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Figure S1. Donor-derived chimerism in SCD mice transplanted with gene corrected HSC is 15 

enhanced with rapamycin. Recipient SCD mice (n=9 mice per group) received either no 16 

immunosuppression (SCD/V5-RAPA) or intraperitoneal rapamycin (SCD/V5+RAPA) starting 17 

on the day before they were transplanted and for an additional two weeks. Symbols represent the 18 

donor chimerism reported as percentage engrafted cells in bone marrow of each recipient at 16 19 

weeks after transplant. Mean values for each group are represented by the horizontal line and P-20 

value calculated by two-tailed Student’s t-test shown.  21 
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Figure S2. Relationship between vector copy number and levels of total Hb in peripheral 24 

blood of gene therapy treated SCD mice. Total hemoglobin levels at 18 weeks post-25 

transplantation vs. vector copy number per cell. Regression lines (rs) and p-values were 26 

calculated by Spearman’s rank order analysis. Each symbol represents an individual mouse.  27 
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Figure S3. HbF expression in SCD mice improves RBC production and life-span. 30 

Sublethally irradiated BERK SCD mice were transplanted with mock (n=3) or V5m3-400-31 

transduced (n=6) lin- BM cells as shown in Figure 1 of the main text. (a) Seven months after 32 

transplant, blood samples were collected from V5m3-400 treated mice and incubated with 33 

antibodies to CD71 and HbF or HbF alone to identify the proportion of reticulocytes and RBCs 34 

that expressed HbF.  Each symbol represents an individual mouse with regression lines (rs) and 35 

P-values calculated by Spearman’s rank order analysis shown. (b) RBC survival determined by 36 

in vivo biotin labeling mock (n=3) versus V5m3-400 treated animals (n=6) and compared to wild 37 

type C57Bl/6 mice (n=2). Data were obtained 7 months post-transplantation and plotted as mean 38 

for wild type C57Bl/6 mice or mean + sem for mock and V5m3-400 treatment groups. *p<0.01 39 

mock vs. V5m3-400 by t-test.  40 
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Figure S4. Anemia and hyperleukocytosis increase with age of untreated SCD mice. (a) 43 

Hemoglobin (Hb) levels, (b) red blood cell (RBC) counts, (c) white blood cell (WBC) counts, 44 

and (d) absolute neutrophil counts (ANC) for peripheral blood samples collected from normal 45 

C57/Bl6 mice (Bl6; n=10), SCD heterozygous littermates (SCD HZ; n=15) and SCD 46 

homozygous mice that were either 1-2 months old (SCD 1-2 mo; n=29), 3-4 months old (SCD 3-47 

4 mo; n=62) or 5-6 months old (SCD 5-6 mo; n=37). Mean values for each group are represented 48 

by the horizontal line and P-values calculated by two-tailed Student’s t-test are shown where 49 

differences between groups are significant.  50 
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Figure S5. (Related to Table 3). Younger age SCD mice benefit from higher levels of gene 53 

transfer and less severe pre-existing inflammation. Vector copy number per cell (a), white 54 

blood cell (WBC) count (b), absolute neutrophil count (c) and spleen weight (d) were 55 

determined at 24-26 weeks after gene therapy performed according to Figure 1 of the main text 56 

and plotted against the age of recipient mouse at the time of time of bone marrow 57 

transplantation. Each symbol represents an individual mouse with regression lines (rs) and P-58 

values calculated by Spearman’s rank order analysis shown. 59 


