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Background: 

Novel therapies providing improved and durable outcomes with a favorable safety profile are needed in higher-risk
MDS and AML. Sabatolimab (MBG453) is a novel immuno-myeloid therapy targeting TIM-3, an immune regulator
expressed on immune and myeloid leukemic cells but not on normal hematopoietic stem cells. In a Ph 1b study
(NCT03066648), sabatolimab+HMA showed promising overall response rates in pts with HR/vHR-MDS (64%) and
newly diagnosed (ND)-AML (41%). Response durability was encouraging, with an estimated 84% and 79% still in
response after 6 mo. Treatment-emergent AE profile was consistent with that reported for HMA alone (Brunner
ASH 2020).

Aims: 

To further explore safety/tolerability, efficacy in pt subgroups, and biomarkers with sabatolimab+HMA.

Methods: 

Study design/eligibility criteria have been reported. Pts with HR/vHR-MDS (per IPSS-R) or ND-AML who were HMA-
naïve and ineligible for intensive chemotherapy received sabatolimab (1-2 infusions/mo) + decitabine or azacitidine.
Primary objectives were safety/tolerability; secondary objectives included PK and preliminary efficacy. Data cutoff
22 Sep 2020; updated data will be presented.

Results: 

To explore sabatolimab+HMA safety/tolerability, sabatolimab dose interruption (>7 d delay), reduction, and
discontinuation due to AE/death were assessed in 89 pts with HR/vHR-MDS (n=41) and ND-AML (n=48). Of 89 pts,
36 (40%) had sabatolimab dose interruption, 1 (1%) had sabatolimab dose reduction, 2 (2%) had dose interruption
and reduction, 5 (6%) discontinued, and 3 (3%) had dose interruption and discontinued. Dose interruption rate in



first 2 cycles was low (21% [19/89]). Of 8 discontinuations, 4 were due to AE (1/4 related to study treatment) and 4
to death. Of 22 pts with gr 4 neutropenia/thrombocytopenia at baseline (BL), 4 (18%) had dose interruption, 2 (9%)
discontinued, 1 (5%) had dose interruption and discontinued, and none had dose reduction.

In analyses of remission rates (CR+mCR/CRi+PR) by BL factors, response was independent of BM blast burden in
pts with HR/vHR-MDS or ND-AML. Remission rates were similar in pts ≥75 and 65-74 y: 50% (6/12) and 65%
(11/17) with HR/vHR-MDS and 42% (8/19) for both groups with ND-AML. Response durability in pts ≥75 and 65-74
y was encouraging: an estimated 83% and 86% with HR/vHR-MDS and 69% and 88% with ND-AML remained in
remission after 6 mo. In pts with TP53 mutation or pts with ≥1 mutation conferring ELN high risk (TP53, RUNX1,
ASXL1), respectively, remission rates were 55% (6/11; 4/6 in remission >200 d) and 59% (13/22; 8/13 in remission
>200 d) for HR/vHR-MDS and 25% (1/4; in remission 129 d) and 50% (6/12; 2/6 in remission >200 d) for ND-AML.
6/7 responders with TP53 mutation had complex karyotype.

Biomarker analyses identified IL-1β, a proinflammatory cytokine reported to promote expansion of AML progenitor
cells, as one of the most differentially expressed genes in BM of responders vs nonresponders to
sabatolimab+HMA, with expression levels inversely correlated with remission. Single-cell RNA sequencing showed
sabatolimab+HMA downregulated IL-1β in blast cells but, consistent with prior observations in TIM-3 deficient pts,
it upregulated IL-1β in myeloid cells.

Summary/Conclusion: 

Sabatolimab+HMA showed favorable tolerability in MDS/AML, including in pts with gr 4 cytopenias at BL.
Promising remission rates were seen irrespective of BL blast burden and in older pts and pts with adverse risk
mutation. This supports development of sabatolimab+HMA in the STIMULUS trial program in MDS/AML.
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