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NCCN guideline

PD-L1 250% FIRST-LINE THERAPY (PS 0-2) PD-L1 21%-49% FIRST-LINE THERAPY (PS 0-2) SQUAMOUS CELL CARCINOMA (PS 0-2)
Preferred 5485
Pembrolizumab (category 1)5%- Preferred (no previous 10)
e eminsbound paciitaxel) + Prefered fiaxeor albunin‘bound padiaxei)+ s Systemcios S

p

pembrolizumab (category ‘!g;ﬁ

4
t 18
+ Atezolizumab® (category 1) (category 1)

i . P s - Nivolumab (category 1)
= Cemiplimab-rwic + paciitaxel + (carboplatin or cisplatin) (category 1) « Pembrolizumab® (category 1)

« Cemiplimab-rwic (category 1) Other Recommended % i
+ Cemipli Ic + paciitaxel + in or cisplatin “Ni +ipllh + paclitaxel + in (category 1)63 Atezolzumab {calegory 1) " v
(category 1 )m - Nivolumab + ipilimumab (category 1) Other Recommended (no previous 1O or previous |0
Other R ded - Tremeli ctl + + carboplatin + albumin-bound +D
'—m—' + paclitaxel + carboplatin (category 1)63  paciitaxei® > + Gemcitabine
o it + in + albumin-bound  ° Tremgkim_uma“b-acﬂ + durvalumab + (carboplatin or cisplatin) + * Docetaxel + Ramucirumab
paclitaxel (category 285 g:mﬁ':b'g:ai" N + Albumin-bound Paclitaxel
L Tgamcit;bina (cale;a.:y pA * in or cisplatin) + - Pembrolizumab (category 28)7-54.55 « Fam-trastuzumab deruxtecan-nxki (HER2 IHC 3+)
Iseful in Certain Circumstances
« Nivolumab + ipilimumab (category 1)85
INITIAL SUBSEQUENT

NCCN Version 5. 2026



KEYNOTE-042 (PD-L1 21%), mPFS 5.6 months
mOS 16.4 months

KEYNOTE-024 (PD-L1 250%), mPFS 7.7 months
mOS 26.3 months

[EXRE

Median (35% Cl)
[ 16.4 mo (14.0-15.6 mo)
12.1 mo (11.3-13.3 mo)

08 (%)

Overall Survival, %

LR

Subgroup HR for OS (SQ 0.76 vs. NSQ 0.81)

J Clin Oncol. 2023 Apr 10;41(11):1986-1991
J Clin Oncol. 2021 Jul 20;39(21):2339-2349



Advancing LUSC Therapy: Progress an

KEYNOTE-407 (LUSC), mPFS 8.0 months KEYNOTE-189 (LUAD), mPFS 9.0 months
mOS 17.2 months mOS 22.0 months
Events, HR 5-Yoar OS Rate, %
Treatment Group o Treatment Group No.(%  (e5%CD 195% C1)
100 100 Pembrolizumab + chemo 329 (80.2) 0.60 19.4 (15.7 to 23.4)
Pembrolizumab plus cheme 225 (80.9) 071 184(13.810234) Bl TS —— 1050 15 072} AT A8
% Placebo plus chema 248(88.3) (0.59100.85) 97(651013.7) 90 ) g » o >
8 3 ,Z—,;/; Median, months (95% CI) 80
70 70 "
] © e 60 B2 et 195 0 245 moriha
o= .0 months to months)
= - T —— TS OT DAS) 10.6 menths (8.7 to 13.6 months]
%) .
o 313
30 12.4 236 19.4

0S (%)
858
- /?’Nb

Time (months) Time (months)

J Clin Oncol. 2023 Apr 10;41(11):1992-1998
J Clin Oncol. 2023 Apr 10;41(11):1999-2006



Current unmet needs in treatment of Ug

* Lack of actionable driver mutations

* Limited 2L options post-l10 Failure

* Resistance mechanisms & "cold tumors"

* Safety & comorbidity challenges

Speaker’s Perspective



Molecular biology of LUSC

@ TAA-based immunotherapy
5.1 Targeting membrane receptors
® Tumor immune microenvironment EGFR, ERBB2, FGFR1, DDR2, MET, ALK, ROS1, and TROP2
3.1 Cold TIME with high CNV burden 5.2 ACT immunotherapy
CART cell therapy and TIL therapy

3.2 Higher immune heterogeneity than LUAD
3.3 Cellular composition 5.3 Cancer vaccines
Neutrophils, Thy/z cells, TILs, SPP1-macrophage, and CAFs
3.4 Therapeutic strategies
Current checkpoint targets: PD-1, PD-L1, CTLA-4
Emerging checkpoint targets: TIGIT, TIM-3, LAG-3, CD73, By-H3
Anli'angiugenesis: VEGF, VEGFR
CIK cell therapy, TIL therapy, and FMT

Ann Oncol. 2026 Mar;37(3):289-313
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Ivonescimab

A first-in-class, investigational, bispecific antibody targeting PD-1 and VEGF

angiogenesis
\ Anti-VEGF /
Induced
\l I/ :n;ggmesis\
/ﬁ\\ L L]
Fe region /i A ®

) =

" differentiation

l Induced

differentiati

Anti-PD-1 \"fgy

Front Immunol. 2025 Nov 17:16:1599181



Phase 3 Study of Ivonescimab (AK112) vs. Pembrolizumab
as First-line Treatment for PD-L1-positive Advanced
NSCLC: HARMON:-2

C. Zhou'?, J. Chen?, L. Wu?, L. Wang!, A. Xiong', B. Liu*, I. Yao®, H. Zhong®, J. Li’, Y. Cheng®, Y. Sun®, H. Ge!",
Q. Shi!!, M. Zhou'2, Z. Han'3, J. Wang'4, Q. Bu'%, Y. Zhao!, J. Chen'7, J. Yang!8, M. Xia!®

!Shanghai Pulmonary Hospital. Tongji University School of Medicine. Shanghai/CN: *East Hospital Affiliated To Tongji University, shanghai/CN: *Hunan Cancer Hospital,
Changsha/CN: *Harbin Medical University Cancer Hospital, Harbin/CN: SThe First Affiliated Hospital of Henan University of Science and Technology. Luoyang/CN: *Shanghai
Chest Hospital, Shanghai/CN: "The First Affiliated Hospital of Gannan Medical University, Ganzhou/CN: ®Jilin Cancer Hospital. Changchun/CN; *Shandong Cancer Hospital and
Institute, Jinan/CN: "The Fourth Hospital of Hebei Medical University. Shijiazhuang/CN: '"Fuzhou Tuberculosis Prevention and Treatment Hospital, Fuzhou/CN; P Affiliated
Cancer Hospital and Institute of Guangzhou Medical University, Guangzhou/CN; The Affiliated Hospital of Xuzhou Medical University. Xuzhou/CN: '#The Fifth Medical Center
of the General Hospital of Chinese People's Liberation Army, Beijing/CN: *The First affiliated hospital of Guangxi Medical University, Nanning/CN; **Henan Cancer Hospital,

ZhengzhowCN; "Fujian Cancer Hospital, Fuzhou/CN; "*Akeso Biopharma, Inc., Zhongshan/CN

Ivonescimab versus pembrolizumab for PD-L1-positive
non-small cell lung cancer (HARMONi-2): a randomised,
double-blind, phase 3 study in China

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress




Study design

A randomized, double-blind, phase 3 study®

Patient Population Ivonescimab
cLe 2 Q3W (N=198)

i Treatment until
temic therapy

no clinical benefit,
unacceptable toxicity

‘R mutations or ALK

ements
s or up to 24 months
ECOG PS 0 or | Pembrolizumab
PD-L1 TPS B 200 mg Q3W (N=200)
Stratification
+ Clinical stage (IIIB/C vs. IV) Endpoints

* Histology (SQVE: 508:5Q) Primary: PFS by blind IRRC per RECIST v1.1
* PD-L1 TPS (250% vs. 1-49%) Secondary: OS, PFS assessed by INVs, ORR, DoR, TTR and safety
Exploratory: QoL

* Patients were randomized from November 2022 to August 2023. Data cut off: January 29, 2024.

Abbreviations: aNSCLC, advanced non-small cell lung cancer; EGFR, epidermal growth factor receptor; ALK, anaplastic lymphoma kinase; ECOG PS, Eastern Cooperative Oncology Group performance
score; PD-LI, programmed death ligand 1; TPS, tumor proportion score; R, randomization; SQ, squamous cell carcinoma; Q3W. every three weeks; PFS, free survival; IRRC, i

radiology review committee; OS, overall survival; INV, investigator; ORR, overall response rate; DoR, duration of response; TTR, time to response; QoL quality of life.

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



97 (49.0) 85(42.5) 182 (45.7)
Age (vears)
>65 101 (51.0) 115 (57.5) 216(54.3)
Six Male 164 (82.8) 169 (84.5) 333(83.7)
© Female 34(17.2) 31(15.5) 65 (16.3)
[ 25 (12.6) 26(13.0) 51(12.8)
ECOGPS
1 173 (87.4) 174 (87.0) 347 (87.2)
Never 39(19.7) 38(19.0) 77(19.3)
Smoker Current 39 (19.7) 4221.0) 81 (20.4)
Former 120 (60.6) 120 (60.0) 240 (60.3)
. 111B/C 15(7.6) 16 (8.0) 31(7.8)
Clinical stage —_—
w 183 (92.4) 184 (92.0) 367(92.2)
sQ 90 (45.5) 91 (45.5) 181 (45.5) 38%
Tumor centrally located® 65(72.2) 57(62.6) 122(674)
Pathology Tumor with cavitation/necrosis® 9(10.0y 7(7.7) 16(8.8)
Tumor encasing large blood vessel® 6(6.7) 1(L1) 7(39)
Non-SQ 108 (54.5) 109 (54.5) 217 (54.5)
>50% 3 : L i 9
PD-L1 TPS e 83 (41.9) 85(42.5) 168 (42.2) 47%
1-49% 115 (58.1) 115 (57.5) 230(57.8)
: Yes 25(12.6) 28(14.0) 53 (13.3)
Liver metastases m——
No 173 (87.4) 172 (86.0) 345 (86.7)
Y 33(16.7 39(19.5 2 i 0
Se— ey iy Zu o 5%
No 165 (83.3) 161 (80.5) 326(319)

* Patients who received randomization. * In 181 patients with SQ.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance score; PD-LI, programmed death ligand 1: TPS, umor proportion score: SQ. squamous ce™

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Primary endpoint: PFS by IRRC

Number of events/ Median PFS
number of patients ~ Months (95% Cl)

——  Ivonescimab 72/198 11-1(73to NE)
— Pembrolizumab ~ 112/200 58(50t0 82)

PFS (%)
V]
=]

20+ Stratified hazard ratio (95% CI): 0-51 (0-38 to 0-69),

10 one-sided p: <0-0001
0 T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11
Number at risk
(number censored)

Ivonescimab 198 189 175 156 148 128 99 68 59 38 14 11
(0) (6) (10) (16) (18) (26) (49) (70) (72) (92) (113) (116)

Pembrolizumab 200 187 141 121 119 103 74 53 45 25 9 5
(0 (4 (7 (10) (1) (16) (31) (46) (53) (69) (79) (83)

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Key PFS subgroup analysis

PD-L1 Low (TPS 1-49%) PD-L1 High (TPS >50%)

Stratified HR 0.54 w Stratified HR 0.46

N (95%CD  (0.37,0.79) = (95%CD)  (0.28,0.75)
PD-L1 expression ; . g 2

MIES. W -

R

m Squamous " Non-Squamous

% Stratified HR 048 b Stratificd HR 0.54

" (95%Cly  (031,0.74) B (95%Ch (036,082
NSCLC Histology . .

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



ORR, DCR (%)

100

80

60

40

89.9%
DCR

Ivonescimab

ORR and DoR by IRRC

70.5%

Pembrolizumab

ORR, % 50.0 385
(95% CI) (42.8,57.2) (31.7,45.6)
DCR, % 89.9 70.5
(95% CI) (84.8,93.7) (63.7,76.7)
Median DoR, mos NR NR
(95% CI) (NE, NE) (8.28, NE)

ORR and DCR were higher with ivonescimab vs.
pembrolizumab.

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Safety Summary

TRAEs

Safety Swmmary n (%) Beshie

TRAES (all grades) 177 (89.8) 163 (81.9)
Grade>3 58(294) 31(15.6)
Serious TRAEs 41(20.8) 32(16.1)
Leading to discontinuation 3(1.5) 6(3.0)
Leading to death 1(0.5) 2(1.0y

Ivonescimab showed a manageable safety profile,
which was consistent with previous studies.
TRAE:s in SQ Subgroup

Ivonescimab  Pembrolizumab

Safety Summary, n (%)

(n=90% (n=91%)

TRAES (all grades) 77 (85.6) 73 (80.2)

Grade>3 20(22.2) 17 (18.7)

Serious TRAEs 17 (18.9) 17 (18.7)
Leading to discontinuation 2(22) 3(3.3)
Leading to death 0 1011

Ivonescimab also demonstrated a tolerable safety
profile in SQ patients.

Pembrolizumab
LY

@ Ivonescimab, >=grade 3
O Ivonescimab, all grades
@ Pembrolizumab, >=grade 3
O Pembrolizumab, all grades

The Most Common TRAE:s (incidence >10%)
Ivonescimab
Total 598 uu*m
Proteinuria. s soll 101
Aspartale aminotransforase moreased 198 03 156
Hypercholesterolacmia 162 1wl
Blood bilirubin increased 157 ojos e
Tiypertension 157 LSS 25
Alanine aminotransforase increased 103 005 121
Hypothyroidism. 12 05
Anaemia 132 asfos e
Hypoalbuntinacmia 117 05 11
Amylase increased 12 sy s
Hyperglycacmia 1z EEge e
Blood uric acid increascd 107 &0
Anhythmia 102 108
Hypertriglyceridacmia 102 2805 70
Rash 74 165 ol
— T T ——T T T
100 9 80 70 60 50 40 30 20 10 © 10 20 30 40 50 60 70 30 90 100
Patients (%)
The differences in AEs were predominantly proteinuria, hypertension,
and laboratory abnormalities.

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



.

irAE and VEGF-Related AEs )‘ -

irAEs Possible VEGF-Related Al
Ivonescimab  Pembrolizamab
Safety S arvi (%
Safety Summary, n (%) (n=197% 991)
Possible VEGF-Related 94 (47.7) 42211
irAEs (all grades) 59(29.9) 56 (28.1) AESs (all grades)
Grade>3 20(102) 2(1.0)
Grade>3 14(7.1) 16 (8.0)
. . Ivonescimab Pembrolizumab
Serious irAEs 11(5.6) 22(11.1) Safety Summary by (n = 1979 (n=199%)
Classification, n (%) - -
Leading to discontinuation 0 5(2.3) AllGrade  Gradez3 All Grade  Gradez3
Proteinuria 62(31.5) 6(3.1) 20(10.1) 0
Leading to death 0 0 Hypertension 31(157)  10(5.1) 5(25) 1(05)
Haemorrhage 29(14.7) 2(1.0y 22 (11.1y 1(0.5)
Ivonescimab exhibited similar irAEs to that of Arterial thromboembolism 2 (1.0) 2(1.0) 1(0.5) 0
pembrolizumab. Venous thromboembolism 0 0 1(0.5) 0
* All VEGF-related AEs were grades 1-3 in both arms.
* Grade 3 hacmorrhage was observed in two patients with non-SQ
# Patients wh ved =1 dose of study treatment. = = - z :
i ’Y‘”“;Egg; peb g e;m:v[:u factor; irAEs, immune-related AEs; AEs, adverse and was not reported in SQ patients in the ivonescimab arm.

evenis; SQ. squamous cell carcinoma.

Lancet. 2025 Mar 8;405(10481):839-849
WCLC 2024 Congress



Ivonescimab plus chemotherapy versus tislelizumab plus

ch herapy as first-line foradvanced

squamous non-small-cell lung cancer (HARMONi-6):
arandomised, double-blind, phase 3 trial

BERLIN g et s W Do oo o g g e
by
2025 oo Dimors s
gVingHorcheng o Hongne i, Vighaf i Z hengooti Drvorg, heng g e,

Phase lll study of ivonescimab plus chemotherapy versus
tislelizumab plus chemotherapy as first-line treatment for advanced
squamous non-small cell lung cancer (HARMON:i-6)

Babonat HiceleXiaShun

Lancet 2025; 406: 2078-88

Shun Lu', Fang Yang? Zhou Jiang?®, Longhua Sun?, Lin Wu?, Zhengxiang Han®, Yun Fané, Yanqiu
Zhao', Xingya Li¥, Haipeng Xu®, Xiangjiao Meng'?, Ying Cheng'', Zhiye Zhang'2, Zhiwei Chen', Hui
Luo™, Qin Shi'%, Xuelei Ma'®, Xuezhen Ma'®, Zhongmin Zhang'’, Michelle Xia'®

Shanghai Chest Hespital, Shanghai, China; “Harbin Medical University Cancer Hospital, I¥bm China; *Hunan Canc o Changsha, China; ‘The
First Affiliated Hospital of Nanchang University, Nanchang, China; 5The Affiliated Hospital of Xuzhou Medical Univer Bhina; “Zhejiang Cancer
Hospital, Hangzhou, China; "Henan Cancer Hospital, Zhengzhou, China; “The First Affli zhou, China, *Fujian
Provincial Tumor Hospital, Fuzhou, China; “Shandong Cancer Hospital and Institutd ingg "'Jilin Cancer un, China; 2The First
Affiliated Hospital of Henan University of Science and Technology, Lucyang, China; Cance i Fuzhou pulmonary

hospital of fujian, Fuzhou, China; "West China Hospital of Sichuan University, Che 0, China; "Linyi
People's Hospital, Linyi, China; '%Akeso Biopharma, Inc., Zhongshan, Ch 2
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Study design

A multicenter, randomized, double-blind, parallel-controlled phe 7 studr

Key Eligibility Criteria Ivonescimab (20 mg/kg, Q3W) Ivonescimab
+ Carboplatin (AUC 5, Q3W) (20 mg/kg, Q3W)
+ Pathologically confirmed sg- + Paclitaxel (175 mg/m?2, Q3W) up to 24 months or
NSCLC up to 4 cycles unacceptable toxicity
« Stage llIB-IV
« No prior systemic therapy
+ No EGFR mutations or ALK T:ste!izumat': (200 mg, Q3W) Tislelizumab
N=532 + Carboplatin (AUC 5, Q3W) (200 mg, Q3W)
teatrangemants + Paclitaxel (175 mg/m?, Q3W) up to 24 months or
+ ECOGPSOQor1 up to 4 cycles unacceptable toxicity
Stratification Factors: Endpoints:
+ Stage: IB/IIC vs. IV « Primary endpoint: PFS by IRRC per RECIST v1.1
* PD-L1TPS:21% vs. <1% « Key secondary endpoint: 0S

+ Secondary endpoints: PFS by INV, ORR, DCR, DoR, TTR and safety

Data cutoff date: February 28, 2025

i ALK, kinase; ECOG PS, Eastern Cooperative Oncology Group score; R, AUC, area under the curve;
Q3W, every three weeks: IRRC, independent radiology review committee; RECIST v1.1, response evaluation criteria in solid tumors version 1.1; PFS, progression-
free survival; OS, overall survival; INV, investigator; ORR, overall response rate; DCR, disease control rate; DoR, duration of response; TTR, time to response.

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



Baseline characteristics

Characteristics, n(%) Ivonesmmab; choy 5 KN407

pp— <65 135 (50.8) 139 (52.3)
ge, ¥ >65 131 (49.2) 127 (47.7)
- Male 256 (96.2) 238 (89.5)
Female 10 (3.8) 28 (10.5)
. 0 42 (15.8) 42 (15.8)
ECOGPS 1 224 (84.2) 222 (835)
Never 21(7.9) 37 (13.9)
Smoking Ristory Current/Former 245 (92.1) 229 (86.1)
HIB/NC 21(7.9) 20 (7.5)
Disrasyistans v 245 (92.1) 246 (92.5)
Central type 178 (66.9) 158 (59.4)
Tumor Major blood vessel encasement 49 (18.4) 44 (16.5)
characteristics With cavity 24 (9.0) 23 (8.6)
With hemoptysis history 86 (32.3) 79 (29.7)
<% 105 (39.5) 105 (39.5)
z21% 161 (60.5) 161 (60.5)
ED-L1TPS 1-49% 112 (42.1) 99 (37.2)
> 50% 49 (18.4) 62 (23.3) 26%
23 metastatic sites 42 (15.8) 39 (14.7)
Metastases sites Liver metastases 28 (10.5) 45 (16.9) o
Brain 9(3.4) 17 (6.4) 7%

*Two patients' ECOG PS were missing in the tislelizumab plus chemotherapy arm.

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



Number of events/ Median progression-free
number of patients  survival, months (95% Cl)

— 94/266 111 (9-9-NE)
— 127/266 6-9 (5-8-8-6)
100 - Stratified HR 0-60 (95% Cl 0-46-0-78);
g one-sided p<0-0001
= 804
2
=
2 60
g
T 404
e
¢ 30J — Ivonescimab plus chemotherapy
g —— Tislelizumab plus chemotherapy
o
0 I ] | | ] 1
0 3 6 9 12 15 18

Lancet. 2025 Nov 1;406(10515):2078-2088



Subgroup analysis of PFS

HR(95% (1)
(number of patients) patients)
Age-years
<65 37135 69/139 e 0:40{026-059)
=65 S73T EE CBE(OeT127)
Sex
Male 90/256 118/238 — 059{045-078)
Female 410 9/28 i
£COG score
0 16/42 2042 — - 061(032-117)
1 78224 106/222 — 061(045-082)
Disease:
StagelBMIC 1221 820
Stage IV 820245 1197246 — 055(041:073)
PD-LLTPS
<1% 42/105 58/105 ——— 055(037-082)
21% 52/161 69/161 — 066 (0-46-0-95)
1-49% 35112 47193 0-63{041-0.98)
=50% 7049 262 071(037-133)
=23 Metastasessites
Yes 17/42 26139 — 0.46(025-085)
e TR o — T53 (040087,
Liver metastases
Ves 128 24445 053(026-108)
= LS ToITen — TECITT
Brain metastases.
Yes 29 147
No 92f257 116/249 . 064(049-085)
Overall 94/266 1271266 — 060 (0-46-078)
o3 025 050 100 200 400
-~ —>

Lancet. 2025 Nov 1;406(10515):2078-2088



ORR and DoR by IRRC

Tumor response was higher and more durable in the ivonescimab arm.

ORR by IRRC DoR by IRRC
Any PD-L1 PD-L1 TPS<1% PD-L1 TPS21%
) i ™
® ® w0 z
® @ 8 i -
n o 7 H
= EFw gu :
E= Ee £ §
P i .
el Chl co.5 rois = 70.2
» = 2 |
it/ A8 e 3 “ " i 1} w
o - o o ' g
<chema  +chemo + chemo « chema +chemo  +chemo bl b i 5
Ivonescimab + chemo Tislelizumab + chemo Ivonescimab Tislelizumab
(N=266) (N=2686) +chemo + chemo
BOR, n (%) (N=202) (N=177)
CR 1(0.4) 0 mDoR, months 11.20 .38
PR 201 (75.6) 177 (66.5) (95% CI) (8.54, NE) (5.72, NE)
SD 39 (14.7) 60 (22.6) .
PD 6(23) 15 (5.6) p-value 0.0219

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



Safety Summary

Ivonescimab plus chemotherapy showed a manageable safety profile in sg-NSCLC.

Most common TRAES (incidence 215%)

Total 993 wa 533
Ivonescimab Tislelizumab Alopocia o5 ——
+ chemo + chemo Amerin 50 at —
(N=266] (N=265) Noutropiul count decreased. st
White bioed ¢l ount decreased 61 105 S 510
Flutelet coust decressed e 26 B
TRAE 264 (99.2) 261 (98.5) ponsabeis o
Decreascd appetile 208 S
Grade = 3 TRAE 170 (63.9) 144 (54.3) S —1 165 [ 200
Pam m extremiy s 12
Serious TRAE 86 (32.3) 80 (30.2) Prscimia T
e i P s
Leading to ivonescimab or A e et S el
tislelizumab discontinuation %34 Hi2) p iy
Lenkcpasa a1 58 O s
s iy “t; [l et i i
Leading to death 8(3.0) 10(3.8) T R e e R

Pt (16)

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



lvonescimab exhibited similar irAEs to tislelizumab.

Ivonescimab Tislelizumab

Immune-Related and VEGF-Related AEs

Possibly VEGF-related AEs occurred more frequently
in the ivonescimab arm, most of which were grade 1-2.

Possibly Ivonescimab + chemo Tislelizumab + chemo
Immune-related AEs + chemo + chemo VEGF-Related (N=266) (N=265)
(N=266) (N=265) AEs*
Any Grade Grade23 Any Grade Grade 23
Any grade 73(27.4) 67 (25.3) Any 123 (46.2) 20 (7.5) 60 (22.6) 6 (2.3)
’ Proteinuria 72 (27.1) 6(23) 29 (10.9) 0
SLLE G 209 e Haemorrhage 57(214)  5(19) 25 (9.4) 2(0.8)
Serious irAE 23 (8.6) 26 (9.8) Hypertension 27 (10.2) 8(3.0) 12 (4.5) 3(1.1)
Arterial
Leading to ivonescimab or 3011 6(23 thromboembolism 3(1.1) 3(1.y 0 )
tislelizumab discontinuation an 23) Venous 5 3044 104
: thromboembolism (0:9) 0 1) {0
Leading to death 0 1(04) Fistula 1(0.4) 0 0 0

*AE terms were grouped terms

Lancet. 2025 Nov 1;406(10515):2078-2088
ESMO 2025 Congress



HARMONi-3 global trials -

HARMONI-3 TRIAL DESIGN

Maintenance

Ivonescimab 20 mg/kg IV +

Key Inclusions 4 c C5IV
e e o TSR
. e [V squa ohort aclitaxel 21V (
mwmus nab-paclitaxel 100 mg/m2 V) Q3w
NSCLC Q3Wxdcycles Treatment
LEp AT IS - Continues until: Endpoints
* Known actionable Pembrolizumab 200 mg IV + 9 )
- + RECISTV1.1
i AR st el S Carboplatin AUC 6 or AUC 5 IV + Pembrolizumab 200 mg IV F e et fotase Primary
. = Pactitaxel 200 mg/m? 1V (or 5 2 « 0S,PFSby
pproved agents are o 2 Q rogression b
g nab-paclitaxel 100 mg/m2 V) » prog ifivastigator
i Q3W x4 cycles 2 * Unacceptable assessment
« Symptomatic CNS - e
metastases c L Secondary
. 2 « Initiation of a new
* Major blaod vessal or B anti-tumor therapy « ORR, DCR, DOR
organ invasion Ivonescimab 20 mg/kg IV + : =~ . = 5 by investigator
o H * bleed Non-Squamous Carboplatin AUC 5V + INasssimah 10 mBig e n Withdrawal of Y 2
istory of bleeding Brhopls 5 Pemetrexed 500 mg/m? o consent/death assessment,
Eandoricles bt Cohort Pemetrexed 500 mg/m? &/ =
o ) S Qaw g < Corfipiataza safety, PK,
coagulopathy or clinically Q3 g SAAtNeaaE immunogenicity
significant bleeding £
symptoms or risk © trentmant
(including Gl bleeding, Pembrolizumab 200 mg IV + Pembrolizumab 200 mg IV +
HEMORIYN) N~1000 Carboplatin AUC5 IV + Pemetrexed 500 mg/m?
o PtvE AGtOIMIENG Pemetrexed 500 mg/m? QW
disease Q3Wx 4 cycles

Randomization by NSCLC Histalogy Cohort
(squamous and non-squamous)

Stratification Factors

« Sex(female vs. male) + Liver or brain metastases at study entry (present vs. absent)
* Age(<65vs.>65 years) * Prior PD-1/L1 inhibitor containing therapy (yes vs. no) it th icsh
- EastAsiavs. RestofWorld = TPS/TC Score: PD-L1 >1%vs. <1% Summit therapeutics homepage



HARMON:I-7 global trials

HARMONI-7 STUDY DESIGN
Monotherapy Ivonescimab vs. Pembrolizumab

Group A:

Ivonescimab 4
20 mg/ka Q3W Treatment Until

A\

* Intolerable toxicity, or
* No clinical benefit, or

Group B: * 24 months of treatment
Pembrolizumab
200 mg Q3W

Key Inclusion

* 1L Metastatic
NSCLC High
PD-L1 expression

dn-mojjo4
jeAlaing pue Ayajeg

v

Randomization
=

4
I
~
@
2

* Without known
actionable

Study Endpoints
* Primary endpoints: PFS by IRRC and OS

genomic Stratification Factors

alterations * Histology (squamous vs. non-squamous)

* Secondary endpoints: ORR, DCR, DOR,

* Brain metastases at study entry
safety, PK and immunogenicity

(present or absent)
* Region (East Asia, North America, or Europe)

Summit therapeutics homepage
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First-in-class PD-1/IL-2 bispecific antibody IBI363 in
patients with advanced immunotherapy-treated non-

small cell lung cancer (NSCLC)

Jianya Zhou', Xueli Bai', Yiwen Chen', Tingbo Liang', Hui Wang?, Yuping Sun?® Xinjun Liang* Qian Chus, Lin Wu2, Caicun Zhou$, Jian Fang’,
Yueyin Pan®, Jiuwei Cui®, Zhangzhou Huang'?, Yu Chen'?, Chengzhi Zhou"!, Xiaoging Liu'2, Yu Yang'3, Ning Li'%, Tongmei Zhang'®

1.The First Affiliated Hospital, Zhejiang Uni ity School of Medicine, H China; 2 Hunan Cancer Hospital, Changsha, China; 3.Cancer Hospital of Shandong First Medical University, Jinan,
China; 4. Hubej Cancer Hospital, Wuhan, China; 5.Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; 6.Shanghal East Hospital, Shanghai, China;
7 Beijing Cancer Hospital, Beijing, China; 8.Anhui Provincial Hospital, Hefei, Anhui, China; 8.The First Hospital of Jilin University, Changehun, China; 10.Fujian Cancer Hospital, Fuzhou, China, 11.The First
Affiliated Hospital of Guangzhou Medical University, Guangzhou, China: 12 The Fifth Medical Center of PLA General Hospital, Beijing, China: 13 The Second Affiiated Hospital of Harbin Medical University,
Harbin, China; 14.Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; 15.Beijing Chest Hospital, Capital Medical University, Beljing, China
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Introduction of IBI363

MoA of IBI363 Structure of IBI363 Unique Innovation compared to traditional IL-2

m;?:?f“.., - Traditional IL-2-based immunotherapy has limited

s§.:,\‘\_’ 2

17 tumor TIL expansion Tystncer T /
p (PoYCoes

clinical use due to its narrow therapeutic window
and unfavorable pharmacokinetic (PK) profiles in
humans.

Wé‘ 4 IBI363 was designed to overcome these issues
o8

nevva st q- N thropgh its unigue mechanism of action (MOA) to
o X
3 ; ““; i . block the PD-1 checkpoint and rejuvenate
‘“j @ % "3 Tumor exhausted tumor-specific T cells by cis-activating a-
W . purtprary bias IL-2.

Strong efficacy Low toxicity

IBI363 is a first-in-class PD-1/IL-2%2s bispecific antibody fusion protein with great potential
fo address the unmet clinical needs of patients with immune-cold and resistant tumors.

Nature cancer, 2023 Sep;4(8):1308-1325.
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Baseline characteristics in sqNSCLC ‘

1/1.5 mgikg 3 mglkg
N=28 (N=31)
Age (years), median (range) 58 (48-71) 61 (49-75)
Sex, n (%)
Female 2(7.1) 3(07)
Male 26 (92.9) 28 (90.3)
ECOG PS5, n (%)
0 9(32.1) 5(16.1)
1 19 (67.9) 26 (83.9)
B 67 patients with sqNSCLC (all EGFR wild-type) ok Rk ) o0 i
Former 20 (71.4) 23 (74.2)
Never 7(25.0) 4(12.9)
. Stage, n (%)
+ 28 patients treated at 1 mg/kg Q2W or 1.5 mg/kg Q3W; 1 3(10.7) 72286)
[\ 25 (89.3) 24 (77.4)
Metastases, n (%)
. Lung 15 (53.6) 15 (48.4)
+ 31 patients treated at 3 mg/kg Q3W; Bone 7(@5.0) 8(29.0)
Liver 1(3.6) 21(8.5)
Brain 1(36) 0
PD-L1 status
4 He i * TPS=<1% 10(35.7) 13 (41.9)
the remaining patients treated at other dose levels™. met L A
§21.4) 7.226)
Prior lines of treatments, n (%)
10 (35.7) 10 (32.3)
2 (28.6) 9(20.0)
>=3 10 (35.7 12.(38.7,
atnum-based chemotherapy, n7o) 1:§ ™ m;_
Prior Taxanes chemotherapy, n(%) 27 (96.4) 31 (100)
"Other dose levels included: 2 pg/kg QW (n=1), 10 pa/kg QW (n=1), 0.3 ma/kg Q2W (n=1), 0.3 mg/kg QW (n=1), Prior Docetaxel, n(%) 12 (42.9) 13 (41.9)
0.6 mg/kg Q2W (n=1). 2 mglkg Q3W (n=2) or 4 mg/kg Q3W (n=1). Prior anti PD~(L)1 treatment, n (%) 28 (100) 30 (96.8)
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Efficacy in sqNSCLC ”

1/1.5 mgl/kg 3 mglkg
(N=27) (N=30) Best overall response and change of target lesion
Best overall response, n (%)

Complete Response (CR) 0 1(3.3)

Partial Response (PR) 7(25.9) 12 (40.0)

Stable Disease (SD) 11 (40.7) 14 (46.7)

Progressive Disease (PD) 9(33.3) 2(8.7)

Not Evaluable (NE) 0 1(3:3)
ORR, % (95% Cl) 259 (11.1,46.3) | 43.3(25.5,62.6)
Confirmed ORR, % (95% Cl) 259 (11.1,46.3) | 36.7(19.9,56.1)
DCR, % (95% Cl) 66.7 (46.0, 83.5) | 90.0(73.5, 97.9)

B At 1/1.5 mg/kg (n=7), median DoR was 10.2 months (95% CI: 3.1-NC) with median follow-up of 18.2 months and events of 57.1%.

B At 3 mg/kg (n=11), median DoR was not reached with median follow-up of 9.7 months and events of 36.4%.

Notes: Included patients with at least one post-baseline fumor were in 18 of 20

including all of 7 patients treated at 1/1.5 mg/kg and 11 of 13 patients treated at 3 mg/kg.
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PFS and OS in sqNSCLC

PFS, mi 0S, m

Events Follow-up Median 12-month OS rate Follow-up
n (%) Median, (35% Cl) (95% CI) (95% Cl) Median, (95% CI)

21 (75 165 (14.1, 19.5)
18(58.1)  11.3(10.1, 14.0)

7
3
g
g
g

L U LR E A E A PO O T g 2 4 5 9 W 11213 14 15 16 17 18 18 X
Time {months) Time (months)

— Vmghg QW —— 1015 mghy — 3 gk QIW 1415 maky

Notes: Included patients who have at least one post-baseline tumor assessment or discontinued treatment without any post-baseline tumor assessment.
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Safety overview in NSCLC

n (%) 11 .S_mgfkg 3 mgll:g Q3w
(N=862) (N=57)
Treatment Emergent Adverse Events (TEAEs) 61 (98.4) 57 (100)
>=Grade 3 TEAEs 19 (30.6) 35 (61.4)
Treatment Related Adverse Events (TRAESs) 58 (93.5) 55 (96.5)
>=Grade 3 TRAEs 11 (17.7) 25 (43.9)
Treatment Emergent Serious Adverse Events (TESAEs) 26 (41.9) 30 (52.6)
Treatment Related Emergent Serious Adverse Events (TRSAEs) 13 (21.0) 23 (40.4)
TEAES Leading to Death 0 3(5.3)
TRAEs Leading to Death 0 0
TEAESs Leading to Treatment Discontinuation 4 (6.5) 5(8.8)
TRAESs Leading to Treatment Discontinuation 4(6.5) 4(7.0)
Participant with at least one dose delayed caused by AE (defined as >=5 days delay) 12 (19.4) 15 (26.3)

Notes: Due to limited sample size for each dose group, safety profiles were not shown for patients treated at 2 pglkg QW (N=1), 10 ygikg QW (N=1), 0.3 mg/kg QW (N=1), 0.3 mg’kg Q2W (N=3), 0.6 mgkg QW
(N=1), 0,6 mghkg Q2W (N=5), 2 mghkg Q3W (N=3), and 4 makg Q3W (N=2)
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Common TRAEs (>=15% in any group)

B Most of common TRAEs were grade 1-2. Grade>=3 TRAEs at 3 mg/kg were mainly rash and arthralgia.

Arihralgia
Rash :
Hypathyrodism | :
Anemia
Hyperthyroidism |
Decreased appelite Fem—  ee—
Hypoalbuminemia eEe——]
Alanine aminotransferase increased e ———
Weight decreased e
Aspartate aminotransferase increased —— o ———————-1
Hyperglycemia — p—
Eosinophil count increased E——
Occult blood positive e
Troponin T increased ——
Cough —_————
Blood bilirubin increased e
Gamma-glutamyl transferase increased o E—
Eosinophilia —_—=
T0%  G0%  50%  40%  30%  20%  10% 0% 0% 20% 0% 40% 0%  60%  T0%

115 gy Grade >=3 #1115 mgky Grade 12 =3 mghke Grade >=3 #3 mohk Grade 1.2
Notes: Due to limited sample size for each dose group, safety profiles were not shown for patients treated at 2 pg/kg QW (N=1), 10 ug/kg QW (N=1), 0.3 mg/kg QW (N=1), 0.3 mg/kg Q2W (N=3), 0.6 mg/kg QW
(N=1), 0.6 mg/kg Q2W (N=5), 2 mgikg Q3W (N=3), and 4 mg/kg Q3W (N=2)
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NCT07217301

Patients with biopsy-
confirmed squamous
NSCLC and progression on
or after platinum-based
chemo and anti-PD-(L)1 10
therapy

090

g

Estimated
N=600

o Key eligibility criteria

IBI363 IV (n="300)
Priming dose: 0.1mg/kg on Cycle 1, Day 1
Intended Doset: 3 mg/kg Q3W starting Cycle 1, Day 8

Docetaxel IV (n="-300)
75 mg/m? Q3W, starting from Cycle 1, Day 1
21-day cycles

9 28-day cycle for Cycle 1, then 21-day cycles for Cycles 2+

= Locally unr or
or cytologically confirmed squamous NSCLC

Primary endpoint:
Overall survival (0S)

Secondary endpoints:
PFS, ORR
DCR, DOR, TTR
Safety
PK, ADA/NAD, Qol.

or refractory to systemic anti-tumor therapy,
i d doublet ch h and

= Radiographic progression per RECIST v1.1 during or within primary or seco
lonal

ndary resistance to anti-PD-1/PD-L1

6 months after discontinuation of anti-PD-1/PD-L1
monoclonal antibody treatment

or

* No known actionable genomic alteration

Courtesy of Takeda Medical Affairs
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* Unmet needs in treatment of LUSC
* Bispecific antibody

* ICI combinations

* ADC

* Summary



Anlotinib

New oral multi-kinase inhibitor
Targets VEGFR1, VEGFR3, VEGFR2/KDR, PDGFR-q, c-Kit, and FGFRs 1-3

VEGF FGF PDGF GDNF SCF

Extracellular space

s et

[ Suppress angiogenesis, survival and cell proliferation 1

Front Oncol. 2021 May 20:11:664853



CAMPASS Ph3 trial stuciy desi

L S

Randomized, blind, multicenter phase 3 study (NCT04964479)

« Benmeistobart 1200mg iv D1

Key enroliment criteria i i
y - Anlotinib 12mg po, QD Primary endpoint

@ Locally advanced or recurrent/metastatic D1~D14 Progression-free survival (PFS)
NSCLC 3 weeks / cycle per RECIST 1.1 assessed by IRC

TPS21%

Secondary endpoints

Age: 18-75; ECOG PS: 01 Overall survival (OS)

Previous systemic treatment naive Objective response rate (ORR)

No EGFR mutations, no ALK or ROS1 PFS per RECIST 1.1 by INV

rearrangements Pembrolizumab 200mg iv D1
G Disease control rate (DCR)
No prior exposure of anti-angiogenic hilacebo Oimdpo, QDIDA=RMA

agents or immune checkpoint inhibitors * 3weeks / cycle Safety

Stratification factors:
« Histology: squamous vs. non-sguamous
« Brain metastases: yes vs. no
» PD-L1 expression (TPS): = 50% vs. 1-49%

INV: inv:

t review commitiee

viation: IRC: independer
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Baseline characteristics

aracteristics Benmel+Anlo Pem+Placebo
(N =354) (N =177)

Median, years (range) 65 (34-75) 65 (42-76)
<65, N (%) 170 (48.0) 83 (46.9)

Male 300 (84.7) 149 (84.2)
213 (60.2) 107 (60.5)

147 (39.8) 70 (30.5)

93 (26.3) 45 (25.4)
260 (73.4) 132 (74.6)

PD-L1 tumor cell 195 (55.1) 97 (54.8)
proportion score 159 (44.9) 80 (45.2)
57 (16.1) 34 (19.2)
ECOG performance 295 (83.3) 143 (80.8)

status 2(0.6) ’

91 (25.7) 27 (15.3)

30 (8.5) 9(5.1)

23 (6.5) 15 (8.5)

718 (61.6) 126 (71.2)
: 47(13.3) 14(79)
Smoking status 87 (24.6) 34 (19.2)
2(06) 307
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Primary endpoint: PFS by IRC

Benmel+Anlo
Pem+Placebo Events,in (%)"

Median, months (95% Cl)
PFS at 6 months, % (95% CI)
HR (95% Cl)

p-value

Benmel+Anlo (N = 354) | Pem+Placebo (N = 177)

186 (46.9)
11.0 (9.2,12.6)
747 (69.6,79.0)

95 (53.7)
7.1(5.8,9.5)
56.8 (48.6, 64.2)
0.70 (0.54, 0.90)
0.0057

100
g "
:

3
<
Lo 40
g
€ 20+
0-—
0
No. at risk

Benmel+Anlo 354
Pem+Placebo 177

311
139

276
113

5 8 10 12 14 186 18 20
Time since randomization (months)

202 142 108 78 42 24 9 1
73 54 38 27 18 11 2 0

o *Median follow-up:
Benmel+Anlo: 11.4 months
Pem+Placebo: 10.6 months
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Subgroup analysis of PFS

No. of Events/No. of Patients.

Subgroup Benmel+Anio Pem+Placebo HR (95% C)
Histology
UGMOUS. 1047213 63107 —— 0.63 (0.46-0.86)
B2MAT 3270 VBT OSA-127y
PD-L1(TPS)
1-49% 101/195 51097 — ﬂ.19fh.5?-1.11f
250% 65/159 44/80 e e 080 (0.41-0.88)
Brain metastases.
Yes 023 €16 — 0.76 (027-217)
No 157/331 89/162 e 0.71(0.54-0.82)
Ly
[ Yes 15/30 89 e 0.26 (0.11-0.71)
Ho 51324 BYTIEE —— 074 (057087)
Bone metastases
Yes 56/91 1327 —_—T 1.21 (0.86-2.22)
No 110/263 82/150 — 0.58 (0.44-0.77)
Age (years)
265 86/184. 4694 —— 0.82(0.58-1.18)
<65 80170 40/83 i 060 (0.42-0.86)
Female 26/54 15128 _ 064 (0.34-1.22)
Male 1401300 B0/149. —- 072 (0.54-0.84)
Disease stage
[0 3303 26/45 —_— 0.50 (0.30-0.84)
~ 133/260 68/132 — 0.80 (0.59-1.06)
ECOG performance staus
[ 1757 14/34 —_— 0,64 (0.31-1.29)
1 148205 81/143 — 0.70 (0.54-0.82)
‘Smoking staus
Never 4487 17734 —— 088 (0.50-1.54)
Former 90218 69/126 —_— 068 (0.50-0.62)
Cument 23047 ana _—.——— 0,60 (0.27-1.36)
T T T T
025 05 1 2 4
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Benmel+Anlo Pem+Placebo
(N = 354) (N=177)

CR*. n (%) 1(0.3) 1(0.6)
PR* n (%) 202 (57.1) 69 (39.0)
SD, n (%) 101 (28.5) 70 (39.5)
PD, n (%) 36 (10.2) 27 (1533)
NE, n (%) 14 (4.0) 10 (5.6)

ORR, n (%) 203 (57.3) 70 (39.5)
95% Cl (52.0, 62.6) (323,47.2)

Odds ratio (95% CI) 2.08 (1.43, 3.01)

p-value® 0.0001

DCR, n (%) 304 (85.9) 140 (79.1)
95% CI (81.8,89.3) (724, 84.8)

p-value® 0.047

“CR and PR were confirmed
‘tAnalyzed using the chi-square lest or Fisher's exact probability method

ORR/DCR (%)

100

o
=
e

&
=]
1

204
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Safety Summary

Incidence of the adverse events and treatment adjustments, N (%) TRAEs occurred in 2 10% patients of either group
Anlotinib
Benmel+Anio Pem+Placebo Hypettension 511 _‘ 42
= o = 4 12 125
(N =352%) (N = 176%) P plaTa Sy odysesihosia syndrome | 287 -
Hypertriglyceridemia 270 = 185
TRAEs 346 (98.3) 155 (88.1) T skt vy it a4 1 s
Blood conicotrophin increased 259 45
Cholesterol high 2 210
2 grade 3 TRAEs 206 (58.5) 51(29.0) Shcesie if o o !
i 2 [ 1 2
Treatment-related SAEs 89 (25.3) 37(21.0) z"“" b‘m,mm ’sz | - L
Aspartate aminotransierase increased 2&] 176
TRAE leading to death 5(1.4) 4(2.3) Decreased appetite -;: - o7
" v ;
N Awi:m:mmm 152 = 18
irAEs 151 (42.9) 70 (39.8) y-olutamylransierase increased 156 - e
Hyperthyroidism 158 ] e
= grade 3 IrAEs 38(10.8) 22 (12.5) s st - - —
Anemia 136 L . 22
Median duration of treatment, days 262.0 206.5 m"‘“‘""““ b } - oo
- Neutrophi count decreasod 1 85
TRAE leading to any treatment 25 (7.1) 14 (8.0) White biood cell decreased 108 T 74
i i i i s Urinary occult blood positive Any Grade 108 l 51
Sinus bradycardia ¥ Grade>=3 108 45
Rash Any Grade 04 "4
® Combination treatment did not ir d the incids of treatment Hyponatremia B Gade >=3 a ‘ ne
permanently discontinuation or death due to TRAE compared to B irspacasamsessns ) r o
pembrollzumab 60 S‘ﬂ 40 30 20 10 0 10 20 0

“Safety analysis was done in patients who received at least one dose of study treaiment and had data of safety ! =
Abbreviation: TRAES: treatment-related adverse events, SAEs: serious adverse events, IrAEs: immune-related adverse events
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TQB2450-11I-12 Ph3 study desi’& -

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

Induction treatment Maintenance treatment
( up to 4 cycles)

e
Key eligibility criteria Benmelstobart (1200 mg, G3W Benmelstobartb® (1200 mg, ,
) e e Primary endpoint:
= Pathologically confirmed Carboplatin (AUC 5, Q3W) Q3W) + Anlotinib (10 mg .
------- e e i PFS per RECIST version 1.1
stage I1IB-IV sg-NSCLC Paclitaxel (175 mg/ P.O., D1-D14, Q3W) by IRC

No prior systematic therapy
ECOG PSofOor1
Nao risk of fatal bleeding,

Key secondary endpoint:
os

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

O 4

.

Tislelizumab (200 mg, Q3W)
Carboplatin (AUC 5, Q3W)
Paclitaxel (175 mg/m?, Q3W)

(such as central cavitary,
Tislelizumab® (200 mg,

Q3W) + Placebo

invasion of the main

bronchus was excluded)

Stratification factors:
+ PD-L1 TPS% <1% vs. 1-49% vs.>=50% a: Assessed at a central laboratory using PD-L1 IHC E1L3N (AmoyDx PD-L1 assay); b: up to 2 years;

+ Sites of metastases: <=3 vs. >3 3 y
Data cutoff date for this interim analysis: March 1, 2024. ClinicalTrials. Gov: NCT05718187
+ ECOGPS: 0vs. 1 A

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 survivai; 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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Baseline characteristics

Benmelstobart+Chemotherapy— | Tislelizumab+Chemotherapy—

Characteristics, n (%) Benmelstobart+Anlotinib Tislelizumab+Placebo
Median (range), years 65 (33,75) 64 (38,75)
Age <65 132 (47.48) 149 (52.46)
>=65 146 (52.52) 135 (47.54)
sex Male 251 (90.29) 260 (91.55)
Female 27 (9.71) 24 (8.45)
Smoking history Current/Former 232 (83.45) 241 (84.88)
Never 46 (16.55) 43 (15.14)
= lnBAIc 110 (39.57) 86 (30.28)
Clinical stage [V 168 (60.43) 198 (69.72)
0 64 (23.02) G (24.30)
ECOG PS 1 213 (76.62) 215 (75.70)
Missing 1(0.36) 0(0.00)
<=3 230 (82.73) 238 (83.80)
Sites of metastases >3 13 (4.68) 14.(4.93)
Missing 35 (12.59) 32 (11.27)
Liver 20 (7.19) 24 (8.45)
Metastatic site Brain 6 (2.16) 8(2.82)
Bone 68 (24.46) 63 (22.18)
1% 104 (37.41) 107 (37.68)
PD-L1 TPS 1-49% 126 (45.32) 126 (44.37)
>=50% 48 (17.27) 51 (17.96)

a; As of March 1, 2024, 565 patients were randomized. Three patients without recorded baseline clinical stage were excluded from the ITT population.
fation: ITT, intent to ; ECOG, Eastern Cooperative Oncology Group, PS, Performance Status; PD-L1, programmed death ligand 1; TPS, tumor proportion score,
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1004

@

w0

04

a0

Progression Free Survival (probability %)

Event Censor (%) Median (95 C1%)

Treatment
Control

77 201 (72.30) 10.12 (8.54-NE)

103 181 (63.73) 7.79 (6.87-9.69)
Adjusted Hazard Ratio 0.64 (98.35% Cl 0.45-0.93)
Stratified Log-rank P=0.0038

No. atrisk
Treament 278
Control 284

o

&

185
188

B

Time since Randomization (months)

19
€O

8

=
st

Treatment: Benmel+Chemo—Benmel+Anlo. Contral Tisle+Chemo—Tide+Fbo

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,

Review C

ITT, intent to - NE, not
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ORR and DoR by IRRC

Improvements in ORR, DCR, and a more durable tumor response were observed.

Risk Ratio 1.08 (95% CI: 0.97. 1.08)
Risk Ratio 411 (95% €1 0,60, 1.24) ’ﬂl Event Censor (%) Median (95 Cl%)
P=0,0780
" O P a0 ST, Treatment 40 162 (80.20) 9.69 (8.44-NE)
o P AT £ 2s Control 59 126 (68.11) 8.34 (5.78-NE)
@ 70 (95% C1 5329, 70880 @ .
0 6o ] Adjusted Hazard Ratio 0.58 (95% CI 0,38-0.88)
@ 50 b - =
Fl :g: 6978 s i Stratified Log-rank P=0.0091
% i x 00
104 216 an L= %
0~ BenmeitChemo  TilerGhamo 0= BanmelsChemp  Tisle+Cheme z ®
—Benmef+Anlo  —Tiske+Pba —BeameitAnlo  —Tisie¥Pbo .
- ch PR - cR PR BN SD g
BOR Benmelstobart+Chemotherapy  Tislelizumab+Chemotherapy £ ©
n (%) »Benmelstobart+Aniotinib »Tislelizumab+Placebo E -
(N=278) (N=284) g w0
CR 6 (2.16) 2(0.70) E -
PR 194 (69.78) 183 (64.44)
sD 53 (19.08) 67 (23.59)
z P H :
PD 7 (2.52) 9(3.17) Timesine Rangsmizatan mersha
e stk
NE* 0 (0.00) 1(0.35) 1% . 3 9
o 18 2 1w n » 0
NA 18 (6.47) 22(7.75) oo e il Cort
Abbreviation: DoR, duration of response; DCR, disease control rate; ORR, objective response rate; BOR, best overall CR, PR, partial 8D,
stable disease: NE. not esti d: NE*. not : NA not le: PFS. free survival.
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Safety Summary

Most common TRAEs (incidence 2 20%)

Sermit sl TGt Summary of safety
Neutrophil count decreased I
White blood call decreased TRAEs
Alopecia o
Anasmia )]
Platelet count decreaned
Asthenia Any grade 277 (98.6) 280 (98.6)
Decinasid sppeie > Grade 3 240 (85.4) 224 (78.9)
e Serious 68 (24.20) 50 (20.8)
Nausea Leading to
ASTincreased discontinuation of 13 (4.6) 12(42)
Pain in extremity any treatment
o Leading to death 4(1.4) 4(1.4)
Hyponatraemia 157 ‘a‘z.s 180
Hypantension 126 [N 1155 . opumtz
w0 [ =] 20 0 0 0 8 20 100
Abbreviation: sq, squamous; NSCLC, non-small cell lung cancer; TRAES, treatment related adverse events; ALT, alanine amit AST,
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* Unmet needs in treatment of LUSC
* Bispecific antibody

* |Cl combinations

* ADC

* Summary



Dato-DXd Docstaxel
100 (n=234) (n=23%)
No. of evenis/ o of patients 1597264 1702234
80 Median PFS, months {95% CI) 5.5 (4310 6.9) 36(29104.2)
E w R 95% C1) 063 (05110 078)
E 40
= B— NsSQ
20 — Docetaxel
0+ T T T T T T T g 1
o 2 4 6 8 10 12 14 6 18
Time (months)
Number at risk
DaoDXd 23 181 @5 & o # 20 ? | 0
Docotxel 234 136 81 50 a2 It 10 a o o
DataDXd Docetaxel
366 in1= 65) =211
No. of evenisNo. of patients 565 am
80 Median PFS, months 195% CI) 28(1.9104.2) 39(2910565)
F w0 TG T A 05 208
& 40
S - sQ
20 ~ Docetaxsl
0+ T T T ul
o 2 4 8 8 10 12 14 16 18
Time (months)
Numbar at risk
Dalo- DX 88 w 21 10 , 5 a 3 ) o
o 1 s 2 5 0 E a 3 o o

Datopotamab Deruxtecan Versus Docetaxel for Previously
Treated Advanced or Metastatic Non—Small Cell Lung
Cancer: The Randomized, Open-Label Phase Il
TROPION-Lung01 Study

Dato-DXd Docataxel
i o = 234] (n=234)
No. of eventsiNo. of patlents 160234 163230
80 Modian OS, months (8% C 138 (12410 18.0) 123 (10710 1401
F ow R 185% C) 084 (08810108
L a
e ~ Datoxs NsQ
209 - bocotmal
04
0 2 4 6 8B 1012 14 16 18 20 22 24 26 28 30 32 34
Time (months)
Number atrisk
Dato-DXd 180 161 141 130 112 97 76 63 46 3 20 B 4 1 0
" 5 181 139 125 111 &2 78 66 S0 2 2 12 8 3 2 0
Dato-DXd Docetaxel
100 in=65) (=111
No. of events/No. of patienis B w71
a Modian OS, months (95% C) 766010 110) 8.4 (71210125
F & R 95% G 20810192
2 a
e - sQ
209 pocotarel
o777 T T T 7T T T
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Time (months)
Number atrisk
Dato.DXd 65 2 27 2 2 s 8B 8 5 4 2 1 1 0 0
Docetxal 71 ® 2o o e owowoe 4 o 0
J Clin Oncol. 2025 Jan 20;43(3):260-272



Sacituzumab govitecan (SGL[E

S

EVOKE-01 (ph3)
(SG)

>2L SG vs docetaxel

EVOKE-02 (ph2) Cohort A (PD-L1 >50%)
(SG) 1L mNSCLC
SG w pembrolizumab
Cohort B (PD-L1 <50%)
1L mNSCLC
SG w pembrolizumab
Cohort C,D (All comer)
1L mNSCLC
SG w pembrolizumab

w carboplatin

mOS
11.1vs. 9.8 mo
(HR 0.84, 95% Cl 0.68-1.04)

ORR 66.7%, mPFS 13.1 mo

ORR 29.0%, mPFS 7.0 mo

ORR 46%, mPFS 8.1 mo

>

NSQ HR 0.87 (95% Cl 0.68-1.11)
SQ HR 0.83 (95% C1 0.56-1.22)

ORR 64% (NSQ), 75% (SQ)
mPFS 13.1 mo (NSQ), NR (SQ)

ORR 37% (NSQ), 52% (SQ)
mPFS 6.6 mo (NSQ), 6.8 mo (SQ)

ORR 46% (NSQ), 47% (SQ)
mPFS 8.1 mo (NSQ), 11.1 mo (SQ)

Ann Oncol. 2026 Mar;37(3):289-313



umab tirumotecan (1L aNSCLC,

Cohort 1ASac-TMT ‘Cohort 1BSac-TMT
ﬂwb‘% (5mgkg G2W) +
Q3Wjn=40 Q2W)n=63

Median follow-up® 19.3(18.6-21.9) 130 (11.3-13.3)
(85% CI), months: )

i 99(0-147)
duration for sac-TMT
(range), months ORR
Median treatment 67 (0-216) 97(0-147)
s b Cohort 1A: SQ 36.4%, NSQ 44.4%
range), montl
BOR n (%) Cohort 1B: SQ 69.0%, NSQ: 64.7%

PR 18 (45.0) 45(71.4)

Confirmed PR 16(400) 42{667)

o 5400) 5 206) 12M mPES rate

it 26D 9 Cohort 1A: SQ 44.1%, NSQ: 60.3%

Not evaluable® 3(7s) 5(19) o o
===y wan P Cohort 1B: SQ 48.0%, NSQ: 65.8%
(85% CI) (203-615) (587-821)
Confirmed ORR. 7 (%) 16(400) 42(667)
(85%C1) (24.9-567) (533-78.0)
DCR’, n (%) 34(85.0) 58(321)
(es%Cl (70.2-943) (82.4-974)
Median DOR (85% CI), 16.6(83-NE) NR{2-N.E)
‘months
Median PFS (95% Ci), 15.4(67-129) NR (96-N.E)
Anonihs
&-month PFS rate £9.2(512-616) 84.2(718-914)
(85%C) %
12-month PFS rate 511(33.5-66.2) 58.4{44.2-701) Nat Med. 2025 Nov;31(11):3654-3661

(85%CI). %




B7-H3 ADC, I-DXd (Ifinatamab Deruxtecav

B7-H3 (CD276) is a transmembrane immune
checkpoint molecule expressed in a wide range of

cancer types, including LUSC Figure 1: 1-DXd was Designed with 7 Key Attributes
* |-DXd is a B7-H3-directed ADC composed of Payload mechanis of acion:
three parts™": topoisomerase | inhibitor**!'#
— Ahumanized anti-B7-H3 IgG1 mAb High patency of payload' ">
B7-H3 expression is associated with disease — Atopoisomerase | inhibitor payload (an Optimized drug-o-ariibody raio <4 512>

. . exatecan derivative, DXd)
progression and shorter OS in most tumor types — Atetrapeptide-based cleavable linker that

studied covalently bonds the other two components

Payload with short systemic half-ife” "<
Stable linker-payload”™ >
Tumor-selective cleavable linker™ "

nder antitumor effect’ 126
Humanized anti= Bysta

B7-H3 1gG1 mAb* Deruxtecan”

B7-H3 expression is low or absent in normal tissues, .
making B7-H3 a promising target for ADCs %rz /&,\,\/\NU JWNVG%Q&

|-DXd (DS-7300) is a novel B7-H3—directed ADC that Cleavabie tetrapeptide-based nker
leverages DXd to enhance selective tumor cell
death and reduce systemic exposure

Topoisomerase | inhibitor payload
(DXd)

ESMO Annual Meeting 2023
Clin Cancer Res. 2021 Mar 1;27(5):1227-1235
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IDeate-Lung01 Study (ph2, 2L SCLC-ES)

I-DXd 12 mg/kg demonstrated promising antitumor activity

Best percentage change in sum of lesion

diameters from baseline

100 A

80 |

60

40

-20

mPFS 4.9 months, mOS 10.3 months

I1-DXd 12 mg/kg

Total 3L+
(N=137) (n=32) (n=105)

Confirmed ORR,*% (95% Cl) 48.2(39.6-56.9) 56.3(37.7-73.6) 45.7(36.0-55.7)

CR,n (%) 3(2.2) 0 3(29)
PR,n (%) 63 (46.0) 18 (56.3) 45(42.9)
DCR,® % (95% CI) 87.6(80.9-92.6) 96.9(83.8-99.9) 84.8(76.4-91.0)

= , e
THET bt e

t
S N S R, I, L e L

-40 4

-60

-80 4

1-DXd LOT
H2
W 3L+

Baseline brain
metastases® Select prior therapy

71 Yes + DLL3-targeting TCE
I No + TOPO | inhibitor

-100

Patients

WCLC Congress 2025



Ifinatamab Deruxtecan (I-DXd; DS-7300) in patients with advanced solid tumors:

Updated clinical and biomarker results from a phase 1/2 study Ideate-Pantumor 01

Patients with advanced! Part1: dose-escalation Part 2: dose-expansion (120 mgkg)
) |- nerapy for

solid tumors (unselected i tmors

{orBLH expession)

| i
S4mghg Cohort 2: mCRPC
T i
Koy primary andol Ky secondary endpoints
"Bl O sace TenEs pES 1B
Dose expansion: ORR, DOR, DCR, PFS, 0S + Immunogenicity
sNSCLC
@ 100 Starting dose level Efficacy population (4.8 mglkg) n=13
g %0 MiSndke Mi20mglg T 160mehg Confirmed ORR, n (%; 95% CI) 4(308,91-614)
g % 60 Confirmed PR, n (%) 4(308)
9 o>
E8 40 TTR, median (95% Cl), months 1.3 (0.7-NE)
> 5
2 4 | DOR, median (95% Cl), months 41 (28-NE)
sg
S S 04 Follow-up, median (95% Cl), months 5.2 (1.7-NE)
_"gjﬁ . Safety population (all doses) n=18
§ g @0 — Number of prior systemic regimens, median (range) 3(1-12)
S Bl
E’_E ™ Platinum-based chemotherapy, n (%) 18 (100)
72 Immunotherapy, n (%) 18 (100)
@E 8
ﬂ Taxane, n (%) 16 (88.9)
S 100 4

Change from baseline in target lesions was assessed per RECIST v1.1. One patient did not have any post-baseline tumor assessments and was not included in the
waterfall plot. Since enrollment in the sQNSCLC cohort is ongoing, analyses of PFS and OS in this cohort are not yet mature

ESMO Annual Meeting 2023



Phase 2 KEYMAKER-UO1I

Kev Eligibility Criteri

Age 218y

Previously treated stage IV NSCLC

with PD on anti-PD-(L)1 treatment

and platinum-based chemotherapy

given together or in sequence

— Cohort 01H: nonsquamous
histology and not eligible for
EGFR-, ROS1-, or ALK-directed
primary therapy

— Cohort 011: squamous histology

ECOGPSOor1

No pneumonitis or ILD

Stratification F

Best response to prior anti-PD-(L)1

treatment (CR/PR vs non-CR/PR)
ECOGPS (0vs 1)

Cohort 01H

R-DXd 5.6 mg/kg Q3W until
discontinuation criteria are met®

Arm 2
I-DXd 12 mg/kg Q3W until

Cohort 011

discontinuation criteria are met*

Docetaxel
discontinuation
discontinuation criteria are met®

— I-DXd 12 mg/kg Q3W until

discontinuation criteria are met®

3
— 1-DXd 8 mg/kg Q3W until
discontinuation criteria are me

ESMO 2025 Congress



Summary

Higher tumor heterogeneity than LUAD, Cold TIME

Breakthrough with Bispecific antibody
* lvonescimab (PD-1/VEGF), IBI363 (PD-1/IL-2)

Synergistic ICI Combination
* Novel combinations, with anlotinib (oral multi-kinase inhibitor)

Emerging ADCs
* Next-generation ADCs targeting TROP2 (SG, Sac-TMT) and B7-H3 (I-DXd)




