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Prognostic factors for tumor recurrence and metastasis of intrahepatic
cholangiocarcinoma after radical resection
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ABSTRACT Objective: To determine the risk factors for tumor recurrence and metastasis in patients with intrahepatic

cholangiocarcinoma (IHCC) after radical resection.

Methods: The clinicopathologic data of 125 IHCC patients undergoing radical resection between January 2002
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and May 2008 were collected and reviewed. The postoperative tumor-free survival rate and unfavorable factors
affecting postoperative tumor-free survival were analyzed and meanwhile, the relations of CA19-9 level with
clinicopathologic actors were also analyzed.
Results: The follow-up rate was 81% for the entire group of patients until May 2013 with a median follow-up
of 30 months, and 109 patients developed recurrence or metastasis. The cumulative 1-, 3- and S-year tumor-
free survival rate for the entire group was 61.6%, 27.2% and 12.8%, respectively. Multivariate analysis showed
that lymph node metastasis (RR=3.990, 95% CI=2.383-6.679, P<0.001), tumor size larger than S cm (RR=1.78,
95% CI=1.190-2.663, P=0.005), CA19-9 level over 200 U/mL (RR=1.734, 95% CI=1.138-2.642, P=0.01) and
multiple lesions (RR=1.77, 95% CI=1.114-2.812, P=0.016) were independent risk factors for tumor recurrence
and metastasis after radical resection. The CA19-9 level was significantly related to the lymph node metastasis rate
(OR=3.208, 95% CI=1.276-8.067, P=0.013), and CA19-9 level yielded an area under the curve (AUC) of 0.696
for prediction of lymph node metastasis, with a sensitivity of 75% and specificity of 63%.
Conclusion: Lymph node metastasis, tumor size larger than 5 cm, CA19-9 level over 200 U/mL, and multiple
lesions are independent unfavorable factors for recurrence and metastasis in IHCC patients after radical resection,
and high preoperative CA19-9 level is closely related to lymph node metastasis.

[Chinese Journal of General Surgery, 2014, 23(8):1024-1029]
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IR (THCC ) 2R IE TN R E
A b B0 9 g, S AR SOk M R EE THCC 4
BRE R T . AR VIR & THCC B 4R
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FAE, SAEEAER N 10%~30%"7, R 24EE K
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1.1 — &AM

A 5T IR 4 2002 4F 1 H —2008 4 5 H 75 3 B
TG VI BR () THCC &, AN L6 R THCC #2527
FARMEF ARG HHE ST 1 B VIR B . &
44125 i, B 80 B, 2 45 fl; AF % 23~74 %,
WAL AR R 52 %5 HBsAg BH % 69 ], Hidh & If
HBeAg FH 1 23 fil; HCV & Y% # 2 fil; HF 3 fig
Child A 9% 121 1] . B 9% 4 fil; W8 ELAR >5 em 76 f4,
< 5cm 396, FAMERANHK 6 cm (1~15c¢m ) ;
CA19-9>200 U/mL & 36 i, < 200 U/mL # 89 f4l,
<37 U/mL # 55 f; kM 97 41, 2 & by
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7, BRIERBE LRI MR RNERTR
ST Z A,
1.3 GitZFaE

B A7 BOUE 438 1ok SPSS 13.0 8 F 500, 33k
GORMA SR R A BT R ] x P KRB0 B Fisher § UIHE SR
2, 20t CA19-9 £IE/KF 5 THCC &3 19 lim IR e
T IR 22 00 AH 56 P U SR Logistic TR, )5 £
5 Hr R H COX ZHZE MIAAAR; SR A Kaplan-
Meier 2= 47 43 T ik 7155 Jo 98 A 47 %, Log-rank 35X
EAER AT . P<0.05 N ESAHGH¥E X,

2.1 MEBELAEBER

WE 201345 A, RABEEREFEN 81.0%,
oo BE U5 B R 30 A~ A 125 il B 3 109
o Ok el R A . I &R R 4k 93 1
i %% o fl, S 76, EEMBE R NLZ LA
92 {7, Pk FH 17 4], 125 B ITHCC B3 b7 TGI8
AEAEIEE D 204 A, 1. 30 S AER O A AE R A
WA 61.6%., 27.2% ., 12.8% (K1) .
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Figure 1  Survival curve for the entire group of patients
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THCC O HRAA VTR AR e 52 % e 7 9 AN )L
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&1 HCC BERGMVIBRAREZMMEE X EBN AR
BN (%) ]
Table 1 Univariate analysis for the factors affecting recurrence

and metastasis in IHCC patients after radical

resection[n(%)]
N HR S JoIR A AT
BES ) oy P

g (%)

< 60 102 (81.6) 19 (2)

> 60 23 (18.4) 25(6) 0412
el

5 80 (64.0) 20 (24)

@ 45 (36.0) 20 (4.0) 0-535
HBsAg

AP 69 (55.2) 20 (2.2)

R4 56 (44.8) 20 (4.2) 0873
Child-pugh 53%

A 121 (96.8) 20 (1.8)

B 4(32) 20 (1.9) 0184
CA19-9 (U/mL)

< 200 89 (71.2) 25 (3.8)

> 200 36 (28.8) 10 (1.2) 0.001
AFP (ng/mL)

<20 101 (80.8) 20 (2.3)

> 20 24 (19.2) 10 (4.5) 0568
g RN (em )

<5 49 (39.2) 34 (54)

>5 76 (60.8) 14 (1.6) 0.002
iR g

kil 3 97 (77.6) 24 (2)

Zk 28 (22.4) 8(1.3) 0.001
UNRESR T F

Jc 101 (80.8) 25 (2.5)

# 24 (19.2) 7(08) <000
P20

o 114 (91.2) 20 (2.1)

H 11 (8.8) 20 (6.9) 0.984
&=L

Jc 114 (91.2) 20 (2.3)

H 11 (8.8) 14 (4.7) 0447
RABARIT A B

Jo 117 (93.6) 20 (2.1)

H 8 (64) 19 (3.5) 0-898
AJCC 5314

I 53 (42.4) 30 (4)

11 21 (16.8) 20 (4.6)

1 27 (216) 10 (39) <000

v 24 (19.2) 7(05)
SRR

w 88 (70.4) 20 (2)

= 37 (29.6) 15 (2.1) 0-189
filvgEd oA AR R

e 9(72) 37 (38.8)

r 59 (47.2) 20 (1.9) 0.352

ik 57 (45.6) 15 (43)
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F2 IHCC BERAMVIKRAREZ MMEERELNE
o
Table 2 Multivariate analysis for the factors affecting recurrence

and metastasis in IHCC patients after radical resection
Kz r SE RR 95% CI p

N2 1.384 0.263 3.990 2.383~6.679 <0.001
JiJ8 >5 em 0.577 0206 1.78 1.190~2.663 0.005

CA19-95200 U/mL 0.55 0.215 1.734 1.138~2.642 0.01
% 5 Wi 0.571 0.236 1.77 1.114~2.812 0.016

23 MEZASLAEBHNSEZSMN
SHMRIGAEE KR EH 109 6], L%
Kb R E 17 B, 3 AE JCUE A % 88.2%; R
5 8k R 2 R R B RS 1 R 92 4], 3 AR TG
HEAE R N0%. $ 5 Kk B E I3 R 2k R 5 7 ML
KREREGEHHA, 5P 4R 5B/R CA19-9>200 U/mL

1001
ok L5 RS
801 e
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401

201

TREFR (%)
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HAETE () A
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( RR=8.533, 95% CI=3.367~12.539, P=0.042) H
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Wk MM O BN ERE TN
P, WAL E TP TSI AR A I A o 7L 25 A4
H (P<0.001) (K 2A) ; ¥ M >5 cm Fl i 93
<5 em WHERE D NP, WAL B E DAL AT
45k 14, 34 A~ H (P=0.005) (& 2B) ; ¥
CA19-9>200 U/mL fl CA19-9 < 200 U/mlL i i %
Gy WAL, WAL A TC R AR A 4 i 10
2541 (P=0.010) (K 2C) ; ¥ & Mg AR E
Fifgea A9 BB Ay M AL, R 4 SR TP G R AR A 0
Wk 8. 24 4~H (P=0.016) (K 2D) .
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Figure 2 Comparison of the survival between patients divided by different factors

A: Survival curves of patients with and without lymph

node metastasis; B: Survival curves of patients with different tumor sizes; C: Survival curves of patients with different CA19-9 levels;

D: Survival curves of patients with different lesions

2.5 CA19-9 5B EHEBEZEVIMHEX
Al F 4 CA19-9 < 200 U/mL ZHF1 CA19-

9>200 U/mL 2H XF Fb il PR s 22 5% kE, 5P 23 B

25 R WoR, HBsAg fHME 5k D 45 % % 5 CA19-9
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FHEAKFHM K (E3) ., WP<0.1 1 HF A
Logistic [l JH A8 73 4, 452 CA19-9>200 U/mL
Sk g %I & (OR=3.208, 95% CI=1.276-
8.067, P=0.013) (3£ 4) . AT CA19-9>200 U/mL
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Wk L E5 5 M BUREE N 75%, ¥R N 50%.
FIF ROC #2201 CA19-9 7K T30 bk 0 45 54 75
SR IR, Ph197 U/mL AE A ik B2 45 5% % 340 W 4 11
FUERE, ML TR (AUC) 5% 0.696, REE
FIVEE S B 43500 75.0% 1 63.0% .

&3 IHCC B& CA19-9RESIEFRIERENX R [n( % )]
Table 3 Relations of CA19-9 level with clinicopathologic factors
of IHCC patients[n(%)]
CA19-9 (U/mL)

M= < 200 >200 P
g (%)

< 60 75 (84.3) 27 (75)

~ 60 14 (112) 9(25) 0220
ezl

B 28 (31.5) 17 (47.2)

@ 61 (68) 19 (52.8) 0.096
HBsAg

[E: 34 (38.2) 22 (61.1)

B 55 (61.8) 14 (38.9) 0.020
Child-pugh 43-4%

A 85 (95.5) 36 (100)

B 4 (455) 0(0) 0-324
AFP (ng/mL )

<20 68 (76.4) 33 (91.7)

> 20 21 (23.6) 3(83) 0.077
H*@jﬁd\ ( cm )

<5 36 (40.4) 13 (36.1)

>3 53 (59.6) 23 (63.9) 0653
% H

g 71 (79.8) 26 (72.2) 0,359

£Z% 18 (20.2) 10 (27.8)
e

J 83 (93.3) 18 (50)

H 6 (6.7) 18 (50) 0.0t
MZAZAD

C 79 (88.8) 1(28)

H 10 (11.2) 35(97.2) 0-175
MAERAL

Jc 79 (88.8) 34 (94.4)

H 10 (11.2) 2(5.6) 0-347
RALARIT AN B

o 83 (93.3) 34 (944)

1 6(67) 2(56) 1000
AJCC 433

I 48 (53.9) 15 (41.7)

11 14 (15.7) 7(194)

il 13 (14.6) 2(5.6) 0.089

v 14 (15.7) 12 (33.3)
S A i 1,

w 64 (71.9) 24 (66.7)

B 25(281)  12(333) 00!
JieRd oy AR P

1= 7(79) 2(5.6)

i 40 (44.9) 19 (52.8) 0.707

1% 42 (472) 15 (41.6)
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&4 IHCC & CA19-9 iR B 5tk B 4% 7% X R A Logistic
EQSESEVER
Table4 Multivariate Logistic regression analysis for relationship

between CA19-9 level and lymph node metastasis
S r SE RR 95% CI p
WL 1166 047 3208 1.276~8.067 0.013

3 W it

THCC J2 JFFIE Ji 2% b gga v 22 5 Ak T i 4
S G IR, o5 B P R R R Y 109%0~15%"°,
HWIE VIR F AR THCC e A 3L )7 ik, B3
WRAR I8 5 4F A2 A B AU N 20%~30%"", 3 5 A
ERAETBR ARG N IHCC B E R EE KERE
B, SRR R R A s 50%~80%" . [H I B
M THCC AR A4 W bk R J5 & % 5 B 1 4 OG B R AAE 1%

AR GT 455 BRIk EL S E S THCC IR AR E
HRERBE D EMARRNE, Hyder % " [
PERFSE T 2D IGA R 301 4] THCC B, &
RN E R A G B R ST a2 . A gE 45
R FF Hyder 456, WESCHR HAZ >5 em J&
IHCC BEMBAREE KBRS E . W E
T<5cm WEE IELHEGAE RN S0%, WEE
#>5 cm B HE 3L EMFREN17.1%, WA
JCIE AP R A Ge it #2525 (P<0.001) o

AWFSE BN, CA19-95200 U/mL N THCC
HHIA ARG B R M Z Kk R ST e K
HZE . CA19-9 J&—Fh & Fh o i Koy F R A,
IR 2 85% 11 04 9 S8 & FE AT CA19-9 FH,
CA19-9 FR3K 7K F-F = %F JiF P9 IR A 9 19 12 W A &
BN, HICHERGE AR CA19-9 T & /&5 THCC
RIGHEFR LR IR ", Haiscmk " iR
R ATFAR L Wi s bk B 25 55 B R Ak 50% . AR BF
FE T bk T 45 5 A R T S AR 12 W OB R 52.9%,
RS B R 37.5%; 1 R HI CA19-9>200 U/mlL
2 Wk L R R U E N 75.0%, RE SRR
50.0%. CA19-9 < 200 U/mL f¥ £ % ik [ 25 % 7%
%} 6.7% (6/89) , CA19-9 >200 U/mL K H # itk
EL4E R4 % 50.0% ((18/36) , 1M 75.0% ( 18/24)
T 45556 7% B 8 R AT CA19-9>200 U/mL. Shen % '
[a] B 1 43 A 3IE 52 CA19-9>37 U/mlL hy Bl 57 Wi s &
W2, 9FH CA19-9>37 U/mL 5k 455 . iF
fifi 4k %5 Y) A %, Uchiyama 25 "V B 9% 78 CA19-9
>135 U/mL 1 K B0 bk B4 25 56 3 i i A . —
B 5 A 0 N RS e R R T AN, LR R
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R R B AL, Kik CKT7 1 CK19, Jf &R
N IHCC, kg &89 CA19-9"Y, R Aj CA19-9
>200 U/mL A] 1 Sy 4 Bl 48 it 760 D0 ok 18 45 % B8, 2%
BARATAR AR A, T LU bk L 25 3 R 12
BAR P IRA IR T RGO E5 S H . mH I
A 1 5 55 BERFEA B A 9 it — 2P IS

AR, A PRI T 2 B R i N B B
AT AR S5 AT 45 i B i6 7 15 it R DA g e I
B G KW AEFFI7 2. De Vreede 55 " 1
AR I T RN R, IR AIRIT G R
T 4 B AR ST AT LA SE K R S TG 9R A A 3  EE
fEW . HRgR b R AR TIEYY . 5-FU 22 3% 28 i ik
HEERTEFBE YK, 11 BRENE 1 HIE K,
T B AT A 44 A H o B RGX TEE T AR DI BRI
PN RE A i B R T PR A, 5-FU sl 4 b Ak
WYY 7 R B A O iR YT U TR A A
EIMAEERIEAR G E R GBI B ZMNEE, )
AT VIBE T AR A B Ok 7 2 T4 THCC B
HAAERRAR .

Zi bk, RIRPEYIBR AR JE THCC B RS K
WA EZGT TR, MBS, MEER
>5 ¢cm, CA19-9>200 U/mL F1£ % e & THCC
ARG MY BR AR 5 5 R IR AR A7 0 ik ST A R T
%, H CA19-9>200 U/mL 5ilk L4558 % U1AH 6 .
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