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CELLULAR IMMUNOTHERAPIES

Alrizomadlin (APG-115) Alone or Combined with Azacitidine (AZA) in Patients (pts) with Relapsed or Refractory
(R/R) Acute Myeloid Leukemia (AML) or Relapsed or Progressive Higher-Risk Myelodysplastic Syndrome
(HR-MDS): Phase 1b Trial Results
Junyuan Qi, MD 1, Xudong Wei 2, Qiubai Li 3, Chukang Chang 4, Fuling Zhou 5, Jianying Huang 5, Yu Zhang 6, Chongyuan Xu 6,
Xiaowen Tang 7, Qian Jiang, MD 8, Junmin Li 9, Qun Qin 10, Qun He 11, Sujun Gao 12, Liping Liu 13, Zi Chen 14, Min Yu 14,
Jing Wang 14, Lichuang Men 14, Hengbang Wang 14, Mohammad Ahmad 15, Dajun Yang 16,15, Yifan Zhai 15,14,
Jianxiang Wang, MD 1

1 Institute of Hematology and Blood Disease Hospital, Chinese Academy of Medical Sciences, Tianjin, China
2Henan Cancer Hospital, Zhengzhou, China
3Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China
4Shanghai Jiao Tong University Af�liated Sixth People’s Hospital, Shanghai, China
5Zhongnan Hospital of Wuhan University, Wuhan, China
6Nanfang Hospital, Guangzhou, China
7National Clinical Research Center for Hematologic Diseases, Jiangsu Institute of Hematology, The First Af�liated Hospital
of Soochow University, Suzhou, China
8Peking University People’s Hospital, Peking University Institute of Hematology, National Clinical Research Center for
Hematologic Disease, Beijing Key Laboratory of Hematopoietic Stem Cell Transplantation, Beijing, China
9Ruijin Hospital, Shanghai Jiaotong University School Of Medicine, Shanghai, China
10Xiangya Hospital Central South University, Changsha, China
11Xiangya Hospital of Central South University, Changsha, China
12The First Hospital of Jilin University, Changchun, China
13First Af�liated Hospital of Gannan Medical University, Ganzhou, China
14Ascentage Pharma (Suzhou) Co., Ltd., Suzhou, China
15Ascentage Pharma Group Inc., Rockville, MD
16Department of Experimental Research, State Key Laboratory of Oncology in South China Collaborative Innovation
Center for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangzhou, China

∗Drs. Yifan Zhai and Jianxiang Wang are co-corresponding authors.

Background
Pts with R/R AML and HR-MDS failing hypomethylating agents have limited therapeutic options and relatively dismal out-
comes with available therapies. Investigational alrizomadlin is a novel, orally active, potent, small-molecule selective inhibitor
that destabilizes the p53-MDM2 complex and activates p53-mediated apoptosis in tumor cells and has shown apoptotic ac-
tivity in AML and MDS xenograft models, alone and combined with AZA. Here, we present safety and ef�cacy results of this
therapy in these pts.
Methods
This open-label dose escalation and expansion trial included adults with R/R AML or relapsed/progressed HR-MDS (IPSS-R
≥ 4.5). MTD and RP2D of alrizomadlin ± AZA were determined by dose escalation. Alrizomadlin (100/150/200/250 mg) was
administered orally on Days (D) 1-7 in 28-day cycles. In the combination dose escalation group, alrizomadlin (100/150/200
mg) + AZA (75 mg/m 2) was administered orally once daily on D 1-7 in 28-day cycles and at the combination RP2D during
dose expansion. Responses were assessed per revised International Working Group (IWG) Response Criteria 2003, ELN 2017
classi�cations for AML, and IWG 2006 for MDS. Extensive pharmacokinetic (PK) analyses were performed.
Results
As of June 1, 2023, 29 pts were enrolled in China. In the monotherapy group, 21 pts (median [range] age, 65 [32-76] years;
76.2%, R/R AML) had a median (range) of 2 (1-10) prior lines of therapy. In the combination group, 8 pts (median [range] age
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of 69.5 [20-76] years; 50%, R/R AML) had a median (range) of 2 (1-4) prior lines of therapy. In both groups, common any-grade
treatment-related adverse events (TRAEs; ≥ 20%) were hematologic- and gastrointestinal-related toxicities, hypokalemia,
and dizziness, and most grade ≥ 3 TRAEs were hematologic toxicities. No grade ≥ 3 gastrointestinal toxicities were reported
(Figure 1). One DLT, a pulmonary embolism (PE), was reported among 6 evaluable patients at the alrizomadlin 100 mg + AZA
dose level: a 59-year-old pt with MDS had a prior COVID-19 infection and abnormal coagulation function before (and during)
study treatment. The study investigator attributed the PE to the pt’s COVID-19 infection, age, primary disease, and long-term
bed rest. One pt in each arm discontinued treatment because of AEs. In pts with AML, the overall response rate (ORR) was
de�ned as complete remission (CR) + CR with incomplete hematologic recovery (CRi) + partial response (PR) + morphologic
leukemia-free state (MLFS). In pts with MDS, ORR was de�ned as CR + PR + marrow CR (mCR). In the monotherapy group,
the ORR and CR/CRi rates among pts with R/R AML were 25% (4/16) and 18.75% (3/16), respectively. Three of 6 pts with MDS
that progressed to R/R AML experienced responses, including 2 CRis and 1 MLFS. One of 10 pts with R/R AML treated with
venetoclax + HMA experienced a CRi. In the monotherapy cohort, 4 pts with MDS refractory to HMAs were evaluated, of
whom 2 experienced an mCR. The monotherapy RP2D was determined as 200 mg. In the combination group, 6 pts had an
ef�cacy evaluation at least once. Among these pts, 3 of 3 with MDS experienced an mCR and 1 of 3 with R/R AML, MLFS.
Among 4 pts with prior venetoclax + HMA treatment, 2 with MDS experienced an mCR and 2 with R/R AML showed a half
marrow blast reduction at the end of C1 (Table 1). No PK drug-drug interaction between alrizomadlin and AZA was observed.
Conclusions
Alrizomadlin alone or combined with AZA demonstrated a manageable safety pro�le and preliminary ef�cacy in pts with
R/R AML and HMA-refractory MDS. An antileukemic effect was observed in both monotherapy and combination settings,
including a fewpts whose disease failed on prior venetoclax treatment. Evaluation of the alrizomadlin +AZA cohort is ongoing.
Internal study (CT.gov) identi�ers: APG-115-AC101 (NCT04275518).
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Figure 1
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