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Study on Determination Method of the Uniformity of Dosage Unit of Cytidine Disodium

o

Triphosphate for Injection
ZHANG Xueyan,ZHOU Changming ,ZHAO Xuan
(Beijing Institute for Drug Control - NMPA Key Laboratory for Research and Evaluation of Generic Drugs.Beijing Key Laboratory of Analysis and

Evaluation on Chinese Medicine ,Beijing ,China  102206)
Abstract: Objective To establish a high — performance liquid chromatography (HPLC)method for the determination of the uniformity
of dosage unit in Cytidine Disodium Triphosphate for Injection. Methods The chromatographic column was Kromasil Cg column
(250 mm x 4.6 mm,5 pm),the mobile phase was 0.02 mol / L. Phosphate buffer — acetonitrile (90: 10,V / V) ,the flow rate was
1.0 mL/ min,the detection wavelength was 271 nm,the column temperature was 35 °C,the injection volume was 20 pL. Cytidine
was used as a reference to calculate the uniformity of dosage unit in Cytidine Disodium Triphosphate for Injection according to the
external standard method, and the convert coefficient was 2. 167. All the situation of the uniformity of dosage unit was investigated
by the judgment criteria of A +2.2 S<15.0 from General Rule 0941 of the Chinese Pharmacopoeia (2020 Edition, Volume IV ).
Results The mass concentration of cytidine disodium triphosphate showed a good relationship with the peak area in the range of
0.019 11 -1.910 95 mg/mL. The RSD of precision test was less than 0.05%(n = 6),the average recovery was 99.89% with RSD
of 1.30%(n =9). The uniformity of dosage unit of ten batches samples from five manufacturers were out of regulations among 29
batches of samples from seven manufacturers. Conclusion There are some problems for the determination items of the uniformity
of dosage unit in the current drug quality standard. Cytidine is used as a reference in the HPLC method for the determination of
the uniformity of dosage unit of Cytidine Disodium Triphosphate for Injection, which is more scientific and accurate, and can be
used for the quality control of the injection.
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Fig.1 HPLC chromatograms
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Tab.1 Results of the recovery test(rn =9)

HaAE(ng MAE(ng MAE(mg ERE®%) (%) RSD(%)
10. 83 7.07 16. 56 99. 40
11.37 7.98 18. 06 101. 63
10. 94 7.02 16. 65 100. 00
10. 83 10. 04 19.40 100. 48
10. 87 11.99 21. 14 99. 46 99.89  1.30
11.93 11.01 21.37 100. 95
10.42 13.55 21.94 97. 64
10. 40 13. 84 22.28 98.41
10.97 14.48 23.74 101. 00
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Tab. 2 Determination results of uniformity of dosage unit of samples

from different manufacturers

LR

2T R E AME 2.2S1E A+2.2844

# kK Am £ (%)
A 1605181 -2 4.46  2.25 6.7 6.5
1605181 -1 1.06 2.44 3.5 3.5
1601181 -1 2.31 1.90 4.2 6.6
1603221 -3 5.83 10.50 16.3 4.0
B 20160501 0.62 7.14 7.8 1.7
20160502 1.92 .85 8.8 4.7
20160301 1.56 .91 3.4 3.6

C 1509130912 28.02
160528101 20. 96

.30 30.3
.81 24.8

6
0
2
3
D 201602012 18.26  5.84 24.1 6.8
201501011 40.51  8.69 49.2 4.8
201509021 9.24 1.10 10.3 4.6
201512012 15.90 3.15 19.1 5.1
201503011 19.96  2.69 22.7 4.9
E 15100625  14.67 2.72 17.4 1.1
516022033 10.25 7.58 17.8
515112122 14.31  2.51 16.8
G 1511285 3.82 4.07 7.9 4.5
1503035 .26 1.12 2.4 4.8
1509235 3.28  7.02 10.3 5.7
1505105 414 1.49 5.6 2.9
1603015 4.87 3.05 7.9 2.0
1602265 3.40 4.15 7.5 3.6
1510245 3.00 6.17 9.2 3.2
1601085 4.17 2.34 6.5 2.2
1509195 2.90 1.00 3.9 1.7
1602285 4.82  1.38 6.2 2.5
1507125 317 111 4.3 1.3
1510225 3.23  1.10 4.3 4.7
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