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M T R E, R .CC.CT. TT 3B A Z X H 2 1A 22530 £ A ts Cooe AUCo020 5 H1 4 (8.25 +1.80) . (7.70 + 1.18)
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Reliationship of CYP2D6*10 Genetic Polymorphisms with the Pharmacokinetics of Bisoprolol
WANG Jing, ZHANG Zhi-guo, LI Hong-ying, SUN Shu-bo (The First Affiliated Hospital of Jiamusi University,
Heilongjiang Jiamusi 154003, China)

ABSTRACT OBIJECTIVE: To study the effects of different CYP2D6*10 genotypes on pharmacokinetics of bisoprolol in the
healthy volunteers. METHODS: CYP2D6*10 genotypes were determined by real-time PCR. 24 healthy subjects were divided into
CC genotype group, CT genotype group and TT genotype group (n=38). All the subjects were administered with Bisoprolol fuma-
rate tablets at a single oral dose of 5 mg. Plasma concentration of bisoprolol was measured by HPLC. RESULTS: The main pharma-
cokinetic parameters of 3 genotypes of CC, CT and TT were as follows: #.(8.25+1.80) h, (7.70+1.18) h and (8.19+ 1.86) h;
Coax (41.69+11.22) pg/L, (37.69+6.53) pg/L and (43.14+5.85) pg/L; AUCo24(394.38 £ 104.70)pg-h/L, (380.04 +84.04)ug-h/
L and (414.08 + 104.40) ug - h/L. There was no significant differences among 3 genotypes by #-test (P>0.05). CONCLUSIONS:

The individual differences of bisoprolol pharmacokinetics are not related with CYP2D6*10 genotypes.
KEY WORDS Bisoprolol; Pharmacokinetic; CYP2D6*10; Genetic polymorphism
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Tab 1 Demographic data of healthy volunteers with differ-

ent genotypes(x+s,n=3)

FLH A (R IR kg B, cm PR B /)
CcC 279+23 62.1+9.1 170.2+6.5 3/5
CT 335+26 60.7+7.38 168.0+5.5 3/5
TT 284+19 66.1+10.2 170.5+7.4 5/3

2.2 REAE

fede B 2 3 MR 6 117 2 JR T s B A 6 10 1) AS 5 A A T
HoAth 254 , 25 FH S0 A ol ROkl TR 2460 H B 82 00 /i
A, TWH R 8:00 M IE DR LRI /K A5 mg, IR FF7K 200
mli%E k. MWZE A WG —illbriEs . ZIREEL AN R A
J505.1.0.1.5.2.0.2.5.3.0.4.0.6.0.8.0,14.0.24.0..32.0 h i} %%
SR BRI 4.0 mlo AL ZATBERR BN EE , ¥ 10 min )5 ,
3500 t/min #.0> 10 min, YW F)Z 03K, —20 CHAEREN . Br
HRETERURE S 10 d N E 525
2.3 ERFE
23.1 FEAMM., BOFEE 4 150 pl A 0.8 % Ak Eiz W
1000 pl 7, B 1R 5] J5 % R E 5 min, Z 3 000 r/min &0
5 min, 2 FIER .
2.3.2  ZURWAIIRAERNNRE . A2 & R T4 A SNP 43t
PRAF 100 W, JR TR AT, 2 IR BCE: 30 min J5 (3 FH 41 M 247, T
1.0 pl B SNP 20 # kR i b BRIRFR 25 pl o, EHLAGI
2.4 MZ5RERN

B2 1.0 ml ‘& 10 mIaiE v, InSEFEIE IR (3 2405
/R 2 180 ng/ml) 15 pl.0.1 mol/L & EALAMIA M 100 ul, WHER
A1, 2R 2T 4 ml, A HESRE 2 min, 3 000 r/min &.L» 5 min,
SBAYUZ T 55— 10 mlRAF 7, 50 CRB RS PR T, 5%
EENFE AR 0.1 ml i FEA AR , 3 000 r/min B.C> 1 min, VERHE
AR
2.5 @iELEH

- 3200 - China Pharmacy 2013 Vol. 24 No. 34

14 Hpersil ODS2 Ci5(200 mm=4.6 mm,5 pm) ; i 3
#H: ZJ1E-0.68 % iR — A A /K IR (25:75) s i : 1.4 ml/min; £
MK 38 & WK (Ex) =226 nm, & 3% K (Em) =300 nm; fl:
30 Cs AL 40 pl,
2.6 FEithbiE

JH 3p97 B 7 B — P EAEAMEZY S BB T o Con T
FHSZME . SRABSIZ AT SR T AL (AUC) , I YR
2 FL AT R A58
3 #R
3.1 FHEFWIELER

AR AT, L BRI IR S AR EFGIE R 48 A, 1ML
PR B AN S M A 5 B LRI IR EE A0 1.2,
4.8.,16.,32 .64 ng/ml B, #5247 W kAL B, $422.57 Wi 4,
TSR  iD SR 03, DL R IR0 B 24T I8 IR
W TET R LU (D AE AR, U LL 2RI 2R B (X) M fif Ak
FRgEA ek )T, 3R vk e )7 RE ly ¥=0.037 5X+0.000 8(r=
0.998 7). &5 RFH, LRI IR M 25 M EAE 1 ~64 ng/ml YL [H]
WZEME R AT, S IRAIIBR N 1 ng/ml, HERIERAE P
(2.,32.,64 ng/ml) 3 Frife 2 P-4 RIS AE 99.34% ~103.64% 2
i), H P9 &% H [ RSDAE 4.71% ~9.66 % Z [l . 75 L& K IRAK
H E(2.32.,64 ng/ml) 3k BE B IR ERE A IR E 6 h L E
RT3 U, — 20 °C UK ARAE 20 d, S 3 [ i R AE 99.22% ~
100.93% 2 [i] ,RSD 7£ 5.73% ~11.50% 2 [] , PLBA7E |34 3 F
AT AR E . A EGEE LA 1,

40.0 40.0 40.0
1 1
% 200 % 200 k ZJ\ %200 2
0.0 - 0.0 0.0!
00 40 80 120 00 40 80 120 00 40 80 120
t, min t, min t, min
A B C

1 BRI fEEE
A K B.AS MR AR EH R LR I K6 RS + N BRI I CAR
M+ PIBRIE WL 1. 24T R 2. LRI R
Fig1 Typical chromatograms
A.blank plasma; B.blank plasma+bisoprolol fumarate control +internal
standard; C. plasmatinternal standard; 1. metoprolol; 2. bisoprolol
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Fig 2 Mean plasma-time curves of bisoprolol in 3 different
genotypes of healthy volunteers after oral adminisatration
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Determination of Fleroxacin Concentration in Human Plasma by HPLC

WU Gan-bin',ZHANG Jun',ZHOU Jian-hua', LI Xiao-tian®(1. Dept. of Clinical Pharmacy, Western Medicine Di-
vision, The Second Affiliated Hospital of Zhengzhou University, Zhengzhou 450014, China; 2. College of Phar-
macy, Zhengzhou University, Zhengzhou 450001, China)

ABSTRACT OBJECTIVE: To establish a method for the determination of fleroxacin concentration in human plasma. METH-
ODS: HPLC method was adopted to determine the plasma concentration of fleroxacin after treated with methanol. Zorbax Eclipse
XDB Cjs column was used with mobile phase consisted of acetonitrile-phosphoric acid buffer (containing 0.1% triethylamine, pH
adjusted to 2.5 using phosphoric acid (20:80, V/V) at the flow rate of 1.0 ml/min. The sampling size was 20 ul, and the column
temperature was 35 °C. The excitation wavelength of detector was set at 290 nm, and emission wavelength was set at 458 nm. RE-
SULTS: The linear range of fleroxacin were 50-2 000 ng/ml. The average recoveries were 87.9%-90.3% , and RSD of intra-day
and inter-day were all lower than 11% . CONCLUSIONS: The method can be used to determine the concentration of fleroxacin in
human plasma.

KEY WORDS Fleroxacin; Plasma; HPLC; Plasma concentration; Pharmacokinetics
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#H(xts,n=8)
Tab 2 Main pharmacokinetic parameters of bisoprolol in 3
different genotypes of healthy volunteers after oral adminis-
tration(x+s,n=8)

SEH T tin,h [ Cowes Ug/L AUCy 2y, ugh/L
cC 825+180  244+032 41.69+1122  39438+104.70
CT 770+1.18 2314037  37.69+653  380.04+84.04
TT 8.19+186  238+044 43.14+585  414.08+104.40
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