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Abstract: Objective To investigate the effects of different doses of bevacizumab on irinotecan distribution
in nude mice bearing human colon cancer cell xenografts. Methods DLD-1 human colon cancer cells were
inoculated into 24 nude mice, which were randomly divided into four groups: control group, with 0.9% NaCl
on dl, 5, 9 and irinotecan on d10; test group 1 to 3, with bevacizumab 2.5, 5 and 10 mg/kg respectively on
dl, 5, 9 and irinotecan on d10. Tumor volume and irinotecan concentration in peripheral blood and xenograft
tumor tissues in the four groups after treatment were analyzed. Results No significant difference in tumor
volume was observed among groups. Irinotecan concentration in peripheral blood in the three test groups
was significantly higher than that in the control group, and increased in a dose-dependent manner[(432.33+
104.76), (409.69+267.15) and (719.21+253.00) vs. (299.69+83.63)ng/ml], moreover, there were significant
difference between test group 3 and test group 2, control group (P=0.045, 0.010). Irinotecan concentrations
in tumor tissues from the test groups were lower than that in the control group, and there was significant
difference between test group 3 and control group (P=0.047). Conclusion Bevacizumab might influence
irinotecan distribution in nude mice bearing colon cancer cells in a dose-dependent manner.
Key words: Bevacizumab; Irinotecan; Nude mice; Xenograft; Colon cancer
W E. B WERRMNE R LR FTEmBEEORR TSRS AR, Tk BRHAL
W #EDLD-140 B R R 24 2, FEAULy A4, TR 0.9%F AR P 8B, FR14. 2.5 mg/kg
NAREFIREF TG ; K2 5 mg/kg MR ERIEAHF ZHREITT; K34 10 mg/kg NAX
PRI TGS o MR RV AE LI G I KDy, S1 R de BB L0 8 WAF S BOR B 09 2 5%
ZER TRBAAIA EI AR E TR G E L, S b SR RT3 e
P R E T AP RRLL, LK JE A AR AR F 3 e 3 el (432.33£104.76) . (409.69+267.15) |
(719.21£253.00 ) vs. (299.69+83.63 ) ng/ml]. o F1340 15 L1240 *FRELLMY £ F A Lit 5 & L
(P=0.045, 0.010) . APIFLHLE N L
BB R I e Y AT
= HHA: -04-07; & HA. -12- . .
gg%g;?igé;é;g;%iﬁgiﬁ¢%ﬂ AT, b RIR3UL L A ML) £ St
A3 4 (2008QN004 ) Heeit£EL (P=0.047) . &it N
o MEEBBAL: 1310022 AL, LK BB E BB A e R LT O e
R AL SN SR T Y R R 1 ik g A . v s 5 1
YRR ol R e
SR ESKE N ERb e, 5310027 LM, kg ATEAR.
HAwR KB MERER; BB R
BEIEEE: mAJIL, E-mail: jieerying@aliyun.com; & B B, LW
i -mail: e +
o e mggki%g?m ko, ma, zwEg, & TEARS: RTISIS
TN LR A 77 o R AT SRETIRED: A




© 204 - AbyeERn 6 312016 F55435554 83 Cancer Res Prev Treat,2016,Vol.43,No.4

0 5%

B A TY BRI R A R R R I
SRR, UM AR IR YT = M 45 I B
TR A DA ek e T
Jiprgeg it A8 AR B 25, BN AR A T ~ TG AR
55 R DR PR A 3. TR B e
AT B A I #EJC R E Y Hurwitz%§
F4) TIT 3991 AR 60 8 /R 5 G ) 5 mg/keg DL AR B A
4 Bl — 247 7 ZRIFLIYYT R, E32004)
FEMHE/R P 10 mg/kg DAL FBT ] 14 s E %
S5 2 ALST T ZFOLFOXARYYTRE . 183X I
78 R IRATTE 2 A7) K 5 DA BT RE I
Hna B A AT IR, DR BT AP AL
IR 2 ]2 2 M OG ZR 3 S 1 n 81— 0 o )
NG BT

A AIFGE 2% B BEAZ AR ok T R 1 i i 1 fieb
AL R A G B4 ( TAMs ) 5 i 2
i T A AR RS A Y R 4 e R e 1 s Ak T
T, 5 VEGFREMS F 1L 5AA% 40 Btk A g 41414
L TAMs, FFREIE T HIE M ; M TAMSs i 1) 44
B (MIP) LA+ (IL-6. IL-15%) A5
JigE R iR e Mk S g, MR AL LUK, 414 )
BV A T 38, A ALY 250 A 5 A iR 4 2
PN & LB IR A A AR RIS (s DL AR AT
R fo iR 0 A5 IR Ak, D 2R BRI AR R T
I A R N AT 25 ARSI R N2
W3 DLD- 141 i 8 7 Bz T B A AR RUB TR %
AN T 5] o DU ARCEAHT X IR A A g 0 i 1 B vt £
ST RO R

1 #RFAEE
1.1 F2EGH A i

DR P E SR (F1LRoche/Ad] ) , EhR
PSR R (L EMER AR ) o 27957 EAL
WA RS . Quattro PremierfRHKFTHE (MS)
frill ¢ (5% E Waters/AF] ) 5 Heraus 1.0/ IR
BLDHL, AW tESE . D-37520 Biofuge sy i B
DAL (fEEKendroAF] ) 3 LDZ5-2RIZL.0HL (b
FEMECHL ) 3 AT201 02— i R
( ##+METTLER-TOLEDOZ ) ) ; RPMI 1640
B (EEGibco~H ) , 10%04- 1M (3£
EHyclone/A ] ) ; A4 DLD-141 gy Tt
] % 2 Rk 2 o e g = e ek R A 92 B, T 5 10% iR
A I35 BRPMI 164035350, 7E37°C . 5%COMfl
FR B A5 P B SRR A . B B X RS (AL

. 160711012, 4. >98% ) H {175 fe 5 il
25wl s IR IR DL AN T T 0 B (R
NN RN e, #5: 06-02, 4ifE: >
99.0% )
1.2 ik
12,1 BREUfarE S e s o2

BALB/c-nu/nuff fil, (WL H B 25 K22 505 5h 1)
Huts ) 2485, 3~4JE4, BEI2ZE, HE12R, SFRA
H16~20 g, TAFETSPFRIFEH . BOS A K WIH
DLD- 140, FHEANHLETRAC E A 5x 10"~/ Z T,
H0.2 mIZERNFRREUR T o FRRan i kKo H 242
4, BIARKAZRES mm R/ T4 525 . BEL
SromAdl, HAS6H . ST 0.9%FH LA
SIS 5. ORFRIKIEST, D RE66.7 mg/kg
FEHEIORES; L8014 . 2.5 mg/kg KRS
PSP RRRRALSTY s S22 5 mg/kg DA HAPTER A 17
SIS R34 10 mg/kg DR BB ST
SRR RALSY o LR DR T 5.
ORUTSS, P EME66.7 mg/kg THI 10K TS fix
Jer 4253 5 F 555 10 R AR 37 B B 45 24 )5 /I A FE AR
B, BRI I EOR T R
122 FEAEIR R/

R BE Je I i K AR AR, iR AR A=
KApexgmiz’2,
1.2.3 A& Briria 2 22 P A ST e e

R AR AE B8 ICRR BN I, & F I R AP E
REH, 3 000 r/min, .5 min, 595K,
F-70°CkA T IRAEREH . B NI, AT
TR NG T B RR RN, F =70 CUKF b ORAF
i LC-MS/MSEIN 7 #R M 3% A figg 2H 2L
SRR
1.3 Gtk

K HISPSS 1308 T 5 it 50, s ik
R (xks ) Foon, PILL] FLRER IR ST
FEAR G L, K36 K HEH0=0.05, P<0.05KHZERH
GuitaEE L.

2 #R
2.1 BB RN

WITE R, WaREARKAEMER, MW
AT, WPRAZE . SZEG 14 . SEEG 241 RISCEG 34 i
IRV RIh . (1.5440.21) . (1.33£0.46) .
(1.21£0.64 ) F1 (1.02£0.34) cm’, SZEG14H . =2
0241, LI SN RRA IR, ZREGEITHE
X (P=0.953) . SCER14H . SCIw24H . SCER34 —



AYEBRH 3832016 F 55434555488 Cancer Res Prev Treat,2016,Vol.43,No.4 * 265 .
b, ZRgit2=E L (P=0.804) , UL 4, HPLR3H S BAMERA G ITHE XL

K1,

1.6 1
1.4 1

1.2 1
1.0 1
0.8
0.6
0.4
0.2 {
0.0-

Control Test Test Test
group groupl group2  group3

Tumor volume (cm?)

Control group:0.9%NaCl+irinotecan; Test groupl: 2.5mg/kg
bevacizumab+irinotecan; Test group2: Smg/kg bevacizumab+irinotecan;
Test group3: 10mg/kg bevacizumab-+irinotecan

Bl FERE RS U H AR K/

Figurel Effects of different concentrations of bevacizumab

on tumor volume of xenografts

2.2 AIE I K iEg 2 2L P T R AR N

PRSI 4 2530 minfm X BRA] | SCEG 14
SEOR22 LI 3L AN A B ST B RV B 4y
(299.69+83.63) . (432.33+104.76) . (409.69
£267.15) . (719.21£253.00) ng/ml, &1
. SCER2A . SEER3ZH AR LR R T X AR
g, Hpsei3gl 5x AN ERAgIT¥E X
(P=0.010) . SESG14H . SE8e241 . L340 —4H
() A b, SO 320 B SR/ T L 0 1 41 NS B2 4
Hrsrm3dfl 5Em2dlmmEZRARI2=E X
(P=0.045) , WLK2,

E3

800 ] | l_*_l I
700 ]
£ 600

=3
2 £ 500
£ 8 i
£ 400
O .= 200
b
100
0 T T T 1
Control Test Test Test

group groupl  group2 group3

*: P<0.05, compared with control group and test group 2

B2 A[EHREE Nk B H X 75 48 8 S B 0L 4R SE 8 R VR B Y
A1)

Figure2 Effects of different concentrations of
bevacizumab on irinotecan concentration in peripheral

blood of xenografts
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Figure3 Effects of different concentrations of bevacizumab

on irinotecan concentration in tumor tissues of xenografts
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