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Table S1. Plasma Protein Binding of 1a 

Species Protein binding 
(%) fu 

Mouse 82 0.18 
Rat 89 0.11 
Dog 80 0.20 

Human 86 0.14 
a Plasma protein binding was determined by equilibrium dialysis. For monkey, the human value used. 
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Table S2. Equations for Allometric Scaling 

Calculated 
Value Equation 

Systemic 
Clearance 

𝐶𝐿" =
𝐹 × 𝑋#
𝐴𝑈𝐶$%

, 𝑤ℎ𝑒𝑟𝑒	𝐹 =
𝐴𝑈𝐶$%
𝐴𝑈𝐶&'

×
𝑋#,&'
𝑋#,$%

 

Intrinsic 
Clearancea 

𝐶𝐿)*+,)*	-)-.

=
ℎ𝑒𝑝𝑎𝑡𝑜𝑐𝑒𝑙𝑙𝑢𝑙𝑎𝑟𝑖𝑡𝑦	(10

/𝑐𝑒𝑙𝑙𝑠
𝑔	𝑙𝑖𝑣𝑒𝑟 ) ×

𝑙𝑖𝑣𝑒𝑟	𝑤𝑒𝑖𝑔ℎ𝑡	(𝑔)
𝑘𝑔	𝑏𝑜𝑑𝑦	𝑤𝑒𝑖𝑔ℎ𝑡	(𝑘𝑔) × 𝐶𝐿)*+,)*	-)+0.(𝜇𝐿 𝑚𝑖𝑛⁄ 10/𝑐𝑒𝑙𝑙𝑠⁄ )

𝑓𝑢)*	-)+0.
 

IVIVE Scaling 
Factorb 

𝑆𝑐𝑎𝑙𝑖𝑛𝑔	𝑓𝑎𝑐𝑡𝑜𝑟 = ℎ𝑒𝑝𝑎𝑡𝑜𝑐𝑒𝑙𝑙𝑢𝑙𝑎𝑟𝑖𝑡𝑦	(10/𝑐𝑒𝑙𝑙𝑠 𝑔	𝑙𝑖𝑣𝑒𝑟⁄ ) × 𝑙𝑖𝑣𝑒𝑟	𝑤𝑒𝑖𝑔ℎ𝑡	(𝑔/𝑘𝑔)

×
1	𝑚𝐿

1000	𝑢𝐿 

Blood 
Clearance 𝐶𝐿!"#,%&''( = 𝐶𝐿!"#,)&*+,* ×

𝐶)&*+,*
𝐶%&''(

 

Hepatic 
Clearance 𝐶𝐿- =

𝑄%&''( × 𝑓𝑢 × 𝐶𝐿!"#,!"	/!/'
𝑄%&''( + 𝑓𝑢 × 𝐶𝐿!"#,!"	/!/'

 

 Hepatic 
Extraction 𝐸-0)*#!1 =

𝑄%&''( × 𝑓𝑢 × 𝐶𝐿!"#,!"	/!/'
𝑄%&''( + 𝑓𝑢 × 𝐶𝐿!"#,!"	/!/'

𝑄%&''(
=

𝐶𝐿-
𝑄%&''(

 

i.v. Infusion 
Rate 𝑘# = 𝑖𝑛𝑓𝑢𝑠𝑖𝑜𝑛	𝑟𝑎𝑡𝑒 = 𝐶"" × 𝐶𝐿 

aCalculations assumed fuin vitro = 1 
bValues from Petersson, C., Zhou, X., Berghausen, J., Cebrian, D., Davies, M., DeMent, K., & Baker, J. 
(2022). Current approaches for predicting human PK for small molecule development candidates: findings 
from the IQ human PK prediction working group survey. The AAPS journal, 24(5), 85. 
https://doi.org/10.1208/s12248-022-00735-9 
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Table S3. Blood to Plasma Ratios of 1 

 Blood:plasma 
ratio (Kb/p)a 

Rat 1.37 
Monkey 1.41 
Human 1.12 

aFor Mouse and Dog a nominal value of 1.0 was used in IVIVE 
calculations based on measured values in the other species. 
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Figure S1. MS fragmentation of metabolites M1–18 from mouse plasma 
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Figure S2. MS fragmentation of metabolites M1–22 from hepatocytes 
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