO; Southern lllinois University, Springfield, IL; Southeastern Medical Oncology Center,
Goldsboro, NC; Minnesota Oncology Hematology PA - Coon Rapids, Minneapolis, MN; University of New Mexico Comprehensive Cancer
Center, Albuguerque, NM; Billings Clinic, Billings, MT; St. Luke's Cancer Institute, Boise, |D; Moffitt Cancer Center, Tampa, FL; UC Davis
Comprehensive Cancer Center, Sacramento, CA
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91929: Phase |l Study of Maintenance Atezolizumab Versus Atezolizumab
in Combination with Talazoparib in Patients with SLFN11 Positive
Extensive Stage Small Cell Lung Cancer (ES-SCLC) NCT04334941

Atezolizumab+

P

R

SLFN11 positive Arm A -

Cycle 1 Cycle 2 Cycle 3 Cycle 4 and Atezolizumab -
PE PE EE PE q Non progressive E

+ Atezo* Atezo Atezo Atezo disease PPy =
S

I

O

N

Step 1 Registration Step 2 Talazopani
SLFN11 IHC on archival specimen Randomization
Hypothesis: The addition of talazoparib to maintenance Primary Endpoint: PFS
atezolizumab will improve PFS in SLFN11+ SCLC. Secondary endpoints: OS, ORR, AE.

TM Objective: To bank specimens for future

correlative studies.

*Atezolizumab was optional if the patient is hospitalized for cycle 1
A maximum of 9 weeks after the end of cycle 4 was allowed prior to randomization
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Progression Free Survival

100% _
Median 80.0%
-‘ N Events in Months Conf. Int.
Atezolizumab 52 41 2.8 (2.0 -2.9)
80% Atezolizumab + Talazoparib 54 39 4.2 (2.8 -4.7)

P =0.056(1-SIDED LOG RANK STRATIFIED)
HR 0.70 80%CI1(0.52-0.94)

60%
40%
20% W
— T
0%
0 4 8 12 16 20 24
Patients at Risk Months after Randomization
Atezolizumab 52 12 5 2 1 i 0
Atezolizumab + Talazoparib 54 24 1 3 2 2 0

Median FU time among patients who are alive is 5 months with a range of (0, 21.5M)
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Preliminary OS

Median 80.0%
100% . N Events in Months Conf. Int.

Atezolizumab S2 23 85 (7.4 - 12.7)
‘% Atezolizumab + Talazoparib 54 22 04  (81-14.2)
P = 0.30(1-SIDED LOG RANK STRATIFIED)
HR 1.17 80%CI(0.80-1.71)

80% i

60%

400/0 = 1

20%
0%
0 4 8 12 16 20 24
Patients at Risk Months after Randomization
Atezolizumab 52 40 18 11 6 > 0
Atezolizumab + Talazoparib 54 38 15 8 4 2 0

Median FU time among patients who are alive is 5 months with a range of (0, 21.5M)
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Toxicity

Grade 3 or higher treatment related non-hematological adverse
events (AEs) occurred in 13% pts in Aand 15% in AT.

* Hematological AEs occurred 4% in A compared to 50% pts in AT
(Expected for T) (p < 0.001).

Only three pts discontinued treatment due to toxicity (2 in A and 1
in AT).
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Conclusion

« 51929 met its primary endpoint demonstrating that maintenance AT improved
PFS in SLFN11-positive patients with ES-SCLC.

- Hematologic toxicity was increased with AT as expected, mainly grade 3 anemia.
» This study demonstrates the feasibility of conducting biomarker selected trials in
SCLC, paving the way for future evaluation of novel therapies in selected SCLC

populations.

- We are currently analyzing the association of SLFN11 expression levels to the
clinical outcomes.
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First-in-human dose-escalation trial of Bl 764532,
a delta-like ligand 3/CD3 IgG-like T-cell engager,
In patients with DLL3-positive small-cell lung
cancer and neuroendocrine carcinoma
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Medical Oncology, Winship Cancer Institute, Emory University, Atlanta, GA, USA; *Washington University School of Medicine, St. Louis, MO, USA; ®Interdisciplinary Study
Center with ECTU, Medical Clinic and Polyclinic || of the University Hospital, Wirzburg, Germany; "Department of Immunology and Oncology, Clinica Universidad de Navarra,
Pamplona, Spain; 8Department of Medical Oncology, Hospital del Mar-CIBERONC (Centro de Investigacion Biomédica en Red de Oncologia), 08003 Barcelona, Spain;
Cancer Research Program, IMIM (Institut Hospital del Mar d'Investigacions Médiques), 08003 Barcelona, Spain; Boehringer Ingelheim France S.A.S., Reims, France;
19Boehringer Ingelheim (China) Investment Co., Shanghai, China; '"Boehringer Ingelheim International GmbH, Ingelheim, Germany; ?Department of Medical Oncology,
Hospital Clinico Universitario, INCLIVA Biomedical Research Institute, University of Valencia, Valencia, Spain
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Bl 764532: a novel DLL3-targeting T cell engager

Inactive T cell Activated T cell

anti-CD3 anti-DLL3

- s:-:(.. .
Human IgG-like Cytolytic
structure synapse

Bl 764532 A~ ) P .

5

DLL3 ) .
DLL3: L

9

Notch ligand selectively expressed on 2
the cell surface of SCLC, and epNECs Cancer cell Cancer cell lysis

- Bl 764532 redirects the patient’s own T cells to lyse DLL3-expressing cancer cells

- Potent preclinical antitumor activity in DLL3-positive cells and xenograft models’

DLL3, delta-like canonical Notch ligand 3; epNECs, extrapulmonary neuroendocrine carcinomas; SCLC, small-cell lung cancer 1. Hipp S, et al. Clin Cancer Res 2020;26(19).5258-68
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First-in-human dose escalation trial of Bl 764532 In
patients with SCLC or NECs: NCT04429087

Regimen B

Regimen B1 Regimen B2

Switch to B1 based on Switch to step-in dosing (B2)
regimen A data based on regimen A and B1 data

Primary endpoints Secondary endpoints

« MTD « Objective response (RECIST 1.1)
 DLTs in the MTD evaluation period  PK parameters

- Patients are treated until disease worsening or a maximum duration of 36 months

BLRM, Bayesian Logistic Regression Model with overdose control; DLTs, dose-limiting toxicities; IV, intravenous; MTD, maximum tolerated dose; PK, pharmacokinetic, RECIST, Response Evaluation Criteria In Solid Tumors version 1.1
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Inclusion criteria and patient baseline characteristics

| Advanbed SCLC,: | Medianage,.yea.rs (range) 60..0 (32-79)
LCNEC, or epNEC _ Male, n (%) 61 (57)

# N , , | Prior lines of therapy, n (%)
DLL3 positive (archived tissue or
iIn-study biopsy) according to L. f2 {07}
central* review 23 33 (31)
| ECOG PS 0/1, n (%) 28 (26)/78 (73)
Falled/lnellglble for available Prior PD-1/PD-L1, n (%) 52 (49)

standard therapies (21 line of — -
platinum-based chemotherapy) Brain/liver metastases, n (%) 41 (38)/60 (56)

Adequate liver, bone marrow * epNEC
and renal function » | (extrapulmonary

origin)
ECOG PS 0/1

Ventana DLL3 (SP347) assay at the TData snapshot: +Safety population:
Roche CDx CAP/CLIA laboratory 26" March 2023 >1 dose of Bl 764532

CAPICLIA, College of American Pathologists & Clinical Laboratory Improvement Amendment, ECOG PS, Eastern Cooperative Oncology Group performance status; epNEC, extrapulmonary
neuroendocrine carcinoma; LCNEC, large cell neuroendocrine lung carcinoma; PD-1, programmed cell death protein -1; PD-L1, programmed death-ligand 1; SCLC, small cell lung cancer
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Overall efficacy

2 Dose level, ug/kg
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-90 - - Efficacy, i.e. tumor shrinkage, observed at doses 290 pg/kg

120 - *Efficacy population: 21 post-baseline tumor assessment or permanently discontinued prior to tumor

assessment; responses evaluated per RECIST v1.1 criteria; TDiscontinued prior to tumor assessment

DCR, disease control rate; NE, not evaluable; PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease; SOD, sum of diameters
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Most common treatment-related AEs (>10% patients)

Number of pts with 21 TRAE 92 (86) 63 (59) 29 (27)
CRS 61 (57)

AST increased 13 (12)
Fatigue 14 (13)
Nausea 13:(12)

- CRS managed with supportive care, corticosteroids, and/or anti-lL-6R antibodies

- Patients with AEs/TRAEs leading to discontinuation: 13%/4% |
*Safety population:

=21 dose of Bl 764532

AST, aspartate aminofransferase; CRS, cytokine release syndrome; IL-6R, interleukin 6 receptor; TRAES, treatment-related AEs
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Summary and conclusions

- At clinically efficacious Bl 764532 dose levels, safety is clinically acceptable and
manageable

The drug discontinuation rate due to TRAEs was low: 4%

CRS was reported in 59% of patients; cases were mostly Grade 1-2, occurred during
initial drug administrations, and were manageable with standard supportive care

Promising efficacy (at doses 290 pug/kg):
— Overall ORR: 25%

— SCLC: 26%

= epNEC: 19%

— LCNEC: 60%

Responses appeared to be durable

* Further dose optimization is ongoing

epNEC, extrapulmonary neuroendocrine carcinoma; ORR, overall response rate; SCLC, small-cell lung cancer; TRAE, treatment-related adverse event
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