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Abstract

Intrahepatic cholangiocarcinoma (ICC) is
the second most frequent primary liver
malignancy, representing approximately
5%-15% of all cases. ICC is a very heterogeneous
tumor from any point of view, including
epidemiology, risk factors, morphology,
pathology, molecular pathology, growth
and clinical features. For a long time,
scholar believe that ICC is derived from the
intrahepatic bile duct epithelium. Genome-
wide, high-throughput technologies have
resulted in major advances in understanding
the molecular basis of ICC. Recent data
have revealed that ICC may be derived from
different cell types, including hepatocytes,
dysplastic or immature bile duct epithelial
cells, pluripotent stem cells (biliary tree stem/
progenitor cells) and peribiliary glands cells.
Therefore, we hypothesize that different
cellular origins may be responsible for the
heterogeneity of ICC.

© 2015 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Intrahepatic cholangiocarcinoma;
Tumor heterogeneity; Cellular origin

Tang ZH, Lv LS, Lin PY, Chen ZS, Quan ZW. Viewing
cellular origin of intrahepatic cholangiocarcinoma from
perspective of tumor heterogeneity. Shijie Huaren
Xiaohua Zazhi 2015; 23(33): 5255-5262 URL: http://
www.wjgnet.com/1009-3079/23/5255.asp DOI:
http://dx.doi.org/10.11569/ wcjd.v23.i33.5255

i 2

AT M A2 2 8L % (intrahepatic cholangiocarcinoma,

5255

mE4 %4

AT P B2 2 e
25 & R R KA
JE415%-15%, 12
KT R tm BT I,
A REZRFE L
I o TFTERE
I 98 5 b Y 4
B, BB 2 A Ak
B TR, B
ME. A E AT
2n g A2 R 4B T A
= om i IR W
F Rk, ®EA
S D IDCIIE R
EER S it 8

W& F#RE

EhE, B, P
LK R F—
B IRATF I At B
A, 8 FAEEIT,
TR FMRRNW
JR B I -Eid oAt

2015-11-28 | Volume 23 | Issue 33 |



ZEE, . MIDBRRIEEFNIEERE0DIRKCIR

W7 4 i

B BT AT 560 5
S B S RO
N fm B AL R 6 f
JE R A AR, WL
EHF. o Rk
% 4 b 0 AiE B
P R 4w e 9
FRS m ek
RZEwARE, IF
VA L3t b 5 2t AT
oF oA, s
LR
I P B
Ve 2 S AN

J3aishideng®

WCJD | www.wjgnet.com

ICC) %y & I e J5 Pt 9 59 5%-15%, ALK T
R 20 R BT i, AR & & F LS. & FICC
KEomBE. B oH. GREIAL. £2HF
FREHEER DT R, Lo FR0s
FFB&, MEMRE. KALEK, AMT—HIA
AICCRR FRoE B AV L4 %05 )k
mpe. T A F R ARG K, A
ICCHI AR IEAE K £ Rt T A0, ILH-B R I
ICCHytmpaAeiR 2 % tib, aFEFmin. £
BAERARMALE LR mie, %akTim
BRI /874K 2 Be) 38 B R ik dm e, TR b,
FAVHEBTICCH T 4k 5 R R 49 20 8
ALRA K.

© 2015FRINDBEBERETERATAE.

SREEIR]: AT PR MR, PR S B i AEREAE IR

BRI AT AR fm S A L b, A
—HAAAERR TS —BA Ly L
B, WAL ARETEZ ST, QI
B, KRR LE LR mie, ST aiesE. B
s, RAVIERT I F R T 45 R R 49 fm B AL R
ES

DPRE, BIIFA, MBZ, IKEH, 25K MOBR
MEHFARABERBNBRLIR. BREAB KR
& 2015; 23(33): 5255-5262 URL: http://www.wjgnet.
com/1009-3079/23/5255.asp DOI: http://dx.doi.
org/10.11569/wcjd.v23.i33.5255

0 515

JFF P HHE 41 g % (intrahepatic cholangiocarcinoma,
[CC) & — M4 BRI 1 S T 2 1) HE V6 % JH 10
JRREAE IR, SR AR ) 5%-15%,
R AR T FE 40 B8 T & (hepatocellular
carcinoma, HCC), iT4Ek4 ErH#a#s!. 1cC
R 2 TR 3 A DA A T SR e 0 B S
PRI 2, M AEAS a5 12 W A A 1 1 42 S 5w
RS8R, i TICChi TN, B #HR)
oA 22 18 W O S5 R I AU,
M- 7E20004E HBlumgart 34w (158 =i (AT
JHAMELY SICCH NIHE M R4 1ERR
D, FC AR U SR R M e R SR T 2 35 B R BRI
Al TC CHIFET: 2 5 K 2L Bl AATTA
NHCCHREE T FH 40 M M 1C CAZIR T i A IH
R . RVR A AL IH A 40 LR (combined

hepatocellular cholangiocarcinoma, CHC)H

5256

BRI TICCHHCC2Z 8] I PR BE &
TEAS2HE A, IXRWICCHHCCH fEfEAE LA
foan e PR, 3 B SRP B RE (AFRRE AR
MR FTT IR — SCrh g fi th, 3R E 1 08
B AR R55%, KL RICCH IR EA
REIR 7 3L

1 ICCIZIE IR RIRIBST =
ICCHENMER B, I KR I W) 7 e 1tk 2
FME, B2 A L W e )T B 1CC
o R i AN TR A, A IBAE S R R PR
PR A 58 . 5 AR dURge . R R R ]
RERICCHIfE I R R, (H B AR - AL 28
VG TCCTO e S P I R4 54, W e i S
19-9(carbohydrate antigen 19-9, CA19-9)%7
WA —E W, AR, R
JHEHE S5 A, oWl R B, 10 AN B 2y
MR, (55 5O BEANY, RIS BRI
ik, sk Zentl, (IR b0 Rk SE R
mL TCCHR BURS ONEAIR, BT, t
IIACAS [F) ) AR S5 A A A, TB BT A 2
BB AR, LEARMN. KZHOYIR
i, RAETHRKRIEES, R RILRIRE 1.
Ji R W A TR o S S, £ 2R H IR AR A
. 22 BU R RT IRV . R A R A
(= N = R 2y A 7 N GRS 1
TR A B A% B 7% 2 )R i EL 4. 1CCHY
T MG R IR PR A 40 i A R
H(cytokeratin, CK)7/19. Zi&H, #i4rRiE
JEE B Pl M Pt)E (carcino-embryonic
antigen, CEA). CK20, M CDX-2. TTF-1.
ER. PR. BRST-2. PSA%¥EIM. HICC
FHEE, HCC Aoy 2H 2340 7 45 3L g PR 1t 32k
JHaEf PR . 2R, 2R
IECKS/CKI8, M RIEWIREN . d4EEN
Ji; AR/ 43 R R IACK7/CK 19, CK20, ifij
TR E R . BER-EPARIRIE. HrhfF4l
NPt A 46T

FOm AR B, N5 B HAEICCH
)23k B &5 = T I A BH 3 8 (extrahepatic
cholangiocarcinoma, ECC) & JAh T4 b J8a,
HAZWIICCHy 7 1L 1k 88%, 45 & CKTH
£98%. Lok% " 5L A HS100P. pVHL.
MUCSACUL R CK17RI/E A B RICCH
i M 1 S 2 S S AR bR . B okt

2015-11-28 | Volume 23 | Issue 33 |



ICCHI T i, NATTR ol PR 78 B K2 431 R AL
RN T, BEZE W 7R3, ICCHI4N f L IR
SlE NI EI 8.

2 ICCEVRBRME

2.1 RATRF B B 65 itk ICCRIFH
T SE R R R AEAN A X A7 AR B2 e k. =
MR AL R ICCH R R HL X ™), il ik96/10
JIN L, T 76 7 ] SR R0 S A A, 7R N2
K, RIFEBACH0.2/105 N H. ZEH— T
FEUVEIR, 1CC 5 30 S0k i 25 25 A= dUR gL 2
PIMASG. e, Wl R I I S5
LTI R RICCHE B AR R &R, 17 RikE
EPEN AT NE ST TR i EK = NS Eic )
R I, I IR R R R B S M, BROR
ICCHI 8 B A AR 1 K L -5 05 ik 1 A= 9
SRR

2.2 W R4, JREEILGF A ICCHIA
MU bR &M — SR F B, (H2 T
AARFMEEE R, WEA. RELE
FE WG R RREEA F . ImIKE
AR I BT AR 77 20O R 1 i 3 TS 4R A
[, ICCARJG A7 SR AEAF N30 mo, K
HEIE60%!", TG 2. 70%H) EH K
I OO 2 BRI L, HSEEFERRN
0%-10%">". R J5 i LG ST 50 4li4b 7 3 ia
JFICCHA HEEZ L. ICCHLIT I E H AT
2 HEFE N T T A V5 G A B S (B Vb R BRI
BN BT RURHE, BF SN 2. LUECNICC
dif = I fE H A 2 5 2 2 T C Cfit 24 1) 3= 2 i
A, MHIRATTIN NIC Cor—F K 4H AR ) 5 o 14 4ot
Ji g R 25 2 R AR B T & R EEMEH.
KomutaZs:"5t 514 1C Chr A 72 K BLICCIH
HER B, 60.8% A=A FHIFIICC, 39.2%H]
I8 o A T L SR k43 A B T 4 e A JE A 4 4
TRAR. AR TCCRIB W E A"
AiEEA", WAEABSICCHSL.
G MK, SiaZ AT IR/RICCH
3 R 98 RE R RT3 B R R RO R R I R
A A () 25 DR AN PR 05 . 98 0 B Tl S
RAEM S, FEABE TGS S 5%
W& Rl F-3(signal transducer and activator
of transcription 3, STAT3)[)id Fik. Hi4E A
H5EUg RN RIEZRA X, BIEKRASH
BRAF(E Sl %, R HAFERAS, LR KIE

Beishideng®  WCJD | www.wjgnet.com

7, . MIPBRIMSHARIESENDIRER

{0 1 ¥ % (mitogen-activated protein kinase,
MAPK)FE] Jifi | f7 # f.(mesenchymal-
epithelial transition, MET)Z (5 5@ k. H
A R AIF 7T 24 YT C COR AR 2R A A3 Sy i
B (mass-forming type, MF). & &g H7A
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