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Background:

Patients with relapsed and refractory (R/R) acute myeloid leukemia (AML), non-Hodgkin lymphoma (NHL), and multiple
myeloma (MM) require effective treatment options due to their high mortality rates. The inhibition of 2 anti-apoptotic pro-
teins, B-cell lymphoma 2 (BCL2) and myeloid cell leukemia 1 (MCL1), has shown promise as a therapeutic approach for these
cancers. Two novel BH3 mimetics, VOB560 and MIK665, selectively inhibit BCL2 and MCL1, respectively, induce apoptosis
in hematological cancer cells and showed ef�cacy in preclinical models. In combination, VOB560 and MIK665 demonstrated
strong synergy and promoted cell death in various hematological cancer models. VOB560 binds to BCL2, disrupting its inter-
action with pro-apoptotic proteins, causing cell death. MIK665 selectively inhibits MCL1, activating caspases and promoting
cell death. Here we report the early clinical �ndings of the combination of VOB560 and MIK665 from the dose escalation
phase in the treatment of hematological malignancies.
Methods:

This was a phase 1b, open-label, multi-center, dose-escalation/-expansion study (NCT04702425) in patients with R/R NHL,
AML or MM. In the escalation phase, VOB560 was administered weekly (QW) intravenously (IV) at 25 and 50 mg in combina-
tion with MIK665 administered IV at 25 and 50 mg QW. Primary objectives of the dose-escalation phase were to characterize
the safety and tolerability of VOB560 in combination with MIK665, and to identify the maximum tolerated dose and/or rec-
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ommended doses and regimens for all indications. Secondary objectives were to assess preliminary antitumor activity and
pharmacokinetics. Decision was made to halt recruitment in April 2023 for strategic reasons and not to progress further in the
expansion phase of the study. This decision was not the consequence of any safety concerns.
Results:

Thirty-seven patients were enrolled in the dose escalation phase. Patients’ diagnoses were AML (n=29, 78.4%), MM
(n=4,10.8%), and NHL (n=4, 10.8%). NHL included diffuse large B cell lymphoma (n=3, 8.1%) and follicular lymphoma (n=1,
2.7%). Thirty-six patients permanently discontinued study, due to progressive disease (n=25), physician’s decision (n=7), ad-
verse events (AE; n=3) and patient’s decision (n=1). Complete remission (CR) was observed in 2 AML patients receiving
VOB560 50 mg in combination with MIK665 25 mg QW. One patient relapsed after 7 months, while, the other AML patient,
solely on study treatment, was in CR after 18 months. One AML patient showed partial remission. No objective responses
were observed in the MM and NHL cohorts.
Five patients experienced dose limiting toxicities (DLTs). DLTs included perimyocarditis (n=1) receiving VOB560 25 mg and
MIK665 25 mg, tumor lysis syndrome (TLS, n=1) receiving VOB560 50 mg and MIK665 25 mg, differentiation syndrome (n=1)
receiving VOB560 25 mg andMIK665 50 mg, muscle cramp (n=1) receiving VOB560 50 mg andMIK665 50 mg, and decreased
ejection fraction (n=1) receiving VOB560 50 mg and MIK665 50 mg. AEs were reported in 37 patients (100%), of which 25
patients (67%) had grade ≥ 3 AEs. Treatment-related AEs (TRAEs) were reported in 23 patients (62.2%). Most frequent TRAEs
reported in ≥ 5% of patients were diarrhea and nausea (6 patients each, 16.2%), vomiting, pyrexia and TLS (3 patients each,
8.1%). Anemia, neutropenia, thrombocytopenia, aspartate aminotransferase increased, and infusion-related reaction were
reported in 2 patients each (5.4%). Seven patients (18.9%) reported grade ≥ 3 TRAEs. Three patients (8.1%) experienced
grade 3 (severe) TLS, while 1 patient (2.7%) each experienced grade 3 (severe) neutropenia, myopericarditis, muscle spasm
and differentiation syndrome. No fatal grade 5 serious AE (SAE) was reported. Eighteen patients (48%) experienced SAEs; 6
SAEs were treatment related. These included TLS, hyperphosphatemia, myopericarditis, muscle spasms, leukocytosis, oxygen
saturation decreased and differentiation syndrome. Patients who developed troponin increase underwent cardiac MRI, which
showed no observable functional or structural changes to the heart.
Conclusions:

Early clinical data of VOB560 in combination with MIK665 reported an acceptable safety pro�le in patients with hematological
malignancies. The observed activity in the AML patients supports the notion that targeting MCL1 and BCL2 is a promising
approach in hematological malignancies.

Disclosures Gill: Jacobson Pharma Corporation: Consultancy, Honoraria, Research Funding; MSD: Consultancy, Honoraria,
Other: Conference Support; Lecture fees, Research Funding; Novartis: Consultancy, Honoraria, Membership on an entity’s
Board of Directors or advisory committees, Other: Conference Support; Lecture fees, Research Funding; P�zer: Consultancy,
Honoraria, Membership on an entity’s Board of Directors or advisory committees, Other: Conference Support, Research Fund-
ing; Otsuka: Consultancy, Other: Conference Support; PharmaEssentia Corporation: Consultancy, Honoraria, Membership
on an entity’s Board of Directors or advisory committees, Other: Conference Support, Research Funding; Celgene: Research
Funding; GSK: Consultancy, Honoraria, Membership on an entity’s Board of Directors or advisory committees, Other: Lecture
fees, Research Funding; Imago Biosciences: Research Funding; AbbVie: Consultancy, Membership on an entity’s Board of
Directors or advisory committees; BMS: Consultancy, Honoraria, Membership on an entity’s Board of Directors or advisory
committees, Other: Conference Support; Lecture fees, Research Funding; Astellas: Consultancy, Honoraria, Other: Lecture
fees, Research Funding. Moors: Sano�: Other: Financial support for congress meeting; Service: Other: Advisory Commi-
tee. Porkka: Novartis: Research Funding; Incyte: Research Funding; Roche: Research Funding. Moshe: Stemline: Consul-
tancy, Honoraria, Research Funding, Speakers Bureau; Astellas: Consultancy, Honoraria, Research Funding, Speakers Bureau;
Abbvie: Consultancy, Honoraria, Research Funding, Speakers Bureau. Daver: Menarini Group: Consultancy; KITE: Research
Funding; Astellas: Consultancy, Research Funding;Genentech: Consultancy, Research Funding; P�zer: Consultancy, Research
Funding; Bristol Myers Squibb: Consultancy, Research Funding; Hanmi: Research Funding; Agios: Consultancy; Syndax: Con-
sultancy; Daiichi-Sankyo: Consultancy, Research Funding; Trillium: Consultancy, Research Funding; Shattuck Labs: Consul-
tancy; Jazz: Consultancy; Trovagene: Research Funding; Celgene: Consultancy; Novartis: Consultancy; Arog: Consultancy;
Servier: Consultancy, Research Funding;Gilead: Consultancy, Research Funding; FATE Therapeutics:Other: Consulting Fees,
Research Funding; Novimmune: Research Funding; Glycomimetics: Research Funding. Ocio: Amgen: Consultancy, Hono-
raria; Oncopeptides: Consultancy, Honoraria; P�zer: Consultancy, Honoraria; Bristol-Myers Squibb: Consultancy, Honoraria;
Menarini: Consultancy, Honoraria; Johnson & Johnson - Janssen: Consultancy, Honoraria, Speakers Bureau; GSK: Consul-
tancy, Honoraria; AbbVie: Consultancy, Honoraria; Regeneron: Honoraria; Sano�: Consultancy, Honoraria; Takeda: Consul-
tancy, Honoraria. Sauer: Abbvie: Other: �nancial support . Mateos: Kite: Honoraria, Membership on an entity’s Board of
Directors or advisory committees; Stemline: Honoraria, Membership on an entity’s Board of Directors or advisory commit-
tees; Abbvie: Honoraria, Membership on an entity’s Board of Directors or advisory committees; Regeneron: Honoraria; F.
Hoffmann-La Roche Ltd: Honoraria, Membership on an entity’s Board of Directors or advisory committees; GSK: Honoraria,
Membership on an entity’s Board of Directors or advisory committees; Sano�: Honoraria; P�zer: Honoraria, Membership on
an entity’s Board of Directors or advisory committees; Amgen: Honoraria, Membership on an entity’s Board of Directors or
advisory committees; BMS: Honoraria, Membership on an entity’s Board of Directors or advisory committees; Johnson and
Johnson: Honoraria, Membership on an entity’s Board of Directors or advisory committees; Salamanca University: Current
Employment;Oncopeptides: Honoraria; Celgene: Honoraria. Stegelmann: P�zer: Consultancy, Honoraria, Speakers Bureau;

5998 5 NOVEMBER 2024 | VOLUME 144, NUMBER Supplement 1 ABSTRACTS

D
ow

nloaded from
 http://ashpublications.org/blood/article-pdf/144/Supplem

ent 1/5997/2321720/blood-8825-m
ain.pdf by guest on 24 July 2025



ONLINE PUBLICATION ONLY Session 616.Acute Myeloid Leukemias: Investigational Drug and Cellular Therapies

Abbvie: Consultancy, Honoraria, Speakers Bureau; BMS: Consultancy, Honoraria, Speakers Bureau; GSK: Consultancy, Hon-
oraria, Speakers Bureau; Incyte: Consultancy, Honoraria, Speakers Bureau; MorphoSys: Consultancy, Honoraria, Speakers
Bureau; Novartis: Consultancy, Honoraria, Speakers Bureau. Maacke: Novartis: Current Employment, Current equity holder
in publicly-traded company, Current holder of stock options in a privately-held company. Susini: Novartis: Current Employ-
ment. Ishihara:Novartis Pharma K.K.: Current Employment. Ducray:Novartis: Current Employment, Current equity holder in
publicly-traded company. Bebrevska: Novartis: Current Employment. Halilovic: Novartis: Current Employment, Current eq-
uity holder in publicly-traded company. Santoro: Lilly: Speakers Bureau; Takeda: Speakers Bureau;MSD:Membership on an
entity’s Board of Directors or advisory committees, Speakers Bureau; Bayer:Membership on an entity’s Board of Directors or
advisory committees, Speakers Bureau; EISAI:Membership on an entity’s Board of Directors or advisory committees, Speakers
Bureau; P�zer:Membership on an entity’s Board of Directors or advisory committees, Speakers Bureau; Gilead:Membership
on an entity’s Board of Directors or advisory committees, Speakers Bureau; Servier:Membership on an entity’s Board of Direc-
tors or advisory committees, Speakers Bureau; BMS: Membership on an entity’s Board of Directors or advisory committees,
Speakers Bureau; Sano�: Consultancy; Sandoz: Speakers Bureau; Incyte: Consultancy; Abb-vie: Speakers Bureau; Celgene:
Speakers Bureau; Roche: Speakers Bureau; Beigene: Speakers Bureau; Amgen: Speakers Bureau; Arqule: Speakers Bureau;
Astrazeneca: Speakers Bureau; Novartis: Speakers Bureau.

https://doi.org/10.1182/blood-2024-199074

ABSTRACTS 5 NOVEMBER 2024 | VOLUME 144, NUMBER Supplement 1 5999

D
ow

nloaded from
 http://ashpublications.org/blood/article-pdf/144/Supplem

ent 1/5997/2321720/blood-8825-m
ain.pdf by guest on 24 July 2025

https://doi.org/10.1182/blood-2024-199074

