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Prescription optimization and dissolubility evaluation of Dronedarone Hydrochloride
Tablets
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Abstract: Objective To optimize the prescription of Dronedarone Hydrochloride Tablets, and to evaluate its dissolubility. Methods
The main factors, such as the filler proportion of lactose and starch, concentration of 5% adhesive povidone K30 ethanol solution,
content of solubilizing agent Poloxamer 188, and content of disintegrant polyvinylpolypyrrolidone were optimized by Lo(3%)
orthogonal test with dissolubility of dronedarone hydrochloride as index. Dronedarone Hydrochloride Tablets (Multaq) from
Sanofi-Aventis were selected as reference preparation, and the similarity of dissolubility curves were evaluated by the similarity factor
(f>) method. Results The optimized prescription of Dronedarone Hydrochloride Tablets was as follows: filler proportion of lactose
and starch was 2 © 1, ethanol concentration of 5% adhesive povidone K30 was 40%, content of solubilizing agent Poloxamer was
2%, and content of disintegrant polyvinylpolypyrrolidone was 3%. In various dissolution media with different pH values, the
dissolubility curves of Dronedarone Hydrochloride Tablets between self-prepared preparations and reference Multaq were compared,
and similar factors f, were above 50. Conclusion The dissolution behaviors of self-prepared preparations and reference Multaq in
various dissolution media with different pH values are similar.
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Table 2 Solubility of dronedarone hydrochloride in various

solvents

il VR (ug-mL™)
K 71.5
0.1 mol/L R 7.4
AR — BTRENZE M (pH4A.5) 753.5
IR SR P (pH 6.8) 5.3
WL 2R (pH 7.4) 3.1
A
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A/ nm

1 =i (A FxRm (B) RIMEiEAmE
Fig.1 UYV of blank (A) and reference substance (B)
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ZRIKPE 33.6 pg/mL N R IE 8. R i
X RS A IV A UM R B 10.08 13.44
16.80. 20.16+ 23.52 pg/mL XJ #E W . 7E 290 nm
WA B ACE (4D {Ho LL A (X B
ATERbERIE, BIRH R 4=0.0297 C+0.005 (r=
0.999 9) . 4 AR W] #h IR Y %k e LA IR - W IR A 2%
M (pH 4.5) WA, {E 10.08~23.52 pg/mL %

PER R RLFS
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o WAL, IESEIE 6 IR, TS A {HIY RSD
fH4 0.4%.
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Table 1 Factors and levels
KF e
A B/% C/% D/%
1 1.5:1 0 1 1
2 201 40 2 3
3 301 75 3 5

24 EXRREEIT

EASIRIG R R W2 2. 3.

1 3 n A, 25 DA 30 Hh T 655 i K/ it 7
J C>B>D>A, JiZ&=mHrai REH C IR %
W, A, B. D NERER AL, FitmE
R T5h C3ByDsA L« 5EM Eh PR V2318 % A o
SR IR BTV 188, N 2% 3% CH
Zgr, HIBRNFRRREN, HEER 2%; HK
HEEETIRZE, i 5% PVP K30 40% LEEE RN
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Table 2 Arrangement and results of orthogonal test
s A B C D /%
1 1 1 1 1 74.6
2 1 2 2 2 94.7
3 1 3 3 3 96.7
4 2 1 2 3 87.9
5 2 2 3 1 90.5
6 2 3 1 2 80.3
7 3 1 3 2 86.4
8 3 2 1 3 84.9
9 3 3 2 1 88.6
K, 88.67 82.97 79.93 84.57
K 86.23 90.03 90.40 87.13
K; 86.63 88.53 91.20 89.83
R 2.44 7.06 11.27 5.26
x3 HENH
Table 3 Analysis of variance
Ji 2R Wz VI Bl FAE P1H
A GRZE) 10.216 2 1.000
B 83.176 2 8.142
C 237.129 2 23212  P<0.05
D 41.616 2 4.074

Fo_05 (2, 2):190 Fo_01 (2, 2) =99.00

R PN AR A, A8 IR SR 4R FH 50 3%
5%t FETC IR 5, 5 BRI sl - (IR Ik
1 0<30° ) EFH 3%, A LGB ) TE
ERm, HRERIRURIR BT T R a ER
AT HE R L] 2 0 1o WORf s A i B e Ak 7 21
A R IR YR AR IA I 426 g, FLBE 140 g, YEKY 70 g,
BV 13 g, ACIRERYERA 20 g, REFRIREE 3.5 g,
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WAE - AT, fitS 58) #E/K. 0.1 mol/L Eh 1R
W B - BERREA T (pH 4.5). R Ehgz ph
W (pH 6.8) 4 Figs th A o s i i 4k o BORERT (1]
3914 5410 15+ 204 30+ 45 min, #3#% 75 r/min,
e 25 F L 20 A7 L [ S 2 b A DA RS
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Fig. 2 Dissolution curves of Dronedarone Hydrochloride

Tablets in water (A), 0.1 mol/L HCI (B), phosphate

buffer (pH 6.8) (C), and acetic acid sodium acetate

buffer (pH 4.5) (D) as media
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