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Pharmacokinetics of DWP302, a New Combined Ranitidine Preparations

for Gastroduodenal Diseases
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Abstract— The pharmacokinetics of DWP302, a new combined ranitidine preparation in rats and
dogs was studied using HPLC. DWP302 was composed of ranitidine, sucralfate and tripotassium
dicitrato bismuthate. Especially, this study was focused on the possibilities that the concomitant
administration of either sucralfate or TDB may affect the absorption of orally administered raniti-
dine. Ranitidine and DWP302 were orally administered to rats at a dose of ranitidine 10 mg/kg.
Several rats showed the biphasic peak of plasma concentration. AUCso- 4 of ranitidine and DWP302
group were found to be 1040+ 109 and 945+ 124 ng-hr/m/, respectively, and there was no signifi-
cant difference between both AUCs. In a cross-over study for dogs, Cmu ti2 beta and total AUC
of ranitidine group were found to be 6258+ 86.7 ng/m/, 2.80+ 0.28 hr and 1688+ 127 ng- hr/m/,
and those of DWP302 group were 562.6+ 120.9 ng/m/, 3.05% 0.30 hr and 1673+ 123 ng-hr/m/, res-
pectively. There was no significant difference between those parameters, but Tmax of DWP302
group (1.69% 0.31 hr) was significantly different from ranitidine group (1.13% 0.26 hr). The results
suggest that either sucralfate or TDB may affect the lag-time or rate of absorption of ranitidine
but not the extent of absorption.

Keyword (] Ranitidine, DWP302, tripotassium dicitrato bismuthate(TDB), sucralfate, pharmacokine-
tics, rat, dog, absorption, plasma.
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Table I-HPLC system and chromatographic condi-
tions for determination of ranitidine in rat
plasma

Waters HPLC system
510 pump, 484 detector
UV detection at 313 nm
Waters, u Bondapak Cis,
3.9X300 mm 10 um
MeOH; phosphate buffer
(pH7.0)=1:1

1.0 m//min.

injection volumeZ20 w/

Instrument

detector
column

mobile phase

flow rate




546 3

W AEL QYT AL - oY - 0l F

B i - Bl P Sl -

Table II-HPLC system and chromatographic condi-
tions for determination of ranitidine in dog

serum
instrument Waters HPLC system
510 pump, 484 detector .
detector UV detection at 313 nm
column LiChrosorb RP-8 (10 m)

CH:CN; 0.05M (NH,).HPO,=35;65
1.5 m//min.
injection volume50 !/

mobile phase
flow rate
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Fig. 1—HPLC chromatogram of ranitidine in rat pla-
sma.
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Fig. 2—HPLC chromatogram of ranitidine in dog se-
rum,
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Fig. 3—Calibration curve of ranitidine in rat plasma(R,
=0.9995).

J. Pharm. Soc. Korea



AUEdS FH A2 AFAY HEL o2 EDOWP302)9 AFEEH 547

130000

110000+

900001

Peak Area

700001

50000+

30000 T T T T
100 150 200 250 300 350

Concentration (ng/ml)

Fig. 4—Calibration curve of ranitidine in dog serum(R;
=0.9996).

<
o

Plasma concentration (ng/ml)

10 L '1 ,' . L ], L L
Time (hr)
Fig. 5—Plasma level-time curve of two preparations
of ranitidine after oral dosing of 10 mg/kg in
rats(n=4).
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Table III—The AUCs(0—8 hr) of two preparations of
ranitidine after oral dosing of 10 mg/kg in

rats
Group AUC(nghr/mi)
Ranitidine 1040+ 109
DWP302 945+ 124

Each value represents the meant S.E.(n=4)

Table IV—The pharmacokinetics parameters of two
preparations of ranitidine after oral dosing
of 5mg/kg in dogs

Group Ranitidine DWP302
Tonax 113+ 0.26 1.69+ 0.31la
Conax 625.8+ 86.7 562.6+ 120.9
tiz beta 280t 0.28 305t 0.30
AUCO0— ) 1688+ 127 1673+ 123

Each value represents the meant SE.(n=4)
# significantly different from ranitidine group (p<0.01)
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Fig. 6—Serum level-time curve of two preparations
of ranitidine after oral dosing of 5 mg/kg in
dogs(n=4).
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