1256 B MG 16 R 2013 4 5 40 %5 20 21 Chin J Clin Oncol 2013, Vol. 40, No. 20 www.cjco.cn
% P LSS Y
 # AW K

mERNRFIE B I EH RERRZIRERAR
HRANEHAR

R RMPEY Fimiz® #FEMKS @ ‘Y

WE BN PN R &S] R AR AF RN B FRAE, TR 3R RS 5 R IA, L RIS
B8R v7&-3E 3] IR A F 48 4 0.125,0.25F7 0.5 mg., KA AR & ZUR AR $ B 3  (UPLC-MS/MS) M & A 3 o 743 3] 3R R JE
R DAS 2.1 255 S 3RAF AT 25 20 F AR 547 A3t 5L, BER: E A FTHMES 0.125,0.25 47 0.5 mg #9 2 8L v &% 3] IR AR
/é,AUCONH,S.,/\s' H#(7.542.5) . (15.2+4.0) . (34.849.7) pg-h-mL"; H R F 21,5 5 4 (27.249.5) . (27.2+6.5) . (31.4+5.6) h,
AUCo- o0 5 FZ ZEABX AKX 23040998, L XFEEMRTIE AL AT EA LR R FMH, G0 AL L a9 m 7 ik /3
Heik R )u?o‘( B, A RMMEENIRARGRDAFHR ., LRFBWER LR MEES TG, ZRE T R, £
0.125~0.5 mg A Z LA M, v 535 8] IRAAME B 2R H R AL A KB Hh F AR,

KEEIR ke R HRIAAF RI[RoMEE-BRAER

doi:10.3969/j.issn.1000-8179.20131398

Pharmacokinetic study of palonosetron hydrochloride in healthy
volunteers
Zhongling ZHU', Zhongsheng TONG', Duanyun SI°, Weilin DONG’, Zhao YAN'
Correspondence to: Zhao YAN, E-mail: yanzhaotj@126.com
'Gep Center, Tianjin Medical University Cancer Institute and Hospital National Clinical Research Center of Cancer, Key Labora-
tory of Cancer Prevention and Therapy, Tianjin, Tianjin 300060, China
*Tianjin Institute of Pharmaceutical Research, Tianjin 300193, China
*Tianjin Medical University, Tianjin 300000, China
Abstract Objective: To evaluate the pharmacokinetics of palonosetron hydrochloride in healthy volunteers. Methods: Thir-
ty-one healthy volunteers were grouped into three palonosetron hydrochloride dosage regimens of 0.125, 0.25, and 0.5 mg. The plasma
concentrations of palonosetron were determined by ultra high-performance liquid chromatography-tandem mass spectrometry
(UPLC-MS/MS). DAS 2.1 software was applied to assess the plasma concentration-time data. Results: After intravenous injection of
0.125, 0.25, and 0.5 mg palonosetron to the subjects, the AUC,.iss» values of palonosetron were (7.5+2.5), (15.2+4.0), and (34.8+£9.7) pg-
h-mL". The t,, values were (27.2£9.5), ( 27.2£6.5), and (31.4+5.6) h. Palonosetron exposure increased proportionally with the dose
range of 0.125 mg to 0.5 mg. The correlation coefficient was 0.998. No grade 3 or grade 4 toxicity was observed during the study. Con-
clusion: A rapid, sensitive, and selective UPLC-MS/MS method for palonosetron quantification in human plasma was developed and
validated. All the participants indicated high tolerance throughout the study. Our data showed that palonosetron exhibits linear pharma-
cokinetics over the the dose range of 0.125 mg to 0.5 mg.
Keywords: palonosetron, pharmacokinetics, UPLC/MS/MS
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A: Full mass spectra of palonosetron. B: Full mass spectra of granisetron

A

Electrospray ionization mass spectra of palonosetron and granisetron (IS)
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A: Representative chromatogram of control blank plasma. B: Representative chromatogram of a standard sample containing 1 ng-mL™" palonosetron. C: Rep-

resentative chromatogram of a subject (No. 11) sample collected 15 min after administration of palonosetron
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Figure 2 UPLC-MS/MS chromatograms of human blood samples
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Table 1 ~Characteristics of the healthy volunteers (xzs)

Dosage of administration (mg)

Parameter

0.125 0.25 0.5
Cases 10 11 10
Age (years) 21.9+1.0 21.6x1.6 21.1£0.9
Hight (em) 172.0+5.8 175.4+6.0 172.6+4.6
Body weight (kg) ~ 65.4+10.8 68.2+7.3 70.2+14.3
Body mass index 22.1+3.6 22.3+3.5 23.5+4.4
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Figure 3 Mean plasma concentration versus time after intravenous ad-

Mean plasma concenuration (ng/mL)

ministration of 0.125, 0.25, and 0.5 mg palonosetron
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Table 2 Main single dose pharmacokinetic parameters (xzs)

Dosage of administration (mg)

Parameter

0.125 0.25 0.5
tin(h) 27.2+9.5 27.2+6.5 31.4+5.6
Vd(L) 588.0+166.0 579.0+108.0 599.0+75.0
CL(L-h™) 15.7+4.6 15.3+3.6 13.8+3.7
MRT(h) 26.2+9.2 31.3+8.3 38.7+5.0
AUC(p- 190 (ng=h-mL™) 7.5£2.5 15.2+4.0 34.8+9.7
AUC-) (ng-h-mL™) 8.7+£3.0 16.5+4.0 37.0+10.7
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