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Background/Methods:

 Acute mye.loi.d leukemia (AML) is an a.lggressive malignancy. AIIogeneiF Main Concl usSions.: | 5 | I.Resu_:_t;e Qg)tfgglss:oc(;fl:‘;tzoi::i‘r::?rnCC)eTEzr;oet:rT;nri.emory ohenotype
hematopc?letlc stem cell t.ranspla.ntajclon (aIIo-.HSCT) offers the !ootentlal for long- e Early results suggest that antigen-specific NEXI-001 T cells have the potential to including stem cell-like memory, central memory, and effector memory
term survival for AML patients with intermediate- or adverse-risk AML and for enhance GVL effects in relapsed/refractory patients post allo-HCT. cD8&* T cells.
patients with relapsed/refractory AML. NEXI-001 was well-tolerated with easily manageable side effects.

* However, relapse after an allo-HSCT is a difficult clinical challenge. Subsequent Increased clinical activity has been observed with increasing NEXI-001 T cell doses up Patient 001-1091-017 Patient 001-1091-026
remissions are infrequent, and the 2-year survival rate is < 10% to 15%. to a 600 M total dose (200 M weekly x 3). (pm?,ﬁé‘t';é’e?;se) (Proggél;?oe(;;ase)

 Because the graft versus leukemia (GVL) effect resulting from an allo-HSCT is NEXI-001 antigen-specific T cells persisted and maintained memory subtypes in '
mediated by donor T lymphocytes, activated T-cell-directed therapy that enhances peripheral blood and bone marrow up to at least 9 months (to date) suggesting that a
the GVL effect may represent an effective post-allo-HSCT relapse treatment. 600M dose 1-2 cycles may lead to responses across heterogenous adverse risk

Methods: patients.

. We report the results of a Phase 1 dose-finding study utilizing a 3+3 dose- The data support the continuation of the study to include the Expansion Stage to gain . _ B _ _ .
escalation design in AML patients who had relapsed after an allo-HCT from further safety experience and a more complete assessment of clinical activity. AnUgen-speaﬂc T cells per5|st§d arm.I expanded in peripheral blood and

, , trafficked to bone marrow, maintaining important memory subtypes.

matched HLA donors, and refrac’Fory t0 sa!vage therapy !n 3 dosing cohorts. Results — Clinical Activity Data: Percent of antigen-specific T cells increases with increasing dose of

* NEXI-001T cells are a non-genetically engineered adoptive cellular therapy (ACT) e 10 o0f 11 of these poor prognostic patients did not achieve a remission to their last NEXI-001 infusion in peripheral blood and bone marrow.

consisting of donor-derived CD8* T cells targeting 5 HLA A2-restricted peptides

. salvage therapy prior to study enrollment.
from WT1, PRAME, and Cyclin Al that are commonly expressed on AML blasts.

* Neutrophil and platelet count increases associated with decreases in blasts in

Total Antigen Specificity (% of CD8* T cells)

* NEXI cellular products include early T-cell memory subtypes, which have been oeripheral blood and/or bone marrow Cohort 2 Cohort 3
associated with anti-leukemia efficacy and long-term persistence. +  Cohort 2 Patient 001-1091-017 (single cycle of 2x108 NEXI-001 T cells): Patient 001-1091-026

Total Specificity Total Specificity

M1 5.86 M1 14.54

* Persistence of antigen-specific T cells in peripheral blood and bone marrow was

determined using flow cytometry by multimer-based staining. After receiving NEXI-001 T cells, remained in CRMRD(-) for up to 9 mo.
Results — Demographics & Baseline Characteristics: Cohort 3 Patient 001-1091-026 (2 x 108 NEXI-001 T-cells on Days 1, 8, and 15 ): w3 9.10 M3 14.66

Cohort Dose Age . . . . .
(Planned | (Actual u Gender/ m At baseline, extramedullary disease relapse manifested by a large symptomatic Ve M1 33.86 M2 [ 83.75 ]
Cycles Cycles) Donor

5

 Achieved an MRD(-) remission following bridging therapy

50M pleural & pericardial effusions (cytology positive for leukemic blasts). M3 51.89 M3 72.23

T cells on 1285 Hx GvHD skin; on steroid

- fefractory inhaler RUNL/ASXEL o S dsesse e  After the administration of NEXI-001 T cells, achieved a decrease to a small Results — Safety Data:
conorts e /40 Refractory 78 Hx GvHD of eye, mouth No abnormal blasts Yes, retroperitoneal masses asymptomatic pleural EfoSion. A PET/CT sCan Of the CheSt Showed no areas Of * NO dose-llmlting tOXICItIeS & no ICANS have Occurred In COhortS 1’ 2 & 3'
-003  M/MRD ' ' . . . . . . . . . . .
(eyce) | 10V increased uptake in soft tissue that would indicate disease involvement. * No patients died or discontinued due to a treatment-emergent adverse
Sl 1091 72
2 : Unknown R “° * The patient has remained asymptomatic at 3 months of follow up with no event (TEAE).
o6 wmup  Refractoy 10 et e I No detectable AML blasts in peripheral blood or bone marrow. *  NEXI-001 related TEAEs included: 2 patients each with CRS & GVHD; 1
oov [ - , oD < Vionosomy 7 " CPNelOLOL CPNaitOLOl patient each with pyrexia, nausea, diarrhea, headache, peripheral sensory
Sl _ neuropathy, hypoxia, hyperhidrosis (IRR), flushing (IRR), hypotension, and
Cohort2 | (2cycles) [iaed 68 Responded 4 Hx GVHD (type UNK) RUNX1/ No Baseline Month 3 . .
005 M/MUD ASXL1 orthostatic hypotension.
(allowed ' _ .
> 1 cycle) _200m S /i/?uo Refractory 3 X GVD =idn & fiveron GATA2 No * AEs of Special Interest:
2 P N . i of GuliD skin. mouth . i 1 patient with Gr 3 GVHD, with gut involvement (reported as related
cycle - / esponde eyes, liver © . . .
e L SAE) resolved w/in 72 hrs (note the patient had history of GVHD); 1
s epp ety 9 = DNMT3A Ne patient with Gr 1 GVHD (skin-related).
200M . . . .
COROMES Tcelson [P _— ; i of GUHD of eyes. mouth RUNXL e e 2 patients with CRS (both non-serious; symptoms of hypotension &
e | 00, R oA AML blast) Fey— hypoxia for 1 patient, and fever & tachycardia for 1 patient).
051 21 : At baseline, montns . .
027 M/MRD Responded 6 Hx of Gr 1 GVHD of skin KMT2A No the AFrOWS fO“OW-Up, the Future DIrECtIOnS for Research:
Note: The red text signifies adverse risk patient characteristic. show areas of 2;;"5‘;‘;5’”?;"" e These findings warrant further study of the NEXI-001 T cell product as
* Most of the patients had 3 to 4 adverse risk patient characteristics. mlarkefl& decrease of salvage therapy for patients with relapsed AML following allo-HCT.
. 0 i i i i i pleura . : L L e :
9 of 11 (82%) patients had adverse risk m“t]f‘t'ons at diagnosis. ) vericardial pleural & «  Combination studies with bispecific T-cell engagers and/or checkpoint
L O i i i i i . . . . .
7 of 11 (64%) pat!ents had AML that was re rc.act.ory to induction therapy. effusions. pericardial inhibitors are under consideration.
 7o0f11(64%) patients had post-allo HCT remission < 12 months. effusions.

 Patients to receive additional cycles beyond cycle 1 to enhance GvL effect.

e 30f11(27%) patients had primary or secondary extramedullary disease.
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