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Legend for Supplemental Figure 1:  

Metabolic stability of ibrutinib (20 nM) in NADPH-fortified liver, kidney, and lung 

microsomes from rat, dog, monkey, and human. 

The following symbols are used in the panel for liver: purple circle, red triangle, blue 

circle and green diamond represent the values in donor pooled liver microsomes from 

rat, dog (mean ± S.D. of three different donors), monkey and human, respectively. The 

following symbols are used in the panel for kidney: purple circle, red triangle, blue 
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circle and green diamond represent the values in donor pooled kidney microsomes from 

rat, dog (two different donors), monkey and human, respectively. The following 

symbols are used in the panel for lung: purple circle, red triangle, blue circle and green 

diamond represent the values in donor pooled lung microsomes from rat, dog (mean ± 

S.D. of three different donors), monkey and human, respectively. The incubation 

mixture consisted of 100 mM potassium phosphate buffer containing microsomes [0.1 mg 

microsomal protein/ml for liver and kidney microsomes or 0.5 mg microsomal 

protein/ml for lung microsomes purchased from XenoTech, LLC (Lenexa, KS) except 

that one lot of kidney microsomes was from Biopredic International (Rennes, France)] 

and NADPH-generating system [10 mM D-glucose 6-phosphate (Oriental Yeast, Tokyo, 

Japan), 1 mM β-NADP+ (Oriental Yeast) and 2 unit/ml glucose-6-phosphate dehydrogenase 

(Oriental Yeast)]. An aliquot (3 µl) of stock ibrutinib solution (4 µM) in 100% methanol 

was added to the incubation mixture (600 µl) at a final concentration of 20 nM in a 96-well 

plate after pre-incubation for 5 min, and the resultant mixture was incubated at 37°C with 

shaking at 120 rpm. Samples (50 µl) were taken from the plate at 0, 5, 10, 20, 30, 40, 50, 

and 60 min after the onset of incubation. Samples were treated as described in the section 

on GSH Conjugation in Buffer (pH 7.4) and Cytosol Fractions of Human Liver and Kidney. 


