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Fig 1
1 . Paracetamol ( tg =3.2 min) ; 2. Acetyl paracetamol
(tr=4.3 min) ; 3. Aspirin ( tg =4.9 min) ; 4. Salicylic
acid (tg=7.3 min) ; 5. Benorilate ( fg =9.3 min) ; 6.
Salophen ( tg =19.7 min) .

Chromatogram of benorilate and its impurities .
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100 mg, ( -
4:1) 50 mL, 15 min R
5 mL, 50 mL ,
2.2.2
100 mg,
10, , ,
( 100 mg) ,
> 50 mL, 15
min , s s 5 mL,
50 mL ,
( 100 mg) ,
2.3
2.3.1 )
6 300 .
4.1 14.3,
2.3.2
10 uL, 0,2,4,6,8h ,
3.640 x 107 3.444 x
10° ,RSD 0.8% 0.6%; 0,2,4,6
d 10 pL, s
3.642 %
10°  3.465x10° ,RSD 1.2% 0.4%.
2.3.3 (0.3 mgemL™")
2,4,6,8,10 pL , ,
(4) (X ,
A=1.297%x10>+1.789x10° X Y=1.0000
0.6~3.0 pg R
2.34 60 ,80 ,
100,120 mg, 50 mL ,
10 uL
99.8 % ,RSD 0.6 %(n=12).
100.1 % ,RSD 0.8 %( n
=12).
2.3.5

10 L ,

99.8 % ,RSD 0.4 %( n =4) ;
103.5%, RSD 0.6 %( n =3) ;
100.8 % ,RSD 0.6 %( n=3) .
3
3.1 2
3.2
3.4,
1.9,

7.3, 4.1,

14.3, 6

0.4,0.4,1.4,1.4
10: 1 , 1.3,
1.4,4.8,4.8

1.2 ng.
3.8 ng.

0.0l mgemL™ "',
1,2.5,5,7.5,10 uL , ,
(A) (X) ,
: 0.01 ~0.1 pg, A=
1.357x10% +1.740 x10° x ,¥ =0.9996 ;

0.01 ~0.1 pg, A=2.497x10° +1.777 x10% x,¥
=0.9996 ; 0.0 ~0.1 pg, A= - 4.421 x
10+ 5.387 x 10° x,¥ =0.9996 ; 0.01 ~0.1
pg, A=2.583x10° +1.082x10° x,y =0.9998;

0.01 ~0.1 pg, A=4.568 x 10° +1.946 x
10%x,v=0.9993 .

f=CA m) /(A mg)

Ai m s

A, g
1.07,1.08,0.33,
0.66 1.17. >
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3.3
(1995 )

0.2%, 0.5%,



* 784 - Acta Pharmaceutica Sinica 1999 ,34(10): 782 ~ 785

0.1 % . >
3.3.1 s .3 .
-1
0.002 mg*mL" ", s .
0.005 mg*mL™ ", ,
0.001 mg*mL™'. 1. 2.
3.3.2
50 50 Tab1 Relative contents ( %) of benorilate (Bnl)
mg’ s
. and its impurities in samples
mL, 10 min . P op
( Sample Bnl Par AP Asp SA Sal  Others
Benorilate 98001 99.6 0.00 0.00 - 0.00 0.03 0.37
50 mg) , , 50 mL, :
Benorilate 98002 99.6 0.00 0.00 - 0.02 0.05 0.33
10 min, , . Benorilate 98003 99.7 0.0 0.00 - 0.01 0.04 0.24
, , Benorilate 98004 99.7 0.01 - - 0.05 0.06 0.28
Tablet 98101 99.7 0.0 0.0 - 0.04 0.09 0.15
( 50 mg) ,
Tablet 98102 99.4 0.02 0.0 - 0.07 0.27 0.23
. Tablet 98103 99.4 0.02 0.00 - 0.05 0.33 0.20
, Suspension 98101  99.5 0.05 0.01 - 0.02 0.09 0.33
10 uL Suspension 98102 99.6 0.03 0.0l - 0.03 0.08 0.25
H ’ ’ Suspension 98103 99.5 0.05 0.01 - 0.03 0.09 0.32
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Fig 2 Chromatograms of benorilate and its preparations. A. Benorilate ; B. Benorilate tablet ;
C. Benorilate suspension. 1 . Paracetamol ( tg =3.2 min) ; 2. Acetyl paracetamol ( tr =4.3
min) ; 3. Benoic acid ( tg =6.7 min) ; 5. Benorilate ( tg =9.3 min) ; 6. Salophen ( tg=19.7
min) . u; . Unknown impurity ( fg =11.1 min) ; u, . Unknown impurity ( g =12.4 min) ; us .
Unknown impurity ( tg =20.9 min) .

. , 40C 75°C
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3.0,3.5,4.0 s , (Sifram Group)
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DETERMINATION OF BENORILATE AND I'TS IMPURITIES BY RP HPLC

Chao Ruobing ( Chao RB) , Chen Tao ( Chen T) and Ding Shizhi ( Ding S7)'

( School of PharmaCy, West China University of Medical Sciences , Chengdu 610041 ;
IChengdu Pharmaceutical Inc, Chengdu 610021)

ABSTRACT AIM: To investigate the related substances and determine the contents of benorilate with a
new RP-HPLC method. METHODG: An ODS column was used. The mobile phase consists of methanol and
water (56: 44, pH adjusted to 3.5 with phosphoric acid) . The UV detector was set at 240 nm. RESULITS:
Benorilate and its related substances paracetamol , acetyl paracetamol , aspirin, salicylic acid and salophen can be
separated. The impurities from benorilate products and its preparations were tested and the contents of benorilate
were determined. CONCLUSION: The new method can be used to detect the related substances and determine
the contents of benorilate .

KEY WORDS benorilate ; HPLC





