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Dose Dumping Study for Pramipexole Hydrochloride Sustained Release Hydrophilic Matrix Tablets

LU Qingl, CHEN Yuandongz, GAO Ruixuez, XU Chengz, QIN Yongl’ 2*(].School of Pharmacy, Nanjing University of
Chinese Medicine, Nanjing 210023, China; 2.Jiangsu Shenlong Pharmaceutical Co., Ltd., Nanjing 210008, China)

ABSTRACT: OBJECTIVE To evaluate the effects of in vitro dissolution release conditions for pramipexole hydrochloride
sustained release hydrophilic matrix tablets and conduct the risk assessment for the dose dumping. METHODS Different
conditions such as different hydroalcohol concentration in the release media and rotation speed of paddle were evaluated. The
cumulative drug release within the sepcified duration was determined by HPLC. The in vitro dissolution equivalence through
profile comparison to the commercial product Sifrol® was conducted using similarity factor method. RESULTS The
cumulative release degree between the test and reference formulations under several conditions such as in pH 6.8 PBS media at
75, 100, 200 r'min~' and in the presence of 5%, 20% and 40% ethanol of 0.1 mol-L™! hydrochloric acid media at 100 r'min”' was
similar. CONCLUSION There is little impact on the in vitro dissolution profile for pramipexole hydrochloride sustained
release hydrophilic matrix tablets between various hydroalcohol concentrations and roation speed of paddle. The risk of dose
dumping from the developed formulation is controllable.

KEY WORDS: dose dumping; pramipexole hydrochloride sustained release tablets; ethanol; HPMC; release profile
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Fig. 2 Cumulative release of the commercial formulation
in different concentration of hydroalcoholic media (n=12,
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Tab. 1 Kinetic release equations of different models of the
test formulation in conventional media and different
concentration of hydroalcoholic media
Be2ish 1 C B
SRR /%
0 M/M.=24.541""-0.907 3 (*=0.995 9)
5 M/M.=22.89:""-1.102 (*=0.992 6)
20 M/M,=19.74¢"*-1.109 (+*=0.991 7)
40  M/M,=18.68">-1.254 (*=0.990 0)
0 lgM/M,=0.558 9lgr+1.367 (*=0.998 8)
Ritger- 5 1gM/M.=0.575 7lgt+1.330 (*=0.998 2)
pappas 20  1gM,/M,=0.598 Olgr+1.260 (*=0.999 5)
40 1gM/M,=0.632 4lgt+1.229 (*=0.999 8)
0  M/M.=19.72¢?+3.407¢ (*=0.999 7)
Diffusion- 3 M/M,=16.90¢"*+4.249¢ (=0.999 5)
relaxation 20  Af/M,=15.68¢"+3.154¢ (*=0.999 8)
40  M/M,=14.35¢"+3.182¢ (*=0.999 8)
0 M/M.=18.92{"+5.747+-2.3657+0.759 0£(+°=0.999 8)
Diffusion- 5 M/M,=17.897"+3.416¢-0.923 5/+0.531 2£(+*=1.000 0)

AT

Higuchi

erosion 20 Af/M,=17.78¢2-0.779 3t+2.070£-0.410 9£(=0.999 9)
40 M/M,=15.21¢"*+5.8801-1.6027+0.379 87 (+*=1.000 0)

2 AE B E AR AR E AR 22
L AL L

Tab. 2 Kinetic release equations of different models of the

commercial formulation in conventional media and different
of concentration hydroalcoholic media
B8 1 BRI
R E/Y%
0 M/M,=24.71"-0.141 8 (*=0.999 3)
5 M/M,=2429:"-0.815 4 (*=0.996 8)
20 M/M.,=22.4412-0.756 1 (*=0.991 7)
40 M/M,=21.201"7-0.924 2 (+*=0.995 4)
0 1gM/M,=0.5127 Igt+1.389 (*=0.998 9)
Ritger- 5 1gM/M,=0.553 11gr+1.363 (+°=0.999 2)
pappas 20 1gM,/M,=0.555 7lgr+1.331 (*=0.999 7)
40 1gM/M.=0.576 7lgr+1.300 (*=0.999 9)
0 M/M,=24.26:"+0.2765¢ (*=0.999 3)
Diffusion- 5 M/M.=19.97¢'7+3.045¢ (*=0.999 9)
relaxation 20 M/M,=18.51¢"*+2.758¢ (+*=1.000 0)
40  M/M,=16.49¢"*+3.295¢ (*=1.000 0)
0 M/M,=24.84:"*-2.500¢+3.712£~1.312£(*=0.999 9)

WETTHE

Higuchi

W

Diffusion- M/M=23.261"7-3.867t+4.698¢~1.181£(+°=1.000 0)
erosion 20 p7/a7,=18.95/2+1.8341+0.622 872-0.1585£(2=1.000 0)

40  M/M,=15211"+5.880¢-1.602+0.379 87 (+*=1.000 0)
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