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Randomized, blind, multicenter phase 3 study (NCT04964479)

Baohui Han MD

liment criteri
Shanghai Chest Hospital, Shanghai, China bl

Locally advanced or recurrent/metastatic

: NSCLC
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Age: 18-75; ECOG PS: 0-1
Previous systemic treatment naive

No EGFR mutations, no ALK or ROS1
rearrangements

No prior exposure of anti-angiogenic
agents or immune checkpoint inhibitors

Stratification factors:
« Histology: squamous vs. hon-squamous
+ Brain metastases: yesvs. no
+ PD-L1 expression (TPS): 2 50% vs. 1-49%
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Benmelstobart 1200mg iv D1

Anlotinib 12mg po, QD
D1~D14

3 weeks / cycle

Pembrolizumab 200mg iv D1
Placebo Omg po, QD D1~D14
3 weeks / cycle

Primary endpoint

Progression-free survival (PFS)
per RECIST 1.1 assessed by IRC

Secondary endpoints
Overall survival (0S)
Objective response rate (ORR)
PFS per RECIST 1.1 by INV
Disease control rate (DCR)

Safety

Abbreviation: IRC: independent review committee, INV: investigator, TPS: tumor proportion score
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Results Primary endpoint: PFS by IRC
100 Benmel+Anio (N = 354) | Pem-+Placebo (N = 177)
Benmel+Anlo
ety Events, n (%) 166 (46.9) 95 (53.7)
Median, months (95% CI) 11.0 (9.2,12.6) 7.1(5.8,9.5)

= 80+

S PFS at 6 months, % (95% CI)  74.7 (69.6,79.0) 56.8 (48.6, 64.2)

% HR (95% CI) 0.70 (0.54, 0.90)

a 60 p-value 0.0057
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Time since randomization (months)

No. at risk
Benmel+Anlo 354 311 276 202 142 108 78 42 24 9 1 o "Median follow-up:
Pem+Placebo 177 139 13 7 54 38 27 18 1" 2 0 Benmel+Anlo: 11.4 months

Pem+Placebo: 10.6 months

2025 ASCO #50025 Iaaa L]

ANNUAL MEETING

Benmelstobart in combination with anlotinib vs
pembrolizumab in the 1L

» Key findings: Efficacy & Safety
- mPFS subgroup analysis: Squamous mPS 11 mo (HR
0.6); PD-L1 =50% 13.3 mo (HR 0.63)
-Higher ORR 57 vs 40%

- Safety: higher rates of grade = 3 toxicities, but no
increased rates of IRAEs or discontinuation

Han B et al. ASCO 2025
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100 Evont Censorad (%) Medicn (98% CI)
S 5 :1322‘#"%7!;2"5‘) TPS 2 50% Benmel+Anlo | Pem+Placebo
g ® R0 0 E%CI0<1%)
z a N (%) 159 (44.9) 80 (45.2)
H
i Median, months (95% Cl)  13.3 (11.0,NE) 7.2(556, 13.6)
g
HR (85% Cl) 0.60 (0.41,0.88)
. . o o ® » 2
‘Time since rancomization (months)
@ Son Cntrsa() i 084 )
oot i Squamous Benmel+Anlo | Pem+Placebo
g R0 %CI069)
3
S N (%) 213 (60.2) 107 (50.5)
i \\‘ Median, months (95% Cl) ~ 11.0 (9.2, 12.6) 6.9 (5.6, 8.9)
H
£
HR (85% Cl) 0.63 (0.46, 0.86)

LI 6 s 0w o2 w6 w8 a2
‘Tims since randomization (morths)

No.atrisk
BeweiAio2s 5 e B @ @ & 2 0
FeniPaebo 17 8 @ & ™ m 4 8 5 0

Benmelstobart in combination with anlotinib vs
pembrolizumab in the 1L

Strengths
* Anlotinib is already an approved drug in China

+ Well-designed phase 3 study with positive primary endpoint of PFS
+ Manageable safety profile; AEs consistent with VEGF inhibition

Limitations

* Impact on OS to be determined

* No predictive biomarker for the combination

« Comparator arm is not a SOC for all PD-L1 levels
 Study conducted in China only

Ahn M-J etal. J Clin Oncol. 2025 Jan 20;43(3):260-272
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2025 ASCO Plasma response-guided adaptive treatment of advanced NSCLC
shll Sl receiving first-line pembrolizumab

i ve first.l St
Plasma-guided adaptive first-line Fespose s P /e

- Stage IVNSCLC S : &
eI . . Continued Primary Endpoint
chemoimmunotherapy for non-small omeons || Hormmeany ||| Faoaone
I I I N S C L C therapy for 200mg VQ3w | | PRICR Monotherapy ona platinum
ce u n g Ca n Ce r metastatic disease X2 Cycles — C2 Plasma doublet
Radiographic Responss
Julia K. Rotow, Grace Heavey, Mizuki Nishino, Shail Maingi, Christopher S. Lathan, Umit Tapan, ECOGPS 02 | = o Pembrolizumab + Secondary
Alexandra S. Bailey, Zihan Wei, Emanuele Mazzola, Diandra Ocot, Geoffrey R. Oxnard, David o : X " Endpoints
A. Barbie, Pasi A. Janne, Cloud P. Paweletz, Michael L. Cheng PD-L1TPS 2 1% Asymptomatic €2 Plasma B iyt
b PD N Safety/Feasibility
ponse s
No known sensitizing Spt—t\ 0S
: alterations in EGFR, ymptomatic Plasma Response
JU.|Ia. ROtO_W1 MD ) ) ALK ROS1 BRAF Radiographic Off Study &
Clinical Director, Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute VET RET. or NTRK PD
Assistant Professor, Harvard Medical School — ) )
C2Plasma .  C3 Radiographic
2025 ASCO preseutcoov: Julia Rotow, MD ASCO sty cfDNA Status* Response Status

“Plasma Response defined as 250% reduction in plasma ctDNA max AF for patients with high shed [20.5% max AF] at baseline or continued low shed [<0.5% max AF] for
patients with low shed at baseline, as measured by amplicon-based plasma NGS

“NSQ: Carboplatin AUC 5 + Pemetrexed 500 mg/m2 Q3W x 4 cycles followed by Pemetrexed 500 mg/m2 Q3W; SQ: Carboplatin AUC 6 + Paclitaxel 200 mg/m2 Q3W x 4
cycles, with concurrent pembrolizumab 200 mg IV Q3W to end of study treatment

TFeasibility defined as completion of the integrated plasma response and C3 imaging assessment, with one-sided upper 90% binomial confidence interval >82.5%

2025 ASCO eresentengr: Julia Rotow, MD ASCO oyl
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Treatment Allocation at Cycle Three

v e it [ormamrs
Received C1 ICI (N=40) s =
n (%) | (N=21) (N=9) (N=10)
Off Treatment Age (mean) | 68.4 69.8 722
(N=4)
_ Gender
e g\g ((:11; Male 11 (524%) | 5(556%) 6 (60.0%)
Completed C2 Plasma . Death(N=g) | omae  |10WT6%) |4(M4%) | 4(H00%) Best Response to Treatment
Response Assessment (N=36) ECOGPS 80
0 7(333%) | 2(222%) 3(30%)
) | T ! 1 14 (66.7%) 6 (66.7%) 6 (60%) w Best Response, All Patients
_ . 2 oo i im0 A Al Pais
Assigned C3 to Assigned C3 to Off Treatment/No Histolo 2 oW (N=40)
Continue IC1(N=21)| | ChemolCi (N=8) | | Assignment(N:6) | | "CR% | o |0 e g o PR 20(50%)
- : . w 0
+ AE(N=2) sQ 6(286%) | 1(11.1%) 2 (20.0%) g T
. PD(N=3) Adenosqua. | 0(0 %) 1(11.1%) 0(0%) 5 (22.5%)
Off Study Off Study . Death (N=1) H PD  7(175%)
. = . e Tobacco 2 *
PD (N=1) MD/Pt Decision a UE  4(10%)
 AE (N-1) N=2) Curent | 5(238%) | 3(33.3%) 0(0%) 5 .
Former [ 15(71.4%) |5 (556%) 10 (100%) £
Never 1(4.8%) 1(11.1%) 0(0%) g .
Received Assigned Received AS,Signed, Therapy (N=7) PD-L1 }gu Treatment Regimen Assigned at C3 gz:;g::gonse by C2Plasma
Therapy (N=19)  CarboplatinfPacitaxel (N=1) 1-49% 8(38.1%)  |3(333%) | 4(40.0%) §w Pembrolzumeb 3 Contnue Pembrolzumzb
+ Garboplatin/Pemetrexed (N=6) >50% 13 (61.9%) 6 (66.7%) 6 (60.0%) g Pembrolizumab - Pembrclizumab + Platinum Doublet Plasma Response
CNS+ 4(190%) 5 (55.6%) 1(10.0%) 0 Pembrolizumab - No Assignment No (N=15) Yes (N=21)
* Did nct receive assigned th
eresenten ay: Julia Rotow, MD ASCO Pt 100 R PR 21%) 17(81%)
fgiﬂf&g[\? CLINICAL ONCOLOGY -

of and ASCO. for reuse; cont
entatior is property of the author tact KNOWLEDGE CONQUERS CANCER PD-L1HL M LHLHHHHHHL LHLHLHH LHHHHHHHHL L LHLH SD 7
1

3(
(50%)  2(95%)
(29%)  2(9.5%)

Best Radiographi - UE 6.7% 0
ALl lob b lleofofeafofobelelrleelgleababl el (A -~
tFisher exact test. UE, unevaluable
Four subjects not shown due to lack of at least one radiographic response assessment
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Survival Outcomes to an Adaptive Treatment Strategy

Survival by PD-L1 TPS and by Plasma Response

Progression-Free Survival Overall Survival

— 100 PFS by Plasma Response PFS by PD-L1TPS
S 90
< 90 . 100; T Plasma Response = No = i
g 80 & 8 ~ ~ Plasma Response = Yes W B gg'::t[“ﬂn
S = 70 9 90 ~ 90 -L1=Low
3 = g e . )
3 6 = 3 0 " o
8 5 50 H] g
L 50 @ 2 S )
T 0 = 40 3 ]
c 4 @ a 60 @ ®
2 30 ® 30 g o
S 20 S 20 L L
8 10{ Median PFS: 11 months (95% Cl 3.4-15.9 months) 101 Median OS: 14.9 months (95% CI 8.2-27.7 months) [ Ew
o 2 ] ) :
"% 3 6 ] 12 15 97575 & 5 12 15 18 21 24 57 30 33 36 39 42 45 48 g § | Vedan PES
Months since Registration Months since Registration g, - Median PFS: X ?:DVEI ; ,ohmon‘lhs
i . 16.4 vs 4.8 months & -L1highvs low)
No. at Risk No. at Risk & 1 HR O34 (45% C10.120.92) HR 0.85 (95% C10.32-2.26)
= & 2 16 13 3 2 = 40 36 29 26 23 19 15 13 11 9 7 6 4 3 1 1 1 3 - 3 3 ] i i 5 n 7
Months since Registration Wonths since Registrion
Survival outcomes were calculated for all enrolled patients from date of registration to date of progression or death inclusive No. atRisk Noval Flek
of pembrolizumab monotherapy and, if indicated per protocol, adaptive pembrolizumab plus platinum doublet 15 7 4 ) | i ?; 185 180 ; g g
2 = 21 17 12 1 2 1
] presenten ay: Julia Rotow, MD smenca socieryor
s - = ASCO s
08 by Plasma Response 08 by PD-L1 TPS
e Plasma Response = No 100 PDLI =High
@ -~ Plasma Response = Yes - PD-L1 =Low

Key Conclusions

Plasma-guided intensification from first-line pembrolizumab monotherapy to platinum Vedian 05:

Owverall Survival (%)
Overall Survival (%)
8 8 8§ 8 8 3 8 8

doublet/pembrolizumab is feasible in metastatic NSCLC o|  Median 0S: 141 s 19,1 mortrs
34.3 vs 8.6 months ol (PO-LThighvslow)
" HR 015 (95% C1006:036) HR 1.06 (85% C1049-2.32)
=4 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
A plasma-guided strategy resulted in a median PFS of 11.0 months with fewer patients receiving Lo ‘sMgﬁthﬂ.ni“eﬁégéﬂafgn weenw Months sinc Registration
first-line platinum doublet chemotherapy than would be predicted by PD-L1 TPS No.at Rk No.atFisk
5159 7582100000000 0 B2 19608 8754310000
S 2N 19875 B 1219 7 6 43 1 11 P RENNN g8 AT E TN
As a dynamic biomarker, ctDNA kinetics are an important emerging tool to guide clinical ) e
decision making in NSCLC. Further validation within a randomized study is needed to clarify 205 ASCO 150025 A ASCO ANCALONCOLD6Y
implications for clinical practice ANNUAL MEETING Prsenatonis popely o he athor and ASCO. Pemisin requted ot e, cortat pomssions asco g KNOWLEDGE CONQUERS CANCER
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Randomized trial of Time-of-Day
immunochemotherapy on Survival in
Non-Small Cell Lung Cancer

Zhe Huang'?, Liang Zeng", Zhaohui Ruan', Qun Zeng®, Huan Yan', Wenjuan Jiang', Yi Xiong',
Chunhua Zhou', Haiyan Yang', Li Liu', Jiacheng Dai', Nachuan Zou', Shidong Xu'2, Ya Wang', Zhan
Wang', Jun Deng*, Xue Chen*, Jing Wang®, Hua Xiang®, Xiaomei Li¢, Boris Duchemann®’, Guogiang

Chené2, Christoph Scheiermann?'.12.13t Francis Lévi®'%f, Nong Yang'4t, Yongchang Zhang'.24.15t

Presenter: Yongchang Zhang, MD, PhD, Hunan Cancer Hospital, zhangyongchang@csu.edu.cn

2025 ASCO

presentepBy: Yongchang Zhang MD, zhangyongchang@csu.edu.cn
#ASCO25 g 9 9 ) gyong 9@
ANNUAL MEETING Presentation is property of the author and ASCO. Permission fequired fo reuse: contact permissions@asco org

vvvvvvv
ooooo

" AMERICAN SO
ccccccc

KNOWLEDGE CONQUERS CANCER

. -
Abstract: 8516 GecCP

lung cancer
research

Background

« Circadian rhythms is known to impact on sleep,
disease and therapy.

+ Pre-clinical studies have shown the association of
circadian rhythms and immune cell function and
distribution, thus may impact on efficacy of
immunotherapy'.

* Qver 20 retrospective studies, and it's meta-analysis,
have demonstrated improvement in the efficacy of ICls
given at early rather than late time of day?®

* This is the first prospective randomized phase Il study
comparing early (before 15:00hr) with late (after
15:00hr) Time of Day (ToD) infusion of chemo-
immunotherapy in patients with advanced NSCLC

1Cermakian etal, JCI Insight. 2020
2Huang Z et al, eBioMedicine. 2025 (our group)
3Zachary et al, Lancef Oncology. 2021

205 ASCO 1150025 IR Yongchang Zhang MD, zhangyongchang@csu.edu.cn
Pr
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Results: PFS

Statistically significant improvement in PFS comparing early with late ToD group

Study design

APhase 3, randomized, open-label study (Clinicaltrials.gov: NCT05549037)

Key eligibility criteria # Early ToD group "

Standard chemotherapy* in

Early Tod Group: mPFS 11.3m (95% ClI, 9.3-13.3)
Late Tod Group: mPFS 5.7m (95% ClI, 5.1-6.5)

Hazard ratio=0.42 (95% CI, 0.31-0.58)
P<0.0001

* Stage IlIC-IVNSCLC combination with standard ICI**  Primary endpoint;
* More than 18 years old ™ with first4 cycles startingand = PFS by BIRC ]
» Drivergenenegative 210 completed before 15:00hr  Secondary endpoint; ]
' PSO- #E ' 05 T R AR AR 2N JEE SR TR
* 21 measurablelesion 44 ] % Late ToD group * ORRbyBIRC f:::yTI;Dgf:::P W W 0w @ @ u & & 1 1 @
[} * n "
(REC|ST 11) i Standard chemotherapy n Wh0|e blOOd Median follow-up time: 23.2 months. ’ L. )
* Clinical stable brain combination with standard ICI** lymphocyte subset e
metastasis with first 4 cycles starting after analysis*™* REAsCcD e R
o300 Results: OS
Statistically significant improvement in OS comparing early with late ToD group
Stratification factor: None *(for detalls of chemotherapy: carboplatin (AUC of 5 mg/mlimin) and nab-paclitaxel (200
mg/m?), pemetrexed (500 mg/m?)
**(details of ICI: 200 mg of pembrolizumab or sintilimab) %03
T cells (CD3*), CD4* T cells (CD3*, CD4*), CD8* M
Teells (CD3*, CD8), B cells (CD3, CD20*), and NK cells (CD16*, CD56) _ “
fﬂiﬁ :Aégg wresenrensy. Yongehang Zhang MD,zhangynngchangv@csuedu.cn ASCO eyl

KNOWLEDGE CONQUERS CANCER

| Early ToD Group: mOS Not Reach
5. Late ToD Group: mOS 16.4m (95% Cl, 13.5-19.3)
10| Hazard ratio=0.45 (95% ClI, 0.30-0.68)

P< 0.0001
0 T T T T T T T T T )
0 3 6 9 o] 15 18 21 24 27 30
No. at Risk Months
Early ToD group 105 104 101 97 90 79 68 56 28 14 o0
Late ToD group 105 101 99 90 66 50 36 19 10 4 0

Median follow-up time: 23.2 months.
e

Zha
Asct
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Results: Circulating T cells

Increase of circulating CD8+ T cells in the early ToD group versus decrease in the late ToD
group.

A CD8" T cells B CD4" T cells C CD8*/CD4" T cells °
Permutation test, P for slopes = 0.001 Permutation test, P for slopes = 0.191 Permutation test, P for slopes =0.001
Two-way ANOVA, P <0.001 Two-way ANOVA, P =0.025 Two-way ANOVA, P <0.001

1.15 T .

1.24 | ToD group

1.101 1

== Early ToD group ¢

== Late ToD group

Ratio

1.054

Ratio of percentage (% in PBMC)
Ratio of percentage (% in PBMC)

1001 o< f I -

Baseline  After 2 cycles After 4 cycles Baseline  After2 cycles Afterd cycles  Baseline  After 2 cycles After 4 cycles

2025 ASCO #ASCO25 eresenTED BY:  Yongehang Zhang MD, zhangyongchang@csu.edu.cn ASCO augmcasocETYor
ANNUAL MEETING Presentaton is roperty o the author and ASCO. Permission requird fofeuse; cenact permissions @asca og

KNOWLEDGE CONQUERS CANCER

Conclusions

This is the first prospective randomized phase Ill study demonstrating infusion of
immunochemotherapy at early ToD (before 15:00) improves PFS and OS in patients
with advanced NSCLC irrespective of PDL1 status.

Significant difference in CD8* T cell dynamics in peripheral blood comparing early
with late ToD groups.

Given the potential impact of circadian rhythms on immunotherapy, it is
recommendable to document and/or stratify the infusion ToD in future clinical studies
on immunotherapy

GeCP

lung cancer
research
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Phase 3 study of benmelstobart in combination with
chemotherapy followed by sequential combination with
anlotinib for the first-line treatment of locally advanced or
metastatic squamous non-small cell lung cancer (sq-NSCLC)

Yuankai Shi!, Longhua Sun2, Runxiang Yang?3, Dingzhi Huang*, Yongzhong Luo®, Haichuan Su®, Qiang Liu’, Peng Zhang?,
XingYa Li®, Xiangjiao Meng'?, Yu Yao'!, Lingfeng Min'2, Yan Wang'?, Lei Yang'4, Conghua Xie'S, Junquan Yang'é, Jianhua
Shi'7, Zhi Xu'®, Hongbo Wu'?, Honghai Wang2°

" Department of Medical Oncology. Beljing Key Laboratory of Key Technologies for Early Clinical Trial Evaluation of Innovative Drugs for Major Diseases, National Cancer Center/National Clinical Research Center
for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences & Peking Union Medical College. Beijing. China; 2Department of Respiratory Medicine, The First Affiliated Hospital of Nanchang University.
Nanchang, China; 3Second Internal Medicine, Yunnan Cancer Hospital (Third Affiliated Hospital of Kunming Medical University), Kunming. China; ‘Department of Pulmonary Medical Oncology, Tianjin Medical
University Cancer Institute and Hospital, Tianjin, China; SDepartment of Pulmonary Medical Oncology, Hunan Cancer Hospital. Changsha, China: “Department of Oncology. The Second Affiliated Hospital of PLA Air
Force Military Medical University. Xi'an. China: 7Department of Oncology. China Shenyang The Tenth People's Hospital, China Shenyang Chest Hospital. Shenyang, China; ®Department of Thoracic Surgery.
Shanghai Pulmonary Hospital. Shanghai, China; °Department of Oncology. The First Affiliated Hospital of University. China: of Radiation Oncology. Shandong Provincial
Tumour Hospital, Jinan, China; '1Department of Oncology. The First Affiliated Hospital of Xi‘an Jiao Tong University. Xi‘an, China; '2Department of Respiratory Medicine and Critical Care Medicine. Northern
Jiangsu People's Hospital Affiliated to Yangzhou University, Yangzhou, China; *Respiratory Ward Two, Affiliated Cancer Hospital of Harbin Medical University, Harbin, China; 4Department of Respiratory Oncology.
Gansu Provincial Cancer Hospital. Lanzhou, China; '“Department of Radiation and Chemotherapy for Lung Oncology. Zhongnan Hospital of Wuhan University. Wuhan. China; 'Department of Chemistry.
Tangshan Pecpie's Hospital, Tangshan, China; 17Second Intemal Medicine, Linyi Cancer Hospital, Linyi, China; *°Department of Respiratory Medicine. Second Affiated Hospial of Third Miltary Medical University
(Army Medical Universit China; 19D of Oncology. Henan Cancer Hospital, Zhengzhou, China; 2°Department of Oncology. Anyang Tumor Hospital, Anyang, China

Yuankai Shi, Cancer Hospital, Chinese Academy of Medical Sciences
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Study Design

TQB2450-111-12 is multicenter, randomized, double-blind, parallel-controlled phase Il study

Induction treatment
(up to 4 cycles)

Maintenance treatment

Ve
Primary endpoint:
PFS per RECIST version 1.1
by IRC

~
Key eligibility criteria Benmelstobart (1200 mg, Q3W)
Carboplatin (AUC 5, Q3W)

Paclitaxel (175 mg/m2,Q3W)

Benmelstobartb® (1200 mg,

Pathologically confirmed
stage I11B-IV sg-NSCLC

Q3W) +Anlotinib (10 mg,
P.O., D1-D14, Q3W)

No prior systematic therapy
ECOG PSof0Oor1
No risk of fatal bleeding,

Key secondary endpoint:
(]

Secondary endpoints:
ORR, DCR, DoR, HRQoL,
and safety

&

(such as central cavitary, Tislelizumab (200 mg, Q3W)
Carboplatin (AUC 5, Q3W)

Paclitaxel (175 mg/m2, Q3W)

Tislelizumab® (200 mg,
Q3W) + Placebo

invasion of the main

bronchus was excluded)

J

Stratification factors:

* PD-L1 TPS® <1% vs. 1-49% vs. >=50%
«+ Sites of metastases: <=3 vs. >3

« ECOGPS:0vs. 1

a: Assessed at a central laboratory using PD-L1 IHC E1L3N (AmoyDx PD-L1 assay); b: up to 2 years;
Data cutoff date for this interim analysis: March 1, 2024. ClinicalTrials. Gov: NCT05718167

Abbreviation: sq, squamous; NSCLC, non-small cell lung cancer; ECOG, Eastern Cooperative Oncology Group, PS, Performance Status; PD-L1, programmed death ligand 1; TPS, ,
tumor proportion score; AUC, area under the curve; PFS, progression free survival; RECIST, Response Evaluation Criteria in Solid Tumors; IRC, Independent Review Committee; OS,
overall survival; ORR, objective response rate; DCR, disease control rate; DoR, duration of response; HRQoL, health related quality of life.
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PFS (per RECIST version 1.1 by IRC, ITT), Interim Analysis

Event Censor (%) Median (95 CI%)
0] Treatment 77 201 (72.30) 10.12 (8.54-NE)
Control 103 181 (63.73) 7.79 (6.87-9.69)

Adjusted Hazard Ratio 0.64 (98.35% CI 0.45-0.93)
Stratified Log-rank P=0.0038

Progression Free Survival (robability %)

o 2 4 3 8 10 12 14
Time since Randomization (morths)
No.atrisk
Treament 278 223 185 119 3 20 1 o
Control 284 225 188 %0 57 16

1 o
Treatment: Benmel+Chemo—Benmel+Anlo, Control: Tisle+Chemo—Tisle+Pbo.
a: Superiority boundary a=0.0165; Data cutoff date for this interim analysis: March 1, 2024. Median follow-up of PFS: 6.97 months (95%Cl: 5.78, 7.62) vs. 6.87 months (95%Cl: 5.62, 7.29).

Abbreviation: PFS, progression free survival; RECIST, Response Evaluation Criteria in Solid Tumors; IRC, Independent Review Committee; ITT, intent to treatment; NE, not estimated
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Conclusions

+  Benmelstobart in combination with chemotherapy followed by sequential combination with anlotinib
demonstrated a significantly improvement in PFS compared with tislelizumab plus chemotherapy for
locally advanced or metastatic sq-NSCLC.

= Median PFS: 10.12 (95% CI: 8.54, NE) vs. 7.79 (95% Cl: 6.87, 9.69) months, HR 0.64 (98.35% ClI:
0.45, 0.93), P=0.0038.

= PFS benefit favored benmelstobart in combination with anlotinib group in almost all subgroups.
+ Improvements in ORR, DCR, and a more durable tumor response were observed.

» OS was not matured at this interim analysis.

+  Benmelstobart in combination with chemotherapy followed by sequential combination with anlotinib
showed a manageable safety profile.

Benmelstobart in combination with chemotherapy followed by sequential combination with anlotinib

might be a new first-line treatment option for sq-NSCLC.

Abbreviation: PFS, progression free survival; sq, squamous; NSCLC, non-small cell lung cancer; HR, hazard ratio; Cl, confidence interval; NE, not estimated; ORR, objective
response rate; DCR, disease control rate; OS, overall survival
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Poster Bd#135b: HARMONi-3 lung cancer

’ arch
A Randomized Phase 3 Study of Ivonescimab Plus Chemotherapy Versus Pembrolizumab Plus TPS8664 Non—squamous OR Squamous Maintenance
Chemotherapy for the Flrst line Treatment of Metastatic Non-small Cell Lung Cancer: HARMONi-3 (up to 24 months)
o ; Non-squamous:
Key Inclusion: N = ~1080 lvonescimab +
+ 1L Stage IV squamous and Ivonescimab + Ivanescimab + Pemetrexed
non-squamous NSCLC ’ Carboplatin + Carboplatin + Treatment Until: g
Pemetrexed Paclitaxel (or nab-paclitaxel) D Fy
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3681 SE2101versus Doceaxel in Ptients ith
Metastatic Non-Small Cell Lung Cancer and

Secondary Resistance to Immunotherapy

KEY ELIGIBILITY CRITERIA

. HLA-A2 posiive |in blood b
Key Takeaways Points — : '
squamous MSCLE without
pcticrable mutatiang

OSE2101 is a therapeutic cancer vaccine
targeting Tumor-Associated Antigens
(TAAs) frequently expressed in NSCLC.
OSE2101 is composed of multiple
epitopes which strongly bind the Human
Leucocyte Antigen (HLA)-A2 receptor.
In a prior study after immunotherapy
failure, OSE2101 was compared to CT &

ICI resistance, there is no showed promising efficacy associated
registered options while with a better tolerance and Quality of
chemotherapy (CT) as docetaxel Life3.
is generally used.

ARTEMIA is an ongoing phase 3
study designed to compare
OSEZ2101 to docetaxel in HLA-A2
positive patients with metastatic
NSCLC in 2d line treatment after
1st-line CT- IC| and secondary
resistance to ICI.

The primary endpoint is survival,
and the main secondary
endpoints are the Quality of Life
assessed by the patients

Immune Checkpoints Inhibitors
(ICI) are standard treatment in
patients with advanced/
metastatic NSCLC & no
actionable gene alterations’.

ina CT- IC3 with secondary
fasdtance i 1C|
ECOGPS 0101

o brain matasiasas nor
priviausly roated bran

But disease will ultimately mataslzsas

progress?. In these situations of

Mitaststic squamous & non-

In 2d line treatment after 151

Hrabfcation
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_.
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Poster: Bd#129a
Study Design
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cnsant withdrawa

ARM B: DOCETAXEL
(n=121)
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functicning & Global
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lung cancer
research

In prior ATALANTE-1 study,
DSE2101 improved survival
varsus CT in 3d line treatment
in patients HLA-AZ+ with
advanced NSCLC &
sacondary Resistance o
Immunotherapy?

Background Study Design

KEY ELIGIBILITY CRITERIA

In prior ATALANTE-1 study,
oved survival ) PRIMARY ENDPOINT:
= PO, oty NS

versus CT in 3 HLA-A2 positive (in blaad by
2 + i cantral lsb}
in patients HLA-AZ+ with e e A
advanced N C& squamous MSCLE without
Secondary Resistance fo aclionable mutationa
Immunotherapy?

OVERALL SURVIVAL

SECONDARY
ENOPOINTS:
- Pailent Reporied
In 2d line treatmient after 151-
ina CT- IC1 with sacondary
nesatance to IC1
ECOGPS 01 1
Mo brain matasases nor
previously treated brain
metastasas

Besgum. Fronce, Germam, Greece. Hangary. Raly. Neterionds,
Posaedl, Poriugal, Romans, Spein, Linies Kisgaos.

Mid May 2025
HLA-AZ pre-
screening:
=270 patients
Randomization:
45 patients
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- El estado del ctDNA como guia para la escalada de tratamiento:
estudio prometedor: precisa validacion.

- Time-of-day: la hora de administracion de la |0 importa e impacta en
supervivencia: LT- CD8+

- Ambos estudios asiaticos: plantean el uso de la terapia anti-
angiogénica (Anlotinib).

- HARMONI-3: Estudio fase Ill: 12 linea CPNCP con Ivonescimab +
doblete basado en platino (bioespecifico: anti PD-1 y anti VEGF)

- ARTEMIA: OSE2101 (Tedopi) versus Docetaxel: Neoepitopos:
objetivo mejorar la respuesta inmune, HLA-A2 +.
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