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637.MYELODYSPLASTIC SYNDROMES - CLINICAL AND EPIDEMIOLOGICAL

Preliminary Results of a Phase 2 Study of IMMO1 Combined with Azacitidine (AZA) As the First-Line Treatment in
Adult Patients with Higher Risk Myelodysplastic Syndromes (MDS)
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Background:

Patients diagnosed with higher-risk myelodysplastic syndrome (MDS) have poor prognosis. IMMO1 is a recombinant signal
regulatory protein « (SIRPa) IgG1 fusion protein that exerts anti-tumor activities via blocking "Don‘t eat me" signal and activat-
ing the "Eat me" signal to induce strong antibody-dependent cellular phagocytosis (ADCP). Furthermore, IMMO1 activated
macrophages could process and present tumor antigen to T cells and elicit long-last tumor-specific T cell immune response.
Methods:

This is an open-label, multi-center, phase 2 study (NCT05140811) that evaluated safety and efficacy of IMMO1 in combination
with AZA as the first-line treatment for patients with untreated higher-risk MDS. Enrolled patients were aged >18 years with
intermediate to very high risk MDS (IPSS-R >3.5) who were not eligible for stem cell transplant or intensive chemotherapy.
Patients with treatment-naive MDS were administered intravenous IMMO1 at a dosage of 2.0mg/kg/week and subcutaneous
AZA at a dosage of 75 mg/m 2 on D1-7 per 28-day cycle. Adverse events (AEs) were reported according to CTCAE v5.0.
Efficacy was assessed by IWG 2006 (MDS) criteria.
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Results:

A total of 54 patients were enrolled from June 29, 2022 to June 11, 2023. The median age was 64 (30-83) years, with 39 (72.2%)
being male, and 52 (96.3%) having an ECOG of >1. Based on risk classification per IPSS-R, 13 patients (24.1%) were interme-
diate risk (IR), 25 (46.3%) high risk (HR), and 16 (29.6%) very high risk (vHR). At baseline, the median levels of blood counts
were 69 (35-95)g/L for hemoglobin, 39.5 (2-409)x 10 ?/L for platelets and 0.8 (0.1-8.6)x 10 ?/L for neutrophils. By the data cut of
June 11th, 2023, the median duration of follow-up was 5.6 months (95%Cl:3.6-7.9). Among the 22 efficacy evaluable patients
who received initial treatment of >4 months, overall response rate (ORR) was 81.8% (18/22), including 36.4%(8/22) complete
response (CR) rate, 22.7%(5/22) marrow CR (mCR) with hematologic improvement (HI), 9.1% (2/22) HI and 13.6% (3/22) mCR
alone. Among the 17 efficacy evaluable patients who received initial treatment of >6 months, ORR was 88.2%(15/17), including
41.2% (7/17) CR, 29.4% (5/17) mCR with HI, 5.9% (1/17) Hl and 11.8% (2/17) mCR alone. The median duration of response (DoR)
was not reached. Biomarker data showed mutation burdens of several markers, including TP53, DNMT3A, ASXL1, U2AF1,
were dramatically reduced on study treatment. The most frequent treatment related adverse events (TRAEs) (>20%) were
leukopenia (85.2%), thrombocytopenia (72.2%), neutropenia (66.7%), lymphopenia (57.4%), anemia (44.4%), vomiting (44.4%),
pyrexia (33.3%), infusion related reaction (33.3%), constipation (29.6%), nausea (25.9%), hypoalbuminemia (22.2%) and infec-
tion (20.4%). The most common >G3 TRAEs (>10%) included leukopenia (81.5%), thrombocytopenia (68.5%), neutropenia
(66.7%), lymphopenia (57.4%), anemia (44.4%) and infection(16.7%). These AEs were consistent with the AE profile of the AZA
monotherapy in treatment-naive MDS as commonly reported in China. Without using of a low priming dose, no Grade >3
hemolysis occurred. The study is ongoing.

Conclusions:

Preliminary data from IMMO1 (without low-dose priming) combined with AZA were well tolerated and showed exciting efficacy
results in patients with treatment-naive higher-risk MDS.
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Characteristics IMmZI;aIA Characteristics IM?;D:;?;!A

Median age, yrs (range) 64 (30-83) 2016 WHO of MDS (Subtype)

Gender MDS with single lineage dysplasia (MDS-SLD) 0
Male 39 (72.2%) MDS with multilineage dysplasia (MDS-MLD) 5 (9.3%)
Female 15 (27.8%) MDS with ring sideroblasts (MDS-RS) 1(1.9%)

ECOG Performance Status, n (%) MDS with excess blasts-1 (MDS-EB-1) 21 (38.9%)
0 2(3.7%) [ MDS with excess blasts-1 (MDS-EB-2) 19 (35.1%) ]
1 44 (81.5%) ] MDS, unclassifiable (MDS-U) 8 (14.8%)

[ 2 8 (14.8%) 4 Baseline Hematology, median (range)

IPSS-R classification White blood cells (10%/L) 2.1(0.6, 12.5)
Intermediate risk (>3.0-<4.5) 13 (24.1%) Neutrophil (10%/L) 0.8 (0.1, 8.6)
High risk (>4.5-<6.0) 25(46.3%) | Platelets (109/L) 39.5 (2, 409)
Very Highrisk  (6.0) in{atenl Hemoglobin (g/L) 69 (35, 95)

Figure 1
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