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BACKGROUND RESULTS RESULTS (continued)

DISCUSSION / CONCLUSIONS

 lvonescimab is an investigational novel bispecific antibody against PD-1 and VEGF! (Fig 1, Panel A) * Atotal of 35 patients met eligibility criteria for this analysis, including 28 who received ivonescimab Fig 4: Intracranial Response Rates (RANO Criteria) Safety of ivonescimab in patients with * |vonescimab alone or combined with chemotherapy led to IC
. IvoneSC|m§b demor.mstrates c.oopera!tlve binding, as shown in in vitro studies?: + PC (AK112-201), 7 who received ivonescimab monotherapy (AK112-202) & untreated brain metastases responses among more than a third of patients with BMs at
* >18xincrease in PD-1 binding in presence of VEGF — Patient demographics shown in Table 1; notably skewed toward adenocarcinoma and negative 20 +  There were no cases of intracranial hemorrhage _ _ _ _ _ o .
e >4xincrease in VEGF binding in presence of PD-1 PD-L1 expression vs. broader population identified among these patients with brain baseline, includingan ICCR in 1 of 7 patients (14%)) who received
* The intracranial activity of ivonescimab remains unknown. * ICresponse rate was 39% with chemo (25% complete responses) by RANO criteria 0 metastases identified at baseline ivonescimab monotherapy
* Ivonescimab has been administered to over 1600 patients and is currently being studied in four phase 3 * ICresponse rate was 14% for ivonescimab monotherapy (14% complete response) 20 _ . . . cr e
clinical trials in advanced non-small cell lung cancer (NSCLC)3 « Combined IC response rate 34% across both cohorts 10 - - » Grade >3 TRAE rate 31.4% (11/35 patients) * All patients who did not achieve an IC response by RANO criteria
« The current analysis reviews the intracranial activity in patients with advanced NSCLC and untreated brain — No correlation with tumor PD-L1 expression 0 « Grade >3 TRSAE rate 20% (7/35 patients) demonstrated “stable disease” or “non-response/non-progression”
metastases at baseline who received ivonescimab +/- platinum-based chemotherapy (PC) in phase Il trials*> « Median IC progression-free survival was 19.3 months across both cohorts Chemo/Ivo 'vo Monotherapy as best response
Fioure 1 * Strong concordance observed between intracranial and extracranial/overall RECIST response ™ Complete Response 1 Partial Response . . . .
& " * No cases of intracranial bleeding were observed in these patients with pre-existing brain metastases . . . . * Overall IC disease control was encouraging for patients with
¢ . ” Fig 5A: Intracranial Partial Response to Chemotherapy/lvonescimab : : : ,
. ) i untreated BMs, with median IC progression-free survival of 19.3
Anti-VEGF 4 R A . Table 1: Patient Characteristics T months across the combined cohorts of ivonescimab +/- PC

* |C efficacy of ivonescimab +/- PC was not correlated with tumor PD-
L1 expression but was well correlated with overall disease response
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\ \ / o o . Patient Characteristic AK112-201: Ivonescimab AK112-202: Ivonescimab Total
: \—-'\ g +Chemo Mono

| ‘ Engineered . S s /“ S % Age, median (range) 58.5 (42, 68) 61.0 (59, 68) 60.0 (42, 68) by RECIST criteria
Fc-Null Region A A\ 5 TCO” o . . . . . . .
4 R /] . Patient Sex, N (%) * Administration of ivonescimab to patients with untreated BMs was
I 7 O ; Male 20(71.4) 7(100.0) 27(77.1) not associated with any cases of intracranial bleeding complications
& d o W ' Female 8 (28.6) 0 8 (22.9) Weekl2 Y g P
«v “ e i NSCLC Histology, N (%) lvonescimab is an investigational therapy that is not approved by any
< Squamous 4 (14.3) 1(14.3) 5(14.3) Iat thorit
Anti-PD-1 Adenocarcinoma 21 (75.0) 5(71.4) 26 (74.3) regulatory autnority.
Other 3(10.7) 1(14.3) 4 (11.4)
— Linkers
“ VEGF Dimer Y PD-1 Receptor in T Cell SmOkIng hIStory ACKNOWLE DGEMENTS
Yes 16 (57.1) 5 (71.4) 21 (60.0) o, : : , , , , ,
No 12 (42.9) 2 (28.6) 14 (40.0) - * We are grateful to the patients and their care givers, to investigators
METHODS PD-L1 expression L . P T and all site staff who participated in the ivonescimab studies.
Yes 10 (35.7) 1(14.3) 18 (51.4) Ny z Y g * This study was sponsored by Akeso Biopharma, Inc.
» Patients with adv NSCLC of any histology, no actionable genomic alterations in EGFR/ALK, performance No 17 (60.7) 6 (85.7) 16 (45.7) - \ ' ' e Editorial assistance was provided by Summit Therapeutics Inc.
status 0-1 were eligible for phase Il clinical trials AK112-201 of ivonescimab with platinum-doublet Unknown 1(3.6) 0 1(2.9) ' . p| h h h i £ T
chemotherapy or AK112-202 of ivonescimab monotherapy. performance Status, N (%) ease contact the author at z ang |@sysucc.org.cn or C]UEStIOnS or
— Trial designs are as shown in Figure 2 0 3(10.7) 0 3 (8.6) comments
* Patients with asymptomatic brain metastases (BMs) were eligible and underwent repeat brain MRI scans 1 25 (89.3) 7 (100.0) 32 (91.4) e Presenter’s disclosures: Research support from Hengrui, BeiGene,

with cuts 5 mm or less every 6 weeks
 BMs were evaluated for intracranial (IC) response serially by Response Assessment in Neuro-Oncology _
(RANO) criteria by 2 independent neuroradiologists (in the US and China), with adjudication by a third Figure 3: Waterfall Plots for CNS activity Baseline Week 42 Squibb Pharma and consulting for MSD, Beigene, and Xiansheng

Xiansheng, Eli Lilly, Novartis, Roche, Hansoh, and Bristol-Myers

neuroradiologist (US-based) as needed in the event of discordance in the first two readings. AK112-201 (ivonescimab + chemo) and AK112-202 (ivonescimab monotherapy) Fig 6: Intracranial Progression-Free Survival Fig 7: Intracranial vs. Overall (RECIST) Response Pharma.
Figure 2: Trial Designs 55.18 7| Data label is PD-L1 status N JBest CNS Respore ‘o : . . % 5
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Age 18-75 A moderate correlation (Spearman's rho=0.43) is observed between
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