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Background: CD47, an immune checkpoint overexpressed by tumor cells, plays a crucial role in evading the antitumor im-
mune response. AK117, an IgG4monoclonal antibody (mAb) targeting CD47, has emerged as a potential best-in-class therapy
with high af�nity binding to CD47 and without inducing hemagglutination effects. By blocking CD47, AK117 effectively trig-
gers macrophage-mediated phagocytosis of hematological malignancy cells, and in combination with azacitidine (AZA), it
synergistically enhances the activation of "eat me" signals. In this study, we present the Phase 1b data from the AK117-103
study conducted in patients with newly diagnosed higher risk myelodysplastic syndrome (HR-MDS).
Methods: Eligible patients with newly diagnosed intermediate/high/very high-risk MDS, determined by the Revised Interna-
tional Prognostic Scoring System (IPSS-R) prognostic risk score >3, were enrolled to receive combination therapy with AK117
and AZA. AK117 was administered intravenously (IV) following various dosing regimens (20-30 mg/kg once weekly [QW], or
20-45 mg/kg every 2 weeks [Q2W], or 30 mg/kg every 4 weeks [Q4W]), whereas AZA was administered subcutaneously (SC) at
the standard dosage (75mg/m 2, Day 1-7, Q4W). The primary endpoints of this study were safety/tolerability and the complete
remission (CR) rate based on the International Working Group (IWG) 2006 response criteria.
Results: As of June 9, 2023, 72 patients were enrolled (median age: 66 years, 69.4% males). Most patients exhibited abnor-
mal hematologic conditions at baseline, including decreased hemoglobin, neutrophil count, and platelet count. Speci�cally,
69.4% of patients had Grade ≥3 anemia, 61.1% had Grade ≥3 neutrophil count decrease, and 47.2% had Grade ≥3 platelet
count decrease. For the recommended phase 2 dose (RP2D) group, treated with a combination of AK117 30 mg/kg Q2W
and AZA, 30 patients were enrolled with a median age of 67 years, 80.0% of whom were males. According to IPSS-R risk as-
sessment, 33.3%, 23.3%, and 43.3% of patients had intermediate, high, and very high risk, respectively. 30.0% of patients had
poor-risk cytogenetics, with 23.0% of those being complex. After a median follow-up of 6.6 months (ranging from 0.4-17.2
months), anemia (a primary adverse event associated with CD47 blocking antibodies) occurred in 30.6% (22/72) of the patients,
of which Grade ≥ 3 anemia accounted for 22.2% (16/72). Other commonly observed treatment-emergent adverse events
(TEAEs) (≥30%) included decreased neutrophil count (77.8%), decreased white blood cell count (72.2%), decreased platelet
count (69.4%), pyrexia (58.3%), decreased lymphocyte count (41.7%), constipation (41.7%), and vomiting (31.9%). Three pa-
tients (4.2%) discontinued treatment due to TEAEs. The ef�cacy of AK117 was compared at different dosages, and ultimately,
30mg/kg Q2W was chosen as the RP2D. As of June 21, 2023, among 27 evaluable patients, the CR rate was 48.1%. 8 patients
achieved marrow CR (5 also with hematologic improvement [HI]), and 2 patients achieved HI alone. Among 24 evaluable pa-
tients with ≥ 3 months follow-up, the CR rate further escalated to 54.2%. Of 13 evaluable patients who initially required red
blood cells (RBC) transfusions, 8(61.5%) became independent of RBC transfusion.
Conclusions: AK117 in combination with AZA was well tolerated with low incidence of anemia and demonstrated promising
ef�cacy in patients with newly diagnosed HR-MDS.
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