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Consistency Evaluation of the Dissolution of Generic and Original Preparations of Cobamamide Capsules

HUANG Meirong, WANG Xin, CAO Yang, HUANG Shunwang, CAO Mingcheng(Hefei Innovative
Pharmaceutical Technology Co., Ltd., Hefei 230088, China)

ABSTRACT: OBJECTIVE To establish the dissolution test method of cobamamide capsules and evaluate its consistency
with the original preparation in vitro. METHODS The dissolution of cobamamide capsules was determined by HPLC. The
methodology was verified. Water, hydrochloric acid solution(pH 1.2), acetate buffer(pH 4.5) and phosphate buffer(pH 6.8) were
used as dissolution medium, the volume of dissolution medium was 500 mL, basket method, rotating speed was 50 r'min~!. The
dissolution curves of cobamamide capsules generic and the original drug were measured, respectively. And the in vitro
dissolution consistency was compared. RESULTS The linear relationship between mass concentration and peak area of
cobamamide was good within a range(r=0.999). The injection precision, solution stability and repeatability test results meet the
requirements(RSD was all <2%). The average recoveries of cobamamide capsules were 98.6%, 99.6%, 99.3% and 101.2% in
four kinds of medium, with RSD of 1.2%, 0.9%, 1.5% and 1.8%(n=9), respectively. In four kinds of medium, within 15 min the
cumulative dissolution rate was >85%, which was consistent with the dissolution curve of the original preparation.
CONCLUSION This method can be used to test the dissolution of cobamamide capsules. The dissolution in vitro of three
batches of cobamamide capsules are similar to that of the original preparation, which can be used as a method to evaluate the
consistency in vitro.

KEYWORDS: cobamamide capsule; original preparation; generic preparation; dissolution curve; consistency evaluation
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Fig.1 Chromatograms of blank(A), cobamamide reference substance(B) and cobamamide capsule sample(C)
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Tab.1 Linear equation of cobamamide

WA B B A5 7 A LiPE4
pg-mL
7K 0.12~1.62  $ =126 571.9x-99.5 0.999 8
pH 1.2 ERFREIR 0.11~1.58 5 =132436.5x-121.4  0.999 9
pH 4.5 liEfREhZ%  0.13~1.92  § =128 344.4x-100.4 0.999 6
i
pH 6.8 (IR EEZE  0.10~1.54  $=123 673.9x-1048  0.9997
I
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RIS 6, 8, 10mL, & 500 mL £E (%
s, 4 3 0, RO INAKE Y TR e e 2
PR & i 100% 9725 FADEE, 23500 7K s i -4
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BERR R R b DR, S5 R WK 2, Bk 4 FpAy
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99.3%, 101.2%, RSD #KXK4HIN 1.2%, 0.9%,
1.5%, 1.8%(n=9)

Fz2 ERERELER®=9)
Tab. 2 Results of recovery tests(n=9)

i A2 A WA EgRs FHEL RSDY

M ARaE/%  B/ng g % /% %
60 306 3013 98.5
2953 96.5
305.6 99.9
80 408  402.8 98.7
K 405.4 99.4 98.6 1.2
4085  100.1
100 510  503.6 98.8
501.4 98.3
496.2 97.3
60 312 3063 98.2
310.6 99.5
3125 100.2
pH 1.2 80 416 418.1 100.5
EIN 7 4184  100.6 99.6 0.9
$EaR(id 4173 100.3
100 520  518.1 99.6
510.0 98.1
518.6 99.7
60 297 286.5 96.5
291.8 98.2
293.0 98.6
pH 4.5
- 80 396 398.0 1005
o 391.7 98.9 99.3 1.5
W 392.7 99.2
100 495 5014 1013
495.1  100.0
496.8  100.4
60 318 3182 100.1
3298 103.7
317.8 99.9
%?ﬁ;'g 80 424 4246  100.1
hip 4351 102.6 101.2 1.8
iR 4282  101.0
100 530 521.7 98.4
5483  103.5
537.6  101.4
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Tab.3 Accumulative dissolution of generic and original preparation in four media(x £s, n=12)

BRI/ %
AR Eiincg
5 min 10 min 15 min 30 min
7K 7ZGH2F 38.6+10.6 75.1£6.5 89.9+5.9 96.8+2.9
83GH2F 45.3+12.8 81.6+5.6 96.7+3.6 100.8+3.2
180901 54.34£9.5 82.0+4.8 99.0+2.4 102.3+2.6
180902 54.9+8.6 85.7+5.7 99.6+2.9 103.6+1.6
180903 56.2+10.5 83.8+3.9 98.1+2.1 101.5+1.9
pH 1.2 $hFRIA 7ZGH2F 41.5£15.8 79.6+8.7 96.2+4.6 100.3+3.6
83GH2F 48.3+13.1 76.3£6.5 94.7+3.6 99.8+2.8
180901 55.4+11.2 81.7+5.7 100.8+3.8 101.442.5
180902 48.848.5 82.6£5.1 102.2+2.9 101.4+2.5
180903 53.2+7.8 87.9+4.2 99.0+2.9 101.1+1.8
pH 4.5 BAFRERZE 0PI 7ZGH2F 36.8+12.4 74.9+7.5 88.6+4.1 97.4£2.6
83GH2F 45.1£9.5 77.5+5.2 96.8+3.6 99.8+2.7
180901 56.5+£7.3 81.9+5.3 102.0£2.9 102.5+£2.3
180902 56.3+8.6 87.8+4.7 96.8+3.2 101.6+2.9
180903 52.849.6 83.7+4.8 98.8+3.5 101.5+2.3
pH 6.8 B A£: 28 vhifl 7ZGH2F 43.6+12.4 78.6+7.8 91.544.9 95.843.5
83GH2F 52.6+11.2 77.5+6.2 98.8+4.1 99.8+2.8
180901 53.3+£12.4 86.8+7.5 100.4£3.9 101.4+2.6
180902 48.7£10.8 86.0+7.6 102.2+4.4 101.9+£3.2
180903 47.5£8.9 84.84+6.5 97.4+4.1 102.0+2.8
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Fig. 2 Dissolution curves of cobamamide capsules in four dissolution media
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