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Tab2 Method recovery ( n=>5)
D
Concentration (pg* ml™ ") Recovery s ( %)  RSD ( %)

0.5 93 39 +5 .64 6.04

10 100 .60 £2 .50 2.49

100 97.77 £2 91 2.98
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Fig 1 HPLC chromatogram of blank plasma Tab3 Precision of the method (#=6)

(a) , blank plasma with internal standard (b) ,
and plasma of diflunisal 1h after a single oral
dosage of 300 mg with internal standard (¢) . D:
diflunisal ( g =7.90 min) ; P: p phenyphenol
(tgr=5.28 min) .
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91.65%,RSD  6.88 %.
Tab 1 Extraction recovery (n=5)
Concentration (pg* ml™')  Recovery £s (%) RSD( %)
0.5 90 .11 £8 .65 9.60
10 94.23 +5.29 5.61

100 90 .61 £4 .93 5 .44

Cadded Withirr day Between day

(ugeml™") xFs (pgeml™ ") RSD( %) x s (pg* ml™ ") RS %)

0.5 0.45%0.03 6.67 0.47%0.03 6.38

10 10.13 £0.32 3.13 9.96 0 .54 5.42
100 97.79 £1 .21 1.24 95 .12 4 .45 4 .68
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Fig 2 Concentration —time curve of diflunisal
after a single oral dosage of 300 mg in three
human volunteers .
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Tab 4 Pharmacokinetic parameters of 7’
diflunisal in human volunteers after a h, 71,

single oral dosage of 300 mg (PKBP N1 :
two compartment method)

Parameter Datum .
A(pgeml ') 397.23
a(h™ " 0.50
B (pgeml") 22.05
B (h” 1_)1 0.04 1 Toannon PC, Lianidon ES, Konstantianos DG, et al.
221(2_ 1) 2122 Simple, rapid and sensitive spectrofluori metric
klzz b 1; 0 '1 4 determination of diflunisal in serum and urine based on
Tllﬂ/za (h) . :40 its ternary complex with terbium and EDTA. Anal
T, (h) 17 85 Chim Acta, 1995 ,300: 237
Ve (Lokg ) 3227 76 2  Kincaid RL, McMullin MM, Sanders D, et al.
AUC (ugehe ml- ) 519 89 Sensitive, selective detection and differentiation of
salicylates and metabolites in urine by a simple
HPTLC. | Anal Toxicol, 1991 ,15: 270
3 Kim KR, Shim WH, Shin YJ, et al. Capillary gas
chromatography of acidic nomrsteroidal antiinfla m ma-
tory drugs as tert-butyldimethylsilyl derivatives. |
Chromatogr, 1993 ,641: 319
s — 4 Drummer OH, Kotsos A, Mclntyre IM. A class
[2~4] independent drug screen in forensic toxicology using a
? ’ ? photodiode array detector. J Anal Toxicol , 1993 ,17:
. 225
TH * EDTA , 5 USP 23 . Rockville: The United States Pharmacopeial
(1] Convention, Inc., 1994: 509
P 6 Nuernberg B, PerisAntoli B, Brune K, et al .
. Biopharmaceutics of diflunisal : variability in oral
’ absorption. Acta Pharm Technol, 1990 ,36:166
4 7 Dresse A, Delapierre D, Baudinet G, et al.
HPLC s ) s Pharmacokinetics of diflunisal administered orally at a
dosage of 500 mg twice a day for ten days . Int Congr
‘ Symp Ser-R Soc Med ( Diflunisal : New Perspect
Clg N Analg) . 1979: 21
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DETERMINATION OF DIFLUNISAL IN PLASMA
BY RP HPLC AFTER SOLID LIQUID EXTRACTION

Gao Ligin( Gao LQ) , Xing Jiudong( Xing JD) and Liu Wenying( Liu WY)
( China Pharmaceutical University, Nanjing 210009)

ABSTRACT A RP-HPLC method was developed with solid-liquid extraction technique . Plas ma
sample was extracted on a macroreticular resin cartridge with methanol —glacial acetic acid (99: 1) as
elution solvent. After extraction, the assay was carried out on a Spherisorb Gg column with
p phenylphenol as internal standard. The mobile phase is a mixture of methanol —water —glacial
acetic acid (66: 30: 4) . UV detection was performed at 250 nm. The flow rate was 1.0 ml* min !

A good linearity was found at the concentration range from 0.5 to100 pg® ml” ' with the lowest
detection limit 0. 02 pg* ml” '(S/N=2). The extraction and method recoveries were 91.65 % and
97.25 % respectively ,while the RSD for the withir day and betweerr day precision were all less than
10 %.

The above method was applied to determine the plas ma concentration of difunisal in three human
volunteers after a single oral dosage of 300 mg. Two hours after administration, the plasma
concentration of diflunisal reached maximum level . A two compart ment method was used to study the
pharmacokinetic parameters. The Tj,,a and T,,8 were 1.40 h and 17.85 h, respectively .

KEY WORDS  Solidliquid extraction ; RP- HPLC; Diflunisal





