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Conformance Assessment of Dissolution Curves of Compound Artemether
Lumefantrine Tablets in Vitro
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(1. Institute of Drug Discovery & Development Zhengzhou University ~Zhengzhou 450001  China;
2. Institute of Chinese Materia  China Academy of Chinese Medical Sciences Beijing 100700  China)

Abstract Objective: To assess the conformance of dissolution behavior of artemether and lumefantrine
in compound artemether lumefantrine tablets in four different dissolution media in this study. Method: According
to the second method of determination and release in Chinese Pharmacopoia (2015 edition)  the dissolution curves
of artemether and lumefantrine in the four dissolution media of water pH 1.2 (0.1 mol * L™" hydrochloric acid
solution of 1% benzyl chloride of dimethyl alkyl amine) pH 2.5 ( hydrochloric acid solution of three
hydroxymethyl aminomethane) and pH 4.5 ( hydrochloric acid solution of sodium hydroxide and citric acid) were
determined by high performance liquid chromatography ( HPLC) and ultraviolet and visible ( UV)
spectrophotometry respectively. The method of similarity factor ( f,) was used to compare the similarities of

dissolution curves of the imitation preparation and the reference preparation. Result: Among the four dissolution
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media the similarity factors between the imitation preparations were from 90 to 96 which meant that the

production process was stable; the similarity factors between the imitation preparation and the control preparation

were from 52 to 71

all greater than 50 which meant that the dissolution curves were similar to each other.

Conclusion: The dissolution curves are consistent between the imitation formulations and control formulations in

vitro which provide the basis for further study of the imitation preparations.
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Table 1 Percentagedissolution of artemether of imitation
50 ~100 ° preparations and reference preparationsin four dissolution medium
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3
3 pH1.2 2.5 4.5 L2 3 4 s 6T
( 1 2) CB1# 44.26 60.88 71.72 81.07 85.27 88.89 91.60
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f2 ( > 50) FZ1# 40.06 54.79 63.23 73.34 78.47 81.69 84.18
° FZ2# 40.03 54.98 65.77 73.94 78.55 81.57 84.58
8 FZ3# 40.50 54.82 64.55 73.63 77.93 81.13 84.02
8.1 CBI1# pH 1.2 44.73 68.58 78.45 82.82 79.07 76.13 67.30
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FZ1# 40.73 62.75 76.08 82.88 86.68 89.38 93.43
18 FZ2# 39.75 62.76 75.31 83.86 86.66 89.66 94.14
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Table 2 Percentage dissolution of lumefantrine of imitation Table 3 Similarity factor(f, value) for two ingredients in imitation

preparations and reference preparations in four dissolution medium formulations and reference formulationsin four dissolution medium

(n=12) % (n=12)

CB1# pH 1.2 49.73 77.42 89.80 94.48 96.64 96.96 97.18
pH pH pH pH pH pH

CR2# 48.15 76.03 89.82 92.70 94.62 95.77 97.21 .2 2.5 45 1.2 2.5 45
CB3# 47.35 76.98 88.35 94.10 95.74 97.27 97.53 CBI#CR2# I 03 o4 % ol 95
FZ1# 40.65 71.27 84.53 88.87 90.87 91.42 92.00 CBIECR3# ol o4 05 05 o1 ol 95
F224 40.68 69.86 84.04 88.94 89.91 90.59 90.72 - 0 o5 o5 03 o1 0 03
FZ34# 30.72 70.21 84.15 88.58 90.74 92.20 92.44

FZ1#FZ24 9 95 96 90 94 96 95
CBI# pH2.5 18.79 43.04 63.11 74.61 83.36 89.37 95.46

FZ1#FZ34# 96 94 91 93 96 90 95
CR2# 17.24 41.84 62.48 74.73 82.40 87.77 94.13

FZ2#F734 96 90 92 95 92 94 91
CB3# 17.32 42.47 63.71 76.43 84.26 89.70 94.31

FZ1#CB1# 58 52 66 67 60 67 66
FZ1# 16.31 39.12 58.53 69.12 78.58 85.48 90.30

FZ1#CB2# 57 53 64 66 64 71 65
F224 16.86 39.35 57.35 68.48 78.52 86.30 90.23

FZI#CB3# 60 54 66 64 63 66 64
FZ34# 15.85 39.18 57.21 67.76 78.86 88.06 90.51
CBI# pH4.5 18.27 29.57 41.96 56.13 68.53 79.92 85.20 F22HCBI# M4 66 66 58 66 68
CB2# 18.26 31.11 42.10 56.20 68.27 81.21 85.18 FZ2#CB2# 8 55 64 65 62 70 66
CB3# 18.70 29.93 43.24 57.60 68.40 80.28 85.40 FZ24CB3# 63 56 66 64 60 65 66
FZ1# 17.56 28.18 39.69 50.79 64.11 73.63 80.48 FZ3#CB1# 58 52 64 65 59 66 66
FZ24 17.74 27.17 39.44 50.29 62.06 72.95 80.47 FZ3#CB2# 57 53 62 64 63 69 64
FZ3# 17.66 26.19 38.63 52.06 62.36 73.01 80.55 FZ3#CB3# 61 54 64 63 62 65 64
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3 4

Fig.3 Dissolution curves of artemether and lumefantrine in four dissolution media
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