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GEO accession identifier for Vero E6 RNA-seq data in Figure 2c: 

GSM4658803, GSM4658804, GSM4658805.   

Gene IDs for prodrug bioactivating enzymes:   

CES1 (ENSCSAG00000023840)  

CTSA (ENSCSAG00000014583)  

HINT1 (ENSCSAG00000014000)  

ADK (ENSCSAG00000009045)  

AK2 (ENSCSAG00000001068) 

ABCB1 (ENSCSAG00000012391)  

ABCC1 (ENSCSAG00000008018) 

SLC29A3 (ENSCSAG00000008424) 
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Supplementary Figure S1. Captisol® formulation results in significant distribution 

of RDV metabolites to the kidneys. (A) NHP (African green monkeys, cynomolgus 

macaques) were intravenously administered a single dose of either RDV (10 mg/kg) or 

its parent nucleoside, GS-441524 (20 mg/kg) using two different formulations as indicated. 

RDV was formulated as administered in the clinic, in 12% sulfobutylether-ß-cyclodextrin 

in water (pH 3.5; Captisol®) and administered at a constant rate over 30 minutes at 2 

mL/kg. GS-441524 was formulated in 5% EtOH, 3% propylene glycol, 45% PEG 400, and 

20% water with 1 equiv. HCl and administered at a constant rate of 0.5 mg/mL. 

Metabolites quantified in liver and kidney represent the sum of GS-441524, mono-, di-, 

and triphosphates from either RDV or GS-441524. While both RDV and GS-441524 

generate the same metabolic intermediates, the ratio of metabolites (kidney : liver) is 

higher for RDV than it is for GS-441524. Data are adapted from Mackman and Cihlar et 

al. J. Med. Chem. (2021) (1). (B) Considering the CC50 for RDV is much lower than that 

of GS-441524 in primary human hepatocytes (PHH) and renal proximal tubule epithelial 

cells (RPTECs), Captisol®-mediated distribution of RDV could explain concerns of RDV’s 

nephrotoxicity. Data are adapted from Xu et al. Antimicrob. Agents Chemother. (2020) 

(2).  
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