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Pawarode A, Voravud N. Primary hepatocellular carcinoma. Chula Med J 1997
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Primary hepatocellular carcinoma (HCC) is a common cancer in Thailand and has
also been the most common malignancy in Thai males. Chronic hepatitis B viral infection
is the main etiology via initiating a multistep pathogenesis. Other major factors implicated
as the risk factors are aflatoxin, alcohol and chronic liver diseases. The natural history varies
according to geography. In high incidence area including Thailand, the patients are
younger and diagnosed at late stages with shorter survival than those in low incidence
area. Metastatic disease rarely occurs as the patients usually die of liver failure or GI
hemorrhage before it arises. Although various modalities of treatment have been deve-
loped, surgery is still the only means to cure this disease. Unfortunately, very few patients
are diagnosed at early stage and can undergo surgery. Several disease-specific palliative
treatments for unresectable patients are now under investigation, including locoregional
treatment (transcathetral oily chemoembolization (TOCE)) and systemic treatment.
Today, another strategy for combating this dreadful cancer in Thailand is preventing the
occurrence of chronic hepatitis or cirrhosis by vaccination all newborns against hepatitis
B virus.

Key words :  Hepatocellular carcinoma, Epidemiology, Etiology, Risk factor, Hepatitis
B virus, Pathogenesis, Pathology, Tumor marker, Alpha-fetoprotein,
Staging system, Natural history, Treatment, Prevention.
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Alpha - fetoprotein (AFP)

&) A o Q' = Qo

(i tumor marker figAfyvaslsauziTiay
o#ia hepatocellular carcinoma lagyn@aunsawy
Tuseusfiaflaludfuvaiminlunssfuisauas
stuznadnaaa (perinatal period) tyinnw(62-64)

a9 lsfian  awIawy AFP ‘lﬁlmgﬂ’mknuzﬁo



306 asana 1hlied uaz wiund 9qdl

@ o . o A4 v
@usua hepatocellular carcinoma, lsnau aug laud
Tsaauuds, lsndusniauitass uaslsnuziisofiadug
loun germ cell carcinoma, pancreatic W8 gastric
. T L X e ,
carcinoma uline99) naMIzAY AFP gl
Qe Qo J ] O =
Caniin wienduenegilu-ae gazaudn@lale®
d o Qs Qe A L2 = Qs o
Warfinuiuszauinuluguaslsauziiidusiie
hepatocellular carcinoma N3 germ cell tumor
JLULUNINITANY RINIDWLTEAL AFP gamn‘léf
oA v = @
mIaTuudalias azladaysfandas

a U4

AINIATINTNALT laslanizdnTeey AFP 1Ay

LTUN%

Tudonq anisdslsnundeduafia hepatocellular
carcinoma

Taomalunnsilazdudsu AFP gaifiu aco-
500 IU/ml 4wlisanfiuaInis uazamsuaas as
aanTniinsifiess lsauziSeauaiia hepatocel -
lular carcinoma lélagligasarfunisaadwile
Wuda@o2%) Tagianzatadommnnudagines
AFP-L3 uaz AFP P4+5C7 luffanugs e
myaneiens lentil lectin phytohemagglutinin
affinity electrophoresis Bafiewla (sensitivity)
88% WUATANNIWWIE (specificity) 98% ) luns
wonanlndudung

1u;§ﬂwﬁﬁi:ﬁu“ﬁ%"u AFP galaiann (20-
500 IU/ml) wdamnawunauluauiiudiy sniu
FasrnanstlamaAtesefiuivaudely 4
anafluiaunzi3e wie regenerative nodule lulsa
auugala®

zeu AFP a:gqﬁa@i"’luﬂiﬁumum'a:@ia
ik

1. TAUMINAWIVBILTANLLS

uzi3edusiia poorly differentiated Wu
5z@U serum AFP ij\‘!%u 1avasnin oHe well-

differentiated n3a v#ia anaplastic('*°%58-7")

Chula Med J

2. YUIAVBINDUNITI
o < ' o ad o
favaziSsowialng wuszaudsu AFP la
Qo ] v d
luszdugendn faunzifsvwiadn®®) lay
& o & &
mldouiataussiioaure 3-5 au. auld e
Qe A - " 4
anaNUTAL AFP figefiaUn@la® Fahlisansn
f9dudsy AFP athaden  luniasananiad
linuziSeauriia hepatocellular carcinoma Js8i2
LLsn‘luQ’ﬂaﬂIiﬂGTnLL%a'L@Tﬁ(zﬁ) VK AINNIANEA L
c‘ 9| 9/ ~ Qe o
Uszinailu anansnduny linuzfeduniia hepa-
tocellular carcinoma léiNes 3 1u 4 2a3l3nu159
“ a . & A a &
@upua hepatocellular carcinoma YNWUa NINAUK
a Vo TN o o
asa‘lunqugﬂauTiﬂ@uLLmﬂ'lmumws’aﬁmﬂmaamU
J2eUTN AFP ‘ntgamﬂnm(‘)
TMFANYINY  TUIRVRINDUNLTILATTEAL
@5 AFP wufiduvuiiy dansaatiavasihe
Anen (6872
3. mqmaapjﬂw
Ve e de oy da
nqugﬂwmqmn unuaﬂmmaagﬂwﬂu
Qe Q.‘ ! L% » ' L] v
UGN AFP U uaumﬁnqugﬂmmquau("'“)
Q' » [} Y -~ | ‘Jd v "
A28t TU gﬂwmnmﬂmwim nilaguaunin
L %3 ' A Qo 1} ~
30 ¥ s udy 96.4% Niiveau AFP ganin@
A e A a ' - Aa A
mmz‘ngﬂw‘numqmnm'] 50 1 URARIBIADS
[} Q‘; A Qo Qe "
83.1% WWiNWi NITZAUAINEN
A’ =~
4. \TT&
;‘Jfﬂ'mmnLaL%nm:"i’uaan'lnaua:w%ﬂmw‘%m
o @ o o o ' . a
fidasmfihonilszdudin AFP :gamwﬂnmﬁa 80-
00% wWinuiflsuny 60-70% lugipRaana (")
mnwamsﬁnmg&fﬂwlu‘[sowmmaqw1~
€ 1 @ ) o ar
aanIoh wuidy 87.1% (223/256) vaIRtholisze
' a ' A
serum AFP ganiuln@ uss daafunans Aa 7,850
IU/L ( &8 0 - 3NN 400,000 TU/L )
A ! d o o
Tumor marker 8uq AlaAnw NN 1T

l&un des-y-carboxy prothrombin (PIVKA-11)(**)



Vol. 41 No. 4
April 1997

4 & < v a
Fawugeulu lsnuziSeduafia hepatocellular
carcinoma T3 91% 1839 IUGLIBNINAA Uiy
J A v [l a a
goululindug daw 1gu nzeinndiu K, Tin
Qe Qo J Q J =3 . . .« e
AUBNLEULIaTIT=8zN Y (chronic active hepatitis,
“ I = . d o (4) = [
nIalIausiivrzuzuwInszawanau'Y  annaiinng
=S =& o Qs ) o J
Anwinufsannuaegaaslusdnafiaiiunisg
rmuralantanisifiantsuninszanenisludy
. . o v & a ¢
(intrahepatic spread) FauaasiiAudinsnentol
L @ . P
Iiﬂﬂ‘lumugﬂ’m hepatocellular carcinoma &

326U des-y-carboxy prothrombin g\‘i(”)

o T [ a
NIFINUUNNISHUEAILTANSLIIAUDTUR
hepatocellular carcinoma
(Staging Systems)

o < = A’
ATsuunszezvadlsausiSisianiinany
1} A 1 .
ssuu udssuuilfluniae Medical Oncology
Tsawmmaﬁ;mmmtﬁﬁ 2 32UU fD
1. TNM Staging System for Liver Tumors
2. Okuda’s Staging System
stuy TNM (TNM staging system for
liver tumors)("®
. . .
TNM staging system fin2wlay Union
International Contre le Cancer (UICC) adu&as
A s: v A '
Tuaman 1 sziulainlnisudeszozaaslinanu
o ° . ‘J ] L 4
U0 U URzUNINaY Pa9nauNLIy
° o , @ o
(374U lobe Mgnana) mmwsqnmu"lﬁmtau
“ . % . d
120 NINTNHIRANUIUNRDINTOFIUBUY VB9
0 ~ L 20 ° : \d ¥
19me adinldiszuunusnifiteunwiasfe

[ v v A o Q- . .
mslilésumirfiniavineusasdu (liver function)

e ¥ d «v G‘ i Q 9 Q
1idae mvxmnmsmmumaomumaogﬂamﬂuﬂwu
o o A g '3 . - o
fFaunidussalsznautivandINanITINEIUAS

o a @y v oo o o«
El@li’]iﬂ@]%’l@l‘llmaﬁ’)tm’l@mLﬁﬂu&l’mi]'mn’l’szﬂmt‘ﬂo

| e M o & o acd
msraaae bildnwsd Bnnsnsinelagitang ae

TsauziSediunna hepatocellular carcinoma 307

v v a A\ = o W Qe A AI !
naliifianatafissnn uasyniauiRavandslu
Qo Qo J 13 o
MERAIMTINE #ANMNANMIATIVA§ NWARAN
& v o a d o e epe e
wnildaannaieany sensitivity uas specificity
f & o '
2840130729 1% IwueaTIniIarane e lal
sunTavaniveulavasnanwussldtaian las
2 a . .
wwiznendnendsnmwiuy infiltrative, M3A32990
v = -3 ¥ (3 .
NaRVTLINVUIALANTUNDUNLLIY (satellite nodules)
- « ' ¥ A A& o
wIamsananuziiinszans Wdauiuniasfivaay
A & . ¥ A& o d <
Wasnuenfidenunniasntraulafiuainnig
Qs = ¥-1 ~ 1R o an
anannid anvlifseslinunds udiduyfizen
fausuaIraIiaunu (lymph node hyperplasia)

filey

szuy Okuda (Okuda’s staging system )(®

Okuda uazAmiz lATBNUITLUMITIUKD
szozaaalsnunSeauadia hepatocellular carcinoma
Tasanfvrmavastenuzds, nazfhirlugasrias
(ascites), 5:01”us‘1’1§’u5’ayjﬁu (< 3 gzdl) uaz yzQud
?uﬁﬁgﬁu (bilirubin > 3 mg/dl) Judauysia
ugasiisansuansvasszeslsadiduann (signs of
advanced disease) Wazwi9TTozvadlsAunTIAL
%@ hepatocellular carcinoma aaniiw 3 Tzaza9
a1397 2 |

Tusoriinsiag Medical Oncology 1¢153%
nssuunszazvaslsauziionaszuy TNM uas
Okuda alglulsswemagmasnsal WaSoy
Wisuarusindwlunisld  eanugndeslums
wensallsauaznaeununinslsa laanig
w8 Medical Oncology lavinmsfinswuin szuy
Okuda ﬁLLu‘JIﬁ&lﬁﬁl:ﬁ’m’lfJET@ITIiE]ﬂ%%@I’UG{IQﬂ’JU

18@n913zuy TNM  twieszuy Okuda ynnae

v o

WANNIYINUYIAUIN T UNITIIUR T BT TN

N
a
n

aanna ludatredu



308

assana alsmal usr wiund andl Chula Med J

Table 1 TNM Staging System for Liver Tumors from the Union Internationale Contra le Cancer

Tx
To
T1
T2

T3

T4

No
N1

Mx
Mo
M1

Primary Tumor (T)

Primary tumor cannot be assessed

No evidence of primary tumor

Solitary tumor 2 cm or less in greatest dimension without vascular invasion

Solitary tumor 2 cm or less in greatest dimension with vascular invasion, or multiple tumors
limited to one lobe, none more than 2 cm in greatest dimension without vascular invasion, or a
solitary tumor more than 2 cm in greatest dimension without vascular invasion

Solitary tumor more than 2 cm in greatest dimension with vascular invasion, or multiple tumors
limited to one lobe, none more than 2 cm in greatest dimension, with vascular invasion, or multiple
tumors limited to one lobe, any more than 2 cm in greatest dimension, with or without vascular
invasion |

Multiple tumors in more than one lobe or tumor(s) involve(s) a major branch of portal or

hepatic vein(s)

Lymph Node (N)
Regional lymph nodes cannot be assessed
No regional lymph node metastasis

Regional lymph node metastasis

Distant Metastasis (M)
Presence of distant metastasis cannot be assessed
No distant metastasis

Distant metastasis

Stage Grouping

I
II
I

IVA
IVB

T1 No Mo
T2 No Mo
T1 N1 Mo
T2 N1 Mo
T3 Any N Mo
T4 Any N Mo

Any T Any N M1
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Table 2. Okuda’s Staging Scheme for Hepatocellular Carcinoma

Stage Tumor size Ascites Albumin Bilirubin
>50% <50% <3gsdl  >3gsdl >3mgrdl <3mg/dl
(+) ) (+) (-) ) -) (+) -)
I (-) (-) (-)
II 1or2 (+)*
II1 3or4 (+)*

*(+): Sign of Advanced Disease

[ —, .
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. . o .

mulunquﬂi:mﬂﬂﬁqnﬂm‘imga ANWU
lsnuziSsdupiia hepatocellular carcinoma lungal
X o a 'y ' s = o '
dienlengiasnd dnfigunmudusd lagl
nmuaneawhiilsaduagidu (asymptomatic post

necrotic cirrhosis) lagtawiznivawinn s

s a . v o= oy “ o Aa & A
afinlsndautrair drhelnEdias Waswn
g L. A’
;dﬂ'awnwuuwmﬂm:u:mwaﬂm wana it
A S/ Qs 1 Qo 1 [ A’ |
lamafiazldiumsindalungudssinama iy
X . e Y Ay A a
loanguin  onciudsznagiudillassninih
I . el . .
:’aﬂ‘iﬂ‘lunqmam (active surveillance program)
In3ans lundawInawudn auikn south african
Qe o~ 3 A Qe Q.
blacks #8031700%70 AUARUIALY 6 FUMANAS
I leaTumitedy
FmSudszinalng Tu‘[iawmmaqmmni:ﬁ
Q’ﬂ’lﬂkﬂ&l:ﬁdﬁﬁ'ﬁﬁﬂ hepatocellular carcinoma
=l o sSHa 1 A a [
fisamseatiadnadiolasnu 21.4 slaw (95%CI
12.8-30.1 &Uaw) monannlasunsifiadn
 adw WM o s ' o o Ao
uaznquﬂ'lu‘lmnmssnmLawwmakﬂuamﬁsa@’mm
1 A Q 4 ISR X IJ © [} Q' ¥
ALRAL 8.7 FUA N ugﬂwﬂmmmmmsmm‘l@
LA .l Jdv r-r-% 0
15.5% (48/309) uazHilwnguiiiaansaadiani
A Qe Qs Q
iy 46.1 &a (95%CI 0-112.7 §lav) na
L aa ar = Lot . A [l /0 ] Qs
dumaAsdnnFsuifsuiungaililasuminda
18.4 §Ua W (95%CI 14.7-22.1 §UaH )
21113 (Symptoms)(' 24
X a o ' .
gﬂwmmswmmﬂumm: (non-specific

. od dws 5 o
symptoms) Lt (Daams, eduld, wminae



310 assana dalsaal uaz wiund and

daUINAY, mn'ﬁqnuuu, 1ha vinaldmelasean
- o ¥ 4 L 3 J A @ 1
pIonsnanld anItha o awlunwa Inden
NN aWIUSUNINLTIIMEIUNANTEINIZUIAN M3D
d v aw ) o o o
anathaunaunuinula  dsenaduannisnen
-~ J & -3 & 1 r-]
vzifolatudinnianidsanislunauuziy wia
nMsuanvaInaunsiSiuItuRIresdunaziiifea
) 'Y & g ' o
sanmulugaaias (tumor rupture) Maftarsiuny
& o
21m3 shock wasda anzhwulavszanm 10% lu
Ad i '3 [ A ° Qe
Uszinandgi@nisolgs  wanidusunqiddnas
oA , v da &
nziifanseniutesriasNtialiuies (spontaneous
non-traumatic acute hemoperitoneum) 81113
vaslaaradunsndinauuniSanladuw wisan
a ¥ ' [y @ AW o ' av &
amzivnlugaanias ;‘{ﬂwmauhgoiwnuﬂmmu
sulassrn asaduainsaslsnflludy (liver
1 3 ) ) ‘; = [J 9
abscess) vnfauuninade szuuviaundazyilw
L r-} r- B v [} Qs o
gﬂwummm«mu‘lﬂvﬁunu an1san LUy
colicky 8£1934l33 TIWAY 8713 shock tsuaniia
P < , ¥ o
mwu:mqnmm:unnamﬁ waziimsanidaautn
§3:UuYiuNd (hemobilia)
WV A Qo Qe .
Athondlsnduudiszueniida (underlying
R . - A
compensated cirrhosis) 873881N1IIINNIIURDY
o o o . . '
wuNvaIay (hepatic decompensation) L% N1z
A o .
gupgaNIN@UIe (hepatic encephalopathy)
wisnnanzanaaulaiagiluszuuifaasy portal
(portal hypertension) 1Hu n1IANIRAAIMNALA
\Haaamaaaamislianas (variceal bleeding)
w3aaula(splenomegaly)
nsuninIzanovadlsnuziSouenay (extra-
hepatic metastasis) wu'lavaslunsafiulsnuas
Tsauzi59dusfia hepatocellular carcinoma lag

] 3 o ¥ I/l:‘
u§aI2IM3619 9 Liu asdauldfine  thenszan

Chula Med J

“ P & A X
nIovountion lawdwdon cdﬂ'mmnwuam
271M13289 paraneoplastic syndrome 3% N1
wiaaluidanan (symptomatic hypoglycemia)
A a A “ s £ a .
w32 nzdufaalunaaaifand1tudn (deep vein
thrombosis) a4aznaea
ihv\%“ug{ﬁ’:uluTiawuwu1aﬁ;maqnitﬁ 27mI
o o % as W
NwuINnnga Ao wminaa (68.2%) INUUUNDY
v PR o
(62.5%) uaziharias (51.6%) amidnaunnela

¥ Qo A
wu'ldifNed 3.2% a9a13197 3

Table 3. Presenting Symptoms of Patients with
HCC

Symptom % (n/n)

Weight loss 60.4 (183/303)

Abdominal fullness 57.0 (174/305)
Abdominal pain 52.8 (161/305)
Anorexia -41.0 (124/302)
Fever 28.4 (86/303)
Palpable mass 23.8 (72/303)
Malaise/weakness 23.6 (72/305)
Jaundice 19.5 (59/303)

Abdominal distention 17.2 (52/303)

Nausea/vomiting 17.2 (52/303)
Hematemesis/melena 10.6 (32/302)
Edema 8.6 (26/303)
Diarrhea 8.3 (25/302)
Pruritus 3.6 (11/302)

Acute abdomen

Others

2.6 (8/303)

7.9 (24/303)
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Table 4. Presenting Signs of Patients with HCC

Sign

% (n/n)

Hepatomegaly

Ascites

Jaundice

Fever

Edema

Spider nevi

Palmar erythema

Hepatic bruit

Dilated abdominal veins
Splenomegaly

Lymph node enlargement
Enlarged parotid gland(s)
Encephalopathy

Others

71.9 (220/306)
30.4 (93/306)
28.8 (88/306)
21.6 (66/306)
19.3 (59/305)
19.0 (58/305)
12.1 (37/305)
9.1 (4/44)
7.5 (23/305)
6.9 (21/304)
3.0 (9/304)
2.0 (6/304)
1.0 (37/304)

12.1 (37/305)
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Table 5. Sites of extrahepatic metastases in 313

patients
Site n %
Lung 33 10.5
Bone 10 3.2
Cervical lymph node(s) 4 1.3
pleura 4 1.3
Brain 1 0.3
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Table 6. Survival time by Okuda’s stage

(n = 265)

Okuda’s stage Median survival time (week)

(95% CI)
I 132.0
I 31.3 (18.8 - 43.7)
Il 7.57 (5.2 - 9.9)

Table 7. Survival time by TNM stage

(n = 260)
TNM stage  Median survival time (week)
(95% CI)
I 36.1 ( 24.3 - 48.0)
I 19.4 (0 - 47.2)
IVA 16.3 ( 11.0 - 21.6 )
IVB 271 (32 -51.0)
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