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Background

Exagamglogene autotemcel (exa-cel) is a one-time, non-viral, ex vivo CRISPR/Cas9 gene-edited, autologous cell therapy approved for
patients >12 years old with transfusion-dependent B-thalassemia (TDT).

Aims

Evaluate longer-term efficacy and safety of exa-cel in TDT participants aged 12 to 35 years and provide final study results of the
CLIMB THAL-111 trial.

Methods

CLIMB THAL-111 is a 2-year, Phase 3 study of exa-cel in TDT participants aged 12 to 35 years. The primary endpoint is transfusion
independence defined as proportion of participants maintaining a weighted average hemoglobin (Hb) 29 g/dL without RBC
transfusion for 212 consecutive months (TI12). CLIMB-111 participants then enroll in long-term follow-up study CLIMB-131 for up
to 15 years of follow-up after exa-cel infusion. Measures of tissue iron overload (serum ferritin, liver iron concentration [LIC], and
T2* cardiac iron content [CIC]) and measures of iron homeostasis (e.g., erythroferrone and hepcidin) were assessed after exa-cel,
including data collected before and after discontinuation of iron removal therapy (IRT; namely chelation and/or phlebotomy).
Patient-reported outcomes (PROs) were also assessed. Data are from 20 July 2025; data will be updated to reflect the final results
from the completed CLIMB THAL-111 trial.
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Results

56 participants (mean age: 21.2 years [range: 12, 35]) received exa-cel in CLIMB THAL-111 and had median follow-up of 4.1 years
(range: 1.6, 6.6). 35/56 participants (62.5%) had severe genotypes (BO/BO or BO/BO-like). Median number of mobilization cycles was

1 (range: 1, 4); the mean number of cells infused was 8.4 (range: 3.0, 19.7) x 100 cells/kg. After exa-cel infusion, 98.2% (55/56)
achieved TI12 in CLIMB-THAL-111 and CLIMB-131 combined, with a median duration of transfusion independence of 3.9 years
(range: 1.4, 6.3). Mean total Hb was maintained at normal/near normal levels of 212 g/dL. and mean HbF, with pancellular
distribution, was >11 g/dL from Month 6 onward. Allelic editing in both bone marrow and peripheral blood was stable over time.
In CLIMB THAL-111 and CLIMB-131 combined, all participants received IRT after exa-cel with 69.6% (39/56) discontinuing IRT
for 26 months. After IRT discontinuation, levels of serum ferritin, LIC, and CIC were generally stable without progressive increase
for over 5 years. Erythroferrone and hepcidin levels also remained stable after IRT discontinuation at levels consistent with
normalization of iron homeostasis and correction of ineffective erythropoiesis after exa-cel. In addition, durable improvements in
PROs after exa-cel were observed in both adults and adolescents.

Exa-cel safety was consistent with myeloablative conditioning and autologous transplant. There were no deaths or malignancies
through follow-up in both CLIMB THAL-111 and CLIMB-131.

Summary/Conclusion

Exa-cel demonstrated durable clinical benefits in adults and adolescents with TDT for up to 6.5 years of follow-up. In addition to
durable transfusion independence in 98.2% of participants, there was no evidence of iron reaccumulation after IRT discontinuation.
This suggests that, in addition to transfusion independence, exa-cel also has the potential to prevent tissue iron accumulation via
correction of underlying ineffective erythropoiesis. The safety profile is consistent with busulfan myeloablative conditioning and
autologous transplant. These data continue to support exa-cel as a potential one-time functional cure for TDT.
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