Reni-Cel, an Investigational AsCas12a Gene-Edited Cell Medicine, Led to Sustained Hemoglobin Normalization
and Increased Fetal Hemoglobin in Patients with Severe Sickle Cell Disease Treated in the RUBY Trial
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BL, baseline; PROMIS-57, Patient-Reported Outcome Measurement System — Profile 57; SEM, standard error of the mean.
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prior to informed consent editing levels, PROs*, and AEs Table 2. The safety profile of reni-cel was consistent with myeloablative conditioning
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AEs, adverse events; CD, cluster of differentiation; Hb, total hemoglobin; HbF, fetal hemoglobin; HBG1/2, y-globin genes; HLA, human leukocyte antigen; HSPC,
hematopoietic stem and progenitor cells; MCH-F, mean corpuscular fetal hemoglobin; PROs, patient-reported outcomes; PROMIS-57, Patient-Reported Outcome TEAE Category No. of patients (%) No. of events
Measurement System — Profile 57; SCD, sickle cell disease; VOE, vaso-occlusive event.
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and G-CSF administration. The patient has remained clinically stable since discharge from hospital. The other patient experienced Grade 3 Gastroenteritis eosinophilic with onset at 47 days post
reni-cel infusion, which was ongoing as of the data cutoff date. The TEAE was assessed as possibly related to reni-cel, given the unclear etiology, with investigative work-up continuing. The patient
has an ongoing medical history of eczema with no documented food allergies.

ACS, acute chest syndrome; G-CSF, granulocyte colony stimulating factor; TEAE, treatment-emergent adverse event.
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Supplement Methods

VOE definitions

TA severe VOE requiring medical attention (despite
hydroxyurea or other supportive care measures in the pre-
treatment period) is defined as: an acute episode of pain
with no cause other than a vaso-occlusion, resulting in either
a 224 h hospital or ER observation unit or =22 visits to a day
unit or ER over 72 h with both visits requiring administration
of pain medications; acute priapism lasting >2 h and
requiring a visit to a medical facility (with or without
hospitalization); ACS, which is defined as chest-wall pain in
association with findings of a new pulmonary infiltrate on
chest X-ray films associated with fever and/or respiratory
symptom; or hepatic or splenic sequestration, which is
defined as a sudden increase in organ size associated with
pain in the area of the organ, decrease in the hemoglobin
concentration of 22 g/dL within a 24 h period, and, for liver
sequestration, abnormal change in liver function tests,
iIncluding conjugated bilirubin, not due to biliary tract
disease.

*Non-severe VOE is defined as an acute episode of pain
with no medically determined cause other than a vaso-
occlusion.

ACS, acute chest syndrome; ER, Emergency Room; h, hour;
VOE, vaso-occlusive event.



Supplement Figures and Table

By Month 6 (n=18), the mean (SD) percentage of F-cells
had increased to 99.3% (0.9%) and levels were maintained
at >97% through last follow-up (Supp Figure 1)

Supplemental Figure 1. Percentage of F-cells
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BL, baseline; F-cells, red blood cells expressing fetal hemoglobin;
SD, standard deviation; SE, standard error



Supplement Figures and Table

Mean corpuscular HbF per F-cell (MCH-F/F-cell) increased
early and was maintained above 10 pg/F-cell (Supp Figure 2)

Supplemental Figure 2. MCH-F/F-cell
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BL, baseline; MCH-F, mean corpuscular fetal hemoglobin;
SE, standard error.



Supplement Figures and Table

Mean levels of markers of hemolysis, ARC, indirect bilirubin,
and lactate dehydrogenase, normalized by Month 6 post-reni-
cel infusion and were generally maintained or further improved
by Month 12 (Supp Table 1)

Supplemental Table 1. Markers of hemolysis

Absolute : A Lactate :
- : Indirect bilirubin Haptoglobin
Visit reticulocyte count (moliL) dehydrogenase (g/L)
(x 106 cells/pL) H (UIL) g

Baseline
Mean 0.211 45.2 401.1 0.101
(SD) (0.102) (27.2) (197.3) (0.159)
n n=21* n=26 n=26 n=26
Month 6
Mean 0.081 12.2 174.9 0.482
(SD) (0.021) (7.0) (41.3) (0.319)
n n=17 n=17 n=15 n=16
Month 12
Mean 0.091 10.2 159.9 0.511
(SD) (0.027) (4.1) (10.9) (0.448)
n n=9 n=9 n=8 n=9
Month 18
Mean 0.087 7.6 171.7 0.446
(SD) (0.021) (0.8) (27.1) (0.670)
n n=3 n=3 n=3 n=3
Reference Females: 0.01-0.12
range Males: 0.01-0.14 0.0-16.6 113-226 0.3-2.0

ARC, absolute reticulocyte count; SD, standard deviation.

Analysis excludes two patients due to adverse event or medical history of
Gilbert's syndrome or G6PD deficiency. *Baseline absolute reticulocyte count
was not obtained for 5 patients because this assessment was included in a
protocol amendment after these subjects had completed their baseline visit.



Supplement Figures and Table

Patients showed sustained high levels of allelic editing in both
peripheral blood nucleated cells and bone marrow—-derived
CD34* cells, with mean (SD) editing levels of 75.1% (10.8%
[n=8]) and 87.8% (3.35% [n=7]) at Month 12, respectively
(Supp Table 3)

Supplemental Figure 3. Allelic editing levels
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