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Clinical Characteristics of Intrahepatic Cholangiocarcinoma and
Prognostic Factors in Patients Who Received Non-surgical Treatment

Jong Ryul Eun, M.D., Byung Ik Jang, M.D., Jun Young Lee, M.D., Kyung Ok Kim, M.D.,
Si Hyung Lee, M.D.,, Tae Nyeun Kim M.D., and Heon Ju Lee, M.D.

Department of Internal Medicine, Yeungnam University College of Medicine, Daegu, Korea

Background/Aims: This study was conducted to analyze the prognostic factors in patients with intrahepatic chol-

angiocarcinoma (ICC) who did not receive surgery. Methods: Between August 1997 and November 2007, the

medical records of 175 patients (mean age; 66 years, male/female 126/49), who were diagnosed as ICC, were re-

viewed retrospectively. Results: Clonorchiasis and hepatolithiasis was found in 14.9%, and 6.3% of all patients,

and no risk factors were identified in 77.8% of them. Surgical resection was performed in 29.1% (51 patients),

chemotherapy +/— radiotherapy in 12.6% (22 patients), and palliative therapy in 58.3% (102 patients). The pro-

portion of patients with stage I was 23.4% (41 patients). The prognostic factors in patients who did not receive

surgery were alkaline phosphatase (ALP) and bilirubin levels by univariate and multivariate analysis. The median

survival of patients with normal ALP and bilirubin levels was six months, whereas only one month in patients

with elevated ALP and bilirubin levels (p<0.001). Tumor characteristics of patients with elevated bilirubin and

ALP levels were infiltrative tumor, bile duct involvement, and very huge tumor. Conclusions: The prognostic fac-

tors of ICC in patients who did not receive surgery were ALP and bilirubin levels, but not lymph node

metastasis. (Korean J Gastroenterol 2009;54:227-234)

Key Words: Intrahepatic cholangiocarcinoma; Prognostic factor; Survival; Bilirubin; Alkaline phosphatase

M =

TP BRES 22A] o 2] Hax ThligtellA 79l

o
she AWk 7iete 2 AA Ak 7eke] oF 5-10%E AR
= 3| 3

A4 20009 79 159, 59l 20099 7Y 28Y
QA A, 705-717, Al B ¥ 5% 317-1¥4]
Addistn e g aid
Tel: (053) 620-3830, Fax: (053) 654-8386
E-mail: jbi@med.yu.ac.kr
*o] EE< 2008 % AFHQA Huleldhod At 2P
oJsle] o] FoZl 5.

gk Wolu], o]e]e] gttt ay] &2

FI9E 7] of#eht oy ekePRAIE g
o] AAIEL 1990t 5ol =54 =L AAT of
A3 30-50% BERZ Y FHolrh® el el welAs A
5 60-70%% Hisl7| e A o] FEe W At

Correspondence to: Byung Ik Jang, M.D.

Department of Internal Medicine, Yeungnam University College
of Medicine, 317-1, Daemyeong 5-dong, Nam-gu, Daegu
705-717, Korea

Tel: +82-53-620-3830, Fax: +82-53-654-8386

E-mail: jbi@med.yu.ac.kr



228 W3R Als4E Al4Z, 2009

TRl A F2 B2A] AA| FES e BAE Qv)d
o O A go] G o] FRE HA, XI]ollE F4o] §
A 8| Eo] ZAuE 9lo] Z=Alo] vt
A97} B, B, BAAE E (el W oz
RZ o], Wk NAMeNE B ERIY] wlolct”
olgfgt Ho| & F 3| Aldtel= Ul A’
WE} BAY ATE £ F
3] oF o]ZolA ghq_mnazo
Aa|shd, X 7PAA) A7 ALl LA
olm, WEA AAlk HAAY o WA Fa A9 o
F7} Bapiglon, YA Alo] ol¥rt 44 F 34| o
ol Z23ick

T, S-S kA B TS B4 olsh
AL sl 2 LA 51 Sk 912 A
FEE A B QRIS el R
2 BAAYES % wbow A
2 whelsaAl s,

/K—] X—] Eg

o)
0, n?-

1997\ 84 7E] 2007:d 119744 ek dellA] A
Ak, A71erdd, dux
Bote] hligEiekEo s AkE 1759 o
715, A7 8l 447155 3 L4830 o] 7}
o FEe AR e 517, TER Al
ARz 12490l e, A 1757 E W= {PLH%P&%%—
o 9 545, TES AN ¥ HEE WdeE
AET BT AFIAE 24 FES WA F2
S 1247 7hRu] 827H(66.1%) E% A g
wodsleted e Eof zhdElelzo g AvkE|gla v
A 427%(33.9%) AAsteksEd s 2 G4 A

[<=1
gre| ol Aolstoluh A ZEFET} o] B4 ke 7

of °
my 2L
(LN
oX
e
N,
o
i)

A AAZ

Sl Allslelet.
2. w
A% FA o), P, AGAA, 4, AL 27
2 QY 54 Hedm, Bt AAG Aoz A
o RS WARE, Fope] 54, Mol ol AAES =
Asie], viAEte 2 ee WA Fa DSl AEE
o AEEel JFS vAE ARE 2SI sl

20004 198 7|Fow skgle)
7] Okabayashi 5o AIQFlF W7 2548 ula} B4
Sl & A GPAAE A1E0E B Frloluid] Wk

jis

F

Adel §le 7455 I, & FolwA iAol =
735 W, vP FHR] A5 WAY, FHHEZAA
7} 9= 7355 mB7l, 947t 9o 1Iv7IR sigich

o1
gketslgt ool 7 9-oll= FAM (5-FU, adriamycin, mito-
mycin), Gemcitabine+UFT-E 5o| ALF =0, XE3l5
7b 122ell E3ellar, FAIZE SLEA| ot vlgrET
o2 Ehelo] BARlT, ol qlFelAl geksietaniel
:é—__,/}u 1:1/\4*],;(] oLoLq_

w

SHEN

TollA] dofRl A= QAL - FHEE %
ol-g3le] H TEAAE FABII N, HEHT] Bee
FrolAlE HAE o] &3kt LA Kaplan-Meierd <
E FAAEES 7oL, A A logrank test2 3}
k. ollFQ1Abe] vhHEE 412 Cox 3RS o] &3l
3, 7 B el prkd 005 vIRre R Aojugich

SPSS 13.0 (SPSS inc., Chicago, IL, USA)E- o]-&&}it}. <
o
=

1. HAERISe] Ay S

E 17599 7&141%*1%‘%— s s 4 SAE
A8k Zgk FA]e] B ol 66.04l, YA 72%
(126%8)%1.1L, 60%11 ol do] 1357(77.1%)°]} ). Zlekul o
2 7 A &L sedARE HelRidke] H 7397t 1339
(76.0%)°1923L, 4278 (24.0%)2 AAshtEae] 5 34441k
o7 o|Folxct FHHE AYPIAE HEEF 1
W), A 63% (117%), F+7E% 1.1% 29%) Sl
YIS ZS F = F97 77.7% 136B)Pe)h ZSA4ke
22T $AEE 550] 520% O1E 7P Wk, v]Sol
&371Z4F 12.6% (227), T 10.3% (189), AZE7+4 4.6%
8%), T3 FA7} 3.4% )R, T4l A 57t
25.1% (44%HR

AN Ao g F | Fulo] 2 mydL o4 Z7tH
= 149% (26¥)%3L, ALP7} 300 UL o4 Z71= 7
583% (102%)4.2™, CA19-97} 37 wmL o] =7}l
¥ 57.1% (1007)3Ack.

xgaHo g 9|3} 14zﬂ7} 29.1% (51%8)0llA] Ali=]gla,
FIAAE 12.6% (227, 2% WAAX 8 W), BEX
B 583% (1027)0l1A] *l*EEl Aok FERETE H
9.4:17271 8 F<4zk; 5.0704, HEl; 0-12271Y9)o] 2 cH(Table
D).

i)

Jdo rir ot

gl
[e)

]9

7



Table 1. Baseline Clinical Characteristics
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Clinical factors Surgical treatment (n=51) Non-surgical treatment (n=124) p-value
Gender, male, n (%) 31 (60.8) 95 (76.6) 0.034
Age, years
<39, n (%) 1 2.0 0
40-49, n (%) 0 9 (7.3)
50-59, n (%) 9 (17.6) 21 (16.9) 0.083
60-69, n (%) 24 (47.1) 45 (36.3)
70-79, n (%) 16 (31.4) 38 (30.6)
>80, n (%) 1 2.0 11 (8.9)
Age, years (range) 64.5+7.9 (37-83) 66.5£10.0 (44-86) 0.024*
Risk factors, n (%)
Clonorchiasis 11 (21.6) 15 (12.1)
IHD stone 5 (9.8) 6 (4.8)
HCV 0 324 NS
Smoking 6 (11.8) 17 (13.7)
Papillomatosis 2 (39 0
Symptoms, n (%)
Abdominal pain 22 (43.1) 69 (55.6)
Jaundice 2 3.9) 16 (1.3)
Palpable mass 1 (1.7) 5 4.0 NS
Weight loss 1 (1.7) 7 (5.6)
Dyspepsia or nausea 4 (7.8) 18 (1.5)
Asymptomatic 22 (43.1) 22 (1.8)
Laboratory findings
Total bilirubin, mg/dL 1.2£1.9 2.4%4.5 NS*
=20, n (%) 4 (7.8) 20 (15.6) NS
ALP, U/L 340.6+£193.6 567.0+450.2 0.001*
>300, n (%) 21 (412) 81 (65.3) 0.005
CA 199, u/mL 1,314.0+3,052.1 3,879.4+15,282.7 NS*
=37, n (%) 26 (51.0) 74 (59.7)
<37 18 (35.3) 24 (19.4) NS
NA 7 (13.7) 26 (21.0)
Diagnostic modalities, n (%)
CT 51 (100) 124 (100) NS
MRI 5 (9.8) 9 (7.3) NS
Angiography 6 (11.8) 11 (8.9) NS
Biopsy 17 (33.3) 82 (66.1) 0.001
Median duration of F/U, mo (range) 9.0 (0-122) 3.5 (0-31) <0.001*

ALP, alkaline phosphatase; CT, computed tomography; F/U, follow-up; HCV, hepatitis C virus; IHD, intrahepatic duct; MRI,

magnetic resonance image; NA, not available; NS, non-specific.

The values were expressed meantstandard deviation.

These are analyzed by chi-square test and *Student’s #-test.
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Table 2. Tumor Characteristics

Surgical ~Non-surgical

Characteristics treatment  treatment  p-value
0=51)  (n=124)
Location, n (%)
Right 23 (45.1) 76 (61.3)
Left 25 (49.0) 29 (23.4) 0.003
Both 3 (59 19 (15.3)
Number
One 47 (92.2) 98 (79.0)
Two 2 39 5 4.0
Three 1 20) 16 (129 0.076
Uncountable 1 (2.0 5 (4.0
Size, cm, n (%)
<20 6 (11.8) 324
2.1-5.0 20 (39.2) 32 (25.8)
5.1-10.0 22 (43.1) 69 (55.6) 0.006
>10.1 239 17 (137)
Unmeasurable 1 (2.0 324
(infiltrating tumor)
Size, cm (range) 5.4+2.7 74+33 <0.001*
Stage, n (%)
| 20 (39.2) 21 (16.9)
I 10 (19.6) 3 (24
N 0 3 (2.4)
I 16 (31.4) 55 (44.9) <0001
v 5 (9.8) 42 (33.9)
LN metastasis, n (%) 17 (33.3) 86 (69.4) <0.001
Distant metastasis, n (%) 5 (9.8) 42 (33.9) 0.001
Lung 1 14
Bone 0 11
Peritoneal cavity 1 11
Adrenal 3 5
Brain 0 2
Others 1 4
LN, lymph node.

The values were expressed meantstandard deviation.
These are analyzed by chi-square test and *Student’s #-test.

2 709% (124%)3L, FHAE717F 350489 0-31)0]%)
on, 81.5%7F 670 u|uk AEsict. 1ol whE A
L9 o]zt ATAE Rl Kok, b= 4ol A
A, vol, W7), |1 ZA Aol ofF, CA19-9 X o2k
o] glodar, ALPSF Wil #=x]7F A&} o] 9f
Ak #2 p<0.001, p=0.034) (Table 3) (Fig. 1). Cox 3]HE
o= chiwF AL oS e ALPS Wil X7}t
AZ3} Do) PAThAZE p=0.001, p=0.048) (Table 4). ALP
7} 300 U/L o]4ro]ar Wlg|FHlo] 2 mg/dL o]l 73-9-9] &
FBEZ7H 1.0ML(HS 0-5)01903L, ALP7} 300 U/L "]
grolaz, We]FHlo] 2.0 mg/dL w|EHQl 735 FHBEIN T

6.0714 49 0-31709)0] A chp<0.001).

Table 3. Prognostic Factors in Patients Who Received Non-
surgical Treatment by Univariate Analysis

Clinical factors Survival (months) p-value
Gender
Male (n=95) 42+39
Female (n=29) 5.2+6.0 0.309
Age, years
<60 (n=30) 39134
=60 (n=94) 4.6+4.8 0434
Stage
I n=21) 6.0+7.5
II (n=3) 7.7+3.2
4 (n=3) 2.7+1.2 0.272*
Il (n=55) 4.0+3.9
IV (n=42) 4.1+3.1
Size
<5 cm (n=25) 5.8+7.2
>5 cm (n=96) 4.1+35 0.109
LN metastasis
Yes (n=87) 4.0+3.7
No (n=37) 5.4+59 0.114
CA 199, U/mL
<37 (n=24) 5.5+6.3
=37 (n=74) 4.0+3.4 0.127
Total bilirubin, mg/dL
<2.0 (n=99) 4.7+4.6
.034
=2.0 (n=20) 2.4+3.0 0.03
ALP, U/L
<300 (n=38) 6.7£5.9
<0.
>300 (n=81) 3.213.0 0.001

ALP, alkaline phosphatase; LN, lymph node.
The values were expressed meantstandard deviation.
These are analyzed by Student’s f-test and *one-way ANOVA.
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Fig. 1. Comparison of survival rate according to clinical variables; lymph node metastasis (A), tumor size (B), stages (C), bilirubin lev-
el (D), ALP level (E), and bilirubin plus ALP levels (F).
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Table 4. Prognostic Factors in Patients Who Received Non-
surgical Treatment by Multivariate Analysis

Odd ratio 95% CI p-value

ALP, UL

<300 1

>300 2131 1.344-3.378  0.001
Total bilirubin, mg/dL

<2.0 1

>20 1813 1.006-3.268  0.048
Stage

I ! 0.390-2.042  0.788

I, I, IV 0.892 : . .
Tumor size, cm

<5 1

>3 1160 0.390-2.042  0.599
CA 199, U/mL

<37 1

>37 0.692 0.417-1.149  0.155
LN metastasis

- ! 0.698-2.541 0.384

Yes 1.265 ’ : :

ALP, alkaline phosphatase; LN, lymph node.
These are analyzed by Cox regression hazard model.
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