A CD33-Deleted Allograft (Trem-cel) Enables Post-Hematopoietic Cell Transplant (HCT) Maintenance Dosing of Gemtuzumab Ozogamicin (GO) with Therapeutic Levels of Drug Exposure
and Low Hematologic and Hepatic Toxicity in Patients with High-Risk Acute Myeloid Leukemia (AML)
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Background & Methods

Relapse is the leading cause of death for patients undergoing allogeneic HCT for AML. Strategies to reduce relapse including | =
leukemia-directed maintenance therapies post-HCT have been largely ineffective. GO (Mylotarg™) is an anti-CD33 antibody- Patlent Clln |Ca| COU rses / \
drug conjugate approved for use in AML, but its use has been limited by hepatotoxicity and on-target, off-tumor

hematopoietic toxicity toward CD33+ normal blood cells leading to severe cytopenias, especially post-HCT. Tremtelectogene M ai nte nance DOS i n g Of Ge thIZLI ma b OZOg am iCi n (G O) pOSt'Tre m 'Cel H CT

Results

empogeditemcel (trem-cel; formerly VOR33) is a hematopoietic stem and progenitor cell product manufactured from CD34+ GO Dosing -
cells from a matche? dongr %r;d CRISPR/Cas9 gene-edited to delete CD33. Trerr}-cel was (éevggoped to shield normal Cohort 1(0.5 mg/m?) - : ‘A ‘A A - A A A‘ A A | —» : (E;j;aﬂment
hematopoietic cells from CD33-directed therapies and allow exclusive targeting of residual CD33+ leukemia. _ ° o g g g g o g g
SRR P IFng g B s N o oo Trem-cel Provides Hematologic Protection and Enrichment of CD33-Negative Myeloid Cells upon GO Dosing
VBP101 (NCT04849910) is a Phase 1/2 multicenter trial to establish the safety of using trem-cel as an allograft followed by 51 @ ‘: : ‘: o - “ o _t AL = ::iib::ﬁ
GO maintenance therapy for patients with CD33+ AML or MDS who are at high risk of relapse and undergoing HCT. Patients Cohort 2(1 mg/m?) 1; : A A A A ; o Smpdy A) Cohort 1 (0.5 mg/m?) n=3 B) Cohort 2 ( 1 mg/m2) n=6 C) Cohort 3 (2 mg/m2) n=6 D) CD33 Expression on PB Myeloid Cells | n=15
(18-70 y) must have CD33+ AML/MDS with high-risk features for relapse, such as adverse-risk cytogenetics or measurable o1 @ A A A@ ‘
residual disease, and an 8/8 HLA-matched related or unrelated donor. Trem-cel is manufactured from donor CD34+ cells 0] @ “ _: A A A A A e 1OOKM"-/.’-\I——IW\.—_. “ ., 2, 68, « 6 R
isolated from G-CSF/Plerixafor-mobilized peripheral blood. Patients undergo busulfan- or TBIl-based myeloablative by : —— 507 a - . 1°°k§l"ﬂ:?:m e 5 oo | _' _' '. :
conditioning with rATG prior to HCT with trem-cel. After ~60 days post-HCT patients begin maintenance therapy with GO in a Gohort 3(2mg/m?) | & A A A A A ?;' 10k 2 E R fg 90-]
3+3 dose escalation strategy with cohorts of 0.5, 1 and 2 mg/m2. GO is dosed at a planned 28 days between cycles for 4-8 71 @ A i A > S o203 %0 - W - 2 g5
cycles. Relapsed patients could receive subsequent therapies including VCAR33 (a donor-derived CD33 CAR-T, E : Y > 9 ) ] § 1000 § 1000 ‘% 80
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P Pre-GO eligibility ij :_:’ Figure 5. Neutrophil and platelet count of subjects treated in (A) Cohort 1 (0.5 mg/m?), (B) Cohort 2 (1.0 mg/m?) and (A) Cohort 3 (2 mg/m2). (D) CD33 expression on peripheral blood myeloid cells by flow cytometry upon
HCT with trem-cel (CD33-deleted allograft) maintenance therapy Follow-up LTFU 5l B—p GO dosing.
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d Protection from deep and prolonged cytopenias during repeated 0.5, 1, and 2 mg/m2 GO doses. Dose Escalation Committee confirmed 2 mg/m2 as
Recommended Phase 2 Dose.
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Immune reconstitution and multilineage chimerism consistent with unedited CD34-selected grafts.>’
Figure 4. (A) Immune Reconstitution (B) Multi-lineage Donor Chimerism (C) CD33-negative myeloid reconstitution via NGS gene

editing and flow cytometry at days 28 and 60 post-HCT.
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Broadened therapeutic index for GO following trem-cel as demonstrated by increased AUC, correlated with efficacy, and proportionally lower increase

Data compiled from EDC, Lab Reports and Pl/site reports, Pending full source data verification. Data cutoff 01Nov2024. | Prellmlnary data Suggestlng |mproved RFS Compared to standard HCT Of AML hlgh_relapse risk groups
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