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Simultaneous Determination of Tribendimidine Metabolite dADT and Acetylizad dADT in Human Urine by
HPLC

WANG Xiao-jing', YUAN Gui-yan’, ZHANG Rui’, WEI Chun-min*, QU Ting-ting’, GUO Rui-chen’(1. Shandong
Medical College, Ji’nan 250002, China; 2. Institute of Clinical Pharmacology, Qilu Hospital of Shandong Uni-
versity, Ji’nan 250012, China; 3. Dezhou Decheng District Food and Drug Administration, Shandong Dezhou
253012, China)

ABSTRACT OBJECTIVE: To establish a method for simultaneous determination of teibendimidine metabolites dADT and acetyl-
izad dADT in human urine, and to study its excretion kinetics. METHODS: 8 healthy male subjects were selected and given Triben-
dimidine enteric-coated tablets 400 mg. Urine samples were collected before and 0-2 h, 2-4 h, 4-6 h, 6-8 h, 8-12 h, 12-24 h,
24-36 h and 36-48 h after administration. Urine samples were diluted and determined by HPLC method using bicalutamide as inter-
nal standard. The determination was performed on Agilent Zorbax Extend Cs(250 mmx4.6 mm,5 pum) column with mobile phase
consisted of acetonitrile-water-triethylamine (60:40:0.2, ¥/ V/V) at a flow rate of 0.7 ml/min. The sample size was 10 ul. RESULTS:
The linear ranges of dADT and acetylizad dADT were 0.5-500 pg/ml (#=0.996 2) and 0.1-200 pg/ml (r=0.995 8), respectively.
The lower limit of quantitation (LLOQ) was 0.5 p g/ml and 0.1 pg/ml. The absolute recoveries were 94.78% -95.23% and
91.26%-96.99% . The relative recoveries were 98.37%-101.44% and 99.26%-102.06% . Intra-day and inter-day RSD were both less
than 7% . dADT and acetylizad dADT in human urine were stable when frozen at —20°C for 24 h and 7 days or after frozen repeat-
edly (RSD<<7% ). After oral administration of Tribendimidine enteric-coated tablets 400 mg, the excretion rates of dADT and acetyl-
izad dADT were (55.84 £13.60) % and (14.98 £ 7.65) %, respectively. The half-life period (#.) and excretion rate constant (Ke) of
dADT and acetylizad dADT calculated by DAS 2.0 program were as follows: #,(3.46 +0.73)h and (4.21 £0.43)h; Ke (0.21£0.07)
h ' and (0.17 +0.02)h™'. CONCLUSIONS: The developed method is simple, quick, sensitive and reproducible. It can be used for
the determination of dADT and acetylizad dADT in urine of healthy volunteers after oral administration of Tribendimidine enter-
ic-coated tablets.

KEYWORDS Tribendimidine; Metabolites; dADT; Acetylizad dADT; Urine; HPLC
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Fig1l Chemical structure of tribendimidine
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Fig 2 Typical chromatograms
A. dADT and acetylizad dADT standard substance; B. internal standard;
C. blank urine; D. blank urine+dADT+acetylizad dADT +internal stan-
dard; E. urine sample of subject +internal standard
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2.6 BEMRE

A3 MBS L A L (1/0.2..5/10 F1400/160 pg/ml ) A 5 e J3F
P2 KN T S IRAT HE S T PRFEIS TS 4 407, FLrh w00 20 )
Bl YRS B R 2 WK, 2.2 WU UL A, 5 B UK R
RaEPE IR 5 75 B3 3 T — 20 CAE 24 h I 7 d, 4% 2,27
T RBAE PR — 20 SC VR il S A7 B 1) 6] 20 BN 2 Ik 2 i
FoEbER g 25 R 2,
2.7 FEFERE

TEARHRE Al 2 R A2 v, 23 RIS HIAIG L b L85 (1/0.2.5/10
400/160 pug/ml) 6 B ¥ B2 14 220Dk AN & 15k 2 K ST HZE RE AR XUy,
“2.27 WU VR A L S 3 AT AR AR S R, DL
Oy HT T AT REE o TR i BB e BE A UORE S B

hEHE 2015 FHcEE



®2 SMMZBERITEMRELER (X Ls,n=5, pg/ml)
Tab 2 Results of stability test of dADT and acetylizad dADT
(X*s,n=5,pg/ml)
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160 163.39+3.46 161.14+3.22 161.49+2.87 159.08+1.68 160.73£2.99
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Fig 3 The cumulative excretion amount-time curves of
dADT and acetylizad dADT in urine
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Comparison of in vitro Antibacterial Activity of 8 Antibacterial Drugs as Cefoxitin Alone or Combined Use
against ESBLs-producing Klebsiella pneumoniae

DING Li', WANG Xian-de’, GAO Yang', ZHANG Zhi-qing', FAN De-hou' (1. Dept. of Pharmacy, The Second
Hospital of Hebei Medical University, Shijiazhuang 050000, China; 2. Dept. of Cardiac Surgery, The Second
Hospital of Hebei Medical University, Shijiazhuang 050000, China)

ABSTRACT OBIJECTIVE: To investigate in vitro antibacterial activity of 8 kinds of antibacterial drugs as cefoxitin alone or com-
bined use against ESBLs-producing Klebsiella pneumoniae. METHODS: The sputum, blood, urine and stool specimens of patients
in our hospital from Jul. 2013 to Jan. 2014 were collected to obtain 50 isolated strains of extended-spectrum p-lactamases (ES-
BLs)-producing K. pneumoniae. Broth dilution technique and checkerboard method were used to test minimum inhibitory concentra-
tion (MIC) of piperracillin/tazobactam, mezlocillin/sulbactam, isepamicin, meropenem, ceftazidine, cefotaxime sodium and levo-
floxacin use alone or combined with cefoxitin against 50 strains of ESBLs-producing K. pneumoniae to calculate fractional inhibitory
concentration (FIC) index. The in vitro antibacterial effect of combined use of antibacterial drugs against ESBLs-producing K. pneu-
moniae was calculated and interpreted on the basis of FIC index. RESULTS: Piperracillin/tazobactam or mezlocillin/sulbactam com-
bined with cefoxitin could reduce their MIC significantly; 62.5% and 53.5% strains showed a synergistic effect and 37.5% and
46.5% showed an additive effect. CONCLUSIONS: ESBLs-producing K. pneumoniae infection can be treated with piperracillin/tazo-
bactam or mezlocillin/sulbactam combined with cefoxitin.

KEYWORDS Klebsiella pneumoniae; Extended spectrum f-lactamase; Drug resistance; Drug combination
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