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Voluntary Announcement

Phase IIa clinical study of APG-115 
as single agent or in combination with 

APG-2575 receives clearances in China and the U.S.

Ascentage Pharma Group International (the “Company” or “Ascentage Pharma”) is 
pleased to announce that the Center for Drug Evaluation (CDE) of China National Medical 
Products Administration (NMPA) has approved a clinical study of the Company’s class 
1 novel MDM2-p53 inhibitor APG-115, as a single agent or in combination with the 
Company’s other class 1 novel Bcl-2 inhibitor APG-2575, and will commence the Phase IIa 
clinical study for the treatment of patients with relapsed/refractory T-cell prolymphocytic 
leukemia (R/R T-PLL). Previously, such study plan has already received clearance from the 
U.S. Food and Drug Administration (FDA).

This global multicenter, open-label Phase IIa clinical study was designed to evaluate the 
safety, pharmacokinetics, and preliminary efficacy of APG-115 as a single agent or in 
combination with APG-2575 for the treatment of patients with R/R T-PLL.

T-PLL is an aggressive T-cell leukemia1. Ataxic telangiectasia mutation (ATM) caused 
by the deletion or missense mutation of 11q23 occurs in up to 80–90% of patients with 
T-PLL2. Ascentage Pharma’s pre-clinical study discovered that in patient-derived xenograft 
(PDX) models harboring the ATM mutation, APG-115 demonstrated impressive antitumor 
activity; in a panel of cancer cell line or patient-derived xenograft models (CDX) or PDX 
representing human hematologic or solid malignancies, APG-115, in combination with 
APG-2575 has demonstrated potent synergistic effect and significantly enhanced antitumor 
activities. It is worth noting that such combination produced a response rate of 100% 
in xenograft models of MV-4-11 acute myeloid leukemia (AML) and Z138 mantle cell 
lymphoma (MCL) cell lines.
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APG-115 is an orally administered, selective, small-molecule inhibitor of the MDM2 
protein under the development of Ascentage Pharma. APG-115 has strong binding affinity 
to MDM2 and is designed to activate tumor suppression activity of p53 by blocking the 
MDM2-p53 protein-protein interaction. APG-115 is the first MDM2-p53 inhibitor entering 
into clinical stage in China, with multiple ongoing clinical studies in solid tumors and 
hematologic malignancies in China and the U.S..

The Company believes concurrent inhibition of both MDM2-TP53 and BCL-2 apoptosis 
pathways by the combination of APG-115 and APG-2575 has great clinical significance in 
triggering ‘synthetic lethality’ and effectively induces cell death by simultaneously blocking 
two important nodes of both apoptosis pathways3. Apart from that, both APG-115 and APG-
2575 are orally bioavailable targeted agents, and the combination may provide a chemo-
free treatment option for patients with T-PLL. Hence, the clinical application value is high. 
Further, the combination treatment in R/R T-PLL is a pioneer therapy worldwide. The 
Company hopes its relevant research can deliver a clinical breakthrough for patients with 
T-PPL and benefit more patients earlier and quicker.

Cautionary Statement required by Rule 18A.05 of the Rules Governing the Listing of 
Securities on The Stock Exchange of Hong Kong Limited: We cannot guarantee that we 
will be able to obtain further approval for, or ultimately market APG-115 and APG-2575 
successfully.
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