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Abstract; Objective

diet on the pharmacokinetics of rabeprazole sodium enteric — coated

To evaluate the effects of fasting and high — fat
tablets in healthy Chinese subjects. Methods A single — center,
randomized , open , two — agent , two — sequence , four — cycle , fully repeated
crossover, single — dose trial design was used in this study, healthy
subjects were assigned to receive single dose of rabeprazole sodium
enteric — coated tablets 0. 1 g in either fasting or high — fat diet state ,and
blood samples were taken at different time points, respectively. The
concentrations of rabeprazole sodium enteric — coated in plasma were
determined by liquid chromatography - tandem mass spectrometry
(LC —=MS/MS), the model method of the non — compartmental was used
to calculate the pharmacokinetic parameters by Phoenix WinNonlin
8. 2. Results

sodium enteric — coated tablets in fasting state and high - fat diet state

The main pharmacokinetic parameters of rabeprazole
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were as follows: C,were (339.63 +156.47) and (318.86 +132.13) ng - mL™';¢,,, were (2.34 +0.68) and
(3.60 £2.40) h; AUC,_, were (556.62 +251.65) and (528.50 +201.78) ng - mL™' + h; AUC,_ . were
(563.39 £255.69) and (535.15 +203.24) ng - mL~" - h;z,, were 3. 65 and 6.99 h. After high — fat diet,the C,__
and AUC of rapeprazole sodium after high — fat and high — calorie diet decreased, C, . decreased by 6.12% ,AUC,_,
decreased by 5.05% ,AUC,__ decreased by 5.01% ,and ¢,, was delayed by about 3.34 h. C_, ,AUC,_, and AUC,_,
90% confidence interval were 73.13% - 115.10% ,83.22% - 112.28% and 83.40% - 112. 13% , respectively.
Neither was between 85.00% - 125.00% .

rabeprazole sodium enteric — coated, so it is suitable to be administered on an empty stomach.

max

Conclusion High — fat diet affects the absorption rate and degree of

Key words: rabeprazole sodium enteric — coated tablet; high — fat diet; pharmacokinetics; food effect; liquid

chromatography — tandem mass spectrometry
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Figure 1
rabeprazole —d, ( Il )

A :Blank plasma sample; B:The sample of lower limit quantification.
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Table 1 Precision and accuracy of rabeprazole in human plasma measured by liquid chromatography — tandem mass spectrometry

Intra — day (n=6)

Inter — day (n=18)

Concentration
Measured

Absolute recovery
Measured

(ng - mL™") RSD(%) RE(%) RSD(%) RE(%) (% % +5)
(ng - mL™" Zx5) (ng-mL™" Zx5)
0.20 0.17 £0.02 9.99 -13.33 0.17 £0. 02 11.76 -13.19 -
0. 60 0.67 +0.02 3.17 10. 97 0.62 +0. 04 7.02 3.56 107.54 £9. 51
18. 00 17.55 £0.71 4.03 -2.50 17.52 £0.55 3.16 -2.65 -
180. 00 179.17 £8.50 4.74 -0.47 178.59 +7.33 4.10 -0.83 111.79 £10.70
480. 00 480.33 +15.74 3.28 0.07 471. 67 +20. 34 4.31 -1.74 114. 87 £10. 36
RSD ; Relative standard deviation; RE;Relative error.
TEAFFEE 5 10 B335 A3 Z 10 T 28 5 RBUY /N T 350 1 > Teine
-u- Fe
15% , A 220 W%k JST A8 0 4 500 o 3001
REM 50 D h e py i 22 A S TE - 20 °C 5 07
- vy N e S 200
TR/ (R AR S U - 70 C T R/ (IR 5
)4 Y, AL BR G TR FE 2 ~8 CFCEE 92 h il
FAERD =70 CHRAFTERAET7 d, =20 CHMF T 0RAF 50 - 10
0‘

77 d, MSRAE R B NS 2 h, 45 R 2R, Fr
DNy e DLW 4728 S R B/ N T 15% , RBIRI )7E
R SEAE T A AR E o
6 ZritFAbiE

JH Phoenix WinNonlin 8.2 # 4 #4748 it 43 #r .
PR3 3R B 25 (B Jy 29 28, AR W) 2 5
GErt ORI e I e B R X 7 DL e i AR
R , 8 i AE SR (Wilcoxon £ 5 B AGH: ) ¥
e AR AR X 2 W GHEE (¢, ) RSN

# R

1 MZ5iRE - B iE f 2k

MR ik 117 i), A2 40 ], ffidl*5 K011
SARE R — A 14 .16 h AR, 55— = U IR
ZEZFIR AL, A 98 A 25K Bl ) 27 9k FE 4 ( pharmacoki-
netics concentration set, PKCS) . 250 3l Jj 22 & $ 4
( pharmacokinetics parameter set, PKPS) | A= ¥ 253514 42
( bioequivalence set, BES) , FoA&AB G A G114 4
(BpX¥ 44 A PKCS, PKPS | BES) ; {5 5 45 J5 i 45 0 &
154 5], A2H 52 151,52 1340 A\ 4253 4k (full analysis
set, FAS) 243 4E (safety set,SS) \,PKCS ,PKPS
BES, 25 5 s N v A R I IR DL e i i
Fr 0.1 g JE Y M2k 5E — BTl pih £, WL 2.
2 HRINESH

23 [ e i v AR IR S 7R DL s B i v
0.1 gfa iy FEZ 4N N2 28, WAk 2. mlle e
KB4 2G 5 A B 25 G, B DAL )~ 2 d5c K o

2 4 6 8 10 12 14 16 18 20 22 24
t/h

2 A EEE AR PR RS PR DA 0.1 ¢
Ja ML 25V BE — I IA] R P (23 0 39 4], &) 52 i)
Figure 2

Mean plasma concentration — time curve after oral
administration of single dose of 0. 1 g rabeprazole sodium enteric —
coated tablets under fasting or high — fat diet conditions ( fasting,
n=39;fed,n=52)
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Table 2 The main pharmacokinetic parameters of lenvatinib after oral administration of single dose of rabeprazole sodium enteric — coated

tablets 0. 1 g under fasting and high — fat diet conditions (x +s)

Parameter Fasting(n =39) Fed(n=52) Fed /fasting ratio( % ) 90% CI(% )
C,. (ng-mL") 339. 63 + 156. 47 318. 86 + 132. 13 93. 88 73.13 — 115. 10
AUCy_,( ng - mL~" « h) 556. 62 £251. 65 528.50 +201.78 94. 95 83.22 -112.28
AUC,_,, (ng - mL™! - h) 563. 39 +255. 69 535.15 £203. 24 94. 99 83.40 -112.13
foa (H)F 3.65(0.99,10.99) 6.99(1.99,17.97) * -

L (h) 2.34x0.68 3.60 2. 40 -

# . Median (min,max) ; CI;Confidence interval; Compared with fasting, * P <0. 01.
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