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Figure 5

Elacridar plasma and brain concentrations (ng/ml, ng/g)
Mean * SD
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Elacridar brain-to-plasma ratio
Mean £ SD
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20
----- ®---- Mdri1a/b(-/-) Bcrp1(-/-) mice
——O—— Mdr1a/b(-/-) mice
—v—— Bcrp1(-/-) mice
15 - I —-—-—- Wild-type mice

-
o
1

Time (min)

600

970 ‘LT Squeidas uo sfeunor 134S Y e io'seulnofisdse ed( wouy pepeojumoq


http://jpet.aspetjournals.org/

Elacridar brain-to-plasma concentration ratio Mean* SD

18 18
16 1 A 16 1 B
14 1 14 -
12 12
10 - 10

8 - 8 1

6 - . . 6 -

Wild-type mice Bcrp1(-/-) mice

41 Epex = 21.6£7.0 47 Eno = 142522

21 ED,, = 9.8 £ 5.1 mg/kg 2 ED,, = 1.7 £ 0.7 mg/kg
0 T T T T 0 T T T

0 4 6 8 10 12 0 6 8 10 12
Dose (mg/kg) Dose (mg/kg)

18 19

16 - C 16 - D
14 4 14

12 12 1 T -

10 10 1 i

8 - 8 1

6 - 6

al Mdr1a/b(--) mice 4 Mdr1a/b(-/-)Bcrp1(-/-) mice

E,_ =104+08 E,.,=11.9%11
2 - ED,, = 0.83 +0.24 mglkg 2 EDy, = 0.3 £ 018 mglkg
0 T T T T 0 T T T
0 4 6 8 10 12 0 6 8 10 12
Dose (mg/kg) Dose (mg/kg)


http://jpet.aspetjournals.org/

Figure 8

JPET Fast Forward. Published on February 8, 2013 as DOI: 10.1124/jpet.112.199786
This article has not been copyedited and formatted. The final version may differ from this version.

Passive diffusion
=
Active efflux (P-gp)
PLASMA
Active efflux (Bcrp)
Elimination

BRAIN

970 ‘LT Squeidas uo sfeunor 134S Y e io'seulnofisdse ed( wouy pepeojumoq


http://jpet.aspetjournals.org/

CL .. (volume/time)

JPET Fast Forward. Published on February 8, 2013 as DOI: 10.1124/jpet.112.199786
This article has not been copyedited and formatted. The final version may differ from this version.

Figure 9
500 ®
® 1000
O 2000 .
400 - v 3000
A 4000
m 5000 ) o
O 6000
300/ | & 7000 ° ©
& 8000 °
A 9000 °
v 10000 o
° v
200 . o v
e} v
°
® O v A A
@ v A
100 A ° o - ]

Unit time

970 ‘LT Squeidas uo sfeunor 134S Y e io'seulnofisdse ed( wouy pepeojumoq


http://jpet.aspetjournals.org/

Brain-to-plasma ratio
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Figure 10
1.4
1.2
1.0 —&— model 1
—O— model 2
—v— model 3
0.8 —/— model 4

14

Unit time

970 ‘LT Squeidas uo sfeunor 134S Y e io'seulnofisdse ed( wouy pepeojumoq


http://jpet.aspetjournals.org/

Figure 11
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