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Pharmacodynam ics of compound danshen pH-dependent
delayed release pellets in dogs
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Abstract: Aim To prepare the compound danshen pH-dependent delayed rlease pellets and filled
them in capsules and then study thier phamacodynam ics. Methods The pH-dependent delayed release
pellets were prepared by coating with HPMC, Eudmngit L-30D-55 and Eudmgit L100-Eudragit S100
(1:6), separately, and mixed in proper proportion to prepare the two pH-dependent delayed rlease
systems Tl and T2. The rlease of delayed release pellets was detem ined according to the method of China
Phamacopoeia (2000) in the simulated gastrointestinal pH conditions. The phamacodynam ic parameters
wemr evaluated by serum phamacology method. Results The compound danshen pH-dependent delayed
release pellets were prepared with the chamcteristics of pH dependent delayed release profile in vitro. In
na (%) and T, (h) were
34.63% and 0.58 h, wmspectively. T,, s of delayed-release pellets TI and T2 were extended to 2.42,
3.17 hand E s (%) were declined to 13.57%, 14.52% . The rlative bioavailabilities of TI and T2
were 99.3%, 133.6%, respectively. In multiple oral doses of R the phamacodynam ic parameter of DF

single oral dose, the phamacodynam ic parameters of rapid rlease tablets R E

max

was 7.32 and those TI, T2 DF wer 3.40, 3.03, rspectively. Conclusion The compound danshen pH-
dependent delayed release capsules have chamcteristics of pH dependent wrleasing in wvitro and
characteristics of delayed rlease in vivo. In multiple oral doses the DF of delayed rlease capsules was
lower than that of rapid rlease tablet at steady state.
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s , - Table 1 Phamacodynamic parameters of reference
- prepamation R, test praparations Tl and T2 after a
« single oral dose in dogs (1 =6)
” Pammeter R Tl T2
Eu /% 35 6 13.6 *1.2" 14.5%1.1°
Thux /h 0.58 10.20 2.4%2. 5" 3.2%1.8°
’ K, /h"! 0.44 £0.10  0.38 £0.23 0.29 £0.18
- (4] T, /h 1.7 %0.4 3.0 %2.2 3.1 4.6
AUC, /%= h™! 69 19 67 9 96 16
AUC, ., /% h™! 73 9 73 £10 98 +16
MRT/h 2.4 %0.8 2.4%1.0 6.712.0
1 pH F, /% 100 99 +13 134 +21

" P<0.05w R
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Table 2 Phamacodynamic parameters of reference (133.6%)
prepamation R, test preparations Tl and T2 after 5
multiple oral doses at steady state in dogs (1 =6) pH 1 ~3 .
Pammeter R Tl T2 pH 4~6,6~7,7 8’1,
AUC, /% * h 103 f14 135 £20 174 £35 [6] pH
AUC, ., /%* h 104 £14 146 16 193 49
MRT/h 3.34£0.3 4.9 £2.8 10 £4 3 > PH
Epux /% 33.4%1.7 23 5 24 5 N . . R
Tou /% 1.7 X0.5 2.4%1.1° 3.8 £2.8" Rgl pH 1.2 , pH
E. /% 4.3%0.6 4.9 £2.8 7.2%1.4 Rel Rel
DF 7.3%1.0 3.4%0.8" 3.0 0.4 & ’ &
-1
. . mol* L h
P <0.05 o5 R 0.001 mol HC1 2 h,
, ) pH
S0r B
—4+—R Tl ——T1T2
w0k 3 :@
J 4 ° @
S 301
g ®
10 5
0 L & 8 ) >
0 5 10 15 20 25 30 pH

t/h

Figure2 The effect-time curve in dogs after a single
dose of reference preparation R, test preparation Tl

and T2 (n =6) (8]
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Figure 3 The effect-time curve in dogs after multiple
oral doses of reference prepatation R, test preparation .
Tl and T2 at steady state (7 =6) 3
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