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BH-30236 Demonstrated Marked Anti-leukemic Activity in Preclinical Models 

Study Schema

Key Inclusion Criteria

Pathologically confirmed diagnosis of AML or HR-MDS which is 
treatment refractory or relapsed following prior systemic therapy 
per ELN 2022 for AML or IWG 2023 for HR-MDS; Adults ≥18 years; 
≤5 prior systemic therapies; bone marrow blasts ≥5%; ECOG ≤2.

Key Exclusion Criteria

Diagnosis of acute promyelocytic leukemia or chronic myeloid 
leukemia with blast crisis; Active or known CNS leukemia; Prior 
treatment with a CLK inhibitor; QTc > 470 milliseconds; LVEF < 40% 
by ECHO or MUGA scan; allogeneic HSCT within 3 months or donor 
lymphocyte infusion within 30 days of protocol specified therapy.

Study Population
• Dysregulated RNA splicing is a hallmark of cancers and regulates proliferation, apoptosis, 

immune surveillance, and therapeutic resistance.1

• Spliceosome mutations occur in 40–85% of MDS and 10–25% of AML cases, while aberrant 
splicing is observed in myeloid malignancies even in the absence of mutations.2

• Genetic screens have shown that the loss of splicing factors sensitizes AML to the BCL2 
inhibitor venetoclax.3

• BH-30236 is a first-in-class, orally bioavailable, ATP-competitive, macrocyclic CDC-like kinase 
1, 2 and 4 (CLK 1, 2 and 4) inhibitor that also inhibits FLT3, PIM3, and DYRK1/2.4

Primary Objectives

Dose Escalation:
• To evaluate the safety/ tolerability of BH-30236 as a monotherapy 

or in combination in adult subjects with R/R AML or HR-MDS and 
determine the MTD.

• To identify the RDEs for BH-30236 as a monotherapy or in 
combination.

Dose Expansion: 
• To evaluate the safety, tolerability, and preliminary anti-leukemic 

activity of BH-30236 as a monotherapy or in combination at 
selected RDEs to determine the RP2D.

Secondary Objectives

• To characterize PK properties of BH-30236 as a monotherapy or in 
combination.

• To characterize the preliminary anti-leukemic activity of BH-30236 
as a monotherapy or in combination in terms of ORR, CR/CRh rate 
for AML, and CR/PR rate in HR-MDS.

Exploratory Objectives

• To evaluate BH-30236 effect as a monotherapy or in combination 
on overall survival (dose expansion only).

• To evaluate prognostic markers and predictors of anti-leukemic 
activity and/or resistance to BH-30236. 

• To characterize target engagement and pharmacodynamic effects 
of BH-30236. 

• To analyze preliminary exposure-toxicity/response relationships.

Study Identifier
• NCT06501196 (BH-30236-01)  
Design
• Multi-center, Bayesian Optimal Interval (BOIN) dose escalation with 

parallel monotherapy and combination therapy arms. 
• Expansion at selected doses in monotherapy and venetoclax 

combination to establish a Recommended Phase 2 Dose (RP2D).
Treatment
• Monotherapy: BH-30236 PO QD, continuous dosing in 28-day cycles.
• Combination: BH-30236 PO QD (starting 20 mg), 28-day cycle + 

venetoclax target dose of 400 mg PO QD, 28-day cycle.
Assessments
• Dose-limiting toxicities (DLTs) are evaluated over the first 28 days of 

treatment.
• Disease response assessment is performed according to European 

Leukemia Network 2022 or International Working Group 2023 
guidelines for AML and MDS, respectively. 

• Exploratory analyses include assessment of measurable residual 
disease, longitudinal profiling of genomic alterations and 
characterization of gene expression and alternative splicing 
modulation in the bone marrow and/or peripheral blood. 

Phase 1, Part 1: Monotherapy Dose Escalation Phase 1b Monotherapy Dose Expansion

Phase 1, Part 2: BH-30236 + Venetoclax 
Combination Dose Escalation

Combo RDE(s)

Phase 1b BH-30236 + Venetoclax 
Combination Dose Expansion

Venetoclax Pre-treated

Venetoclax Naïve

Phase 1

• Study (NCT06501196) ongoing at 13 US centers with active dose 

escalation in both monotherapy and combination therapy arms.

• Sponsor: BlossomHill Therapeutics, Inc., San Diego, CA.  

• Contact: clinicaltrials@bhtherapeutics.com  

Background

BH-30236 displayed profound synergy with venetoclax, and the combination of BH-30236 with 
venetoclax demonstrated substantially better efficacy than standard of care azacytidine + 
venetoclax in MOLM-13, a venetoclax resistant CDX AML model.

Study Objectives

Study Status

1. Zhang Y, Qian J, Gu C, Yang Y. Alternative splicing and cancer: a systematic review. Signal Transduct Target Ther. 2021;6(1):78. Published 2021 Feb 24. 
doi:10.1038/s41392-021-00486-7

2. Taylor J, Lee SC. Mutations in spliceosome genes and therapeutic opportunities in myeloid malignancies. Genes Chromosomes Cancer. 2019;58(12):889-902. 
doi:10.1002/gcc.22784

3. Wang E, Pineda JMB, Kim WJ, et al. Modulation of RNA splicing enhances response to BCL2 inhibition in leukemia. Cancer Cell. 2023;41(1):164-180.e8. 
doi:10.1016/j.ccell.2022.12.002

4. Ling N, Sims G, Jiang P, Deng W, Zhai D, Li D, Wang Z, Hu Y, Choi J, Wang E, Graber A, Cui J. Novel multikinase CLK inhibitor BH-30236 targets hematological 
malignancies through alternative splicing regulation [abstract]. In: Proceedings of the American Association for Cancer Research Annual Meeting 2025; Part 1 (Regular 
Abstracts); 2025 Apr 25-30; Chicago, IL. Philadelphia (PA): American Association for Cancer Research; Cancer Research. 2025;85(8 Suppl 1):Abstract nr 5596

BOIN Dose 
Escalation 

Design

Mono RDE(s)

Combo DL1 

20 mg QD
N=4

Combo DL2 

30 mg QD
N=7

Combo DL3+ N=3+

N=3

N=3

Mono DL1 

5 mg QD
N=1

Mono DL2 
10 mg QD

N=1

Mono DL3

20 mg QD

Mono DL7 
75 mg QD

N=4

Mono DL8 
90 mg QD

N=4

Mono DL9+

Mono DL4 
30 mg QD

N=4

Mono DL5 
45 mg QD

N=5

Mono DL6 
60 mg QD

N=3+

Study Design

* Mutations include SF3B1, SRSF2, and U2AF1

BH-30236 exhibits stronger anti-leukemic activity than 
venetoclax in a majority of patient-derived AML cells and 
human AML cell lines across diverse molecular subtypes.
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Common Alternative Splicing Events following BH-30236 treatment• RNAseq analyses on 6 
patient-derived AML 
cells after treatment 
with BH-30236 
indicate BH-30236 
alters splicing of 
genes associated
with mRNA splicing, 
DNA damage, and 
chromosome 
remodeling 

• BH-30236 effectively 
modulates phosphorylation 
of CLK substrate SRSFs in 
Kasumi-1 cells.
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