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B E BB AEIMNEARSERRRTRGLT AT RAGIT AWML EN Rt R SR R, ik OB RRA WA, R
J R G B R A A SR AT AT AL B R R AR i ik A8 €38 - B B3 (UFLC-MS/MS) 42 . A Synergi™ Hydro-RP 80A LC % &%
A, K (4 0.1% Fik)-ThE (4-0.1% F 82 ) A S A8 34745 B 26 B, ik 2 0.70 mL/min, A28 4 40 °C, #8545 uL. KA &k
FHTR, AS R BEMNEXRATES T8, A T E0ME T35 5 A m/z 309.9—148.1 (KB 7T ) .m/z 296.0—134.4( KL F
R IT) um/z 306.1—159.0(4 W #k) \m/z 493.9—369.1( MAF) . 2L EA RS ob S PG IR EAERD | 2 B IR 6 B2 LR o Am
A AT (160 ng/mL) . % ¥ A% 7T (160 ng/mL ) .4~ ¥ # (100 ng/mL ) Fo %% Yok (FAMET B, 100 ng/mL) , 5% A L& UFLC-MS/MS
% T45%£0.10,20.,30.45.60.,90.,120,150 180 min it 45 M & A8 7T F AT S Ak e R E St s Bk &, BR AD
TR WA T A WA R B R G KM TE ) 39 4 5.00~500 ng/mL (39 X T 0.990) , & & F R34 5.00 ng/mL; B A | B
RSD¥R& T 14.0% , #0332 2 4 —9.6% ~14.7% ; R T RXIE 9402 24 —4.0% ~11.0% ; K E & 0 I F ik ARz p
RO PR 89 BN o R EIANEERIMERAEZAER 31, P I5A A AT IT T RB TR, 104 A4 skt
A6 EHARAER, BAShE, AT . ETABT WK FHBELETESF) A (8.74+1.67)% .(10.70 £4.81) % .
(5.90% +1.25) % . Z5if P72 UFLC-MS/MS =42 AF M2\ R BB A A E 85, TR TR A EE R F R BT X FAAE
ITRAARG R E . REIT AT AEIT AWK TR RS & A2 A s A6 I6 ik i R AR,
FKEF AT R T ARG T A Ak A kiR - B RSk IS AR A R

Determination of fluoxetine, norfluoxetine and sertraline concentration in human placental perfusate and
their placental permeability by UFLC-MS/MS

WANG Jingjing', HUANG Hua', YAN Lin', GAO Shan', LI Qian', WANG Dan’, ZHANG Jun' (1. Dept. of
Clinical Pharmacy, the First Affiliated Hospital of Kunming Medical University, Kunming 650032, China;
2. Dept. of Neurology, the First Affiliated Hospital of Kunming Medical University, Kunming 650032, China)

ABSTRACT OBJECTIVE To establish the method for determining the concentrations of fluoxetine, norfluoxetine and sertraline
in human placental perfusate method and their placental permeability. METHODS Using glyburide as internal standard, the samples
were pretreated by protein precipitation method and detected by ultra-fast liquid chromatograph-mass spectrometer/mass spectrometer
(UFLC-MS/MS). The determination was performed on Synergi™ Hydro-RP 80A LC column with mobile phase consisted of water
(containing 0.1% formic acid)-acetonitrile (containing 0.1% formic acid) at the flow rate of 0.70 mL/min, with a gradient elution.
The column temperature was set at 40 °C, and sample size was 5 pL. Detection was performed with electrospray ionization source

in multiple reaction monitoring mode. The ion pairs for quantitative analysis were m/z 309.9—148.1 (fluoxetine), m/z 296.0—134.4

A SEG T H » 2 154 FHH TR HHI H [No 20 18FE00L (-167). (norfluoxetine) , m/z 306.1—159.0 (sertraline) , m/z 493.9—

No.2018FE001 (-207) , No.2019FE001 (-208)]; 7 48 )2 Ik 1AL+ 369.1 (internal standard). The perfusion model of singal
FARANA R FEH (No.H-2017050) 5 Fp [ RHIME TS P AN A58 1R placenta under bidrectional cardiopulmonary bypass was

HH established. Fluoxetine (160 ng/mL), norfluoxetine (160 ng/mL),
* AN, LR DRI IR IR 2 5280 . Mg
0871-65324888, E-mail: wangjingjing024@163.com
S AT 200 WL BFSE 0 25 . Wi . 0871- ng/mL) were added into the maternal perfusate. The concen-
65324888 trations of fluoxetine, norfluoxetine and sertraline were

sertraline (100 ng/mL) and antipyrine (positive control, 100
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measured by above UFLC-MS/MS at 0, 10, 20, 30, 45, 60, 90, 120, 150 and 180 min of circulation, and the placental
permeability was calculated. RESULTS The linear range of fluoxetine, norfluoxetine and sertraline were 5.00-500 ng/mL (all >
0.990), and the lower limits of quantification were all 5.00 ng/mL. The RSDs of intra-day and inter-day were all less than 14.0% ,
and relative error ranged —9.6% to 14.7%. The relative error of stability test was —4.0% to 11.0% ; the residual effect, extraction
method and matrix effect did not affect the quantitative analysis of the substance to be tested. Totally 31 perfusion model of human
placenta under cardiopulmonary bypass were successfully established, including 15 fluoxetine and norfluoxetine perfusion, 10
sertraline perfusion and 6 antipyrine perfusion. After 3 hours of perfusion, the average placental permeability of fluoxetine,
(10.70 + 4.81)% , (5.90 + 1.25)% , respectively. CONCLUSIONS The

established UPLC-MS/MS is simple, sensitive and accurate. It can be used for determination of fluoxetine, norfluoxetine and

norfluoxetine and sertraline were (8.74 + 1.67)% ,

sertraline in human placental perfusate. Fluoxetine, norfluoxetine and sertraline can pass through the placenta, but sertraline has a

lower placental permeability.
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L0 U RHE il gl ks s LS b EREDL B
(R W SIS i 1 2 5 B 4232 2 iRy b 5-
A0 e AR U1 77 (selective serotonin reuptake inhibi-
tor, SSRD) J&—F B BT M AR 254 , 145 6L 75 7T (fluo-
xetine, FXT) .45 i # (sertraline, SERT) . PH L2 (1A%
PEIT S8R VD 25 Hor FXT FI SERT #4942 b [ HI AR
BERT BT R (5 WO MR —Ze BTl 25 ) , o 24
DR EAAIE 14 F e 2 19 SSRIZERETIARZS ) A1
WEFEHE ) FXT R AT A B OS2 B
PGV T (norfluoxetine, NFXT)", HTij, 3¢+ SSRI A F 4T
BRI AE (92 4 1 e R BT L AR E R B,
TEH GEUR A L0 1 0 iR JLAR BE , SRR T FXT 1%
e R LA R &5 Jm R, 2R B O IERTE (42
15 P 2 B A | P 2 IR B85 RO AN 255 ) , KA
2 1.18% ~1.60% , i T IEH AT UR W 04 W iy Lo e
WA ) & A %(0.40% ~1.009% )™~ PR, 46 0 FXT
NEXT SERT ¢ B st AT L N E 2

TELEIRIA I 2522 A v, iR LAY 24 1) 2 B
B A XU A (8 RS FE Al RN B 222 2% T i 48 B e I
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HRIA 2522 MV E I N A R SRR Ab 2. H A, 3K
[ 1# JC FXT .NFXT ., SERT fift £ 37 2 P BF 5% 19 #H OC 4
W ARSI T C BT T AR A R AL, JEXT
25N R A R VA T T ARSI b AR
SR F PR A €8 3% - R K 5T 5 (ultra-fast liquid chro-
matograph-mass spectrometer/mass spectrometer, UFLC-
MS/MS) v 57 1 5E AR 353 U WP FXT  NFXT
SERT ¥ i 1 7 s 4R80T T B o G s ol %, B 7

- 218 - China Pharmacy 2022 Vol 33 No. 2

fluoxetine; norfluoxetine; sertraline; ultra-fast liquid chromatograph-mass spectrometer/mass spectrometer;

YR 4 A 2B AR AR

1
1.1 FEUEE

ARSI A A APT 3200™ 7 = H DU T 5
K0 J0T 3 S % T 4 1) AL MBS 25 125 - 15 (electrospray ioniza-
tion, ESI) . &R . Analyst Software 1.5.2 5 & A FRER 4
(£ AB SCIEX A H] ) , LC-20AD B AR (533 22 58 M i
£ B9 LC-20AD XR B 5 % | SIL-20A B4 [ Sl EFE & |
CTO-20AC RIAT Y 46 . DGU-20A3 BUFE LR i S AL ( H A
Shimadzu 23 7] ) , XPE105 Y H1 743 B K (i £ Mettler
Toledo /A F] ), SB3222 R AW [ REAR 8 75 (115 ) A PR
23], Elix B4 7K 42 (3% [ Merck Millipore 23 7 ) , XH-B
R HETR 5 4 (2 HE T g Ry 7 25 LA PR A F] ) , 5804R
UG I = i B O HL R W AR (15 [ Eppendorf 2
CIDE N
12 FEHRS5RKF

R R FVE 7T XF BE G (4L 5 100513-201602, 4l i
99.3% ) \ER IR ARG BE, (L5 100702-202103 , 4l
99.8% ) H&FAS RN BE i (P #R, diE55 100135-201806,, 46
BE 99.8% ) | & B E R X BE O CRH PR X IR, it S
100506-202003 , 4 &£ >99.9% ) #11 [ H [E £ b 24 5 i
S B 5 Eh R 2 FF S0P T 6 BR A (L5 10716, 4l
99.0% )y H 3% [ Santa Cruz Biotechnology 2 7] ; {43+
A TREH T (U5 P1054729) W A 1 73 Bif 15 34 r i 5] A B
o)y SR BN T S W (B 2 HE S H19994067, it =
S1709062, # A% 100 mL:0.9 g) W4 [ [ ¥ 7 ¢ BE 97
H7 BN F] 5 Krebs-Ringer 2% i (15 #2564 1.8 /L &4k
B£0.047 g/L EALAT 0.34 g/L FLEN 7.0 g/L R & —
BN0.1 g/L Wi — 441 0.18 g/L, 4t 5 11801060) 1 [ 4t
TR S SRR AT BR A B 5 Bl R S AN T S (I 2 o
H41021050, k"5 11807201, #iA% 10 mL: 0.5 g) 4 F 3% %,
2 I A BR 2 w) s T B RN (I 2 o
H13020657 , L5 F7032124 , #14% 80 J7 B ) g [ Ak i

hEHERE 20 EEIsEE



25T B W) 5 JHE 2R B SR (1 24 M H32020612,
4551809105, Fik& 2 mL: 12 500 Ffir ) g 1 VL3 3 HA:
A= 25 ey A BN F 5 /A= L3R 2 11 (bovine serum albu-
min, BSA) T (#t3- 0306C272) 14 [ 26 ¥ VWR Life
Science A Al R . NG  FHBEX (a4l KA 4K
2 HAEEER

2.1 BRHEE

2.1.1 IRG XTI AW SR BRI R R 7T X6
fb 2.79 mg R 25 H G PE VT B 2.80 mg L R R 5
MRXF B 2.79 mg, T BRI AR OF € 2, 45 FXT.
NFXT . SERT [ ¥ & 14 4 50.0 pg/mL TR A% BE S
B, T—30 CTFRAE, %1

2.1.2  ARMERRER TRV s TARR O bR T AR
W B2 1T IR A X B A, R
P&, il B FXT \NFXT ., SERT Jiit 2 #% & ¥4 43 5] 4 5 000
2500, 1 250,500,250 , 125 ,50.0 ng/mL A4 R F bR Hh £k
AR . J3 2.1 17 TR YRG0 Bl I v, FH
P, 145 FXT NFXT ., SERT Joi £ 9 & 1443 51 4 4 500,
2 500,150 ng/mL Y R4 4% T ARV IR . AES AR bR
Xof B 150 mg, P i 5 il 0T 58 45, A5 J5T 2 Wk BE Oy
3.00 mg/mL B NFRIAT IR, T —30 CTF AR AF s (A,
BB R I ARIT 45 80.0 uL, LA 21 300 mL 5 B, i
A7, 75 B R Mk R 800 ng/mL B AR TR -

2.1.3 ARSI T AN ERERE B Krebs-
Ringe 2% M1 500 mL, fill A 5% B R 240 7 549 4 mL T
FANTESNE 2 mL S R R0 0.48 g, IRATE L IMA
BSA 15.0 g, SR b, i . Bz b 24y 3L
W LI AR 2> T4 R 7.5 g, B £k 41, 15 F
PN AR ST I A TR T2 30 /L, BZS R
FREWI) o T3 LY INAAR S T4 BEWEIT 2.1 g, 5o 409
FEXT A BN it S5 TR (B AR A M T 24 8.4
g/L).

2.1.4  PRUEMREAE AR BC2.1.37 0 25 R A
T 180 uL, A “2.1.27 00 R G AR e ph £k T AE % i)
20 uL, #il#5 FXT NFXT , SERT Jii & ¥ J& ¥ 43 51 4y 500 |
250, 125.50.0,25.0,12.5,5.00 ng/mL F& by i i £& £ 4
VS

2.15  JREEAEREW BC2.1.37 IR 25 (1 IG S HE VR
180 pL, T A“2.1.27 3~ RA S TAER K 20 L, #il45
FXT.NFXT. SERT Jit & ¥ Ji 1% 73 51l 2y 450, 250, 15.0
ng/mL I T HERE LI I

2.2 HRAE

2.2.1  FRUEINERAFE S VR B AR B 2,147
T AR 2R AR S AR 2,157 TR R AR S I TR A
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200 pL, M A “2.1.27 0N bR TAE# ) 800 uL, I iE R
A7, LA 14 000 r/min £5.0> 8 min, B b 751 HERE T

2.2.2  JRIVEFWAES  BUC2.1.37 IR A S T W
fil 180 pL, LA VA 20 uL, VR AT, A “2.1.27 300 K AR
T AR 800 uL, W EiR 27, LA 14 000 r/min 50> 8 min,
QSR BT = 2w

2.3 BESRIEEHG

2.3.1 {4i% % DA Synergi™ Hydro-RP 80A LC (50
mmx2 mm, 4 pm) NG5, LK (5 0.1% B iR, A)-4
i (5 0.1% H R , B) Ay Ui 2 AH2E 1746 B Yk I (0~1.00
min, 2% B; 1.00~2.00 min, 2% B—90% B; 2.00~3.00
min, 90% B; 3.00~3.10 min, 90% B—2% B; 3.10~4.00
min, 2% B) ; i 3% 4 0.70 mL/min; #1:35 ~ 40 °C 5 JEFE R
95 L.

2.3.2 JEIESME B VRN EST, KA N IE B
20, VA 22 5 W i (multiple reaction monitoring, MRM )
A T4 4 5 3 T L R S 5000 V5 B AR E R
600 °C; 5 1< (gasl,N.) [k 1k 414 kPa; % B < (gas2,
N.) F J1°8 345 kPa; il 77 4 83 kPa; A5 <RI 0
83 kPa; 2% Jf] Analyst Software 1.5.2 K4 X £ 98 47 53
Mo FXT.NFXT.SERT S NAR ) i 250 L3 1, L)
T LA 1,

#1 FXT NFXT.SERT X AiRHIRIE S

f5R HEFm/z FEFm/z B RE E/eV FHRHENY
FXT 309.9 148.1 17 21
NEXT 296.0 1344 21 17
SERT 306.1 159.0 36 34
Wi 493.9 369.1 56 34

24 HiEFEER

241 LEMEEE AR A IR EE IR
PrUEh e SV B 2 R S 0, #2.27 I Oy ik
A PR (25 AR BERE R ) 5 U I bR ) I, %2373
5 TS AR BT il sk e . 25 EOR IR
FEVE TR G2 bR ARG A EWE TR S5 ) ST 0T 45 254
I TG T, RIZ L Btk AT, 25 R 2,
242 LRVERFRFZE HU2.1.47 00 FhRiE M LA i
W, F 2,27 TR i RS PR 2,37 I T A
SAF VAR HT 0 SO AL, AR A 43 B T v
(o, ng/mL) AR ARAR FRFI S35 bR T AR B EUAE ()
R A FR AT AL RNEH (AL Ry 1/x) o 45 R B8, FXT
By |1 9 7 7% 4 »=0.003 88x+0.001 15 (»=0.991 2) ,
NFXT & y=0.003 86x+0.002 52 (r=0.993 9) , SERT Jy
y=0.005 59x+0.031 4 (+=0.994 8) , FXT .NFXT . SERT
A6 5 i e B MY i 192 5.00~500 ng/mL, i€ & T
FR+44 5.00 ng/mL.
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309.9 148.1 296.0 134.4
Lax10f 30107 15x10° K 5.0x10
» i ” \ , 4.0x10°
2 ; 5 2.0x10° 2 . 2
& 5 2 1.0x10 .
£ 1.0x10 ) :i; * \ 2. 3.0x10
Z g ; £ £ 5.0x10°
= ) 5 6 97.:
£ 5.0x10' £ 1010 £ 5010 2208 2 |15 262
g 1.0x10 ~145.2 N
310.9 117.3 \ 2982 }25. _183.2
0 T T r 7 0 - : r : 0 t— — T 0 Wil l! 7 T T
309.5 3100 3105 311.0 120 130 140 150 294 296 298 100 150 200 250 300
m/z mlz m/z mlz
A FXT(HES ) B. FXT(FE¥) C. NFXT(B}E¥) D. NFXT(F#T)
3.0x10° 30/(3.1 159.0 493.9 169.2
4 2.5x10° AN
/ A\ Lo AN
b 6 By
& 2.0x10° // \\ o 2.0x10 . / \  2.0x10° 360.1.
2 \ 2 15x10° w50, & / \ &
£ / \ Z £ 5.0x10° / \ g
2 o / \ 5 1.0x10° g o / \ 2 ;
£ 1010 / \_ 3089 2 1232 q;: / \ 1919 5 LOKI0 gy
/ S 5.0x10° = / — -
~305.2/ “ 122.3 2743 / 167.0
0 T T T T 0 — T # 0 J‘ - r T 0 T \ T T T
305.5 306.0 306.5 307.0 140 160 180 200 220 240 260 4935 4940 4945  495.0 100 150 200 250 300
mlz m/z mlz mlz
E. SERT(BLE5¥-) F. SERT(F#F) G. kR (B T) H.AR(TET)
1 FXT.NFXT.SERT & HW#RHY Gk &
miz 309.9—148.1 miz 296.0—134.4 miz 306.1—159.0 mlz 493.9—369.1
225 223 2.27 . 2.55
5000 4 } o 1.3x10°
6000 ‘ 1.0x10 ‘
EXT 4000 1  NEXT 8.0x10' SERT 1.0x10° kR
§4000 3 3000 - .6.0x10° E
5 g 2000 4 54.0x10 8 5.0x10
22000 E E E
- 1000 - 2.0x10"
0 - - - 0 T i 0 T T T 0 T T T
1.0 2.0 3.0 1.0 2.0 3.0 1.0 2.0 3.0 1.0 2.0 3.0
t/min t/min t/min t/min
ABGRAE LA A (250 ng/mL)
m/z 309.9—148.1 miz 296.0—>134.4 miz 306.1->159.0 miz 493.9-+369.1
231 228 FXT 017 0.561.02,158 2.262.73 ,3.36 255 ~
FXT 20.0 bR
1000 / LOx10° /
1) 1) .
2 B 2100 &
Z 500 g = 250410
= E 'z g
5 E
0.30 258 & |
0 Lo . . il " 0 | R P P T 0 0 : : ‘
1.0 2.0 3.0 1.0 2.0 3.0 1.0 2.0 3.0 1.0 2.0 3.0
t/min t/min t/min t/min
B. FXT J NEXT i 883 3 i (74440 30 min)
miz 309.9-148.1 miz 296.0—>134.4 mlz 306.1159.0 miz 493.9-+369.1
192 291 0.15 3.08 232 255
40 10 /SERT Y, R
” ” 1.0x10" 1.0x10°1
& & ”
2y 067120040 | 195|201 Z 50| 088,080 180,1.922.77 3.16 2 5
5 g ‘ B 5000 2 5.0x10'-
E E z ° §
0 T f T 0 T T T 0 T T L T 0! T T T
1.0 2.0 3.0 1.0 2.0 3.0 1.0 2.0 3.0 1.0 2.0 3.0
#/min t/min t/min #/min
C. SERT JIG B v (HJ (41 30 min)
AZ [ —N Lo O3
2 FXT NFXT % SERT EE5 T & B i1 # #2 MRM [
W 37 Vi b “« ” = AN N A b En7d VY LY A
243 KEEPEANER RS 2.4 BRI SRR T B A H AR A . DASIEIN B R R B

R T Hu g, FH A R 22 (relative erro, RE) %5 25 1
W . S5 ER, SRS H N L H B RSD B4R & F
14.0% ,RE N —9.6% ~ 14.7% , 3¢ W J7 1 (rKs 55 3 R
R R, S5 ILER 2,

244 FaEMEIREE  BCU2.1.57 IR RO 4 ol

41 5.00 ng/mL (B & 2 R BR) A sl i e s i <2.1.57 15
TR B R 450,250 ,15.0 ng/mL (4 S RE VAW L &
5%, F L dWNHE“2.27 T R )y ik Ab B , PR <2375
5 O SRR AT, A H RS B 5 i 3 d
“Q.27 5 R 7 AL BT , TR 2.37 R (i R A
hEZHE 2002 EEHE
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%2 FXTERHEBANOBEERERELBLER
HITK % (n=15) H K3 (n=5)

sy PR Cngie ko Re aEEKE R0 RE
Wil ) % % GEagml) % %
FXT 5.00 49403 70 20 52101 1.9 40
15.0 16.1£22 134 72 178£25 14.0 145
250 261.0£26.6 10.2 10.5 24204282 17 =30
450 44804194 43 =30 456.0£204 45 15
NEXT 5.00 50103 60 —06 52105 9.6 5.0
15.0 169+0.3 1.8 125 168122 13.1 112
250 259.0£30.1 11.6 37 252.0£29.1 115 0.8
450 493.0£55.6 113 =96 45204293 6.5 04
SERT 5.00 49402 41 -17 50103 6.0 1.0
15.0 152406 39 15 172124 13.9 147
250 240.0£10.9 45  —40 25504219 8.6 18
450 4700+ 12.6 21 44 460.0£16.7 36 25

450.250.15.0 ng/mL W BTHEFE AL, 235 T —30 C¥%
HARAE S d SRR (— 30 C~ 1) 3 G H# 2,27 1
TR, PR 2.3 T A 5 T A AR AT
TS TAIAR DA S o v R e VR S T T L
B, REF UL . BHNTATEAE6 IR 450
L ERES B RSD YR T 11.5% ,RE N —4.0% ~
11.0% , AR S E BB AT A4 FREE R AT 2521
L3,

*3 AEREREREESNBEHRKEER(n=6)

o =30 CAURES d [ 3 I
e inA Iﬂwﬁﬁg‘(‘iﬁfﬁ/ Al By Al LY
PRI (ng/nL) SRERE, RSD/ RE/ SRERE, RSD/ RE/
(x+5)/(ng/ml) % % (vts)/(ng/ml) % %
FXT 150 161£10 62 70 145t10 68 30
250 2%40+142 54 60 580+124 48 30
450 4560181 40 10 430+22 49 10
NEXT 150 167£19 115 10 45£10 6T —40
250 2600£101 39 40 M490+148 59 0
450 610+227 49 20 4430+205 46 —20
SERT 150 149416 105 —10 15011 720
250 U059 64 0 2O0E40 59 —40
450 4520£258 5T 0 45004245 54 0

2.4.5  FREUADSCRAIE AN F 5 BUU2.1.57 IR T
FHHE A 50 450,250, 15.0 ng/mL B R FE SR, 55
R AT 6 0, 36 “2.27 W T Jr e b RS, 2,37
TR 035 5 5 Ok 1 HERE AR BT, 0 R TR AR 4. B
“2.1.37I R A UG AR HE TR, Fe 2,27 TR A S
BT IE W 180 nL AR Ry 28 AR BT  IAC“2.1.27 W 4 500,
2 500,150 ng/mL [ Jii % T AR 45 20.0 L, B i vk
JEFAT 6 4%, 444237 T T 435 5 s A R HERE 4 BT, 38
SRIGTHFR B, BUK 180 pL AU ZS FIIG SR, #522.1.57
TR Ty v i o BT R Vi BE 433 ol 450,250 ,15.0 ng/mL Y
TR SV VR, B TR R B TAT 6 4y, #i 2.2 IR Tk
AEPRE P 2.3 U (A3 5 T S A R A BT, i SR
WETH AR C, FEBURS R =A/Bx 100% , H F RN = B/Cx
100% . 454 7R, FXT P-4 BRI 63.7 % ~

2GS 2022455 33 B4 2

88.8% (RSD<16.2% ) , -5 3 JF 440 K 73.9% ~76.1%
(RSD=:20.0% ) ; NFXT [~ 4 2 B [nl i %k 79.4% ~
112.0% (RSD<15.0% ) , “F- ¥4 5 Jit % Iy 95.4% ~
119.0% (RSD<\13.9% ) ; SERT A4 F 24 4 B [a] it 3K Ny
83.7% ~101.0% (RSD<13.2% ) , ¥ ¥ & Jif %% % Ky
96.3% ~108.0% (RSD<12.9% ) ; P A7 4 - 1545 B [l )i
R 92.1% (RSD=12.3% ) , ¥ ¥ 3 it 2 ik 90.1%
(RSD=11.0%) ., #ERILFEA4.

x4 FERERERIEME SR E W =& R

RIELER (n=6)

P s SRR % TR/ %
il AR ry/nl) HR(vts)  RSD A(vts)  RSD
FXT 150 8885143 161 7584153 200
250 $6£100 120 BILRS 182
430 637103 162 615144 189
NFXT 150 11205144 129 954175 78
250 1020£139 136 1050146 139
430 045119 150 1190136 114
SERT 150 101.0£13.1 130 999£8.8 88
250 9124120 132 1080£139 129
450 §7£104 124 963+114 118
17 800 N1+14 123 90.1+99 11.0

2.4.6 RSN EEL  HUC2.1.3700F A R IR TR
180 L, #4°2.1.4 T Jy ¥ il 4 -t vl & >4 500.0 ng/mL
FRE S VAR, H 2.2 TN R A B P 2,37 T T 8
T TS A R ERE A3 AT o TS G B A VR o,
“2.1.47 T 7 il £ TRV B R 0 ng/mL AOAE SRV T
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