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Supplementary Fig. S1 

Concentration-dependence of dasatinib transport by ABCC4.  Experiments were performed in 

control inside-out vesicles or vesicles expressing human ABCC4.  Data represent the mean of 2 

independent experiments, and error bars represent the standard error.  The dotted line 

represents the net transport by ABCC4. 

 

Supplementary Fig. S2 

Influence of reduced glutathione (GSH) and ABCC3 function on dasatinib transport. Uptake of 

[3H]estradiol-17β-D-glucuronide (E2G) (1 μM), a positive control substrate, or [3H]dasatinib (1 or 

16 μM) was evaluated in control inside-out vesicles of Sf9 cells or vesicles expressing human 

ABCC4 (A) or ABCC3 (B).  Data represent the mean 2 independent experiments, and are 

expressed as the average percent of uptake values in control cells.  Error bars represent the 

standard error.  The star (*) denotes a significant difference from control (P < 0.05). 

 

Supplementary Fig. S3 

Influence of Abcc4 function on dasatinib disposition.  (A) Plasma concentration-time profile of 

dasatinib (i.v. dose, 10 mg/kg) in wildtype mice and Abcc4(-/-) mice.  (B)  The same data 

presented on a logarithmic Y-axis.  Data represent the mean of 5 observations per time point, 

and error bars represent the standard error. 

 

Supplementary Fig. S4 

Expression of Abcb1 and Abcg2 in mouse intestine.  (A) Protein expression of Abcb1 and 

Abcg2 normalized to Gapdh in the small intestine of wildtype mice and Abcc4(-/-) mice.  (B) 

Relative expression of Abcb1 and Abcg2 in the small intestine of wildtype mice and Abcc4(-/-) 

mice.  Data represent the mean (bars) and standard error (error bars) of 3 animals per group.  
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(C)  Intrinsic intestinal permeability of wildtype and Abcc4(-/-) mice as determined by the 

recovery of D-[2-3H]mannitol in plasma, kidney, and liver at 2-h after an oral dose of 1 mg/kg.  

Data represent the mean (bars) and standard error (error bars) of 4 animals per group. 

 

Supplementary Fig. S5 

In vitro transport and activity of dasatinib against p185(BCR-ABL)-expressing Arf(-/-) leukemia 

initiating pre-B cells (LIC).  (A) Uptake of [3H]dasatinib in LIC in the presence and absence of 

the ABC transporter inhibitor MK571 (1 µM).  (B) Growth inhibitory properties of dasatinib 

against LIC in the presence (IC50, 0.23 nM) and absence of MK571 (IC50, 0.25 nM), as 

determined by a 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT) assay using 

48-hour continuous exposure.  (C) Growth inhibitory properties of dasatinib against LIC at 

concentrations equivalent to the average unbound plasma levels in Abcc4(-/-) mice (0.3 nM) 

and wildtype mice (1 nM). All data represent the mean 2 to 4 independent experiments, and 

error bars represent the standard error. 

 

Supplementary Fig. S6 

Influence of Abcc4 on aspirin transport.  Accumulation of [3H]PMEA (10 μM), a positive control 

substrate, [acetyl-14C]salicylic acid (aspirin) (20 μM), or [7-14C]salicylic acid (20 μM) was 

evaluated in Saos-2 cells transfected with an empty pcDNA vector (control) or mouse Abcc4.  

Data represent the mean 3-4 independent experiments, and are expressed as the average 

percent of uptake values in control cells.  Error bars represent the standard error.  The star (*) 

denotes a significant difference from control (P < 0.05). 


