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Determination of Related Substances in Licofelone Tablets by RP-HPLC

WANG Hai-ling', GAO Hai-ying', DING Yang’ (1.Jilin Provincial Institute of Pharmaceutical Research, Chang-
chun 130060, China;2.School of Clinical Medicine, Norman Bethune Health Science Center of Jilin University,
Changchun 130021, China)

ABSTRACT OBIJECTIVE: To establish the method for the determination of the related substances in Licofelone tablets. METH-
ODS: RP-HPLC method was adopted. The determination was performed on Kromasil C;s column with mobile phase consisted of
acetonitrile-0.05% phosphate solution (60:40, V/V) at the flow rate of 1.0 ml /min; the detection wavelength was set at 222 nm
and column temperature was 25 “C. The injection volume was 10 pl. The total impurities was calculated by main component self
contrast method. RESULTS: The main peak was well-separated from the adjacent peak. The linear range of licofelone were 8.1-162
pg/ml (=0.999 9). The detection limit and quantitation limit were 0.25 ng and 0.89 ng, respectively. Total contents of impurities
were lower than 0.31% in 3 batches of samples. CONCLUSIONS: The method is sensitive, precise and specific, and can be used
to determine the related substances in Licofelone tablets.
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LC-20A HPLC ¥, G4 VU TTAH B AT B A4S MR 4 46 T 25
UV-2450PC 403 e e BT (H AR S A ] ) s KQ-50E R HE 5
PP (LT (34 PR F] ) 5 New Classic MS105DU
T4 [ B i TR (B AR TR 287D o
1.2 HRE5IEH

FI 5T K Ip XS R (g TRC A 8], #15 : 7-mak-90-1, 4fi
JE: 9850 % ) ; Al v Koe i (MR 2 0F 5B it
20120501,20120502 20120503, ¥k : ¥4k A 250 mg) ; ZHE
Ry il s FA R 3 R A bl s K R Atk
2 AES5ER
2.1 @&t

{8384 - Kromasil Cis(250 mmx4.6 mm,5 pm) ; W ZhAH: &

#-0.05 % B IR /K VW (60 : 40, V7V7) , Y + 1.0 ml/min; K6 00 35
1+ :222 nm; AR 25 °C5PFRRRE 10 pl,
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2.2.1 HEI R < lECARAE R RPRIBORE S 0 B 3 e (Y
TR 5 I B2 20 mg) , ¥ F 25 ml i, 2 ml 4R &
TiR#R 75 (50 W, 40 kHz) 4038 5 min, BUH B, Ik h i B &
ZI FAY 18, RS

2.2.2 [ BN IRV AR R R AV L ml,
F 100 ml s, g AR R 205 #5010k, RIF5
2.2.3 A5 PUHPRHA T : 02 114k 80 me, B F 25 ml i,
12 ml 2.8 2. R #E 75 Ab 31 5 min, BUE B, IR SRR B 2
2R F5T, 18, RS

2.3 REERAMRE

PIA SR EAER R , DR G e B 6 R A W 1A T R 38
PRI . RS B ARIBCRE S 4R (L5 : 20120501, 4124 FF 52 &
T JFURHZ) 20 mg) Je s A ARHE &, 200 BT 25 mla i,
2 ml 2R 2L TG b B0 5 min, BUL A, I shH# B 2= %1
BE L, HR4A), [ B Fom T 4 500 Ix YR HEAR N ST 0.5 hE , #8405
U R0 pl, T AR T, 25 5 R, i AR
HRIFVESY B RE4r R 3.6 5.7, 40 B B KL, BRI AR AR LA 7 &
JelEi R 6 000, 25 FUADRER L4, i R ILIE 1(ALG) .
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Fig1 HPLC chromatograms
A. blank excipients; B. solution not destroyed sample; C. solution de-
stroyed by high temperature; D. solution destroyed by oxidation; E. solu-
tion destroyed by acid; F. solution destroyed by base; G. solution de-
stroyed by high light; a. ethyl acetate (solvent) ; b. licofelone; the chro-
matographic peaks of other were degradation products

241 ARMWEIR PO L0y NG shA B 2R B850, 3008, &
2.4.2  JEHAMEIR  BUAW L0y, R S AH 2 20 , 8 58 % 4 500
Ix SRR P REST 0.5 h, 3257, 1108, % F

2.4.3 R . BORWE L4y, I SIAE 156 ml, B T 90 CoKi
JNE 70 min, BB B4 NG SR E 208 #8250 1008, & H .
2.4.4  FEBEIR UM LY, 0 T mol/L &AL EN 2 ml, PN
BAH 2 ml, H RS 3 d, T 1 mol/L 51294 pH y 7.0, R sh A
B0 RS, 1 E A& Cl PO R 8 h 5 BeA i3 i
RS o, T AR IR 3 d) o

2.4.5  FAALEEIR  BOA W 103, 0 30 % 1 AL & 1 ml, PRI s
2 ml, BT 70 CRE A 12 min, BB A, Ik shAH = %1
B RRAT k&

2.4.6  FRWGIR BOAW 16y, 0.1 mol/L 5% 1 ml, FEHNHE shAH
2 ml, BT 70 CAE M 15 min, B 54, 0.1 mol/L &4
ALHE pH 7 7.0, N SHAR B Z0RE #2457, 3L g, &5 .
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BE“2.17 0 s 2 F R A BV 43 SRR 10 pl.
SEINIR AL R D IR R BT LU Y IR A A
B A DU L B8 it 7, ELRSE M 7 ) 5 2 03k BIAR A 19 4
B RS W ARSI 25 XoF 451 e A T 3 ) = 0 A I i
I3 M, FLE Al YT 0.999 , 34 Sk BA—ali (0 ik 0 | R BHIHROA
Sl TR AR A S i, (i R LR 1
25 LKMXRERE

SRR ORI 5 e X HE S 36 T R B T A R
HEMRE.8.1.16.2.40.5.81.162 pg/ml, /3 HKE B B 10 pl, B8
IR, AR, DU RIFR (p) W YAAL bR | T
WeRE (x) A Ar ks, EAT LR 1T, [ 5 R p=9 456x —
3 758(r=0.999 9) , 3= B FI) 5 W fps 4G I 5 ot Ik S8 R R T I
8.1~162 pg/ml.,
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KSR 2,57 0 F (81 pg/ml) 10 plESEHEFE 6 UK, 4%
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PR IBUR 5O X S V5 V328 S R S 1A, 224 i I
Fo SR 3 TIRE, A G B A 0.25 ng; {5 ME o 10 1B, P45
FE TR 0.89 ng.
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Tab 1 Results of related substances in 3 batches of samples

E118%2 R, % BRI, %
20120501 0.06 0.20
20120502 0.09 0.31
20120503 0.07 0.21
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T Hh 3 AN TR) IE EL A 2 K R it sh A L & B 32
VT AT o BRIZ A G0 T & PR IR, 0 S 8 8% 3t sl A ol O
TERRYE S5, RERG IR & I 7E AR B 1 AR B, HLIE IR 44
U, BT AR I ABEIR . SR 26 5 0.05% B B2 7K 75 (50 -
50.60:40.,70:30, V/V)EC LR hAH , iy 1.0 m/min i 3]
AHTC L4 50 : 50 I, FE 04 OR BA I E] 249 29 20 min, A Sz A 7 1)
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T5 260 min, R 3d 4 5 FRANAHEC EL R 702 30 i, 32 04 £ A st i)
244 6 min, 5 A A8 (14 2% 0TV 4 B8 NG5 TR BE R 2 -
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i, 25 L R (O T AR S s S5 SR C W R 25 S BE AR A4 S
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FE 43900 3.9 3.7 LA K 6.8.5.9, F2 HAAR J5 i X (i Ak JOAF K 2
SR, — B Cos S CLTE A 1T M08 2 0 T
3.3 HRREN

FETRXHZRR S O IS, AR AR IR T 30 °C 1% i
VA TR A PRI )23 40 80 0.5 h, A 2 B AT i v A e
R Aot T 85, S e 2R 96 25 °Co
34 EKHHE

TRUFI) 5 e X B A A R ) A, BRZE A -w] LA
JEBE 1 7E 200~400 nm AT, 25 A 248 nm KA
IR TEMEIR PRI | K2 B = P 7 222 nm i K
Ab A AR B, FEWEAE 222 nm I Kbt A MR, Sy B 4T b
For A A S A S BT, ORI 4 O 222 nm.
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