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850 L/h, #EFL AR 4 50 L/ A T 2504189 & F 37551 4 m/z 129.0041.90(5-FU) .m/z 130.87—82.92(5-FUH,) .m/z 189.00—
42.10(5-Bru) . #£4#20204F8—10 A#s RiE BEA K F W B EREZ 5-FUR S35 0k0E 12 46 h A AL 5 2 i A
W % 10460, m) 5T Ho A5 B Bkid & 18~ 30 h B 49 5-FU A8 75 o 25 3% % & 5-FUH, s 25 3R & | i+ 5L 5-FU -0 ¥ 28 F @ AR (AUC) A=
5-FUH./5-FU SR JE YAl . 45 R . 5-FU 5-FUH, % T 2 /R 69 &b 58 B 3% 4 20~1 000 ng/mL(R*¥ K F0.990) , & & T FR35 4 20
ng/mL; 45 % L X349 RSD 3/ T 20% , A sdi% 2 £ + 10% 58 B A 3B eDic R aom 3 RSl dr el €, 10468414 A
W & &% P, 5-FU A8 & oo 25 3R & 4 180.04~622.83 ng/mL, AUC % 8.28~28.65 mg - h/L ; 5-FUH, £z 24 3R J& % 336.48 ~948.43
ng/mL;5-FUHL/5-FU 3 B Y48 4 0.93~4.21; 10 4] 549 5-FU AUC A2 4 3~4 19 MR £ F ., 450 BT iR 5 JE A b3
BT, RBER G BARAE AR, TR T4 5 0% % &1k 79 5-FU e 25 3% e i)

KERE A HAORARE - B BRI 5- BB 3 5- -5, 6- = SR 5 fn 2R E

Simultaneous Determination of 5-FU and Its Metabolites 5-FUH. in Human Plasma by UPLC-MS/MS and
Application

TONG Zhigiang', WU Dongyuan', ZHANG Juan®, CHENG Mengfei', ZHANG Shuo', DONG Mei' (1. Dept. of
Pharmacy, Harbin Medical University Cancer Hospital, Harbin 150040, China; 2. Dept. of Pharmacy, Yantai
Yuhuangding Hospital, Shandong Yantai 264000, China)

ABSTRACT OBIJECTIVE: To establish the method for simultaneous determination of 5-fluorouracil (5-FU) and its metabolites
5-fluoro-5, 6-dihydrouracil (5-FUH.) in human plasma, and apply it in the clinic.c. METHODS: After plasma samples were
processed twice by ethyl acetate, UPLC-MS/MS method was adopted using 5-bromouracil (5-Bru) as internal standard. The
determination was performed on Acquity UPLC HSS T, column with mobile phase consisted of methanol-water (30:70, V/V) at
the flow rate of 0.3 mL/min. The column temperature was 20 “C, and sample size was 5 pL. An electrospray ion source was used
to carry out negative ion scanning with multiple reaction monitoring. The capillary voltage was 1.5 kV; the taper hole voltage was
20 V; the desolvent temperature was 450 °C; the desolvent air flow was 850 L/h; the cone hole gas velocity was 50 L/h. The ion
transitions for quantitative analysis were m/z 129.00—41.90 (5-FU) , m/z 130.87—82.92 (5-FUH.) , m/z 189.00—42.10 (5-Bru) ,
respectively. From Aug. to Oct. 2020, 10 patients with advanced colorectal cancer were treated with continuous intravenous drip of
5-FU for 46 hours were collected from Harbin Medicinal University Cancer Hospital. Steady-state plasma concentration of 5-FU and
plasma concentration of 5-FUH, were determined at 18-30 h of continuous intravenous drip. The area under the curve (AUC) for
5-FU and concentration ratio of 5-FUH./5-FU were calculated. RESULTS: The linear range of 5-FU and 5-FUH. were 20 to 1 000
pg/mL (R*>0.990). The quantification limits were 20 ng/mL. RSDs of precision test were all lower than 20% , and relative error
ranged + 10%. The extraction recovery and matrix effects didn’t affect the determination of substance to be measured. Among 10
patients with advanced colorectal cancer, the steady-state concentration of 5-FU were 180.04-622.83 ng/mL, and AUC of 5-FU
ranged from 8.28 to 28.65 mg-h/L. The concentration of 5-FUH. ranged 336.48-948.43 ng/mL, and concentration ratio of 5-FUH./
5-FU ranged 0.93-4.21. AUC of 5-FU in 10 patients had about 3-4 fold individual differences. CONCLUSIONS: The established
method has good precision and accuracy, high sensitivity, and
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simple operation. It can be used for plasma monitoring of
5-FU in patients with advanced colorectal cancer.
KEYWORDS  UPLC-MS/MS; 5-FU; 5-FUH.; Plasma

concentration

- 480 -+ China Pharmacy 2021 Vol. 32 No. 4 WEZN G 2021 4R 32 4555 4 1)



Fi PR M2 5 (5-fluorouracil , 5-FU ) A [&] Bf 4171 il i g 4
Jifl DNA FI RNA #6514 , A2 M I 25 B 9 28 8 A7 1 3
AU HAE B S A M R 259, IR T TR AR
A REFEMR B ER K ST R80T A/
PEN, ARG R, 5-FU F1-RK B Ath i | B8y R4 251k
I7 25 AR, LA 25570 S AR R B R R T L (BSA)
WhiE . [HAWTE A, 5T BSA A 250, 5-FU MK N TR
RAFEBRRIAEZE S, 225 5315 10~100 /5, HAT,
5-FU B3G5 259 Wa il (TDM) WF5E & BHL, 25327 5502 -
i 2R R TET R (AUC) 597 ROR 4 4k 5 A #H e 16
5-FU FF£e i ki 1 (1) 7 28, 5-FU AUC AT L] 5-FU 2
A MR (e ) FELL bR VR I R (TCD 1) et
B I, BN I T 5-FU 19 AUC 2 4% JHoiim A
FIEIE AT

TR M IE I SR (DPD) AT BR A N 80% ~90% Ry
5-FU, JEIZ 25 N 20 AR AR SRR B s il . A o 36
B, — B A, DPD il 1 (1 A 58 4 Bk 2 243531 o
43 NI 3% ~5% F110~0.1% , DPD i P fh (K 3 e
= o1 R AR N 5-FU I 253 B8 T i i S & BlLh
AT | 22 7 B o 0 5 e S 10 %, R 1k DPD [l
TSR TN 5-FU AH AN KRN I A b s 2 —1
DPD Jifi th DPYD &M 4565, B Hi Bz 35 DPYD KL [N
ZAMESN VT HE A PR E (UH.) /PR W% E (U) R B L
{E 5K 5-98-5, 6- —FIRWENE (5-FUH.)/5-FU ¥ J& FL{EAE N
DPD [ 1 4 () £ FF5 bR, 5-FUH. /& 5-FU 7E{R N £
DPD [iff 43 fif 7= A= 1) = 2 AW 9, © A BF 58 RS2,
5-FUH, [ Ifil 2 ¢ & 5 5-FU 513 A B b HA HH 56
PO R, 0 5E 5-FU F1 5-FUH, I 2459 35 B #] FH T3
$.5-FU I AUC, X n] F T34 DPD [ 6 4

H A, 5-FU TDM [ F 7 2 A0 456 i 8508 AH € 15 ik
(HPLC) .Y AH 3% - B2 16 i 159 (LC-MS/MS ) Fl 328 43
B, Horh HPLC ¥ F LC-MS/MS ¥ & 5 5-FU I 24
WS (2 L)y vk WER B RO B, (R4 A T A
PO B R OB (- R R BT S R R (UPLC-MS/MS)
FLAG 3 e PO RS B RN R RS, HL A sl (R A, TR AE A
Tl ARFEA LAY, LT, A58 T T [R] A
W2 A3 v 5-FU F1 5-FUH, 4k i ) UPLC-MS/MS % ;
RIS, SR FHIZ O i e iy SR T2 R Rk A B i i s o £
DL 5-FU Sy 3Eah A7 75 8 i 25 B 98 2B 5 1 5-FU Al
5-FUH. MM 259 FE HEA TR, FF3 158 5-FU B9 AUC, B 75 R
PHAET — JEIA 5-FU M4k 7] 2 38 LA K fB o 1 AR
HzZitit=2%

1 ##l
1.1 FEUEE

S T B AR Waters ACQUITY H-Class %!
UPLC Y (B UPLC £ %% Fll S A5 4% ) . Waters Xevo
TQ-MS #65:1lll #% ( 5 & Waters 23 ] ) , TI-H20 %I 22 45 # 75
W AL (5 ELMA A w]) , BS14-TM-1F %5 3 I e
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% v (1515 WIGGENS /A ] ) , D-35720 RUAIR IR /= 3 25
ML (ZEE Thermo Fisher Scientific A7) ) , EX324 Bl-1J7
P2 — WA RO A A (R ) A R A
JT-DCY-12SL BZKIE A MAL (B R A BR A Al )
1.2 FEHBSIAH

SEH0 T FH EEE2 0 R - 5-FU XTI, ( R
oM AE AR A PR A AL S F100149, 46 % 99% ) |
5-FUH, X B8 i (3& & Cayman 23 7] , #1t5- 0496883-6, 4l &
99% ) . 5-1R FR e XF BE 4 (5-Bru, N A5 , 5% [E Sigma-Al-
drich 2 H] , $it*5- 852473, 44 i 98 % ) & 5 \Z5 F LK i iy
IRV BRI o Mo B B AR 1k FR B 0 R R SR
FRER, R L BE R sl KO KB FIK
2 FiEEHER
2.1 BifSHRiEEy
2.1.1  A3E4MF LA Acquity UPLC HSS T:(100 mmx
2.1 mm, 1.8 pum) Ky At , LAF EE-/K (30: 70, V/V) Nk
A, iaE A 0.3 mL/min, #5420 °C, #EFEE R 5 pl.
2.1.2 RIS BRSNS &R (ESD , 4
R 22 i I (MRMD) B2, 354 07 =00 1 28 14
X, B HREN 1.5 KV, HEFLHE RN 20 V., i 55 i B
R 450 °C, i <k 850 L/, EAL Ui 4 50 L/h;
HF € & 0 8 192 7 X5 4 3 o8 m/z 129.00—41.90
(5-FU) .m/z 130.87—82.92(5-FUH.) .m/z 189.00—42.10
(5-Bru) .
2.2 AEMTIE
2.2.1 XFRESVA RSB FREL5-FU , 5-FUH., X /8 i
10.00 mg, 23 % & F 100 mL k(a5 , 711 50 % H i
75, IR AT, A 5-FU | 5-FUH, Ji 9 5 2424 100 mg/L (1)
B BN AS TR  R IAR A B—X BR E
YRGS 5, 43 3N 50 % H EEEA A L il i 5-FU L 5-FUHL Jit &
R0 10 mg/L Y B — X BRI, BT 4 CukF b
TRAE, 2 H
2.2.2 WNAREEWR W5 % PRI 5-Bru Xt IR 10.00 mg, ¥
F 100 mL Az @8R, 7150 % HBEE 25, IR AT, U
TN 100 mg/L 1Y 5-Bru V40 . K2 LRI £
WIS L, 1150 % SRR R, TSR SV B2 4 2 000 ng/mL
B NARETR, BT 4 CORR P RAT, &
2.2.3  JE¥EFENAW HUC2.2.17 T F 5-FU . 5-FUH, *.
—XF HR S A TRGE T, 43 NS P LR R ) T R
£ 4351 5 20 .50, 400,800 ng/mL A4 5-FU . 5-FUH, i f& b
AR o
2.3 IMEHRHLLE

BUZS (ML E i, BT 37 CKIs B i, 4 25 W B
200 pL, BT 1.5 mL 2.0, in“2.2.27 WU T AR R
25 uL, JiE 30 s, 14T, IR B 1 mL, #WJE 1 min; F
4 °CF LA 14 600 r/min £5.0> 10 min, W B 7% 500 pL,
BT U— 1.5 mL .08 P fE R s O E T IR LR
500 pL, i€ 30 s, F 4 °CF L) 14 600 r/min .0> 10 min,
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W B4 3 8 A R R s I, BT 40 CRIB R LA
AWWT BRI S A 100 pL 2%, € 2 min, 28
0.45 pum PEMEUELL , BREEIEW, B T A shbAe b &
24 ETREMNEZE

I3 BIEUZS (M 25 3 +5-FU+5-FUH.+ N F5 |
WS 45 B e B IR I bR, 862,37 0 Ak
PRIG , P2, F i 5 s 2R aE R AT, e
TG, 45, 5-FU ., 5-FUH.. 5-Bru 4 {4 B I [a] 43 51 A
1.22,1.18,1.55 min; %% [ L3 A 04 PSR 9 5 (an B
AP B R 2838 5t 0 K %6 ) % 5-FU ., 5-FUH, B9 € TG T
o, OIS IETE SRR B, B Y R > 1.5, 1
DL 155 A 3% ) o

5-FUHL JEUAR S iAW, B B A IS 03, 3301 T 1
d NFE 2,37 U R Jr IR BR , PR 2.7 0N (il 5 B
FAF SR HT , 558 H VR8T 5 122 3 d 52,3710
TOTIRAL B PR 2.1 N A R A A A 4
Mr, B EEH DRSS o i vk J32 5 R o itk 2
AT PO, TR 222 (RE) R FZHUENI . 4521 ,5-FU
H5-FUH. H A H PR3 3 /NT 20% , REAE £ 10 %31
FELN A B RN AR A i R AT B BR T TR IR 1
*1 AREREKES-FU S FULREESNBERES
Tab 1 Results of precision and accuracy tests of dif-
ferent dehermination of 5-FU,5-FUH. sample

5-FUHA5-F o
100, SFUHASFU ¢ pru p
e —

02 04 06 08 10 12 14 16 18 20 22 24 26 28

il WERREE,  FWREREGLs),  RE, FEE ‘

ng/mL ng/mL % HH(=5),% HE0=3),%

5-FU 20 20.55£3.76 275 17.10 1831

50 46.86£6.75 —6.28 9.78 1440

400 404.65£49.07 1.16 5.76 12.13

800 822.69166.92 284 476 8.13

5-FUH, 20 19.79+3.77 =105 18.28 19.05

50 54.04£7.04 8.08 11.68 13.03

400 401.03£52.32 0.26 9.84 13.05

800 819.06£62.98 238 534 7.69

= 1001 5-FIJ Snmrens ..-4“3‘.37‘.:&.»
w0 - ; -
= 02 04 06 08 1.0 12 14 16 18 20 22 24 26 28
= 5-FUH. saomess  wewencwmeses
Z 100 N =5
z 1 /\
02 04 06 08 1.0 12 14 16 18 20 22 24 26 28
100 ] 5-Bru sonmrame W“‘vx?:'v‘g;n;n
0
02 04 06 08 1.0 12 14 16 18 20 22 24 26 28
5], min
A2 L3¢ +5-FU(800 ng/mL)+5-FUH,(800 ng/mL )+P#x
5-FUH.+5-FU =
1081 N 5-Bru
02 04 06 08 10 12 14 16 18 20 22 24 26 28
5-FU smrem o 1 Cham 5.
100 ks LR}
& ol -
P 02 04 06 08 10 12 14 16 18 20 22 24 26 28
Eﬁ 5-FUH. stonreas Moo 1 Crames €5
= 100 ~ T W £
z 0

02 04 06 08 1.0 12 14 16 18 20 22 24 26 28

5-Bru smazosn oty s,

100
ol

02 04 06 08 10 12 14 16 1.8 20 22 24 26 28
R[], min
B HIAS I 9 £ I
E1 AEMmEREmE UPLC-MS/MS ik E
Fig 1 UPLC-MS/MS chromatograms of different

plasma samples

25 ZMEARER

A3 ANEL<2.2.1° R 5-FU , 5-FUH, %} J8 5 i 08 1
T 50 % FR PR R ) A BT i R B 4331 24 100,250,500
1 000.2 000.2 500.3 750.5 000 ng/mL % 5-FU . 5-FUH,
RYNVEEW o 43 BIRG 2 W T 3B 280 1 A% 40 L, i
“2.2.27 R AR 20 uL, T 40 CTF LA T
J& BRI IS P 200 L, AR v 43 1 R 20
50.,100,200,400,500.,750 .1 000 ng/mL f#4 5-FU .5-FUH,
R B — R TRV, 45 2.37 T R i A S |, P44
27 RS BTiE SRR A e TR AR . AT
W 843 B ik 5 (X, ng/mL ) S AR A I %45 5 1N
FRAGUETAIFR LA (V) AL FRIEA T [T, 75 5-FU [ |1
IH R R Y=0.014 4X—0.065 4(R*=0.998 7) .5-FUH.[7
[\ 05 75 &> Y=0.002 1.X—0.010 3(R*=0.996 1), B
5-FU . 5-FUH. Kz J57 8 3 5 %) 4 3 R 249 2 20~1 000
ng/mL, & & FRR¥H 20 ng/mL.
2.6 BEESEHERRE

A3 FIL<2.2.37 3 T 20 .50,400 800 ng/mL 4 5-FU .
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2.7 FEEMHILE

4% B B “2.2.3” W T 50, 400, 800 ng/mL (¥ 5-FU.
5-FUHL JELHAE S A, B B R B A 5 7, 4330 T %
TR RCE 24 h AIKIR (4 °C) FHCE 24 h,—80 CRIRIRAT
30 d. 3YRERAMEER(—20 C~26) JE H SEFE s ik &
24 hJ5 , $542. 3" R gk Ab B, P 2. 170 R (i i
SAEHREAHT IO S TR . LS BB R S P o
WeEE A TS, I RERB S e . 455, RETE + T%30
I AR e RS PR I R AR L2 2,
2.8 IREXEIM RNE RN 25

B “2.2.3" 1~ 50,400,800 ng/mL [ 5-FU JE 5 i
VIR, R T MR B A S 0y, 452,37 0 R i Ab HE
FEHE 2.1 BT i 5 ik 45 R AR A, A5 5-FU Jit
FERE i /5-Bru WE TRIFR Y LUAE (4) 5 05 BRI 3R0E o, 3%
“2.37I R RN B VEWOE B, 0 5-FU X RE g
TR F ] T B 43 1) 94 50,400,800 ng/mL f X}
ARG BEAS TR IR A IS Y, $ 2.1 R (A 5 R
T S HERE ST, IAS: 5-FU X B8 S8 A% 5 /5-Bru I T AR
H(B);#°2.2.37 51 F 5k W45 (M2 R 50 9% il
TRV S 4391 K 50,400,800 ng/mL 4 5-FU HI sk
i, F% 2,37 TR AR PR 2.1 R Ak S R
ZMEVERE S B, 45 5-FU H BEAE §h/5-Bru 1 1) L HC (L
(C) o B Y Z& =A4/B x100% , F i 4% W =B/C %
100% . 5-FUH.% b [F7AAE . 4553, 5-FU AY-F 148
(a1 g %y 52.93% ~58.89% (RSD<5.89% ) , *F- 4] Jit:
SRR A 99.40% ~102.31% (RSD<7.65% ) ; 5-FUH, iY)
S 47 45 AT i 2y 54.60% ~62.01% (RSD<<8.08% ) ,
S A1 RO R 97.21% ~101.87% (RSD<7.57% ) , 1
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FEE VRN A IR e BT B R TR IR 3,
®2 AEREBIRES-FU.5-FULREFERPEESER
B4R (n=5)
Tab 2 Results of stability tests of quality control sam-
ples with different concentration of 5-FU,

5-FUH.(n=5)

R i BB TS ng/mL SRR (x£s),ng/ml  RE, %
SRU 4N 50 5191£729 38
400 416.09+36.14 402

800 837.48+52.76 469

40240 50 48.01+6.54 -398
400 3992242646 =020

800 825.58+59.72 320

—80 304 50 5345+439 690
400 4122843048 307

800 815.27+57.35 191

3RV 50 48.15+6.07 -37
400 4083343469 208

800 803.72441.83 047

HEIERER 241 50 48174678 -3.66
400 4048843423 12

800 83024 +51.68 378

5-FUH,  BE24h 50 514946.73 298
400 39325433111 ~169

800 8074845381 —0.94

4 Uh 50 4886+7.08 -228
400 406344359 159

800 800,62+ 5083 0.08

—80C 304 50 47514563 —498
400 415843556 540

800 772.69+48.63 -341

3RS 50 49674600 —0.66
400 392.02£31.03 ~19

800 851.51£4047 6.44

FEERER 24 50 41234557 —554
400 41922+2843 481

800 8073 £41.73 090

*3 AEREIRES-FU.5-FUH. FEH SRR E U
REERYNIRKELER (n=5)
Tab 3 Results of recovery and matrix effect tests of
quality control samples with different concen-
tration of 5-FU ,5-FUH,(n=5)

I BE TR, el E g
TRl - -
ng/mL (¥15),% RSD, % (x£s) % RSD, %
S-FU 50 52931312 5.89 99.40£7.60 7.65
400 54.6111.65 3.02 102314392 383
800 58891223 379 101.51£3.04 2.99
5-FUH, 50 54.6014.41 8.08 97211736 157
400 59.02£2.18 3.69 101.8713.62 355
800 62011212 342 101.39£3.81 376

2.9 I&KRHA

29.1 ASHEBRPRAE  AIABRYE: (1) S LR
F/B A A P2k A 2 I ZS E e 5 (2) 2R
LA AT A k5 (3) 32 I AR g PE4H (EGCO) 4
EPIRETED R 0~1935 (4)#52 LL 5-FU A 3Ehl 25 525
el R R A BT % (5) ILH HL B e S
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IR G ALY bR e 5 (6) T A A7 i 8] =12 J 5 (7) 4R i
18~80 % ; (8) ATt =40 kg HERRFRME: (1) IF IR %,
UL B AR T RE A Lo Pk B 1 U 2 i A R A U
SEPEYER 5 (2) HAT s PRI S LA o S 3 (3) B A
SITEAAAE PRI & R GG R U 78 & 5 (D AR
PR AT RS H A 56 — s R R , sl 2 25 5 4 P HY B
ab AT R (L FE 43R Y7 114 B TR i i 400 g e 4
JRAIEEBRAN) 35 5 (5) 4 A il (3% gl Can o i
96 OB TG sh)) # 5 (6) 47 TH AL IE B sl i 5
I RE R AT RES RS ALIE H I el 2 f LAY FLAbR L , 2Bk
WA ML I  (7) Adiai 6 A~ H WA shikii ke
BT K AL s, B LT 2 AT H A6 e I 3 B
I S LTI ™ E R B Ay 3 5 (8) 308 4o B8 I it Jist i (1]
VR 1L A DR R R S AE A 155 5 (O A AT 6 4N N
A2 HUEE ™ AR E O 2R 84 R B B S
AR 83 E 2L 2.0 e U2 (NYHA) DI RE 5 9% 2 2%
KL B35 5 (10) " F O BRGSOk ol 5 5 (11) BE A 4
JE S it HoAth 25 AR5 5 (12) IEAE HAhIG AR
Wi ey YEIT &
2.9.2 —ETERL WA 202045 8 — 10 A T /RIEEFR
A5 T8 98 I B 42257 LA 5-FU $R2 0 ko 137 46 h oy 2k
REALTT 5 S0 7 WO e 25 B iR 10 o], e B vk 7
1) AP 346, SRR (5T.5 £ 5.6) % o ASHFSE T R4
IR B R 2 o e g = Bt = 24 AR PR 23 DL st i (fR B
L5 KY2017-18) , i Ay BB I8 TS R 5.
2.9.3 RMEEE P BE T 5-FU RRELERIKIH I 18~
30 h i SRAESNE FR K0, B F £ MW L8R AP
o SRR S RIE T KA R, 3T 4 °CLA3 000 r/min &0
10 min, ¥ FJR M B T —80 CHETE . ANIT Ird )y
PRGN B % 5-FU 1Y ¢ Fl 5-FUH, [ L 245 e B, 37 A =X
8 5-FU i AUC: AUC=c.xTCI", %55 5-FU [
¢ H 180.04~622.83 ng/mL, 5-FU ] AUC 2 8.28~
28.65 mg-h/L, H: AUC 1] 35 3~4 54K 55 5-FUH. 1)
M2 i Sy 336.48~948.43 ng/mL ; 5-FUH./5-FU ¥ ¥ [,
0 0.93~4.21, XA [E] B HE A AK[H 5-FU (1) AUC
R EEFRK. ML BB 5-FU AUC Z 851l
SRR 5-FUHY/5-FU ¥R B FUAE 237 43 ) DL T 2 TR 3
3 iTie

5-FU 19 4 ¥ 2 i C.H.FNLO,, 43 F & 4 130.08;
5-FUH. 943§ CH-FN,O,, 43T 4 132.08, 24 Jg /)
A FH N Z 5 SR KRR PR 7R o 26 €8 1A s
B IE T AU 0T 43 B 1 £ A AR SR
B 56 7 2% 42 Waters UPLC BEH Cs (03548 , 45 5 &
B, 5-FU Fil 5-FUH. 7£ C.s 35 AT I 8 B8 B[R] A J ( <<0.5
min) , > EACR AR FIAR . LA B ERE KB, To bk e —
T a] AT 52 100 9% 7K AH EL ] K Bsf 18] e o 5 ok 235 4
HEE AR 22 FURE I FE 2 A, ] ZE AR 1 2 43 A

China Pharmacy 2021 Vol. 32 No. 4 - 483 -



I SOASAE 5 35 Y Acquity UPLC HSS To/MEDRLEE}

g,
40
A 10
BiEstRgE 19.3317.00
30 = i 19.19
o e® TREM  36.22%
B ®
éf’ ®
O 20 - [ ]
= °
2 ®
[Ie}
10 = g
°
-- e
0

2 MHLEEBESEESFUAUCEER AR

Fig 2 5-FU AUC exposure scatter plot of advanced
colorectal cancer
w10
Y BEsnpz  1.90£0.99
4 - i 1.64
TR 5229%
= 54 °
g
£ 2 %
...... -....'-----
1 = o0 === hffF

3 MpHERGEBAIEEE 5-FUH/A-FURELLES HE
Fig 3 b5-FUH./5-FU ratio distribution plot of ad-
vanced colorectal cancer

5-Bru 5 5-FU | 5-FUH. A5 MRl 9 £1 4% , HAT K
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