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Similarity Evaluation of the Dissolution Curves of Generic and Original Preparation of Losartan Potassi-
um Tablets

SHI Lichuan'*,PU Xufeng', YU Yongxiu’, LUO Chunying'(1.School of Pharmacy, Chengdu University of TCM,
Chengdu 610072, China;2.Sichuan Heron Pharmaceutical Co., Ltd., Yangtze River Pharmaceutical Group; Sich-
uan Dujiangyan 611830, China)

ABSTRACT OBIJECTIVE: To evaluate the dissolution curves similarity of generic and original preparation of Losartan potassium
tablets, and to provide reference for improving quality evaluation of the preparations METHODS:<Using hydrochloric acid solution
(pH 3.0), phosphate buffer solution(pH 4.5), phosphate buffer solution (pH'6.8) and\water as medium, paddle method was adopt-
ed for dissolution test with dissolution medium volume of 900-mL and(rotation speed of 50 r/min. UV-visible spectrophotometry
was adopted to determine accumulative dissolution of generic'and original preparation of Losartan potassium tablets with the detec-
tion wavelength of 256 nm. The similarity of/dissolution curves were evaluated by calculating similarity factor(f;). RESULTS: The
linear range of losartan potassium was 12.11-35.96 pg/mL (#=0.999 7). RSDs of precision, stability and reproducibility tests were
all lower than 5.0%. The fecoveries of 4 dissolution media were 98.66%-100.84% (RSD=0.77% ,n=9), 98.91%-100.59% (RSD=
0.49% ,n=9) 1#.98.33%+101.39% (RSD=0.85% ,n=9), 99.46%-101.32% (RSD=0.55% ,n=9). In 4 dissolution media, f; of the
dissolution curyesiof 3 batches of generic and original preparation of Losartan potassium tablets were all higher than 70. CONCLU-
SIONS!: The dissolution curves of self-made and original preparation of Losartan potassium tablets show good similarity.

KEYWORDS Losartan potassium tablet; Generic preparation; Original preparation; Dissolution curve; UV-visible spectropho-

tometry; Similarity factor; Evaluation
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P 05 25 (BT 20 5 1A ) 12 24500
AR AL LS 161123, 161206, 161209, # A% : 100
mg) ; WP F 5 24 (35 |5 Merck Sharp & Dohme
Limited 23 7] , 41t 5 : L021856, #LA% : 100 mg) ; 5470 3H 4
JsURH (T VLR G20l A BR S w4165 : 10100-160418) 5
SV ST B Crpr A 0 2 S A ST B L S
100597-201102, 4 & : 100% ) ; if IR 2 M 40 #r 4, 7K
Rtk
2 AEEHER
2.1 BHNRIERE

27 2015 4F JR € [ 24 ) (DU ) ¥ HB 2 I
0 R T2 3 A AR 900 mL A 2y 50
r/min PEA A IR0 . AV HAT R RIE R SR B Y,
B T AW 25543 2K R G (BCS) g T 2, Hfig 8 H 4L
(pKa) }y 5~6, H T4 rf D R M 2548 52 R 1 , A pHAR
2, HAE K 5 0.1 mol/L & 8 AL sz v b 5 v, 7
0.1 mol/L #h R W H iU o MU % £ D A k) 24
TERR M VS AR A T < 43 3 Be il pH 4 1.0.1.2.2.0,,
2.2.2.4,2.6.2.8.3.0 (R FRIFW , 75 (37.0 £ 0.5) CHAF
T, FH RV W A S VD SRR R, SR SR Ah- 1T I
A3 HE 256 nm Y7 R AR I FEI O BE (IO
J&E > 0.8 W HFA T IE M B PR E ) TR R B 5
SR I A A5 R R 1.

x1 SVIBRAERE pH AESAR T HIAMEE
Tab 1 Solubility of losartan potassium in hydrochlo-

rieiacid solution with different pH values

ReiiiftpH W12 200 220 24 26 28 30
fi

h
WA mg/ml 0085 0052 0158 0371 0180 0272 0692 2022

132 1 AT, SR VDI E7E pH 1.0~3.0 Eh Ry rh i
A 2% ANAE pH 2.2 2.8 J% 3.0 FER R VA TR Hh ik BT At 45
o HE—2 2R B 3 R ORI A BT, BRUGRVDIH B
JEATF 243 i, 407 RE I A 145 (20115 4 R Hp [ 25 i) (g
) I 0931787 ik CRE ) JHEA T BE M & ™, S5 51,
SUPIE % EE 23 31 Ry 58.76 % .66.69 % 86.98 %
X pH 3.0 IV A5 85% . 454 FiRas 3 M PE E %
1T 2 B A LR S A ) A 11 R BT A )
IR 2 5 AT S ) B SCHik[8—10] , Fe 2 i AN I
B RV A5 < ER RV (pH 3.0) B R ER 28 vl (pH
4.5) BERRERZZ v (pH 6.8) FIK .

2.2 ARHHE
2.2.1 XPRESHE BUEUDIA RA 2) 13.5 mg, K
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WARE BT 10 mL i, KIS IR 2 215, 3%
BT B X BRI 558 5 H 2 B BORT BE SRV 480 L mL,
T 50 mL i), 230 FER BRI W (pH. 3.0) R ELZZ v
Wi (pH 4.5) i EaEh 22 i (pH 6.8) FIZK 4 Fiigs th A B i
R ZE 5250 T 1 mL 29 5 0D A 27 pg 1Y
TR, AE R ot B SRR
2.2.2 BERSHE BURIEZRE S a, $0 e
2:[2015 A7 R [ 2 3 ) (PR ) 3 ) 09317 55 — ik (3
)19, 43 B DL ER R v Wk (pH 3.0) | W 2 25 2% vh ik (pH
4.5) R ER 2% thif (pH 6.8) FlZK ¥ A Ik, 735 A Il
AT} 900 mL, %3 2 50 r/min, JiJE K 37.0 °C , k14
Y, 4351 10,20, 30,45 .60 min i BUCFE 10 mL, 3 [ 3)
#Min10.5 mL ( [ 8h AR 22 58 2% 0.5 mL) ¥ H Ay
J5T, 1 0.45 pm 7K R UE BRI R 2% ik U8 o it ,
[l A o A, i A | mL A 24 3 S Vb A 27 g
PR, AR A S R
2.2.3  AEPVHIRIAT  HRRS AL DT B ATH S L 2
BUZS 1R 200 mg, 43 0 4% A 4 Bl At N TR 4%
“2.2.2" T F A BEHRAE , T 45, min I 8L 5 PR 10 mL,
0.45 pm 7K Z 8 S S WS 25t M8 2 mL, I A RR Ay
JoH B A OmL N2 AR
2.3, GEMBE K HIERE

B“2.27 50 F Xof BEGSHVAS T A VAT as FRNA
WA IE 2, 7E 200~400 nm & KIEFFHE, 45 K BoR &
UPIERAE 256 nm P AL S R, HLZS (R T
oo WO 256 nm VE A K
2.4 TRRERMHALE

BLU2.2. 17T AR H A T 28 ) BE T VS TR A5
B R IE G HAEINAE s FE 2 0.45 um /K RIENRIEL, 3%
3 mL I, BREEE, 76 256 nm IR Ak 23 5100 < W' 13
FEPFARGT B SR m R TR, Bi2.2.27 300 g
VRSB B, 7F 256 nm KA 43 BN e OB, 35
T R A A T T G A B W R . 5 2R, X
ST UE M IE L 5, VDI BH [BISCR > 97 % , B X 4 Fh
MV R VDS B R I B <29 , 13680 0.45 pmK
F BN G0 B AT W T
25 LZMXRER

H2.2.17 3506 BRI #8803 o, 2 40y, 435I AR
RV (pH 3.0) SRR ER 22 Wil (pH 4.5) B R AL 22 vpil
(pH 6.8) F/K % 25 F 100 mL 5, il 545 1 mL 24
Fr AP 80 pg MR, K B I AR 1.5.2.2.5,
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3.3.5.4.5 mL, 433 & T 10 mL A, I FAHR A G ff
BB 20 5840, A | mL P2y S b HA 12,16,
20.24.28.36 ug A , 75 256 nm A0 I WO R
PGV A R B (o, ng/mL) AR AR G ()
DAL BRI T T, A R SR L 2.

®2 EAARELMTEE

Tab 2 Regression equations and linear ranges

AR EEgE: r SR, pg/mL
R (pH 3.0) y=0.023 1x+0.012 8 09998
ARG (pH 4.5) y=0.024 5x+0.0122 09997
12.11~35.96
TERREZINE (pH 6.8) y=0.028 6x—0.0029 09999
k =026 5x—0.0099 09998

2.6 HBEEIXRK

H2.2.173UF 4 Ffowt BRI IRA 8 i, 7E 256 nm i
KA E WO ERE , EAME 6 U, 2550, VDAL
£ RSD 4351 45 0.69% .0.52% .0.06% .0.07% (n=6) , 3
W ARG 55 R R AT
2.7 REMILE

H“2.2.27 W1 45 min B EOURE IS 4 R A6 b v i (At
50 161123) &l i, 0l TR M iE 0.2.4.8.24.28
h B 7E 256 nm P AN B . 255, S Vb St
JF () RSD 43514 4.87% .3.82% .0.41% .0.49% (n=6) ,
FEIH 4P A T A PO A S VA TR T TR IR 28 h
PR e R A
2.8 EEMHRE

H2.2.27 5 45 min AFTORE 94 BIVHL I A 1 Tk (e
5 :161123) %% @6 , ¥0.256 nim i KA I E WG L 4
WS W S B %) RSD 43 31k 0.46% . 0.39%
0.63%.0.28% (n=06) , KRR EELER L
2.9 ERERLE

FE 5% FRIBCRE i JsURH2 80,100,120 mg, 45 3403, WA
AE N 8 e b T LA i TR 5 4Rl 43 31 & F 50 mL
SR, B C2.2.27 0 R AR, T 45 min BB UL
P £ A S VA T, B #7256 nm I8 AR5 0
JEFFTHR ISR S5 R LR 3,
2.10 A EEAERE

FDA %5 Hi B B0 1 ] 2 1A 2 S V0 AR R (03 it
B B BRURE IS IR] 4 10,20 .30 .45 min.  FH T4V HH
T PERRMEA B s th AR R %: , TOAS 004 BBURE ) [ 428 K
£ 60 min, PEFEE T BURERT A28 10,20 .30 .45 .60 min,
2.11 BFHEERNS I RBLEEN

BUAHERE L AS 12 F, #642.2.27 0T Jr kil A ksl i
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#3 HEWERKLER(n=9)
Tab 3 Results of recovery tests(n=9)

R MAR,mg WM  ECE % PRI, %  RSD.%
IRV (pH 3.0) 1.920 1.926 10031 99.88 077
1917 1910 99.63
1.936 1910 98.66
2414 239 99.05
2371 2301 100.84
2390 2371 9921
2867 2858 99.69
2830 2849 10067
2848 2.866 100.63
WM (pH 45) 1.909 1.899 99.50 99.70 049
1.909 1.888 9891
1902 1.899 99.83
2387 2376 99.54
2377 2391 100.59
2378 2371 99.71
2864 2858 99.80
2,884 2862 99.25
2855 2860 100.17
FRIAELE IR (pH 6.8) 1915 1910 99.75 99.61 085
1875 1.880 10026
1.938 1918 99,01
238 2371 99.54
2399 2359 98.33
2388 2371 99.29
2858 2849 99166
7876 2,856 99,30
2823 2862 10139
S 1912 1912 10000 10002 055
1920 1917 99.83
1902 1.909 10034
2409 2402 99.71
2411 2398 99.46
2354 2385 10132
2867 2862 99.83
2854 2857 100.08
2887 2877 99,64

TR, 7E 256 nm AN e WO RE T 1554 f ] 1 SR AR
TS el ik AR LI 1,

K FH FDA HE A0 R £ 125 Fe e 0 ) 25 5 D 0 24 4
wmn Vst IR AR ARUE T AR e 3 1 AR ] S T R0
HE R e 5 LS S ), Xof 38 1 AR [ A
2R 5 5 S R R LE 15 min (R Y5 85 =
85% I}, PTIA AT Hh T ZARL ; 75 000 , 5 e B 3~ 4 HUks:
R HH R =85 % I ] s R 1) TR, 2 4250
B, ATk AR L, iR A T
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A hydrochloric acid solution (pH 3.0) ; B.phosphate buffer (pH 4.5) ; C.
phosphate buffer (pH 6.8) ; D.water
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Fig 1 Dissolution curves of generic and original prep-
aration of Losartan potassium tablets in 4 disso-
lution media
F4 AMBHNEPH L

Tab 4 £ factors in 4 dissolution media

Fhin S
R 161123 161206 161209
HIRAR(pH 3.0) 70,67 70.34 77.86
PIRAZT(pH 45) 8005 83.89 79.16
PG (pH 68) 930 83.95 86.43
i 76.05 80.75 90.57
3 e

A0 () S 3 50 RN 70 r/min™, ARG 1
XF LGP IHB AR PR S A5 T i i e,
TE 75 t/min Z50F N AR SL T H A5 T 50 v/min (H oy TH
T2 5 AN AN 7 TR 22 51, ¥ By 1
AR . AR IR R 4% 140H 50 r/min.

AR IS AEAN ) pH ¥ A0 B 2504 T X8 3 4tk £ i 254
i 5 R RIF AR S A T R, 2l h 2. 5K

I, WA R AR 4 RS H A B b I H il £ X3k 70 LA
L BB A B TP R 5 AR R A A g i 2
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