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Determination of sofalcone by LC-MS/MS in human urine and its application to kinetic

study of urinary excretion
Chen Anjiu, Li Hao, Wang Yuanyuan,Sun Luning, Tang Qian,Zhang Hongwen, Fang Yungian, Wang Yongqing”
(Research Division of Clinical Pharmacology ,the First Affiliated Hospital of NJMU , Nanjing 210029 ,China)

[Abstract]

urinary excretion characteristics in healthy Chinese volunteers. Methods: The urine samples were treated with methanol and separated

Objective:To develop an LC-MS/MS method for determination of sofalcone in urine samples,and to investigate its

on a Poroshell 120 SB-C18 column,with a mobile phase of methanol and 2 mmol/L. Ammonium acetate (85:15,v/v). The rate was
0.20 mL/min and the temperature was 30°C. Electrospray ionization source was applied and operated in the negative ion mode using
SRM. Two healthy Chinese volunteers were given single oral dose of sofalcone capsule (200 mg) for urinary excretion and
characteristics. Results: The lower limits of quantitation for sofalcone were 1 ng/mL,and the linear range was 1~500 ng/mL. The data
of intra and inter-run precision were all less than 6%. The matrix effects were between 93.1% and 114.8%. The extraction recovery
was 84.7%~93.6%. The accumulated excretion rates of sofalcone in urine were lower than 0.01%. Conclusion:The developed method
can be applied to evaluate the urinary excretion of the sofalcone with a very short running time.
[Key words] sofalcone; LC-MS/MS ; urinary excretion

[Acta Univ Med Nanjing,2014,34(05) : 676-679]

FILE (18 1) 7085 A PR RRBR =l A0 SAE Py BH LA T TR AT 1 S A S B

PR _EAE BRI 50 TR0 B R XAH 57
BRI B e i ) A5 B R A I 5 ke
SRR S TRl T R s R EE P2 B R
5 s 482 e 1 R M)A O A 5 R A T TR BEAT B A

[(BEMB] FEZKAKRPAEEE FIUH (81273593) ; TLI5
& AT T E35H (H201108) 5 R it R S J 30 2 4
B5(2011YX001)

W15 1E# (Corresponding author) , E-mail ; wyqjsph@163.com

R BRI RE e L R A ) Nef2—-
0212810 A R P v I A A R AR R R 0 il
IR 2RI 6T E R 7, e 2k E Rl
Mk R 2ME RS DR EERE RN 2Ll kA,

HAT, AL 2R v B 9 Rl = 252
(HPLC-UV) J2 (LC-MS/MS) J5 7% {H 2K WL [ A
A PN PR 247 B 1y v B R 25 I A DG HIE . A
SR T e R P MERA A e N PRI AS
Z LR FE ) LC-MS/MS Z3#r 5 8, 3K How i



55 34 55 5 1Y
2014 4F 5 A

WRELAF : LC-MS/MS JEINE N SR HHZR 15 B e B8 S HC PR 265 HE I 5

-677-

QY
CH, S CH;,
o)

HOOC -._.~0
K1 kB A g

Figure 1 The chemical structure of sofalcone
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Table 1 Demographic characteristics of the subjects

No. Pl TR (R) WFHEEL  REE (mg)
A i@ 41 23.5 200

B 3 25 21.6 200
2 # R

2.1 FEFIEMER
2.1.1 HFHER

TEARRI OISR T, FIEE RO B IR 2
1.27 min, WhR (MIBR3EE) BRI 290 1.23
min, R LK PIBR WY S oy 88 R4 ARk B
B R S
2,12 &KMETEE

F 1.5 ml BRSO T, A BIRE B INA 40 pl
AN [} FEE ) 2R 72 ) P kot R 8 (5.25.,50,100
2505001 250 F1 2 500 ng/ml) F 25 pl MWL
H VAR (M5IE3E5F 25 ng/ml), B TIEMA
200 wl 25 FRAE I HETR ST, Be o 2 2 1k A vk 5 )
Wk 1.5.10,20,50,100 250 1 500 ng/ml 4475
PR He e 1.2.2 THAE L HC 121708 TR R
Al T A As FNPNARIGETET AR Ai B ELIE £(f = As/AQ),
DL fAEXT 2L BRPR 2536 ¢ VAR [l A5 B
HHEH £ =0.002 5€-0.000 71, #KE % r = 1.000 0
(BERE1/CY), G5RERY, WREHRIEETE 1~
500 ng/ml Y Bl N ERPE RLAF, A5 fe ke = R
&2,
2.1.3 ARE B AR R

TR 0 8 1) B ) 12 T 2R ) o vk
A3 528 5,50 F1 250 ng/ml BIFRIE S 25 RIGRE G
ANRFEL TN 5 yFES, , RIS HIbRERT 2R 1 5% 4%
“1.2.2784F , I FF“1.2.17 47 LC-MS/MS 4341, 3t
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Figure 2 The calibration curve of sofalcone in urine
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Table 2 Results of accuracy, the within-assay and between-assay precision evaluation experi-ments of sofalcone (5, 50 and

250 ng/ml) in urine samples (n=5)
ke IEHH (ng/mL)
5 50 250

Intra-day determination

Determined conc. 4.99 + 0.11 51.44 +2.20 261.82 + 5.20

Accuracy (%) 99.82 102.88 104.73
Inter-day determination

Determined conc. 4.80 + 0.24 49.03 + 2.84 259.52 + 11.49

Accuracy (%) 95.93 98.06 103.81

R 3 RIEEPREER B U2 R B B AL
Table 3 Analyte recovery and matrix effect of sofalcone

and indometacin in urine
(5,50 and 250 ng/ml,n=5)

4 WRE(ng/ml) R (%) BN (%)
LA 5 84.67 114.77
50 86.69 102.22
S 250 93.56 93.13
25 000 91.96 98.12
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Figure 3 The accumulated urinary excretion of sofalcone of 2

volunteers after taking 200 mg sofalcone
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Figure 4 The urinary excretion rates of sofalcone of 2 volun-

teers after taking 200 mg sofalcone

Wang 25 ®4jgiH 1 ik H] 100 mg F LM 24 h /5

UL DRy 251.3 pg, BIHERFFH00 182.1
ml/h, AT, ZAXE AR L 8 h )5 1]
WeRERATZ . INICARRATIIR TS BEEAT RGN TR
HOEZT R DALl

R4 RIKER XA ) BRI B R HE it A

Table 4 Urinary excretion characteristics of sofalcone in corresponding times

i 1 2 3 4 5
A TE] B (h) 0~1 1~2 2~3 3~5 5~8
T, (h) 1 1 1 2 3
X, (ng) (A) 337.58 213.32 406.43 1081.42 438.84
R: (ng/h) (A) 337.58 213.32 406.43 540.71 146.28
X, (ng) (B) 105.69 410.17 345.14 636.97 205.92
R: (ng/h) (B) 105.69 410.17 345.14 318.49 68.64
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