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I—1.S.; II—Fasudil; III-—Hydroxyfasudil
Fig.1 Representative SRM chromatograms of fasudil hydroxyfasudil and L. S. in a blank plasma(A) ;a blank plasma
spiked with 0. 500 pg-L ™" fasudil 0.500 pgL ™" hydroxyfasudil and 100 pg-L ™' L. S. (B) ;a plasma sample 8. 0 h after
an i. g. administration of 4 mg+kg ™' fasudil hydrochloride to a rat(C)
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I—I.S.; II—Fasudil; III—Hydroxyfasudil
Fig.2 Representative SRM chromatograms of fasudil hydroxyfasudil and I. S. in a blank rat liver (A) ;a blank liver
spiked with 1. 00 pg*L ™' fasudil 1.00 pg:L ' hydroxyfasudil and 100 pg*L ' L. S. (B) ;a liver sample 6 h after an i. g.

administration of 4 mg-kg ™' fasudil hydrochloride to a rat(C)
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Fig.3 Mean plasma concentration — time profiles of fasudil and hydroxyfasudil after an i. g. and i. v. administration of
4 mg+kg ™' of fasudil hydrochloride to rats. an i. g. administration of 4 mg+kg ™" fasudil hydrochloride (A) ;an i. v. ad—
ministration of 4 mg-kg ™' fasudil hydrochloride(B)
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t1/2

p max
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AUC, ..,

AUG,,
Table 1 Pharmacokinetic parameters of fasudil and hydroxyfasudil in six rats following an i. g. and i. v. administration

of fasudil hydrochloride
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Fig.4 Distribution of fasudil at 0.25 1.00 3. 00 and 6. 00 h following i. g. administration of fasudil hydrochloride to

five rats



28

910

L

l

st

L
////////ﬂ/// /////////////7//////////////// ///////

PO
T
22022000

ARG

PN

______________________________.__________m

G \\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\%x\
S R R R

(<]

[T
G700
AR

[

NIl

W
EAMUAINNNY

XXX

[TITITTE]

(T
i
//////////////////////////

\\\\\\\.\\\\\\\\\\\\\\\\\.&
Y

PO

INTHERTDORTERTTRRERT RN
T i
R R A Y
PO ORI H K|

Il
i \\

G, Z
AR Y

A\ 1 1 1 ! 1

12 000
8000
4000

\

)

o = [e=] o o o

) [ w =) v

o~ ™ —_— —
(1-31); d

Stnmach

Epidirlymis
Muscle

Fat

Kidney

Spleen

Heart

Intestine

vz2—0.25h: NN —1 h: EH-—3h; B —6h

Fig.5 Distribution of hydroxyfasudil at 0.25 1. 00 3. 00 and 6. 00 h following i. g. administration of fasudil hydrochlo—
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Absorption and distribution of fasudil and hydroxy-
fasudil after intragastric administration of fasudil
hydrochloride to male Wistar rats

ZHANG Chun-hong LIU You-ping WANG Xin LI Qiu-ying DI Xin
( School of Pharmacy Shenyang Pharmaceutical University Shenyang 110016 China)

Abstract: Objective To study absorption and tissue distribution of fasudil and hydroxyfasudil after intragas—
tric administration of fasudil hydrochloride to Wistar rats. Methods Fasudil hydrochloride (4 mgekg ') was
administrated by an i. g. and i. v. administration to Wistar rats. The concentration of fasudil and its active me—
tabolite of hydroxyfasudil in rat plasma and tissues were detected by LC-MS/MS the pharmacokinetic pa—
rameters were calculated by DAS 2. 1. 1. Results The p, .. of both analytes were(30.4 £17.9) and( 199 =
108) pg * L™" ¢, were (0.3 £0.1) and (0.7 £ 0.7) h AUC,, were ( 53.3 = 13.7) and ( 434 =
223) pgeh*L™" 1, were(2.7 £1.6) and(2.3 = 1.0) h respectively. The absolute bioavailability of fasudil
was 10. 2% . The concentration of fasudil and hydroxyfasudil in tissues were markedly after 0. 25 h following
i. g. administration and they were eliminated out after 6 h. Fasudil was mainly distributed in stomach and in—
testine secondly were in liver and spleen. Hydroxyfasudil was mainly distributed in liver secondly were in
stomach intestine kidney and so on. Conclusions Fasudil and hydroxyfasudil are immediately absorption and
distribution after i. g. administration to rat especially in the tissues with affluent blood. The concentration of
fasudil and hydroxyfasudil are much higher than that of fasudil in plasma and tissues and no accumulation is
found.
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