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Efficacies of capecitabine combined with irinotecan or rh-endostatin for treat-
ment of oxaliplatin-resistant patients with advanced colorectal cancer

ZHUANG Chao-ping, CAI Gao-yang, LI Ting-han, WANG Yong-quan, CHEN Wei-rong( Department of General Surgery,
Second Affiliated Hospital, Medical College of Shantou University, Shantou 515041, Guangdong, China )

[ Abstract ] Objective: To evaluate the efficacy and safety of capecitabine combined with irinotecan or rh-endostatin
( endostar )for the treatment of oxaliplatin-resistant patients with advanced colorectal cancer. Methods: Forty-five patients
with oxaliplatin-resistant advanced colorectal cancer were included in this study. Twenty-five of them were treated with
capecitabine combined with irinotecan and 20 of them were treated with capecitabine combined with endostar. Results:
The follow-up period was 3-21 months. The response rate( RR ) was 32. 0% in irinotecan treated patients; the clinical
benefit rate ( CBR ) was 72.0% ; time of tumor progression ( TTP ) was 6.2 ( 95% CI: 3. 125 ~8.905 ) months. The RR
was 55.0% in endostar treated patients; the CBR was 90.0% and TTP was 10.6 ( 95% CI: 7.876 ~12.962 ) months.
There was significant difference between the two groups concerning the above three parameters ( P <0.05 ). The overall
survival periods ( OS ) of the two groups were 15.2 (95% CI: 12.576 ~17.842 ) and 16.1 (95% CI:13.988 ~18.234 )
months , respectively, with no significant difference ( P >0.05 ). The quality of life ( QOL ) was improved in 2 cases
(8.0% ), kept stable in 6 cases (24.0% ), and decreased in 17 cases ( 68.0% ) in irinotecan treated group; the num-
bers in the endostar treated group were 12 (60.0% ), 6 (30.0% ), and 2 ( 10.0% ), respectively, with significant
difference between the two groups( P <0.01 ). The incidences of drug-related adverse events, neutropenia and diarrhea,
were higher in the irinotecan group than in the endostar group ( P <0.01 ). Conclusion: Capecitabine combined with iri-
notecan or endostar are alternative therapies for oxaliplatin-resistant patients with advanced colorectal cancer, and capecit-
abine combined with endostar is more effective and safe.
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Tab.1 Clinical characteristics of 45 patients

with advanced colorectal cancer

Irinotecan group Endostar group

(N=25) (N=20)

Characteristic

Mean age( t/a ) 45.1(32~65) 51.6(35~70)

Sex
Male 15 12
Female 10 8

Karnofsky score

80 ~ 100 5 2
71 ~80 10 10
60 ~70 10 8

Primary site
Colon 14 12
Rectum 11 8

Metastatic site

Liver 10 9

Lung 2 1

Celiac lymph node 3 3

Pelvic lymph node 5 2
Metastases

Synchronous 13 10

Metachronous 12 10

Previous therapy
Oxaliplatin chemotherapy 3 1

Operation + oxaliplatin 22 19
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Tab. 2 Therapeutic effects of irinotecan or endostar in 45 patients with advanced colorectal cancer

CR PR SD PD RR CBR

Group

TTP 0S

(n) (n) (n) (n) (%) (%) [ month (95%CI ) ] [ month( 95% CI ) |
Irinotecan 0 8 10 7 32.0 72.0 6.2(3.125 ~8.905) 15.2(12.576 ~17.842)
(N=25)
Endostar 1 10 7 2 55.07 90.0° 10.6(7.876 ~12.962 )" 16.1( 13.988 ~18.234 )
(N=20)
" P <0.05 vs irinotecan group
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Fig.1 TIP curves of advanced colorectal cancer

patients after treatment with irinotecan and endostar
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Fig.2 OS curves of advanced colorectal cancer patients

after treatment with irinotecan and endostar



+ 178 -

o [ fifoed A M Ay 2, 2000 4E 4 H L16(2)

2.2 AFRERN

ST R 2 A 36 B ( QOL ) B 3% & A 2
(8.0% ) ,FaE#H 6 #(24. 0% ) , FFE 17 fl
(68.0% ); BEEAMUEEFA 12 6 60.0% ), FaE#H
6 #( 30.0% ), FR&E2 il 10.0% ), HitH 254 4 it
N P<0.01,%3),
2.3 RRRBEAFE

AN B RN H AR ST AR 4L R R AN e D IR TS
RAEFPRETEEH( P<0.01), HAldn T 22

I R B RN, EFEK R R AR o B
P 5 Ko s 7 AR V& I R 1 XHREYR T - 25 T K
“der: K B6 W ANGIT TR ZEAE

x3 S GIBRBEERERERTE QOL M al % )]
Tab.3 Changes of QOL in 45 patients with advanced

colorectal cancer after therapy [ n( % ) ]

Group Improvement  Stabilization ~ Descent

A IR SRR TR R 4 ), B 1k Irinotecan( N =25)  2(8.0% )  6(24.0) 17(68.0)
S e SE BN RIS IR T e 4 mg, LLS &2 h IR 2 Endostar( N=20)  12(60.0)**  6(30.0) 2(10.0)""
mg, % A]4E4 h HAR 4 mg, /012 h, BRI ETEE L, “* P <0.01 vs irinotecan group
x4 SHEFETPHANTRE N
Tab. 4 Adverse events occurred in 45 patients with advanced colorected cancer{ n )
Irinotecan( N =25) Endostar( N =20 )
Adverse event
I I i} I\ (%) I I I v (%)
Anemia 5 1 0 0 24.0 2 1 0 0 15.0
Neutropenia 5 2 3 1 44.0 2 1 1 0 20.0"
Thrombocytopenia 1 0 0 0 4.0 1 0 0 0 5.0
Nausea /vomiting 15 8 2 0 100.0 10 5 0 0 75.0
Diarrhea 4 3 3 1 44.0 1 0 0 0 5.0
Alopecia 2 1 0 0 12.0 0 0 0 0 0"
Hand-food syndrome 10 3 1 0 56.0 8 2 0 0 50.0
Pigmentation of skin 10 1 0 0 44.0 8 1 0 0 45.0
Mucositis 3 1 0 0 16.0 2 0 0 0 10.0
Liver dysfunction 1 0 0 0 4.0 1 0 0 0 5.0
Kidney dysfunction 1 0 0 0 4.0 0 0 0 0 0
EGC abnormality 0 0 0 0 0 2 0 0 0 10.0"
Anticoagulant abnormality 0 0 0 0 0 1 0 0 0 5.0

"P<0.05; " P<0.01 vs irinotecan group

%

B A IS — xR A A SRR R R 1
ke 2 e 2 1 ), A B JC AR M RE A L AR vz e
o TP Je Al Sy HLAT 40 0 75 1 B S I I , AT 26 %
P2 Ao £, T e R R 2 M AR X X 240
A E o R RS B 4L S U B O A R A

3 it

HULZUR 6 A5, PRI B g 16 1 5 EL G IE B A 4
Bi/lhe Cutsem Z50° A5 RH MG R IR0 5N K, R
B Ath Y T B R0 PR W + S 1 T G 00 K o
(IR AT, X R0 R g W Tif 245 3 47 i R A &, X401
X B IR E WA PR
JR AT PR AT AR, R S I DNA B 5 41 1h
S DNA KAEKr2L, T FEAS DNA &2 F RNA &



FEFAF- 25 R BRI 0 PN B R AR S B R T B A BT 25 W 19125 B R 179 -

B, A S EMRE AN AE T [ N A G
G ERAKSL BEIR YT I 45 B . S HUS
RUFRCH ., A4 25 1) FOLFOX4 J5 R8T Toaai
Y G I 45 g AR A, SR TR B AR R AR ST
AT, B AR (RR ) K 32, 0%, I IR %2 26 R
( CBR )N 72.0% , W it Je s [a)( TTP )6. 2 > H | 4k
KT HREAE.

A b9 A A R S AR T ek T A= 1l A8 ) T
J, A1 ek T A 0 A AT R, A IR 4 e iR AR
IR S ZIRIT MR A BER R Z — BN EMER
J2 H R DB e AT R0 I A8 A B bl e . AF g
W TR A R S b FH TR A 0 A 1) PN B At
A HAT RS S I T, DO R RIS A AR
FH 5 53 40, o830 3= V81 e 40 i 3 v 1t A PN g A TR
F( VEGF Y 223k 3K K B RO 76 1, 20 5%
FEBUIMAE A BUAE T, ()4 R B0 R IR sl R 4 . 1
Ah, B E AT e 5 Ak 9T 25 ) 2 A AF 7E B ) AR
R AR 20 R R B Al A U IR YT
A1 G IR ZE ik E CR.10 ] PR.7 6] SD,RR K
55.0% , CBR 5 90.0% ,TTP10.6 > A , SRR
E

ST R R 11 = B B 1 i 0 v M 4 e D
IR RS ORI I 5 R R A F2BEAS [ S
FIELEAE ; P B 18 S etk s ng, Ko
A REMAER R 1 ~2 9 HoA 1 B E B 4 b
PERLA /D, EXHREVRYT R R A, T N
ER, LAIMAS PN Rz 40 A ok 32 B0 5 a1 A S
PERR I 5 X 1E 5 AU/ N, AT RSB BE 30 ] A S
N . ASRIG P AL 3R, R Es b= B A B 4
N AL S A B X S R PO o oY
Karnofsky PP/ A4 BT AL H

I 66 A e g 2 5540 et ok i o 400 o3 e )
PERP R BE B QOL, I 41 H 51 o & B ) £¢ 05 4R
PR RB B B A R ST B RE AR T 4 68. 0%
(17/25)H 8L QOL T F&, I < 5 b i 5k A B 4
QOL B ik 60. 0% ( 12/20 ), X 51 # H 75 HH
XPERAT

R TR B LA A AR IR A2 25 %
Jeg SR [R] N R RN AR I T A LT R B
Pl AR R A, (B2 OS A7 225, 70 5 A
16.1 ™A M 15.2 A H, FEAL T B AR E /Y 20 4
AU TR ATREA LR E A (1) VIR
B R R £ ey s (2) BRI S BN S bR v
T RASY , FAEZ 2525805 ; (3) A 18 Bil( 18/45
) AZLRF KPS ¥4 <70 43, 15 Bil( 15/45 )44 =60

B R  TCETN 2 2 PR .

£ LTI 3T BRI ANG T IR R T
W2 H i R R R 5 b IR AR S B B kR
Bl e 5 RURE S W I £ i AT O R, R R A I
G REHA EA ey oM 2 etk TAHEGERE
VII TRV, 5 B I CRA Fr it — 2 WL

[ & % 3 ]

[1] de Gramont A, Figer A, Seymour M, et al. Leucovorin and flu-
orouracil with or without oxaliplatin as first-line treatment in ad-
vanced colorectal cancer [ J . J Clin Oncol. 2000, 18( 16 ):
2938-2947.

(2] XIFsue, ZehuzE, £ 0,4 BUE ST EE IR T 2R i
PERDRR A AILEEL J 1. I PRI 22 235, 2007, 12(4): 241-
245.

[3] UeETF, ERAR 5,45 UL R FxT i i 20 a4
HE R RSN SZEGL T ). IR BITIA ST, 2009, 36( 1): 5-8.

(4] 8%, B, 3 ko, mINNE ARG EAA
p53 His 1 of 7L BUCFL AR L AR kL 7 1. i R A A
A4, 2008, 15(5): 470-473.

[5] Van Cutsem E, Hoff PM, Harper P, et al. Oral capecitabine vs
intravenous 5-fluorouracil and leucovorin: integrated efficacy data
and novel analyses from two large, randomised, phase [l trials
[ J]. BrJ Cancer,2004, 90( 6 ): 1190-1197.

[6] Park SH, Bang SM, Cho EK, et al. First-line chemotherapy with
irinotecan plus capecitabine for advanced colorectal cancer [ ] ].
Oncology, 2004, 66( 5 ): 353-357.

[7]1 AhnJB, Jung KH, Park YS, et al. Phase II trial of irinotecan
and capecitabine in patients with advanced colorectal cancer ( AC-
RC)[ J 1. J Clin Oncol, 2005, 23 (16 ): 3714 - 3720.

[8] Carlini LE, Meropol NJ, Bever J, et al. UGT1A7 and UGT1A9
polymorphisms predict response and toxicity in colorectal cancer
patients treated with capecitabine/irinotecan [ J ]. Clin Cancer
Res. 2005, 11(3): 1226-1236.

[9] Quintela-Fandino M, Gravalos C, Gonzalez E et al. Irinotecan
( CPT-11 )-based chemotherapy as induction treatment for ad-
vanced colorectal cancer [ J ]. Anticancer Drugs. 2005,16( 1 ):
31-38.

[ 10 ] Heudel P, Romestaing P, Barbet N, et al. Capecitabine, irinote-
can, oxaliplatin ( CAPIRINOX ) and concomitant irradiation in ad-
vanced rectal cancer: the Lyon R-02-01 phase I trial [ J ]. Clin
Oncol ( R Coll Radiol ), 2008, 20( 5 ): 369-374.

[ 11 ] Moehler M, Sprinzl MF, Abdelfattah M, et al. Capecitabine and
irinotecan with and without bevacizumab for advanced colorectal
cancer patients [ J . World J Gastroenterol. 2009 ,15( 4 ): 449-
456.

[12 ] Phti, B 3, 2Bk ar BRI A RIE IR P I T 45
R RS T ] KRR EZRE, 2008,13(1): 53-54.

[ 13 ] FHei, WSS, Fal ). R B A I A P 7 B BREVA 7 e K
fsl ) ] i Bah SR, 2008, 21(1): 4849,

[ 14 ] #FEUE. Rl i O 37 BRI £ - B Al i — 2Ry T M0l A i 1Y
I RULZRL T ] I PRI 22575, 2008, 13(7): 651-652.



< 180 -

rhE MR AEYINAIT A htp://www. biother. org
Chin J Cancer Biother, Apr. 2009, Vol. 16, No. 2

[ 151 Li B, Wu X, Zhou H, et al. Acid-induced unfolding mechanism of
recombinant human endostatin [ J ]. Biochemistry, 2004, 43(9 ):
2550-2557.

[16 ] Wu Y, Yang L, Hu B, et al. Synergistic anti-tumor effect of re-
combinant human endostatin adenovirus combined with gemcitabine
[ J 1. Anticancer Drugs, 2005,16( 5 ): 551-557.

(17 ]84, 78RR, R, 4. A A HR YH - 16 BA -
PR A ) 45 R TR AR B EL 0 1 AR B AR R,
2006, 9(4): 161-164.

[ 18 ] Mancuso MR, Davis R, Norberg SM, et al. Rapid vascular re-
growth in tumors after reversal of VEGF inhibition [ J ]. J Clin
Invest, 2006, 116( 10 ): 2610-2621.

[ 19 ] Moehler M, Teufel A, Galle PR. New chemotherapeutic strategies
in colorectal cancer[ J ]. Recent Results Cancer Res, 2005, 165:
250-259.

[ K7 EHEI] 2009 —-02 - 04
[AXHmE] T =

[fEE@BH ] 2009 -03 -11

0

DOI: 10. 3872/j. issn. 1007-385X. 2009. 02. 023

A oT 488 .CD3AK 4H il . CIK #0 DCs X3 75 B & 4 R B9 97

HAEE N ER ke B OFLE A A
221004; 2. M EFRKEEREBA, L5 4am

H Rosenberg 556 LAK 41 Jg 0 FH F I PR LAk,
NATTRE e 0 40 B SR B YR T R T TIR ARG . |
T I8 240 A 53 %) 35 41 o) X1 R e T R L LA
S AT R AR e 8 S e 3000 20 AN ) 2 B bl A7 4K
s E A SE, B, 7R R A0 e e i T
J00 FH 1A 92 210 RRLERK 5 325 I P o 3 A M A TIR YT
A REA ST B 88 20 B sl ik R A . AR
PR IE 2 4E R 2 4 W 98 R0 i A 98 R 4 AfEC den-
dritics cells, DCs ). CIK ZHHfd .CD3AK ZH I A1 vST 2H
Jia X B A7 N E JE( SGC-7901 4 kR )4 76 44 B
PEAT B B BB IR T, LA 3 46 401 Jifd 2 FH 0 Bk FH
BT RCR o

SEEKYT I 1 FR B SCGC-7901 4 i 25 TC 1ML T 5%
FEWH AN MO 35 P & 2 x 10%/ml, T8 H AR BT 3
H R R R 0.2 ml 4R VR 40 R 4 x
107 ). $EFNEEE 4 KBTS 4 41 A
20N BRA N I P T S TE LTS 1640 5555 B 41
TS DCs 1 x10° 4> + CIK 1 x 107 45 C ZHIESS voT
4 5 x 10° 45 D ST DCs 1 x 10° 4~ + CD3AK
1 x10°4> +dT ZH M 5 x 10° 4>, F4I4 7 I 2 [H
FFEST 6000 U NEHAH L2 o A3 dHES 1k, 34
7 3 Ko HITIRTT A S 3000 20 A H F J7 vA 4l
BIEAG 2 F( SR A UFSE R T &) &I E ik
PrEEIN 200 ml, 53 25 F 4 B 4% 41 i ( peripheral
bloof mononuclear cell, PBMC ), A I B# . dE NG BE
PBMC/3 74T CD3AK 4 it . ydT 4 fifd . CIK F1 DCs

FLEIRE F
221005 )

- WEFTTRIR .

)32:

E'(1. BAES 9T BEREZIA, TH %N

(R TN 5 o

TR SRR RN AR 4 KPR R YA
IR, HARTE 2 ~3 mmo T45 1 YIBITR 4 4
KEL, A AW R A 3SR, B 4R 1 1, C
ik 2 LD AR 1 Ho FIRITEE 7 REPiER,
A5 H/N MR ARBE 12.6 ~28. 8 mm’ ;B 413t
THIR 2 H AR RB > ¢ iR 2 HL a3 B
N AR RSN D 4R E 2 H, AR BUR
/N IRITHE 20 REF, B AA 1 HIER, c412 H
THIE,D 202 Hi4iB . Kruskal-Wallis #6565 75 18T
2 5 %) IR g AR 22 AR (P <0.08 ), T
TRYT 55 d S5 SEE, X R AT #1 RS0 sE TS, B 4147
W63 HLC A 2 LD e, RIT AT
RS FRAA A A KRB, o D 4/ B R B
KF CHP<0.01 ), WL ATLIAH, L
J& DCs + CIK 4IAEIRY 7 AL Bk vST HMIIRY Y4, iR
J& DCs + T 40l + CD3AK 41 g 16 57 26 24 BE 41 7
Fifd A=A o F e T L A Ko ek R T A S B 5 A R
A AR AN ST 4iHE LTS T 40 M . NK 28 i A
NKT 45 HEATIGTT , 4 23 B 0 B2 5 e 697 3
W Z R LI BT s — DR ST AL

[ 8897 ] oT 41 CD3AK ZH L ; ¥ SR 41 L ; CIK 4 ffd 5
B MR 5 BRI TT B

[HESZES] R735.2; R730.54 [ X@tiEEB] A
[ XEHS]T 1007-385X( 2009 )02-180-01



