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Pharmacokinetics of granisetron hydrocloride capsule in healthy volunteers

LI Zhen'” , YANG Wu-yun' ,FAN Guo-rong” , WEN Jun’, WANG Fa-cai' , TANG Shi-xin',]JI Yi-ping'
1. Department of Clinical Pharmacology.Changhai Hospital,Second Military Medical University,Shanghai 200433, China
2. Department of Drug Analysis, School of Pharmacy,Second Military Medical University, Shanghai 200433

[ABSTRACT] Objective: To establish a sensitive and specific LC/MS/MS method for the determination of granisetron in
human plasma,and to apply it in investigating the pharmacokinetics of granisetron hydrocloride capsule in healthy volunteers.
Methods: Twelve healthy male volunteers were given single oral dose of 2 mg granisetron hydrocloride capsules. The plasma
concentrations of granisetron were determined by LC/MS/MS method after liquid-liquid extraction. The pharmacokinetic
parameters were calculated by noncompartment model. Results: The calibration curve was linear within a concentration range of
0.501-20. 04 ng/ml,with the limit of quantification being 0. 501 ng/ml. The main pharmacokinetic parameters of granisetron in
the volunteers were as following: Co. (6. 9321, 90) ng/ml, t,. (1. 35£0.29) h,t,,,(5.59=+1.87) h, MRT (8. 05=+1.84) h,
Cl/F(54.23416.08) L/h, AUC;(36. 614 8.87) ng* h+ ml™" and AUC,.. (39.32+9.36) ng + h + ml™'. Conclusion: The
present method is accurate, sensitive and reproducible for the determination of granisetron levels in human plasma. It is suitable
for pharmacokinetic study of granisetron hydrochloride capsule in human.
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Fig 1 Full scan LC/MS/MS spectra of granisetron
A:MS;B: MS/MS
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Fig 2 Chromatograms of granisetron in human plasma

A:Plasma control; B:Plasma control+ standard(2 ng/ml) ; C: Sample

(3 h after administration)

2.2 AR RRARE FRIE AP E] BihR AE R PR
B BOA 24 F 2. 004,5. 01,10, 02, 20. 04,50, 10,100. 20,
200, 40 ng #FL A BLE T 7 4 10 ml I A, A 25 (4 1l 3¢
e ) B A 1 Fir 5 B4 A 0. 200 4,0, 501, 1. 002, 2. 004,
5.01.10.02 1 20. 04 ng/ml Ay bR HE MK AR &, # 13A am 2%
B il T4 D B AR IR AT LC/MS/MS 43 B, BAAS L W
Bl b2 o R A A UG TG B (A AR B A ¥ BE (C L ng/mD) #E 4T
AL L/ O &M mE 45 9 pr vl 2k 77 #2 oy A=1. 386C+
0.118 7,7=0.999 7 (n="5), &ML H 0. 200 4~ 20. 04



W2 B4 HRAE P A B 2 (d B AR 2510 3h 2 g e 1397 «
ng/ml, &AL E =K E N 0. 200 4 ng/ml, 10

2.3 @KkFEKE  EH 0.501.2.004.10.02 ng/ml K. F . =

3 A ] e L T BRI IR L 4 L I R i

T4k A TR A LR i o R T ) B0 3% e TR RS A I g 6

Bl I 2 3 A A A B 0 R A5 A X R 4 2

BIFE 1, g ;

F 1 AT E K RIRR 0 i : T B

Tab 1 Recovery test of granisetron in human plasma

(n=5)
Added Detected ) 0
os/(ng+ml™ 1) pp/(ngsml™ D) Recovery(5) RSD(%6)
0.501 0.50+0. 03 100. 64=+6. 63 6.59
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10.02 10.12%£0. 25 101. 0342, 45 2.43
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Fig 3 Mean plasma concentration-time profile of
granisetron after single oral dose of 2 mg granisetron
hydrocloride capsules in 12 healthy volunteers
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