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Abstract: Objective
Levetiracetam Sustained — Release Tablets. Methods

>

To establish a simple and feasible preparation process that meet the requirements of mass production for
The formulation and preparation process of Levetiracetam Sustained — Release
Tablets were optimized by screening the binders and sustained — release materials in the formulation,the preparation method, mesh
size and compression pressure in the preparation process. The quality of the pilot sample tablets was evaluated by hardness, weight
difference, fragility, content, and the dissolution uniformity test and stability test. Results The self — made Levetiracetam Sustained —
Release Tablets were made of hydroxypropyl methyl cellulose (HPMC) as the skeleton material, and their drug release behavior
was similar to that of Keppra XR™. Their hardness and dissolution were not significantly different from those of the original tablets.
The results of the weight difference, fragility assay, dissolution uniformity test and stability test were in line with the relevant
regulations in the Chinese Pharmacopoeia (2015 Edition, Volume II ). Conclusion The preparation process of Levetiracetam
Sustained — Release Tablets is feasible.
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Tab.1 Results of the hardness test of pilot sample tablets (n =10)

5 34 X RSD(%)

20120209 22.6 23.5 22.6 24.3 23.1 23.36 2.97
23.5 22.8 24.6 23.7 22.9

20120210-1 23.7 24.6 22.5 22.9 23.2 23.42 3.12
24.1 22,6 22.9 24.3 23.4

20120210-2 22,2 22.7 24.5 23.7 23.9 23.29 3.06
22.8 23.5 22.6 23.8 23.2
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Tab.2 Results of the determination of weight difference of pilot

sample tablet (n = 20)
) RE(gl k)
20120209 0.7128 0.7247 0.7345 0.7138 0.7091
0.7246 0.7356 0.7282 0.7194 0.7327
0.7143 0.7258 0.7374 0.7302 0.7263
0.7183 0.7084 0.7142 0.7118 0.7206
0.7193 0.7164 0.7201 0.7184 0.7265
0.7318 0.7269 0.7186 0.7243 0.7151
0.7341 0.7132 0.7092 0.7281 0.7239
0.7207 0.7141 0.7126 0.7302 0.7381
0.7318 0.7286 0.7346 0.7158 0.7246
0.7219 0.7281 0.7237 0.7192 0.7238
0.7236 0.7287 0.7362 0.7149 0.7103
0.7362 0.7218 0.7126 0.7159 0.7231

Xg/ ) RSD(%)

0.7221 1.27

20120210 - 1

0.7221 1.09

20120210-2

0.7238 1.05

®3 FIRAERAFIRRERESER (1 =10)
Tab.3 Results of the fragility assay of pilot sample tablets (n =10)

A 20120209 20120210 -1 20120210 -2
iR (g) 7.2236 7.2318 7.240 6
B2 (g) 7.1825 7.1942 7.208 6
B E (%) 0.57 0.52 0. 44
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Tab.4 Results of content determination of levetiracetam and

levetiracetamic acid of pilot sample tablets

HE ELEBIE(%) ACHEBER(%) EHEF(%)
20120209 100. 46 0.014 R
20120210 - 1 99. 36 0.016 At
20120210 -2 99. 98 0.013 Al
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Tab.5 Cumulative dissolution percentage of pilot sample tablets (%) ‘F % /?FE‘IE aﬁ}o ijé D—IL%:{ 6.
) RiE 1h 2h 4h 6h 8h 12h 3 i
1 32.36 48.42 69.17 82.47 88.06 95.43 LEV 28 B¢ B 2 1 R BE UCB /A & FF % 14 40 58 9 27
2 3291 49.07 7046 8322 8943 9611 25 S{LECHURRIZHINILL LA AR T
3 32.75 49.14 70.54 82.38 89.26 95.82 PEGTF e PR 732 i 4 - 150 (B EC A ML 14 5 B
4 32.72 49.40 71.34 83.76 91.95 98.78 LEV 25T F- 0] W /0 125 vk BE i 28 PR 42 . I T 4 25 25
5 31.47 51.65 73.74 85.38 92.73 98.42  wypyaz ek HUR LEV ZERE F i I 24 vk B A s K i ]
6 33.03 50.93 72.73 85.08 92.65 99.17 DA 4 7 A AT T R L P TR AR 25 0 fi
X 32.54 49.77 71.33 83.72 90.68 97.29 HAE A% AR — B JE L WA 2 T 2 5 4
RSD(%) 1.76 2.50 2.33 1.53 2.21 1.72
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Tab. 6 Results of content determination of sample tablets after placing under high temperature,high humidity and light conditions (%)

40 C 60 C 75%RH 92. 5%RH (4500 + 500)1x
M %5 OR&F
5d 10d 5d 10d 5d 10d 5d 10d 5d 10d
LEV 1 99. 36 98.71 98.81 98.05 98.96 98.38 98.54 98.21 98.19 98.45 98. 66
2 98. 83 99.09 99.02 98.36  99.19 98.90 98.19 98.28  98.46 98. 30 98. 88
3 99.27 98.46 99.39 98.16 98.94 98.33 98.90 98.55 98.61 98. 83 98. 45
X 99. 15 98.75 99.07 98.19 99.03 98.53 98.54 98.35 98.42 98.53 98. 66
PROF A E:R S 0.012 0.011 0.016 0.015 0.022 0.013 0.022 0.017 0.035 0.018 0.023
2 0.013 0.014 0.017 0.014 0.020 0.014 0.025 0.018 0.038 0.018 0. 026
3 0.014 0.013 0.018 0.016 0.019 0.015 0.024 0.019 0.036 0.019 0.022
X 0.013 0.013 0.017 0.015 0.020 0.014 0.024 0.018 0.036 0.018 0.024
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