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Supplemental Methods
Adjusting plasma retinol fraction of dose
To obtain the most representative central tendency for the group composite data on FD, for
modeling, we adjusted (normalized) each individual’s values for FDp in samples collected later
than 3 d postdosing based on their position relative to the geometric mean at 3 d. Specifically,
for each subject, we calculated a 3 d ratio using the equation:

3 d ratiog = geometric mean FD, at 3 d / FDyg at 3 d

where i is the i'" subject. Then, we multiplied each subject’s FD, at post-3 d times by the 3 d
ratio using the equation:

Adjusted FDp = 3 d ratiog % post-3 d FDp

The composite super-subject dataset was defined as the geometric mean FD, at each time,
including adjusted FD, values at all sampling times after 3 d.
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Supplemental Figure 1 Study design and blood sampling schedule. Healthy subjects were
sampled at baseline and 3 d after dosing; SCD-HbSS super-subject participants were sampled
before supplementation at baseline and at 3 d after dosing and at one additional time; after the
intervention phase, they were sampled at baseline and 3 d post-dose; frequently sampled
subjects were sampled at all times indicated from 0 to 28 d post-dose. The asterisk (*)
represents the time that the oral [*3Cyo]retinyl acetate dose was administered; times indicated in
bold show when blood samples were collected from all subjects in the specified group. SCD-
HbSS, sickle cell disease hemoglobin SS type.
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Supplemental Figure 2 Paired predictions for TBS calculated by RID at 3 d and at later times
for a subgroup (n=11) of young people with SCD-HbSS before supplementation. Symbols show
TBS predicted for individual subjects and lines indicate their paired predictions at the 2 times.
Later times were 28 d for 8 subjects and 29 or 30 d for 2 others. Values were calculated using
Equation 1 (see Methods) with group values for the equation’s composite coefficient FaS
calculated by modeling the super-subject dataset along with each subject’'s SA; at the
corresponding time. Model-predicted values for FaS used in these calculations were 2.40 at 3 d
(n=11), 0.622 at 28 d (n=9), 0.618 at 29 d (n=1), and 0.614 at 30 d (h=1). Based on paired
comparisons, TBS predictions were not significantly different at 3 d versus the later times. The
geometric mean TBS for this subgroup of SCD-HbSS subjects was 252 ymol (range, 162—-406
pmol) at 3 d and 248 umol (range, 151-433 pumol) at 28 d. RID, retinol isotope dilution; SA,,
retinol specific activity in plasma; SCD-HbSS, sickle cell disease hemoglobin SS type; TBS,
vitamin A total body stores.
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