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Table S1. Participant Demographics and Baseline Characteristics

Parts 1 and 3 Part 2

Parameter (N=46) (N=27)
Male sex, n (%) 43 (93) 25 (93)
Age, median (range), y 37 (24-55) 34 (21-54)
Hispanic or Latin American ethnicity, n (%) 14 (30) 9 (33)
Race, n (%)

Asian 6 (13) 1(4)

Black or African American 14 (30) 15 (56)

Native Hawaiian or Other Pacific Islander 1(2) 0

White 19 (41) 11 (41)

Multiple races 6 (13) 0

Body mass index, median (range), kg/m? 26.9 (20.3-30.7) 25.6 (19.4-32.0)



Table S2. Summary of Maximum Grade Increase Post-Baseline Relative to Baseline in Lipid Parameters: Safety Population

Parts 1 and 3
VH-499 VH-499 VH-499 VH-499 VH-499 VH-499
25 mg 125 mg 200 mg 625 mg 1875 mg 200 mg tablet VH-499 Placebo
PiB PiB PiB PiB formulation total PiB

Category, n (%) (N=6) (N=6) (N=6) (N=6) (N=6) (N=36) (N=10)
Total cholesterol

Increase to grade 1 0 1(17) 1(17) 1(17) 0 3 (8) 2 (20)

Increase to grade 2 0 0 1(17) 0 0 2 (6) 0

Increase to grade 3 0 0 0 1(17) 0 1(3) 1(10)
LDL cholesterol

Increase to grade 1 1(17) 0 1(17) 1(17) 1(17) 4 (11) 2 (20)

Increase to grade 2 0 1(17) 1(17) 0 0 2 (6) 0

Increase to grade 3 0 0 0 1.(17) 0 2 (6) 1(10)

Part 2
VH-499 VH-499 VH-499 VH-499 Placebo
200 mg PiB 300 mg PiB 400 mg PiB total PiB
(N=6) (N=8) (N=6) (N=20) (N=7)

Total cholesterol

Increase to grade 1 0 3 (38) 0 3 (15) 1(14)

Increase to grade 2 1(17) 1(13) 0 2 (10) 1(14)

Increase to grade 3 0 1(13) 0 1(5) 0
LDL cholesterol

Increase to grade 1 1(17) 2 (25) 0 3 (15) 1(14)

Increase to grade 2 1(17) 1(13) 0 2 (10) 0

Increase to grade 3 0 1(13) 0 1(5) 0

LDL, low-density-lipoprotein; PiB, powder-in-bottle; VH-499, VH4011499.



Figure S1. Participant disposition for (a) part 1, (b) part 2, and (c) part 3.
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Note: the most common reasons for screening failures were not being overtly healthy and inability to comply with study requirements

and restrictions.




Figure S2. Mean plasma VH-499 concentration vs time plots through 48 hours after (a) single-
dose oral administration of VH-499 in parts 1 and 3 and (b) multiple-dose oral administration of
VH-499 in part 2: PK population.
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PiB, powder-in-bottle; PK, pharmacokinetics; VH-499, VH4011499. 2Lower limit of quantitation
was 0.5 ng/mL for PiB formulation and 5 ng/mL for tablet formulation. Participants with
concentrations below these limits had concentration values imputed to 0 and thus are not
displayed. All values were below the limit of quantitation before 3 hours for 200 mg tablet
formulation. If imputed values were >30%, then 95% CI was not calculated. ®PLower limit of

quantitation was 0.5 ng/mL.



Figure S3. Mean change from pre-dose plasma CP-1 PK concentration vs time data in part 2

(linear scale): CP-1 PK population.
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CP-1, coproporphyrin-1; PiB, powder-in-bottle; PK, pharmacokinetics; VH-499, VH4011499.



