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W E R ISR RRERGERENE T R, MR A S RGN R E SR, Fik R AR TRSARE
R A gk K 288 nm. VABEER 325 ik ik (pH4.5) \0.1 mol/L 88 5% [N 0.5% + =k Ik sk 4 (SDS) ] A 2k 42+ i% (pH6.8,
MmN 0.5%SDS) K A AR, A FRAR A 1000 ml, #4538 24 75 r/min, 531 F 22 8 ke Ak e R A5 25 5 RAF S eE
Fradat it S4B B T (f) kRO His s e Al . 25 R R ER R A A A R B R RS B A 2.147~25.764 pg/ml; Hy E
AR E A MK B89 RSD<<2.0% ;4 A & A B P 69 = 5 30 A 99.53% ~101.05% (RSD=0.48% ,n=9) .98.95% ~
100.05% (RSD=0.39% ,n=9) .99.54% ~100.20% (RSD=0.24% ,n=9) .98.54% ~100.06 % (RSD=0.44% ,n=9) . f& 45F 7 E A~
Fodr, 3 Bk ok Ak 1A B 25 5 JR A 2 s b W £ 49 £ A 4 56,60 .63 .68,68.52.59 .67, 65.68.76.62, ik iZmixiE AT
BRI T R A R M B AR R A R AF R 2 5 R AT 2h e Ak b th i R AL AR SO R B — B BT
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Consistency Evaluation of the Dissolution of Generic and Original Preparations of Dronedarone Hydrochlo-
ride Tablet

ZHAO Xin', CHEN Guohua', WU Qiongzhu', TENG Haitang”, YU Tingting' (1.School of Pharmacy, Ghina Phar-
maceutical University, Nanjing 210009, China; 2.Huaian Institute for Food and Drug Control; Jiangsu Huaian
223001, China)

ABSTRACT OBIECTIVE: To establish a method for the dissolution determination of Dronedarone Hydrochloride tablet, and eval-
uate the quality consistency of its generic and original preparations, METHODS: UV spectrometry was performed on the column of
288 nm, dissolution media of Phosphate buffer solution (pH475), 0.1 mol/L."Hydrochloric acid solution [adding into 0.5% sodium
dodecyl sulfate (SDS)], Phosphate buffer solution<{pH6.8% adding into 0.5% SDS] and water, volume of dissolution medium was
1 000 ml, rotation speed was 75 a/min,nthe diss@lution of generic and original preparations of Dronedarone hydrochloride tablet
was detected, and the similarity=of dissolution curve was evaluated by calculating the similarity factor (f;). RESULTS: The linear
range of dronedarone hydrochloride was 2.147-25.764 pg/ml; RSDs of precision, stability and reproducibility tests were lower than
2.0% ; recovefies| 4 dissolution media were 99.53% -101.05% (RSD=0.48% ,n=9), 98.95%-100.05% (RSD=0.39% ,n=9),
99.54%+100.20% " (RSD=0.24% ,n=9) and 98.54%-100.06% (RSD=0.44% ,n=9). In the 4 dissolution media, f; of the dissolu-
tion curve of 3 batches of generic and original preparations of Dronedarone hydrochloride tablet was 56, 60, 63, 68, 68, 52, 59,
67, 65, 68, 76, 62, respectively. CONCLUSIONS: The method is suitable for the dissolution determination of Dronedarone hydro-
chloride tablet; meanwhile, the in vitro dissolution curves of generic and original preparations of Dronedarone hydrochloride tablet
show similarity, so the quality consistency is good.

KEYWORDS Dronedarone hydrochloride tablet; Original preparation; Generic preparation; Dissolution curve; Similarity factor;

Various media; Consistency evaluation
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UV-1800 B 48 4h-1T 0L 436 3 ( H 4% Shimadzu A /] ) 5
8453 BUEEHh-T] WL 430 BE 11 (36 [ Agilent 23 w] ) ; RCSMD !
WA CRHETT R R R ERHE A RA ) ; BT-1250D Bl H
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1.2 AR5

IR PR Ik R (Fp 2R F 2 R 2O A L S
5 :S1.,S2.S3, BAK : 400 mg/ ) 5 Eh R 25 ik e H JEUIE 2 (3%
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99.4% ) 5 ERFRINTR AR Ik (rh E 25 RLR A 25 b Bt &
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A,

2 HiES5ER

2.1 BRHFE

2.1 XFRR SR RS FRIBOCER R P £ 1k P X B SL 2 21,3
mg, i F 50 ml B, LA 1 ml B LA A, 4351 0.1
mol/L R FRIFE (A 0.5% SDS) B fR 2% 1 (pH4.5) B R
Eh 2 whif (pH6.8, A 0.5%SDS) | /KiX 4 Flrgs A i E 75,
A1 AE SRR ml, BT 20 ml SR, FAR 9 H A R E
25 B AR Rk BT

2.1.2 HHRSIEWR BURESEEFZY (S . GI092) 12 A, 0.1
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o A SRR TOE &, F A RE20 i R A0 1 I
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Vo R WU ¥k K, 75 v/min, FRERE A B R 1 000 ml (%)
WEIRERLE vl (pHA.5) o ARSI S 400 mg/ i HoARIE A, 2
5 ER R YA 3K 6 i USP A v FIAR & SCRRY , A8k B i AN
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PRV TR R £ 22 i (pH6.8) Hhgs R ARAIG , Jok X 2345 7Hl
SR T L, BT I AR T T PR IR S A R . R, 7 S0
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Tab 1 The solubility of Dronedarone hydrochloride

A VAR mg/ml A A
0.1 mol/LER AT (A 0.5%SDS) 0.015 %
PR ML (pH4S) 1.935 )
kK 1226 B
ARG (pH6 8, JIA 0.5%SDS) 0.012 %

0 N0 6 s 100 120
fit[i], min

Bl #HRETFHEREEH N RPN %

Fig 1 Dissolution curves of original preparation samples in

different dissolution media
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Fig 2 Dissolution curves of different kinds of surfactants
A.0.1 mol/L Hydrochloric acid solution; B. Phosphate buffer solution
(pH6.8)
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2 B DR 2 81 i R AR UG 8 . BBORE S (25 : S1)iE
LR 0.01% .0.05% .0.1% .0.3% .0.5% .1.09%SDS I
0.1 mol/L R R ¥ W A IR LR 2% vhil (pH6.8 )/ Mg 7, EA T
fREE , 250 2,
F2 HBFRRTIAEANERE SDS N R AIAMRE (mg/ml)
Tab 2 The solubility of dronedarone hydrochloride in the
different concentration of SDS(mg/ml)

AT 0.01%SDS  0.05%SDS ~ 0.1%SDS ~ 03%SDS ~ 0.5%SDS  1.0%SDS
0.1 mol/ LRI 00084 00094 00901 05798 14371 32578
PRI (pH6S) 00021 00042 00831 03461 13262 29953

Hi 2% 2 A %0, A 0.5% SDS Fi1 1.0% SDS (] 2 Fli i Jii 2434
F T s 214,15 1.0% SDS F 0.5% SDS ¥R K% 15 K, ELih
T2 R R B, W A BRI 0.5 % SDS

LR BT RS I AR A TR : 0.1 mol/L Eh PRV
(I A 0.5% SDS) . % R £k 2% vh ¥ (pH4.5) | i 2 h 2% M il
(pH6.8, 1A 0.5%SDS)FIK .

T B FRIGER BR P23 3K X BE b (L5 : F029Q0 )i 2, #t: 4
£, S 1 ml BB A, R4 5 0.1 mol/L MR A i CIim A
0.5%SDS) B2 £h 2% whl (pHA.5) B R 5 2% ik (pH6.8, Tl
A 0.5%SDS) JKEZT 50 ml I, il 45 B e B 4 0.426
mg/ml Y X I8 S P28V, R 5 RE  A B B R IY 45 2 0.1.,0.2,
0.4.0.6.0.8.1.0.1.2 ml, /3 HIEF 20 ml b, I FAHRN A
RS, 5T, #5RH0-0] DL 6 B A 288 nm YK AL 2
WG . DAERFRI A IR i v B (x, pg/ml) A A AR BB
(V) WPALFRIFEA TERPERDE , [ R S 2R R L 3.

*3 HAFESZMETEE

Tab 3 Regression equations and linear ranges

e ElEhi r S, pg/ml
0.1 mol/LELERIATR (A 05%SDS) $=29.465r=0.023 009990
R (pH4S) y=09.603x—0.0107 0.999 3

2.147~25.764
k $=29.477x0.019 80.999 2

FATRELE M (pHO.8, A 0.5%SDS), 330902100279 0999 1
2.4 BEERE

I RIS BE T VGE i, 4 SR - AT UL e
7 283mm P KA TR M E 6 K. G55, R AR IR OL S
B RSD 435114 0.84% .0.36% .0.21% .0.62% (n=06) , WL &5
KR RAT
2.5 REMHLE

B2.1.27 BT 4 A B b 120 min B AR5 A OE B
3T IR T 0.2.4.6.8 hINF7E 288 nm i < Ak 5 L
TG . 453, Eh R P 2R 3k B T O JE 19 RSD 4351 0.78%
0.82% .0.70% .0.91% (n=5) , F¢ B S 78 UAE A P S v
=il 8 hiNFEtE R AT
2.6 ESMHRE

BORE S R 25 (L5 GI092) 3& B, 44 42.1.27 T F Jr 4l
A HER VAR, H R 01T L A3 O B VA A 288 nm P KK AR I
HIRCRE . S55%, Eh RT3 35 B G HE 1 RSD 439l o4 0.98 %
0.59% .0.71% .0.81% (n="6) , &AL FHE VB IT-
2.7 B RS

IURE S JEUREZE (452 150401) 29 3.41.,4.26 .5.11 g(43512)
AL TR 8,10 1245%) B RR A, 4 B E T 3 AR, T
A3 IS F1ARE 2.24 g (294 Ty 50 10 6% ) TR 5T 5 40 B
3 HORE AR B 45 3 403, T4 BT 50 ml i, 7%
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Tab 4 Results of recovery tests(n=9)

Vit WSF AR, R, EeR, PEREC RsD,
P Yy mg mg % 2, % %

ARG (pH4.5) 80% 1708 1700 9953 10004 048
7 173 10002
1704 1700 977
00% 2122 2130 10038
A3 209 991
287 210 10105
120% 2556 2545 9957
2567 2561 977
253 2540 10032
0.1 mol/L EBIAH (MA05%SDS) 80% 1700 1693 9953 9959 039
1720 1703 9895
1700 1689 9935
00% 2112 2003 9957
A1 219 991
267 2068 10005
120% 2545 2503 9914
2559 2560 10004
2541 2535 976
WM (pHES JIA05%SDS) — 80% 1711 1705 9965 | 9979 0.4
1724 102" 19988
1716 17090 9959
00% _ 2032 2034 10009
U219 991
297 28T 9954
1209 2586 2575 9957
2557 2560 10020
B4 BB 965
k 80% 1734 1727 9960 9944 (44
173 1700 9919
1719 1720 100.06
100% 2209 2190 9914
A9l 29 9854
AT 266 949
1200 2544 2534 96l
557 2551 97T
B4 53 957
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Fig 3 Dissolution curves of generic and original prepara-
tions of Dronedarone hydrochloride tablet in 4 disso-
lution media

A Phosphate buffer solution (pH4.5) ; B.water; C.0.1 mol/L Hydrochlo-

ric acid solution (adding into 0.5% SDS) ; D.Phosphate buffer solution

(pH6.8, adding into 0.5% SDS)
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Tab 5 The f; factors in 4 dissolution media

Y sl ) 3
0.1 mol/L ERERZTR(MA 0.5%SDS) 56 68 65
AT AR (pHAS ) 60 5 68
K 6 59 76
FATREL SN (pH6.8, A 0.5%SDS) 68 67 6
3 itig

3.1 HIKHIERE

ER IR DL 4 K TR HE A R A e R 2R AN 43 1) o 210
nm F1 288 nm P K , f1 F7E 288 nm P K Ab SR E I, T4
/N, B AR IR B 645 288 nm 1 i 1 BERS I .
3.2 HRiRpEE

Sk TG R 50 .75 /min, Ry TR E B ARG R, AR
TR0 T X Bk IR D 2% 35 [ R A K T R R A A I il
2. CERRI FERIGE RS R ER RS R R Vs thA TR
A—FME TS v/min 5504 F ARG %R T 50 r/min 5514
TV R B[RS B R e ik R USP FRifl b igs
FEME ik, oA IR Ba Vs it BE i B8 A 5 3 56 926 75 /min.
3.3 hHESRMANRE M

FE 2 pH 5 H A T PP s 2 A 2 S ik R R 2
TPEALAA DAY 11 AR [ A ] 70) P9 A o 1 — o T, R
W 2012 4FFF GRSt 0 i 245 ot — M PN TR, 5%
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VOB L AR . AN TG S 0 e R T 1 R W A S e £
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TR 2% i (pH6.8) HIILA 0.5% SDS, F I T 42 5 £ iR

TR TR B IX TR o v A i, 2 0 R I e EL A T L
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