CD33-Deleted Hematopoietic Stem and Progenitor Cells Display Normal Engraftment after Hematopoietic Cell Transplant (HCT) and Tolerate
Post-HCT Gemtuzumab Ozogamicin (GO) Without Cytopenias
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Background & Method Results
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Relapse is the leading cause of death for patients undergoing allogeneic HCT for acute myeloid leukemia (AML)', Neutrophil Engraftment and Platelet Recovery Post-HCT with Trem-cel Patient 1: Heme-protection and Increase in CD33-negative Fraction after GO Dosing
particularly for patients with high-risk features such as minimal residual disease (MRD) or adverse cytogenics?3.

CD33 is an antigen found on 85-90% of AML cells*; however, it is also present on normal myeloid cells®. (A) Neutrophil engraftment (B) Platelet recovery (A) Neutrophil and platelet counts (B) CD33-negative cells (flow)
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VBP101 is a first-in-human (FIH) study, where CD33-positive AML patients at high risk of relapse, i.e., AML with ;3 2500 - EE S 10- a g ;
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genetics features, undergo myeloablative HCT with trem-cel followed by treatment with low-dose GO. The objective of § R e e 21 3 49 63 77 ° 50 100 150
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( -deleted allograft) erapy orow-up consecutive days of an absolute neutrophil count (ANC) 2500 (dotted line). Platelet recovery is defined as the first day D+147 (23 post-C3) 76 C#: GO Cycle . Disease relapse
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« High risk of post-HCT relapse - Y, and platelet counts were stable through GO cycles. No elevations of liver function tests (LFTS) were observed (data not shown).
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Early Salvage may include ; Monocytes NK cells
Patient N\ J
. Trem-cel  EEcH— > Relapse ==~~~ » GO (PI Discretion) ==~ ®»========== > (CD14+ CD15+) (CD16+ CD56+)
10/10 HLA matched manufacturing ~ ~
* Related or unrelated Transplant D+28 Patient 2 Clinical C
e 1 Primary endPOint: Key SeCOndary endeintS: CD33 CD33 CD33 CD33 CD33 atien Inica ourse 12000 - - 140 o
MOb'“Zat'qn . Donor cells » Successful neutrophil « Time to platelet engraftment DC% . DC% - DC% . DC% . DC% . After primary neutroph” engraftment at — Primary = Platelet .. F120 §
(G-CSF + plerl_xafor) T : engraftment at 28 days » Persistence of CD33-negative engraftment GE% GE% GE% GE% GE% D+11  Patient 2 d | d : —1' 9000+ neutrophil * Neutrophil D
& apheresis CHCT . 19 and 2° graft fai , Patien eveloped cytopenias @ =2 engraftment 100 @
N - } ________ pPosS 23|a-|n|:§j graft failure 1 100 95.2 100 95.0 100 92.1 QNS QNS QNS QNS after D+28 in the Setting of coronavirus % Backup |80 8
- | | . _ trophil
e Backup graft | . Transolantrelated mortal 2 94 88.9 100 94.5 99 92.3 100 91.8 4 2.6 hKU infection, trimethoprim- | < 9000 Backup engraftment 60 S
DO 9T ansplant-related mortality P o P g =
+ GO PK assessment 3 100 = 866 | 100 | 879 | 100 = 8.0 | 100 894 99 416 sulfamethoxazole (TMP-SMZ) exposure | 2 3000- " 'ﬁse 40 X
. . . =
Figure 1: VBP101 Study Design. "Dose escalation is executed using a 3+3 design with a total of three cohorts. The 4 100 pending 100 pending 100 pending 100 pending 52 pending ﬁng sublsequ(ejnt elosmgph:cllelnl. Early s.ep?sl 0 —=—o 30 S
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Dicease and Genetics Do_n_or, Do_s_e, CD33 gene- 3 100 87.9 100 90.1 100 90.1 100 88.5 100 48.0 days respectively following back-up o ';
editing efficiency Table 2: Assessment of peripheral blood 28 days (D+28) and 60 days (D+60) post HCT with trem-cel (CD33 GE%= infusion. Patient is currently an outpatient.
1 | 64/F « AML-MRC 69.9kg | 10/10 HLAMUD CD33 Gene Editing Efficiency %, DC%= Donor Chimerism %, NC=not collected, QNS = quantity not sufficient). - - .
. Highly complex {adverse) cytogenetics, CR2 © 70 x 10° CD34 cellskg Il:a?::wte? :a:: n(e:::r?pl)glaelngcia?tzle'zeat D+10 however did not have platelet recovery as of D+117. The patient received courses
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« MRD: 1.8% i | o CD33'negatlve Cells by Flow Cytometry In Perlpheral Blood and Bone of steroids, IVIg, eltrombopag and romiplostim for treatment of presumed immune thrombocytopenia. The D+60 BM biopsy was
. : : . Marrow Post-HCT with Trem-cel (D+28. D+60 hypocellular and showed decreased megakaryocytes. A positive platelet reactive antibody was identified on D+53 and
2 32M AML after myeloid sarcoma partially resected from the | 120.7 kg 10110 ngA e ( : ‘ : ) characterized as an anti-HLA Class | Ab. D+100 BM biopsy was normocellular with normal megakaryocytes. As of D+117 the
st loie] 2Inel el © 3.2 x 10° D54 celisikg CD33-negative expression by flow (%) platelet count was 15,000/uL without transfusion in prior 11 days
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« Normal cytogenetics « 2.6 x 108 CD34 cells/kg 1 94 92 95 95 94 90 96 91 related
« DNMT3A, IDH2 and SMC1A mutations + 80% CD33 gene editing 2 93 91 99 08 NC NC NC NC 1 | Gastrointestinal: Nausea & Vomiting Y 1-2
* MRD: <0.1% 3 82 80 86 86 87 85 92 89 2 | Hematologic: Graft Failure (Secondary; See Clinical Course) Y 4
4 68/M * AML-MRC _ _ _ 724kg - 10/10 HLAMRD 4 90 90 05 94 TBD TBD TBD TBD 3 | Dermatologic: Full-body maculopapular rash (Gr 2 Skin acute GVHD/resolved) Y 2
« Complex cytogenetics, active disease « 5.8 x 10° CD34 cells/kg H logic: N . Y 3
. NRAS, ZRSR2, TET2 mutations . 89% CD33 gene editing Table 3: Flow cytometric assessment of peripheral blood and bone marrow 28 days (D+28) and 60 days (D+60) post ematologic: Neutropenia
« MRD: 16% HCT with trem-cel showed absence of CD33 surface expression in 80-95% of monocytic or myeloid cells. (BM= bone Other: Dyspnea & Fatigue, Petechia Y 1-2
5 [66/M |+ Secondary AML 102.1 kg '+« 10/10 HLAMUD marrow, NC=not collected, PB=peripheral blood, TBD=to be determined). Table 4: Patient 4 & 5 have no related AEs to report as of data cutoff date: 23 May 2023
« Normal cytogenetics « 4.6 x 10° CD34 cells/kg
« KIT D816V, CBL, SRSF2, RUNX1/2, BCORL1 « 85% CD33 gene editing -
Ny Conclusions

 MRD: <0.1%

Table 1: All patients received myeloablative conditioning with busulfan/melphalan/fludarabine/rabbit anti-thymocyte _ _ _ _ _ _
globulin (ATG), with exception for patient #3, who received equine ATG. * All patients achieved high levels of myeloid donor chimerism by day +28.

« Patient 2 experienced secondary graft failure in the context of persistent coronavirus hKU1 infection, early bacteremia and possible drug toxicity. Resolved after back-up graft infused.
« Patient 3 did not achieve platelet recovery by day +117 and is being treated for presumed immune thrombocytopenia.
A high level of CD33-negative hematopoiesis was achieved (280%) in the 4 patients evaluable to day +28.
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 All 5 patients transplanted with trem-cel demonstrated primary neutrophil engraftment (Days 10-11) similar to patients who received non-edited CD34 selected grafts.

* These initial data support the biological dispensability of CD33 in myeloid development and a potential approach enabling post-HCT treatment with GO and other CD33-targeted therapies.

Data compiled from EDC, Lab Reports and Pl/site reports, Pending full source data verification.
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