YAy 7B 2011;5 :065-070
(& 4

70FJSLORNREEICE T RFFEDORE

A Comparison of the Physicochemical Property of
Brotizolam Orally Disintegrating Tablets
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Summary @ We examined the disintegration time, the hardness, the friability, the content uniformity and
the dissolution to evaluate the physicochemical property of an original and four generic formulations of
brotizolam orally disintegrating tablets @ five formulations as formulations A, B, C, D and E of original
and generic drugs. As a result, the disintegration time of formulation D (22.5 seconds) was about 2 times
Jonger in comparison with that of formulation C {10.5 seconds}. The hardness of formulation A (68.IN)
was greater than that of the other formulations. Though the hardness of formulation D (60.8N) was similar
to that of formulation E (61.2N) and formulation E contained the same excipients as formulation D, the
disintegration time was different between the two formulations. Therefore, the difference in contents of the
excipients included in the formulations is regarded as the factor that affected the disintegration time. The
percentage of friability was 1% or lower in all the formulations ensuring that the tablets were mechanically
stable. When it was determined based on the Japanese Pharmacopeia XV, the content uniformity was
15% or lower in all the formulations. The dissolution rate was 85% or higher within 15 minutes in all the
formulations. As a result, it is suggested that the content of the excipients and a difference in the type of
excipients greatly influence the physicochemical property of formulations.
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BRBOME, BA A 136 = 108, B
B:184 = 258, #H C:105 = 138, ##
D:25x 19 BLURAE: 185 16 TH
D, TXTOHEATIOHLTOREFER L Lo 72
(Fig. 1.

2. FEEHER

WRERABOLR WA A 681+ 39N, HA
B:56.2 £ 28N, #A|IC:587 = 48N, #H D:
60.8 = 32N BI UMM E: 612 + 32N THY, T
N TOHHK|T SON LLEDOWEETH 72 (Table ).
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Each value represents the mean + S.D.(n=10).

Fig. 1 Disintegration Time of OD-tablets

Table 1 Hardness and Friability of OD-tablets

A B C D E

“Hardness (N} 681%£39 562128 58.7t48 60832 612132

** Friability (%) -0.04 004 .32 0.19 0.28
[After/Before(z)]  [6.592/6.590] {6.631/6.633] [6.744/6.787] [6.582/6.604] [6.765/6,784)

*Each value represents the meant $.D.(n=10).
** Each value represents After/Before of tablet weight{A:n=39, Bin=39, C:n=40, Din=37, E:n=37}.
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Table 2 Content Uniformity of OD-tablets

A B C D E
Brotizolamcontent 973419  ¢72+12  976+18  1004+33  101.2%22
(%)
Acceptance value 5.6 43 5.3 33 5.2

Each value represents the mean+8.D.(n=10).
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Each point represents the mean + S.D.(n=3).
Symbols are represented as follows; @: A, O: B, &:C, A: D, L E.

Fig. 2 Dissolution Rate-time profiles of Brotizolam
OD-tablets
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Table 3 Additive list of OD-tablets
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