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Clinical and Radio-Pathologic Features of Combined Hepatocellular and Cholangiocarcinoma
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Abstract : Among primary hepatic malignancies, hepatocellular carcinoma (HCC) and
cholangiocarcinoma (CC) are common, but combined hepatocellular and cholangiocarcinoma
(HCC—CC) rare. It is difficult to differentiate each other. The aim of this study to identify
clinicopathologic feature of combined HCC—CC. Between January 1999 and July 2007, We
reviewd retrospectively clinical and radio—pathologic data of pathologically confirmed 8 patients
who initially was diagnosed as combined HCC—CC. Male : Female ratio was 6 : 2 and mean age
was 56.2 (43=74) years old. Four patients (50%) were related with liver cirrhosis. According to
TNM stage, one patient (12.5%) was stage I. Three (37.5%) and four (50%) patients were stage
IT and III. respectively. Serum oFP level was elevated in seven patients (87.5%) and CA 19-9
level in five patients (62.5%) were elevated. In five patients (62.5%), serum «FP and CA19-9
level were elevated simultaneously. Five patients were diagnosed as HCC and one patients as CC
preoperativelly. According to pathologic findings, all mass had HCC and CC components
simultaneously in the masses. Four patients (50%) had vascular invasion, and 2 (25%) and 2
patients (25%) had satellite lesions and capsule invasion. Clinical course and long term prognosis
of HCC—CC are usually worse than HCC. So accurate diagnosis of HCC—CC is important for
appropriate treatment. If serologic patterns and image findings are not consistent with each other,
we must suspect the presence of HCC—CC
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Table 1. Characteristics of patients
Liver Size ) AFP CEA CA19-9
No. Sex Age HBVorHCV ] location
cirrhosis (ng/ml)  (ng/ml) (U/ml)

1 M 75 HCV + S3-4 466.7 2.64 51.09

2 M 51 HBV + 24 S7 873.2 2.95 27.86

3 M 59 HBV + 35 S6-7 20.52 4.35 125.5

4 M 62 HBV - 5.5 S7-8 448.6 1.46 104.3

5 F 68 HBV - 175 S5,6,78 60500 2.59 14.89

6 M 50 HBV - 12 S5-6 2.01 1.62 4.3

7 F 43 HBV - 1.6 S4 298.8 7.31 31.31

8 M 43 HBV + 6.6 S2,3.4 1463 0.45 132.8M

M, Male; F, Female; HBV, Hepatitis B virus; HCV, Hepatitis C virus; S, Segment; AFP, alpha-

fetoprotein; CEA, Carcinoembryonic antigen; CA19-9, Carbohydrate antigen 19-9
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Table 2. Pathologic findings and clinical course
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Vascular ~ Satellite ~ Capsule  Portal vein or hepatic vein TNM ..
No. . . . S . . Clinical course
invasion  lesion infiltration invasion stage
1 + - - Lt. hepatic vein I Died after 15 months
2 + - + - I Follow up 34 months, Alive
3 - + - - I Died after 6 months
4 - - + - II  Follow up 16 months, Alive
5 + + + Rt.hepatic and portal vein. II ~ Follow up 31 months. Alive
6 - - - - I Follow up 16 months, Alive
7 - - - - I Follow up 16 months, alive
8 + + - - I Died after 4 months
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14784 eA 32704 A oM 54 a2 FolH 5 Boue 7, AA A RSE GHgFe
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o §Aek= 497 won, BY 1+ wpolg A
WA A -k A ek BE S HlwA & A S Holi, F aFPY v
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Fig. 1. Radiologic finding (A) Early phase enhanced CT scan shows tumor is located in right lobe with 4.8cm sized
diameter. Mass shows high attenuation, (B) Delayed phase enhanced CT scan receals low attenuated mass
lesion margin clear like HCC. Mass is reconized as hepatocellular carcinoma pattern, (C) Early phase
enhanced CT scan shows tumor is olcated in left lobe with diameter of 4cm. Mass show relatevely low
attenuation of central area with peripheral enhancement. (D) Delayed phase enhanced CT scan shows inner
part of mass was grandually enhanced. Mass is reconized as cholangiocarcinoma.
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Fig. 2. Pathologic findings (A) Resected liver shows a well defined multinodular pale tan firm and solid mass(2.4 x
2.0cm) with area of necrosis in a background of cirrhotic-changed liver parenchyme. (B) A part of
cholangiocarcinoma shows mesotubular gland formation with desmoplastic stroma(left, CC) and that of
hepatocellular carcinomas (right, HCC) reveals thick trabecular pattern with clear cell change (H&E stain,
X200) (C) Cytoplasmic staining of hepatocyte marker in tumor cells is detected (right, brown color, arrow
head) (Immunohistochemical stain, X200) (D) Menbranous staining of sytokeratin 7(CK7) in tumor cells
focally detected (middle, brown color, arrow head) (Immunohistochemical stain, X200).

A FHE AT A HEEY A2 -FaAt
7S A5l Folof gy,

W3 A EY-FahE WHORFreoll =
W A EST T gREE S BT X9s)
8= FYoR AHosta =4 Allen¥} Lisa
o] A Wy ER{ol wek 3719 ofg o R
oA A, T AE TE F-9of 47k A
I2 A9 9 (double carcinoma) 4, 7HAE
[e]

b3 g aeto] AR et EgkE
(combined type) A, FAEGZ Thgteto]
ds] Alo] Qlo] F ol e oA 7143
g1 o] AA+E A (mixed type) °] .
Goodmann[3] 5 ol & THA X} St Aol
Ao Fej7F 9= 18 (collision tumors), 7HA 9+
I ek Afol ] wulet Hdol e 7b gl 1Y
(transitional tumors), HA 2SS AH3

[e}

¢

Ayl

(fibrolamellar) § .2 HAER] S 74231 G
114 (fibrolamellar tumor) &2 #F3t4th |

o r

ot A
=
41 ﬂ_?_‘,
o
A=)
o2
M 10
2
By
>
EN
3
9_{(1
1
|o
o hu
)
=
He

e
Ty ox
>
<l
atll

o
ol
o
oft .

o "

4o
N
~
o
3

rlorr

=
=|
o %

Lot N, o
N
NS
2
fia
o
ofl

oX,

o

ol

12 o

2

A& sk Fagto] Eelxlof
. Alcian blue ¥+ mucicarmine @42
e et Zlo] Gty zde] 74
dolu =34 85 7HA FA ] Al
o] Aol o] FRlHA %= A fole
Hul7 HAA CK(cytokeratin) of thdt WA
ZAge Aol gxle] o] #rh[18].
Haratake s [19]°l &3} aFP2 THAXS 49
of =gEo] ehta CEAE Haets
XA FYoE e oy 77t
¥ Aol ool A A x4 Tt
g A FEAol ATRAYL H47
o}, o] Ao A 8% F 582 aFPo] 400 ng/ml

e R L R ]

o

o
T ooft

e o

«

2
2
L)
tlo

o> R ol o
2L fo 4
O o ox
2 p ©

o

[¢]
}b]' H35

13
T oy

2 fo o2 19 g

i
E
&



T

o] 4o 2 yehj CEA 7}
HE H3sy AEY-
T8 AstA
A EE= CK-83 CK-
Aa Al E+= CK-7,8,18,1
[5]ell M2 ALY CK-72 10%1A4
CK-19% EF S4¢]& dl 3
F& CK-70°] 100%, CK-19% 60%¢°l| 4
of HAEAZI} FHAF el F
A2 o] FH At & Aol A
AALell Al ZEA L5
dl vls) g

bk om o]

2 ox

O

o
=

)
Ttk oh o L ox off i A

Y

=

14 CKi= thestA
+ CK-79]
AEFO T A7 o=
gleta Akl M CK=7 o] ¥
A7 R e The A

pol 1% Eel o o

O ML B oox Ob @ X
Bl

o

O
N

lo rlr

2 ol of
o, O

1o o

&g

BoRDorBe

N

-

Do

)

rir ek TE olr
=

oY

bo - g2 o o 3O ok o o |
o K o

o M 2
PRt

=3

re

-
1o,

o

e

-
oo

ol

N

-1

o S

fuorle my xo

S, el
o>

£ oo

131

o
rlr
)
=
<l
s
HE
ot
R
o 2
i)
-
e
ol
)
oot
rn
i o

e

i

=

o,

ue
ot vy

<
=~ o
=

B o B
=
oX @
ofml S
M
o o
S 5~ oy ok

ie
0
1o
juics
>,
ISP
wlo o -4 o
M
1
Ooft
ol

0l
2
30
O
2 8
© T

o>
i

ol K
N

ol &

>
©
©
[do]
r\“
=
e
e
o
[N}
S
ﬂ
rLod
X
>
)
_]91_‘4 ol
Bl e

Ml pa
o2,

|

5

% o

o

b

et

S

o -

e
1o
i)
2
i)
2
>~
2>
e Hu

il o

ol

o,
ot o
>

o
L o
don 2 il X S oo

3|
)
)

o
e oog
2w
ﬂlm _19(_"

sk
o}
EHE9T. 87
°u] 9]

A g3 oFPo] ¢ 7
CA19-97} S7k5 o] g3t o=
o4 d3 oFPY CA19-97} EA]
o] 4 ¢ WHE A5 o
e}
o

=
o

b4
ofN ¥ oF ox

o .5

o 1 R 1o o
o

=,
N
o i
°

oL
>
o

g0 ol 40 oF Lo T 1% 30 U x 2 [0 oX off

o &
= 2
X ¢ oo
%% ﬁ iu) =
rlo
ot
o
1o
v
Yo
T
(=
rr Clok o

(o
2
i
o
(g T
oo
[\]
of
0 O of

oo

O
o
Mg
]
2

2 o
N

o
=

X

3L

2 K

B

ofl
o 2 M orlr
o L ul
By a2
> o A
<= oX,
o -
T

rlo,

-

o
2o

)

i Al

A R

2 2 d
- o
N oo

oQ i A o
o

Bn&

&

(e
oL —E‘ Oﬁ;
=2

1
N,

4
an
fu)
=P
rlr
ofy L

o
o

2,
5 o©
2,
>

ok
(B
o
kv
o
=
>
>
_0|L
Y
9

°
ofN
ol
>
=9

B
1o
ek
o
Lo
>
i
o

e = sy

2 A m off 3L pS
14 2

Mo

e
N

22 O o2 L oox Y p® fO oQ i T
Boom H
g

- ofh

off iy of

=,

=

S

P

Y

a

o

o4

BN

)
2
it
o
il
ko
ok
>
o
ox
NS
i,
or

£~ o

2 R

g3

Mo
ol

1. Allen RA, Lisa JR. Combined liver cell and bile duct
carcinoma. Am J pathol 1949;25:647-55.

2. Edmondson H, Peters RL. Neoplasms of the liver.
Disease of the liver,In: L.Schiff and E.Schiff,editors.
5th Ed. Philadelphia, PA: Lippincott 1982.

3. Goodman ZD, Ishak KG, Langloss JM, Sesterhenn
IA, Rabin L. Combined hepatocellular-cholangiocar-
cinoma. A histologic and immunhistochemical study.
Cancer 1985;55:124-35.

4. Primary liver cancer in Japan. Clinicopathologic



132

6.

9.

10

11.

12.

13.

14.

features and results of surgical treatment. Liver
Cancer Study Group of Japan. Adnn Surg 1990;
211:277-87.

.Maeda T, Adachi E, Kajiyama K, Sugimachi K,

Tsuneyoshi M. Combined hepatocellular and
cholangiocarcinoma: proposed criteria according to
cytokeratin expression and analysis of clinico-
pathologic features. Hum Pathol 1995;26:956-64.

Ng 10, Shek TW, Nichols J, Ma LT. Combined
hepatocellular-cholangiocarcinoma: a clinico-
pathological study. J Gastroenterol Hepatol
1998;13:34-40.

.Jarnagin WR, Weber S, Tickoo SK, Koea JB,

Obiekwe S, Fong Y, et al. Combined hepatocellular
and cholangiocarcinoma: demographic, clinical, and
prognostic factors. Cancer 2002;94:2040-6.

.Koh KC, Lee H, Choi MS, Lee JH, Paik SW, Yoo BC,

et al. Clinico-pathologic features and prognosis of
combined hepatocellular cholangiocarcinoma Am J
Surg 2005;189:120-5.

Aoki K, Takayasu K, Kawano T, Muramatsu Y,
Moriyama N, Wakao F, et al. Combined
hepatocellular carcinoma and cholangiocarcinoma:
clinical features and computed tomographic findings.
Hepatology 1993;18:1090-5.

. Wells HG. Primary carcinoma of the liver. 4m J Sci.
1903;125:403-17.

MacSween RNM, Anthony PP, Scheur PJ. Pathology
of the liver. 2nd ed. London: Churchil Livingstone.
1987: 621-2.

Kojiro M, Nakashima T. Pathology of hepatocellular
carcinoma, In Okuda T, Ishak KG, eds. Neoplasm of
the liver. Tokyo: Springer-Verlag. 1987: 88-104.

Lee CC, Wu CY, Chen JT, Chen GH. Comparing
combined hepatocellular-cholangiocarcinoma and
cholangiocarcinoma: a clinicopathologic study.
Hepatogastroenterology 2002;49:1487-90.

Taguchi J, Nakashima O, Tanaka M, Hisaka T,
Takazawa T, Kojiro M. A clinicopathological study on
combined hepatocellular and cholangiocarcinoma. J

15.

16.

17.

18.

19.

20.

21.

BB K BAIEE 3274 25 2008

Gastroenterol Hepatol 1996;11:758-64.

Choi BI, Han JK, Kim YI, Kim HC, Park JH, Kim
CW,
cholangiocarcinoma of the liver: sonography, CT,

et al. Combined hepatocellular and
angiography, and iodized-oil CT with pathologic
correlation. Abdom Imaging 1994;19:43-6.
Fukukura Y, Taguchi J, Nakashima O, Wada Y,
Kojiro M. Combined hepatocellular and cholan-
giocarcinoma: correlation between CT findings and
clinicopathological features. J Comput Assist
Tomogr 1997;21:52-8.

Yano Y, Yamamoto J, Kosuge T, Sakamoto Y,
Yamasaki S, Shimada K, et al. Combined
hepatocellular and cholangiocarcinoma : a
clinicopathologic study of 26 resected cases. Jpn J
Clin Oncol 2003;33:283-7.

Johnson DE, Herndier BG, Medeiros LJ, Warnke
RA, Rouse RV. The diagnostic utility of the keratin
profiles of hepatocellular carcinoma and
cholangiocarcinoma. Am J Surg Pathol 1988;12:187-
97.

Haratake J, Hashimoto H. An immunohistochemical
analysis of 13 cases with combined hepatocellular
and cholangiocellular carcinoma. Liver 1995;15:9-
15.

Tickoo SK, Zee SY, Obiekwe S, Xiao H, Koea J,
Robiou C, et al. Combined hepatocellular-
cholangiocarcinoma: a histopathologic, immuno-
histochemical, and in situ hybridization study. Am J
Surg Pathol 2002;26:989-97.

Lee WS, Lee KW, Heo JS, Kim SJ, Choi SH, Kim
YL, et al. Comparison of combined hepatocellular
and cholangiocarcinoma with hepatocellular
carcinoma and intrahepatic cholangiocarcinoma.
Surg Today 2006;36:892-7.



