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WE. B A bk bn BB & f ik P if i Bk e 250K 69 & 80k AE &3 B B (HPLC - MS/MS) k. /7% RA&Z 8 R
TR AL B o AR VAW R — d, A W AR, &6 AR A Agilent Eclipse Plus C g £ (150 mm X 4.6 mm, 3.5 wm) , A F A8 4 LA -
10 mmol / L Z824%(85:15,V/V),#i& A 0. 5mL/ min, 23 A 40 C; R A ESF i 5w HR . % A Bn (MRM) X #H/TE T84
B, R FOMETF AR (m /)0 A H T01.5 — 683. 6(38 2 Bk ) F= 705. 5 — 687. 6( AAR) LER 47 ek e s 25 KA 0.05~
10. 00 pg / mL FE B A 5 547y Fo W AR @ ARG LA X R R 3T (R =0.990 2,n = 8) ;- F ¥R R b 82. 75% ~ 87. 47% , RSD
A 1.99% ~3.09%(n=6); A4 RSD <7.8%(n=6) ;3L P LI H A T F 2 4(CV) <7.3%(n=18) ;AR Ak £i& K
AR MK IR 6 RSD < 8. 0% .7 1 B A5 AL A JG IR 58 o Bevde v IR i 80 B3 A Y v i 25 R I 42 0. 13~ 1. 27 wg /mLE B A,
it A kB PR R, R R —F A TiA Y Bk ad fe 28R E ], RILE B AL E H e ASALIE T
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Rapid Determination of Drug Concentration of Posaconazole in Patients with Kidney Transplant

by HPLC - MS/MS
LIN Guanli' ,YANG Jiabin' ,YIN Wei',ZHANG Qiai’,ZENG Caifang’
(1. The Second Affiliated Hospital of Guangzhou Medical University,Guangzhou,Guangdong.China  510210; 2. Guangzhou Medical University,Guangzhou,
Guangdong,China  511495)

Abstract: Objective To establish a high — performance liquid chromatography — tandem mass spectrometry (HPLC — MS/MS) method
for the rapid determination of the drug concentration of posaconazole in serum of patients with kidney transplant. Methods The
protein precipitation method was used to treat the serum samples, and posaconazole — d, was as the internal standard. The
chromatographic column was Agilent Eclipse Plus C,; column (150 mm X 4.6 mm,3.5 wm),the mobile phase was acetonitrile —
10 mmol/ L. ammonium acetate (85 : 15,V / V), the flow rate was 0.5 mL/ min, and the column temperature was 40 °C. The
positive ion, electron spray ionization (ESI) and multiple reaction monitoring (MRM) mode were adopted for the quantitative
analysis. The mass — to — charge ratios (m/z) of ion pairs for the quantitative analysis were 701.5 — 683.6 (posaconazole) and
705.5 — 687.6 (internal standard) respectively. Results The linear range of posaconazole was 0.05—10.00 wg/mlL (R*=0.990 2,
n=28). The average extration recovery rate of posaconazole was in the range of 82.75% — 87.47% with an RSD of 1.99% - 3.09%
(n =6). The RSD of matrix effect was lower than 7.8% (n = 6). The coefficients of variation (CV) of intra — and inter — batch
precisions were lower than 7.3% (n =18). The RSDs of the stability tests under the conditions of cold storage, freeze thawing,room
temperature and long time were lower than 8.0%. The drug concentration of posaconazole in seven patients who ungerwent the
kidney transplant surgery and were treated with Posaconazole Oral Suspension was in the range of 0.13 — 1.27 g/ mL.
Conclusion This method is efficient,rapid and accurate,which is expected to be further used to monitor the drug concentration of
posaconazole and achieve the personalized treatment for patients with kidney transplant.
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{OiEHE:  Agilent Eclipse Plus C,gfE(150 mm X 4. 6 mm,
3.5 wm) ;M BhAH : 25 - 10 mmol / L Z R %% (85: 15,
V/ V)W 0. 5 mL / min; FER - 40 °C; ERER .S wl.
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235 eV ; i fE il 37 eV 3 5 B ] 24 200 ms .,
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15 000 r/ min)5 min, W F I 200 pl, BIFS R
FE2S (LS AR A AL B ET I AGE SRR, HoAh e S
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2.3 BEHE

BT 70 B M A o 5 2. 264 mg, K AR E , FH DR
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SEZY, B R R N 452. 8 wg / mL B VD FE I 4%
W o4 CTARAF, 25 F BUA R 0. 50 mg, A 25 Bk, inad
i 95% WA IR 5% 2 5 mL A=, H 95%
e 25, B MR % R 100 g / mLL A AR BRI,
50% FF A A8 A BV B O 2. 00 g / mL A N BRI £
W4 CTIRAE, 2 H S
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P 1o AR € 33 T v, 31 0 B e T P s 1) £ i 0 U T
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an (T (B, AR (s IR R AT T VD R TR 5 ik
N &5 RF, B @k R, R S P bR G I
AN b PR o A 3

LR R IS (LTS 32 2. 230 F R AbF
RGN 2. 3T I VD BRI I 5 W i, e ) By v B
W ik 54391k 0. 05, 0. 10, 0. 20, 0. 50, 1. 00, 2. 00,
5.00,10. 00 wg / mL A RIIARIEG I, 4% 2. 1 30T 5:4F
HERESY BT, LA BT v Bk 55 R A 0 1T R EEAEL(Y)
AR FR A VD B BT VR BE (X, wg / mL) A AR AR i
ATLRMERIA, L1/ (X?) AR ZR 50, 22 A V0 S e s
MLk, A3 EmEFFEY = 9. 192 7X +0. 052 1(R*=0.990 2,
no=8) A5 R FW, 0 vb B e Y Il 245 ¥k BE AE 0. 05 ~
10. 00 pg / mL 3 [ P 5 43 B 40 R oA s 0 T L LGB 19 2k
PEIG R R A, HLARE Hh 2 25 a5 09 ot 122 Vi B2 i 22 9 7 b
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Fig. 1 Chromatograms of HPLC - MS / MS
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FE T B A - [ R R RTORG %% R R Y
P v T 2 e I B F Ve B A f N FR L B 0. 05 g / mLs

B BRI« — P DL T, A v B R S S AR AE
— 5 B RN, ORI A i 1 FR (10. 00 g / mL) FEA
J& , PRI 3425 FLIMTEFEAS , DAPPA % B8 A00U0 o 45 2R 4
A BRI VD RE R B AR BR R TR
20915 FF A ELR

FEPT HETEDRE 2 B RS 7R 2 s A A
AH IV S R B A D B e B P A, 4 S ol R BT PR
A b v R (0. 05,0, 15,1.50,8. 00 wg / mL)
K 6 S LURE i 2 2. 10T S5 UERE A BT o 45 AL N
b TRDHG 2 B2 12 90 45 S 1Y Y5 {8 2 78 ot 45 R A s (E 1Y
+ 15% W BN, 285 REL(CY) 3 3R 7. 16%, 3. 46%,
6.03%, 2.67% F 4.00%, 3.28%, 4.41%, 2.78%
(n=18).

S5 A5 A WCEE 6 91 BB A B S T IMLRE A LS
5 3 25 VA R B, 43 0 AR L BT e R R
(0.15,1.50,8.00 g/ mL) Y Jo 45 75 TR N AR i e, 1F
FESMHIT, 1 SR WA T AR 5 (] JoT F VA B 1) T 28 v AN 20 e
P HEAERE S BT L 10 57 04 1T R o 85 SR U4 4 T 5 o i g
B RSD 4353 4. 92%,7. 75%,2. 34% (n = 6) ; AR
LT B9 RSD 435 h 7. 25% ,4. 94%,7. 37%(n = 6) .
FRUEFT TP, FFEZRIS

7 QI o s o 1 T R (AN RN = 17 (5
(0.15,1.50,8. 00 g/ mL) {9 B4 MG FEAS , F4T 6 407 5
25 LT A A 38 in A AH I 5 5 e B 43 0 e e R
K 7 A N RIN= S A a3 e R = T o X
HERESI BT, T SR 0A THTFR L 45 AV L vl s Jo o VAR o 4 ML
1A FE A 1Y 7 24 52 HCIRT Wi 2R 53 5] o 83. 08%, 87. 47%,
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82.75% ,RSD 53 1} 2. 67%,3.09%,1.99% (n = 6) , %
B R SR B AT

o M - 1) ¥4 9 B 5 Tl A A A e o B i [
W K s B EE (0. 15, 1. 50, 8. 00 pg/ mL)
g B FEAS , 73 S AE R (4 °C) T ZE (10 ~ 30 °C) 7%
PR 24 h FT192 h A7 AR ER , 2 f5 A3 Al A5 S Bk
B, SRR N R BEXT L A5 R ULER 1, RSDPIFE £ 15% 35
BRI N EIS) A7 5 0K 0 2) VR RS M o Y0 10 TR A I A AR
o R TR BE (0. 15,1.50,8. 00 pg / mL) JF 5 T AR
FRIR( - 12 C) M N 24 b U B = A E
PEAT AL B 5w f Ak 5 P R4 R (= 12 °C) A MFARAT,
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FRs e JEE T L o 25 S WL 36 1, RSD YI7E + 15% 5y Ls),
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Tab.1 RSDs of the stability test (%)

P AE4C)  =R(10~30C)  Aa(-1270)

24h 192h  24h 192h 1k 3%

0.15pg/mL 5.14 4.08  2.83 589 6.81  6.81

1.50 pg/ml, 2.74 1.33  1.88 .97  7.13  71.13

8.00pg/mL 3.96 2.16  3.58 2,63 3.52 2.8l
2.5 KRR A

125 B 53 A TN AR S B R 4205 R
HPLC — MS/ MS 72 I 72 111 V0 S e 11 i 24 e 4 235 2 B
7N I FEAIAVD FEWE M 254K BE I AE 0. 13 ~ 1. 27 pg / mL
0[N, 490 T 2 R80T i 2 A vk EE
0.37 wg/ mL, B ARIE TR A RO EE (> 0. 70 g/ mL) ;
3GYT 25 B U E S M 25 2 MR EE M 0. 71 wg / mL,
A LR BNE T A RO EE (> 1,00 pg / mL) M YAV B
W IR IS AR 25 55, HL 5 32 Z R0 R s, A 5%
22 5505 B A AR I I 24 VA R A R A O B L AT
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