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Introduction: Fanconi anemia (FA) is a rare, genetic disorder clinically characterized by congenital abnormalities, progressive
bone marrow failure (BMF), and a predisposition to malignancies. Allogeneic hematopoietic stem cell transplantation (HSCT)
is currently the only curative treatment for BMF. In patients with FA who do not have a matched sibling donor, HSCT con-
ditioning regimens typically use reduced doses of cyclophosphamide, fludarabine and anti-thymocyte globulin (ATG) with
total body irradiation (TBI) or busulfan. However, treatment is complicated by conditioning related toxicities, graft vs host
disease (GvHD) and increased predisposition to malignancies later in life. Prior attempts to remove TBI from FA conditioning
regimens have been unsuccessful due to increased risk of graft rejection - and alternative approaches have replaced TBI with
busulfan which is still genotoxic.

Objective: To reduce acute and long-term treatment-related toxicities, we have developed a first of its kind treatment in-
tended to improve the safety of allo-HSCT through: 1) a TBI- and busulfan-free conditioning regimen consisting of briquilimab,
rabbit ATG (rATG - Thymoglobulin), fludarabine, cyclophosphamide and rituximab - briquilimab (formerly called JSP191) is
a monoclonal antibody (mAb) that targets human CD117 to deplete host HSCs enabling blood and immune reconstitution
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with minimal toxicity with the other agents being used for transient immune suppression to prevent immunologic rejection; 2)
transplantation of TCRa B * T-cell/CD19 * B-cell hematopoietic grafts - a stem cell therapy that enhances donor hematopoietic
and immune reconstitution while decreasing GvHD; and 3) a pre- and post-transplant monitoring protocol to maximize en-
graftment. This is the first HSCT regimen to use anti-CD117 mAb-based conditioning in immunocompetent patients without
concurrent use of irradiation.

Methods: Patients with FA in BMF were eligible to be enrolled in this Phase 1b/2a trial to receive allo-HSCT with TCRa g * T-
cell/CD19 * B-cell depleted hematopoietic grafts from 10/10 unrelated, 9/10 unrelated or haploidentical family donors. Per the
treatment schema, in this regimen a fixed dose of briquilimab was administered at 0.6 mg/kg in combination with standard FA
dosing of rATG, fludarabine, cyclophosphamide and rituximab as lymphodepletion (Figure 1). Prospective pharmacokinetic
measurements of briquilimab, rATG and fludarabine are included in the protocol.

Results: Treatment of all of the patients on the Phase 1b portion of the study has been completed with each of the three
patients showing promising safety and efficacy results (Table 1). Importantly, briquilimab treatment was well tolerated without
any complications with appropriate antibody clearance of < 500 ng/ml prior to HSCT in all three patients. Each of the patients
achieved full blood count recovery by Day +14 post HSCT with haploidentical grafts that were within specifications of the
protocol. Total, CD34 *, and CD15 * donor chimerism of > 98% in the bone marrow has been observed in all patients with >
91% chimerism in all immune subsets (CD3, CD19 and CD56) at the last follow-up with 1 year of follow-up post HSCT in the
first patient. None of the patients have developed acute or chronic GvHD at the time of reporting.

Conclusions: All three patients in the Phase 1b portion of the study show early safety and efficacy of this approach. Briquilimab
was well tolerated and all patients have shown prompt and durable donor engraftment. This data indicates that it might be
possible to remove irradiation or alkylator chemotherapy from the conditioning regimen in patients with FA without matched
sibling donors thus decreasing the chances for cancer predisposition in these patients that have inherited DNA repair defects.
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Figure 1: Trial treatment schema:

Key Inclusion:
= Abnormal chromosomal breakage studies

+ FANC gene mutations (all sub-types)
» >1 blood parameter below lower limit of normal
(Absolute neutrophil count, hemoglobin, or platelets)

Session 721

Open to all Fanconi Anemia patients in marrow failure
undergoing allo-HCT with non-matched sibling donors:
DONOR PRODUCT PREPARATION = Best available donor

G-CSF 16 mcg/kg/dose x 4 days (D -6, -5, -4, -3) + Plerixafor (D -3)

Key Exclusion: h 4
= Myelodysplasia or malignancy Peripheral Blood » Product Manufacturing:
* Mosaicism w/T* blood counts Apheresis (D -2) TCR ai* T-cell/CD19" B-cell Miltenyi Column Depletion (D -1 )
= Available HLA identical sibling donor f
Fludarabine v
PATIENT PREPARATION: 35mg/m? x 4 doses Infuse Fresh Graft
Immunosuppression: rATG: Thymoglobulin Cyclophosphamide | (eryopreserve back-up)
10mg/kg x 4 doses
Hast HSC Ablation: ] JSPI;alrzp&T;Qi: be
e s ‘.»—? ) v 500 ng/mi
i 3 2 a0 .
_ A (Day 0 or delay if this
Briquilimab occurs later)
0.6mg/kg | StartJSP191 Bone Marrow Rituximab
! *Batched 15P191 pK
X 1 dose Monitoring Aspirate/Biopsy 3
1 (Pharmaco- (Pharmaco- Z00ma/T A Telose sl
Kinetics) Dynamics)

Table 1: Clinical Data of Phase 1b patients treated on this study.
Day 0 = day of graft infusion; -3 = 3 days before graft infusion; +6, 7, 8, etc., = post-transplant

Patient Identification # 373-001 373-002 373-003
Age, Gender, Diagnosis 7 yo Male, 10 yo Female, 8 yo Female,
FANC-A FANC-A FANC-A
Race/Ethnicity White Asian African American
Bone Marrow Status Pancytopenia Pancytopenia Pancytopenia
Conditioning JSP191: 0.6 mg/kg JSP191: 0.6 mg/kg JSP191: 0.6 mg/kg
rATG + Fludarabine + rATG + Fludarabine + rATG + Fludarabine +
Cyclophosphamide + Cyclophosphamide + Cyclophosphamide +
Rituximab Rituximab Rituximab
Day at JSP Level 3 3 3
Below 500 ng/ml
Donor Type Haplo Paternal Haplo Maternal Haplo Paternal
CD34" Dose 17.17 x 10%kg 16.39 x 10%/kg 14.24 x 108kg
TCRap’ T-cell Dose 0.11x 10°kg 0.11x 10%kg 0.18 x 10°/kg
Day of Engraftment
- Neutrophil +11 +11 +13
- Platelet +14 +13 +12
Day of Last Transfusion +6 (pRBC), +7 (Plts) +8 (pRBC), +6 (Plts) +5 (pRBC),+5 (Plts)
Date of Last Study ; y ;
Evaluation 2/21/23: Wk +52 4/11/23: Wk+36 5/16/23: Wk +12
Last Study WBC=17.8 WBC=1.8 WBC=3.8
Blood Counts Hgb=12.6 Hgb=12.3 Hgb=13.4
Plt=363 Plt=125 Plt=264
ANC=4.99 ANC=0.99 ANC=2.25
ALC=2.17 ALC=10.51 ALC=0.93
Last Donor 12mo Chimerism: 6mo Chimerism: 3mo Chimerism:
BM Chimerism Total 100%, Total 100%, Total 100%,
CD34" 100%, CD15" 100%, | CD34" 98%, CD15" 100%, | CD34" 100%, CD15" 100%,
CD3" 100%, CD19" 100% CD3" 91%, CD19" 100% CD37 99%, CDI19" 100%
and CD56" 100% and CD56" 100% and CD56" 100%
Regimen Related Toxicity Mucositis grade 3 Mucositis grade 3 Mucositis grade 2
No VOD No VOD No VOD
Atuite Tnfcctin None Cl]\;l\((’ HHV'ﬁ BK cystitis, HHV-6
cystitis
GvHD None None None
Performance Status 100% 90% 90%
Figure 1
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