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Figure 5. Absence of VOC After BIVV003 Infusion
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In all Group | subjects, the PC had on-target BCL/ |A gene modification (6 1-78% indels)
- In bone marrow aspirates 26 weeks post-infusion from Group | subjects (initial
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* As of the September 30,2022 cutoff date:
- Group | Subjects 14 received infusions of BIVV003 manufactured with the initial
process and have had up to 30 months of follow-up
- In Group 2, Subject 5 received BIVV003 manufactured using an improved process shown
in internal experiments to increase the number of ZFN-modified long-term progenitors 90
in the PC and has had 5 months of follow-up, excluding any data collected post cutoff
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* Cell therapy is a combination of gene-editing technology and process development. Hematopoietic Reconstitution and Engraftment n W7 .
We have introduced a new process that we believe will result in more long-term * All subjects had hematopoietic reconstitution; none have required rescue HSPC 0 » =

* A median number of 5 packed RBC transfusions (range, 3-9) were given in the first
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progenitor cells essential to maximizing engraftment and HbF levels.

Three of the first 4 subjects in Group | have not had recurrence of severe vaso-occlusive
crises (VOCs) post-infusion compared to each subject experiencing between 6 to 22
severe VOCs in the 2 years pre-study
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60 -
45 days post-BIVV003 infusion

* The average time to neutrophil and platelet engraftment was 22 days and
32 days, respectively

* Here we describe long-term data from Group |, comprising the first 4 subjects treated
with the initial manufacturing process and the first data from Group 2, showing the first
subject treated with the improved manufacturing process

* A second subject in Group 2 was dosed with BIVV003 after the cutoff date

- Subject 3 with significantly lower levels of HbF (I |-14%) and who did not sustain a level

*1 Un 2|0 pg HbF/F cells, experienced 2 severe VOCs at 9 and |6 months post-infusion
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* In Group 2, Subject 5, treated with the PC manufactured using the improved process, has
not had any recurrence of VOCs to date
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* The AEs reported were consistent with plerixafor mobilization and busulfan
myeloablative conditioning
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Figure 1. BIVV003 Autologous Cell Therapy: ZFN-driven Disruption of the
BCLIIA Enhancer in CD34* HSPC

* No AEs related to BIVV003 were reported in any of the 5 subjects
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Day 29 Two post-infusion serious AEs of sickle cell anemia with crisis were reported in one

subject; no other SCD-related serious AE was reported in the 5 subjects
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- Group 2: Remaining 4 subjects were/will be dosed with PC manufactured using the -
improved process

Subject 3 had an HbF level <I5% from Week 26 onwards, suggesting poor engraftment Screening  Day29  Week 8
of edited HSPCs. There may have been insufficient suppression of endogenous m B Subject | M Subject 2 Subject3 W Subject 4 Subject 5
erythropoiesis in this subject in the weeks prior to the BIVV003 infusion and/or .
the mobilized cell population from this subject contained a relatively lower proportion * As of the September 30, 2022, cutoff date:

of long-term progenitor stem cells. - Group |: By 26 weeks post-infusion, 3 out of 4 subjects had reached a protective level

of =210 pg HbF/F cells, which inhibits HbS polymerization?, and this level (dashed line) was
sustained in 3 out of the 4 subjects for up to 104 weeks

- Group 2: By week |3 post-infusion, Subject 5 achieved a level of 19 pg HbF/F cell; the
latest sample collected post data cutoff showed |7 pg HbF/F cell at Week 26

* Study methods are depicted in Figure |
* Endpoints: Time to stem cell engraftment and hematopoietic recovery

Adverse events (AEs) and SCD-related events * In Group 2, Subject 5, who received PC manufactured using the improved process, had a

HbF level of 40.7% and total Hb of | 1.9 g/dL by |3 weeks post-infusion; the latest sample
collected post data cutoff showed an HbF level of 45.4% and total Hb of 12.4 g/dL at
week 26
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HbF/normal adult hemoglobin (HbA)/normal variant (HbA2)/sickle
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