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2 9 2 dF= LLE(liquid-liquid extraction) A*2] B3} HPLC/UVE o]&35le] ol|lA o|ETt=E
UES AT 24ske S Asiin olERlEUE R aE=d@Egd)s yelddEas &
Z3H3L C18 AHS ol8ste] #e|d ¥ UV HE7]1E F3te] 254 nmellA] &3 015**9— 10 mM
O ELL St E A5 (pH 7) : P EYO| EE(35:65, viv) S3-8-AS AMEs o, §-4-2 0.2 mL/min.
S 2 3Rtk HHEHL= 2~1,000 ng/mL ©]H, FAIAA(RY)E 09912 £ 4’3"3—% STt A s
£ 2 ngmL, Hﬁ*é% WHEA 7 10.8 ©)8}, A== 972~1082% AT o] HAHMI S &3 o] oF
£ 4% 2 oREe) S5l 4838 RAIFAL.
Abstract : This method is used for the determination of itraconazole in human plasma by liquid-liquid extraction
and high performance liquid chromatography. Felodipine was used as an internal standard. After extraction of
the plasma with diethyl ether, the centrifuged upper layer was then transferred. The supernantant was evaporated
and then reconsituted with mobile phase. The mobile phase was composed of 10 mM ammonium acetate adjusted
to pH 7 by phosphoric acid with a flow rate of 0.2 mL/min. A C18 reversed-phase column with a pre-column
was used as the analytial column. Linear detection responses were obtained for itraconzole concentration range
for 2~1,000 ng/mL. The correlation coefficient of linear regression(R?) was 0.9991, limit of quantification (LOQ)
was 2 ng/mL, reproducibility was less than 10.8 %, and accuracy was 97.2~108.2%. This method has been

successfully applied to the pharmacokinetic study of itraconazole in human plasma.
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Fig. 1. Chemical structures of (A) itraconazole, (B) felodipine.
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HPLC = watersAFe] HPLC A]2=H-S AM8-3}S1
3, Z+7+e] P YL inline degasser AF, waters
717plus auto sampler, HPLC® waters 1525u B3,
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AZE71Z ol FojRith. HolH M FAZE watersAt
9] Breeze® AME-3A T 71EF AR AR
(MF 300, g3}, gh=), B8 E97](Maxi Mix
II, Thermolyne, lowa, 7]=1), $E-X87](J-SGM, AL
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HPLC/UVE o] &3 9%
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Fig. 2& HPLCE °|&3t @A EE BA 8IS
) A& F2nEIR O TN Fig 2(A)E blank EF
A&, Fig 2(B)= 22 Yo YWREZFET o]Eg

=}

IFUES 747t 50 pg/mL, 200 ng/mLE spike 3 E
A &, Fig 2(0)= olE&E U2 200 mgs 475
sk 2 A7 FHoll AFH 3 SN EFS 2 s
AAAAE 2 FE2HE o83t FAS ¥ HPLCE
olg3le] A& AZwEY |t} Fig 2(B)2] WFxE
FEZH 2209 39 HqiEE A7 10.8E, ©f
EgFUE 39 MEE A7 182180, 77t
o] EEFHAE 6.1%, 3.4%=2 VeI tH(Fig 2).

7t7) O 4714 F= (2, 20, 200 2 1,000 ng/mL)
o] olEtAUE] RFTFAE BASINS o B &
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2] 3]92]8 FEH](y)=0.00931X 3] = A H] (x)-0.00566
o] 3, AFAAF(R?)E 09991 Z, 2~1,000 ng/mL 2
oA &gt XS JEMI A tH(Fig. 3).
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Fig. 2. Chromatograms of (A) blank human plasma, (B) blank human plasma siked with itraconazole (200 ng/ml.) and internal
standard (IS, felodipine 50 pg/mL) and (C) plasma sample at 2 hr after oral administration of 200 mg itraconazole tablets.

Table 1. Precisions, accuracies of itraconazole of various
concentrations in human plasma

Precision (%) Accuracy
Conc. M
(ng/mL) Interday Intraday Conc. +easured Relative
cv. cvy  (meanES.D)poo 0
ng/mL
2 10.86 9.67 1.95+0.23 2.8
20 7.11 2.39 20.38+0.47 1.9
200 6.30 2.17 216.41+4.69 8.2
1,000 5.52 2.03 999.27+20.30 -0.1
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Fig. 3. Calibration curve of itraconazole peak ration.
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Fig. 4. Mean plasma concentration-time profile of itraconazole

after oral administration of itraconazole (200 mg).
Bars represent standard deviation of the mean (n=12).
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