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Research on Metabolism of Compound Sophora and Its Interaction with Paclitaxel Based on Cytochrome P450s
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ABSTRACT: OBJECTIVE To evaluate the metabolism of compound sophora injection based on cytochrome P450s enzyme and
its interaction with paclitaxel in vitro in order to provide references for clinical application. METHODS Different concentra-
tions of compound sophora injection (v/v) were co-incubated with human liver microsomes and the substrates of CYP2C8 (pa-
C-MS/MS assay and
then the half maximal inhibitory concentration (ICs,) was calculated. RESULTS The inhibition rate of compound sophora in-
jection on CYP2C8 was 100.0% at 0.600 g/mL and its 1C;, value was 0.052 8 g/mL. CONCLUSION Drug-drug interaction

induced by the inhibition of CYP450 enzymes exists between compound sophora injection and paclitaxel in wvitro, which can

clitaxel). After the co-incubation, 6a-OH-paclitaxel as the specific substrate metabolite was analyzed by LC

provide reference for the clinical application of these two drugs in cancer therapy.
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1.1 FEAULA

R 96 FLHL, 2.2 mL/FL (Apricot Designs
Inc.,CA,USA) ;4K 4L (PURELAB Classic, EL-
GA,England) ; # ¥ %% (Single/Multiple channels,
Eppendorf, Germany); ¥ & 4t 3 T {E #% (PP -
550DS, Apricot Designs Inc., CA, USA); & . #l
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(Eppendorf, Germany) ; pH il #& 1% (SevenEasy™
S20, Mettler Toledo,Switzerland) ; i/ (AB Sci-
ex API4000, Framingham, MA, USA) ; /& % & 45 4
i (LC20-AD, LC30-AD, Shimadzu, Kyoto, Japan) ;
HFE 8 (CTC PAL, Zwingen, Switzerland; SIL30 -
AC,Shimadzu,Kyoto,Japan),
1.2 EE20 510

HH WS E WO 5 mL, FA2H 2 g/
L 520151019, 1L PR A 254 BRA 1) s A
B /K (Human liver microsomes, HLM) ({it 5.
38291, Corning) ; i Ji& B 4 I iz i Ve 8 — A% 1 IR 6
M2 (NADPH) (#t 5 :002162-050403, Chem-impex
international) ; SALEE TR A 40 . HETR A4 1Y
oy M Al WL Z ¥ O 63 20 (Merck Milli-
pore) ; A BE (AL 5. S115007, £l B 98 %0) | Ik B ik
(#it5 : BCBD5966 V. 4l i 100%) .,
2 FHik
2.1 TR 25 ¥y, BH Pk RO 5 N RORE A T
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507 S R DA S A 45 W AR AR 4l
TR 1 B BN 100%, 50. 0%, 25. 0%, 10.0%
3.33% 111 % F1 0.370 % My T4 W, 8K J5 B T/F
I B S NAR 5 A8 52 77 15 2 10 5 W 1Y) e 4 Wk
A9k 30.0%.,15.0%.,7.50%.3.00% . 1.00% .
0.333%0.0.111% (% A4 2 & 43 5% 2 0. 600, 0.300,
0.150,0.060,0.020,0.006,0.002 g/mL), CYP2C8
B I A 41 1 30 1 R ek BT DMISO B 4] 5% 3.0 mmol/L
6% 45 W, T ACN H1 PB i B A 10 pemol/L B9 T
VEW ; 4T E Y L2 15 ] MeOH ¥ f# 1% 2.5 mmol/
L 45, SR )5 100 mmol/L 8 2 5 28 vh i (pH
=7. O BH AL 100 pmol/L B TAEW N\ HCKE AR
100 mmol/L BEFREE 2% th i (pH="7.4) FL il 5L 0.200
mg/mL ) TAER™ .

x1 EFESEHRBERAZE

—— — o = =
it A8 VB Mk E MR ul PB W L TAEW A 2 I AW ‘ W@}ﬁi?‘jiﬁ
/v % /v /% /v /% WE/(gemL D
AW 600 — 100 30.0 0.600
100 300 300 50.0 15.0 0.300
50.0 300 300 25.0 7.50 0.150
25.0 240 360 10.0 3.00 0.060
10.0 200 400 3.33 1.00 0.020
3.33 200 400 1.11 0.333 0.006
1.11 200 400 0.370 0.111 0.002
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WEHE EARFR N 200 pL o LA 2.1 KB
20.0 pL JEY TAEW . 100 pL A fHORE A& T 76 e .
60.0 pLL & J5 98 2 5 VR mi BH P X BRI o 500 09 AR
WA H s S5 17 A 28 H N BORE A4 1Y) 28 3k 2
9 0.100 mg/mL, EAZ L 2 2 10.0 pmol /L,
ST S ST R O BE L B 1, FRE X B Y
I AAR 72 R R e 2k B R 3,00 pemol/ L, B 4 X
HEU A 55 1 25 I R (PBS 22 0l ) o 2 0 AR
BT 37 CoR R 10 min, RS HIA 20,0 pL
B R 3 2 SO o S g B [8] 9 24 10 min, #F i 7R
(3740.2)C F#AT I E &, il k4T 1 A
15 BHME X R AT 2 AN FAT .

e =l N By i< VA Al T =I5 7 ) [N
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L 4000 r/min B0 20 min, 2R J5 B BB INA
FEAKFR R R LL I 2+ 1, K5 SN ARE T AR
HLELL 1000 r/min #AR 10 min HERIES A,
LC-MS/MS #EFE43H7
2.3 HAEHR A LC-MS/MS W5 & 14
34 . ACES Phenyl,50 mm X 2.1 mm(ACE-
125-0502) . i sh A A 0.1 % H R K ¥ W, it sh Al B
M :0.8 mL/min; # : 40 'C. MBS IE
FALCEST") T i 2 AH 86 FE e B F2 )5 (0~1.70 min,
95%~5%A;1.70~1.81 min,5% ~95% A;1.81~
2.00 min,95% ~95% A) WSS LK 5 500 V, IR iR
600 C o &AW S N s 1Y B35 A I 2% A I
2,
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3 #£8
3.1 BHPER &I FI % CYP450 Mg TE 1 4 40 1 4 7
RVE M SC 8 A B M, I 25 W
CYP450 i il £ F 4 [ Bt 900 52 7 BH A 490 4 7500 1)
YER . &5 R £ W], BK B M 7E 3. 00 pmol/L A,
CYP2C8 [ 1 1 2 B Mk Xt B 23,996, WK 52 mk %ot
CYP2CS8 1) 1C;, {2 0.941 pmol/L, £55 W2 3,
E B LIE 1,

X3 FAEMAFAFBAED - BEZEEBHZMN
W/ N-Desethylamodiaquine
2H 51 - - — - W ALY E BT/ %0 1Cs, /( 1« L7
(pmol » L) fRUMWIWEMAL (bR i B * ' pme
IR R s 3.00 266 131 900 0.002 0 23.9 0.941
247 129 800
B 1 o 1R 240 0 1265 137 000 0.008 0
946 131 900
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o Avea]. 30265 Height 7 8564 AT-0 R
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CYP2C8 (41 11 2 3 2ok 58 42 Wi 30 35 Ak 2 1o 2 B
6o-F2 HE A BE R E . B 5 S 9 WA R E
0.002,0.006,0.020,0.060,0.150,0.300,0.600 g/mL
BF, CYP2C8 1143 M 2 B M X B9 112.3 %6 .135.8 % .

R FE - P B

WK B e iU 2 [

96.4%.52.1%.0.0%.,0.0%.0.0% (W3 4) ; & J5 ¥
ZHHRAE 0.600 g/mL B XF CYP2CS (140 ] % Jy
100.0% . H IG5 {79 0.052 8 g/mL, £WE S
TE SRR IR A1 X6 45 42 BE A7 AR 3L F CYP2C8 AR i 11
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— 90 — R R B 25 K224 0 2018 4F 1 146 34 45 1
£ 1 EFES TR ARG 6o B R EE YT
mas mri/) mg{;; mzﬁt: ylamos;;;‘;gfﬁ o WEBUCT I MR/ 100/ (g mL )
HBHESEFW 0.600 0 88 930 0.000 0.0 0.052 8

0.300 106 000 0.000 0.0

0.150 113 200 0.000 0.0

0.060 597 126 400 0.004 72 52.1
0.020 1203 137 700 0.008 74 96.4
0.006 1763 143 200 0.012 30 135.8
0.002 1449 142 300 0.010 20 112.3
0.000 1308 144 300 0.009 06 100.0
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6o FRFE AL RE S TR, SEIROF ST 45 R R, K
HEMETE 3.00 pmol/L B, CYP2CS f4 I P & B 7k X
HREY 23.9% . K HE e XF CYP2C8 1) 1C, i /2 0.941
pmol/L. 1 & 75 % 2 S W AE 0.600 g/mL B Xf
CYP2CS 4 1 % 4 100.0% , H 1C,, f M 0.052 8
g/mL, IREER I ARING Jr 15 S 00 S 4
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