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Effects of High Lipid and Protein Diet on Pharmacokinetics of Pirfenidone
CHEN Min-chun, WANG Mao-hu, SONG Wei, ZHOU Lun, LI Hai-yan, LU Cheng-tao, JIA Yan-yan, WEN
Ai-dong(Dept. of Pharmacy, Xijing Hospital of Forth Military Medical University, Xi’an 710032, China)

ABSTRACT OBJECTIVE: To study the effect of high lipid and protein diet on the pharmacokinetics of pirfenidone. METHODS:
10 healthy volunteers received single oral dose of Pirfenidone tables 400 mg on an empty stomach, or in combined with high lipid
and protein diet after a week cleaning period. Plasma concentrations of pirfenidone were measured by HPLC. The pharmacokinetic pa-
rameters were calculated by SPSS software (version 13.0), and the effect of high lipid and protein diet on pirfenidone was evaluated.
RESULTS: The main pharmacokinetic parameters were as follows in empty stomach group and high lipid and protein diet group: .
(0.63+0.23)h and (0.70 + 0.19) h; ¢ (11.97 + 1.34) pg/ml and (9.21 + 1.24) pg/ml; £,(0.33 +0.10) h and (0.33 + 0.09) h;
AUCq-1,,(29.54 £ 8.50) pg/h - mL and (25.20 + 7.77) pg-h/ml, respectively. There was significant difference between the two groups

in the ¢ (P<<0.001). CONCLUSIONS: High lipid and protein diet can influence the pharmacokinetic parameters of pirfenidone.
KEY WORDS Pirfenidone; Pharmacokinetics; High lipid and protein diet
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Fig1 Typical chromatogram
A. blank plasma; B. pirfenidone control; C. IS; D. blank plasma+pirfeni-
done (1 pug/ml)+IS (20 ug/ml) ; E. plasma sample of healthy volunter 0.5
h after an oral dose of pirfenidone; 1.pirfenidone; 2.salicylic acid
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Fig 2 Mean plasma concentration-time curves of pirfeni-
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Tab 3 Pharmacokinetic parameters of pirfenidone in 10
healthy volunteers of two groups(n=10,x+s)
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J&5.10.,20.30.40.50.60.70.90.120 min)rhGLP-1(7-36) 49 2 25 3R BE VAR 5 2~4 R A5k & . B A DAS 2.1.1 skt B2 sh 2 4
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MRT - 120 min (30.69 £ 6.32) . (26.44 £ 6.02) min; 2 21 K K 2525 25 3 2 A5 A A 2 £, (26.25 £ 7.44)  (16.25 £ 5.18)min, £,,,(20.72 +
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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’
(1. Xuzhou Medical College, Jiangsu Xuzhou 221004, China;2. Dept. of Pharmacy, Peking University People’s
Hospital, Beijing 100044, China;3. Shanghai Huayi Bio-lab Co., Ltd., Shanghai 200120, China;4. Dept. of En-
docrinology, Peking University People’s Hospital, Beijing 100044, China)

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.

KEY WORDS Type 2 diabetes; thGLP-1(7-36); Pharmacokinetics
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