-

View metadata, citation and similar papers at core.ac.uk brought to you by .. CORE

provided by Kanazawa University Repository for Academic Resources

Joodoodoooodboodoouibid

gd 0o oo, g oo, od oo, oo goa,
go oodg, oo oo, oo o, g4 o, gd
go, oo g, a0 o, a0 gd, oo gd

000 Liver Cancer
O 17

O 2

OO0 82-91

o000 2011-11-01

URL http://hdl._handle.net/2297/31515



https://core.ac.uk/display/196712457?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1

82 Liver Cancer #£17% #2% 2011 %118

E%;JﬁWﬁ%

KRR & A LSy AR E MO 161

w5 w—*  FH & &% BI® pOEEF
FE-ET ME EEY O RE BT R @Y
B OmEY WA BT RN OEY R AR

hiE B

A case of hypervascular cholangiocellular carcinoma with elements of
cholangiolocellular carcinoma

Ryuichi Kita*', Kenichi Harada*?, Akiko Wakasa™*®, Eriko Iguchi*', Soichiro Ako™',
Haruhiko Takeda*!, Tadashi Inuzuka®', Jun Nakajima*', Tetsuro Ishikawa™*', Azusa
Sakamoto™’, Toru Kimura*', Yukio Osaki*' and Yasuni Nakanuma*? '
*1Dept. of Gastroenterology and Hepatology, Osaka Red Cross Hospital, Osaka, Japan, *2Dept.
of Human Pathology, Kanazawa University Graduate School of Medicine, Kanazawa, Japan,
*3Dept. of Pathology, Osaka Red Cross Hospital, Osaka, Japan

Summary : This report concerns a case of hypervascular cholangiocellular carcinoma
that includes some elements of cholangiolocellular carcinoma in the tumor’s periphery.
The patient was a 75-year-old female with liver cirrhosis type C. Abdominal ultrasonogra-
phy showed a low echoic hepatic nodule 3 cm in diameter in segment 8. The nodule
showed marked high attenuation in the 1st phase of CT during hepatic arteriography
(CTHA) and vague high attenuation in the 2nd phase without corona enhancement. It also
showed defective images both in CTAP and in the hepatobiliary phase of GA-EOB-DTPA-
enhanced MRL

Subsegmentectomy of segment 8 was performed and the resected tumor was whitish
and uncapsulated. Microscopic findings showed tumor cells resembling cholangiocytes,
which were arranged irregularly and immunohistochemical examination showed positivity
for CK-7, CK-19, alcian-blue and EMA and negativity for Hep Par 1. Many inflammatory
cells infiltrated the tumor. CD34 and o-SMA immunostaining revealed positive scattering
throughout the tumor, which might constitute histological evidence of hypervascularity of
the tumor observed in hemodynamic images. Tumor cells in the periphery showed antler-
pattern proliferation and positivity for EMA inside the lumen of the glandular tumor cells,
and in the central area moderately to poorly differentiated tumor cells proliferated in a
compact formation. These findings led to the hypothesis that this tumor had originated
from a cholangiolocellular carcinoma.

R - ELEE
2 ERKEAFREERFRR - BRERERESE
* KEHRTFERE - HEE

F 20118 1H, FRH 2011494108



Liver Cancer

w174 2% 2011411 H 83

Key words : hypervascular, cholangiocellular carcinoma, cholangiolocellular carcinoma,

EMA

U &I

JB4HI B2 % (cholangiocellular carcinoma : CCC)
B—RICZMEZET LI EHFE0D, SMEE
EL, BETIHERENEZ2RBTLZ LI D
Bo TTOHME MIBEREISLMEL 2T 2 E0H
HOVBR SN LA, BT HRBEEOMREIITH
HEBRRSEZRELL0DBL v, 40, #iT2
JRE#HO 152281, BERNTE, BRIV
WHMBZERT S L L1, HBEE L OBE
DWTERELL,

L. E @

BE 75, Ltk

X FEEOBES X U#E,

BEREEE ' ik Lo

EEE  RERE, BERE LR L, BDEL
Lo

BRE 20064 L ) C BIfFREE L L OREEIR
T7+4—3NTELN S0, BEHA7) —=
v 7 OREER USIZTHF S8 12 3 cm KD JEH % 54
SNz CT 2 EOMPEHERICTEMEE R
728, FT#ilesE (hepatocellular carcinoma : HCC)
DEECITTHERA S, HBAMFE BRI TARK
Lol

ABRBEERIE : 5 143cm, {KE 47.5kg, ME
148/80 mmHg, WR#H 88/45 - %, kiR 36.5C.
WMEW, REEEICEnN L L, IRFEBEICHEER
Lo - MICEFE 2RO, KEIIFHE, % B
KeRDT, I, B Firoimed, THRICRE
ZROT, MEFEHICREEZRDT,

MAELFEHRE(Table 1) : P AT7 I F—
COBERMEEMED B, FFHE L SRR T
Wiz, 74 VAT — % — 3 HCV HE 25,
HBV BRIy — CThoto, BEE~—F —
i AFP, PIVKA-T, CEA S IEE# B A ¢, CA19-9
DHEEEAE (45.1U/ml, (0-37) %R L7z,

[Liver Cancer 17(2) : 82-90, 2011)

Table 1 Laboratory data on admission

RBC 443x10"/ul | CRP <0.2mg/d!
WBC 61.5x10°/ul | T:.Cho 134 mg/d!
Hb 10.5 g/di TG 105 mg/d!
Plt 18.1x10*/ul | HDL-CHO 29 mg/dl
PT 12.7 sec. S-Glu 103 mg/dl
PT% 89.0% HBs-Ag (=)

TP 9.2¢g/dl HBs-Ab (+)

Alb 4.1g/dl HBc-Ab (+)

T-Bil 0.5mg/dl | HCV-Ab (+)

GOT 58 1U/1 AFP 9.9 ng/mi
GPT 331U/1 PIVKA-T 25 mAU/ml
ALP 22310/1 CEA 3.7ng/mi
y-GT 521U/1 CA19-9 45.1U/mi
LDH 232 1U/1

Ch-E 153 1U/1

BUN 23.8 mg/d!

Cr 0.7 mg/d!

Fig.1 Abdominal ultrasonogram{US).
US shows a low echoic nodule with hetero-
geneous isoechoic lesion inside.

BRI US I T& 35¢cm Ok a2 —
HEE LCHBan(Fig. 1), ¥ CT Tid
WIKEFZE L, dynamic CT TIREMHICTE
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portal-venous phase
Fig. 2 Abdominal CT.
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i

AP
arterial phase

equilibrium phase

The nodule shows slightly low density in the pre-contrast(a), high
density in the arterial(b), and partial low density in the portal-venous(c)
and equilibrium phases(d), indicating that it is a hypervascular tumor.

IR, AR TR % B L 72 (Fig. 2)o MRI
Tk T BAEGICTRES, T2 BHAEKRICTE
B8, WEGRAEHRICTHES %, EOB i
TRHABHIARELRBES 22 L7 (Fig. 3). CTAP
IZTRIEHBZEL, CTHA T35 1 B TERIX
F, H2M B CEBRIIET % b BB % corona Fk
BRI T o 72 (Fig. 4) 6

ABR#ER  KHEEEZH LY HCC, BReW
Rz EEzEDLR, PRI,

FEALS LORER R (Fig. 5~9)  WREAR
BHREZEREL, JBERPTNECHELH ST,
SRS, EEI RN RABR TERH LY
YRBEEMREEB IO yoEREK RS
v, JBEEDOBEMRSAHE ZER~FTENE
OWEE R L7z (P~ B LB . YA b T
- (cytokeratin : CK)-7 3 £ UF CK-19 iZ5E#H %
£ 1, hepatocyte paraffin 1(Hep Par 1) ixf&¥ T
Hole Fio, EEDBICITHBERUO/NNRE

RPABRASBEERTRBER S OB OHMER
B, FE T NCAM OB Z#ED -, AHICE
FENHEHE B3 2L EEMEZ 2D, B
MEBEEBbhi, 7, BENICIEFOMR
WO Y AL DD, CD3M4 B LU a-SMA &
EHBEE T BobEd EOEEEGEE
12, BREYO R v MR~AHER BRI
BAEZRED, SRS M2 RBENICHBLES
FrR&# 272, %7, epithelial membrane antigen
(EMA) 3 EE BB I A SN B /NERIEEY 4
ALV E CORFRETITIRERANCEEE R L,
BEOCTEEE DL, PR REREICBVWTIA
Bl F B HEPEA SN

IL. 3 =
ZMEF*ETIHEEE LTENICHEHFLDIE
HCC, BB R 4 #5 7% 18 ¥ ik (focal nodular hyper-
plasia: FNH), 7V a— VB E L2 AL L7
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Flg 3 Abdominal MRI.

The nodule shows low intensity in both in phase and opposed phase of T1-weighted
images(a, b)and high intensity on T2-weighted and diffusion images(c, d). It also
shows low intensity in the hepatobiliary phase of the Gd-EOB-DTPA enhanced
image (e). Contour of the tumor seemed to be irregular(e).

BEREHZEYH Y, CCCRREZMMEREE LT
TEINBLZ LS, LALEYS, EE CCC
DEPICH, ZMEEETLEFANGFEET LI L
PHRESh, HHEEELORFRAZHLONLT E
% rwv,

E%ﬁ”&lﬁlﬁ%%ﬁ'% I 72 b B B AR M I A
AT 556 OEBGH R, MEEROE)
MRAHD 5 v id CTHA @ L 5 2EIREBICB VT
BEMROBEMRPBREBRE L THASNS, —

H, MEHEESNICIZER O capillarization 2%
BRI (unpaired artery) D84 H3BIIRTES

_‘E_BE¥

M%ZHHPTE B, REFTIX, CDM BLU a-
SMA GEMBREIC T LR TW LB,
BRNS M REENCEFI TR LR
Bo Fin, REFITIIERE L RREMIZE % R0

7oA, TR ER AT B O BT RS
BRAELTVWEIEEZRLTWSEDD Lk,
BIb I AREFIDINC b, #d 2 ISR ICS
VT RIEMILR O H Lo f & BB L TV 5,
Z PR RUS EARA M AIEIN % 3 < BT
ThBH, BT 5 HEHEOT %A Z IS
KHRLBHETHLETIMENASND 2 LY,
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Fig. 4 Abdominal angiograms.

Digital subtraction angiogram shows the nodule as a tumor stain{a).
The nodule is strongly enhanced in the first phase on CTHA(b)and
vaguely enhanced in the second phase without showing corona en-
hancement(c). The nodule shows a defective image on CTAP(d).
The nodule shows an irregular contour and seemed to be uncapsulated.

Fig.5 Cross-section of the resected specimen.
The tumor is whitish with an irregular
boundary and without capsule.

INOH—EOBE % D OWREME A R L, HEIR
F\o HCC R RBEW O BB EF IZ BV T,
PAEMLIZ B OMER T FRIBIT & OFEH
AHNBHY, BRI BT B SRR & M
HBLOFHICELTDH, SHROBFFTCHFLL
W,

SRIER LEMZ, BESERSE 1R ET
LIEETH o 12h, BEOHLEH TCILERE DS
7 (bile duct type) % # ©, A T I3 HE 5 #k
(bile ductular type) DB 2 FE T HEETH - 72,
ZIMHEE BT 570, fIETIE HCC 2 5bhn Y
BERR & e o 720s, BEFTR & LCTIRERETEES
BEFEL TR CTHA £ 2HICBIT 5 BROFRE
BHiFohb, BE, LI HCC KB Tid,
EERNICHEA LR ASTERESIC F LS - &
NBE, FAoBRLMREOBEFREZ N LT, B
BB T corona BEiRE L IETh ) YV 7HROF
EEREBET Y, ThIB—WEIZT, CTHA
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Fig. 6 Histopathological findings of the resected tumor (major components of the tumor).
HE staining(a). Tumor cells show grandular duct-like structures and lymphocytic infiltration
is observed in fibrotic regions. Immunohistochemistry shows positivity for CK-7(b). CK-19,
EMA(c)and NCAM (d) and negativity for Hep Par 1. EMAs are mainly positive inside lumen of
the tumor glandular formation. Scattered stainings are observed for CD34 (e)and a-SMA(f).

% E R L /- single level dynamic CTHA %
CTHA £ 2 HiCBWTBE S h, —HBopIs %k
wT? HCC B AT GRE Sh T, KIE
BTl corona ik % ED T, BHEEROEE
HREE L7225 SO ) RERINY — U 2HIER
MUEMEOBERBEETH 28N 2252
5o HCC I2BWT b, HERGHPEE CH{LAE
CHEWDDOTIIBESRELE S, /2, HER

BHx2BLADD, $obbRABMFETLIOD
£O REiGAY - BT M HRNEYD 2™,
EBE, FEFATHEREEL LT, REEBEDS
JEENICBEIZALNS Z L 273 L7 (data not
shown) o

WA, B EHRICE T2 MENEEL
o TELD, FIZBWTiL, BLETX ) Hering &
JERAC BB AT SRR A AR U, e <o JIB & i
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a-SMA

EI1T% 25 2011FENA

Fig.7 Histopathological findings of the resected tumor (CoCC-like components).
HE staining (a). Tumor cells resembling bile-ductular cells are observed in periphery, showing
antler-like proliferation pattern. Immunohistochemistry shows positivity for CK-7(b), CK~19,
EMA(c)and NCAM. EMA is positive inside lumen of the tumor glandular formation, which is
considered compatible with CoCC. Scattered stainings are observed for CD34(d)and a-SMA (e).

CoCC : cholangiolocellular carcinoma

b EE SR TERY, SRR
EN TS, oval cell RHMIHEHIZ: &% &
0, BB L E L 5 Tw2, MIESHIIRE
HCHIBE L, ShoeREE LCEEL
LMot % R Sh v b 27?) mig
BRI E R D B0, KRBT S
NTVRVWHEET S, ~ODORBENT /O~

FELT, FH LIRS DENIC EMA OHE
MR PERATHL I E2WMEL TV Y,
AAEFI T, HE LB OMIIBEREHER TIX
EMA 2SBRBERNMRNCEE b, IREOKREMLE L
R SRAE CRT 2ERFALRE, &
DL LWV ORERE R T T% MRS & I
THPRERORLLIATHY, bbb
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Fig. 8 Histopathological findings of the resected tumor (poorly differentiated portion of the tumor).
HE staining(a). Pleomorphic cells in the center of the tumor show severe cellular atypia and
HCC-like compact proliferation pattern. Immunohistochemical examination shows positivity
for CK-7(b), CK-19 and EMA and negativity for Hep Par 1 and NCAM. Scattered stainings

are observed for CD34(c)and a-SMA(d).

Fig. 9

Macroscopic view of the whole tumor with
CK-7 immunohistochemical staining.
Pictures of major components(Fig. 6),
CoCC-like components(Fig. 7), and poorly
differentiated portion(Fig. 8)are taken from
right(arrows), left lower (arrowheads), and
center (asterisk), respectively.

WRFHESERBE LT 52 B TId/NERRA
R BEESEOTH S VT TE & THIE
BREENTVRBILEDNSEVEIThH D, HEN
B OMIE S REE T IX, FFIC NCAM 0%
HbHAHN7e NCAM REHOEHIBEINT
WA, BRI % BT B v T NCAM @
REDNALND &V WMEND DY, MIHEEO
TR # X BN ) BIREV L Bbh b,

T/, BAMLE & b BN DN FEEMEE
7 id CD34 R a-SMA IZBE %R L, FERNE
TR LG R A RN E T 2k
ARTET, MIEFIMEERICE LVWEabn
JEE L E 2 SN TS o, 4HIEZ OBLMLE
% CCC & L7z, MNEEHROSLEIMET L CCC
NEERT B WS VY, SRS QMRS
B3N CCC LBED CCC DEWVD, 5B E 5%
DREDPUDELER B,
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EMUEE) BEL T34 #7871E combined £ WIHIBW P oD TLr I D FBOI VRV T3
FADCT TCRELLHPEVIEEFAL2Z7DESTTY, BLLTRAE -3 LhdoLur
b—2aryLTWwaIdIRELT Eobo»TTT. bivbho@lre LTDH, &S < combined
KLTLEIOTRZVALEVWIBRLE D 72D TTAN

WE(ES) : combined (BREE) Tid i s WIS CHIRLE L

— REIA B
CTHA B CIRE L - FRESEORETH 5. AERNRHHLEFEZEL-HELZER
I, BN T - a YERTRENFED SN, £O—5I1 13 MAEE M e (cholangiolo-
cellular carcinoma: CoCC) & LTHFBLAVWHRZETAEMNTH S, 512, EIREZEBER
BLOKBBRET BT s BRHEAGHEOEORALNBEORBICHREESI EFEZ LN,
EESREOBEREENOBEMMERFORICEKRTLILIEX ORI,

EAE, T LD BT AFHEEE L CoCC DMEVHBR SN TS, AEEIERITE
B CoCC DHEADIME RS 4 & CoCC DHER), CoCC 2 5 BEETNREE~DHL
(CoCC :BERFMNIRER L 0MEY), FEE TRD LN LHMATRIZT T CoCC DY
I—YarvThHbEOH(CoCC PHBENER) Lo, ThHhLBRLETAETZLLZY
CoCC DBIBAZBREM Y ICT AEFICHREVESTHSL LEBDN S,

(BB &)

—@ 5
WY L7 CCC DERMEETH D, AEFTIR, B CT CREHARCHRE, S#UMHTIMER
B, &5 MRI Ci T1 BRBICTEES, T2 BREBICTHES, HEGAHRMIC TIHET, EOB
MBI TIERES2RL, BENZFREBOL TRV, BEOEBRIAERLTLTY
b, FOBBEWREOBHICEVT, IEOLELBENENORELER 15, REFATIE
REBOREICLMMEEZR L, HCC 2 CCC DHMBFUTIIIFHEY L2 VWEFTH o7z, single level
dynamic CTHA ®% 1 I THERE, % 2 M ERINLT % corona BEHIIERD LN kh o7
corona M ORI HCC EDENCAWLhATRESND Y, SHERF2HF LV Bk
MM % HEMICHET 572012, CD34 B &L U a-SMA SEMERELZToTWb, ThHD
BEE, SESEOE GNP HRENERL LT A DILRBLETH 5B,
' (BT k)

T DWIILLE 43 BUFMBEERIRET& (20114 6 A 4 H) TRES ML



