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Pharmacokinetics Study of rhGLP1(7-36) in Type 2 Diabetes Patients

XU lJia', Al Di-jie*, ZHANG Chun-yan’, YU Gang’, WANG Qian’, LI Mo’,JI Li-nong', YIN Xiao-xing', FANG Yi’
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ABSTRACT OBJECTIVE: To investigate the pharmacokinetic characteristics of thGLP-1(7-36) in type 2 diabetes patients with
single-dose and multiple-dose administration. METHODS: 16 type 2 diabetes patients were randomly divided into 0.1 mg group and
0.2 mg group (n=8). They were given same volume of normal saline a day before trial and subcutaneous injection of rhGLP-1
(7-36) 5 min before meal on first to fifth day; ELISA method was used to determine the blood concentration of thGLP-1(7-36) a
day before trial and on the first and fifth day as well as the trough and peak concentration on the second to forth day. Pharmacoki-
netic parameters were calculated by DAS 2.1.1 software; statistical analysis was conducted by SPSS13.0 software. RESULTS: The
pharmacokinetic parameters of 2 groups after first administration were as follows: £ (22.5 % 11.65) min vs.(17.50 £ 7.07)min; #,
(15.78 £6.82)min vs. (12.12+5.52)min; cuu (142.69 +96.64) ng/L vs. (407.29 + 287.48) ng/L; AUCs- 120 mn(3 783.64 £2 177.03)
ng-min/L vs.(9 034.88 +4 262.92)ng-min/L; MRTo-12 mn(30.69 + 6.32)min vs.(26.44 + 6.02)min. The pharmacokinetic parameters
of 2 groups after last administration were as follows : £, (26.25 £ 7.44 )min vs.(16.25 + 5.18)min; £,,,(20.72 £ 13.44 )min vs.(12.97 +
6.46)min; cuw(118.05 +38.39)ng/L vs.(361.11 + 217.81)ng/L; AUCo 120 min (3 321.91 + 993.47)ng - min/L vs.(9 514.97 £ 5 077.89)
ng - min/L; MRTo- 120 win ( 30.34 + 4.81)min vs.(24.29 + 4.52)min. The accumulation index of 2 groups were (0.96 +0.32) and (0.88 +
0.43) with multiple dose. The pharmacokinetic parameters AUCo 120 min, AUCo-= and cmw 0f 2 groups had significant difference after
first dose, in dose-dependent manner in the dose range of 0.1-0.2 mg; the pharmacokinetic parameters of 2 groups have no signifi-
cant difference after last administration; there was no significant difference in pharmacokinetic parameters between first and last ad-
ministration in 2 groups. CONCLUSIONS: After giving single dose of thGLP-1(7-36) subcutaneously, the pharmacokinetics nearly
fits linear dynamic feature in the range of 0.1-0.2 mg; pharmacokinetic parameters will not change, and with no accumulation after
multiple-dose injection.
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Fig 1 Mean plasma concentration-time curves of rhGLP-1
(7-36) in patients after subcutaneous injection of rhGLP-1
(7-36) 0.1 mg(n=38)

A. uncorrected; B. corrected
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Fig 2 Mean plasma concentration curves of rhGLP-1(7-36)
in patients after subcuta injection of rhGLP-1(7-36) 0.2 mg
(n=8)

A. uncorrected; B. corrected

F1 2BERFEE LIRS RET rhGLP-1(7-36) BN ESH (Y £ 5,n=8)
Tab 1 Pharmacokinetic parameters of rhGLP-1(7-36) in type 2 diabetes patients after single and multiple subcutaneous injec-
tion(xts,n=8)

e 0.1 mg ALK 0.1 mg FEAIR IR 0.2 mg F AT X 0.2 mg AR
t.2,, min 15.78 £6.82 20.72+13.44 12.12+£5.52 12.97£6.46
Fonax, NN 22.50+11.65 26.25+7.44 17.50£7.07 16.25£5.18
CLz/F,L/min 29.72+10.32 32.32+13.71 27.14+16.39 27.94+17.25
V./F,L 667.16 £360.68 917.91 +£552.57 526.28 +454.50 545.65 +509.40
Con " y1g/L 142.69 +96.64 118.05£38.39 407.29 +287.48 361.11£217.81
AUC-120mn” ,ng*min/L 3783.6412177.03 3321.91+993.47 9034.88 +4262.92 9514.97+5077.89
AUG,-. " ,ng*min/L 4012.94+2353.48 3463.48+1073.24 9447.46+4231.22 9613.19+5 067.97
MR T 120 min, min 30.69+6.32 30.34 +4.81 26.44+6.02 24291452
MRT-.,min 35.15+8.87 33.10+5.17 29.69+9.36 25.53+6.32

T % "R 0.1 mg AL 0.2 mg Rt 41 RG22 8l SRR LR 22 S A e 8 L (P<<0.05)
note: “ * ” means the pharmacokinetic parameters had significant difference between 0.1 mg group and 0.2 mg group for the first administration(P<<0.05)
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Tab 2 The trough and peak blood concentration of rhGLP-1
(7-36) in type 2 diabetes patients after multiple subcutane-
ous injection
BREE ,ng/L

VEVREE ,ng/L

M T g AR 0.2 mg T 01 mgARAL 0.2 me RIAEAL
oKk 3.04+£7.72 0.28+0.8 183.00 £ 67.46 292.51 £104.64
RPN 238+3.72 0.10+£0.21 193.40£118.86  253.59+164.63
AR 449+11.9 0.00£0.00 199.64 £96.51 283.25+254.63
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Analysis of Drug Resistance of Pathogenic Bacteria and the Use of Antibacterials in Pediatric Inpatients of
Our Hospital in 2012
OU Wei, WEI Yun-mei(Jingzhou First People’s Hospital, Hubei Jingzhou 434000, China)

ABSTRACT OBIJECTIVE: To investigate the main pathogenic bacteria and drug resistance of them, use of antibacterial in pediat-
ric inpatients of our hospital, in order to provide reference for rational drug use in the clinic. METHODS: The use of antibacterial
and drug resistance of common pathogenic bacteria in pediatric inpatients were analyzed retrospectively in 2012. The use of antibac-
terial was analyzed statistically in terms of varieties, consumption sum and DDDs. RESULTS: The main pathogenic bacteria of pe-
diatric inpatients were Streptococcus pneumonia (24.20% ), Escherichia coli (18.67% ), Haemophilus parainfluenzae (11.79% ),
Staphylococcus aureus (7.62% ), ESBLs-producing Staphylococcus epidermidis (7.13% ), Pseudomonas aeruginosa (5.28% ). The
detection rate of ESBLs-producing Staphylococcus epidermidis was the highest, accounting for 58.62% , and bacteria resistance
was serious. The top 3 antibacterial in terms of DDDs were cefoxitin, ceftizoxime and cefamandole. CONCLUSIONS: From bacte-
ria resistance, the selection of antibacterial is reasonable in our hospilal. The use of variety with strong drug resistance should be
strictly controlled, stopped or interchanged so as to reduce the drug resistance of bacterial.

KEY WORDS Pediatric; Drug resistance; Antibacterial; Analysis
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