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INTRODUCTION AlM

CONCLUSIONS

+ AlloHSCT can be curative for high-risk hematologic malignancies; however, infections remain a « This exploratory analysis characterizes infection events in the Precision-T Phase 3 study (NCT05316701) « Severe infections with Orca-T were manageable and less frequent than in the control arm
frequent and severe complication »  Prior work using T cell-depleted allografts identified a prognostic threshold of 50 CD4+ T cells/uL
» Allogeneic regulatory T cell immunotherapy with HSPC and T cells-vidq (Orca-T) is a novel M ETH O D by D100 to define functional immune reconstitution; Orca-T reached median immune
deri ic T-cell i i iah-puri i tituti bove that level by D2
_donor e cllBgErEe 1 cellllmmunotherapy, Ieve_rggmg Aglipriiay weglulianeny U esls i elies «  Adults (18-65 years) undergoing myeloablative alloHSCT for acute leukemia (intermediate or reconstitution above that level by D28
immune tolerance through engineered grait composition high DRI) in CR, or high-risk MDS (<10% BM blasts), with HLA-matched (8/8) donors were «  Although the control arm had greater numbers of T cells in the months post-alloHSCT, Orca-T
« The Precision-T Phase 3 study reported a 1-year estimated incidence of severe infections of randomized 1:1 to receive either Orca-T with single-agent Tac or unmanipulated PBSCs + patients demonstrated a potential decrease in serious infection risk
8.4% for Orca-T vs 16.1% for unmanipulated peripheral blood stem cells plus Tac/MTX (control Tac/MTX (control arm) + The cellular mechanism for accelerated functional immune responses observed with Orca-T may
arm) - Infection prophylaxis followed institutional practice; letermovir was required for CMV- be due to:
seropositive participants. Infections were evaluated per BMT CTN Manual of Procedures by two | | | | |
reviewers * Reduced pharmacological prophylaxis, which may improve T cell functional responses
The median follow-up was 11.4 months (range, 0.2—24.3) * Preclinical data showing that Tregs protect secondary lymphoid organs
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Figure 1. Patients with grade 3 BMT CTN MOP infection events by timepoint 3 >00 % 200 —®
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 |In Orca-T patients 8% (7/88) experienced grade 3 infections, with a total of 10 grade 3 events and in & 400 ; 100 o— e
control arm patients, 15% (14/94) experienced a total of 26 grade 3 infections 8 300 o /940_
 The increased rate of grade 3 infections in the control arm was attributed to a higher number of [ —————0— —© 0 @
bacterial infections 2 200 28 26 100 gg dy day 365
- —
 Median time to onset of bacterial infections was 76 days (range, 3—261) in the Orca-T arm and 52 2 100 —0 @ 50 CD4+ T cells/ul
days (range, 4-257) in the control arm D o e === o o o o e e e e e e e e e e T = Figure 3. Immune Reconstitution: Median Total CD8+, NK, and B Cell Counts
’ =
Median duration of infection events was shorter with Orca-T: 12 days vs 16 days in the control arm 0 28 56 100 180 365 « Rapid reconstitution of other immune cell populations was seen, including CD8+, NK, and B cells
. In the Orca-T arm, 4 grade 3 infections and 10 events in the control arm had not resolved at time of Study day counts
data cut off « CD8+ T cell counts at D28 were 44/uL for Orca-T vs 187/l for the control arm at D28
. . . . L Figure 2. Imnmune Reconstitution: Median Total CD4+ Cell Counts
Overall, the incidence of infections that resulted in ICU admissions was low; each arm had one d
patient admitted to ICU (control arm: pneumonia 4 days and Orca-T: sepsis 3 days) * In Orca-T, total T cell counts at D28 were lower (135/uL) as compared to the control arm (508/uL) REFERENCES
»  Viral reactivation was well controlled in both arms; 1 case of CMV reactivation in the Orca-T arm * CDA4 T cell counts were 50/pL for Orca-T vs 246/l for control arm at D28, with 7% Tregs of CD4 at 12%
and 1 case of Epstein-Barr Virus reactivation for Orca-T and 6% for control arm Troullioud Lucas AG, Lindemans CA, Bhoopalan SV, et al. Early immune reconstitution as predictor for outcomes after allogeneic hematopoietic cell
_ _ _ _ _ _ « On both arms, CD4 + T-cell counts durably recovered to 250/UL by D28 transplant; a tri-institutional analysis. Cytotherapy. 2023 Sep;25(9):977-985.
* Two patlents in the Orca-T arm and three patlents in the control arm had infection as a cause of Meyer EH, Salhotra A, Gandhi AP, et al. Orca-T vs allogeneic hematopoietic stem cell transplantation (Precision-T): a multicenter, randomized phase

death 3 trial. Blood. 2026 Mar 12;147(11):1168-1177.
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