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)I{ BeiGene
A new comprehensive approach to lung cancer treatment

Co-Chairs &
Agenda

13.00 Welcome and introduction Silvia Novello (Co-chair)
I 13.05 Resectable NSCLC - neo-adjuvant / adjuvant Mariano Provencio
I Debate: Single agent 10 is the only treatment option for NSCLC PRO - Martin Reck
1320 \with PD-L1 high expression CON - Tony Mok
I 13.50 What to do in NSCLC with low PD-1 expression? Luis Paz-Ares
I 14.05 1L SCLC Silvia Novello
I 14.20  General panel discussion / audience Q&A Al
I 1429 Take-home message and farewell Tony Mok (Co-chair)



SCAN QR CODE NOW!

Allows you to:
» Ask your questions to the faculty.

» Provide your feedback and help BeiGene to better meet your
educational needs in the future.
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Disclaimers

* The views expressed are those of the speakers and may not necessarily reflect the opinion of BeiGene.

» The material may contain information about products or indications that have not yet been approved in your
country; for prescriptions, always refer to the product information approved in your country, as well as, where
applicable, the reimbursement conditions.

» This material is intended for Healthcare Professionals for scientific information exchange purposes only, not for
advertising purposes, and does not constitute commercial promotion of any product or recommendation on

diagnosis and treatments. The speakers’ opinions are those of experts and do not necessarily reflect those of
BeiGene.

* As part of scientific exchange patient cases prepared by healthcare professionals will be presented. The
presentation includes patient cases that may include information about products or indications that have not yet
been approved in your country; for prescriptions, always refer to the product information approved in your country,
as well as, where applicable, the reimbursement conditions. Generalized conclusions should never be drawn from
individual patient cases.
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Resectable NSCLC — neo-adjuvant/adjuvant
(RATIONALE-315)

Mariano Provencio, MD, PhD
Hospital Universitario Puerta de Hierro Majadahonda,
Autonomous University Madrid, Spain
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Surgery gives the best chance to cure early-stage NSCLC but

recurrence is common

 5-year tumor recurrence rate up to 67% (depending on disease stage)!’

Overall survival by clinical stage®

Stage
1A1
IA2
I1A3

A
1B
A

Events / N
139/ 1389

823 /5633
875 /4401

556 /1638
2175/ 5226

3219/5756 41.9

NR
NR
NR

NR
NR

24 60
MST Month Month
97% 90%
94% 85%
92% 80%
82% 65%
76% 56%
65% 41%

Survival of patients with N2 disease treated with primary surgery
according to N2 status and number of levels involved’

probability of survival

AT RISK

100% 4

90% +

80% 1

70% +

60% T

50%

40% 4

30% T

20% +

10% +

0%

—mN2L1
-—mN2L2+
-=—cN2L1

——cN2L2+

—244
—a— 78
—=—118

—e—122

12 18 24 30 36 42 48 54 60

Months
181 113 78 48 34
51 24 8 4 2
62 30 15 2 5
55 18 5 2 1

cN2, clinical ipsilateral mediastinal lymph node involvement; mN2, minimal N2; MST, median survival time; NR, not reached; NSCLC, non-small cell lung cancer.

Extracted from 1) Uramoto H and Tanaka F. Transl Lung Cancer Res. 2014;3(4):242-249; 2) Kelsey CR et al. Cancer 2009;115(22):5218-5227; 3) Gourcerol D et al. Eur Respir J. 2013;42(5):1357-1364;
4) NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Non-Small Cell Lung Cancer: Version 5 2023. nscl.pdf (nccn.org); 5) West H et al. Clin Lung Cancer. 2023;24(3):260-268;

6) Goldstraw P et al. J Thorac Oncol. 2016;11(1):39-51; 7) André F et al. J Clin Oncol. 2000;18(16):2981-9.
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Induction treatment in the pre-10 era

* Quite small trials

* Many patients not considered Stage IlIA now

« Survival differences were significant

* Ideal approach: induction Chemo vs concurrent Chemo-RT?

Table 2
Randomized trials comparing induction chemotherapy alone with surgery

% 5-y Survival

Author, Year n % Confirmed N2 Induction Therapy Induction Therapy Surgery
Roth et al,"” 1994 60 85 CEP 36 15
Rosell et al,'* 1994 60 73 MIP 17 9
Depierre et al,”® 2002 167 NR MIP 30 22
Nagai et al,® 2003 62 100 PV 23 22

CEP, cyclophosphamide + etoposide + cisplatin; Chemo, chemotherapy; |10, immuno-oncology; MIP, mitomycin + ifosphamide + cisplatin; N/R, not reported; PV, vindesine +
cisplatin; RT, radiotherapy.
Extracted from Donington JS, Pass HI. Thorac Surg Clin. 2014; 24(4):449-456.

Satellite Symposium sponsored by BeiGene.

lung cancer 10
research



Little progress in outcomes in 30 years pre-IO

Survival from diagnosis for 41 patients

100 treated with chemotherapy?
90 -
3-year OS: 34%
80 |
RO surgery: 75%
70|
) 1988
EO -
g Median = 1.70
w 50 T T TSR
Z
2 o
301
20 -
10~ 75% 42% 34%
0 | | ] I | L | |

00 035 1.0 1.5 2.0 2.5 3.0 3.5 4.0
YEARS FROM DIAGNOSIS

EFS, event-free survival; 10, immuno-oncology; OS, overall survival.

Extracted from 1) Martini N et al. Ann Thorac Surg. 1988;45(4):370-9; 2) Konig D et al. ESMO Open. 2022;7(2):100455 (supplementary appendix).

Overall survival probability

075+ L\

0.5 I

0.25 —

OS probability for patients with stage Ill NSCLC?

OS: 36.8% — A

A — |lIB

EFS:12.4 m
RO Surgery: 80%

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180 192 204 21€

# at risk Time from registration (months)

354 267 188 154 134 117 103 82 67 56 38 28 23 18 15 7 2 1 0

77 53 37 32 27 22 13 12 12 10 9 8 6 4 3 1 1 1 0

o
GeCP
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Radiotherapy did not add benefit to induction chemotherapy
and surgery

Interpretation: Radiotherapy did not add any benefit to induction chemotherapy followed by surgery. We suggest
that one definitive local treatment modality combined with neoadjuvant chemotherapy is adequate to treat resectable

stage IIIA/N2 non-small-cell lung cancer

O S EF S 1.0 — Chemormdiotherapy plus surgery
: — Chemotherapy plus surgery

0.8

0.6

T ] ) 5«4—

L

027 — 02-
0 T T T | | T | 0 : | : : : | |
0 2 48 72 96 120 144 168 0 4 48 72 a6 120 144 168

Number at isk Time (montfs) Number at isk

(hemoradiotherapy group 117 57 b 13 7 5 7 0 Chemoradiotherapy group 117 37 19 g 5 3 2 0
(hemotherapy group 115 53 28 15 7 2 0 0 Chemotherapy group 115 kil 19 9 3 2 0 0

Ch-RT, chemoradiotherapy; EFS, event-free survival; NSCLC, non-small cell lung cancer; OS, overall survival.
Extracted from Pless M et al. Lancet. 2015;386(9998):1049-56. P
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Neoadjuvant chemoradiotherapy does not improve survival
compared with neoadjuvant chemotherapy alone

TABLE 1. Trial Characteristics

Accrual Number of Median Median 3v-DFS/

First Author Years Group  Treatment Patients 0s 3-y OS P DFS/PFS PFS P

Albain et al'? 1994-2001 S Neo-ChRT + 8 202 236 379 024 128 273 0.017
ChRT ChRT alone 194 222 339 10.5 17.3

Johnstone et al'? 1990-1994 S Neo-ChT + 8 29 19.4 33 046 - - -
ChRT ChT+RT 32 174 2 - -

Van Meerbeeck et al'*  1994-2002 S Neo-ChT + 8 167 16.4 249 059 9 17.2 0.605
ChRT ChT+RT 165 17.5 278 11.3 15.8

Shepherd et al'’ — S  Neo-ChT+S 16 18.7 - >0.05 - - -

RT  RT alone 15 16.2 - - -

Katakami et al'® 2000-2006 ChRT Neo-ChRT + 8 29 39.6 51.7 0397 124 345 0.187
ChT  Neo-ChT+S 29 299 393 9.7 17.9

Thomas et al’ 1995-2003 ChRT Neo-ChRT +8 55 19 31 0.21 9 - 0.69
ChT  Neo-ChT+S 70 17 18 10 -

Girard et al'’ 2003-2007 ChRT Neo-ChRT + 8 32 - 518 - 17.2 25 -
ChT  Neo-ChT+S 14 242 254 12.5 38.5

0"

ChT, chemotherapy; ChRT, chemoradiotherapy; DFS, disease-free survival; Neo, neoadjuvant; OS, overall survival; PFS, progression-free survival; S, surgery.
Extracted from Xu Y-P et al. Medicine (Baltimore) 2015;94(23):e879. P
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New data?
Where do the data come from?

lung cancer 14
research
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PAST PRESENT

5.4% Adjuvant benefit!

; - - NADIM I-]1°:10
4-8% pCR2 r— "~ "™ CheckMate 816!
' ‘ R KeyNote 6712, CheckMate 7713

EOTORCH?'®>, RATIONALE-315%6
3-year OS: 34%3

RT did not add
any benefit?

GECP
EFS: 9.9 m°
3-year OS: 36.8%>

EFS: 12.4 m®
5-year OS: 36.8%°

Beva/e rlonitib NO7 30% treated Extractgq from 1) Pignon J et al. J Clin Oncol. 2008;26(21):3552-9; 2) Hellmgnn MD gt al. Lancet Oncol. 2014;15(1):e42-50;
3) Martini N et al. Ann Thorac Surg. 1988;45(4):370-9; 4) Xu Y-P et al. Medicine (Baltimore) 2015;94(23):e879;
W|th Ch_ RT8 5) Garrido P et al. J Clin Oncol. 2007;25(30):4736-42; 6) Konig D et al. ESMO Open. 2022;7(2):100455; 7) Socinski MA et al. J Clin Oncol. 2012;30(32):3953-9;

8) Provencio M et al. Transl Lung Cancer Res. 2023;12(10):2113-2128; 9) Provencio M et al. Lancet Oncol. 2020;21(11):1413-1422; 10) Provencio M et al. N
Engl J Med. 2023;389(6):504-513; 11) Forde PM et al. N Engl J Med. 2022;386(21):1973-1985; 12) Wakelee H et al. N Engl J Med. 2023;389(6):491-503; 13)
Ch-RT, chemoradiotherapy; EFS, event-free survival, OS, overall survival; Cascone T et al. N Engl J Med. 2024;390:1756-1769; 14) Heymach JV et al. N Engl J Med 2023;389:1672-1684; 15) Lu S et al. JAMA. 2024;331(3):201-211; 16) 15
pCR, pathologic complete response; RT, radiotherapy. Yue D et al. Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-
A317-315_ESMO-VP_Presentation_2024.pdf.
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Neoadjuvant/perioperative chemo-lO treatment

New key aspects
— Pathologic response
— Surgical aspects
— Survival

10, immuno-oncology.

Satellite Symposium sponsored by BeiGene.

16



Pathologic response may be a surrogate for survival after
neoadjuvant chemoimmunotherapy
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Cl, confidence interval; EFS, event-free survival; LN, lymph node; NR, not reached; pCR, pathologic complete response; PD-L1, programmed death ligand 1; PT, primary tumor; RVT, residual viable tumor.

Extracted from Deutsch JS et al. Nature Medicine. 2024;30:218-228.
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Presented here at ESMO on

ESMO VIRTUAI- PLENARY Friday 13 Sep[t)?r:;s;er (VP1-2024):

WITH AACR EXPERT COMMENTARY

RATIONALE-315: Event-Free Survival (EFS) and Overall Survival
(OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT)
with Adjuvant TIS in Resectable Non-Small Cell Lung Cancer

(NSCLC)

Dongsheng Yue," Wenxiang Wang,2 Hongxu Liu,® Qixun Chen,* Chun Chen,® Lunxu Liu,®

Peng Zhang,” Guofang Zhao,? Fan Yang,? Guang Han,'® Ying Cheng, " Bentong Yu,'? Yue Yang,™
Haiquan Chen,* Jie Jiang, " Bin Yao,'® Shengfei Wang,'” Ruihua Wang,'” Wenjuan Zheng, ¢
Changli Wang' on behalf of the RATIONALE-315 Investigators

'Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; 2Hunan Cancer Hospital, Hunan, China; 3Liaoning Cancer
Hospital and Institute, Shenyang, China; “Zhejiang Cancer Hospital, Hangzhou, China; Fujian Medical University Union Hospital,
Fuzhou, China; ®West China Hospital, Sichuan University, Chengdu, China; “Shanghai Pulmonary Hospital, Tongji University
School of Medicine, Shanghai, China; 8Ningbo No.2 Hospital, Ningbo, China; °Peking University People’s Hospital, Beijing, China;
""Hubei Cancer Hospital, Wuhan, China; "Jilin Cancer Hospital, Changchun, China; "2The First Affiliated Hospital of Nanchang
University, Nanchang, China; ®Beijing Cancer Hospital, Beijing, China; "Fudan University Shanghai Cancer Center, Shanghai,
China; '5The First Affiliated Hospital of Xiamen University, Xiamen, China; '%BeiGene (Beijing) Co., Ltd, Beijing, China; "BeiGene
(Shanghai) Co., Ltd, Shanghai, China

M s AAC‘R American Association
BEST PRACTICE for Cancer Research’

Tislelizumab no esta comercializado aun en Espafia.
Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant

Tislelizumab (TIS) plus Chemotherapy (CT) with Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR
Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue BGB-A317-315 ESMO-VP_Presentation_2024.pdf.
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RATIONALE-315 Study Design

Neoadjuvant phase Surgery Adjuvant phase
4 ) (3-4 cycles) (up to 8 cyclesP)
Key eligibility criteria : .
* Resectable stage II-IIIANSCLC TIS Arm TS TIS Primary endpoints:

per AJCC 8" edition (eligible for (200 mg IV Q3W) (400 mg IV QW)
RO resection) +PtDb CT

e ECOGPSOor1
» EGFR/ALKWT?
Stratification

» Histology (squamous vs
non-squamous)

» Disease stage (Il vs IlIA) PBO (IV Q3W) PBO

« PD-L1 expression (1% vs PBO Arm +PtDb CT (IVQsw)
<1%/not evaluable/indeterminate) PIDb CT

Y ) = Squamous: cisplatin/carboplatin + paclitaxel
» Non-squamous: cisplatin/carboplatin + pemetrexed

» MPR rate by BIPR and
EFS by BICR

Key secondary endpoint:
» pCRrate by BIPR

Other secondary
endpoints:

» 08, EFS by investigator,
safety (and others not
reported here)

Data cut-off: August 21, 2023 (median study follow-up: 22.0 months [range: 0.1, 38.4]).
ClinicalTrials.gov Identifier: NCT04379635.

aEGFR testing was mandatory for non-squamous NSCLC. ® Adjuvant treatment was only received by patients with an ECOG PS of 0 or 1 and adequate organ function for <8 cycles or until disease recurrence/progression, unacceptable adverse events, or death occurs, or if the patient and/or
investigator decided to discontinue study treatment.
Abbreviations: ALK, anaplastic large-cell lymphoma kinase; BICR, blinded independent central review; BIPR, blinded independent pathology review; ECOG PS, Eastern Cooperative Oncology Group performance status; EFS, event-free survival; EGFR, epidermal growth factor receptor; IV,

intravenously; MPR, major pathological response; NSCLC, non-small cell lung cancer; OS, overall survival; PBO, placebo; pCR, pathological complete response; PD-L1, programmed death-ligand 1; PtDb CT, platinum-based doublet chemotherapy; Q3W, once every 3 weeks; Q6W, once every 6
weeks; R, randomised; R0, pathological complete resection of the primary tumour; TIS, tislelizumab; WT, wild-type.

ESMO VIRTUAL PLENARY

WITH AACR EXPERT COMMENTARY Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with 19

Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-
A317-315 ESMO-VP Presentation 2024.pdf
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Statistical Considerations

«  Overall type | error was strongly controlled at a Type | Error Control Scheme

one-sided alpha of 0.025

» The interim analysis for EFS was planned for / e \
when ~75% of the targeted EFS events (184
EFS events) had occurred, with Lan-DeMets a
spending function approximation to the
O’Brien—Fleming boundary

« The OS interim analysis was to be tested with woms | 1OR s posive, a =0.005
Haybittle—Peto P-value boundary at 0.0001 at > [ S o TS ve PBO

this interim analysis Kk[ LIfEFSispositive,mo.oz )

If MPR, pCR, and EFS are positive, a = 0.025

[ )
MPR of TIS vs PBO

pCR of TIS vs PBO

L 4

[ OS of TIS vs PBO ]

Abbreviations: EFS, event-free survival; MPR, major pathological response; OS, overall survival; PBO, placebo; pCR, pathological complete response; TIS, tislelizumab.

ESMO VIRTUAL PLENARY

Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with
WITH AACR EXPERT COMMENTARY Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-
A317-315 ESMO-VP Presentation 2024.pdf
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Patient Disposition (ITT Analysis Set)

15 (6.6%) discontinued

neoadjuvant tx?
Adverse event 7(3.1%)
Patient withdrawal 5(2.2%)
Progressive disease 2(0.9%)
\_ Physician decision 1(0.4%)

\

J

/36 (15.9%) had surgery cancelleda\

AN

Patient withdrawal 20 (8.8%)
Progressive disease 6 (2.7%)
Adverse event 6 (2.7%)
Physician decision 3(1.3%)
\ Other® 1(0.4%)
/" 22(9.7%) did not receive
adjuvant tx?
Patient withdrawal 10 (4.4%)
Adverse event 7(3.1%)
Physician decision 4 (1.8%)
\ Progressive disease 1(0.4%)
/" 51(22.6%) discontinued
adjuvant tx?
Progressive disease 20 (8.8%)
Adverse event 15 (6.6%)
Patient withdrawal 9 (4.0%)
\_ Physician decision 7(3.1%)

AN

N=453 patients randomised

v

TIS arm N=226
226 (100.0%) received neoadjuvant

txa

211 (93.4%) completed neoadjuvant tx? :
» 130 (57.5%) received 3 cycles of TIS

v
PBO arm N=227

226 (99.6%) received neoadjuvant tx?
210 (92.5%) completed neoadjuvant tx?

118 (52.2%) received 3 cycles of PBO
* 91 (40.3%) received 4 cycles of PBO

» 78 (34.5%) received 4 cycles of TIS

190 (84.1%) received definitive surgery?

168 (74.3%) received adjuvant TIS?

106 (46.9%) completed adjuvant tx?
11 (4.9%) adjuvant TIS ongoing

173 (76.2%) received definitive surgery?

147 (64.8%) received adjuvant PBO?

101 (44.5%) completed adjuvant PBO?
8 (3.5%) adjuvant PBO ongoing

J

Data cut-off: August 21, 2023

Median study follow-up: 22.0 months (range: 0.1, 38.4)

The ITT analysis set included all randomised patients. 2 Denominator based on randomised patients. ° Patient was reported to cancel surgery due to lost to follow-up.
Abbreviations: ITT, intention-to-treat; PBO, placebo; TIS, tislelizumab; tx, treatment.

ESMO VIRTUAL PLENARY

WITH AACR EXPERT COMMENTARY

Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with
Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-
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T (7.5%) discontinued
neoadjuvant tx?
Adverse event 2(0.9%)
Patient withdrawal 9 (4.0%)
Progressive disease 4 (1.8%)
k Physician decision 2(0.9%)

~

J

Patient withdrawal 28 (12.3%)
Progressive disease 17 (7.5%)
Adverse event 2(0.9%)
Physician decision 7(3.1%)

( 54 (23.8%) had surgery cancelledm

.
>

26 (11.5%) did not receive

%
<

adjuvant tx?

Patient withdrawal 13 (5.7%)

Adverse event 4 (1.8%)

Physician decision 7(3.1%)
\ Progressive disease 2(0.9%)
/38 (16.7%) discontinued

adjuvant tx?

Progressive disease 32 (14.1%)

Adverse event 4(1.8%)

Patient withdrawal 2(0.9%)

N\
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21


https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf
https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf

Demographics and Baseline Characteristics
ITT Analysis Set

TIS arm (N=226)

PBO arm (N=227)

Age, median (IQR), years 62.0 (57.0, 67.0) 63.0 (56.0, 68.0)
Male sex, n (%) 205 (90.7) 205 (90.3)
Asian race, n (%) 226 (100.0) 227 (100.0)
ECOG PS, n (%)?

0 142 (62.8) 154 (67.8)

1 83 (36.7) 73(32.2)
Smoking status, n (%)

Current/former 193 (85.4) 190 (83.7)

Never 33 (14.6) 37 (16.3)
Histology, n (%)°

Squamous 179 (79.2) 175 (77.1)

Non-squamous 45(19.9) 50 (22.0)
Disease stage, n (%)

I 92 (40.7) 91 (40.1)

1A 132 (58.4) 133 (58.6)
cN status, n (%)°

NO 60 (26.5) 54 (23.8)

N1 84 (37.2) 93 (41)

N2 82 (36.3) 79 (34.8)
PD-L1 expression, n (%)¢

<1% 89 (39.4) 84 (37.0)

21% 130 (57.5) 132 (58.1)

Not evaluable/indeterminate 7(3.1) 11 (4.8)

2 One patient in the TIS arm had a missing ECOG PS. ® Histology by CRF; patients with mixed histology were categorised as ‘Other’ (n=2 [0.9%)] in each arm). ¢ One patient was enrolled (PBO arm) with N3. ¢PD-L1 expression from Central Lab.
Abbreviations: CRF, case report form; ECOG PS, Eastern Cooperative Oncology Group performance status; IQR, interquartile range; ITT, intention-to-treat; PBO, placebo; PD-L1, programmed death-ligand 1; TIS, tislelizumab; cN, clinical N.
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Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with
WITH AACR EXPERT COMMENTARY Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-

A317-315 ESMO-VP Presentation 2024.pdf

22


https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf
https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf

Major Pathological and Pathological Complete Responses
Per BIPR (ITT Analysis Set)

MPR? pCR®
Difference=41.1% (95% CI: 33.2, 49.1); P<0.0001 70 Difference=35.0% (95% CI: 27.9, 42.1); P<0.0001
70 1
60 | 60 A
R 50 - = 50 A
g 40 - E 40 1
z g
30 A 30 A
20 - 20 A
10 - 10 -
0 0 -
TIS arm PBO arm TIS arm PBO Arm
(N=226) (N=227) (N=226) (N=227)

Neoadjuvant TIS + PtDb CT showed a statistically significant and clinically meaningful improvement in MPR and
pCR rates vs neoadjuvant PBO + PtDb CT

Final MPR and pCR analysis at the February 20, 2023, cut-off. Patients who did not receive surgical resection were considered non-responders. 2 MPR was defined as the proportion of patients with <10% residual viable tumour in the resected primary tumour and resected lymph nodes after
completion.® pCR was defined as the proportion of patients absent of residual viable tumour in the resected primary tumour and resected lymph nodes after treatment.

Abbreviations: BIPR, blinded independent pathology review; Cl, confidence interval; CT, chemotherapy; ECOG PS, Eastern Cooperative Oncology Group Performance Status; ITT, intention-to-treat; MPR, major pathological response; NSCLC, non-small cell lung cancer; OR, odds ratio; PBO,
placebo; PD-L1, programmed-death ligand 1; pCR, pathological complete response; PtDb, platinum-based doublet; TIS, tislelizumab. Yue D, et al. Presented at ESMO, Madrid, Spain; October 23, 2023.
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Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with
WITH AACR EXPERT COMMENTARY Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-
A317-315 ESMO-VP Presentation 2024.pdf
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Event-Free Survival
Events (%) Median (95% CI), months  HR (95% Cl) P-value
Per BICR (|'|'T Analysis Set) TISarm 58 (25.7) NR (NE, NE) 0.56 (0.40,0.79)  0.0003

PBO arm 83 (36.6) NR (16.6, NE)
100 —o— TISarm
90 —A— PBO arm
80 —
o 60 — !
E 50 — :68 PO —A
| | 0
40 — | :51.8/0
30 — | |
20 — ! i
10— i |
O 1 1 1 II 1 1 1 ; 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk: Time from randomisation (months)
TIS arm 226 196 176 160 146 127 105 84 67 37 35 10 3 0
PBO arm 227 187 149 129 13 95 77 57 42 24 23 4 2 0

A statistically significant and clinically meaningful improvement in EFS (HR=0.56 [95% CI: 0.40, 0.79]; one-sided

P=0.0003) was observed favouring perioperative TIS
A clinically meaningful improvement in EFS per investigator (HR=0.55 [95% CI: 0.39, 0.77]) was also observed

Analysis occurred at the August 21, 2023, cut-off. EFS was defined as the time from randomisation until any of the following, whichever occurred first: disease progression precluding surgery, local or distant recurrence, or death due to any cause. The significance boundary of the EFS interim
analysis was 0.0105 (calculated based on 141 actual EFS events).
Abbreviations: Cl, confidence interval; BICR, blinded independent central review; EFS, event-free survival; HR, hazard ratio; ITT, intention-to-treat; NE, not evaluable; NR, not reached; PBO, placebo; TIS, tislelizumab.
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Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C, Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with
WITH AACR EXPERT COMMENTARY Adjuvant TIS in Resectable Non-Small Cell Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accessed 17 July 2024). Available at: Yue_BGB-
A317-315 ESMO-VP Presentation 2024.pdf

24



https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf
https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf

Event-Free Survival By Subgroups
ITT Analysis Set

Subgroup TIS arm, niN PBO arm, n/N HR (95% CI) HR (95% CI)
Overall 58/226 83/227 -1 0,57 (0.41,0.80)
Age group |
<65 years 38143 4TH28 - 0.61(0.40,0.94)
265 years 20183 36/98 - 0.51(0.30,0.89)
Sex |
Male 53/206 781205 - 0.57 (0.40, 0.80)
Female 521 5022 —-— 0.68(0.19, 2.40)
ECOG performance status I
0 35142 54154 - 0.57(0.37,0.87 . .
1 23133 2073 | O.EBEO.E-S,LGD; The EFS benEfIt Wlth
Disease stageat baseline | . -
o 52 e - 047 (0.25,087) perioperative TIS over
A 42132 541133 - 0.62(0.42,0.94)
T | PBO was generally
Squamous 43179 63175 - 0.56(0.38, 0.83) .
Nen-squamous 15/45 19/50 —-— 0.64(0.32,1.26) consistent across
PD-L1 expression I . pn
<19 [excluding not evaluable/indeterminaie] 26189 27i84 - 0.80(0.47,1.38) prespeci fied su bg roups
>19% 31130 51132 - 0.50(0.32,0.78)
1-49% 12/59 370 - 0.34(0.17,0.66)
250% 19771 20/62 - 0.71(0.38, 1.34)
Smokingstatus }
Current 1043 16/52 - 0.61(0.28, 1.34)
Former 40150 56138 - 0.54(0.36,0.81)
Never 833 a7 S — 0.60(0.2, 1.51)
L] L] L]

0 1 2

TISarm PBO arm

EF 5 was defined as the ime from randomisason undl any of the following, whichever cccurred first disease progression preciuding surgery, local or distant recurrence, or death duefo any cause.
Abbreviations: Cl confidence interval, ECOG, Easiern Cooperaive Cnoology Group; EF S, eveni-free surdva; HR, hazard raSo; ITT, infenSon-to-treat; PD-L1, programmed death-igand 1,
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Event-Free Survival By Histology
ITT Analysis Set

Squamous -
100 q 100 Non-squamous
90 —6— TISarm 90 —o— TISarm
79.8% —A— PBOarm 80.3% —A— PBOarm
80 e ® &S890 70.20/0 80
70 - 70
- 60 - 60
o 50 o 50
L L
W “ 40
30 Events (%)i Medii’;gﬁ?a)' HR (95% CI) 30 Events (%)i Mediﬁgﬁﬁ?u)’ HR (95% Cl)
20 43 (24.0) NR (NE, NE) 50.56 (0.38,0.83) 20 15 (33.3) | NR (19.1, NE) 0.64 (0.32, 1.26)
10 63 (36.0) NR (16.6, NE) : 10 19 (38.0) ! NR (11.1, NE) :
0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomisation (months) . Time from randomisation (months)
Number at risk: Number at risk:
TISarm 179 154 135 122 112 99 80 65 53 29 27 8 3 O TiISarm 45 40 39 36 32 27 24 18 13 8 8 2 0 O
PBOarm 175 143 114 101 92 75 61 45 33 18 17 4 2 0 PBOarm 50 43 3 28 21 20 16 12 9 6 6 0 0 O

The EFS improvement with perioperative TIS over PBO was consistently observed in patients with squamous and

non-squamous NSCLC

EFS was defined as the time from randomisation until any of the following, whichever occurred first: disease progression precluding surgery, local or distant recurrence, or death due to any cause.
Abbreviations: Cl, confidence interval; EFS, event-free survival; HR, hazard ratio; ITT, intention-to-treat; NE, not evaluable; NR, not reached; NSCLC, non-small cell lung cancer; PBO, placebo; TIS, tislelizumab.
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Event-Free Survival By Disease Stage
ITT Analysis Set

Stage II° Stage IlIA
100 g 100 2. g
—e— TISarm
90 90 —A— PBOarm
80 80
70 70
— 60 — 60
o 50 o 50
L (18
W40 "4
30 Events (%)i Medii%ﬁ?ﬁ?c')’ HR (95% CI) 30 Events (%)i Medi;gfﬁﬁ?c')’ HR (95% CI)
20 16 (17.4) | NR (NE, NE) 50.47 (0.26, 0.87) 20 42 (31.8)5 NR (29.6, NE) 0.62 (0.42, 0.94)
10 29(31.9)i NR (16.6, NE) : 10 54 (40.6) '  19.8(13.1, NE)
0 0
0 3 6 9 12 15 18 219 24 27 30 33 36 39 0 3 6 9 12 15 18 29 24 27 30 33 36 39
Time from randomisation (months) Time from randomisation (months)
Number at risk: Number at risk:
TiISarm 92 77 68 63 58 48 41 30 22 14 13 8 2 0 TISarm 132 117 106 95 86 77 62 52 43 21 20 1 0 0
PBOarm 91 78 61 54 47 39 30 219 13 7 7 2 2 0 PBOarm 133 107 87 74 65 55 47 36 29 17 16 2 0 O

The EFS benefit with perioperative TIS over PBO was confirmed in patients with stage Il and IIIANSCLC

aStage IIA, IIB: 6.2% and 34.5% in TIS arm, 4.8% and 35.2% in PBO arm. EFS was defined as the time from randomisation until any of the following, whichever occurred first: disease progression precluding surgery, local or distant recurrence, or death due to any cause.
Abbreviations: Cl, confidence interval; EFS, event-free survival; HR, hazard ratio; ITT, intention-to-treat; NE, not evaluable; NR, not reached; NSCLC, non-small cell lung cancer; PBO, placebo; TIS, tislelizumab.
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Overall Survival
ITT Analysis Set Events (%) Median (95% CI), months HR (95%Cl)  P-value

TISarm  31(13.7) NR (NE, NE) 0.62 (0.39,0.98) 0.0193
PBOarm  45(19.8) NR (35.0, NE)
00— 94.5% = raomm
80 — i asosun Acoman. . SO Olo aroas
70 — | !
< 60 — | i
°§ 50 — | !
40 — | !
0 — | a
20 — l E
10 — i ;
0 1 1 1 I| 1 1 1 |I 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk: Time from randomisation (months)
TIS arm 226 218 211 208 204 184 160 131 103 72 47 35 " 0
PBO arm 227 214 207 199 182 157 136 112 84 55 40 26 7 0

An OS benefit trend (HR=0.62 [95% CI: 0.39, 0.98]; one-sided P=0.0193) was observed favouring perioperative TIS

OS was defined as the time from the date of randomisation to the date of death due to any cause.
Abbreviations: Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; NE, not evaluable; NR, not reached; OS, overall survival; PBO, placebo; TIS, tislelizumab.
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Safety Summary
Safety Analysis Set

n (%) TIS arm (N=226) PBO arm (N=226)

Patients with 21 TRAE 224 (99.1) 225 (99.6)
Grade =3 163 (72.1) 150 (66.4)
Serious 35 (15.5) 18 (8.0)
Leading to death? 4(1.8) 2(0.9)
Leading to discontinuation 29 (12.8) 21(9.3)
Leading to dose modification® 88 (38.9) 73 (32.3)
Leading to surgery delay® 12 (5.3) 4(1.8)
Leading to surgery cancellation 1(0.4) 1(0.4)

Patients with 21 immune-mediated AE 90 (39.8) 40 (17.7)
Grade =3 21(9.3) 6 (2.7)
Serious 23 (10.2) 5(2.2)
Leading to death 2(0.9)¢ 0
Leading to discontinuation 15 (6.6) 0
Leading to dose modification 30 (13.3) 6 (2.7)

aTIS arm (n=1 each): infection, pneumonia, pneumonitis, immune-mediated lung disease. PBO arm: respiratory haemorrhage, cardiac failure. ® Including temporary discontinuation of TIS/PBO in neoadjuvant phase, chemotherapy dose reduction, dose interruption, dose delay, and infusion rate
decrease. ¢ Defined as when date of surgery is beyond 6 weeks after last neoadjuvant treatment dose. ¢ (n=1 each): pneumonitis, immune-mediated lung disease.

The safety analysis set included all randomised patients who received =1 dose of any study drug. AEs were classified based on MedDRA v26.0. AEs were graded for severity using Common Terminology Criteria for AEs v5.0.

Abbreviations: AE, adverse event; PBO, placebo; MedDRA, Medical Dictionary for Regulatory Activities; TIS, tislelizumab; TRAE, treatment-related adverse event.
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Most Frequently Reported TRAEs
=20% of Patients; Safety Analysis Set

TIS arm (N=226) PBO arm (N=226)
n (%) Any grade Grade 23 Any grade Grade 23
Neutrophil count decreased 177 (78.3) 138 (61.1) 176 (77.9) 134 (59.3)
White blood cell count decreased 143 (63.3) 38 (16.8) 152 (67.3) 32 (14.2)
Alopecia 106 (46.9) 1(0.4) 118 (52.2) 1(0.4)
Anaemia 91 (40.3) 11 (4.9) 96 (42.5) 15 (6.6)
ALT increased 5 (28.8) 2(0.9) 48 (21.2) 1(0.4)
Nausea 0 (26.5) 1(0.4) 59 (26.1) 0 (0.0)
AST increased 53 (23.5) 2 (0.9) 38 (16.8) 0 (0.0)
Platelet count decreased 7 (20.8) 9 (2.2) 49 (21.7) 6(2.7)
Hypoaesthesia 4(19.5) 0(0.0) 47 (20.8) 0(0.0)
Decreased appetite 0(17.7) 1(0.4) 47 (20.8) 0(0.0)

AEs were classified based on MedDRA v26.0 and were graded for severity using Common Terminology Criteria for Adverse Events v5.0.
Abbreviations: AE, adverse event; ALT, alanine transaminase; AST, aspartate transaminase; PBO, placebo; MedDRA, Medical Dictionary for Regulatory Activities; TIS, tislelizumab; TRAE, treatment-related adverse event.
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Most Frequently Reported Immune-Mediated AEs
=1% of Patients; Safety Analysis Set

TIS arm (N=226) PBO arm (N=226)
n (%) Any grade Grade 23 Any grade Grade 23
Immune-mediated skin adverse reaction 39 (17.3) 5(2.2) 24 (10.6) 0(0.0)
Immune-mediated pneumonitis 18 (8.0) 7(3.1) 4(1.8) 0(0.0)
Immune-mediated hepatitis 5(2.2) 4(1.8) 5(2.2) 5(2.2)
Immune-mediated endocrinopathies
Hypothyroidism 33 (14.6) 2(0.9) 6 (2.7) 0(0.0)
Hyperthyroidism 16 (7.1) 1(0.4) 7(3.1) 0(0.0)
Thyroiditis 5(2.2) 0 (0.0) 0 (0.0) 0 (0.0)
Adrenal insufficiency 3(1.3) 1(0.4) 0(0.0) 0(0.0)

AEs were classified based on MedDRA v26.0 and were graded for severity using Common Terminology Criteria for Adverse Events v5.0.
Abbreviations: AE, adverse event; MedDRA, Medical Dictionary for Regulatory Activities; PBO, placebo; TIS, tislelizumab.
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Patient_reported outcomes in the Presented at ESMO 2024 poster #1213P

on Saturday, 14 September:

RATIONALE-315 trial Cappuzz0 et al. 2024

PROs in R-315

Patients in the tislelizumab + CT arm experienced better HRQoL outcomes than those in the placebo + CT arm in
this population of patients with resectable NSCLC, with improvements in coughing and lower risk of chest pain

Least Squares Mean (95% Cl)
HRQoL - o
endpoint Cycle 3: adjuvant phase Cycle 7: adjuvant phase
TIS PBO TIS PBO
QLQ-C30
-1.14 -1.97 1.09 1.90
GHS/Qol. (-3.79. 1.52) (-4.77, 0.83) (-1.34, 3.53) (-0.66, 4.46)
Physical -3.57 -3.61 -2.60 -2.23
functioning (-5.10, -2.05) (-5.22, -2.01) (-4.20, 1.00) (-3.92, -0.54)
Fatique 2.52 2.97 2.54 2.87
g (0.23,4.81) (0.57,5.37) (0.09, 4.99 (0.30, 5.45)
QLQ-LC13
Couahin -4.58 -5.63 -12.15 -7.52
gning (-7.75,-1.42) (-8.97,-2.29) (-15.60, -8.71) (-11.16, -3.89)
Chest pain 0.43 542 0.36 1.89
P (-2.42, 3.28) (2.39, 8.44) (-2.34, 3.05) (-0.96, 4.75)
Dvspnea 4.62 8.57 3.18 4.56
ysp (2.57, 6.67) (4.41,8.74) (0.82, 5.55) (2.07,7.06)

Cl, confidence interval; CT, chemotherapy; GHS, global health status; HRQoL, health-related quality of life; NSCLC, non-small cell lung cancer; PBO, placebo; PRO, patient-reported outcomes;
QLQ, quality of life questionnaire; TIS, tislelizumab.
Extracted from Cappuzzo F et al. ESMO 2024; Abstract 1213P.
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Conclusions

» RATIONALE-315 demonstrated a clinically meaningful and statistically significant benefit in EFS with perioperative TIS plus
PtDb CT vs PBO plus neoadjuvant PtDb CT at this interim analysis

— HR=0.56 [95% CI: 0.40, 0.79]; one-sided P=0.0003
— EFS benefit was generally consistent across predefined subgroups
 MPR and pCR rate were significantly improved: 56.2% vs 15.0% (P<.0001) and 40.7% vs 5.7% (P<.0001), respectively

«  An OS benefit trend favouring perioperative TIS (HR=0.62 [95% CI: 0.39, 0.98]; one-sided P=0.0193) was observed at this
interim analysis. The trial will continue to assess OS with longer follow-up

« The safety profile of perioperative TIS plus PtDb CT was manageable and consistent with the known risks of the individual
therapies

» Taken together, the statistically and clinically significant EFS, MPR, and pCR benefits, alongside manageable safety, support the
use of perioperative TIS plus neoadjuvant PtDb CT for patients with resectable stage II-IIlANSCLC

Abbreviations: Cl, confidence interval; EFS, event-free survival; HR, hazard ratio; MPR, major pathological response; NSCLC, non-small cell lung cancer; OS, overall survival; PBO, placebo; PtDb CT, platinum-based doublet chemotherapy; TIS, tislelizumab.
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Extracted from Yue D, Wang W, Liu H, Chen Q, Chen C Liu L, Zhang P et al. RATIONALE-315: Event-Free Survival (EFS) and Overall Survival (OS) of Neoadjuvant Tislelizumab (TIS) plus Chemotherapy (CT) with
WITH AACR EXPERT COMMENTARY Adjuvant TIS in Resectable Non-Small C Il Lung Cancer (NSCLC). Presented at the ESMO Virtual Plenary with AACR Expert Commentary; February 15&16, 2024 (Accesse d 17 July 2024). Available at: Yue BGB-
- -! resentation .pdf



https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf
https://www.beigenemedical.com/CongressDocuments/Yue_BGB-A317-315_ESMO-VP_Presentation_2024.pdf

Single agent 10O Is the only treatment option
for NSCLC with high PD-L1 expression

Debate: PRO — CON




Single agent 10 is the only treatment option
for NSCLC with high PD-L1 expression

Debate: PRO

Martin Reck, MD, PhD

Lung Clinic Grosshansdorf,
Grosshansdorf, Germany
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The major challenge: Not the debate, but the debate “against*
a colleague with a long history of friendship!

And by the way one of the inventors of targeted monotherapies in oncogenic-driven LC!!
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Immunotherapy with anti-PD(L)1 checkpoint inhibitors — the

breakthrough in non-oncogenic-driven NSCLC

The concept

CD28

GITRL MEDIS73
TRX-518

L

.=

MEDI873
GITR 7 TRX-518

CD73

it

MEDI9447

Pembrolizumab
Nivolumab

Atezolizumab
Durvalumab
Avelumab

The therapeutic cut-off of 50% PD-L1 expression (TPS)

Pembrolizumab — Anti-PD1

Determination of PD-L1

DAKO IHC 22C3

Cut-Point in NSCLC

Scientifically derived-ROC
Prospectively determined
Validated through training and
validation sets in KNOO1

Scoring Systems Assessed
% Cells +/- Intensity

= PS: percentage of cells with
membranous PD-L1 staining at any

intensity

« P2S: percentage of cells with
membranous PD-L1 staining at
mederate or strong intensity

« P3S: percentage of cells with
membranous PD-L1 staining at
strong intensity

CD28 or 73, cluster of differentiation 28 or 73; GITR, glucocorticoidinduced tumor necrosis factor receptor—related protein; HLA-E, human leukocyte antigen-E; MHC, major histocompatibility complex;
NKG2A, natural killer cell receptor group 2 member A; NSCLC, non-small cell lung cancer; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1; ROC, receiver operating
characteristic; TCR, T cell receptor; TIM-3, cell immunoglobulin and mucin domain-containing protein 3; TPS, tumor proportion score.
Extracted from 1) Qiu Z et al. Exp Hematol Oncol. 2019:8:19; 2) Garon E et al N Engl J Med. 2015;372(21):2018-28 (supplementary appendix).
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Single agent IO — an attractive concept!

Pembrolizumab versus chemotherapy for previously @ @
untreated, PD-L1-expressing, locally advanced or metastatic
non-small-cell lung cancer (KEYNOTE-042): a randomised,
open-label, controlled, phase 3 trial

Tony SK Mok, Yi-Long Wu, Iveta Kudaba, Dariusz M Kowalski, Byoung Chul Cho, Hande Z Turna, Gilberto Castror, Vichien Srimuninnimit,
Konstantin K Laktionav, Igor Bondarenko, Kaoru Kubota, Gregory M Lubiniecki,Jin Zhang, Debra Kush, Gilberto Lopes, for the KEYNOTE-042
Investigators*

2

’ ORIGINAL ARTICLE

Pembrolizumab versus Chemotherapy for
PD-L1-Positive Non—Small-Cell Lung Cancer

Martin Reck, M.D., Ph.D., Delvys Rodriguez-Abreu, M.D.,
Andrew G. Robinson, M.D., Rina Hui, M.B., B.S., Ph.D., Tibor Csészi, M.D.,
Andrea Fildp, M.D., Maya Gottfried, M.D., Nir Peled, M.D., Ph.D.,
Ali Tafreshi, M.D., Sinead Cuffe, M.D., Mary O'Brien, M.D., Suman Rao, M.D.,
Katsuyuki Hotta, M.D., Ph.D., Melanie A. Leiby, Ph.D., Gregory M. Lubiniecki, M.D.
Yue Shentu, Ph.D., Reshma Rangwala, M.D., Ph.D., and Julie R. Brahmer, M.D.,
for the KEYNOTE-024 Investigators™

10, immuno-oncology; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death-ligand 1.
1) Reck M et al. N Engl J Med. 2016;375(19):1823-1833; 2) Mok TSK et al. Lancet. 2019;393(10183):1819-1830.
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IO monotherapy vs chemotherapy
What do we know?

Better efficacy Better tolerability
Overall survival Adverse events

Favours i (herapy]  Chemotheragny Hazard Ratio Hazard Ratio 1 herspy ~ Chemetherspy Risk Ratio Risk Ratie
Study or Subgrowp  loglHazard Rade]  SE Tetdd Total Weight IV, Random, 3% CI 1V, Random, 35% CI Study or Subgreup  Fvents  Total  Events  Total  Weight M.H, Random, %5% C1 M-H, Random, 95% C1
:a:r\':a:l ey 01655 01585 95 a3 1000% 118086, 161} il LAZL Advarss Brents grade 5.4
os%cn ,; 0 0% l'“ lu‘. 141) ol Carhone 2017 47 267 133 263 17.9% 0,35 [0.26 , 0.46) fin
SH':'"" S : ' - Herbst 2020 37 277 116 263 15™% 0,30 [0.22, 0.42] —— Gr 3/4 AE**
Test ,: ; -| effect: 2= 1.04 (P = 030) Mok 2019 100 636 238 615 225% 0.41 [0.33, 0.50] -
) Reck 2016 46 154 77 1590 17.8% 0,58 [0.44 , 0.78] - RR 041
112 PD-L1 TPS21% Rizvi 2020 53 369 116 352 17.6% 0.44 [0.33 , 0.58) S
Cartooe 2017 0077 01103 m 70 2% 108087, 1.34) —lo— Subetal (35% CI) 1763 164 914% 041 (033, 0.50) @ P<0.00001
Herbst 2020 Q1863 0129 m 17N 0430564, 1.07) —-- Total events: 284 680
Mok 2019 L2100 00706 637 (o) 355% 021f071,053) - Hawerogenelty: Taw® = 0.03; Chi® = 10,46, df = 4 (P =000) F = 62%
Rirvi 2020 Q12 00983 m ™ 252% 088073, 1.07) . Tiess for overal] effect: Z = 8.84 (P < 0,00001)
Subtotal (35% CI) 1464 W73 100.0% 028 (0.78,, 1.90] P
Heterogeneity: Tao? = 0.01; ChiF = 501, df = 3 (P = 017 F = 40% 1.17.2 Adverse Events grade 5 (toxic deaths)
Test foe overall effect: Z = 1.92 (P = 0.05) Carbone 2017 2 267 3 263 10% 06610.11,390] 4
Herbst 2020 0 277 1 263 0% 032 (001, 7.74] o R
L13 PD-L1TPS 250% Mok 2019 13 636 14 615  S.0% 0.90 [0.43 , 1.59) p— —
C‘"""‘;‘;’” :;: ::: ‘: ': ':2": g;’::gg';ﬁ: e — Reck 2016 2 154 3 1% L1% 065(011,383) o
Herha " ‘ 3 ’ = Rizvi 2020 2 W 3 152 1.0% 064(001,378) o
Mok 2019 011 00N a2 30 3% 0491056, 0.55) .- PD-L1 = 50%* Subtetal (%% CI) 1703 1643 BE% 0.78 (0.43, 1.41) -
Reck 2016 0478 01306 154 151 209% 062(0.48, 080) R — Total : 19 24
Réevi 2000 02744 0451 ns 107 142% 076 (056, 1.04) x HR 0.68 .. 1AL -
Sezey 2020 0560 01558 oy 280  148% 057 (042,077} Heterogeneity: Taw® = 0,00; Chi? = 0,57, &f = 4(P = 097) F = (M
Subtotal (35% CI) 100 1062 100.0% 0.68 {050, 0.76] P P<000001 Test for overall effect: Z = 0,83 (P = 0.40)
Heterogeneity: Taw? = 0.00; ChF =506, df = 5(P= 041k F = 1%
Test for overall effect: Z » 6.52 (P < 0,00001) Total (95% C1) 3406 2286 100.0% 0.43 [0.36, 0.52] <@
Towal events: a2 it
Test for subgroup differences: Chit = 16.31, &f « 2 (P = 0.0000), I* = §7.7% o5 07 15 2 Heterogeneity: Taw® = 0.03; Chi* = 1527, &f = 9 (I = 0.08); ¥ = 41% 0.2 05 2 5
Favours {immunccherapy] Favouss [chemotherapy ) Test for overall effect: Z = 8.93 (P < 0,00001) Favours [lenmunotherapy ) Favours [Chemotherapy)
Test [or sabgroup differences: Chi# = 4,08, df = | (P = L), F = 75.5%
* Moderate certainty of evidence ** |_ow certainty of evidence
Single-agent 10 vs platinum-based chemotherapy
AE, adverse event; Cl, confidence interval; Gr, grade; HR, hazard ratio; 10, immuno-oncology; PD-L1, programmed cell death-ligand 1; RR, risk ratio.
Extracted from Ferrara R et al. Cochrane Database Syst Rev. 2021;4(4):CD013257.
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IO monotherapy — the miracle of long-term survival
Example: Keynote-024 trial

0S PFS

100
100 [ Events, HR
Crossover 66% No. No.0)  (95%Ch 90 . Events, HR
90 No.  No. (%) (95% CI)
g0 | _ Pembrolizumab 154 103 {66.9) o 480i220 - 80 4 Pembrolizumab 154 126 (81.8) 0.50
20 g‘lﬁeglﬁllé (1?52{)4?3” Chemotherapy 151 123 (81.5) (0. . 70 . Chemotherapy 151 141(93.4) (0.39 0 0.65)
T . - . edlan (]
- 13.4(9.410 18.3) — 60+ 7.7 (6.11t0 10.2) ]
= = 5.5(4.2106.2) f  DoR: 29.1vs 6.3 mo.
- 7] B0 Jesssnununa¥gesgrasnansnuununnansnnnsnnsnanununnunnnnnnnsnnsnnsnunnnnsnn i ’
] e : : :
o o 40 H i :
2289 : i
30 1 P A% i 16.4% f 1289
20 | ; P 1.4% .
: NR
10
T T T T T E T E T E T T T T t
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66
Time (months) Time (months)
No. at risk: No. at risk:
Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 0 0 Pembrolizumab 154 92 62 a6 38 36 30 24 20 15 3 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 0 Chemotherapy 151 73 20 6 5 4 3 2 1 1 0 0

5-year OS: 31.9% vs 16.3%
Crossover: 66%

Cl, confidence interval; DoR, duration of response; HR, hazard ratio; 10, immuno-oncology; mo., months; OS, overall survival; PFS, progression-free survival.
Extracted from Reck M et al. J Clin Oncol. 2021;39(21):2339-2349.
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IO vs 10 + chemotherapy in PD-L1 2 50%
Any benefit of combination? : No clear data

1.00

0.50

Survival probability

0.25

0.00

== CIT-mono (n=351)
== CIT-combo (n=169)

Strata

02ASCO P Siueesowm

Exploratory OS, PFS, and ORR: NSCLC PD-L1 250% )

' Chemo-0 10-alone

7 N=455 N=1,298
0S8

Median, months (95% Cl)

HR (95% Cl)

25.0 (19.0, NE) 20.9 (18.5, 23.1)
0.82 (0.62, 1.08)

PFS
Median, months (95% Cl)
HR (95% Cl)

9.6 (84, 11.1) 7.1(6.3,8.3)

0.69 (0.55, 0.87)

ORR
% (95% Cl)
Odds ratio

61 (56, 66) 43 (41, 46)

12(1.1,1.3)

Abbreviations: Chemo-I0=platmum-based dosbiet chemotherapy phus iImmuncherapy. Oisconfidence imlerval; MR-Sazards rato IO=mmunobberapy. Nesumber, NSCLCmonsmalcell king
cancer; NEvnot estmable; CRRwobjective response rate; OS=overal servival, PO-L ! wprogrammed deat Sgand-1; PFSsprogression-free sunival

Comwer of V3 oovsematan @ e prepeny of B
e bered by AICD Ve evnman (ot vl A e

S

0 5 10 15 20 25 30 35 40
Time
Number at risk (number of events) (months)
351 (0) 262(73)  216(109)  167(132)  119(149) 73 (162) 32 (166) 14 (168) 0(168)
169 (0) 134 (31) 112 (50) 74 (66) 41(72) 23(78) 7(78) 0(78) 0(78)
0 5 10 15 20 25 30 35 40
Time in Months

Benefit for IO/CT vs 10 in PFS
No significant difference in OS
IO monotherapy beneficial in elderly patients (= 75 years)

Chemo or CT, chemotherapy; Cl, confidence interval; CIT, chemoimmunotherapy; HR, hazard ratio; 10, immuno-oncology; NE, not estimable; NSCLC, non-small cell lung cancer; ORR, overall response rate;

OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival.

Extracted from Reck M et al. Presented at the ASCO 2024 Annual Meeting; May 31-June 04, 2024; Chicago, IL (Accessed 31 July 2024). Available at: https://meetings.asco.org/2024-asco-annual-

meeting/15686?presentation=228375#228375.
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Ongoing prospective trials

Insigna Trialt

INSIGNA: ECOG-ACRIN (EA5163)/SWOG (51709) Advanced Non-squamous Trial with Pembrolizumab

[
g_

* Primary Objectves: Non-infesiority Design ECOG PI: H. Borghaei
*  Coprimary cjective 1o evalaste 05 in Acees A 208 8 0ach v Arm C [coenssl). o
* Secondary Objectives: SWOG PI: A. Chiang

*  Towevalate ORR and PFS in Arms A and 8 each w3 Arm
*  Toestinate tasicty within each of the treatment s
+  Tocompare ovtcorsed by eatment drm within sabgroupt defred by PO-LL exprensce ot 2 50%

Integrated Biomarker Objective:

To establish a predictive signature for clinical benefit (OS), to treatment with
chemo combined with pembrolizumab versus pembrolizumab alone in patients
with PD-L1 expressing tumors (>=1%, 1-49%, >=50%).

To establish a prognostic signature associated with better outcome (OS) to
1stline treatment with pembrolizumab alone in patients with PD-L1 expressing
tumors (>=1%, 1-49%, >=50% TPS).

Persee Trial?
GFPC 01-2020

| PERSEE (NCT 04547504)
: Pembrolizumab 200 mg/iv Q3W, 35 cycles
Stage IV
PD-L1 2 50% (local test)
EGFR / ALK / ROS1 neg. L4 Non-squamous:
Asymptomatic / treated BM Pembro + Pem + Platinum x 4 Q3W > Pembro + Pem Q3W, 35
N Squamous:
Endpoint: PFS Pembro + Pacli + Carbo x4 G3W 3 Pembro Q3W, 35

Stratification: Sa vs. Non-Sq. BM: Y/N

Primary endpoint: PFS
Exploratory endpoints: Early progression rate, QoL,
translational analysis of blood and tissue based biomarkers

OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; QoL, quality of life; Q3W, every 3 weeks; TPS, tumor proportion score.
1) Provided courtesy of Hoss Borghaei and David Carbone; 2) Provided courtesy of R Descourt and C Decroisette.
Satellite Symposium sponsored by BeiGene.
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So, how to proceed in clinical practice?

* Let’s ask the patients!
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Patient A

IO Monotherapy
04/23 08124

S
\\"Mu-—%?) .

85-year-old male patient

* 03/23 Admission for diagnosis of
stroke

- By accident” diagnosis of
metastatic adenocarcinoma

* No actionable mutation

 PD-L1 Expression: 80% TPS

* Treatment recommendation?

* Improvement of cough

* Improvement of dyspnea
* Improvement of fatigue

« “l am feeling fine"!

. : . B 45
PD-L1, programmed cell death-ligand 1; TPS, tumor proportion score. Satellite Symposium sponsored by BeiGene.

Provided by the Speaker for educational purposes only.



Patient B

55-year-old female patient

« Central lung cancer (infiltration of
trachea and main bronchi)

* High tumor burden (mediastinal lymph
nodes, liver and brain metastases)

« Histology: Low differentiated
adenocarcinoma (TTF-1 negative)

« No actionable oncogenic alterations

 PD-L155%TPS

« Treatment recommendation?

PD-L1, programmed cell death-ligand 1; TPS, tumor proportion score; TTF-1, hyroid transcription factor 1.
Provided by the Speaker for educational purposes only.
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Until we get trial results — some guidance for making

decisions...

Favors Monotherapy (10)

Elderly patients (= 75 y)

Favors Combination (IO+CT)

Tumor burden

Smoking

Never smoking

PD-L1 = 90%
* Improved PFS/OS
»  Different microenvironment

PD-L1 < 50%

Male

Female
(Enhanced efficacy of IO-CT combination)

Molecular profile (KRAS G12c + TP53)
* Immunogenic microenvironment

[ Favors monotherapy

)

Favors combination

2 3
e
PD-L1 250%

PD-L1 290%
275 + KRAS G12C

+ TP53

~

e 5
f V
KRAS » STK11
(£ KEAPT)

CT, chemotherapy; 10, immuno-oncology; KRAS, Kirsten rat sarcoma virus; OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; TP53, tumor protein p53.
Extracted from Frost N and Reck M. Am Soc Clin Oncol Educ Book. 2024;44(3):e432524.
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IO monotherapy — no doubt in smokers,
but in never-smokers?

Keynote-024 (TPS 250%)!

Subgroup

HA {85% CI}

Overall [N = 306
Age, yrars
< 65 [n = 141}
=65 im = 164]
Sax
Male {n = 167
Female in= 1181
Enrallmant region
East Asia (no= 40}
MNon-East fsia {n o= 265]
ECOG PS
Qln = 107}
1 in = 1974
Histology
Squamos [no= 55|
Nansquamicus (n s 245
Smaking s1atus
Curreni (n = B4}

0.62 10.47 10 0.86)

Q.60 10.38 10 B.9E)
Q.64 10.42 10 0.94)

0.54 10.36 10 0.78)
0.95 10,56 10 1.62)

Q.35 1092 10 1.0}
0.67 10.48 10 0.93)

Q.78 1044 10 1.37)
0.56 10.3% 10 .81}

Q.73 10,38 10 1.23)
0.58 10.47 10 .33}

Q.81 10.47 10 1.60)
P TN L -1 TH

rani
l MNarvir = 24d)

0.20 10.11 o 7.691

Yo (0= 28]

Mo in = 277)
Chematherapy regjiman

With pempiroxoed In = 153)

Without pametrexed [n = 106}

0.9210.2000 262)
0.64 10,46 10 0.38)

Q.65 10,45 10 0.97)
Q.56 10.33 10 .95}

Pembrolizumab batter  Chamatharapy battar

HR (95% C1)

Keynote-042 (TPS 21%)>?

Subgroup
Histology
Squamous

Nonsquamous
Smoking status

Never

Former

Current

Events/Pts

343/492 -

466/782

163/282
4711721
175/271

Chemotherapy regimen

Pem + Carbo

Pac + Carbo
Disease status

Metastatic

Locally adv.

371/636
438/638

711/1114
98/160

0.5

Pembrolizumab
Better

Hazard Ratio (95% CI)

0.75 (0.
0.86 (0.

.00 (0.
.71 (0,
.95 (0.

0.87 (0.
0.74 (0.

.83 (0.71-

-0.93)
-1.03)

.37)
.86)

-1.29)

-1.07)
.90)

.96)

74 (0.49-1.13)

Chemotherapy
Better

IMpower 110 (TC3/IC3)3

Madian 0S, mo
Subgrovg* o ikl OSHR(35%C) Atezo  Cheme
<E5years 102498) * 0521034, 109 \E 131
6574 years 8030 . DE3(034,198) 175 104
> 74 yeurs 23113 P S 0721012, 3.%) NE 162
Maie 143598) —— 057(035,033) 341 131
Female 621302 —e 0821034, 1.39) 13 141
\Whie 164 (824) B 0ETI044,103) 178 131
Asan By ——t 0.38(0.43,1.13) NE 141
Europe 153 (746) e 081052121 178 131
AsaPachc (188 —— D35(012,104)  AE 123
Souh Amenca 1154 + - 0471002, 149} \E 5%
Nocth Amenca T134) <001000.NE)  NE 14
Nevar caas sbaces FITIER)] . 183083531 &9 159 |

LA 37— = UESTIAT N2 ¥
Previous tobao0o user 13284 4) —— 08003,100) 231 131
Nonsquamaus Msilogy 155 (756) e 0682108.0%6) 202 105
Squamous Nsiology 0 (244) ——{— 0551023, 1.37) AE 153
ECOGPS0 T3(3%58) —_— 042(020,08) AE 157
ECOGPS! 1320544 ) 053043110, 185 131
ANTCI o K3 WT pabiests 205(108 0 R 05 (08,088 N2 134
0! 10 70
Harard Ratio

Favors Ao |[Arme A) Favars Chamo |Am B}

HR, 0.9 (95%CI: 0.11-7.59)

HR, 1.00 (95%ClI: 0.73-1.37)

HR, 1.83 (95%Cl: 0.63-5.31)

Hazard ratios (95% CIs) in never-smokers

Cl, confidence interval; HR, hazard ratio; IC, immune cell; 10, immuno-oncology; TC, tumor cell; TPS, tumor proportion score.
Extracted from 1) Reck M et al. J Clin Oncol. 2019;37(7):537-546; 2) Lopes G et al. Presented at ASCO Annual Meeting; June 1-5, 2018. Abstract LBA4 (Accessed 05 August 2024). Available at:
https://psmo.org.ph/wp-content/uploads/2019/04/Non-Small-Cell-Lung-Carcinoma-Abstract-Presentation-C.pdf; 3) Herbst R et al N Engl J Med. 2020;383(14):1328-1339 (supplementary appendix).

Satellite Symposium sponsored by BeiGene.

48


https://psmo.org.ph/wp-content/uploads/2019/04/Non-Small-Cell-Lung-Carcinoma-Abstract-Presentation-C.pdf

Immunotherapy in

oncogene-addicted NSCLC

NSCLC Driver Oncogenes

EGFR

HER2

ALK

ROS1

MET

BRAF

B | =
i~ -
| . [
\ = | =
I
| e R
I —

[ KRAS ‘ |

- I

50.0%
B Other Trials

40.0% 30.0%  20.0% 10.0% 0.0% 0.0
Percentage Months
ICI Monotherapy ORR PFS

ORR: 0-24.3%, mPFS: 1.8-4.7 months (IMMUNOTARGET study)

ICI, immune checkpoint inhibitor; mPFS, median progression-free survival; NSCLC, non-small cell lung cancer; ORR, overall response rate.
Extracted from Vokes N et al. Ther Adv Med Oncol. 2023;15:17588359231161409.
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German Network Data on KRAS/TP53 + PD-L1 2 50%
and IO monotherapy

Clinical question ORR Histology
@CR DPR OSD OPD Oearly death
Value of co-occurring KRAS/TP53 |2 e U d U .
mutations predicting response to IClI ’ \\\ .
monotherapy in PD-L1 high patients 530 TR
50% - W s
Nsq NSCLC PD-L1 250% ®
\\\\\\\\\l 0% J I =l — |
' KRAS G12C
TP53 mut wt mut wt mut wt
24 hospitals \ PFS TCGA g?ne
y ."-«,,1 expression
Response : ,ﬁha_i_k ——
Survival (o, "
n = 696 n=133 i m
Median FU 41 mo. S

CONCLUSION: G12C/TP53 co-mutations identify a subset of patients with a very favorable long-term
survival with IClI monotherapy, mediated by highly active IFNy signaling in a pro-inflammatory TME

ICI, immune checkpoint inhibitor; IFNy, interferon gamma; 10, immuno-oncology; KRAS, Kirsten rat sarcoma virus; ORR, overall response rate; PD-L1, programmed cell death-ligand 1; PFS, progression-free
suvival; TCGA, The Cancer Genome Atlas; TME, tumor microenvironment; TP53, tumor protein p5_3. _ 50
Extracted from Bischoff P et al. J Thorac Oncol. 2024;19(5):803-817. Satellite Symposium sponsored by BeiGene.



Impact of very high PD-L1 expression (290%) on IO monotherapy

Progression-free survival

Median PFS, months (95%Cl)
14.7 (10.2-21.1)
48(426.3)

w— PD-L1 TPS 290%
1.0 = PD-L1 TPS 50-89%

Overall survival

Median OS, months (95%Cl)
36.6 (22.9-NR)
23.0(18.6-24.7)

w— PD-L1 TPS 290%
= PD-L1 TPS 50-89%
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Progression-free survival Overall survival
No.  Median PFS (95% CI) No. Mesan OS (95% CI)
— PDL1 TPS 280% 197 9.0 months (5.7-13.6) — PD-L1 TPS 290% 197 304 months (21.7-45.3)
10 \ PD-L1 TPS 50-89% 319 5.4 months (4.1-6.9) 10{ & PD-L1 TPS 50-80% 319 186 months (15 9-22.9)
*
N HR, 0.69 (95% CI, 0.56-0.84), P<0.001 0B X HR, 0.70 (95% CI, 0.66-0.88), P<0.01
® -
€ ®
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‘gou P
g :
>
(%o.‘ Qo
oo 0o
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EMpower-Lung 01
MPFS: 14.7 vs 4.8 m
3-y PFS: 34.6% vs 14.2%
HR 0.51, p<0.001

MOS: 36.6 vs 23.0 m
3-y OS: 52.9% vs 34.6%
HR 0.61, p=0.007

Academic Cohort
MPFS: 9.0vs 54 m
3-y PFS: 29.2% vs 13.8%
HR 0.69, p<0.001

mOS: 30.4vs 18.6 m
3-y OS: 46.6% vs 31.8%
HR 0.7, p<0.01

ICI, immune checkpoint inhibitor; IFNy, interferon gamma; 10, immuno-oncology; KRAS, Kirsten rat sarcoma virus; ORR, overall response rate; PD-L1, programmed cell death-ligand 1; PFS, progression-free
suvival; TCGA, The Cancer Genome Atlas; TME, tumor microenvironment; TP53, tumor protein p53.

Extracted from Ricciuti B et al. JTO Clinical and Research Reports. 2024; doi: https://doi.org/10.1016/j.jtocrr.2024.100675 (pre-proof).
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So far no consistent gender-specific survival differences for
lung cancer treated with IO: Prospective results required

Overall Survival
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Pooled hazard ratios of immunotherapy treatment on overall survival and progression-free survival outcomes

Overall survival

Progression-free survival

Cl, confidence interval; ;

HR 0.74 (Male) and 0.72 (Female)

HR, hazard ratio; 10, immuno-oncology; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1.
Extracted from Madala S et al. Clin Oncol (R Coll Radiol). 2022;34(12):799-809.

Group Pooled hazard ratio (95%Cl) P P for Pooled hazard P P for Moderator
moderator ratio (95% CI)
022065081 <0001 2620540720 2000]
Gender 0.709 03718
Female 0.72 (0.63-0.82) <0.001 0.72 (058-0.88) 0.001
Male 0.74 (0.66-0.83) <0.001 0.63 (053-0.75) <0.001
D s var7as O
Immunotherapy alone 0.78 (0.71-0.86) <0.001 091 (0.79-1.04) 017
Immunotherapy/chemotherapy  0.62 (0.52-0.74) <0,001 057 (05-064) <0.001
combination
Checkpoint inhibitor 0.85 0.063
PD-1 0.73 (0.65-0.81) <0,001 0.73 (0.63-0.86) <0.001
PD-L1 0.74 (0.64-0.86) <0.001 0.57 (0.47-0.70) <0.001
First-line therapy 0.669 0.197
Immunotherapy as first line 0.74 (0.66-0.83) <0.001 0.62 (053-0.73) <0.001
Failed chemotherapy at first line 0,72 (0.63-0.81) <0.001 0.74 (0.60-093) 0.008
C1, confidence interval; PD-1, programmed cell death protein 1; PD-L1, programmed death ligand 1.
52
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Single agent IO is the favorable treatment option for NSCLC
with high PD-L1 expression (Speaker’'s own)

*In principle yes, based on:
— Efficacy
— Impact on long-term overall survival (= chronification)
— Tolerability
— Symptom control and quality of life

*Clinical treatment decision should be based on individual patient factors

* The additional value of chemotherapy in patients with high PD-L1
expression needs to be shown prospectively

* The potential value of chemotherapy needs to be weighed against the harm
to patients by toxicity

10, immuno-oncology; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death-ligand 1.

Satellite Symposium sponsored by BeiGene. 53



Single agent 10 is the only treatment option
for NSCLC with high PD-L1 expression

Debate: CON

Professor Tony Mok

Li Shu Fan Medical Foundation
Professor of Clinical Oncology

The Chinese University of Hong Kong

Satellite Symposium sponsored by BeiGene. o4
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ONLY Is a serious word

Adjective:

1. Being the single one or the relatively few of the kind
2. Single in superiority or distinction; unique; the best
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|s single agent IO the ONLY option?

NCCN Guidelines for Metastatic NSCLC 2024

ESMO Guideline for Metastatic NSCLC 2023

ESMO, European Society for Medical Oncology; 10, immuno-oncology; NCCN, National Comprehensive Cancer Network; NSCLC, non-small cell lung cancer.
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NCCN Guidelines for Patients Metastatic NSCLC, 2024

-

-

Guide 7

Treatment of metastatic NSCLC with low or high PD-L1: Adenocarcinoma, large
cell carcinoma, and rare cell types

Regimens Low PD-L1 High PD-L1

Atezolizumab

Cemiplimab-rwic

Pembrolizumab &
Pembrolizumab, carboplatin, pemetrexed

Pembrolizumab, cisplatin, pemetrexed

Cemiplimab-rwlc, carboplatin, pemetrexed

Cemiplimab-rwic, cisplatin, pemetrexed

Atezolizumab, carboplatin, paclitaxel, bevacizumab o] o]
Atezolizumab, carboplatin, albumin-bound paclitaxel ® o
Mivolumab, ipilimumab, carboplatin, pemetrexed e ]
Mivolumab, ipilimumab, cisplatin, pemetrexed @& i
Cemiplimab-rwic, carboplatin, paclitaxel o] o]
Cemiplimab-rwic, cisplatin, paclitaxel o] o]
Tren_‘lelimumab-actl, durvalumab, carboplatin, aloumin-bound ° ®
paclitaxel

Tremelimumab-act], durvalumab, carboplatin, pemetrexed o] o]
Tremelimumab-actl, durvalumab, cisplatin, pemetrexed e i
Mivolumab, ipilimumab e i

Preferred regimen because it works better, is safer, or costs less than other options or there
are better data supporting its use

NCCN, National Comprehensive Cancer Network; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death-ligand 1.
Extracted from NCCN Guidelines for Patients®, Metastatic NSCLC, 2024.
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ESMO Guidelines
Metastatic NSCLC, 2023

Stage IV SqCC without contraindication for immunotherapy

‘

vV

Never or former light smoker
(<15 packyears), long-time ex-smoker

or age <50 years?

T Vammn \ \
PS 0-2 & PD-L1 =50%
Molecular test® /]
(EGFR/ALK/
ROS1/BRAF/
RET/MET/ Pembrolizumab
EGFR ex20ins/ [I, A; MCBS 5°]
KRAS G12C/ Atezolizumab
NTRK/HERZ2) (also for ICs =10%)
[I, A; MCBS 5°]
~—

Cemiplimab [I, A; MCBS 4°]
(for PS 2 for all drugs: [Ill, B])

[ OIigom\f{astatic J l
L L

+

A
v ECOG PS & PD-L1 expression level
Systemic therapy & LRT [ll, B]
Vv VvV
{ PS 2 and PD-L1 <50%}

V

PS 3-4 regardless
of PD-L1

PS 0-1 & any expression of PD-L1

Platinum-doublet (carboplatin
preferred) ChT [I, A]
Single-agent ChT
(gemcitabine, vinorelbine,
docetaxel) [l, B]

N
Pembrolizumab—-carboplatin—(nab)-paclitaxel (4 cycles) followed
by pembrolizumab [I, A; MCBS 4¢]
Nivolumab—ipilimumab + 2 cycles of platinum-doublet ChT followed
by nivolumab—ipilimumab [I, A; MCBS 4°]
Cemiplimab—platinum-doublet ChT (4 cycles) followed by cemiplimabé [I, A]

Durvalumab-tremelimumab—platinum-doublet ChT (4 cycles) followed by

durvalumab-tremelimumab (tremelimumab one additional dose)?

[I, A; MCBS 4°]
Nivolumab—ipilimumab (only for PD-L1 =1%)" [I, A; MCBS 4¢]

Targeted Follow recommended

therapy treatment in line of
ECOG PS & PD-L1
expression level

ESMO, European Society for Medical Oncology; BSC, best supportive care; ChT,
chemotherapy; CPG, Clinical Practice Guideline; ECOG, Eastern Cooperative Oncology Group;
EMA, European Medicines Agency; FDA, Food and Drug Administration; IC, immune cell; ICI,
immune checkpoint inhibitor; LRT, local radical therapy; MCBS, ESMO-Magnitude of Clinical
Benefit Scale; MNSCLC, metastatic non-small-cell lung cancer; NSCLC, non-small-cell lung
cancer; PD-L1, programmed death-ligand 1; PS, performance status; SqCC, squamous-cell
carcinoma.

Extracted from Hendriks LE et al. Ann Oncol. 2023 Apr;34(4):358-376.

Nivolumab [I, A; MCBS 5°]
Atezolizumab [I, A; MCBS 5°]
Pembrolizumab (PD-L1 =1%)

[I, A; MCBS 5°]
Docetaxel [l, B]
Ramucirumab—docetaxel
[, B; MCBS 1¢]
Afatinib [l, C; MCBS 2°]

Docetaxel [I, B]
Ramucirumab-docetaxel
[I, B; MCBS 19]
Afatinib [l, C; MCBS 29]
Re-challenge ICI [lll, B]® -

Platinum-doublet ChT
(combined with gemcitabine,
vinorelbine or taxane) [l, A]
If 4 cycles of gemcitabine—
cisplatin, gemcitabine
maintenance [l, C]
Re-challenge ICI [IlI, B]¢ @ BSC alone [lII, A] <€

*
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KEYNOTE189

Pembro + CT
vs CT

A Tumor Proportion Score of <1%
100+

Patients Who Survived (%)

Hazard ratio for death, 0.59 (95% Cl, 0.38-0.92)

TPS <1%

Pembrolizumab combination

Placebo combination

No. at Risk
Pembrolizumab combination 127
Placebo combination 63

T T T T T T

3 6 9 12 15 18
Months

113 104 79 42 20 6

54 45 32 21 6 1

oo

A Tumor Propottion Score of <1%

Hazard ratio for disease progression or death, 0.75 (95% Cl, 0.53-1.05)

Pembrolizumab combination

Placebo combination
T T 1

.g 100+
a 90
o
lén 80+
':; 704
O
g 60
=
8% 504
E Q 40
- ° 304
a 20+
<
& 10
=
o 0
0
No. at Risk
Pembrolizumab combination 127
Placebo combination 63

88
44

T T T

6 9 12 15 18 21
Months

60 31 12 3 2 0

27 16 4 0 0 0

B Tumor Proportion Score of 1 to 49%

TPS 1-49%

B Tumor Proportion Score of 1 to 49%

100 < 100~
i -2 e Hazard ratio for disease progression or death, 0.55 (95% Cl, 0.37-0.81)
| @ A
—_ o
X 304 ® 804
'§ 704 Pembrolizumab combination % _ 701
£ Q
2 60 g2 601
=
E 50 Placebo combination é' T 509
T 404 50 404
£ 30 = ° 304 Pembrolizumab combination
2 3
E 20+ 2 20 Placebo combination
10-] Hazard ratio for death, 0.55 (95% Cl, 0.34-0.90) é 104
I
c T T T T T T 1 a 0 T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at Risk No. at Risk
Pembrolizumab combination 128 119 108 84 52 21 5 0 Pembrolizumab combination 128 101 84 47 21 6 2 0
Placebo combination 58 54 47 32 17 5 2 0 Placebo combination 58 44 23 11 6 1 0 0
C Tumor Proportion Score of 250% C Tumor Propottion Score of 250%
100, TPS 2 50% s 101
90 % 90 Hazard ratio for disease progression or death, 0.36 (95% Cl, 0.25-0.52)
| @ 4
R [
® 30 ® 804
T 70d Pembrolizumab combination & 704
2 . =
2 60 £ 60
-=
2 s0 o 28 504
= Placebo combination o
3 401 50 40
» 25
2 304 £ 30
S . N
2 50 3 204 Pembrolizumab combination
= 10-] Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68) b 104 Placebo combination
=]
«
0 T T T T T T 1 a 0 T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at Risk No. at Risk
Pembrolizumab combination 132 122 114 96 56 25 6 0 Pembrolizumab combination 132 112 95 60 23 7 1 0
Placebo combination 70 64 50 35 19 13 4 0 Placebo combination 70 43 26 11 5 2 1 0

CT, chemotherapy; Pembro, pembrolizumab; TPS, tumor proportion score.
Extracted from Gandhi L et al. N Engl J Med. 2018;378(22):2078-2092.
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IMpowerl50: High expression

Atezolizumab (A) + CP
VS

Bevacizumab (B) + CP
VS
ABCP

ABCP, atezolizumab + bevacizumab + carboplatin + paclitaxel; BCP, bevacizumab + carboplatin + paclitaxel; Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival;
Teff, effector T-cell; WT, wild type.

Teff-high WT
PFS Rate (95% ci) ABCP BCP
6-month 71.7% (64.6-789) | 57.0% (48.4-65.7)
12-month 46.0% (37.7-54.4) | 18.0% (10.5-25.5)
HR, 0.505 (95% ClI, 0.377-0.675)
ABCP P<0.0001

Median, 6.8 mo | Median, 11.3 mo
(95% Cl, 5.9-7.4) | | (95% Cl, 9.1-13.0)
T

100 A
g 90 A
® 80+
2
e 701
S
»  60-
]
r 50
g 40 -
#3041
o
o 201
o
a 10-
0
No. at Risk
ABCP
BCP

012345678 910111213141516 17 18 1920 21 22 23 24 25 26 27 28 29 30

Months

155 144 131 128 127 118 109 103 94 82 70 61 48 41 31 28 24 21 16
129 126 112 101 91 85 70 54 44 32 24 20 14 11 8 7 4 4 3

Extracted from Socinski MA et al. N Engl J Med. 2018;378(24):2288-2301 (supplemental appendix).

14 8 7 3 3 2 2 2
2 29 1 .4
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Difference in toxicity profile

KEYNOTE-189 (Pembro + CT, any PD-L1)?

KEYNOTE-024 (Pembro vs CT, PD-L1 250%)?

Table 2. Adverse Events of Any Cause in the As-Treated Population.*

Pembrolizumab Combination

Placebo Combination

Any Grade

200 (99.0)
16 (7.9)

30 (14.9)
21 (10.4)

23 (11.4)
12 (5.9)

12 (5.9)

105 (52.0)
94 (46.5)
77 (38.1)
64 (31.7)
43 (21.3)
61 (30.2)
49 (24.3)
47 (23.3)
57 (28.2)
52 (25.7)
49 (24.3)
23 (11.4)
30 (14.9)
26 (12.9)
29 (14.4)

Event (N=405)
Any Grade Grade 3,4, 0r5
number of patients (percent)
Any event 404 (99.8) 272 (67.2)
Event leading to discontinuation of 50 (13.8) 28 (11.9)
all treatment
Event leading to discontinuation of 112 (27.7) 81 (20.0)
any treatment component:
Discontinuation of pembrolizumab 82 (20.2) 64 (15.8)
or placebo
Discontinuation of pemetrexed 93 (23.0) 69 (17.0)
Discontinuation of platinum-based 31(7.7) 27 (6.7)
drug
Event leading to death§ 27 (6.7) 27 (6.7)
Event occurring in 215% of patients
Nausea 225 (55.6) 14 (3.5)
Anemia 187 (46.2) 66 (16.3)
Fatigue 165 (40.7) 23 (5.7)
Constipation 141 (34.8) 4 (1.0)
Diarrhea 125 (30.9) 21 (5.2)
Decreased appetite 114 (28.1) 6 (1.5)
Neutropenia 110 (27.2) 64 (15.8)
Vomiting 98 (24.2) 15 (3.7)
Cough 87 (21.5) 0
Dyspnea 86 (21.2) 15 (3.7)
Asthenia 83 (20.5) 25 (6.2)
Rash 82 (20.2) 7 (L7)
Pyrexia 79 (19.5) 1(0.2)
Peripheral edema 78 (19.3) 1(0.2)
Thrombocytopenia 73 (18.0) 32 (7.9)
Increased lacrimation 69 (17.0) 0

22 (10.9)

(N=202)
Grade 3,4, 0r5

133 (65.8)
14 (6.9)

22 (10.9)
17 (8.4)

17 (8.4)
10 (5.0)

12 (5.9)

7(3.5)
31 (15.3)
5 (2.5)
1(0.5)
6 (3.0)
1(0.5)
24 (11.9)
6 (3.0)
0
11 (5.4)
7(3.5)
3 (1.5)
0
0
14 (6.9)
0

Chemotherapy Group
(N=150)

Any Grade Grade 3,4, 0r5

number of patients (percent)

Table 3. Adverse Events in the As-Treated Population.*
Pembrolizumab Group
Adverse Event (N=154)
Any Grade Grade 3,4, 0r5
Treatment-relatedy
Any 113 (73.4) 41 (26.6)
Serious 33 (21.4) 29 (18.3)
Led to discontinuation 11 (7:1) 8 (5.2)
Led to death 1 (0.6) 1 (0.6)
Occurred in =10% of patients in either
groupi
Nausea 15 (9.7) 0o
Anemia 8 (5.2) 3 (1.9)
Fatigue 16 (10.4) 2 (1.3)
Decreased appetite 14 (9.1) 0o
Diarrhea 22 (14.3) 6 (3.9)
Neutropenia 1 (0.6) (0]
Vomiting 7 (2.0) T (0.0)
Pyrexia 16 (10.4) [0}
Constipation 6 (3.9) o}
Stomatitis 4 (2.6) (0]
Decreased neutrophil count [0] (0]
Increased blood creatinine level 3 (1.9) o
Decreased platelet count [0] (0]
Thrombocytopenia (o] o
Decreased white-cell count 1 (0.6) o
Dysgeusia 1 (0.6) [0}
Immune-mediatedf
Any 45 (29.2) 15 (9.7)
Hypothyroidism 14 (9.1) o
Hyperthyroidism 12 (7.8) o
Pneumonitis 9 (5.8) 4 (2.6)
Infusion reaction 7 (4.5) o
Severe skin reaction 6 (3.9) 6 (3.9)
Thyroiditis 4 (2.6) o
Colitis 3 (1.9) 2 (1.3)
Myositis 3 (1.9) (0]
Hypophysitis 1 (0.6) 1 (0.6)
Nephritis 1 (0.6) 1 (0.6)
Pancreatitis 1 (0.6) 1 (0.6)
Type 1 diabetes mellitus 1 (0.6) 1 (0.6)

135 (90.0) 80 (53.3)
31 (20.7) 29 (19.3)
16 (10.7) 9 (6.0)

3 (2.0) 3 (2.0)
65 (43.3) 3 (2.0)
66 (44.0) 29 (19.3)
43 (28.7) 5 (3.3)
39 (26.0) 4 (2.7)
20 (13.3) 2 (1.3)
34 (22.7) 20 (13.3)
30 (20.0) 1(0.7)

8 (5.3) 0
17 (11.3) 0
18 (12.0) 2 (1.3)
20 (13.3) 6 (4.0)
15 (10.0) 1(0.7)
18 (12.0) 9 (6.0)
17 (11.3) 8 (5.3)
16 (10.7) 3 (2.0)
15 (10.0) 0

7 (4.7) 1(0.7)

2 (1.3) 0

2 (1.3) 0

1 (0.7) 1(0.7)

2 (1.3) 0

0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0

CT, chemotherapy; Pembro, pembrolizumab; PD-L1, programmed cell death-ligand 1; TPS, tumor proportion score.
Extracted from 1) Gandhi L et al. N Engl J Med. 2018;378(22):2078-20; 2) Reck M et al. N Engl J Med. 2016;375(19):1823-1833.
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PREFERRED # ONLY

Single agent IO is preferred but certainly NOT the

ONLY treatment for PD-L1 >50%

10, immuno-oncology; PD-L1, programmed cell death-ligand 1.
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High PD-L1 is not a single entity?

PD-L1, programmed cell death-ligand 1.
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PD-L1 protein expression is a semi-quantitative biomarker that varies with different antibodies
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We need standardization of antibody
and a validated cut-off

PD-L1, programmed cell death-ligand 1.

Extracted from Hirsch FR et al. J Thorac Oncol. 2017;12(2):208-222. 65



Standardized test: Blueprint PD-L1 IHC assay

comparison project

« Multiple companies

* Multiple platforms
* Ventana vs Dako

* Multiple antibodies
« 22C3
« 28-8
- SP142

* Multiple cut-off
« >1%, >25%, >50%

PD-L1, programmed cell death-ligand 1.

Extracted from Hirsch FR et al. J Thorac Oncol. 2017;12(2):208-222.

% Tumor Cell Staining

% Immune Cell Staining
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KEYNOTE-001: First study that validated
PD-L1 expression cut-off at 50%

Training Set: Selection of PD-L1 Cutpoint and
Scoring System Using a Clinical Trial IHC Assay

1143 Patients were screened for enrcllment

|

495 Received =1 dose of pembrolizumab

182 Were assigned to the
training group

A\

|

313 Were assigned to the
validation group

|

l

171 Had previous treatment

11 Did not have previous
treatment

223 Had previous treatment

90 Did not have previous

53 Did not meet all
requirements for
this population

treatment
67 Did not meet all 42 Did not meet all
requirements for requirements for -
this population this population
Y J

129 Were included in cutoff-
selection population

Cl, confidence interval; IHC, immunohistochemistry; ORR, overall response rate; PD-L1, programmed
cell death-ligand 1; PS, performance status.

156 Were included in
population with PD-L1
that could be evaluated

48 Were included in
population with PD-L1
that could be evaluated

Extracted from Garon EB et al. N Engl J Med. 2015;372(21):2018-28.

10
a8 PS=50% | pas=11%
08
P35=1% Scoring Systems Assessed
o7 \‘
= PS: percentage of cells with
£ ce membranous PD-L1 staining at any
‘; intensity
3 08 = P2S: percentage of cells with
£ membranous PD-11 staining at
g 04 moderate or strong intensity
B
s = P3S: percentage of cells with
membranous PD-L1 staining at
a2 strong intensity
01
0.0
0.0 0.1 0.2 0.3 0.4 05 0.6 0.7 0.8 09 1.0
False Positive Rate
100 WPS>50% MPS1-49%
X
. 10
-
O 60
5 50
)
&
o 30
20

45.2 16.5 10.7
Total?

439 156 971

Previously Treated®

Clinical trial assay (CTA) used same
22C3 antibody as prototype assay
Cutpoint selection based on irRC by
investigator review

— Results confirmed using RECIST v1.1
by central review

Choice of PS 250% based on:
— Correlation with the Youden index

— Ease of use

Predictive value not improved by
incorporating inflammatory T cells

At time of cutpoint selection,
30.1% had PS >50%

— 45.5% ORR per investigator irRC

— 36.6% ORR per central RECIST v1.1

HPS <1%

50.0 19.2 16.7

Treatment Naive®

When measurable disease is NOT required, the ORR (95% Cl) in the PS 250% subgroups are:
42.3%, 41.0%, and 47.1% in the total, previously treated, and treatment-naive populations? 67




KEYNOTE-024

Key Eligibility Criteria
Pembrolizumab
* Untreated stage IVNSCLC 200 mg IV Q3W

* PD-L1 TPS =50% (PACETD)
* ECOG PS 0-1

* No activating EGFR mutation
or ALK translocation

* No untreated brain
metastases

Platinum-Doublet

Chemotherapy
(4-6 cycles)

* No active autoimmune
disease requiring systemic
therapy

Primary: PFS (RECIST v1.1 per blinded, independent central review)

Secondary: OS, ORR, safety
Exploratory: DOR

ALK, anaplastic lymphoma kinase; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, estimated glomerular filtration rate; 1V, intravenous; NSCLC, non-small cell lung cancer;
ORR, overall response rate; OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; Q3W, every 3 weeks; R, randomized; TPS, tumor proportion score.
Extracted from Reck M et al. N Engl J Med. 2016;375(19):1823-1833.



KEYNOTE-042

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Key Eligibility Criteria

sUntreated locally advanced or metastatic
NSCLC of any histology

*PD-L1 TPS 21%?
*No sensitizing EGER or ALK alterations
*ECOG PS Oor 1
*No untreated or unstable CNS metastases Carboplatin AUC 5 or 6 Q3W +

*No history of pneumonitis that required Paclitaxel 200 mg/m? Q3WP"
systemic corticosteroids OR

Carboplatin AUC 5 or 6 Q3W +
Pemetrexed 500 mg/m2 Q3WP

for up to 6 cycles

Stratification Factors To ny Mok
Region (east Asia vs rest of the world) Key End Points
ECOGPS (0vs 1)

Primary: OS

Histology (squamous vs honsquamous)
PD-L1 TPS (250% vs 1-49%) Secondary: PFS, ORR, safety

Exploratory: DOR

ALK, anaplastic lymphoma kinase; AUC, area under the curve; CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, estimated glomerular filtration
rate; NSCLC, non-small cell lung cancer; ORR, overall response rate; OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; Q3W, every 3 weeks; R, randomized; TPS, tumor proportion score. 69
Extracted from Mok TSK et al. Lancet. 2019;393(10183):1819-1830.



PFS outcomes of KEYNOTE-024 and -042 are
different despite the similar high PD-L1 expression

PD-L1250% 1% . , _
Hazard ratio for disease progression or death,
90 0.50 (95% Cl, 0.37—0.68)
P<0.001
80
3
= 704
(1]
2
£ 60
a
g 50
by
s
o 40 Pembrolizumab
g
g 304
o
20
104 Chemotherapy
0 T T T T T 1
0 3 6 9 12 15 18
Month
No. at Risk
Pembrolizumab 154 104 89 44 22 3 1
Chemotherapy 151 99 70 18 9 1 0

KN-024 PFS HR 0.50?

Cl, confidence interval; HR, hazard ratio; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival.
Extracted from 1) Reck M et al. N Engl J Med. 2016;375(19):1823-1833; 2) Mok TSK et al. Lancet. 2019;393(10183):1819-1830.



PFS outcomes of KEYNOTE-024 and -042 are
different despite the similar high PD-L1 expression

PD-L1 250%

subgroup 1% HR 0-81 (95% Cl 0-67-0-99), p=0-0170
90
80—
70
60
504
40
301

Progression-free sunvival (%)

20—

10

Pembrolizumab
T I T T

0 é 1|2 18 24 30 36 42

o Chemotherapy
I

Number at risk

(censored)
Pembrolizumab group 299 (0) 163 (4) 100(15)  52(43) 27 (58) 6(74) a(78) 0(78)
Chemotherapy group 300(0) 162 (22) 63(38) 22(56) 6(63) 0(67) 0 (67) 0(67)

KN-042 PFS HR 0.812

Cl, confidence interval; HR, hazard ratio; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival. 71
Extracted from 1) Reck M et al. N Engl J Med. 2016;375(19):1823-1833; 2) Mok TSK et al. Lancet. 2019;393(10183):1819-1830.



EMPOWER-Lung 3: Chemo/cemiplimab combination is
highly effective in PDL1>50% population

Overall survival

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Probability of OS

Number of patients at risk

Cemiplimab + chemotherapy
Placebo + chemotherapy

Median (95% CI)

Cemiplimab + chemotherapy
Placebo + chemotherapy

53.9%

21.1 mo (15.9-23.5)
12.9 mo (10.6-15.7)

HR 0.65

HR (95% CI
0.65 P=0.0003

(0.51-0.82)
Cemi+CT

312
154

289
141

269
126

256
112

8 10 12 14 16
Month
233 210 195 180 160 154
98 B89 75 64 57 48

T
18

20 22

145
40

121
34

24

94
31

71
19

Cl, confidence interrval; HR, hazard ratio; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival.
Extracted from Makharadze T et al. Cemiplimab plus chemotherapy versus chemotherapy alone in advanced non small cell lung cancer: 2 year follow up results from the Phase 3 EMPOWER Lung 3 Part 2 trial. Presented at ELCC;

October 20-24, 2023; Madrid, Spain. Available at: https://oncologypro.esmo.org/meeting-resources/european-lung-cancer-congress-2023/cemiplimab-plus-chemotherapy-versus-chemotherapy-alone-in-non-small-cell-lung-cancer- 72
longer-follow-up-results-from-the-phase-ii-empower-lung-3-trial.

0S

Median (95% CI), months

Cemiplimab + Placebo +
PD-L1 chemotherapy chemotherapy HR
expression (n=312) (n=154) (95% CI)
>50% 23.5 144 0.56 HR 0.56
- (17.9-NE) (9.3-19.5)  (0.36-0.86)
0 23.2 12.0 0.50
1-49% (181-272)  (83-157)  (034-074)
12.8 14.2 0.94
<19 .
1% (06-156)  (91-180)  (0.62-142)



https://oncologypro.esmo.org/meeting-resources/european-lung-cancer-congress-2023/cemiplimab-plus-chemotherapy-versus-chemotherapy-alone-in-non-small-cell-lung-cancer-longer-follow-up-results-from-the-phase-iii-empower-lung-3-trial
https://oncologypro.esmo.org/meeting-resources/european-lung-cancer-congress-2023/cemiplimab-plus-chemotherapy-versus-chemotherapy-alone-in-non-small-cell-lung-cancer-longer-follow-up-results-from-the-phase-iii-empower-lung-3-trial

RATIONALE-304: Chemoltislelizumab is highly effective
in the PD-L1 >50% population

Overall survival Figure 2  Kaplan-Meier plot of OS in BGB-A317-304 in patients with PD-L1 >50%
1
i 100+ Hﬂ_—\—|_| Events Aledian Hazard ratio
Table 2. OS Analyses (ITT Analysis Set) le-, — (%) {95% CT) (95% CT)
a1 1—|_|_\_% T+FP 24(324) NEME-NE) 0.39[022-0.71]
Median OS, months {95% CI) o o PP 20(35.6) 131(3.6-NE)
HR (95% CI) ;E 1
Arm A Arm B Arm A vs B Z 70 m
ITT analysis® 216(17.9,26.0) 20.1(14.9,28.1) 0.85(0.63,1.14) g 60 HR 0.39
E o
Two-stage = - il e
ot 21.6(17.9, 26.0) 149(13.3,21.1) 0.68 (0.50,0.92) E 0 e T|sle + CT
mmmi&.mm—rmms] mammmmmpﬁm é 30 : .
Arm B: Planum-based chemotherapy and pemetrened. ITT analysts et incuded a3l randomized patients. sWiedan (35% ) E
| A A, 398 (381, m1}mmaaﬁﬁmumpm shiedian (95% CI) folow-up: Arm A, 386 (351, 20 CT
40.1) months; Am B, 2000 (142, 36.0) monhs. Abbreviations: Cl, comiidence Infenal; HR, hazand rasio; T, Intent-in-ireat; g
OS5, overall sundval.
104
HR 0.68 0

(two-stage mode) ) 2 8 ) 12 15 18 21 21

No. at sk Time (months)
TP 7 72 El & 59 =0 = it 2
1 2 2 12 17 15 3 3 0

Cl, confidence interval; chemo or CT, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; NE, not estimable; NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death-ligand 1; Tisle, tislelizumab.
1) Extracted from Lu S et al. Randomized Phase 3 Study of Tislelizumab Plus Chemotherapy Versus Chemotherapy Alone as First-Line Treatment for Advanced Nonsquamous Non-Small Cell Lung Cancer: RATIONALE-304
Updated Analysis. Poster 138P. Presented at ESMO 10; December 2022; Geneva, Switzerland. Available at: Lu_BGB-A317-304_ESMO_lO_Poster_2022.pdf; 2) Tevimbra SmPC, July 2024.



https://www.beigenemedical.com/CongressDocuments/Lu_BGB-A317-304_ESMO_IO_Poster_2022.pdf

PD-L1 >50% is a heterogenous population!

PD-L1, programmed cell death-ligand 1.
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PD-1 inhibitors monotherapy for PD-L1 50-89% vs PD-L1 290%

A

60%
50%
40%
30%
20%

10%

Objective response rate

0%
PD-L1 TPS
No.

P<0-001

50-89%
319

290%
197

B

© < o o =
[ EN » o [=}

Progression-free survival (%)

o
=)

No. Median PFS (95% Cl)
—— PD-L1TPS 290% 197 9-0 months (5:7-13-6)
\ PD-L1 TPS 50-89% 319 5-4 months (4-1-6-9)

| HR, 0-69 (95% ClI, 0-56-0-84), P<0-001

66

Number at risk
197 107 83 70 60 53 46 36 21 8 0 0
319 143 95 64 48 45 32 24 16 3 1 0

C

1.0

0.8

Overall survival (%)

e
[}

0.0

No. Median OS (95% CI)
—— PD-L1 TPS 290% 197 304 months (21-7-45-3)
N PD-L1 TPS 50-89% 319 18-6 months (15-:9-22-9)

L HR, 0-70 (95% ClI, 0-56-0-88), P<0-01

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

Months

Number at risk

=197 152 131 113 100 89 74 58 33 15 0 0

319 235 191 143 114 89 74 47 27 9 1 0

Cl, confidence interval; HR, hazard ratio; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; TPS, tumor proportion score.

Extracted from Ricciuti B et al. JTO Clinical and Research Reports. 2024; doi: https://doi.org/10.1016/j.jtocrr.2024.100675 (pre-proof).
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Some patients don’'t do well with single-agent 10 despite high PD-L1 expression

A) TC3 or IC3WT

Arm A (atezo) | Arm B (chemo)
100 Landmark n=107 n=298
? a0 4 6-mo PFS 50.8 383
= @ (95% Clj, % (50.4, 692) (285, 48.1)
5 1 Median PFS, 5.0 m
oL Sockan FFS, S0 12.m0 PFS %9 216 PD-L1 250% ITT
5 o o (95% Cl), % (27.0, 46.9) (12.6, 30.6)
o B0 4 E o B L4 s o o
8 r.,h_--_. an F F_ 5.8 _l ma HR, 0.63 (95% CI: 0.45, 0.88) Hc!-. of Median PFS (95% CI)
& 50 1 (95% CI 6.8 i) Patients mo
gl 40 4 10 Cemiplimab 283 8.2 (95% Cl, 6.1-8.8)
E 30 4 0.9 Chemotherapy 280 5.7 (95% Cl, 4.5-6.2)
E 21 w 08 HR, 0.54 {95% CI, 0.43-0.68); P<0 0001
& 10 E )
04 1 07 12-mo PF5 (95% CI), %
0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 M 34 38 E. @ 06 407 (33.7-47.5)
Mo. at sk Months = ..E 05 Vs
b 107 B2 72 B0 45 31 25 21 16 13 10 B 1 2 E c - 71(36-12.1) 18-mo PFS (5% CI), %
b e ' S A : S 2 04 278 (18.4-36.7)
o g Vs
= 03 NE
.o
Atezolizumab (IMpower110)’ & 02
01 .
Chemotherapy Cemiplimab
0 1 L] L] L] L] L] 1 1 L] L] L] L] 1 L] L] 1 1
1 Events,n HR
N ) (95% CI) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
) Month
Pembrolizumab 154 126 (81.8) 0.50 No_at risk
» : . Cemiplimab 283 221 162 123 92 59 43 28 20 14 11 & &5 3 0 0 0
- Chemotherapy 151 141(93.4) (0.39-0.85) Chemotherapy280 220 157 104 42 20 8 4 3 0 0 0 0 0 0 0 O
z Median (35% CI)
g H% H
3 & 770 61-10.2mo Cemiplimab (EMPOWER-Lung1
2 5.5 mo (4.2-6.2 mo)
. 50 . .
: *Dako 22C3; past history of smoking
= 40
-
5 0
g
o 20
10
0 T T T T T 1 T T T T |
0 ] 12 18 24 50 1% 42 48 54 1] [ Atezo, atezolizumab; chemo, chemotherapy; Cl, confidence interval; HR, hazard ratio; 10, immuno-oncology; ITT, intent-to-treat; mo, months; PD-L1, programmed cell death-
ligand 1; PFS, progression-free survival; TC, tumor cell, PD-LI expression on 250% of tumor cells; WT, wild type.
Time, manths Extracted from 1) Herbst RS et al. N Engl J Med. 2020;383(14):1328-1339 (supplementary appendix); 2) Brahmer JR et al. LBA51 - KEYNOTE-024 5-year OS update: First-
. '“' bl , § . . . line (1L) pembrolizumab (pembro) vs platinum-based chemotherapy (chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumour proportion score (TPS) 250%.
E;;;';;:;;: :; ;; ;; "s' ISH ':' 3' '; y 11 H H Presented at ESMO Virtual Congress; September 19-21, 2020. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/keynote-024-5-year-

Pembrolizumab (KN-024)?2

PD-L1 250%

os-update-first-line-1l-pembrolizumab-pembro-vs-platinum-based-chemotherapy-chemo-in-patients-pts-with-metastatic-nsclc; 3) Sezer A et al. LBA52 - EMPOWER-Lung 1:
Phase Il first-line (1L) cemiplimab monotherapy vs platinum-doublet chemotherapy (chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-
ligand 1 (PD-L1) 250%. Presented at ESMO Virtual Congress; September 19-21, 2020. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-
2020/empower-lung-1-phase-iii-first-line-1I-cemiplimab-monotherapy-vs-platinum-doublet-chemotherapy-chemo-in-advanced-non-small-cell-lung-cancer-n.
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https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/keynote-024-5-year-os-update-first-line-1l-pembrolizumab-pembro-vs-platinum-based-chemotherapy-chemo-in-patients-pts-with-metastatic-nsclc
https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/keynote-024-5-year-os-update-first-line-1l-pembrolizumab-pembro-vs-platinum-based-chemotherapy-chemo-in-patients-pts-with-metastatic-nsclc
https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/empower-lung-1-phase-iii-first-line-1l-cemiplimab-monotherapy-vs-platinum-doublet-chemotherapy-chemo-in-advanced-non-small-cell-lung-cancer-n
https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/empower-lung-1-phase-iii-first-line-1l-cemiplimab-monotherapy-vs-platinum-doublet-chemotherapy-chemo-in-advanced-non-small-cell-lung-cancer-n

Never-smokers may not

Keynote-024 (TPS =50%)1

do well with single-agent IO

Subgroup HR {95% Cl}
Owarall [N = 305) 0.62 {0.47 to 0.86) +
Afle, years :
= B5In = 141} 0.60 {0.28 10 0,98] ——
=65 (n = 164] 0,64 {042 to 0.93] +
Sax 1
Male (n = 187) 0.54 {036 to 0.79] —fl—
Female (n = 118) 085 {0.56 to 1.62] -i—.—
Enrollment region ]
East Asia (n = 40) 0.25 {0.12 to 1.01] - 4
Mon-East Asla (n = ZE6) 0.ET 0,43 10 0.93] ——
ECOG PS ;
O n =107} 0.78 {044 10 1,37] el
1in =197} 0.56 {0,329 10 0,81] ——
Hish:lll:lla'f i
Squamous (n = 5B) 0,73 40,28 10 1.39] ————
MNonsguamous [n = 248) 0.58 {0417 1o 0.83] —_——
Smoking status i
Current (n = 65) 087 40.41 to 1.60) —_—lr
Former in = 216] 0.58 {0.41 to 0.85] —a—
var (n = 24} 0,90 (0,11 10 7.58) — )
Treated brain metasiases E
Was (n = 28] 0.73 {0.20 to 2.62] b
Mo in = 277) 064 {046 to 0.83) —i—
Chemaotherapy regimen ]
With permetrexed (n = 199) 066 {045 to 0.97) —_—
Without permetrexed (no= 106) 066 40.33 10 0.95] —_——
T ]
0.1 - 1 —— 10
Pembrolizumakb better Chemotherapy better
HR {95% Cl)

Never-smoker: HR, 0.9 (95%CIl: 0.11-7.59)

Cl, confidence interval, ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; IC, immune cell; 1O, immuno-oncology; TPS, tumor proportion score.
Extracted from 1) Reck M et al. J Clin Oncol. 2019;37(7):537-546; 2) Herbst RS et al. N Engl J Med. 2020;383(14):1328-1339 (supplementary appendix).



Never-smokers may not do well with single-agent |10

IMpower 110 (TC3/1C3)2

Mediagn OS, mo

Subgroup* n%) OSHR(95%CI} Atezo Chemo
<5 years 102 (498} —a—> 0.58(0.34,1.04) NE 131
65-74 years 80 (32.0) e 0.63(034,1.18) 178 104
> 74 years 23(112) 0.7210.18, 3.58) NE %2
Mae 143 (89.8) = 057(035,083) 231 131
Female §2(302) ——1 069(03%,138) 178 141
W 188 (82.4) —— 067044,10%) 178 131
Asian 35(17.1) R 0.38(0.13, 1.13) NE 141
Ewope 153 (74.6) —o- 0.81(052,12T) 178 131
Asia Pacfic 33(168) 0.35(0.12, 1.04) NE 123
South America 11(54) «— ‘ 0.17 (0,02, 1.48) NE X
North America 7134) s <001(0.00,NE)  NE 114

(Lsever used obaceo 24(11.7) — e 183063.531) 80 159 |
rent § user 351259) e —— 0.3510.12,0.88) TE 02
Previcus tobacoo user 132 (844) —— 0.6010.35, 1.00) 231 131
Nonsgquamcus histology 135 (758) . 0.62 (042, 0.98) 202 105
Squamous histology 50 (24.4) ey ‘ 0.56 (023, 1.37) NE 153
ECCGPSO 73(355) 0.42(020,082) NE 157
ECCGPS 1 132 (84 4} —e—t 0.69(043.1.10) 165 131
Al TC3 or IC3 WT patients  205(100) —e—| T 0.59(0.40,089) 202 134

01 10 70
Hazard Ratio
Favors Atezo (Arm A) Favors Chemo (Arm B

Never-smoker: HR, 1.83 (95%CI: 0.63-5.31)

Cl, confidence interval, ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; IC, immune cell; IO, immuno-oncology; TPS, tumor proportion score.
Extracted from 1) Reck M et al. J Clin Oncol. 2019;37(7):537-546; 2) Herbst RS et al. N Engl J Med. 2020;383(14):1328-1339 (supplementary appendix).



Subgroup of patients with high PD-L1 don’t respond as well to single
agent |10, thus certainly NOT the ONLY treatment

10, immuno-oncology; PD-L1, programmed cell death-ligand 1.
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Why do we give immunotherapy to patients?



To help patient living a full and colorful life

Image provided courtesy of Tony Mok.




Single-agent 10 has improved the 5-year OS
rate of patients with advanced NSCLC

Platinum-based doublets in advanced NSCLC!? Single agent 10 for PD-L1 250% advanced NSCLC?

100 Events, HR
Mo. Na. (%) (85% CI)
90
. . Pembrolizumab 154 103 (66.9) 0.62
We ShOU l.d nOt be Sat|Sf|ed 80 + Median (95% CI) Chemotherapy 151 123 (81.5) (0.48to 0.87)
70 26.3 (18.3 to 40.4)

with this success when

13.4 (9.4 10 18.3)

70% of patients may die!!

0S (%)

5yr OS rate <5%

Probabilidad de supervivencia

0 6 12 18 24 30 36 42 48 54 B0 66 72
0.0 :
! ! | Time (months)
0 5 10 15 No. at risk:
Meses Pembrolizumab 154 121 106 a9 78 73 66 62 54 51 20
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13

ECOG trial 1594
ECOG, Eastern Cooperative Oncology Group
P ) Schiller etal. N Engl ) Med 346:92, 2002
ASTORGA

Cl, confidence interval; HR, hazard ratio; 10, immuno-oncology; NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death-ligand 1.
Extracted from 1) Schiller JH et al. N Engl J Med. 2002 Jan 10;346(2):92-8; 2) Reck M et al. J Clin Oncol. 2021;39(21):2339-2349.
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PD-L1 is only one piece of a complex puzzle

Effector memory
A B Tcels

Priming and
activation

7 \
1

TNF, (FNY | )

g,‘m 4 ) Effector T oels and effector mrﬂ:gnoq
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Therapeutic tumor antigen and kiling tumor calls @
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vaccines .
e .
T Tumor amlgen » Jumor antigen
B ol releasing when { Therapeutic
S l tumor cell cancer
- ;‘ | apopltosis or vaccines
\\1 NOCrosis O qer
) — Momory T cells
0, Recognition of
cancer cells by T cells i

APC recognizing
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fumor antigen
on the surface

N

Killing of cancer cells
PR-L1/PD-1

Ralease of cancer
cell antigens

e g chemolherapy

o\c- Tumor cell TCR 7 PD- mRNA

: v I M APC moving to peripheral lymph nodes
© Tumor Antigen v MHC Class 1l | FasL ™, Peptide/Protein through lymph tube

. T cell ¥ IFN-y FAS @ Cell based therapy

*APC T PDL1IL2 / DNA ‘@ Viral vecor

APC, antigen-presenting cell; CTLA4, cytotoxic T-lymphocyte-associated protein 4; IFNy, interferon gamma; IL-2, interleukin-2; MHC, major histocompatibility complex; PD-1, programmed cell death protein 1;

PD-L1, programmed cell death-ligand 1; TCR, T cell receptor; TNF, tumor necrosis factor.
Extracted from Katopodi T et al. Pharmaceutics. 2024;16(4):455.
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Multiple potential partners

APC, antigen-presenting cell; CAR-T, chimeric antigen receptor T cells; CD,
cluster of differentiation; CTLA4, cytotoxic T-lymphocyte-associated protein
4; IFN, interferon; IL, interleukin; LAG-3, lymphocyte-activation gene 3
protein; PD-1, programmed cell death protein 1; PD-L1, programmed cell
death-ligand 1; TCR, T cell receptor; TIGIT, T cell immunoreceptor with Ig
and ITIM domains; TLR, toll-like receptor; TNF, tumor necrosis factor;
VEGF, vascular endothelial growth factor.

Extracted from Mellman | et al. Immunity. 2023;56(10):2188-2205.
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CTLA-4 inhibitor as partner: POSEIDON

T+D+CT vs CT

Stage IVNSCLC T+D+CT CT
N=1013 (randomised) T (week 16 1.0~ (E(,Z")e”tS/pa“e”tS’ N 579/338(82.5)  304/337 (90.2)
* EGFR/ALKwt T+D+CT! only) mOS, months (95% CI) 14.0 (11.7-16.1) 11.6 (10.5-13.1)
 ECOGPSOor1 q3w 4 cycles +D q4w until 0.8 - HR* (95% CI) 0.76 (0.64-0.89) -
* Treatment-naive for PD
metastatic disease 4
e Tumour biopsy* S 0.6 54.8%
and baseline D+CT! =
plasma sample (for D g4w until PD B 49.0%
A q3w 4 cycles o 0.44
CtDNA) o 32.8% —
a
Stratification factors 24.9% 20.9
‘L,_\‘_\_‘_ . 0
* PD-L1 expression Platinum- 0.2 21.8%\ i 157% -
(TC =250% vs <50%) + 13.3%
- based CT 270 850 b
* Disease stage (IVA ' 6.8%
VS |VB) q3W up tO 6 0.0 T T T T |==PJ_I_
cycles 0O 6 12 18 24 30 36 42 48 54 60 66 72
* Histology (NSQvs Time from randomisation (months)
SQ) No. at risk
T+D+CT 338 256 183 136 108 83 81 71 66 56 47 21 3
CT 337 235 159 110 70 50 42 31 25 21 20 10 2

ALK, anaplastic lymphoma kinase; Cl, confidence interval; CT, chemotherapy; ctDNA, circulating tumor DNA; CTLA4, cytotoxic T-lymphocyte-associated protein 4; D, durvalumab; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, estimated
glomerular filtration rate; HR, hazard ratio; mOS, median overall survival; NSQ, non-squamous; PD, progressive disease; PD-L1, programmed cell death ligand 1; q3w, every 3 weeks; g4w, every 4 weeks; SQ, squamous; T, tremelimumab; TC, tumor cell; WT, wild type.
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Extracted from Peters S et al. LBA3 - Durvalumab (D) + tremelimumab (T) + chemotherapy (CT) in first-line metastatic (m) NSCLC: 5-year overall survival (OS) update from the POSEIDON study. Presented at ESMO Immuno-Oncology Congress; December 06-08, 2023;
Geneva, Switzerland. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-immuno-oncology-congress-2023/durvalumab-d-tremelimumab-t-chemotherapy-ct-in-first-line-metastatic-m-nsclc-5-year-overall-survival-os-update-from-the-poseidon-study.



https://oncologypro.esmo.org/meeting-resources/esmo-immuno-oncology-congress-2023/durvalumab-d-tremelimumab-t-chemotherapy-ct-in-first-line-metastatic-m-nsclc-5-year-overall-survival-os-update-from-the-poseidon-study

More impressive HR In patients with high PD-L1

Events/ T+D+CT vs CT
patients, HR
n/N —e—
All patients 583/675 —e—| 0.76
Sex Male 455/517 I . I 0.68
Female 128/158 | o | 0.92
Age <65 years 308/367 . 0.76
200 vears 22/308 : |
PD-L1 TC =50% 161/198 —e—| 0.62
expression  TC <50% 422/477 F—e— 0.81
TC21% 350/420 ——— 0.71
TC <1% 233/255 —e—1+ 0.81
Histology  SQ 2291246 o 0.85
NSQ 353/428 ~ | 0.69
Planned CT  Nab-paclitaxel —e—
338/411 0.71
Pemetrexed doublet - |
o 209/222 . 1 0.85
Gemcitabine doublet —eo—|
Smoking Current 125/150 I . I 0.53
history Former 331/386 | - | 0.73
Never 126/138 —e—] 1.17
Race Asian 189/227 —— 0.94
Non-Asian 394/448 —eo—| 0.62
ECOG PS 0 187/229 : - | 0.74
1 396/446 —e—| 0.72
Brain Yes 64/78 | ° | 0.79
metastases No 519/597 —eo—1H 0.73
AJCC diseaselVA 290/337T T —0.71
stage VB 292/33%25 0.5 1 2 0.81

AJCC, American Joint Committee on Cancer
HR <1 favours D(xT)+CT vs CT (all patients analysis stratified, subgroup analysis unstratified); size of circle is proportional to the number of events across both treatment groups; DCO, 24 Aug 2023.

Favours T+D+CT Favours CT

Events/
patients, n/N

594/675

450/501
144/174

299/345
295/330

162/191
432/483
371/431
223/243

234/250
358/423

43/49
343/407
208/219

115/130
335/381
143/163

211/251
383/424

193/228
401/447

62/73
532/602

D+CT vs CT

HR

0.84

0.79
0.90

0.86
0.79

0.65
0.91
0.78
0.98

0.82
0.81

0.75
0.80
0.89

0.73
0.81
0.92

0.93
0.75

0.73
0.86

0.83
0.81

288/336 T

304/3370.25

Favours D+CT Favours CT

CT, chemotherapy; D, durvalumab; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; NSQ, non-squamous; PD-L1, programmed cell death ligand 1; SQ, squamous; T, tremelimumab; TC, tumor cell.
Extracted from Peters S et al. LBA3 - Durvalumab (D) + tremelimumab (T) + chemotherapy (CT) in first-line metastatic (m) NSCLC: 5-year overall survival (OS) update from the POSEIDON study. Presented at ESMO Immuno-Oncology Congress; December 06-08,
2023; Geneva, Switzerland. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-immuno-oncology-congress-2023/durvalumab-d-tremelimumab-t-chemotherapy-ct-in-first-line-metastatic-m-nsclc-5-year-overall-survival-os-update-from-the-poseidon-study

—0.70
2 0.99
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https://oncologypro.esmo.org/meeting-resources/esmo-immuno-oncology-congress-2023/durvalumab-d-tremelimumab-t-chemotherapy-ct-in-first-line-metastatic-m-nsclc-5-year-overall-survival-os-update-from-the-poseidon-study

TIGIT

T cell immunoreceptor with immunoglobulin and ITIM domain

2: Immunosuppressive
DC

1: T/NK cell-intrinsic inhibition

3: inhibition of
CD226 signaling

x .. Fap2
% F. nucleatum

5: Fap2-induced T/NK cell
inhibition

Fgl2nL-10- T

4: Treg stability and suppression

APCs, antigen-presenting cells; IL, interleukin; ITIM, immunoreceptor tyrosine-based inhibitory motif; TIGIT, T cell immunoreceptor with immunoglobulin and ITIM domain; Tregs, regulatory T cells.
Extracted from Chauvin J-M and Zarour HM. J Immunother Cancer. 2020 Sep;8(2):e000957.



CITYSCAPE: TIGIT-PD-L1 in NSCL

1L Stage IV NSCLC
* EGFR/ALK wild-type

* TumorPD-L1TPS21%by | R
22C3 IHC by local or
central assay

N=135

Response (95% Cl)

Stratification Factors:
¢ PD-L1TPS (1-49% vs = 50%)

* Histology (Non-Squamous vs
Squamous)

* Tobacco use (yes vs no)

Tiragolumab 600 mg IV q3w +
Atezolizumab 1200 mg IV q3w

No PD or loss
of clinical
crossover :
benefit

Placebo 600 mg IV q3w +

Atezolizumab 1200 mg IV q3w

- Co-Primary Endpoints: ORR and PFS

- Key Secondary Endpoints: Safety,
DOR, OS, Patient-reported outcomes (PROs)

- Exploratory Endpoints: Efficacy analysis by

PD-L1 status

Updated Confirmed Overall Response Rate (ORR)

ITT
(n=135)

60- 37% 604

Placebo +

Tiragolumab +
Atezolizumab Atezolizumab

(n=67) (n=68)

ITT = intention-to-treat; TPS » tumor proportion score

Atezo, atezolizumab; Cl, confidence interval; DOR, duration of response; HR, hazard ratio; IHC, immunohistochemistry; ITT, intent-to-treat; NSCLC, non-small cell lung cancer; ORR, confirmed overall response rate; OS, overall survival; PD, progressive disease; PD-

PD-L1 TPS 2 50%
(n=58)
66%

24%

Tiragolumab+  Placebo +
Atezolizumab Atezolizumab
{n=29) (n=29)

PD-L1 TPS 1-49%
(n=77)

16% 18%

Tiragolumab+  Placebo +
Atezolizumab Atezolizumab
(n=38) (n=39)

Updated data cutoff: 02 Dec 2019

PD-L1 TPS =250%

100

40

20

Progression-Free Survival (%)

0

Median (95% C1)

HR (95% CI)

Tira + Atezo

Placebo + Atezo

NE mo (5.49-NE)
4,11 mo (2.07-4,73)

0.30*
(0.15-0.61)

No. at risk
T+A
P+A

0

29
29

28
24

26
20

26
17

26
13

23
8

PD-L1 TPS 1-49%

Progression-Free Survival (%)

*unstratified MR

6 7 8 9 10 11 12 13 14 15

Time (months) Events
19 18 18 12 10 4 3 0 0 0 12 (41%)
8 6 6 5 4 3 3 1 1 0 24 (83%)
Median (95% C1)  HR (95% Cl)

Tira + Atezo 4.04 mo (1.61-5.55) 0.89*
Placebo + Atezo  3.58 mo (1.45-5.49)  (0-53-1.49)
*unstratified HR

No. atrisk
T+A
P+A

0

38
39

1

36
37

2

23
25

3

22
21

5

15
14

6 7 8 9

Time (months)
p - S A S
12 9 9 5

10

L1, programmed cell death-ligand 1; PFS, progression free survival; g3w, every 3 weeks; R, randomized; TIGIT, T cell immunoreceptor with immunoglobulin and ITIM domain; Tira, tiragolumab; TPS, tumor proportion score.

Extracted from Rodriguez-Abreu D et al. CITYSCAPE: Primary Analysis of a Randomized, Double-Blind, Phase Il Study of the Anti-TIGIT Antibody Tiragolumab plus Atezolizumab versus Placebo plus Atezolizumab as 1L Treatment in Patients with PD-L1-Selected
NSCLC. Presented at the ASCO Annual Meeting; May 29-June 02, 2020; Chicago, IL. Available at: https://medically.roche.com/content/dam/pdmahub/non-restricted/oncology/asco-2020/ASCO-2020-presentation-rodriguez-abreu-primary-analysis-of-a-randomized-
double-blind-phase-II-study-of-the-anti-TIGIT-antibody-tiragolumab-tira-plus-atezolizumab-atezo.pdf.

Events
29 (76%)
31 (80%)
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https://medically.roche.com/content/dam/pdmahub/non-restricted/oncology/asco-2020/ASCO-2020-presentation-rodriguez-abreu-primary-analysis-of-a-randomized-double-blind-phase-II-study-of-the-anti-TIGIT-antibody-tiragolumab-tira-plus-atezolizumab-atezo.pdf
https://medically.roche.com/content/dam/pdmahub/non-restricted/oncology/asco-2020/ASCO-2020-presentation-rodriguez-abreu-primary-analysis-of-a-randomized-double-blind-phase-II-study-of-the-anti-TIGIT-antibody-tiragolumab-tira-plus-atezolizumab-atezo.pdf

SKYSCRAPER-01 (GO41717): tiragolumab + atezolizumab
in PD-L1-high 1L NSCLC

[ Phase Ill, double-blind study in 1L PD-L1-high patients with metastatic NSCLC

1L Stage IV NSCLC | = e :

« EGFR/ALK WT

* PD-L1TPS =50% (PD-L1 Treat until PD or
IHC 22C3 pharmDx assay) May 112022 " loss of clinical
OR TC3 or IC3 (VENTANA SKYSCRAPER-1 Trial does not meet benefit
PD-L1 SP142 assay) ORTC primary endpoint of PFS with
igocl)ﬁ (;/EE;?NA ) tiragolumab plus atezolizumab in : 5

= assa . . A R LR R R
N=500 Y PDL1 high population

Stratification factors Secondary endpoints:

« ECOG (Ovs 1) « OSIn « ORR « PK/ADA

 Histology (NSQ vs SQ) * PESInITT « DOR * PRO

» Geographic region (Asian vs non-Asian) * PFS&0OS « Safety
landmarks

1L, first-line; ALK, anaplastic lymphoma kinase; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; IHC, immunohistochemistry; ITT, intention-to-treat; 1V,
intravenously; NSQ, nonsquamous; OS, overall survival; PD, progressive disease; PFS, progression-free survival; PK/ADA, pharmacokinetic/anti-drug antibodies; PRO, patient-reported outcome; Q3W, every 3 weeks; SQ,
squamous; TC, tumour cell; TPS, tumour proportion score; WT, wild-type.

https://clinicaltrials.gov/study/NCT04294810.



https://clinicaltrials.gov/study/NCT04294810

“Data leak” in August 2023

The interim results for the primary endpoint of overall survival
were not mature at the time of the second interim analysis, with
median overall survival estimates of 22.9 months [95% CI: 17.5,
NE] in the tiragolumab plus Tecentriqg arm, and 16.7 months [95%
Cl: 14.6, 20.2] in the Tecentrig monotherapy arm, yielding a
hazard ratio of 0.81 [95% CI: 0.63, 1.03].

July 24, 2024

Roche announced on Thursday that it will discontinue the Phase II/Ill
SKYSCRAPER-06 study due to disappointing results from its investigational anti-

TIGIT antibody, tiragolumab. The drug failed to significantly improve survival
rates in patients with non-small cell lung cancer (NSCLC).

Cl, confidence interval; NE, not estimable; TIGIT, T cell immunoreceptor with immunoglobulin and ITIM domain.
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https://synapse.patsnap.com/organization/87bfaf037f8e60c9e25595cd98bb27e4
https://synapse.patsnap.com/organization/87bfaf037f8e60c9e25595cd98bb27e4
https://synapse.patsnap.com/target/369b0d8bda6c4e7e9bfa08bbabd60f0d
https://synapse.patsnap.com/drug/291f224d4a7c4d3cb6d9b3e48c368647
https://synapse.patsnap.com/disease/3beea980d93a4cc0abc864e27514601c

With more approaches to come...

Dual Checkpoint inhibitor combinations

LAGS based combinations

NCT04618393 /11 EMB-02 Anti-PD-1/LAG-3 bispecific Pretreated Recruiting
mAb
NCTO4140500 I RO72747669 Anti-PD-1/LAG-3 bispecific Pretreated Recruiting
mAb
NCT03549469 I XmAb22841 +- Pembrolizumab Anti-CTLA-4/L.AG-3 Pretreated Active, not
bizpecific mAb recruiting
NCT03250832 I TSR-033 +- Dostarlimab Anti-LAGS mAb Pretreated Active, not
recruiting
TIGIT based combinations
NCT04672369 I IBI939 Anti-TIGIT mAb Pretreated Recruiting
NCT04995523 I AZD2936 Anti-PD-1/TIGIT bispecific Pretreated Recruiting
mAb
NCT05102214 I/ HLX301 Anti-PD-1/TIGIT bispecific Pretreated Recruiting
mAb
NCTD4761198 I/ Etigilimab + Nivolumab Anti-TIGIT mAb Pretreated Recruiting
NCT04738487 I ME-7684A (Vibostolimab)/Pembrolizumab vs. Pembrolizumab Anti-TIGIT mAb First-Line Recruiting
(KEYVIBE-003)
NCTO4746924 111 Ociperliamab,/Tislelizumab vs. Pembrolizumab Anti-TIGIT mAb First-Line Recruiting
NCT04736173 111 Zimberelimab + Domvanalimab vs. Zimberelimab wvs. Chemotherapy Anti-TIGIT mAb First-Line Recruiting
(ARC-10)
NCT05502237 111 Zimberelimab + Domvanalimab + Chemotherapy vs. Pembrolizumab + Anti-TIGIT mAb First-Line Recruiting
(STAR-121) Chemotherapy
TIM3 based combinations
NCT02817633 I TSR-022 + nivelumab or TSR-042 or TSR-033 Anti-TIM3 mAb Pretreated Recruiting
NCTO3708328 I RO7121661 Anti-PD-1,/TIM-3 bispecific Pretreated Active, not
mAb recruiting
GITR based combinations
NCT03126110 LTI INCAGNO01876 + Anti-PD-1 mAb/Anti-PD-1 + Anti-CTLA-4 mAb GITR agonist mAb Pretreated Completed
NEG2A based combinations
NCT05221840 111 Durvalumab + Menalizumab vs. Durvalumab + Placebo Anti-NKG2A mAb Stage III Recruiting
unresectable
CTLA4, cytotoxic T-lymphocyte-associated protein 4; GITR, glucocorticoid-induced tumor necrosis factor receptor family-related receptor; LAG-3, lymphocyte-activation gene 3 protein; mAB, monoclonal antibody; PD-L1, programmed cell death-ligand 1; TIGIT, T cell 91

immunoreceptor with immunoglobulin and ITIM domain; IM-3, T cell immunoglobulin domain and mucin domain-3.
https://clinicaltrials.gov/.



lvonescimab

Designed to Potentially Improve the Balance
of Anti-tumor Activity & Safety”

Ivonescimab

Cooperative Binding Enhances
Ivonescimab Affinity*
PD-1 enhances binding avidity of

® { ) ®
Anti-VEGF VEGF promotes cooperative binding of
I . . ivonescimab to human PD-1? ivonescimab to human VEGF!
. . - s, 9,
- : First in Class” Only Phase Il Cooperative AT p 4 A @ VEGF VEGF Ivonescimab-
ngineere: . ip -
U ) PD-1/VEGF PD-1/VEGF Bispecific Binding 1L [ 4 PD1 complex
Fc-Null Region &4 VEGF A Koo U K
d ) ) Koo || Kot
. . . . . g d !‘_’ T Ivonescimab W ,4,*\ ¢ \ i \l +
3] Brings two validated In clinical Simultaneous blocking Kon Kot \_" llr X\ QAN W ’
< oncologic mechanisms development in of PD-1 & VEGF* o1 L\ A >4 N ..' Wow ?;H‘ “ 6{ & I"
N Gy into ONE novel the United States, Y s 4 Kon VKot Koo /MK nodh i B
N (& tetra Increased: Y Y Y b SN Y 3
y N valent molecule:«s Canada, Europe & e r A ¢ ‘]. ‘ﬂ
. Japan Avidity in TME® T r T T =20 (I, "!' ! PD1-hFc
Anti-PD-1 Activity of T Cells®” SA sensor i
Antibody VEGFA S [ Fixed antigen I Analyte I M [ kaltms) ] Koy (115) ]
l Fedsman | anescmab } 0 o H TASEi0 29:15“1;; | 2104 '%1 VEGFAish j_ﬁuﬁa 2‘0‘!505 ADIELE |
Linkers | POVIS 2000 [lonescmab+VEGF| 80186 | 3mEM | 251Ews | seeos Ivonesormae POI-hFe i ameto [ veoes (==
Note: A. Diagram to represent the binding profile of Note: A. Diagram to represent the binding profile of
Ivonescimab to PD-1 in the presence/absence of VEGF Ivonescimab to VEGF with or without PD-1.
9 16
Info ribuf .
Sumnitproprieary b"(:i;Tllz;)NN o CopyorDist k:V - ol thrapy het et aroved by any T o ion ) onescimab s an investigational therapy that s not approved by any regulatory authority. 1.Zhong T, et al. AACR-NCI-EORTC International Conference
Ivonescimab is currently being investigated in Phase Ill clinical studies MAT-SMT112-0023 - 022024 Ivonescimab is currently being investigated in Phase Ill clinical studies 2023.Poster #8123, Abstract #35333, Boston, MA, USA
/e —————————

VVVVVVVVVVVVVVVVVV
MAT- 5MT112 0023 - 022024

May 31 2024
First-line treatment with ivonescimab (AK112; SMT112) monotherapy led to a statistically significant and

clinically meaningful improvement in progression-free survival (PFS) compared with pembrolizumab

(Keytruda) monotherapy in patients with locally advanced or metastatic, PD-L1-positive non—small cell
lung cancer (NSCLC), meeting the primary end point of the phase 3 HARMON:i-2 trial (NCT05499390).1
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PD-L1, programmed cell death ligand 1; VEGF, vascular endothelial growth factor
Extracted from Zhong T et al. Mechanism of Action of lvonescimab (AK112/SMT112): A First-in-Class Tetravalent Bispecific Antibody with Dual Blockade of PD-1 and VEGF that Promotes Cooperative
Biological Effects. Abstract 35333. Presented at AACR-NCI-EORTC; October 11-15, 2023; Boston, MA. Available at: https://www.smmttx.com/publications/.


https://www.smmttx.com/publications/

Single agent is NOT the ONLY treatment

* Single agent |O may be preferred for patient with high PD-L1
expression but is NOT the ONLY treatment option’

* PD-L1 >50% represents a heterogenous population and some
patients don’t respond well to single-agent IO, thus certainly NOT
the ONLY treatment?”’

* Objective of immunotherapy is to help patients to live a long and
normal life, but current 5-year OS rate is only 30%, thus we must
declare single-agent IO NOT the ONLY treatment®?®

10, immuno-oncology; OS, overall survival; PD-L1, programmed cell death ligand 1.

1) Speaker’s own; 2) Ricciuti B et al. JTO Clinical and Research Reports. 2024; doi: https://doi.org/10.1016/j.jtocrr.2024.100675 (pre-proof); 3) Herbst RS et al. N Engl J Med. 2020;383(14):1328-1339 (supplementary appendix); 4) Brahmer JR et al. LBA51 -

KEYNOTE-024 5-year OS update: First-line (1L) pembrolizumab (pembro) vs platinum-based chemotherapy (chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumour proportion score (TPS) 250%. Presented at ESMO Virtual Congress; September 19-21,

2020. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/keynote-024-5-year-os-update-first-line- 11-pembrolizumab-pembro-vs-platinum-based-chemotherapy-chemo-in-patients-pts-with-metastatic-nsclc; 5) Sezer A et al.

LBA52 - EMPOWER-Lung 1: Phase Ill first-line (1L) cemiplimab monotherapy vs platinum-doublet chemotherapy (chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) 250%. Presented at ESMO Virtual Congress; 93
September 19-21, 2020. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/empower-lung-1-phase-iii-first-line-11-cemiplimab-monotherapy-vs-platinum-doublet-chemotherapy-chemo-in-advanced-non-small-cell-lung-cancer-n;

6) Reck M et al. J Clin Oncol. 2019;37(7):537-546; 7) Herbst RS et al. N Engl J Med. 2020;383(14):1328-1339; 8) Schiller JH et al. N Engl J Med. 2002 Jan 10;346(2):92-8; 9) Reck M et al. J Clin Oncol. 2021;39(21):2339-2349.



https://doi.org/10.1016/j.jtocrr.2024.100675
https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/keynote-024-5-year-os-update-first-line-1l-pembrolizumab-pembro-vs-platinum-based-chemotherapy-chemo-in-patients-pts-with-metastatic-nsclc
https://oncologypro.esmo.org/meeting-resources/esmo-virtual-congress-2020/empower-lung-1-phase-iii-first-line-1l-cemiplimab-monotherapy-vs-platinum-doublet-chemotherapy-chemo-in-advanced-non-small-cell-lung-cancer-n

Single tapa is good but combination may be better
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KEYNOTE-001
Phase 1b
Pembro
PD-L121%
9-year OS

PD-1/PD-L1 inhibitors benefit a
relevant subset of patients

Treatment-Naive Patients
Median (95% Cl)

PD-L1 TPS Events, n/N 0S, mo
TPS 250% 17127 35.4 (20.3-63.5)
TPS 1%—49% 43/52 19.5 (10.7-26.3)

OS, %
S

5-Year 08, % (95% Cl)
206 (7.7-56.1) |
15.7 (7.3-26.9)

........................................................................

TPS 250%

0 5 1

0 15 20 25 30 35 40 45 50 55 60 65 70 75
Time, months

OS, %

100

Previously Treated Patients
Median (95% Cl)

PD-L1 TPS Events, n/N 0S, mo
TPS 250% 104/138 15.4 (10.6-18.8)
TPS 1%—49% 146/168 8.5 (6.0-12.6)
TPS <1% 83/90 8.6 (5.5-10.6)

5.Year 0S, % (95% Cl)
25.0 (18.0-32.5)

12.6 (7.9-18.5)
3.5 (0.7-10.0)

TPS 250%

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75

Time, months

Cl, confidence interval; mo, months; OS, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1; Pembro, pembrolizumab; TPS, tumor proportion score.
Extracted from Garon EB et al. J Clin Oncol. 2019;37(28):2518-2527.
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O strategy in first-line setting NSCLC

% PD-L1 100

Cy Monotherapy
expression

Both histologies

oo KEYNOTE-024
ko ding KEYNOTE-042"

[ 160

el

50

in Europe?:

Nonsquamous

Pembrolizumab K

e
==

Squamous

Pembrolizumab +

Both histologies

BVZ, bevacizumab; ChT, chemotherapy; 10, immuno-oncology; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death-ligand 1.

1) Extracted from Reck M et al. J Clin Oncol. 2022;40(6):586-597; 2) Available from: press release.
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https://ir.beigene.com/news/beigene-receives-european-commission-approval-for-tislelizumab-as-treatment-for-non-small-cell-lung-cancer/674be3d8-3577-48c9-be74-b57e5c1aad93/

Advanced NSCLC: IO Selection

o Tumor
> PD-L1

» Aggressiveness
* |O Monotherapy > Tumor burden

» Genomics/TMB

 Chemo plus IO

Patient
Performance status
Smoking
Gender
Comorbidities
Convenience
Expectations

* |O plus IO combos

YVVVVYVYY

Chemo, chemotherapy; 10, immuno-oncology; NSCLC, non-small cell lung cancer; PD-L1, programmed cell death-ligand 1;
TMB, tumor mutational burden.
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* |O Monotherapy
 Chemo plus 10

* |O plus IO combos

100
Chemo, chemotherapy; 10, immuno-oncology; TMB, tumor mutational burden.
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* |O Monotherapy

101
Chemo, chemotherapy; 10, immuno-oncology; TMB, tumor mutational burden.



KEYNOTE-024
Phase 3
Pembro vs CT
PD-L1 250%
5-year OS

Median follow up: 59.9 months (range: 55.5-68.4)

Overall Survival?@

1004 Events, n HR
o0 N (%) (95% ClI)
80 Pembrolizumab 154 103 (66.9) 0.62
Median (95% CI) Chemotherapy> 151 123(81.5) (0-48-0.81)
R 704 26.3 mo (18.3-40.4 mo) i .
= 13.4 mo (9.4-18.3 mo) : :
= 607
<
5 BOA cveerrer e Ml s DAY e rerneen i b s
£ 401
>
O 304
20
101
0 T T T T r f r t T T )
0 6 12 18 24 30 36 42 48 54 60 66 72
Time, months
No. at risk
Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 0 0
Chemotherapy 151 108 80 61 48 44 35 3 28 2 13 3 0

aITT population.

Proaression-Free Survival?

KEYNOTE-024 (PD-L1 250%) — 5 year update

By RECIST v1.1 per Investigator Review®
1004 : Events, n HR
o0 N (%) (95% Cl)
0. Pembrolizumab 154 126 (81.8) 0.50
ol Chemotherapy 151 141 (93.4) (0-39-0.69)

Median (95% Cl)
50 7.7 mo (6.1-10.2 mo)
5.5 mo (4.2-6.2 mo)

Progression-Free Survival, %

[ & EEREREERRE: M
40
30
20
104
0+ - T T T - e —— e —r i T 9
0 6 12 18 24 30 36 42 48 54 60 66
Time, months
No. at risk
Pembrolizumab 154 92 62 46 38 36 30 24 20 15 3 0
Chemotherapy 151 73 20 6 5 4 3 2 1 1 0 0

bEffective crossover rate from chemotherapy to anti—PD-L1 therapy, 66.0% (99 patients in total crossed over to anti-PD-L1 therapy: 83 patients crossed over to pembrolizumab during the study, and 16 patients received subsequent anti-PD-[L]1

therapy outside of crossover; patients may have received >1 subsequent anti—-PD-[L]1 therapy).

¢Secondary end point; primary endpoint was PFS assessed per blinded, independent, central radiology review.
Cl, confidence interval; CT, chemotherapy; HR, hazard ratio; mo, months; OS, overall survival; PD-L1, programmed cell death-ligand 1; Pembro, pembrolizumab.

Extracted from Brahmer JR et al. LBA51 KEYNOTE-024 5-year OS update: First-line (1L) pembrolizumab (pembro) vs platinum-based chemotherapy (chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumour proportion score (TPS)=

50%. Presented at: European Society of Medical Oncology; September 19-21, 2020; virtual. Abstract LBA51. Available at: https://doi.org/10.1016/j.annonc.2020.08.2284.
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05 (%)

Benefit from IO monotherapy is limited in PD-L1 low or

KEYNOTE-042:
PD-L1 1-49%'

Median OS
(95% Cl), mo

Pembrolizumab (n=338)

13.4(10.7-16.9)

i Chemotherapy i
100 (n= 337) 12.1(11.0-14.0)
90 1
HR (95% Cl):
80 0.90 (0.77-1.06)
701
60 1 Median follow-up time = 46.9 mo.
50 1
40
301 20%
20' 1
10 !
0 T T T T T :I T T T T 1
0 6 12 18 24 30 36 42 43 54 60 6

Months

6

0S (%)

Intermediate expressors

Impower110:
PD-L1 TC2/3 or I1C2/32

(PD-L1 =5%)

Slide intended for educational purposes only. Cross-study comparisons are not intended.

a stratified.

Months

Cl, confidence interval; HR, hazard ratio; IO, immuno-oncology; mo, months; OS, overall survival; PD-L1, programmed cell death-ligand 1.
TC1/2 denotes PD-L1 expression on 21% and <50% of tumor cells or 21% and <10% tumor-infiltrating cells, respectively. TC2/3 or IC2/3 denotes PD-L1 expression on 25% of tumor or tumor-infiltrating cells respectively.
Extracted from 1) Cho BC et al. KEYNOTE-042 3-Year Survival Update: 1L Pembrolizumab vs Platinum-Based Chemotherapy for PD-L1+ Locally Advanced/Metastatic NSCLC. Presented at 2020 WCLC; Singapore; January 28-31, 2021. Abstract FP13.04. Available at:

https://wclc2020.iaslc.org/; 2) Herbst RS et al. IMpower110: updated OS analysis of atezolizumab vs platinum-based hemotherapy as first-line treatment in PD-L1-selected NSCLC. Presented at: 2020 World Conference on Lung Cancer Singapore. January 28-31, 2021.
Abstract FP13.03. Available at: https://wclc2021.iaslc.org/; 3) Herbst RS et al. Clinical efficacy of atezolizumab (atezo) in biomarker subgroups by SP142, SP263 and 22C3 PD-L1 immunohistochemistry (IHC) assays and by blood tumour mutational burden (bTMB):

IMpower110:
PD-L1 TC1/2 or IC1/23

(PD-L1 1-49%)

Median OS ;
(95% CI), mo Median OS, mo
Atezolizumab (n=166) 19.9 (17.2-25.3) Atezolizumab (n=170) 12.9
Chemothera Chemoth =179 14.9
100- \ (12162) Py 16.1 (12.6-18.0) 1001 ® "ﬂ\\“ emotherapy (n=179)
%01 %, HR (95% Cl)a: %07 ‘. HR (95% Cl)a:
80- 0.87 (0.66-1.14) 80 - 1.04 (0.76-1.44)
R
70+ 70 .
' 58.7% - IO L
60 . Median follow-up time = 31.3 mo. 60 -
: S
50- : > 50 1 -y
' (@) v
404 ! 40 - pimmo
30+ i o "-“Hl 30 1 Median follow-up time = 15.7 mo.
204 | 20 -
10 i 10
0 T |I T T T T T T T 0 T T T T
0 6 12 18 24 30 36 42 48 54 0 6 12 18
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Results from the IMpower110 study. Abstract LBAL. Presented at the ESMO |0 Congress; December 11-14, 2019; Geneva, Switzerland. Available at: https://medically.gene.com/content/dam/pdmahub/restricted/oncology/esmo-io-2019/ESMO-10-2019-presentation-

herbst-clinical-efficacy-of-atezolizumab-in-biomarker-subgroups.pdf.


https://wclc2020.iaslc.org/
https://wclc2021.iaslc.org/
https://medically.gene.com/content/dam/pdmahub/restricted/oncology/esmo-io-2019/ESMO-IO-2019-presentation-herbst-clinical-efficacy-of-atezolizumab-in-biomarker-subgroups.pdf
https://medically.gene.com/content/dam/pdmahub/restricted/oncology/esmo-io-2019/ESMO-IO-2019-presentation-herbst-clinical-efficacy-of-atezolizumab-in-biomarker-subgroups.pdf

Cochrane-Analysis
Overall survival IO vs CT by PD-L1 expression

Favours [immunotherapy] Chemotherapy Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 PD-L1 TPS <1%
Rizvi 2020 0.1655  0.1585 95 83 100.0% 1.18[0.86, 1.61] __-_ PDLl < 1%
Subtotal (95% CI) 95 83 100.0% 1.18 [0.86, 1.61] - HR1.18
Heterogeneity: Not applicable P0.3
Test for overall effect: Z = 1.04 (P = 0.30)
1.1.2 PD-L1 TPS21%
Carbone 2017 0.077 0.1103 271 270 21.8% 1.08[0.87, 1.34] N
Herbst 2020 -0.1863  0.1296 277 277 17.5% 0.83[0.64, 1.07] —imgarll PDL1=/>1%
Mok 2019 -0.2107  0.0705 637 637 35.5% 0.81[0.71, 0.93] - |_R 088
Rizvi 2020 -0.1278  0.0983 279 289 25.2% 0.88[0.73, 1.07] .
Subtotal (95% CI) 1464 1473 100.0% 0.88 [0.78 , 1.00] P P0.05

Heterogeneity: Tau? = 0.01; Chi? = 5.01, df = 3 (P = 0.17); I2 = 40%
Test for overall effect: Z = 1.92 (P = 0.05)

1.1.3 PD-L1 TPS 250%

Carbone 2017 -0.1054  0.1837 88 126 10.7% 0.90 [0.63 , 1.29] NI T
Herbst 2020 -0.5276  0.2097 107 98  82% 0.59[0.39,0.89] .,

Mok 2019 -03711  0.1064 299 300 31.3% 0.69 [0.56 , 0.85] . =/> 5004*
Reck 2016 -0.478  0.1306 154 151  20.9% 0.62 [0.48 , 0.80] - g - PD-L1=/>50%
Rizvi 2020 -0.2744  0.1591 118 107 142% 0.76 [0.56 , 1.04] T | HR 0.68
Sezer 2020 -0.5621  0.1558 283 280 14.8% 0.57[0.42, 0.77] g

Subtotal (95% CI) 1049 1062 100.0% 0.68 [0.60 , 0.76] & P<0.00001
Heterogeneity: Tau? = 0.00; Chi2 = 5.06,df =5 (P=0.41); 2= 1%

Test for overall effect: Z = 6.52 (P < 0.00001)

Test for subgroup differences: Chi? = 16.31, df = 2 (P = 0.0003), I? = 87.7% 0{5 0_=7 155 2l
Favours [immunotherapy] Favours [chemotherapy]
* Moderate certainty of evidence
Chemo, chemotherapy; Cl, confidence interval; HR, hazard ratio; 10, immuno-oncology; PD-L1, programmed cell death-ligand 1; TPS, tumor proportion score. 104

Extracted from Ferrara R et al. Cochrane Database Syst Rev. 2020;12(12):CD013257.



IPSOS
Phase 3
Atezo vs CT
PD-L1 all %
mFU 41 mo.

IPSOS trial: Atezo 1L in PS 2-3 patients/elderly PS 1

Primary Endpoint: OS

100

60—

Overall survival (%)

40—+

20—+

—— Atezolizumab Atezo Chemo
= Chemotherapy (n=302) (n=151)
Events, n (%) 249 (82.5) 130 (86.1)

10.3 9.2
(9.4,11.9) | (5.9,11.2)

0.78 (0.63, 0.97)
0.028°

mOS (95% Cl), mo

HR (95% Cl)2
~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ P-value

Median follow-up: 41.0 months
Minimum follow-up: 32.0 months

T
0

No. at risk
Atezolizumab 302
Chemotherapy 151

T
6 12 18 24 30 36 42 48 54
Months
180 122 86 64 50 37 17 5 0
80 52 31 16 9 7 2 4

Secondary Endpoints: PFS

100

80—

60—

40—+

Progression-free survival (%)

20—

0

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, HR (95% Clya

Atezolizumab

= Chemotherapy
Atezo Chemo
(n=302) (n=151)
Events, n (%) 276 (91.4) = 138 (91.4)
4.2 4.0
mPFS (95% Cl), mo (37.55) (2.9.5.4)

0.87 (0.70, 1.07)

No. at risk

Atezolizumab 302
Chemotherapy 151

T T l T T T T T T
o] 6 12 18 24 30 36 42 48 54
Months
111 55 32 24 19 1 s 1 0o
44 18 6 2 [¢] 8] 0 0 0

0S

Atezo Chemo

n n HR (95% ClI)

PD-L1 expression level® ;
TC <1% 151 61 i 0.81(0.58.1.11)
TC 21% 127 78 H 0.84 (0.62,1.15)
TC 1-49% T7 53 e 0.84{0.57,1.22)
TC =50% 50 25 i 0.87 (0.50, 1.52)
Unknown 24 12— 1049 (0.21,1.14)

01 1 10
HR

-

.flIEI{i [zumah beitar Chemotharapy batier

Author’s conclusion:

1L treatment with atezolizumab improved OS in
this poor-prognosis NSCLC population with no
EGFR and ALK alterations regardless of histology,
PD-L1 status and ECOG PS with no new safety
signals identified, while maintaining QoL

1L, first line; ALK, anaplastic lymphoma kinase; Atezo, atezolizumab; Chemo, chemotherapy; Cl, confidence interval; EGFR, estimated glomerular filtration rate; HR, hazard ratio; mFU, median follow-up; mo, months;

NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival;, PS, performance status; QoL, quality of life.
Extracted from Lee SM et al. IPSOS: Results from a Phase 3 study of first-line (1L) atezolizumab (atezo) vs single-agent chemotherapy (chemo) in patients (pts) with NSCLC not eligible for a platinum-containing regimen. Presented at

the ESMO Congress; September, 09-13; 2022; Paris France. Abstract LBA11. Available at: http://medically.roche.com/global/.
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KEYNOTE-189
Phase 3
Non-squamous
Pembro + CT vs CT
PD-L1 all %

5-year OS

PD-1/PD-L1 + CT combos may enlarge the

KEYNOTE-189 (Non-Squamous)’

benefit

Events,n(%)  Medlan (95% CI) HR (95% Cl)
Pembro + chemo 329(80.2) 22.0(19.5-24.5) 080
Placebo + chemo 183 (88.8) 10.6 (8.7-13.6) QAL
1 L31.3% :
(|TT) g AT4% L 236%
20+
104
0 12 2% % @
No. at risk Time, mo
Pembro + chemo 410 283 184 126 9
Placebo + chemo 206 98 55 U 27
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS <1%
Pembro + chemo  Placebo +chemo  Pembro + chemo  Placebo +chemo  Pembro + chemo Placebo + chemo
(n=132) (n=170) (n=128) (n=58) (n=127) (n=63)
OS HR (95% CI) (.68 (0.49-0.96) 0.65 (0.46-0.90) 0.55 (0.39-0.76)
5y OS rate, % 296 214 198 17 96 9.3

¥aplan-Meier estimate. Data culoff date: March 8, 2022

KEYNOTE-407
Phase 3
Squamous
Pembro + CT vs CT
PD-L1 all %
. 9 5-yearOS
0S:ITT KEYNOTE-407 (Squamous)? ~==-
Eventsn(%)  Median(95%Cl)  HR(95%C))
Pembro + chemo 225(80.9) 17.2 (14.4-19.7) o
Placebo + chemo a3 me(os-tay (0908
0 2 2% % Y
No. at risk Time, mo
Pembro + chemo 278 180 100 83 60 10 0
Placebo + chemo 281 137 84 50 k] 7 0
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS <1%
Pembro+chemo  Placebo+chemo  Pembro+chemo  Placebo+chemo  Pembro+chemo  Placebo + chemo
(n=73) (n=13) (n=103) (n=104) (n=95) (n=99)
0S HR (95% Cl) 0.68 (0.47-0.97) 0.61(0.45-0.83) 0.83(0.61-1.13)
9y 0S rate2 % 233 83 206 16 107 131

Cl, confidence interval; CT, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1; Pembro, pembrolizumab; TPS, tumor proportion score.
Extracted from Garassino MC et al. 973MO - KEYNOTE-189 5-year update: First-line pembrolizumab (pembro) + pemetrexed (pem) and platinum vs placebo (pbo) + pem and platinum for metastatic nonsquamous NSCLC. Presented at ESMO Congress; September, 09-13; 107

2022; Paris France. Abstract 973MO. Available at: https://oncologypro.esmo.org/973MQ; 2) Novello S et al. 5-Year Update From KEYNOTE 407: Pembrolizumab Plus Chemotherapy in Squamous Non—Small Cell Lung Cancer. Presented at ESMO Congress; September, 09-
13; 2022; Paris, France. Abstract 974MO. Available at: https://oncologypro.esmo.org/974MQ.



https://oncologypro.esmo.org/973MO
https://oncologypro.esmo.org/meeting-resources/esmo-congress-2022/5-year-update-from-keynote-407-pembrolizumab-plus-chemotherapy-in-squamous-non-small-cell-lung-cancer-nsclc

Phase Il trials with PD-1/PD-L1 inhibitors in advanced NSCLC

ChemolO, chemoimmunotherapy; Cl, confidence interval; HR, hazard ratio; mo, months; NSCLC, non-small cell lung cancer; OS, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1;

PFS, progression-free survival.

PD-(L)1 Inhibitor Design Population PFS HR (95% Cl) 0S HR (95% Cl)
Median (mo) Median (mo)
EMPOWER-Lung3'  Cemiplimab Plat doublet +/- All histologies 0.56 (0.44-0.70) 0.71(0.53-0.93)
cemiplimab 8.2vs.5.0 21.9vs.13.0
Gemstone-302 Sugemalimab Carbo/pacorpem+/- Al histologies 0.50 (0.39-0.64) 0.65 (0.50-0.84)
sugemalimab 7.8vs.49 25.4vs.16.9
CHOICE-013 Toripalimab Plat doublet +/- All histologies 0.49(0.39-0.61) 0.69(0.53-0.92)
toripalimab 84vs.56 NRvs.17.1
Keynote 4074 Pembrolizumab " . 57{0.47-0.69 0.71(0.58-0.88
Bfnote embrolzuma Plus 7 additional phase Ill studies ( ) [ )
i ) Ovs.5.1 17.1vs. 11.6
comparing chemolO vs chemo in non-
IMpower131 Atezolizumab NSCLC 71{0.60-0.85) 0.88 (0.73-1.05)
Squamous 345,56 14.2vs. 13.5
RATIONALE3077 Tislelizumab Carbo/pac or nab-pac+  Squamous 0.48 (0.34-0.70) Not reported
tisle vs. carbo/pac 7.6vs.55
Camel-Sq® Camrelizumab Carbo/pac +/- Squamous 0.37(0.29-0.47) 0.55 (0.40-0.75)
camrelizumab 85vs.49 NR-14.5
Orient-12° Sintilimab Plat/gem +/- Squamous 0.54 (0.42-0.68) 0.57(0.35-0.91)
sintilimab 5.5vs. 49 Not reported
ASTRUM-0041° Serplulimab Carbo/nab-pac +/- Squamous 0.55 (0.43-0.69) 0.73 (0.58-0.93)
serplulimab 83vs.5.7 22.7vs. 182

Slide provided courtesy of Dr Paz-Ares.

Gainor; Massachusetts General Hospital; Boston, MA

1. Gogishvili M, et al. Nat Med 2022; 2. Zhou C, et al. Lancet Oncol 2022; 3. Wang Z, et al. | Clin Oncol 2023; 4. Paz-Ares L, et al. NEIM 2018;
5. Novello §, et al. ] Clin Oncol 2023; 6. Jotte R, et al. ] Thorac Oncol 2020; 7. Wang J, et al. JAMA Oncol 2021; 8. Ren 5, et al. ] Thorac Oncol

2021; Zhou C, et al. ] Thorac Oncol 2021; 10. Zhou C, et al. WCLE 2023



IMpower131
Phase 3
Squamous

Atezo + CT vs CT
PD-L1 % all

Final OS

IMpowerl1l31 — CnP + atezolizumab
Final OS in the ITT population (Arm B vs Arm C)

1004
90 - I é;gnp Arm B: Arm C:
Atezo + CnP CnP
2 80 Median OS 14.2 135
‘_; 70 - (95% Cl), mo (12.3, 16.8) (12.2, 15.1)
2 60 HRe (95% ClI) 0.88 (0.73, 1.05)
2 P value 0.1581
= 50
2 Median FU, mo 26.8 24.8
E
g 30
A 201
107 Although PFS was improved, OS
I ——————————————— was similar between arms
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 OS improvement seen in PD-L1
No. at risk Months >50% though not formally tested

Atezo + CnP 343 309 292 271 242 210 187 167 153 141 108 8 68 57 39 29 20

CnP 340 316 293 266 229 209 184 157 138 116 85 67 49 36 22

16

11

8
6

2
2

A or Atezo, atezolizumab; CnP, carboplatin + nab-paclitaxel; Cl, confidence interval; CT, chemotherapy; FU, follow-up; HR, hazard ratio; ITT, intent-to-treat; mo, months; OS, overall survival; PD-L1, programmed cell death-ligand 1;
PFS, progression-free survival.
Extracted from Jotte R et al. J Thorac Oncol. 2020 Aug;15(8):1351-1360.
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Chemo + tislelizumab trials In 1L BeEEuEEEETE

Abstract #2876

N SC L C (Wang et al. 2024):
RATIONALE-307 4-year OS data
oo 1. | RATIONALE-307 - Squamous

rounan | Long-term OS outcomes (mFU 50.3 mo.), ITT population

mFU 50.3 mo.

OS (secondary endpoint)

100 B 100 .
A Events Median Hazard Ratio A Events Median Hazard Ratio
3 904 (%) 195% C1) [95% C1) E 904 L (%) {95% C€1) [95% €I}
= B0 - Tislellzumab+PC 78 (65.0) 26.1 (19.0-33.8) 0,67 (0.49-0,92) ; 80+ 2, _5;; ==% Tislelizumab+nPC 86 (76.3) 23.3 (18.8-26.4) 0.82 (0.60-1.11)
2 1) Chematherapy 87 (71.9) 19.4 (16.0-23.4) = Fo Chemotherapy 87 (71.9) 19.4 (16.0-23.4)
3 704 a 707 '
2 2
g 604 : o 807
T [ S SR S B T gp-
: e :
= J X L% = -
S 4 |g2% s 4
@ 30 m i @ 30-
E 20+ o < 20
5 104 s 104
0 T T T T T T T T T 1} T T I T T T T T T
1] 6 12 18 24 30 36 42 48 54 1] [ 12 18 24 30 ! 42 48 54
Months Maonths
Number At Risk: Mumber At Risk:
Tislelzumab+PC 120 108 8BS 3 81 53 43 ¥ & o istelizumabtnPC 118 108 BE 7 56 10 35 29 a 0
Chematheragy 121 9% L 54 43 5 30 < 4 o Chemotherapy 124 a5 77 59 43 35 3 ] 4 ]

1L, first line; Chemo, chemotherapy; Cl, confidence interval; ITT, intent-to-treat; mFU, median follow-up; mo, months; NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death-ligand 1; Tisle, tislelizumab.
Extracted from Wang Z et al. RATIONALE-307 Long-term Outcomes : First-line Tislelizumab (TIS) Plus Chemotherapy (chemo) vs Chemo Alone for Advanced Squamous (sq) NSCLC. Abstract 2876. ESMO 2024; September 13-17, 110
2024; Barcelona, Spain.



Chemo + tislelizumab trials in 1L NSCLC (2/2)

s | RATIONALE-304 - Non-Squamous

Non-squamous, 1L

nse+cvsct | Updated analysis (mFU 16.1 mo.)

PD-L1 % all 2
mFU 16.1 mo Figure 1. IRC-Assessed PFS (ITT Analysis Set) Figure 2  Kaplan-Meier plot of OS in BGB-A317-304 in patients with PD-L1 >50%
100 - Ev%&r.t]s.n Mﬂpﬂ%“ {95'4'-“5!] 100 a—en—nl_:a- o (E;;m Mg'f&; Ha:z%;rg])mﬁo
P F S 133(50.8) 0.B(RO, 117} 063 904 = 1—._|_\_\ﬁ T+PP  24(124) NEQME-NE) 039[022-0.71]
. &0 6B(61.3) 7.6(56,60) (047.0.86) OS - cod ] ;. — PP 20(35.6) 13.1(5.6-NE)
(primary g 60 (secondary | z ™ e, I
endpoint) . endpoint) :E-au- i
S04
E - - & BOAUS,
20 A : é 40 bAoA,
+ Consored 2 ol i
0 T T T T T T T T E - &
] 3 6 9 12 15 18 21 24 5 20+
. Time (months)
No. at risk: 10+
Amn A 223 177 128 103 &7 4D 17 7 2 R
Amn B 111 60 30 25 12 7 4 0 0 0 --ca-- PR
S_Iaamaﬁ-omza 2020 mmw.mmalmm pmmArmA.Tsldml;Faggplalm?_?ed ] : . : T = 5 5 - o
i s e e i e o st T )
covariate, and |sease5ﬂ§c 1 tumor call expression as stratification factors. Abbreviations: Cl. confidence
interval: HR, hazard independent review committes; [TT, intent-to-treat, mo, months; PD-L1, programmed T+FF T4 i ! 24 53 0 ] i 2 0
death-ligand 1; PFS, progression-free survival Po® 2 2 18 17 15 E] 3 i 0
HR (95% CI) .
Arm A Arm B Arm A vs B Data cutoff: October 26, 2020
Median PFS, months (95% CI)
PDL1<1% 76(5.4,97) 76(43,79) 0.81(0.52, 1.25)
PDL1149% 97(69,11.7) 97(5.6,16.8) 0.90(0.49, 1.63)
PD-L1250% 14.6(11.5,NE) 46(35,97) 0.29(0.16,0.50)
1L, first line; ClI, confidence interval; Chemo or CT, chemotherapy; HR, hazard ratio; ITT, intent-to-treat; mFU, median follow-up; mo, months; NSCLC, non-small cell lung cancer; OS, overall survival;
PD-L1, programmed cell death-ligand 1; PFS, progression-free survival; Tisle, tislelizumab. 111

1) Extracted from Lu S et al. Randomized Phase 3 Study of Tislelizumab Plus Chemotherapy Versus Chemotherapy Alone as First-Line Treatment for Advanced Nonsquamous Non-Small Cell Lung Cancer: RATIONALE-304 Updated
Analysis. Poster 138P. Presented at ESMO 10; December 2022; Geneva, Switzerland. Available at: Lu_BGB-A317-304 ESMO_10_Poster_2022.pdf; 2) Tevimbra SmPC, July 2024.
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|O alone v Chemo-1O in tumors with PD-L1 1-49%

Exploratory OS: NSCLC PDL1 1-49% Ty

Keynote 042

2
&
fe}
o
e
s Checkmate 227
U:) 1

Median OS (months)

10-only: 14.5 months (95% CI: [12.2, 16.9])

Chemo-10: 21.4 months (95% CI [19.4,252])  MELYE/Ae N TUEZREL) Keynote 189

0 5 12 18 24 2 %
Time (months)
L Number at risk (number of events)
=
2 639(0) 502108  322(203)  151(46) 45 (261) 2(270) 0270) Keynote 407
8 529 (0) VB(4T)  23(9)  183(286)  TI()  14(33%) 0 (336)
i 0 5 2 20 %
Presen % C the property of the author, licensed by AS ) CheCkmate gLA
Olaimefi Akinbors June , 2121 sliiishs mposeyarea wisco. 2021 ASCO

ANNUAL MEETING

Pembrolizumab alone

NIVO/IPI

Pembro-Chemo

Pembro-Chemo

NIVO/IPI + Chemo

AIINSCLC

AIINSCLC

Non-squamous

Squamous

AIINSCLC

0.92(0.77-1.1)

0.94 (0.75-1.18)

0.5 (0.34-0.90)

0.57 (0.36-0.90)

0.61(0.44-0.84) (published)
0.70 (not included) (update)

Chemo, chemotherapy; Cl, confidence interval; HR, hazard ratio; 10, immuno-oncology; IPI, ipilimumab; Nivo, nivolumab; NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death-ligand 1.
Extracted from Redman M. Optimizing effective and safe deployment of immune checkpoint inhibitors for patients with NSCLC. Presented at the ASCO Annual Meeting (virtual); June 04-08, 2021. Available at: 112

https://meetings.asco.org/abstracts-presentations/200362/slides.
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KEYNOTE-189

Phase 3
Non-squamous
Pembro + CT vs CT
PD-L1 all %
4-year OS
PD-L1 TPS =50%
Events, Median, mo
% (95% CI)
Pembro + chemo 63.6 27.7 (20.4-38.2)
Placebo + chemo 729 10.1 (7.5-22.0)

HR (95% Cl), 0.71 (0.50-1.00)

100

90 - L
80 = o
70~ .
o 60= * 43.7%
- - 30.0%
v 50+ .
o 4o-rlllllllllllll Illllllll:ll
30=
20 = .
10=- .
0 e p——
0 6 12 18 24 30 36 42 48 54
No. &t rslc Time, months
Pembro + 132 85 56 0
chemo
Placebo + 70 30 21 0
chemo

PD-L1 TPS 1-49%

Events, Median, mo
% (95% CI)
Pembro + chemo 76.6 21.8 (17.7-25.6)
Placebo + chemo 89.7 12.1 (8.7-19.4)

HR (95% Cl), 0.66 (0.47—0.93)

100
90—

80— .
70— :

o 60= : 28.3%
= 5o - 17.2%
(7] m #

O  40- :

30‘..............

20 =
10 =
0 T T T T 1T T T
0 6 12 18 24 30 36 42 48 54
Time, months
128 74 35 0
58 22 9 0

KN-189 update (4 y): PD-L1 expression does not
predict overall OS benefit but long-term outcome

PD-L1 TPS <1%
Events, Median, mo
% (95% CI)
81.1 17.2 (13.8-22.8)
92.1 10.2 (7.0-13.5)

Pembro + chemo
Placebo + chemo

100
90—

HR (95% Cl), 0.52 (0.37—-0.72)

80—

70=

60 = 23.3%
5.3%

50
40—
30—

0S, %

20—
10=-
0 1 T 1 | T 1
0 6 12 18 24 30 36 42 48 54
Time, months
127 61 29 0
63 15 . 0

Chemo or CT, chemotherapy; Cl, confidence interval; HR, hazard ratio; OS, overall survival; PD-L1, programmed cell death-ligand 1; Pembro, pembrolizumab; TPS, tumor proportion score.
Extracted from Gray JE et al. Pembrolizumab + pemetrexed-platinum for metastatic NSCLC: 4-year follow-up from KEYNOTE-189. Presented at: 2020 WCLC Singapore. January 27-31, 2021. Abstract FP13.02. Available at: 113

https://wclc2020.iaslc.org/
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KEYNOTE-189

Phase 3

Non-squamous
Pembro + CT vs CT

PD-L1 all %

5-year PFS/OS

Progression-Free Survival

1005
Events, Median (95% ClI), HR
90; n (%) mo (95% CI)
80+ Pembrolizumab + _
chemotherapy 238 (93.3) 6.5(6.2-8.4) i
10; (0.54-0.81)
Placebo + e
- chemotherapy 178 (95.2) 5.5(4.7-6.2)
&
0 5
& 50
401
301
201
101 L
: L
U I I T !
0 12 U 3 1
No. atrisk Time, mo
255 (3 3 U 19 b 0
187 3] 16 § b 1 0

CT, chemotherapy; Cl, confidence interval; HR, hazard ratio; NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death-ligand 1; Pembro, pembrolizumab; PFS, progression-free survival; TPS, tumor proportion score.

Yo

0OS,

Pembro + CT in PD-L1 negative NSCLC
Update of KN-189/KN-407 trials

KEYNOTE-407
Phase 3
Squamous
Pembro + CT vs CT
PD-L1 all %

5-year PFS/OS

Pooled analysis KN189 global/Japan extension, KN407

global/China extension trials

100+
Events, Median (95% Cl), HR

90- n (%) mo (95% Cl)

-  ap o Pembrolizumab +
80 5 ig,gw. chemotherapy 218 (85.5) 18.3 (15.2-20.9) 064
10- " Placebo+ (051-0.79)
" e 167 (89.3) 114 (9.4-13.2)
50+ : 4%

%1%
40- : iy
. 4 5%  1BeN
% . 17  125%
20+ : 9%
T - ]

104 | Q- |

0 T - - . : .

0 12 24 36 48 60 12

No. at risk Time, mo

255 169 97 62 47 18

187 89 47 2 17 6
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Extracted from Gadgeel S et al. OA14. 05 5-year survival of pembrolizumab plus chemotherapy for metastatic NSCLC with PD-L1 tumor proportion score< 1%. Presented at: WCLC; September 9-12, 2023; Singapore. Available at: https://wclc2023.iaslc.org/.
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Impower151 Phase 3

IMpower151 — primary endpoint missed

Atezo + Beva + CT vs Beva + CT

PD-L1 % all
mFU 14.0 mo.
Primary Endpoint: INV-PFS in the ITT population
1004 ABCPem/Pac® BCPem/PacP
(n=152) {n=153)
o0 [ 69.6% E?g;ms prilanlerent 114 (75.0) 125 (81.7)
- | 64.5% Median, mo 05 71 n HR (5% CI)
704 95% ClI (7.6, 10.6) (6.9,95) PD-L1 status | S :
o | S:;r‘?;llfllliti HR (95% CI) 0.84 (:I]].jz, 1.09) <508 213 ok 0.83 (0,61, 1.12)
§ 50 : [ 36.9% Milain;ym :o::ow-up, 10.5 mo =50% a2 I—A—! 0.90 (0.56, 1.47)
v edian follow-up, 14.0 mo T t 1
404 | 01 1 10
30 : Iimh:}urs ABCPem/Pac Fawours BCP‘EI‘I".'PJE
20 : :
| |
1 . ABcPemipac | |
0 —— BCPem/Pac : : . . . .
A  IMpowerl51 (_jld not meet its primary endpoint
No.atrisk Months though numerical PFS improvements seen
ABCPem/Pac 152 136 130 102 82 64 47 33 17 14 10 9 7 3 3 0 .
BCPem/Pac 153 139 124 96 73 58 36 25 21 16 13 8 7 4 2 0 ° 53% Of pa'tlents Were EGFR/ALK+ and no
_ _ incremental PFS benefit was seen in this subgroup
OS in the ITT population _
- S * No PD-L1-dependent PFS differences observed
1007 187 5% S n=152 n=153 o . .
o ‘ 720 a0 e « No clinically meaningful OS improvement
o \ 3% (©5% ol o (154, ﬁ.g)o . (11::,25.2)
| | stefed R (e ) asteer 120 « ABCPem/Pac was generally well-tolerated, no new
s *] | | " ectan fllow . 14.0mo safety signals identified
\ I
o | i « These results are inconsistent with the PFS and OS
| i iImprovements seen with ABCPac in IMpower1501
(A ABCPem, atezolizumab+bevacizumab+carboplatin+pemetrexed; ALK, anaplastic lymphoma kinase; Atezo, atezolizumab;
BCPem/Pac 153 149 140 133 d20 AMes 7260 ST a7 28 2 18 4 Beva, bevacizumab; CT, chemotherapy; Cl, confidence interval; EGFR, estimated glomerular filtration rate; HR, hazard ratio; ITT, intent-to-treat;
Clinical cutoff date: 2 Pebruary 2023 OS, overall survival; Pac, paclitaxel; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival. 115

Extracted from Zhou C et al. IMpower151: Phase Ill study of atezolizumab + bevacizumab + chemotherapy in first-line metastatic nonsquamous
NSCLC. Presented at the WCLC; September 09-12 2023; Singapore. Available at: https://medically.roche.com/global/en/oncology/wclc-
2023/medical-material/W CLC-2023-presentation-zhou-IMpower151-phase-study-of-atezolizumab-pdf.html.
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HARMONI-A Phase 3

ivonescimab + CT vs CT in EGFR-mutant NSQ NSCLC

PFS

Bispecific Ab

Anti-VEGF

—— Engineered
Fe-Null Region

E

e

G

0S

Anti-PD-1

Ab, antibody; CT, chemotherapy; ClI, confidence interval;

HR, hazard ratio; IRRC, independent radiology review committee; OS, overall survival;
PD-L1, programmed cell death-ligand 1; VEGF, vascular endothelial growth factor.
Extracted from Zhang L et al. lvonescimab combined with chemotherapy in patients
with EGFR-mutant non-squamous non-small cell lung cancer who progressed on
EGFR-TKIs treatment: a randomized, double-blind, multi-center, phase 3 trial
(HARMONI-A study). Presented at the ASCO Annual Meeting; May 31-June 04, 2024
; Chicago, IL. Available at: https://www.akesobio.com/media/2203/ak112-301_2024-
asco_oral-final-0530.pdf.

100 Ivonescimab + Chem

Placebo + Chemo

90 4

6-month rate
55.4%
33.1%

BO <4

70 4

30 Median PFS (95% CT)
7.1(5.9,8.7)
204 4.8 (4.2, 5.6)

Probability of Progression-free survival (%)

HR (95% CT): 0.46 (0.34, 0.62), p < 0.001

9-month rate
37.9%
18.3%

7.7 PR PR Eppypp———

10 4
o T T T T T T T T T T T
0 1 2 3 4 - | 6 7 L] 10 1 12
l'ime (Months)

Atrisk (events)
Tvonescimab «

. 161 (0) 155(1) 144(6) 138(8) 129(15) 92(36) 56(57) 44(62) 27(68) 16(70) 8(70) 3(71) 0(71)
Placeb 161 (0) 157(2) 130(25) 102(47) 96(53) 63(75) 33(94) 23(101) 19(104) 8(106) 1(108) 0 (108)

HR and P-value were stratfied by previous 3 Gen EGFR-TKI ues (yes vs. no) and presence of brain metastases (yes vs. no), and were calculatad with stratified Cox model and log rank test. The two-sided

P-vaiue boundary Is 0.024 as cakculated using Lan-Demets spending function with O'Brien-Fleming approximation
HR, hazard ratio; Cl, confidence interval, IRRC, independent radiclogy review committes.

100
+C P
90 P Placebo + Chemotherapy
£ 80 L% 12-month rate
] 654%
= 70 - 1 S9.8%
c 1
2 0 1 :
= L} '
) H H
& 50 ! V
% ; :
= Y Median 08 (95% CT) : :
= 171 (14.6, NE) i H
= i H
2 o 14.5 (1.8, 18.1) i H
] : :
= 204 | :
HR (95% CI): 0.80 (0.59, 1.08) H :
10 - Sensitivity Analysis: 0.77 (0.56, 1.07) ' !
4 H
0 T T T T T T T T I T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22

Time (Months)
At risk (events)

romescimab + Chess,

161000159 (10159
Flacebo + Chemo 161 (01161 (0

Met primary endpoint of PFS per IRRC
HR 0.46 (0.34-0.62)

mFU 7.89 mo.

OS at 52% of data maturity
HR 0.80 (0.59-1.08)
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Chemo, chemotherapy; 10, immuno-oncology; TMB, tumor mutational burden.



CheckMate 227 Part 1 study design

CheckMate 227 — 6-year update

Part 1a
PD-L1

Key eligibility criteria
+ Stage IV or recurrent NSCLC

* No prior systemic therapy
- *= known EGFR or ALK mutations
untreated CNS metastases

CheckMate 227
Phase 3

)G PS 0-1

Stratified by SQ vs NSQ

expression
2 1%

N=1189

Part 1b
PD-L1

Nivo + Ipivs CT
PD-L1 % all

expression
<1%

N =550

6-year OS

« OS in patients with tumor PD-L1 2 1%

Independent primary endpoints (NIVO + IPI vs chemo)’
L ¢ PFS in patients with high TMB (2 10 mut/Mb)

Exploratory analyses

« OS by baseline HRQoL'

NIVO + IPIb
n=187

+ OS by responset and tumor burden reduction®

NIVO® + chemo*
n=177

PD-L121%

NIVO + IPI? NIVO Chemo
100— (n = 396) (n = 396) (n =397)
O Median 0S,°* mo 17.1 15.7 14.9
N HR vs chemo 0.78 0.91 —
80— \ (95% Cl) (0.67-0.91) (0.78-1.06)
- 60—
&
wv
o]
40— 22%¢
' 15%¢
— : Mo +1PI
PR e NIVO
: : : : Chema
0 T T T t T 1 T t T f T \. f T T — T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO+1PI 396 296 246 192 154 134 123 116 104 99 90 88 80 36 4 0
396 176 139 119 23 3 0

NIVO 299 220

166

108 | 75 66 60 56 52

Chemo, chemotherapy; Cl, confidence interval; DOR, duration of response; Ipi, ipilimumab; mo, months; Nivo, nivolumab; ORR, overall response rate; OS, overall survival; PD-L1, programmed cell death-ligand 1;

PFS, progression-free survival.
Ramalingam SS et al. Six-year survival and HRQoL outcomes with 1L Nivolumab+ Ipilimumab in patients with metastatic NSCLC from CheckMate227. Presented at: WCLC; September 9-12, 2023; Singapore. OA14.03

(Accessed 23 August 2024). Available at: https://wclc2023.iaslc.org/.

PD-L1 2 1% PD-L1 < 1%
NIVO + IPI NIVO Ch NIVO + IPI NIVO + chemo
(n = 80) (n =52) (n = 45) (n =27) (n=16)
PFS
Median PFS, mo 60.6 71.8 9.5 NR 30.6 24.9
(95% CI) NR (27.6-NR) (7.0-23.6) M (16.8-NR) (1.6-NR)
6-year PFS rate, % ‘, 47 \, 49 15 50 ‘> 38 -
(95% CI) N (34-59)/ (33-63) (5-31) (28-69) / (14-61)
— —
Response
ORR, n (%) 64 (80) 39 (75) 23 (51) 24 (89) 13 (81) 6 (67)
(95% CI) (70-88) (61-86) (36-66) (71-98) (54-96) (30-92)
Median DOR, mo NR NR 12.4 NR 29.1 15.2
(95% Cl) (52.6-NR) (49.5-NR) (5.6-31.6) (18.0-NR) (11.3-NR) (2.7-NR)
6-year DOR rate, % 55 60 21 55 38 NAP
(95% Cl) (41-67) (40-75) (5-43) (31-74) (14-63)
PD-L1<1%
NIVO + IPI®  NIVO + chemo Chemo
100— (n = 187) (n =177) (n = 186)
Median 0S,< mo 17.4 15.2 12.2
HR vs chemo 0.65 0.79 o
80— \ (95% ClI) (0.52-0.81) (0.64-0.98)
- 60—
®
8 (
40—
16%4
; 10%4
20— -
0 T T T % T i T I T l‘ T I 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO + 1Pl 187 142 110 88 74 67 59 49 41 38 33 30 27 1" 3 0
NIVO + chemo 177 139 102 78 60 42 34 27 22 19 17 17 16 5 0 0
Cher 18 35 32 62 a1 2 22 : ¢ 12 11 ) 1 1 )
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CheckMate 9LA

Phase 3 . - .
wosmiscrscr | CheckMate 9LA trial 5-year OS (all randomized patients)
PD-L1 % all _ 0
5.vear OS update - PD-L1<1% NIVO + IPI + chemo Chemo
y p (n=135)  (n=129)
80 4 Me dian OS £ mo 177 9.8
HR (95% CI) 0.63 (0.49-0.83)
63%
60
g
100 2
40 37%
NIVO + IPI + chemo
80 : : . 23% 22%¢
a? 60 | 0 T é T i i L) é ‘S‘Gé Ch'emo 1
; 0 6 12 18 24 30 % 42 48 54 60 66 72
o .
40 b E No. at risk R
: : O « 1Pl + chamo 107 85 66 50 0 34 32 3 30 6 0
E o ; 18%> NIVO + IPI + chemo -
20 7 : : - N sttt PD-L1 2 1% NNO + IPI + chemo Chemo
1 [ [ = 1 - — 0
i : : 16%: . P (n = 204) (n = 204)
: : : : 11%P . Chemo - Median 0S,* mo 15.8 10.9
0 T i T f T f T f T f 1
0 6 12 18 24 30 3 42 48 54 60 66 72 = HR (95%Cl) 0.73 (0.59-0.90)
Months 60
No. at risk 3
NIVO + IPI + chemo 361 292 227 170 138 115 9 87 74 69 48 13 0 g
Chemo 358 260 168 115 93 74 63 55 50 42 30 9 0 .
NIVO + IPI + chemo
20 ] : : 18%
: E 19% : :
é E § g 1% Chemo
0 L) : ] ; T ; L] : L} ; L} 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months

CT or chemo, chemotherapy; Cl, confidence interval; HR, hazard ratio; Ipi, ipilimumab; Nivo, nivolumab; OS, overall survival; PD-L1, programmed cell death-ligand 1
Extracted from Reck M et al. Five-year outcomes with first-line nivolumab plus ipilimumab with chemotherapy vs chemotherapy in patients with metastatic NSCLC in
CheckMate 9LA. Poster 8560. Presented at the ASCO Annual Meeting; May 31-June 04, 2024; Chicago, IL.

166 133 97 83
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POSEIDON

POSEIDON - 4-year OS update

Phase 3
Durva + Trem + CT vs CT
PD-L1 % all
mFU 46.5 mo.
T+D+CTvs CT
1.0 T+D+CT CT
i Events/patients, nfN (%) 264/338 (78.1) 3017337 (B9.3)
mOS, months (95% CI) 140 (11.7-16.1)  11.7 (10.5—13.1)
0.8 = HRE* (95% CI) 0.75 (0.63-0.88) —
(]
o
T 06+ 54 8%
= i
= 49 1%
E 04- i
e ]
a i i
i i
0.2+ i i
[] [
[ []
i i
] ] ] 8.3%1
0.0 T : T : T T : | 1
0 5] 12 18 24 30 36 42 48 E4 &0
Time from randomisation (months)
Mo. at risk
T+D+CT 333 26 183 137 (12 29 a3 Fit. 3 i 0
CT IFF 26 160 111 71 A1 42 3 14 5 0

Median follow-up: 46.5 months

Events/ [+

patients, n/N T+D+CTvs CT HR

All patients RB5IGTS —a— 0.75
Sex Male 4421517 — 0.67
Female 1237158 A 0.93

Age =65 years 2971367 P 0.75
=65 years 268308 A 072

PD-L1 TC =50% 154/198 — 0.61
expression § TC <50% 41477 —— 0.80
TC=1% 336/420 —_— 0.70

TC =1% 229255 — 0.80

Histology GIVEIEIE prEIpLL] 1 K]
Non-squamaous 3417428 —— 0.68

Planned CT  Wab-paclitaxel doublet  34/42 i 0.58
Pemetrexed doublet 326/411 — 0.70

Gemcitabine doublet 206222 — 0.84

Smoking Current 1221150 | 0.53
history Former 3197386 — 0.71
Never 123138 — 1.18

Race Asian 1857227 1 0.93
Non-Asian 3807448 P 062

ECOG PS 0 180229 A 0.73
1 385/446 —— 0.71

Brain Yes 6278 I | 0.81
metastases No 503/597 e 0.72
AJCC disease [VA 2791337 — 0.70
stage VB 2851335 ] 0.79

025 05 1 2

i

Favours T+D+CT Favours CT

CT, chemotherapy; Cl, confidence interval; D or Durva, durvalumab; HR, hazard ratio; mFU, median follow-up; OS, overall survival; PD-L1, programmed cell death-ligand 1; T or Trem, tremelimumab

Extracted from Johnson ML et al. Durvalumab + Tremelimumab + Chemotherapy in 1L Metastatic NSCLC: Overall Survival Update from POSEIDON After Median Follow-Up of Approximately 4 Years. Abstract LBA59. Presented at the ESMO Congress; September,

09-13; 2022; Paris, France. Available at: https://oncologypro.esmo.org/meeting-resources/esmo-congress-2022/durvalumab-d-tremelimumab-t-chemotherapy-ct-in-1l-metastatic-m-nsclc-overall-survival-os-update-from-poseidon-after-median-follow-up.
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POSEIDON

cM227 |

Patients with LKB1 and/or KEAP1 mutations

may particularly benefit from IO-

S5TK11-mut
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ClI, confidence interval; CT,
chemotherapy; D, durvalumab; HR,
hazard ratio; 10, immuno-oncology;
mOS, median overall survival; T,
tremelimumab.

Extracted from Peters S et al.
Association Between KRAS STK11
KEAP1 Mutations and Outcomes in
POSEIDON: Durvalumab Tremelimumab
+ Chemotherapy in mMNSCLC. Abstract
OA15.05.

Presented at the WCLC; August 06-09,
2022; Vienna, Austria. Available at:
https://wclc2022 iaslc.org/.
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Take-home messages (Speaker’s own)

Novel immunotherapy strategies have improved the natural history of advanced NSCLC
PD-1/PD-L1 monotherapy mainly benefits patients with PD-L1 250%

However, patients with low/negative PD-L1 expression still have good options, e.g.:
 Chemo-10 combos
« |O/IO0 combos

Different treatment alternatives and combos should be considered according to tumor
characteristics and patient health and expectations

Multiparametric predictive biomarkers are required for personalized 10 approaches

122
Chemo, chemotherapy; 10, immuno-oncology; NSCLC, non-small cell lung cancer; PD-1, programmed cell death protein 1; PD-L1, programmed cell death-ligand 1.
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Small Cell Lung Cancer: Epidemiology

Limited or extensive stage SCLC at diagnosis (%)

[N

Percentage of SCLC

80
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0

ES (%)
LS (%)

18—
16 Incidence of SCLC has
decreased in recent decades?
14 =
12—
10-— T T T T T T T T
) e ' L3
«‘)0 %Q' ‘b‘:l QQJ qﬁf QQ' Q‘D’ NQO \‘,f
GO A C S A P P PO NP

Diagnostic Period

PET Approval
1
1
1
1
M
1
1

——Extensive Stage

More patients being diagnosed
with extensive-stage diseasel

——Limited Stage

1988 1989 1990 1991 1992 1993 1994 1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019
58.6|58.9|60.2 ss,glsse 57. 9|sa 1}554|515|55,5[ss @[535‘59 1]5& slsulsa,?[sg,s[ss 7|65 9]53 1|s4,s_|a4,n 70. s[sgn 68.8|69.2|69.7|69.2|68.3[68.4|68.8|68.8
a1.a]41.1]30.8]a1.1]a11]a2.1] a1.9] a6 ]92.0] 995 [ a1.4] a2.4] a09] an.5[az8] a1.3]36.2[34.3] 341|369 35.2 360 29,2 31.0[31.2[30.8[30.3[30.8[31.7[31.6[31.2 312

OS, overall survival; SCLC, small-cell lung cancer.
Extracted from 1) Cittolin-Santos GF et al. Cancer. 2024; 130(14): 2453-2461; 2) Dingemans A et al. Ann Oncol. 2021;32:839-853.

Probability of survival

1.0

0.8

0.6

0.4

0.2

0.0

1975-1979
1980-1989
1990-1999
2000-2002

1-year 2-years 3-years 4-years S-years Median

23.0 B3 53 4.1 36 &
270 9.7 6.0 4.7 4.1 7
31.0 12.3 8.0 6.3 5.2 g
29.9 13.1 B.4 6.5 5.4 7
30.8 14.7 10.0 8.1 6.8 7

Despite some improvements,
5-year OS <10%?

Months
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Small Cell Lung Cancer: Some Characteristics

SCLC is a very aggressive, poorly differentiated, and high-grade neuroendocrine
ﬁ carcinoma and accounts for ~15% of all lung cancers'=®
» Most patients with SCLC have extensive-stage disease!>

In many instances this is a disease of the elderly
.V 44% SCLC occurs in the 70+ years ago group®; 10% SCLC occurs in the 80+’

Decreasing survival from SCLC is observed with increasing age>

|\'\l The 5-year survival rate for extensive-stage SCLC is ~3%32
Median OS is approximately 6-12 months*®

Lack of significant drug therapy progress over the last 40 years

Current SoC 1L treatment for extensive-stage SCLC is systemic chemotherapy

and immunotherapy (with or without consolidation RT)®

» Targeting the PD-1/PD-L1 pathway has been shown to improve patient
outcomes, in combination with chemotherapy, in the first line setting®?®

NSCLC, non-small cell lung cancer; OS, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed death ligand 1; SCLC, small cell lung cancer; SoC, standard of care.

Extracted from 1) Meijer J-J et al. Semin Cancer Biol. 2022;86(Pt 2):376-385; 2) NCCN SCLC V3.2023; 3) Raso MG et al. Cancers (Basel). 2021;13(4):820; 4) Herzog BH et al. J Thorac Oncol. 2021;16(12):2002-2015; 5) National
Cancer Institute. Small-cell lung cancer treatment PDQ. Available at: https://www.cancer.gov/types/lung/hp/small-cell-lung-treatment-pdg# 6 toc (Accessed 30 Aug 2023; 6) Dingemans A et al. Ann Oncol. 2021;32:839-853; 7)
Pallis AG et al. Cancer. 2010;116(5):1192-200; 8) American Cancer Society Small-cell lung cancer. Available at: https://www.cancer.org/cancer/types/lung-cancer/detection-diagnosis-staging/survival-rates.html (Accessed 16 Jun
2024); 9) Horn L et al. N Engl J Med. 2018;379(23):2220-2229.
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The other face(s) of SCLC.....

Despite a wealth of data on SCLC, treatment options are still limited

" n n " ) n A n " n

Subtype Switching

Small cell lung cancer
patient population

SCLC-A/l tumor SCLC-A/ tumor

d Ch ) (Cl

SCLC-A tumor
(Chemosensitive) (D

-

B SCLC-I patients

B SCLC-P patients
SCLC-A patients

B SCLC-N patients

e M ALRE
ASCL1 )
/

i ﬂ M

SCLC-N tumor SCLC-Atumor SCLC-Ptumor SCLC-ltumor

A%

Immune cells
(T-cells, macrophages,
NK cells, etc.)

Transcriptional
subtypes

Chemo:herapy
Immunotherapy

Overall Survival (Percentage)

Time (Months)

EMT, IFNy signaling, and immune cell infiltrate

1

Patients (%)

100 1

80 -

60

40 A

20 A

Atezolizumab
+ CP/ET arm

LTS
(n=39)

Non-LTS
(n=83)

2
Atezolizumab Placebo
Subtype, + CP/ET + CP/ET
n (%) LTS Non-LTS LTS Non-LTS
n=39 n=83 n=25 n=106
20 (51) 50 (60) 11 (44) 46 (43)
SCLC-N 7 (18) 17 (20) 5 (20) 30 (28)
SCLC-P 1(2) 7 (8) 1(4) 11 (10)
SCLC-l 11 (28) 9(11) 8 (32) 19 (18)
Placebo
+ CP/ET arm 100 -
80 A n=9
< n=50 o2
SCLC-A é | n=7 e
» SCLC-N % n=30 n=11
» SCLC-P “
n=11
uSCLC-I 55 .l
_ n=7 =8
n=20 n=11 n=5 n=1 n=d 2
Atezo Placebo Atezo Placebo Atezo Placebo Atezo Placebo
+CP/ET +CP/ET +CP/ET +CP/ET +CP/ET +CP/ET +CP/ET +CP/ET
LTS Non-LTS SCLC-A SCLC-N SCLC-P scLC-l

(n=25) (n=1086)

CP/ET, carboplatin and etoposide; EMT, epithelial-mesenchymal transition; IFN-y, interferon-gamma,; LTS, long-term survivors; non-LTS, non—long-term survivors; SCLC, small-cell lung cancer; SCLC-A,

ASCL1 driven; SCLC-I, SCLC inflamed; SCLC-N, NEUROD1 driven; SCLC-P, POU2F3 driven.
Extracted from 1) Gay CM et al. Cancer Cell. 2021;39(3):346-360.e7; 2) Liu SV et al. Lung Cancer. 2023:186:107418.

non-LTS
LTS
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....and faces of SCLC patients

ASCO Educational Book
(2024)1

«...I have people in my support group who so%
‘Don’t even ask about prognosis, because it's just the
average’' | don't agree with thatf. You have SCLC-
that's a huge thing introduced in your life, the
probability of dying just went way up. You have the
opportunity to do what's necessary fto prepare
yourself and your loved ones. But sometimes people

are so in denial that they just assume things are going
o be finey /

(e, In hindsight, | feel Ilike my medical\
oncologist was perhaps overly pessimistic about my
case and my radiation oncologist was overly
optimistic. I needed to get my affairs in order, to be
prepared to die, but I'm glad | didn’t give away all of

my money)
N ’ J

1) Extracted from Wang X and Chiang AC. Am Soc Clin Oncol Educ Book. 2024 ;44(3):e432520;
2) Provided courtesy of Prof. Novello.

Pts, patients; SCLC, small-cell lung cancer

Oz
LCE

Network Listening 3 _
(Jan 2017- Dec 2018)2 ,V—_Q 3@

FsY MM

Only 6% of messages come from pts who
describe their experience: a sign of a highly
trying condifion that leaves no room for the
desire to share

other

patient

caregiver

-70% of messages express emotional needs

and when they talk about chemo or
radiotherapy users refer to them as palliatives
-Loneliness and anger emerge as the most
prevalent feelings that caregivers talk about 1



Tislelizumab and ES-SCLC: Trial Design'?

RATIONALE-312

~

Study Identifier: RATIONALE-312, ‘ Primary Endpoint: OS

BGB-A317-312, NCT04005716 Key Secondary Endpoints: PFS, ORR, DoR, DCR (INV-assessed); Safety and tolerability; HRQoL.

KEY ELIGIBILITY CRITERIA STRATIFICATION FACTORS TREATMENT m

Induction phase Maintenance
(Up to 4 cycles) phasef
» Patients aged =18 Tislelizumab 200 mg IV Q3W selali
I 'thgh' tologicall > ECOG PS5 (0 vs. 1) ; ; ; ; Tislelizumab Treatment until
years wi istologically + carboplatin or cisplatin + etoposide 200 mg IV di
or cytologically > INV-chosen (n=182) Q3w isease
confirmed Stage IV/T3- chemotherapy R1:1 {Dor;;gg]?zfilr32:a|
T4 ES-SCLC —»  (cisplatin VS. benefit, Safetx and
» No prior systemic carboplatin) Placebo :nacieptable ' Survival
treatment for ES-SCLC » Brain metastasis + carboplatin or cisplatin + etoposide Placebo Q3W V%ﬁg’a'vsarl of
» ECOGPSOor1 lyes va. me) (n=182) informed
consent
.. » Planned to enroll 455 pts; 80% power to detect HR 0.74 with 353 OS events
Statistical methods ; ; : L
» Hierarchical testing on PFS: only when OS demonstrates significance*
N J

*Under 1-sided P-value of 0.025.
Tislelizumab no esta comercializado aun en Espafia.
AUC, area under the curve, D, day, DCR, disease control rate, DoR, duration of response, ECOG, Eastern Cooperative Oncology Group, ES-SCLC, extensive stage small cell lung cancer, PS, performance status, HR, hazard ratio, HRQoL,

health-related quality of life, INV, investigator, ITT, intention-to-treat, ORR, overall response rate; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomized
1) Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085; 2) ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT04005716. Accessed September 2023. 129
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Tislelizumab and ES-SCLC: Baseline Characteristics

RATIONALE-312

Age (years), median (IQR)
=65 years, n (%)

Male, n (%)

ECOG PS, n (%)

Smoking status, n (%)

AJCC stage at study entry
(date of randomization), n (%)

23 metastatic sites, n (%)

Distant metastatic site, n (%)
Baseline LDH

Choice of platinum

Data cut-off: April 19, 2023

0
1

Never
Current
Former

A
B
A\

Liver
Brain

<ULN
>ULN

Carboplatin

Cisplatin

Tislelizumab + chemo (n=227) Placebo + chemo (n =230)

63 (56-66)

89 (39)
186 (82)

35 (15)
192 (85)

53 (23)
151 (67)
23 (10)

4 (2)
16 (7)
207 (91)
183 (81)
64 (28)
1(<1)
114 (50)
113 (50)

180 (79)
47 (21)

62 (56-67)

81 (35)
186 (81)

34 (15)
196 (85)
59 (26)
135 (59)
36 (16)
2 (1)
27 (12)
201 (87)
164 (71)
59 (26)
4(2)
109 (47)
121 (53)

181 (79)
49 (21)

AJCC, American Joint Committee on Cancer; chemo, chemotherapy; ECOG, Eastern Cooperative Oncology Group; LDH, lactate dehydrogenase; PS, performance status; ULN, upper limit of normal.

Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085.

BeiGene Ltd. All rights reserved. Updated June 2024.
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Tislelizumab and ES-SCLC: Overall Survival

RATIONALE-312

TIS+Chemo PBO+Chemo

90 Events (%) 165 (72.7) 191 (83.0)

80 - Stratified HR (95% Cl) 0.75 (0.61-0.93)
70 p value® 0.0040

60 -
50+
40 -
30+

20

Overall survival probability (%)

10 —— TIS+Chemo
—— PBO+Chemo

0 | I | | I | I | | I | | |

Median (95% Cl) 15.5(13.5-17.1) 13.5(12.1-14.9)

0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months)

No at Risk

TIS+Chemo 227 211 198 166 141 119 96 83 74 50 33 17 13 10
PBO+Chemo 230 221 197 165 132 98 78 62 48 34 17 9 3 2

Data cut-off: April 19, 2023
a One-sided p-value from stratified log-rank test; superiority threshold: 0.0211.

o o

HRs and 95% Cls for the primary analysis of OS and the analysis of PFS were estimated using a stratified Cox regression model with the treatment arm as a factor and stratified by the actual value of the stratification factors.

Chemo, chemotherapy; Cl, confidence interval; mo, months; OS, overall survival.
Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085.
BeiGene Ltd. All rights reserved. Updated June 2024.



Tislelizumab and ES-SCLC: Overall Survival Subgroup Analyses

RATIONALE-312

Data cut-off: April 19, 2023

Subgroup

Overall

Age
< 65 years
> 65 years

Sex
Male
Female

ECOG performance status
0
1

Smoking status
Never
Smoker

AJCC staging at study entry
1
\Y

Liver metastasis
Yes
No

Brain metastasis
No

Baseline LDH
<ULN
>ULN

Choice of platinum
Cisplatin
Carboplatin

Event/total Event/total
TIS+Chemo PBO+Chemo
165/227 191/230
98/138 122/149
67/89 69/81
136/186 153/186
29/41 38/44
23/35 27/34
142/192 164/196
36/53 48/59
129/174 143/171
11/20 21/29
154/207 170/201
54/64 56/59
111/163 135/171
164/226 187/226
79/114 88/109
86/113 103/121
35/47 42/49
130/180 149/181

aHR and 95% Cls for the subgroup analysis of OS were estimated using an unstratified Cox regression model.

AJCC, American Joint Committee on Cancer; chemo, chemotherapy; Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; LDH, lactate dehydrogenase; OS, overall survival; ULN, upper limit of normal.

Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085.

HR for death
(95% CI)

TR IR,

T
0

—

1
2

TIS+Chemo

BeiGene Ltd. All rights reserved. Updated June 2024.

PBO+Chemo

HR (95% Cl):
0.75 (0.61-0.93)

0.76 (0.58-0.99)
0.74 (0.53-1.03)

0.76 (0.61-0.96)
0.69 (0.42-1.12)

0.74 (0.42-1.29)
0.76 (0.60-0.95)

0.70 (0.45-1.08)
0.77 (0.60-0.97)

0.62 (0.30-1.29)
0.75 (0.60-0.93)

0.65 (0.44-0.95)
0.76 (0.59-0.98)

0.76 (0.61-0.94)

0.73 (0.54-0.99)
0.80 (0.60-1.06)

0.81 (0.51-1.26)
0.74 (0.59-0.94)
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Tislelizumab and ES-SCLC: Progression-Free Survival

RATIONALE-312
1004 TIS+Chemo PBO+Chemo
30
9; 90 Events (%) 176 (77.5) 207 (90.0)
£ Median (95% Cl) 4.7 (4.3-5.5) 4.3 (4.2-4.4)
5 807 + Stratified HR (95% Cl) 0.64 (0.52-0.78)
(D a
_8 70 - | p value <0.0001
(ol
o 60
; —— TIS+Chemo
S 504 —— PBO+Chemo
> .
g 40
e
c 304
©
A
¢ 207 |
o e
S 10-
0_ AL b A L
0 | | [ | | | | | . | | | | | | |
O 3 &6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
No at Risk

TIS+Chemo 227 211 198 166 141 119 96 83 74 50 33 17 13 10
PBO+Chemo 230 221 197 165 132 98 /8 62 48 34 17 9 3 2 0 0
Data cut-off: April 19, 2023

aOne-sided p-value from stratified log-rank test.

HRs and 95% Cls for the primary analysis of OS and the analysis of PFS were estimated using a stratified Cox regression model with the treatment arm as a factor and stratified by the actual value of the stratification factors.
Chemo, chemotherapy; Cl, confidence interval; mo, months; PFS, progression-free survival.
Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085. 133

BeiGene Ltd. All rights reserved. Updated June 2024.
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Tislelizumab and ES-SCLC: Progression-Free Survival Subgroup Analyses

RATIONALE-312

Data cut-off: April 19, 2023

aHR and 95% Cls were estimated using an unstratified Cox regression model.
AJCC, American Joint Committee on Cancer; chemo, chemotherapy; Cl, confidence interval; ECOG, Eastern Cooperative Oncology Group; LDH, lactate dehydrogenase; ULN, upper limit of normal.

Subgroup

Overall

Age
< 65 years
> 65 years

Sex
Male
Female

ECOG performance status
0
1

Smoking status
Never
Smoker

AJCC staging at study entry
Il
v

Liver metastasis
Yes
No

Brain metastasis
No

Baseline LDH
<ULN
>ULN

Choice of platinum
Cisplatin
Carboplatin

Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085 (suppl. data).

BeiGene Ltd. All rights reserved. Updated June 2024.

Event/total Event/total HR for PD
TIS+Chemo PBO+Chemo (95% CI)

176/227 207/230 -
106/138 138/149 ---

70/89 69/81 — —t
144/186 165/186 --—

32/41 42/44 -

28/35 29/34 R
148/192 178/196 - -

41/53 55/59 -—
135/174 152/171 -

14/20 25/29 - —
162/207 182/201 - -

52/64 56/59 - —t
124/163 151/171 - -
175/226 204/226 - -

91/114 97/109 - =

85/113 110/121 -

38/47 43/49 ——
138/180 164/181 -

] 1
0 1 2
TIS+Chemo PBO+Chemo

HR (95% CIy*
0.63 (0.52-0.78)

0.59 (0.45-0.77)
0.74 (0.53-1.05)

0.70 (0.56-0.88)
0.38 (0.23-0.63)

0.65 (0.39-1.10)
0.63 (0.50-0.79)

0.50 (0.32-0.77)
0.68 (0.53-0.86)

0.50 (0.25-1.00)
0.63 (0.50-0.78)

0.71(0.48-1.05)
0.60 (0.47-0.77)

0.63 (0.51-0.78)

0.63 (0.47-0.84)
0.65 (0.48-0.87)

0.75 (0.48-1.18)
0.61(0.48-0.77)
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Tislelizumab and ES-SCLC: Tumor Response Qutcomes

RATIONALE-312

Tislelizumab + chemo (n=227) Placebo + chemo (n =230)

ORR [95% Cl] 155 (68%) [62—74] 142 (62%) [55—68]

Best overall response, n (%)

CR 1 (<1) 0 (0)
PR 154 (68) 142 (62)
Stable disease 46 (20) 60 (26)
Non-CR/Non-PD 0 (0) 1(<1)
PD 11 (5) 15 (7)
NE2/NAP 15 (7) 12 (5)
DCR, n (%) [95% CI] 201 (89) [84-92] 203 (88) [83—-92]
Median DoR, months [95% ClI] 4.3 [4.1-5.6] 3.7 [3.0-4.1]

Data cut-off: April 19, 2023

a Patients who had at least 1 postbaseline tumor assessment, none of which were evaluable for response determination (e.g., not all target lesions captured) on the basis of RECIST v1.1.

b Patients with no postbaseline tumor assessment by the data cutoff, including those who discontinued the study (any reason) or died without having any post-baseline tumor assessment.

Chemo, chemotherapy; Cl, confidence interval; CR, complete response; DCR, disease control rate; DoR, duration of response; mo, months; NA, not available; NE, not evaluable; ORR, overall response rate;

PD, progressive disease; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease.

Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085. 135

BeiGene Ltd. All rights reserved. Updated June 2024.



Tislelizumab and ES-SCLC: Safety Summary (Safety Analysis Set)!?

RATIONALE-312

The most common
immune-mediated AEs
in the tislelizumab plus
chemo arm were
hypothyroidism (14%),
rash (13%), and
hyperthyroidism (6%)

Data cut-off: April 19, 2023

Duration of exposure, weeks

Mean (SD)

Median (IQR)
Tislelizumab/placebo cycles

Mean (SD)

Median (IQR)

>16 cycles, n (%)
Chemotherapy cycles, median, n (IQR)
Any TEAE, n (%)

Treatment-related

Grade 23

Serious

Leading to discontinuation

Leading to death
Immune-mediated AEs, n (%)

Leading to death

39.0 (43.2)

19.4 (15.4-41.1)

11.8 (13.0)
6.0 (5-13)
44 (19)
4.0 (4-4)
226 (>99%)
226 (>99%)
201 (89%)
94 (41%)
30 (13%)
14 (6%)
87 (38%)
1(0.4)

Tislelizumab + chemo Placebo + chemo
n=227 n=229

23.6 (19.0)

19.1 (17.3-25.7)

7.3 (5.7)
6.0 (5-8)
10 (4)
4.0 (4-4)
228 (>99%)
228 (>99%)
206 (90%)
69 (30%)
7 (3%)

4 (2%)
41 (18%)
0 (0.0)

Duration of exposure was calculated as last dose date - first dose date + 1 day. For patients with treatment ongoing, last dose date = cutoff date; for patients who discontinued tislelizumab/placebo, last dose date = min (cutoff

date, death date, last dose date + 20); for patients who discontinued treatment with cisplatin or carboplatin, last dose date = min (cutoff date, death date, last dose date + 20 days); for patients who discontinued the treatment

of etoposide, last dose date = min (cutoff date, death date, last cycle first dose date + 20 days).
AE, adverse event; Chemo, chemotherapy; TEAE, treatment emergent adverse event.

Extracted from 1) Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085; 2) Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085 (suppl. data).

BeiGene Ltd. All rights reserved. Updated June 2024.
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Author Conclusions

RATIONALE-312

» RATIONALE-312 met its primary endpoint, demonstrating a statistically significant and clinically meaningful

improvement in OS with tislelizumab plus chemotherapy compared with placebo plus chemotherapy in 1L
ES-SCLC

» Median OS 15.5 vs 13.5 months (HR 0.75 [95% CI: 0.61, 0.93]; P=0.0040)

» Survival benefit was consistently observed across all the pre-defined subgroups, accompanied by significant
improvement in PFS, increase in ORR, and more durable responses compared with placebo plus chemotherapy

» Tislelizumab plus chemotherapy showed a manageable safety profile

The results from this study confirm that the PD-1 inhibitor tislelizumab, in combination with

chemotherapy, can improve OS in ES-SCLC, adding supporting evidence for the use of PD-1
inhibitors in 1L treatment of ES-SCLC

Data cut-off: April 19, 2023

Cl, confidence interval; ES-SCLC, extensive-stage small cell lung cancer; HR, hazard ratio; L, line of therapy; ORR, overall response rate; OS, overall survival; PD-1, programmed cell death protein 1;
PFS, progression-free survival.

Extracted from Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085. 137
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Randomized studies of PE + immune-checkpoints inhibitors (ICPIs) in first-
line treatment of ED-SCLC: RATIONALE-312 in context

_ IMPOWER-1331 CASPIAN? KEYNOTE-6043 EA 51614 ASTRUM® CAPSTONE®| RATIONALE’

No. of pts 403 (2 arms) 805 (3 arms) 453 (2 arms) 160 (2 arms) 585 (2 arms) 462 (2 arms) 456 (2 arms)
ICPI Atezolizumab Durvalumab  Pembrolizumab Nivolumab Serplulimab Adebrelimab  Tislelizumab
(anti-PDL1) (anti-PDL1) (anti-PD1) (anti-PD1) (anti-PD1) (anti-PDL1) (anti-PD1)
: : Carboplatin or  Carboplatin or ~ Carboplatin or : : Carboplatin or
*
Platinum Carboplatin Cisplatin Cisplatin Cisplatin Carboplatin Carboplatin Cisplatin
No. tx cycles 4vs 4 4-6 (ctr) vs 4 4vs 4 4vs 4 4vs 4 4-6 vs 4-6 4vs 4
PCI/TRT Yes/No Yes (ctr arm)/No Yes/No Yes/No No/No Yes/No -
Asian% 16 15 19 nr 68 100 100
RR% 64.4 vs 60.2 58 vs 68§ 61.8 vs 70.6 47.51 vs 52.29 70.4 vs 80.2 65.0vs 70.4 62 vs 68
mPES(months) 4.3vs 5.2 5.4vs5.1§ 4.3vs 4.5 4.7vs 5.5 4.3vs 5.7 5.6vs 5.8 4.3vs 4.7
(P=0.02) (P not tested) (P=0.002) (P=0.047) (P not tested) (P=0.0001) (P<0.0001)
mOS(months) 10.3vs 12.3 10.3vs 13 9.7 vs 10.8 9.3vs 11.3 10.9vs 15.4 12.8vs 15.3 13.5vs 155
(P=0.007)# (P=0.004)# (P=0.016) (P=0.14) (P=0.001)# (P=0.0017)# (P=0.0040)#

*second Chemotherapy drug in each trial: etoposide; § : PE vs PE+Durva; #: stat. significant

ED-SCLC, extensive disease small cell lung cancer; ICPI, immune checkpoint inhibitor; mPFS, median progression-free survival; mOS, median overall survival; nr, not recorded; Pbo, placebo; PCI, prophylactic cranial
irradiation; PD1, programmed death cell protein 1; PE, platinum and etoposide; RR, response rate; TRT, thoracic radiation therapy; tx, treatment. 138
Extracted from 1) Horn L et al. N Engl J Med. 2018;379(23):2220-2229; 2) Paz Ares L et al. Lancet. 2019;394(10212):1929-1939; 3) Rudin CM et al. J Clin Oncol. 2020;38(21):2369-2379; 4) Leal TA et al. J Clin Oncol.
2020;38(15 suppl):9000; 5) Cheng Y et al. JAMA. 2022;328(12):1223-1232; 6) Wang J et al. Lancet Oncol. 2022 Jun;23(6):739-747; 7) Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085.



Randomized studies of PE + ICPlIs in first-line treatment of ED-SCLC: Safety

Safety conclusion

IMPOWER-1331 The safety profile of atezolizumab plus carboplatin and etoposide was consistent with the
previously reported safety profile of the individual agents, with no new findings observed

CASPIAN? Safety findings were consistent with the known safety profiles of all drugs received
KEYNOTE-6043 No unexpected toxicities were seen with pembrolizumab plus PE
EA51614 No new safety signals were observed

ASTRUM> The incidence and severity of treatment-emergent adverse events were similar between
the 2 groups. Adverse events attributed to serplulimab reflect the toxic effects frequently
observed with immunotherapy in patients with SCLC

CAPSTONES® Adding adebrelimab to chemotherapy showed an acceptable safety profile in patients with
ES-SCLC

RATIONALE-3127 Tislelizumab plus chemotherapy showed a manageable safety profile

ES-SCLC, extensive stage-small cell lung cancer; ICPI, immune checkpoint inhibitor; PE, platinum and etoposide.
Extracted from 1) Horn L et al. N Engl J Med. 2018;379(23):2220-2229; 2) Paz Ares L et al. Lancet. 2019;394(10212):1929-1939; 3) Rudin CM et al. J Clin Oncol. 2020;38(21):2369-2379; 4) Leal TA et al. J Clin Oncol. 139
2020;38(15 suppl):9000; 5) Cheng Y et al. JAMA. 2022;328(12):1223-1232; 6) Wang J et al. Lancet Oncol. 2022 Jun;23(6):739-747; 7) Cheng Y et al. J Thorac Oncol. 2024;19(7):1073-1085.



Is there room for consolidative thoracic radiotherapy
for ES-SCLC In the era of iImmunotherapy?

Table 1
Main characteristics of studies included in the meta-analysis.
Author Study type Systemic therapy Control Dose of Sample size Median age Gender (Male Smoking
(Year) c¢TRT (systemic (Years) %) history (%)
therapy /
control)
Xie Retrospective  chemo + ICI + cTRT chemo + ICI 30-60 Gy 118 (45/73) 62 83.1 83
(2023)
[20]
Peng Retrospective chemo + atezolizumab chemo + 30-60 Gy 114 (57/57) - 81 66.7
(2023) or durvalumab + ¢TRT atezolizumab or
[14] durvalumab
Yuying Li Retrospective chemo + atezolizumab chemo + 45-54 Gy 100 (47/53) 60 84 63 Study IogHR SE(IogHR) Hazard Ratio HR 95%-ClI Weight
(2023) or durvalumab + ¢TRT  atezolizumab or
[21] durvalumab '
Lijuan Li Retrospective  chemo + atezolizumab - 52-113 Gy 36 63 86.1 72 Li 2023 -0.1054 0.3066 ——— 0.90 [0.49;1.63] 20.7%
(2023) (7] or durvalumab + ¢TRT Peng 2023 -0.6349 0.2690 —a— 0.53 [0.31;0.89] 26.9%
Som T TR T b pmaidy * % % Xie 2023 06539 0.2492 —=—| 052 [032,0.85] 31.3%
. * o Hoffmann 2023 -0.9416 05140 ——  0.39 [0.14;1.05] 7.4%
Hoffmann Retrospective  chemo + atezolizumab  chemo + 3 Gy*10f 41 (23/18) 62.43 53.7 - Wu 2022 -2.9957 0.9711 0.05 [0.01;045] 21%
(2023) or durvalumab + ¢cTRT  atezolizumab or Daher 2022 -1.1087  0.4072 —— 0.33 [0.15;0.74] 11.7%
[23] durvalumab
Wu Retrospective  chemo + atezolizumab chemo + 28-64 G 22 (11/11) 64 86.4 90.9
(2022) ? or durvalumab | ¢cTRT  atezolizumab or Y Common effect model <> 0.52 [0.39; 0.68] 100.0%
[24] durvalumab l I I
Turner Retrospective  chemo + ICI + cTRT chemo + ICI 30-50 Gy 50 (7/43) - 54 - 0.01 05 1 2
Sg?’” Heterogeneity: /2 = 53%, t° = 0.0621, p = 0.06
Shi Retrospective ~ chemo + atezolizumab - 52-113 Gy 36 - - -
(2022) or durvalumab + ¢TRT
[26]
Diamond Retrospective  chemo + atezolizumab - 30-60 Gy 20 66 35 -
(2022) + cTRT
[27]
Daher Retrospective  chemo + atezolizumab chemo + 24-60 Gy 126 (25/101) Systemic Systemic -
(2022) or durvalumab + ¢TRT atezolizumab or therapy: therapy:
[28] durvalumab 63Control: 66 68Control: 71
Chen Prospective chemo + SHR-1316 - >3Gy * 10f 31 64 80.6 71
(2022) (PD-L1 antibody) + or>2Gy*
[29] c¢TRT 25f
Perez Prospective chemo + ipilimumab + - 3 Gy*10f 21 66 61.9 -
(2021) nivolumab + ¢TRT
[16]
Gross Retrospective chemo + ICI + ¢TRT chemo + ICI - 244 (63/181) 65 - -
(2021) [6]
Welsh Prospective chemo + - 45 Gy 33 62 60.6 -
(2020) pembrolizumab + ¢TRT
[17]
Chemo, chemotherapy; ICI, immune checkpoint inhibitor; cTRT, consolidative thoracic radiation therapy; ES-SCLC, extensive stage-small cell lung cancer; PD-L1, programmed cell death ligand 1. 140

Extracted from Feng B et al. Radiother Oncol. 2024:190:110014.



ES-SCLC: second-line options

ASCO Educational Book o
(2024) ESMO Guidelines

ﬁThe phllosophy ThOf SUHS me iS STOiCism - my Ccnceh Recurrent SCLC (i.e. second-line therapy and beyond)
will come back or it won't come back and, other

than my healthy lifestyle, there is not a whole lot | can l l
do about that. Other people are scared about scans — | -
- for me, before the scan, | imagine what it would be [ T o T J e mons TR ]
like if it showed progression , and what | would do. |
have to have that Plan B. But this way, I'm still able to ! !
K/ive my life and be at peace with it....» / [ oy o 652 | (

BSC [II, C]
Lurbinectedin
[111, C; MCBS 1]*

Oral or Lv. topotecan [I, A] Rechallenge with platinum-

Cyclofosfamide— .
etoposide [II, B
doxorubicin—vincristine [I1, B] oral or |Er tr;pot[eéan][l Al
Lurbinectedin [1}l, C; MCBS 1]* Cyclofosfamide-doxorubicin-
vincristine [11, B)

ES-SCLC, extensive stage-small cell lung cancer.
Extracted from 1) Wang X and Chiang AC. Am Soc Clin Oncol Educ Book. 2024 ;44(3):e432520; 2) Dingemans A et al. Ann Oncol. 2021;32:839-853. 141



ES-SCLC: second line options
«that plan By some examples

Bl 764532: a novel DLL3-targeting T cell engager '

anti-CD3

Human IgG-like ‘
structure
764532
DLL3:

Notch ligand selectively
expressed on the cell surface
of SCLC and epNECs

HPN328

QLS31904

Tarlatamab Bl 764532

CD3-binding
region

Fc region

DLL3-binding
region CD3argeting

Inactive
T cell

cns"o

v

DLL3 \O

Trispecific (DLL3/CD3/Albumin)
Bispecific (DLL3/CD3)

HPN 328 QLS31904

Anti-DLL3 Fab

domains

Anti-CD3 scFv

Anti-albumin
domain

Wodified Fc region
DLL3-targeting
domain

Activated
T cell

Cytolytic
synapse

Tarlatamab: Dellphi-301 phase Il trial?

Kaplan-Meier estimate of 0S across clinically relevant (2 10 mg) dose levels?

09 Median OS (95% Cl): 17.5 months (11.4, NE)
0.8 4 Median follow-up: 12.1 months (range, 0.2-34.3)

6-month OS = 78.1%

Probability of
Overall Survival
o
(9]

1

T
1
1
| 12-month OS = 57.9%
1
1
J
+

T T T T T T T T T T T T T T T T

0 2 4 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number of patients at risk: Months
Tarlatamab 152 135 119 108 92 81 58 23 18 15 12 10 7 6 3 3 1 1 0

1
1
1
1
1
1
1
:
0.0 - '
6

Median follow-up: 12.1 months (range, 0.2-34.3)

» Among 17 patients receiving the tarlatamab 10 mg dose, median 0S was 20.3 months
(95% CI: 5.1 to NE)

Bl 764532 a DLL3-targeting T cell engager?

Current duration of objective response,
scLe B LCNEC months* (as of A;ril 21, 2025)

¢ + ¢ e + * " 6.6
S S W S— 10.6
. L] L] L] L] L] L [ ] -+ 9-2

+ + [ ] [ . [ - 28
e 6 o @ = 4.6
° ° ° ° -+ 4.0

° ° ° ° - 3.9

e ° ° e -+ 4.5

° ° ° - Tumor response and status 39

° ° ° ] —~+Response ongoing 4.2

I ¢ & =u » Partial response 1.2
° ° - 4 Stable disease 12

- o = Disease progression <

T T T T
0 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15
Treatment duration (months)

Cl, confidence interval; DLL3, delta-like ligand 3; ES-SCLC, extensive stage-small cell lung cancer; LCNEC, large cell neuroendocrine lung carcinoma; NE, not estimable; OS, overall survival.
Extracted from 1) Tanizaki J et al. Presented at ELCC 2024; March 20-23 March 2024; Prague, Czech Republic; 2) Paz-Ares L at al. Presented at ESMO 2023; October 20-24 October 2023; Madrid, Spain; 142
3) Wermke M et al. Presented at the WCLC 2023; September 9-12, 2023; Singapore.




Conclusions (Speaker’s own)

* Chemo-immunotherapy is SOC for 1st line treatment of ED-SCLC

» Second-line treatments are still a huge unmet need: nothing really tailored, but (more or
less) novel agents are being tested!

* Not managing SCLC as a unique entity may lead to better results in the next future BUT we
still need reliable and reproducible ways to define them

* Behind the disease there are patients and caregivers demanding and aware of an
unfavorable situation
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Panel discussion and Audience Q&A
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Take-home messages

Professor Tony Mok

Li Shu Fan Medical Foundation
Professor of Clinical Oncology

The Chinese University of Hong Kong
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ENGAGE NOW!

, This symposium

» Provide your feedback and help BeiGene to better meet your
educational needs in the future.

e

, Explore BeiMedPlus!

BeiGene's new medical education platform provides:
* Information on BeiGene's investigational compounds and

clinical development program..

+ Slide kits and recordings from recent
congresses and BeiGene's symposia.

..'-'

P

* BeiGeneius Academy - an expert-led
initiative with educational content in
multiple formats.
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