HTEES 2019 458 41 B5 1 8

HPLC-DAD il & M ¥ %/ = =
ﬂ%\x%ﬁ"&m HELDH
SR FE S SRR 52

T M N EA TR EHF kR S

[HE] B WRXATREEINRNENSZEEEEEA(HPLC-DAD UE A ME PR E=E(LTG ). BFFF(OXC)
FOEHREY 10- BERDEF(MHD )RENS R, Ak MUEMDRANIR, FEAZEANIER, Agilent Zorbax Eclipse Plus
C18(4.6 x 100mm, 3.6pm ) A5 74E SR =8 8 2 BE —10 mmol/L KHPO, 5B &(V/V,24:76,pH 5.5), 3iE A 0.8mI/min, & 4 10ul,
S 220nm, ZEEiEHK 360 nm, &R LTG.OXC #1 MHD 7 1.0~40.0 u g/ml R M X R B, LTG &M 77724 y=0.171x+0.036
(r=0.99974),MHD B % M 7772 4 y=0.091x+0.018(r=0.99969 ), OXC %t 77 12 4 y=0.130x+0.036(r=0.99969), LTG.OXC #
MHD ZE{ . h F1E R E B2 (2.0.10.0 1 30.0png/ml ) 8977 55 B UK R 7 93.4%~100.95%, HRM B a B ZE <6%, %Hit XA
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Simultaneous quantitative determination of lamotrigine, oxcarbazepine and 10-monohydroxycarbazepine in human plasma by
HPLC-DAD LOU Jiang, LIN Nengming, LIU Zhanli, et al. Department of Pharmacy, Hangzhou First People’s Hospital, Hangzhou
310006, China

[ Abstract ] Objective To develop a new HPLG—based method for the simultaneous determination of lamotrigine (LTG),
Oxcarbazepine (OXC) and 10-monohydroxycarbazepine (MHD) in human plasma. Methods LTG, MHD and OXC were
extracted from human plasma samples by methanol."The.analytes were separated on the Agilent Zorbax Eclipse Plus C18
column(4.6 x 100mm 3.6um) with a mobile phase consisting of acetonitrile—10mM KH,PO,(24:76V/V pH 5.5) and the flow rate
of 0.8 ml/min. The injection volume was 10_pl and, detective wavelength was set 220 nm. The chlorzoxazone was used as the
internal standard (IS). Results The‘method was validated over the concentration range of 1.0-40.0 wg/ml for LTG, MHD and
OXC, the regression equation was_  (y=0.171x+0.036, r=0.99974) for LTG, (y=0.091x+0.018, r=0.99969) for MHD and
(y=0.130x+0.036, r=0.99969) for OXC. The extraction recoveries with low, medium and high quality controls (2.0,10.0 and
30.0pg/ml) ranged from 93.4% t0100.95% . The Inter—and intra—day precisions were <6%. Conclusion The specificity and
accuracy HPLC-DAD method, have been validated for detection of LTG, MHD and OXC in human plasma, indicating that the
method can be applied for monitoring of LTG, MHD and OXC clinically.
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1.1 %8S Agilent1260 =20 AH (OIS . ALHGPUICIR
(#45:G1311B) | A s FEds (A45:G1329B) A i A4H (A
*5:G1316A) Fl DAD A&l 45 (#145-:G1315D) i [ 3£ [
Agilent 23 ] IR # B.OAL(DMO0412S) IR HEIR S 5 (MX-
S 5 EFEIEHE vE 28wl 5 IR = O AL (5418R )
A ESEAER A A BaiK KRG (Thermo. fisher
LabTower ED 1) H 3¢ EFE B K /REHE A Fls

12 2550 LTG(3EHE Sigma A # , 21)%=98%:
10mg ) ; OXC (FP A T , 415 : 99.8% , 100mg) ; MAD (74 52
B BRA B, 41 :97%,250mg) , S0 b2 (R G
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1.3 Fik

13.1 g @34t Agilent Zorbax Eclipse Plus
C18(4.6x100mm,3.6pm) ; FE 7k : 35°C; JiL sl : Z M5 -10
mmol/L. KH,PO,(V/V,24:76,pH5.5) ; i % : 0.8ml/min ; 37
FEARAR : 10l A3 £ 220nm, 2 LK 360nm .,
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G LTG 4.17ml ,OXC 3.64ml Fl MHD 2.11ml & T2
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MHD VR4, 3 Fi) BTk B2 340 400.0pg/ml . FMETD o
VS TR E A R PRI VD 5% 10.0mg, FH HY B35 i O
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40.0wg/ml. % “1.3.37 Wi Jy ik Ab B 5 R4 45 LTG .
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(internal standard,IS) B91% 84 18] 43518 4.3.5.2.9.8 il
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1 SRR IS (a: 28 UMK b : LTG+MHD+OXCHIS o« SEE IR FAFIEE =0 12h J5 A IMEAE T +1S;d - FBE IR ARV 12h )5
B LA AE 5 +1S; e MRS5S =0 + R TP 12h J5 B I SRE R +1S)

22 ArdfEMIZ LTG ML MERIFSFE N y=0.171x+  40.0png/ml JEEINLME LR B AT,

0.036 (r=0.99974),MHD By PRI T8 y=0.091x+ 23 FEHBEMEILE  LTG.0XC F1 MHD 877 IR
0.018 (r=0.99969),0XC AL PENE 5% K y=0.130x+  7E 934%~10095%, H PNFI H (G453 B < 6% , 45 B2 H1%
0.036(r=0.99969 ), 45 F.F W] LTG . MHD Fl OXC 7E 1.0~ ¥ T LTG,0XC Al MHD 4RI FDRE 2 BER i, ULk 1.

Fz 1 LTG.OXC Hl MHD () H P | H 80K % 5 Al fie

Y TE gl _ H P (n=5) _ H DR % B (n=15)
YA + bR (pg/ml) RSD(%) [BIH (% ) A + brifE2 (pg/ml) RSD(%) IR (% )
LTG
2.0 1.91 £ 0.04 1.94 95.30 1.87 £ 0.08 4.34 93.40
10.0 9.80 +0.18 1.87 98.04 9.81 £0.25 2.54 98.13
30.0 29.91 £ 0.54 1.80 99.70 29.5 +0.66 2.24 98.33
MHD
2.0 2.02 +0.04 1.73 100.95 1.95 £ 0.05 5.28 97.55
10.0 9.82+0.17 1.71 98.19 9.85+0.21 2.15 98.54
30.0 29.91 £ 0.50 1.66 99.70 29.64 + 0.60 2.04 98.80
0XC
2.0 1.97 +0.06 2.95 98.35 1.98 +0.04 4.15 98.85
10.0 9.78 +0.14 1.43 97.79 9.79 +0.19 1.95 97.91
30.0 29.86 + 0.64 2.14 99.53 29.69 + 0.65 2.19 98.97
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24 FaEMEILE LTG . MHD A1 OXC fEE R ERE  RSD ¥ <8%, 45 REMiZ 75T LTG . MHD Fi1 OXC
P AR B R E AR AR E TE A TR R R, WER 2,

£z 2 LTG.0XC 1 MHD TEA R T MR e Pt

L5 gl § iiﬁﬁﬁcﬁ%ﬁﬁ H?@ﬁ%&ﬁﬁcﬁ%iﬁ B VRl
YA = bR (pg/ml) RSD(%) IE + b2 (pg/ml) RSD(%) BIE + brfE2E (pg/ml) RSD(%)
LTG
2.0 1.95+0.06 2.82 1.99+0.10 5.13 1.82+0.04 2.47
10.0 10.02 £0.22 2.16 1051 +0.39 3.66 9.66 +0.32 3.33
30.0 29.87 +0.52 1.73 30.72+ 1.10 3.56 29.00 +0.52 1.78
MHD
2.0 1.96 +0.08 3.93 2.09 +0.06 3.02 1.84 +0.04 2.28
10.0 10.04 +0.22 2.22 10.55 +0.35 3.27 9.89 + 027 2.68
30.0 29.9 +0.59 1.97 30.84 £1.17 3.81 2938 £0.54 1.83
0XC
2.0 1.92£0.07 3.38 2.10£0.15 7.01 2.11+0.07 3.51
10.0 9.95+0.25 2.53 10.41 +0.29 2.77 9.88+0.23 2.36
30.0 29.80 +0.59 1.99 30.78 £ 1.16 3477 29.48 +0.61 2.08
3 Wi B H 2 FH B SR DR AR 5 B 23U HY B L 2

3.1 R AR AR DAD Xk I 4 T
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WP, 28I SR F g, B 220nm A A] HERRE
FUM M-I, 38 7] 3R A5 Foe A R A, B3k 220nm A4S HiF
FERIR I K o 6 & B 360nm K AMREGEIR A W,
H AR R MBS, I bR FE 2 e 2 T4, 3£ 45.360nm
YERARFR S K
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55 C18 (A N R S IN S S I A B A A E L 67 HA £
W R, 5 1R o 25 L) 10mmol/L 1 50mmol/L KH,PO,
VEIKAH , %2 IR IR VA mT .3 52 T e I 40 o ) € 3 A 7
Sk (A8 gl LR B ST ] ), PRI gl o B o 3, %o it
FERE AT RBEOR, AN e fr (R 5% e 3% 4% 10 mmol/L
KH,PO, 2% A A5 /KA

33 NiniiEsE A MRIE LTG 5 OXC By,
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