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ASTRUM-002

A randomized, double-blind, multicenter phase 3 study (NCT03952403)

Key inclusion criteria:

+ Aged 18-75 years;

« ECOGPSof0Oor1;

« Histologically/cytologically
diagnosed with stage IlIB, IIIC, or IV
nsgNSCLC that cannot be treated
with surgery or radiotherapy;

* No EGFR sensitizing mutations or
ALKor ROST gene rearrangements;

* No prior systemic treatment for
nsqNSCLC.

Stratification factors:

« PD-L1 expression level (negative
vs. positive vs. not evaluable);

» Smoking history (yes vs. no);

» Brain metastasis (yes vs. no).
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Induction therapy?
(up to 4 cycles)

Group A

Serplulimab + HLX04 +
carboplatin + pemetrexed

Group B

Serplulimab +
HLXO04 placebo +
carboplatin + pemetrexed

GroupC

Serplulimab placebo +

HLX04 placebo +
carboplatin + pemetrexed

Maintenance therapy?
(until loss of clinical benefit or 2 years of treatment)

Group A

Serplulimab + HLX04 + pemetrexed

Group B

Serplulimab + HLX04 placebo + pemetrexed

Group C

Serplulimab placebo +
HLX04 placebo +

pemetrexed

Allowed to
switch to
serplulimab +
HLX04

o
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Primary endpoint

BICR-assessed PFS
per RECIST version
1.1

Secondary endpoints

+ 0S

+ PFS; ORR; DoR

+ Safety

« PK; immunogenicity;
biomarkers; QoL

Intergroup comparison

* Group A vs. Group B

Group B vs. Group C

lung cancer
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ASTRUM-002 Geg:é,

Primary endpoint: BICR-assessed PFS

Improved PFS upon adding serplulimab to chemotherapy

100+
Group A Group B Group C
- n=212 n=214 n=210 . . . .
& 50 edian BES ( ) ( ) ( ) Patients with brain metastasis
‘_>U months (95% CI) 12.6 (8.7-14.0) 11.0(8.4-12.7) 5.6 (4.8-6.8) Improved PFS upon adding serplulimab to chemotherapy
= - \ 100 - T
% HR2(95% Cl) 0.86 (0.67-1.11) 0.55 (0.43-0.69) g _ s e P
» 601 p-value? 0.2529 <0.0001 3 ® ng‘;]’;;’;ss%m) 0.7(74-221)  81(64-11.0)  41(3.0-5.)
$ = HRe(95%Cl)  0.65(0.36-1.14) 0.51 (0.30-0.87)
‘\..: -------------- b aw) 60 p-value? 0.1317 0.0115
7 ! : ¢ '_L—‘—l—._
3 ! | — 2"
S 204 i P - &
1= : : : 0 3 6 9 12 15 18 21 24 27 30 33 36
o i H H No. atrisk Time (months)
! ! ! - 3 © 32 29 21 15 10 10 8 6 3 1 0 0
0 S S A
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time (months)
212 169 137 102 80 56 50 33 22 14 10 2 0 0 0
214 170 129 99 72 55 41 32 22 14 9 2 0 0 0
== 210 140 81 54 36 26 21 9 8 5 3 0 0 0 0

2 Group B was statistically compared to Group C, while Group A was compared to Group B.
BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; No., number; PFS, progression-free survival.
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Study design

« Phase 3, multicenter, randomized, double-blind study

= Histologically or cytologically confirmed diagnosis of Primary:
NSCLC without known targetable driver alteration i . ) ) 1. PFS by BICR in the CR/PR population
(squamous or non-squamous; mixed histology allowed) Experimental: Niraparib + Pembrolizumab ‘ 5
Key Secondary/Other:

+ Advanced (Stage IIIB not amenable to definitive
chemoradiotherapy) or metastatic (Stage IV) NSCLC ! ;
Completed 4-6 cycles of pembrolizumab + platinum- Comparator: Placebo + Pembrolizumab OS in the CR/PR population

3.
based 1L induction chemo and achieved SD, PR, or CR 4. OSinthelITT population
5

 ECOG score of 0 to 1; adequate organ function - Time to progression in the CNS
\_+ Asymptomatic brain metastases permitted y/ Stratification (assessed by BICR using RANO-BM)
+ Histology Squamous vs. Non-SQ \*  Safety J
. PD.L1 Status TPS <1% vs >=1% r B
» Mixed small cell lung cancer or sarcomatoid variant

5
NSCLC « The 5 efficacy endpoints will be tested in
» Receipt of prior PARP inhibitor(s) in prior lines of the pre-specified sequential order.

A J

2. PFS by BICR in the ITT population

treatment + Niraparib: 100-mg tablets or matched placebo orally « If any endpoint fails to reach statistical
* Known history of MDS or AML or active tuberculosis QD, continuously (200 or 300 mg starting dose) significance, formal testing will stop and
»  Systolic BP >140 mmHg and/or diastolic BP >90 mmHg - Pembrolizumab: 200 mg IV Q3W all subsequent endpoints will not be
~ / b formally tested.
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ZEAL-1L

PFS in the CR/PR or ITT population

CR/PR

ITT
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10 A Nit & pembro PBO + pembro
i 1.0 4 + J—
CR/PR population oo Jesanl) 0 1T populstion m|n:;;2rm ”‘:MHSI
a8 4 | Medion follow-up, mo 0% I s 09 Median follow-up, mo 2845 | 3049
& Mudian PFS (35X 1], ma sss(aa 8 | sssiazi7is Median PFS [95% CTJ, mo 440 [417-5.62) | 437(414-552)
| Harard ratio (95% 1) 1.00{0./9-1.27) 08 Waard ratio {95% O] 0.99 (0.82-1.19)
i | [erinen e . T - .
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+ cansored + censored
oo 0.0
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0 2 4 6 B8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 43 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 A4 46 48
Months since randomization Months since randomization
No. at risk No. at risk
Nir+pembro 200 145 114 81 74 64 59 54 53 52 44 44 43 38 32 29 25 21 16 13 9 3 3 1 0 Nir+pembro 331 229 178 117 103 87 78 71 68 66 54 54 51 45 37 34 30 23 18 13 9 3 3 1 0

PBO+pembrc 201 142 117 B? 76 70 66 62 59 57 53 53 51 48 37 35 29 23 1B 14 B 4 4 2 o PABO+pembro 335 214 174 126 110 95 90 80 76 72 67 67 64 59 45 42 313 2% 0 16 9 4 a 2 o

Key secondary endpoint: Overall Survival

CR/PR population ITT population

Nir + pembro PBO + pembro Nir + pembro PBO + pembro
CRI/PR population (n=200) (n=201) ITT population (n=331) (n=335)
Median follow-up, mo 34 .66 3443 Median follow-up, mo 34 30 3345

Median OS (95% CI), mo

24 77 (20.11-31.44)

32.49 (24.67-NE)

Median OS (95% CI), mo

21.36 (18.23-23.23)

25.26 (21.22-28.71)

1.0 4 Hazard ratio (95% CI) 1.20 (0.92-1.56) 1.0 4 Hazard ratio (95% CI) 1.16 (0.96-1.41)
09 - P value NA 0.9 1 P value NA
0.8 0.8
£ 07 Z 07
e 06 2 0.6 -
S 051 S 05+
1™ e
‘:- 0.4 - :% 04 -
o 034 o 03
0.2 A 0.2 -
0.1 - » 0.1 b
+ censo
00 + censore 0.0 - censore

0246 8101214161820222426283032343638404244 464850
Months since randomization

0121416182022 24 26 28 30 32 34 36 38 40 42 44 46 48 50
Months since randomization

024681

No. at risk
Nir + pembro 200199192186 175157 145132126 119113110100 95 86 74 56 46 38 32 23 16 9 3 0
PBO + pembro 201195189177 171160153 145142136128122114108 95 80 68 53 41 32 21 14 8 3 2 0

No. at risk
Nir + pembro 331327313208281255231207193183172154141132119103 83. 63 50-38 26 18 10 4 0
PBO + pembro 335327314290272251235221212204 191178167 158135112 88 67 51 40.24 14 8 3 2 0
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Treatment naive patients with stage IV NSCLC with untreated brain metastases not amenable for SRS, EGFR/
ALK/ROS1 negative, any PD-L1, ECOG PS 0-1, measurable systemic and brain lesions

Tumor evaluation by body CT scan and brain MRI

COHORT A (n=44) Q6W until the 12th week and thereafter Q9W until disease progression
Asymptomatic brain metastases

and not receiving steroids NIVO 360mg Q3W + IPl 1mg/kg Q6W |Until disease progression?,
COHORT B (n=27) a— + unacceptable toxicity or a
Olygosymptomatic brain Chemotherapy Q3W (2 cycles) maximum of 2 years
metastasgs g o g Primary endpoint: Secondary endpoints: )
gose steroidts (dexs < 4mg ) Intracranial disease control * Intracranial and systemic ORR & PFS by

rate (icDCR): percentage of RANO-BM and by RECIST v1.1 respectively
*Non-squamous: CDDP or CBDCA + patients without progression * Safety by CTCAE v5.0
pemetrexed; squamous:CBDCA + for at least 6 months, as + Overall Survival

: asssessed by RANO-BM Time to brain RT and quality of life
paclitaxel k. -/

#Patients with exclusive CNS PD were allowed to continue within the study after brain RT
CBDCA: carboplatin; CDDP: cisplatin; CT: computerized tomography; CTCAE: common toxicity criteria for adverse events; IPI: ipilimumab,
MRI: magnetic resonance imaging; NIVO: nivolumab; ORR: overall response rate, PD: progression disease; RANO-BM: response assessment
in neuro-oncology brain metastases; RECIST: response evaluation criteria in solid tumors; RT: radiotherapy

Nadal WCLC 2025



CNS Best ORR (by RANO-BM)
ORR = 41.5% (95% CI 24.9-54-4)

NIVIPI-Brain

100

75 4
50
25 IIII
a

-50

Change from baseline (%)

75 -

-100

Clinical Benefit Rate (CBR) =73.8%
6 CR, 21 RPand 21 SD

Systemic Best ORR (by RECIST)
ORR = 41.5% (95% Cl 24.9-54-4)

N
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100

75 4
50
- Ml

75

)
)

Change from baseline (%)
b
[=} 1% o =]
—
—

-100

Clinical Benefit Rate (CBR) =78.4%
27 RP and 24 SD

Primary Endpoint: Intracranial DCR (by RANO-BM)

1004 —

0.751

0.50 1

0.25 1

Cohort

A Intracranial DCR

— B A At 6 months 41%
(95% CI 28-60)

B At 5 months 46%
(95% 31-79)

0.00 1

As the intracranial DCR is below
50%, the study did not achieve

o 3 6 9 12 15 18

- = : the expected efficacy
21 24 27

Time (months) since inclusion date
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BAP BRAIN -
GecCP
» Randomized, multi-center phase 3 study conducted across 11 centers in China (NCT01951482)
= _ e Experlmental arm (BAP) Bevacizumab
Main inclusion criteria: Bevacizumab 7.5mg/kg 7.5mg/kg
Non-squamous NSCLC i CRIPRSD o +
EGFR-wild type and ALK > pemetrexed-platinum? a Until PD or intolerable
negative (IV, Q3W, 4-6 cycles) pemetrexed toxicit
: . 4 oxici
Treatment naive (N=80) (Q3W) 4

Confirmed brain

metastases by enhanced
MRI

Primary endipoint:
IPFS by INV (modified
RECIST v1.1)

Number of intracranial
lesion either 23 or 1-2

unapplicable for local Secondary endpoints:

treatment Control arm (AP) PFSP. OSP_ iORRP.

At least one intracranial ' b b b

lesion = 5mm Pemetrexed-platinuma > VPSP | pemetrexed® g S L
(IV, Q3W, 4-6 cycles) - (Q3wW)

N=160

(N=80)

Chen WCLC 2025




BAP BRAIN

Chen WCLC 2025

systemic PFS (%)

Primary Endpoint: iPFS

100% BAP AP
N=79 N=74
Events,n (%) 60 60
75% miPFS (95%,Cl) 11.07 7.37
g m (9.10-13.04) (3.17-11.57)
%)
s HR (95%,Cl) 0.4913([1.%436(:.712)
T 50% i
s
2 - Bevacizumab plus Pemetrexed-platinum
£ Pemetrexed-platinum
25%
0%
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (Months)
- 719 71 61 40 24 21 15 13 8 6 5 5 3
74 48 29 19 12 4 3 2 2 2 2 2 2

Data cutoff : January 31, 2025 Median Folow-up: 16.7months (range 7.4-32.0 mo)

Secondary Endpoints:

100%;

75%;

50%

25%,|

0%

79

74

KAl

48

59

35

22

PFS

BAP AP 100%
N=79 N=74 \_‘—\\
Events, n (%) 69 64 l\._“
Median PFS 8.77 5.23 75% Y
(95%,Cl), months (7.22-10.32) (1.83-8.63) g %L
0.540 (0.380-0.767) T _L‘wl
HR (85%.,Cl) B <0001 E L
5 50% ot
2
1 - Bevacizumab plus Pemetrexed-platinum g
\1 . Pemetrexed-platinum 3
; L 25%
=  —
N ] —
0%

12 15 18 21 24 27 30 33 36

Time (Months)

OS

BAP AP
N=79 N=74
Events, n (%) 46 51
Median OS 28.07 18.53
(95%,Cl), months | (20.38-35.76) | (9.79-27.27)
0.752 (0.505-1.122)
0y
HR (95%,Cl) P=0.162
- Bevacizumab plus Pemetrexed-platinum
Pemetrexed-platinum
L
e

0 6 12 18 24 30

Pambar sk

36 42 48 54 BO 66 72 78 84 90
Time (Months)

GecCP
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TROPION-LungO1

Phase 3, Randomized, Open-Label Study (NCT04656652)
Key eligibility criteria

» NSCLC (stage IlIB, llIC, or IV)

- ECOGPS0or 1 Dato-DXd
» No prior docetaxel 6 mg/kg Q3W
+ Patients with clinically inactive, n=299
asymptomatic brain metastases
were eligible 9
Without actionable genomic alterations:2 Docetaxel
« 1-2 prior lines, including Pt-CT and 75 mg/m? Q3W

anti-PD-(L)1 mAb therapy n=305

With actionable genomic alterations:
g monlVelIOnECRR A NI e Stratified by: histology;? actionable genomi
ROS1, MET 14 skipping, or RET atified by. ;” actionable ge c
el sl e alteration;® anti-PD-(L)1 mAb included in most recent

» 1-2 prior approved targeted therapies orior therapy:4 and region®

+ Pt-CT and <1 anti-PD-(L)1 mAb

Post-Tostivint WCLC 2025

Dual primary end points:
* PFS by BICR per RECIST 1.1
. OS

Post hoc analysis

(intracranial activity):

* CNS ORR, DCR, and PFS,
assessed by CNS BICR per
CNS RECIST

» Percentage change from
baseline in SOD in
measurable brain metastases

o
GecCP
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TROPION-LungO1 s i
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CNS PFS

All Patients With Untreated BM or Progression After RT

100 - Dato-DXd  Docetaxel Events,n/N
(n=38) (n=30) Dato-DXd Docetaxel
CNS PFS,> median _ _ Subgroup (n=38) n=30 HR (95% CI)
. s0- s, (5%, months 5.0 (3.5-NE) 3.0 (1.3-6.6) (n=30)
(+]
o Unstratified HR B Histology
e (95%Cl) | 0.48 (0.23-0.98) '
9 60 - Nonsquamous i
z —_
S (1=56) 11/31  13/25 I-O—IEO.ST (0.16-0.83)
> 48% Squamous i
£ 40- ~Dato-DXd (nq=12) 3/7 3/5 F—T—&——--—
5 — ' E 1.81 (0.30-11.02)
=]
o I
& 20- EGFRm :
Docetaxel .
I
+ Censored Absent 9/27 10/19 +e— 0.51(0.21-1.27)
0 I 1 1 I ] 1 (n_46) I
0 2 4 6 8 10 12 Present i
Time since randomization, months N 5/11 6/11 +e—0.33(0.09-1.20)
No. at risk (n=22) ] yip
I'Il'l'llr'l'lll'll'f/l'lll'r
Dato-DXd 38 23 13 6 5 2 2 0 1 2 11
Docetaxel 30 11 8 3 1 1 1 HR (95% ClI)
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TROPION-LungO1

CNS PFS
All Patien _ Dato-DXd (n=16) Docetaxel (n=11)

100 CNS confirmed ORR,? % (95% CI) 38 (15-65) 0 (0-29) -

e 80- CNS confirmed BOR,? n (%) (55% C)

)

z ] CR 1(6) 0

z '(0.16-0.83

o PR 5(31) 0 ( )

£ 407 P

E SD 2 (=0) =40l 81(0.30-11.02)

QE: 20 PD 0 2 (1 8)

e T - 2 (13) 5 (46) .51 (0.21-1.27)
0

No. at risk CNS confirmed DCR,? % (95% Cl) 88 (62-98) 36 (11-69) R
Dato-DXd 38 23 13 6 5 2 2 0 1 é il 1I'|
Docetaxel 30 11 8 3 1 1 1 HR (95% ClI)
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SUPER BRAIN

Study Design (NCT05807893)

&
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Study Design Inclusion Criteria

*+ 18to 75 years;
« Stage IV non-squamous NSCLC with untreated BMs confirmed by
histopathology or cytology;

+ MRI-confirmed brain parenchymal metastasis with 23 lesions; or 1-2 lesions

unsuitable for or refused local treatment;
« =1 measurable lesion with a diameter =25mm in the brain;
« No EFGR sensitive gene mutation, no ALK/ROS1 gene fusion;
= ECOG PS scoreis 0-1;

Until PD, unacceptable toxicity, or death, for up to 2 years

_First line treatment _ _ maintenance |
Patients accessed 40 serplullmab ?omblned th(:yrapy
I with bevacizumab, serplulimab plus
for eligibility enrolled -
pemetrexed, and bevacizumab and

carboplatin pemetrexed

median follow-up time: 13.3 months (95% CI: 13.0-13.5)

ORR intracraneal: 84%
ORR extracraneal: 64%

Yu WCLC 2025

100%

6 months: 91.3% (82.3-100.0)

) 12 months: 67.1% (51.1-88.1)

75%
50%

25%

Intracranial progression-free survival

0%

0 3 6 9 12 15 18 21

Time since Treatment Initiation (months)
Number at risk

100%j

Primary endpoint
intracranial progression-

75%

24

free survival (iPFS) E
2: 50% Median OS (95% CI): NR
( A ' | 12 monthe: T1.3% (68.7.52.
Secondary endpoint s m ;12 monihe: 71.3% G Zgge)
PFS, OS, ORR, Safety 25% i
A >
17 February 2025 0% 7

0 6 9 12 15 S 21
Time since Treatment [nitiation (months)
Number at risk

40 3 8 28 19 7 4 2

0

100%

Median SPFS (95% C): 13.3 (11.9-NR)
months: E .8-30..
12 months: 64.8% (49.6-84.7)

75%

50%|

Systemic progression-free survival

25%

0% 6 9 12 15 18 21 24
Time since Treatment Initiation (months)

Number at risk

40 36 30 22 18 2 1 0 0

* PFS The median iPFS was 13.1
months, with 6-month and 12-
month iPFS rates of 91.3 % and
67.1% respectively. The median
sPFS was 13.3 months.

+ 0S Nine patients (22.5%) died due
to PD, and the 12-month OS rate
was 71.3%.




First-line atezolizumab plus chemotherapy in elderly patients with o
advanced NSCLC GEch
IFCT-1805 ELDERLY: a randomized, multicenter, open-label, phase 3 trial

Carboplatin Q4W - weekly paclitaxel (4 cycles)
Key eligility criteria + Atezolizumab Q3W (max 2 years) (CT + ATZ arm)
NSCLC until progression or unacceptable toxicity
Stage llIB, IlIC non irradiable

or IV (8th classification)

Age 70 - 89 : :

PS 0 -1 Carboplatin Q4W - weekly paclitaxel (4 cycles)

MMS > 24 . gttt amm) »

EGFR, ALK wild type until progression or unacceptable toxicity
Primary endpoint Overall survival (0S)*

Stratification factors Secondary endpoints Progression-Free Survival (PFS)*

histology (squamous vs non squamous), Best response rate*

age (70-79 vs 80-89), Duration of response*
expression of PDL1 (0 vs > 1 vs unknown) Safety**
Mascaux WCLC 2025



First-line atezolizumab plus chemotherapy in elderly patients with advanced NSCLC o
IFCT-1805 ELDERLY: a randomized, multicenter, open-label, phase 3 trial GeCP
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Overall survival

10 HR,;atifieq [95% Cl]: 0.87 [0.70-1.08]

09
® =0.20
g 081 P cT CT+ATZ
@ 97 (N=170) (N=340)
T 06
5}
§ 05 Median OS: months [95% CI] 15.0 [11.8-17.5] 18.6 [15.5-22.4]
> 04
B 03 6-m 0S: % [95% CI] 83.5 [77-88.3]  79.1 [74.4-83.1]
=
L 02 12-m 0S: % [95% CI] 57.6 [49.8-64.7]  62.3 [57-67.3]

01

0.0

0 10 20 30 40 50 )
Time (manths) Median FU: 38.0 months (1C95%: [33.6; 39.4])

CT 170 108 52 32 17 9 27 november 2024
CT+ATZ 340 225 128 63 28 13

The addition of ATZ to CT significantly improved PFS, ORR, DOR, independently of
PDL1 expression.

A significantly higher toxicity was seen with the addition of ATZ to CT for elderly
patients.

Mascaux WCLC 2025




TNFSF8-Targeting CpG Peptide Vaccine Reduces ICB Pneumonitis While Boosting Cancer

Immunotherapy Efficacy

Reduced ICB Pneumonitis

o
GecCP
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A
Peptide vaccination 5 anti-PD1 mAb
l | bl !
1 L L 1 1 1 s
-28 -14 0 3 6 9 1215 21
\_/ Days post treatment
c D e
g? 3 40 _ - 07
%1 S 300 £ £07
~ a
) I 2 s o7
51 5 20 a1 d
3 s < @ 06
3 : :
% 5 % 100. 3 308
N 0 0 0.6
Radiation ~ + + + + Radiaon ~ + + + + P
Vaccine + o+ Vaccine + o+
anti-PD1 + + anti-PD1 + +
Enhanced ICB Efficacy
A B Cc -
5°°+|gG B4 5.6 7 8 9 109750
— Vaccine |« |} ; 4 'ty
E 400{ - anti-PD1[:|* |,
= - anti-PD1+Vaccine | Isoty I
E 300+ R
g
7 anti-PD1 mAb £ 200 4 Vac
Vaccination g
Kras®'?*; Trp53+ = anti-PD1 I
Tumor inoculation (s.c.) u u u u u u 100
L 1 1 | | | 1 - 0 . . . anti-PD1+ Vac
-7 0 3 6 9 12 15 0 5 10 15

Days post treatment

Rong WCLC 2025

Days post tumor inoculation
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