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Fig. 7. Thorough post-mortem histological examination revealed that an
island of squamous cell carcinoma, albeit very rarely, contained a few
carcinoma cells with mucin-like substance (Alcian blue stain, original mag-
nification x80).

Fig. 8. Histology of the background liver showed the features of cirrhosis
(hematoxylin-eosin, original magnification x 10).

tumor were seen for the new liver tumor in segment 3, lymph
node metastasis and tumor deposits in the intestinal serosa.
Foci of SCC were embedded in the sarcomatoid change. The
background liver showed the histological features of cirrho-
sis. Regenerative nodules of various sizes were surrounded
by fibrous septa. Necroinflammation and fatty change were
not evident (Fig. 8).

3. Discussion

The low prevalence of primary SCC of the liver is reflected
by the small number of reported cases. A review of literature
disclosed 16 cases [1-16] (Table 1) of 30-82-year-old sub-
Jects (median 63 years), seven males and nine females. The
tumor had arisen from congenital hepatic cysts in 10 (63%)
cases and from diseased biliary tracts in three (19%) cases.
Solitary and multiple benign nonparasitic hepatic cyst(s), the
most common congenital hepatic cysts originate from von
Meyenburg’s complexes (congenital rests of biliary epithe-

lium) and are lined with simple cuboidal or columnar (bile.
duct-type) epithelium. SCC is generally considered to result
from secondary squamous metaplasia of such biliary epithe-
lium due to chronic inflammation and subsequent neoplas-
tic transformation. The primary liver SCC described in this
report was unique because it arose from a cirrhotic liver of
alcoholic origin and was not associated with pre-existing cys-
tic and biliary tract diseases. In the literature, there are only
three such cases. One case was of liver cirrhosis of uncertain
etiology [5], while the other two had no documented liver
disease [7,15). The carcinogenesis process in this situation
remains unclear. In our patient, thorough post-mortem exam-
ination of the tumor demonstrated an SCC focus contain-
ing a few carcinoma cells with Alcian blue-positive mucin-
like substance. This observation, albeit extremely infrequent,
raises a possibility that the SCC may have resulted from squa-
mous metaplasia of an adenocarcinoma presumably originat-
ing from the biliary epithelium.

The liver tumor showed a sarcomatoid change and fatal
rapid growth accompanied by right upper quadrant abdom-
inal pain. In previous reports, such histological change has
not been documented. However, the tumor size at presenta-
tion was large ranging between 5 and 23 cm (median 9 cm),
and abdominal pain was the most common clinical mani-
festation. Thus, primary liver SCC seems to grow rapidly
even in the absence of a sarcomatoid change. In our case,
the liver tumor appeared as a mixed echogenic tumor and
a low-density area showing rim enhancement by computed
tomography, which agrees with the limited data available in
the literature. Although changes in SCC-specific tumor mark-
ers have not been well documented, SCC-related antigen and
CYFRAZ21.1 were elevated in this case. Early diagnosis is
often difficult for primary liver SCC, but these observations
may help toward a differential diagnosis. Neither chemother-
apy nor radiation therapy have been shown to be effective.
This was also the case with our patient. Hepatic resection
seems the only promising therapy. According to the litera-
ture, five patients died within 8 months post-operatively, but
three patients survived without evidence of recurrence during
the 8 months to 4 years of follow-up.

We have described an extremely rare case with SCC pri-
marily arising from a cirrhotic liver. Lessons from previous
reports and the present case suggest that the prognosis of
primary liver SCC is grave. This tumor displays the follow-
ing characteristics: (1) frequent but not consistent association
with cystic and biliary tract diseases, (2) frequent abdomi-
nal pain, (3) mixed echogenic and hypovascular nature and
(4) possible elevation of SCC-specific tumor markers. Under
such conditions, the occurrence of SCC should be kept in
mind as a rare entity of primary liver tumor.
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Fr ) 7ORE. BAOAF— VTV IO ELLNLETHS.
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42 : 210 FF B 47%4% (2006)

Table 1 Characteristics of patients (n = 56)

Factor

Age (years)

Sex (male : female)

Etiology (HBV : HCV : Other)
Stage™ (I:1: M)

Maximum tumor size (mm)
Number of tumor nodules (1:2: 3)
Early enhancement 't (+ : —)
AFP (ng/ml)

PIVKA-T (mAU/mi) .
Child-Pugh Classification (A : B : C)
Ascites (+ : -)

Alb (grdD)

T-Bil (mg/di)

PT (%)

Platelet (x10%/pul)

AST (IU/L)

ALT (1U/L)

RFA with TAE (+ : =)

70.7+84 (38-84)
40: 16
7:45:4
33:18:5
215+80 (945)
48:7:1
44 12ttt
104.6 £ 261.3
823+1483t1t1
44:10:2
2:54
37+06
1005
818+127 Tttt
106+49
67+37
59+ 42
37:19

T The TNM staging system by Liver Cancer Study Group of Japan

Tt Early enhancement on dynamic enhanced CT or dynamic enhanced MRI
T4 1 One patient was diagnosed by artery angiography, and the other 11 pa-
tients were diagnosed by histology which showed well differentiated HCC.
T111n =54 Two patients taking warfarin were excluded

(n=56)

Recurrence rate
s

.21

T T

0 5 10 15 20 25 30 35 40 45
Time (month)
Fig. 1 Cumulative rate of intrahepatic distant re-

currence in patients with primary HCC treated
with RFA

NTOFBRBSR SN L EERE LN TX 3
AU EEBRBBNCE-ENIEMRATH-7. =D
IL6BNEA VI —T 2 U EE L OBRTRGR
VEOBRBITENTEY, T, 2FRPEOHERE L

TRABRLZZD 2060 8 M5 EOKRE 3T
RKP ORI, 556 BUICD X REE 1T o . BT IE 2005
F1AORATIT % &b, HRBEOBREFRI
B 40 B, &tk 16 51, EILERS 70.7 £ 84 B (38—84),
FFROBEE LTI 4 VA< — % —id HCV Hitkig
% 45 B, HBs HURHGTE 7 61, TRt 4 1, MERE
0BITH o7, A, FHEERE215+80mm (9—45
mm ), BEYPREPRIEI64H58 3—14 1 H) ThHo
7= (Tablel).

GEIYAF Iy 2 BHRCT. HHVEIAFIvrE
% MRI (< THPUC RS R A0 I8 5 % 200, SRIRY 72 FFll
RBOEBRFRE2BOb0, BHBnEEBREICT
BEREEAZDLLD, LRI I—F( FTHER
MBIV RBERIC L ) B ES 2RI TX
LD E L RFABIZI~2 P AL ICHE
B~ —75— (f# afetoprotein (AFP), M protein
induced by vitamin K absence or antagonist-II
(PIVKAID)) OFIERFT, 72 837 B LIS
BEERE, ¥4I v 7 BECTRE, 2074
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Table 2 Risk factors of intrahepatic distant recurrence in patients with primary HCC by

univariate analysis

Variable n P value
Age (years) <70/ =270 22/34 0.08
Sex Male/female 40/16 0.39
Etiology HCV/HBV or Other 45/11 0.30
Stage? I/l or II 33/23 0.63
Maximum tumor size {mm) =20/ >20 36/20 0.40
Number of tumor nodules /=2 48/8 0.005
Early enhancementtt +/ - 44/12 0.30
AFP (ng/ml) <2022 30/26 0.13
PIVKA-I (mAU/mi) < 40/ = 40 31723 0.08
Child-Pugh Classification A/BorC 44/12 045
Alb (g/dl) <35/ =235 18/38 0.66
T-Bil (mg/dl) <15/ 215 48/8 041
PT (%) <80/ =80 20/34 0.74
Platelet (x10%/pl) <100/ 2 100 30726 0.02
AST (1IU/L) = 40/ > 40 16/40 0.84
ALT (IU/L) = 40/ > 40 26/30 091
RFA with TAE + /- 37/19 082

tThe TNM staging system by Liver Cancer Study Group of Japan
t tEarly enhancement on dynamic enhanced CT or dynamic enhanced MRI

" I(n=8)
.81

s Multinodular HCC

..... Uninodular HCC

;o (n=48)

] J'"'-
.21 aver
T P=0.005
0 -

0 5 10 15 20 25 30 35 40 45
Time (month)

Recurrence rate
rF-N
N

Fig. 2 Cumulative rate of intrahepatic distant re-
currence in patients with primary multinodular
HCC and those with primary uninodular HCC be-
fore RFA

F 3 v 7 EE MRIBREICTEHROFEICODWT 7+ 0—
Ty S L7 Fio, BRABEPIC RFA ICTRNLAHE
BICBEHEL CHRTIHMARA L RER, thllst
ORRERABRE L.

BEFRRAT L LTHER, #B5, FroOREL, B
#ERF L LT Stage (TNM 54¥0). BKEEE B,
¥4 %3y 2#EECT &5\ ik MRI COEHE R8BS

11 m——— Platelet<10.0 % 104/ u 1
esuwe Platelet=10.0%10% 1

(n=30)

Recurrence rate
S
L

reeead  (0=26)
"
:II'
,
0 5 10 15 20 25 30 35 40 45

Time (month)

Fig. 3 Cumulative rate of intrahepatic distant re-
currence in patients whose platelet count was less
than 10.0 x 10¢/u! and those whose platelet count
was 10.0 X 10*/p! and over before RFA

DA, AFP{E, PIVKA-II %, FRIFBEETEL L
T Child-Pugh 48, 7 V73~ (Alb) 1, BE
YEr (T-Bil) i, 7utur¥ e (PT) {4

fi/MiUE, M aspartate aminotransferase (AST) &,
7% alanine aminotransferase (ALT) %, E#EEATF
& UTERIRNFERERE (TAE) SFHOFEIZOW
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47% 45 (2006)

Table 3 Risk factors of intrahepatic distant recurrence in patients with primary HCC
by multivariate analysis using the Cox proportional hazard model (n = 54)

Factor P value Hazard ratio 95% Confidence
Age g(y.f;} 9 2 016 236 072775
N umgeé/olf tumor nodules 001 478 141-16.13
AFP é(ggj“é’)go 090 107 072.7.75
FIVEAT (?QOU/ ml) 018 212 070641
P'ateftw(_a‘/lg w - 0009 525 152.1806

e High risk group
14 e Low risk group

Recurrence rate
E-3

0 5 10 15 20 25 30 35 40 45
Time (month)

Fig. 4 Cumulative rate of intrahepatic distant re-
currence in patients in a high risk group and those
in a low risk group (patients in a high risk group :
Patients either showed multinodular HCC or who-
se platelet count was less than 10.0 x 10%/u! before
RFA, patients in a low risk group . Patients sho-

wed uninodular HCC and whose platelet count
was 10.0x 104/l and over before RFA)

THRH L. %8B, Stage (TNM 58 ZEREE
HD R B8 4 BRI 72,

BERIIL RITA #%2 v L Radionics #IGRISH &8 |
RRERIBERI v LRSS CHFT L 2. #9138
BBIC S 1 F 3 v 2388 CT IS THRHE 277\, 1ol
HIO CT L W8 5 7% & LTS % < & b IGIE
DIRTEBo>TSH LB TE 5% TRFA 281
LHAT L7 %eds, REBHSSLAIIND S 2 BFARRAE = 5
LT, R4 RY RFA 47872 TAE % fifF L7,

FRHT I Stat view5.0® H 4B R (HULINKSInc.) % H

VAT - 72 BR%I3 Kaplan-Meier &% WTRETL,
logrank test iZ X BRE% 1T o 72, T 72 BRI
Tp<015THo-HF ot LTHBNF—FEF LA
ROTSERBI %175 7. MEFWEEEREIL
RE CREZTo. 2 b, HEKEIIERE L% &
L7
w B

568U 17 ITRITER 2 B /-, 0 BRBERERI
Kaplan-Meier # (2 T a4 2 &, 1 £120%, 24
36.3%. 3% 535% THo7- (Fig. 1).

5, A, FROBE, Stage(TNM S8, BA

I f&, Child-Pugh 486, Alb f&. T-Bilff, PT{& Im
/MRE, AST 1, ALT &, TAE #HOEED 17 HB
2w T, EFBERORBEICHLT log-rank test (= k
ARERIToIAER, EHESRE(p<001), /R AE
100 % 10%/u! KB (p=002) HEEREL L Thb &
h7z(Table 2) (Fig.2, 3). % 7z, EAERE (D=008),
PIVKA-II & 1% (p=0.08) =5 WTHRBEIEVER
ZB¥7: (Table2).
BERMTICT p<015 Td - 7 EEEN /MK,
fE#, PIVKA-II f&i, AFP D 5 BT LT 3 —
FEFLEHCTESERBIN %1757 (Table 3). 20
R GREEBSREBIIEREICH L 478 BEHERE
PE< (p=001), Im/MKfE 100 Ti/ul ki@, 100
T/ U LB L 525 S EREAE: (p<001) &
EXBHOEIE B o7
BEEY 0/MUED 2 BT AR BT Cd o7 o
EX 5, B M5 A0 f/IMRAE 10.0 X 10/W Bk Ch -
7B % Low risk group  (a) B, EHBSRH L it
/IMRAE 100X 10%l Kifi Tdp o 7-BE % High risk group :
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Table 4 Characteristics of patients in a high risk group and those in a low risk group

Factor High risk group (n = 34) Low risk group (n = 22) P value
Age (years) 710+85 703+85 0.77
Sex (male : female) 22:12 18:4 017
Etiology (HBV : HCV : Other) 4:28:2 3:17:2 087
Stage ¥ (I: 1 : M) 19:10:5 14:8:0 017
Maximum tumor size (mm) 224+84 201+73 0.28
Early enhancement?t (+ : -) 277 17:5 0.85
AFP (ng/ml) 10652710 101.7+£2518 0.95
PIVKA-I (mAU/ml) 68.1+1189fTT 103.1+1840 0.40
Child-Pugh Classification (A : B : C) 25:7:2 19:3:0 040
Alb (g/dD 36x06 39+06 0.03
T-Bil (mg/dD 1.1+£05 09+03 024
PT (%) 77812311t 876+111 0.004
AST (IU/L) 74+ 37 55+ 34 0.06
ALT (IusL) 65+43 51 40 0.25
RFA with TAE (+ : -) 21:13 16:6 040 .

high risk group : Patients either showed multinodular HCC or whose platelet count was less than 100 10%/, w before RFA
low risk group : Patients showed uninodular HCC and whose platelet count was 10.0 % 104/ ul and over before RFA

T The TNM staging system by Liver Cancer Study Group of Japan

t tEarly enhancement on dynamic enhanced CT or dynamic enhanced MRI

TTh = 32 Two patients taking warfarin were excluded

(b) BET2L, (a) BT 1 EHREL5%, 2EH
BX169%, 3EFRE169% 2L T, (b) BTt
1 EBRE174%, 24EBRES25%, 3EHFRE’52%
LEBIIEBETH-72(p=0005) (Fig.4). 3, Wi
MOEREFITIE, FEREET (AbfE, PTHE) U5
ICEBLEXT D d o7 (Tabled).

£ X

RFA ZHFEH I 2 BFrfEO—o2 & LT 1990

T5 L )RR TR S Y2, K3 Tid 1999 4E DIRERF
MRBOBHEED DL LTLESBASNA LStk
7290 FAMIRERE IS T 5 RFA RO BFHBREICHELT
Tateishi 513 2 FURORBRBAERE 24%, Cur-
ley X FHBHEM 19 7 AT 36%", Rossi & i3FH
BRM23 YA TSR EHMELTBY RFAICE S
REF#EL LTOBRRBIIRF2bDTHS. HF
DREFFRES FHBESYM 16 VAT 34% THH
NoOBEERETHo72. —F, FHRBEIBNT
RRFFERVBETHY) RERLBOEL LD, $
FOERBEIIFRNEBIC LI 2 ETERVEECRE
Hohb. ER HEAFEMAXOE 16 AeEFREE
FFEEIRERESICE 5 &, 2 E TR Ok 8
FEFD 31.7% PHERLTEY, 2095 651% HRAT

BRCHo2®. &5\, ARBHESIE, RS
BED626% PERBBRTHLIBLEFRIFLLT
HLTHY, 7, 71.8% HHCV HBBHETH o7 &
BELTWROZ LS, FELER, CEFLY4 VA
ERRDOBEE LTV BBENS 2 5D, €070
SRLRREIEEECREL TV LEL GRS,
SEK 4 X, RFA BRETRREICHT 2 BE L GRO
BREEY Bl 72012, RFA 2L 2 BEBR VL 5
EFICBOTRIBRAECEDONEOhERIL,
RERBROFARTFLHLMCLE> L. 207
, BRBONMMAETIE, NRBOGRIEFER
DREH L CHBYRIZLES L E1, HROFM
RBREDRERFRE L. 72 RFBERSLD 5
ng, BIFERCHT 2 BENFEBEN, F0BE
THELHOATEVWRFBERICHT 5168 b TAE
BT TIRDRDTEREYSH 510, BHERLZD
P51 b RE TR A S B L7

7, SR& A ORI TH/MRAEMET T RFF
BEREBRICHED D L OHRLBA WMREDH »
MA 7% 100x10%W & 8%5E L 7= Ono & i/ MefE
PEF UL, ERIZGFOBEAEITLTEY, @
B 100X 10Yu BUF CHAFGHELED F4 125725
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FERANSCERE LTV, 8512 Kubo & G
EAELIIoN CHBHFAR CIREFIERBEE
ZLRFTVEREL TV AD SEORFTIEEEROR
MEBOREICBI2ERFRECRAR L ZIZAL X
2P, #8E (A5BI/56H) LIS L DERMNC
HERFRALERIRELLTWA I LS, 46

B4 OBEHC TI/MREDECEFRBIC SV TERE

BYSHhoBHELT, ZOBRTHRELOEAC
BHRBERRBENNS CHFEL, FRBORBHRT >

Ve VRS, SPOERBICLIBERVEHECA ‘

-

bRl TRV LRSS,

T, BEAESCRECHOHNIIEMBREERICHE
DBEOEREB. CTHIRAKEIISROBE S
ELbDThhiT, FRZTERIFOREY R 7 ¢
B, BHLERBIRI YR Tho v ikl
MEZONS, F7z, FRNEBOERYE I EEENA
ZVILE LY, RITERERLE 22 LiEHIxA
5. SHICHRBICED SN EROBESER L &
BROVWHBBRTHNIE, T TIHAEBLRILT
WHREBTHY), TORESTEELHERTELZVWERN
EBVMEBMICOREL T LT > T AW etz dEE
CEC, EOLDORABRENEL RoTLE o720
BEbEIONS.

DE2Ex6be2L, FBORMBERERIISZ S
LHRBEFRNEBD 2 05H 555, M/MUEHEFIL
ZHLOEREDO) R 7 D EW0, FEES R
SRR UFNEBOTED Y X 7 V725
HRLLTERIBRBYRAIZFBOEVIHEREIBON
LOTREVINEERS, B, ZOBEIFAOR
HPECRRFLEY 4 VATHHERRERHII<YA 71
BRESRER RFAROBRFBERB Chon )
[zumi 6 DE R, C BMFRBE T RFA HORPT
BREMIC BV THRICSEA L I/MREERIN S <,
[EE% R RFABRORFBERTFARF CHo LD
Yamanaka 5O8EV L HEL L WKERTH o 72,

SEBIOME Tt RFA I & 2 iG9#8, ££4 20% O
EMBREED. i~ 4 7 0B ERES RFA
% 1EMT 18% ODRITBER L DD/ L D Izumi 50
&9 RFA # 1 4EHMT204% ORF+ BFER* 2
D7 (RATERI 1 £T 1.3%) & @ Tateishi 5 DHEY
LAEDRRTH 7. 7 ARYIREBITLE
BE 1FEMTI83% DEFBRL D L D lkeda
5DH|ED R, FiE? R Shimada® & A FHGLIRHE 1
FHTH20% FORFTHERERD/-EHRELTVID

47 % 4 %5 (2006)

EORIFDRBRETH 7. TOT LIZRFAICT
FTERTE 5 KE SOFABRMTH L, RFA i34
MR L REOERYRL S TL LA TR L
ZRBRLTVS. —F, ARMEE, RFA WFhoil
RELTBRLAELTH, COXIICERICRET S
AFBROLOMBEREDFROBREZICITRAS
BOLNTVEZONERTH L.
BRFHNATFICEL T, Shimada 5 X FFERE D4
PR Tl M/MRIRERE, Alb IE1EE, BIRBA 6
., yru7) CEMER, AFP BB, Ro{LME
BIREEF BV TERENRVEHE L THH?, Kubo
S B UFREONB YRS TR, I/MEEE
B ABDERCBLTERENBVEREL TV 29,
COLIIAMBORBIIBOTLSREDOK L DKL
L AR IAMRBEER R ERE TH S L OMENE
ZFohD. 512, Ari®% Cha'V & iz/ R IR
DRZBCHLTIEERT CRABEEELEEFBR
FHREFELTEDOLILLEHRELTE Y, SEnY
RECBOCTCHEEABGEEZ2BROFHRET L 25
Twh. SEE 4 ORFTR, BREEER Y4 F3 v
7 &% CT ® MRI TOEFE B R* #51E L L5t
BECTHBRRERECEZ2AD o7 ATk c
BREFEX*FHETL LTV IHEOREERR A
5L, —RIIC RFA OIS L 12752 012 W B AEEE
A50mm 2B TV AEFAIELETRTVEI R
5, REMNBOBEERNAEL BREoTWA LMt
FRECTRREEENFARF L 25 2dh o - FET
vt Bbha, SLEICELTIE, RFAICTHR
BURLAN SN RSB CIRFERE (R
B) WKRELFELAVTERELH 2, SEKRLIT
PR B0 /- s, 2% ) SMLEOB
RafEixt L TIAWTRE R Y TAE 28F L T2 L b,
BEENH Lo -BHO—DL LTEL2ONL. =
DEICEALTREBOELLRIADVLETH 5.
AREC L ), RFA RSB T RBREER > 2@/~
HRAE 10.0 x 10/ LA L@ Low risk group : (a) B0 3
FRIABREHNL69% LB LT, #hLUS
@ High risk group : (DB T3 3ERTBEREI852%
EHBICHVI EXHOII ko7 RFA 2L 2 BF
BREFBREHRTHY, RERY @) B (b) B
FRTCRETHLEETS L, () BOBRIIBITS
RABROEH 5 LERIBOTE L, Hic b) B0E
BIZB2RABRO 5D 5 HAIIENNIETT 5.
HAERRERYE 16 OLERBEFARRERE
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