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Ll,i_mﬁ 1 : A peripheral mass without intrahepatic duct dilatation and without
jaundice

Ll,i_mﬁ 2 : An intermediate mass with intrahepatic duct segmental dilatation and
still no jaundice

Ll,i_mﬁ 3 : A central mass with intrahepatic duct lobar dilatation and with or without
jaundice admittedly to have jaundice both right and left lobar intrahepatic
duct will be involved

LLUUﬁ 4 . Diffuse tumor masses of various sizes are found on both lobes and may
be the combination of either one, two or all of the above three types
(I, I, and Ill). This diffuse type therefore can have either one with or

without intrahepatic duct dilatation, and also with or without jaundice.
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4. Diffusely infiltrating type
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Bismuth-Corlette classification

L
I 1 illa . b v
Type | : lesion of the main hepatic duct not involving the main confluence
Type Il : lesion involving the confluence but clear of the right and left

hepatic ducts

Type llla lesion involving the right hepatic duct
Type lllb lesion involving the left hepatic duct
Type IV : lesion involving the right and left hepatic ducts

msLLﬁwﬁ@maaLi{maﬂ@l’mﬁlﬁmﬁ ﬂﬂﬁm’«ga“nﬁﬂﬁ (Histologic Grade) anufi AJCC
uLiv ¥ 5 wuuda

1. Grade cannot be assessed

2. Well differentiated

3. Moderately differentiated
4. Poorly differentiated
5

Undifferentiated
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capecitabine and S-1 Mmﬁaﬁaﬁwﬁs:mqﬂmm n3ld UFT 39U Leucovorin lugilan
14 7o ldwa stable diseases 2 118 Hiszuziinmiagsaa 5 1hau"® n13ld Capecitabine Kt
18 o ldWa Partial response rate 6% LA Stable response 28% ﬁszmnmmsa;}sa@
8.1 1@au(® "unsld Capecitabine $2unU Cisplatin 3lddann1Iaay wad 21.4% uaz
szuziaINnsegian 9.1 aau'” M3 S1 lugﬂ’mfﬁ"}mu 19 718 ledanaey a9 21.1%
uLazIzEzAINNIegTaa 8.3 than 'Y

Tayaldl uauuzi Paclitaxel "l,&ivl,@i”ﬁﬂiﬂﬂmﬂumﬁmmfﬁaLLazqafﬂa“g) T
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(20)

response 3 18” uansAnwdug Liwudiliniaay way (Objective response) lugﬂm

U A‘I = 1 qo/ =3 v %]
17 718V n13fn Inrinotecan lugthe 36 318 HgnTdenziiaviauwndidniasiidan
mIagsan 8%
M3l Gemcitabi i uiignieauzSemanna (23-29)
emcitabine WUL Single agent #hiInNDGAANLIINOUIA (Table 2)
dnfnsnaisawias lasddannisney wes 8-60% Izuziialafian 6.3-16.0 Liau
| ) . . ) o A A Ao A o
WM Gemcitabine SuALLANMAUTEATIAAL Had 9-50% Uaz 1uNTANUAaNEeN e
(Table 3)®°°" szuziianagsaa 5-15.4 1Gau mMilE Gemcitabine riu Cisplatin azlidasaay
w84 27.5-50% uazizaziianagian 5-11.3 1aau® ¥ nsld Oxaliplatin 39310 Gemcitabine
fdaaay ues 35.5% ludthediwiu 31 o 1l muwieme sysaluduss uwazlugihe
23 o N8 mwiemeild aysalhzidaneey wed 2299 mMild Gemcitabine 3wy
§LANAID LTU Capecitabine, Irinotecan wae Docetaxel HUvzlaasiiias*®"
Ao o Aad ° o & 1 8 Aawv ' ' @ = ! @
wlithidanan o mibuzsveinddesmdeld udandayansfinswuiiniald
& o o  a ' o . . . . o £ o
Gemcitabine ilu 17AfitNTAALABINIETINNY Cisplatin %38 Oxaliplatin W& “wandetae
NuAaen laa 1139 5-FU AU Leucovorin 7L Cisplatin g4dasfinsdall dasrinnsdnms
Wisuifsy msltenalitndaaadan Gemeitabine NU Gemcitabine $74MU Cisplatin, Oxaliplatin

%38 5-FU uaz Leucovorin @ald mssumsnaitntaallnd was Novel targeted therapy

IusNMoMsasadtodeasnunlsauSodulauasSonouhd °

Cholangiocarcinoma



Table 1. Selected chemotherapy for advanced biliary tract cancer

Drug No. of Pts. Overall response% Median survival References
5-FU/leucovorintetoposide 37 11 6.5 mo. Glimelius et al [3]
5-FU 30 10 26 wk Falkson et al [4]
5-FU+streptozotocin 26 8 12 wk
5-FU+MeCCNU 31 10 8 wk
5-FU 18 0 NR Takada et al [9]
5-FU, mitomycin-C, 18 0 NR
doxorubicin
5-FU/leucovorin/ 30 30 8 mo. Gebbia et al [6]
hydroxyurea
5-FU/leucovorin 28 32 6 mo. Choi et al [7]
5FU, interferon-OL 32 34 12 mo. Patt et al [8]
5FU, epirubicin, 20 40 11 mo. Ellis et al [9]
cisplatin
5-FU/leucovorin/ 14 21.4 5 mo. Sanz-Altamira et al [10]
carboplatin
5FU+Cisplatin 25 24 10 mo. Ducreux et al [11]
5-FU/leucovorin/Cisplatin 29 34 9.5 mo. Taieb et al [12]
5-FU/leucovorin/ 20 25 9.5 mo. Raderer et al [13]
Mitomycin-C
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Table 2. Activity of single

agent gemcitabine in advanced biliary tract cancer

Cholangiocarcinoma

Gemcitabine Dose No. of Response Overall References
Regimen Ass. Pts. (%) survival (mo)
1200 mg/m’/wkx.3 every 2 wks 19 16 6.5 Raderer et al [13]
1,000 mg/m” every 4 wks 18 22 8.0 Gebbia et al [23]
2,200 mg/m’ day1. every 2 wks 32 22 11.5 Penz et al [24]
1,000 mg/m*/wk x 7 18 60 6.3 Dobrila-Dintinjana et al [25]
then 1,000 mg/m*/wk x 3 every 4 wks
1,000 mg/m?/wk x 7 23 30 NR Kubicka et al [26]
then 1,000 mg/m*/wk x 3 every 4 wks
1,200 mg/m*/wk x 3 every 5 wks 24 17 6.8 Valencak et al [27]
2,200 mg/m’/wk every 2 wks 14 29 10.5
1,000 mg/m*/wk x 3 every 4 wks 39 36 6.5 Arroyo et al [28]
1,000 mg/m®/wk x 7 13 8 16.0 Mezger et al [29]

then 1,000 mg/m*/wk x 3 every 4 wks
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Table 3. Combination chemotherapy with gemcitabine in biliary tract carcinomas

Chemotherapy No. of Pts. RR Median 0S References
(%) (mo.)
Gemcitabine (1,000 mg/m?, Days 1.8)/5-FU (100 mg/m*) 22 36 (PR) 11 Gebbia et al [30]

2 h, then 400 mg/m” IV bolus, and then 5-FU 600

mg/m? 22 h, every 21 d

Gemcitabine (1,000 mg/m’)/cisplatin (30 mg/m?) " 50 (PR) 11.3 Carraro et al [31]
Days 1, 8, 15 every 28 d

Gemcitabine (1,000 mg/m’, days 1.8)/cisplatin 30 36.6 (CR+PR) 20 wks Doval et al [32]

(70 mg/m?, day 1), every 21 d

Gemcitabine (1,250 mg/m’/days) days 1.8/ 40 27.5 (PR) 9 Thongprasert et al [33]
cisplatin (75 mg/m’/day) day 1 every 21 d

Gemcitabine (1,000 mg/m’/days) days 1 33 36 15.4 Andre et al [34]
oxaliplatin (100 mg/m?) days 2

Gemcitabine (1,000 mg/m’)/docetaxel (35 mg/m®), 43 9 (PR) 11 Kuhn et al [35]

days 1, 8, 15 every 28 d

Gemcitabine (1,000 mg/m?)/irinotecan (100 mg/m?) 14 14 (PR vs) NR Bhargava et al [36]
days 1, 8, every 21 d

Gemcitabine (2,200 mg/m’, day 1)+capecitabine 83 14 (PR) 8.2vs  Scheithauer et al [37]

(2,500 mg/m?d, days 1-7) every 14 d 17 (PR) 9.5
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"1%5U Unresectable Cholangiocarcinoma #i A3 39~ Sns1TIuALeaiitinga
< o Aa o v A v Ao A Ao o A | a P
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1 gﬂﬂ’]i’Jﬁm"ﬂa\‘m’lﬂ"ﬁid Snwwnusaitndaly Cholangiocarcinoma

®@1519N 1 Chemoradiation for hilar cholangiocarcinoma

Chemoradiotherapy
Author Survival Remarks
Experimental Control
McMasters 31 adjuvant
etal.(11) _ chemoradiation (18) No survival advantage Extrahepatic bile duct Ca.
9 neoadjuvant 5 FU
infusion+EBRT
Margin negative resection in all 9
patients with neoadjuvant therapy
Foo et al.(12) 22% 5 years survival (2 of 9) Extrahepatic bile duct Ca.
9 5 FU infusion+EBR | 15
+Brachytherapy EBRT+Brachytherapy
Trend towards improved survival by
addition of chemotherapy
Moraant Median survival 21 months. | Brachytherapy in 12 patients. 11
o alg (13) 20 - 2 of 16 unresectable patients | patients with HCCa. 4 patients had
' survived more than 5 years residual disease after resection

Ca-carcinoma, EBRT-external beam radiotherapy.

waaeNd bR mﬁ%’mﬁauﬁ'\mmﬁaﬁﬂ@;wﬁaamﬂﬁmﬂﬁfﬂ uaztduwnsdnsn

nlale MyIsuauguuuy u (randomized controlled study) Taa3aziimIAnB ITLANGENLNEW
7o judaly
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Intrahepatic Cholangiocarcinoma

Residual disease after resection 1% Radiotherapy

T 5FU based Chemotherapy %38 Gemcitabine

a ¥
a1 san i
v AW =
F9 Snulwnsci
Unresectable, Inoperable Cases 1 Radiotherapy
T 5FU based Chemotherapy %38 Gemcitabine
wanag :  MIlE3a”Snmlu Intrahepatic Cholangiocarcinoma f3iitayanisiduian

A2IINEN pjﬂamwﬂﬂmamiﬁﬂwﬁ% b

Extrahepatic Cholangiocarcinoma

Residual disease after resection 1% Radiotherapy

T 5FU based Chemotherapy %38 Gemcitabine

a ¥
a1afisan i
v AW =
RN iﬂ?l:}"ﬂ%ﬂ‘im
Unresectable, Inoperable Cases 1 Radiotherapy
T 5FU based Chemotherapy %38 Gemcitabine
v A o . . . v A v A o
RAULKEA M3lE39 " S lu Extrahepatic Cholangiocarcinoma g3d7aiaN137384a8

AN QﬂaﬂLLuuiuIﬂian13ﬁnw13%‘ 8l
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V) (~1 1 g
LINWNTIRszazlsanztS9nawIa

szgzuadlia (Staging) Intrahepatic cholangiocarcinoma

(American Joint Committee on Cancer 2002)

Stage
Stage
Stage

Stage

I T1 NO MO
I T2 NO MO
A T3 NO MO
B T4 NO MO
e AnyT N1 MO
v AnyT Any N M1

Primary Tumor (T)

Tx
TO
T1
T2

T3

T4

Primary tumor cannot be assessed

No evidence of primary tumor

Solitary tumor without vascular invasion

Solitary tumor with vascular invasion or multiple tumors none more
than 5 cm

Multiple tumors more than 5 cm or tumor involving a major branch
of the portal or hepatic vein (s)

Tumor (s) with direct invasion of adjacent organs other than the

gallbladder or with perforation of the visceral peritoneum

Regional lymph Nodes (N)

Nx
NO
N1

Regional lymph nodes cannot be assessed
No regional lymph nodes metastasis

Regional lymph nodes metastasis

Distant Metastasis (M)

Mx
MO
M1

Distant metastasis cannot be assessed
No distant metastasis

Distant metastasis

Histological Grade(G)

G1
G2
G3
G4

Well differentiated
Moderately differentiated
Poorly differentiated

Undifferentiated
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Staging TNM classification (Hilar cholangiocarcinoma)

(American Joint Committee on Cancer 2002)

Stage
Stage
Stage
Stage
Stage

Stage
Stage

0 TiS NO MO
IA T1 NO MO
IB T2 NO MO
A T3 NO MO
1B T1 N1 MO

T2 N1 MO

T3 N1 MO
Il T4 Any N MO
v Any T Any N M1

Primary Tumor (T)

Tx
TO
Tis
T1
T2
T3

T4

Primary tumor cannot be assessed

No evidence of primary tumor

Carcinoma in situ

Tumor confined to the bile duct histologically

Tumor invades beyond the wall of bile duct

Tumor invades the liver, gallbladder, pancreas, and/or unilateral
branches of the portal vein (right or left) or hepatic artery (right or left)
Tumor invades any of the following: main portal vein or its branches
bilaterally, common hepatic artery, or other adjacent structures,

such as the colon, stomach, duodenum, or abdominal wall

Regional Lymph Nodes (N)

Nx
No
N1

Regional lymph nodes cannot be assessed
No regional lymph nodes metastasis

Regional lymph nodes metastasis
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Distant Metastasis (M)
Mx
MO
M1

Histological Grade (G)
Gx
G1
G2
G3
G4

Distant metastasis cannot be assessed
No distant metastasis

Distant metastasis

Grade cannot be assessed
Well differentiated
Moderately differentiated
Poorly differentiated

Undifferentiated
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VNI

mMIzgadmuiduidn (Fine needle aspiration biopsy) 1Nz niaTIaTanliafl
Q@ 5 o P & add, o a o Y a
duden gasn wazlwisnueszasdy hasnnidudtnie deznda fanaunsndauday uaxdl
anunndad 9 Jauuzih iunndlglun1sifasbununaanzguiia (Core-needle biopsy) at13ls
= o o o A v = & o AdA e & v A
Aou wiufeusazsesliafl ¢ Blunnsiaundlam drdasenninuald NukrNvanmE
Maukazfizsmgdenuinit aasasmnan: Ml ielasdunmsunizessaduss
paninauIasady uanandt maanzgalilanad uwndfianzarsiivinueuazingsunng
faglnmsitaspannaledraaasineile

v

o Qs QJ QA Qs
ANAUVBVDINIIINIRY

A & . . i o [ &

L8431NNI Hepatocellular carcinoma L Cholangiocarcinoma mﬁnl‘ﬁgﬂaﬂum
MUTARINGINRANRANE uazdasdfansusnlinanlsauazn1izdung mMiudanadsdaang
Iududpsianandayaninadinuaznmiananumasading luansuzasdyu
MAtgENMLTaiINg Va4~ 1Rzganay adsUjidauaauin® auil

1. Pya ANIARHN
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ANWUSNILTARINEN
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MIgaNUazMIANEa183DRLAY (19 1dn)

S

msudanatmaulganieadintaznensIngn
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ANHWTNILBAAINYINUIVDNLIW Hepatocellular carcinoma
Usznaudan jUdnunzvanaadaziny hepatocyte Taunudnsdauaaaiu
A A Lo’ @ '
trabeculae %38 4 bare tumor nuclei LUANBALLA
[ 6 o
1. sUansaizvesTadazag hepatocyte
faA o a & a ! A
\TARNAANEIUUDY hepatocyte Aatiuimaarwianats dgUirsmanamasy
aa = 1 6 o ~ a a e e A =
(polygonal shape) filiady navagnansaas dniiuiindled uazind wveslalalan Gu
IhiAnlasannzed s duAn granular cytoplasm Waz/%3abile pigment B4lAuninlunng
L o =3 o o A A A & & e &
vanduiu hepatocyte #HNUWUUIK AN 1ALENYIzNIINRIAE nsuanduTuiaasuzisy o9
o Ao x A Ao A A | =< A £ .
anwaeNIndufe § 0 uvasawiaiinde delolalar SuiAndn (increased nuclear

cytoplasmic ratio)
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2. maaseiailu trabeculae
s a Qs g A I s
MIvassaLiu unmIauuis (trabeculae) Lugmanusmuzaas hepatocyte
udazunl 928 sinusoid A Gattk 398168 endothelial cell NaguagduinaludlIvanaNy
& A = A o ad ' e A & & a =2 Y
Huwan Waduwzss masesalaziiasd 3 wwasauldluuaiununazduaadunndsn 3904
o A o A o A a A o A
AnwUzraIunINindne (broad trabeculae) TianwameNUTInglu~wanzgaaziild 2 sluuy da
A & & A I o A . 'Y Y a
wuunRmerasisptduunand1s § endothelial cell UsIngn1961utng 1380 trabecular pattern
(Fig.1) uazuuuflliAn sinusoid N& endothelial cell WIANUNINVBILTARNEITI (3N sinusoidal
. g o A o A . A Y
pattern (Fig.2) %anaIn f;I\‘ia’lﬁlwugﬂuuumﬂimmmﬂu pseudoacinar pattern Fal4
Q Qo 1 [ =Y &/ Qo Q Qo ~
ANBIUENIIILIA L TasL W90 T0IIN9 AT UATINANIAN B ULANTIALTLIAIVDILTAANLLT
waiiunaninausiiiasun MAnYved hepatocellular carcinoma 10”4112

I"_ -

Fig. 1 : Hepatocellular carcinoma with trabecular pattern Fig. 2 : Hepatocellular carcinoma with sinusoidal pattern

3. Bare tumor nuceli
snwasiiiuansoefasdinyldianizlu hepatocellular carcinoma a1
191299 Toufi fande  fidanwmzaa9 hepatocyte uaRuwialadaian a:ns:mué’aagtamq
duswanen (Fig.3) fande wail laiduilolaga Fuagu 1dhlairgnasnngaly
TUATTUIUMITLATINNITARINEN

Fig. 3 : Hepatocellular carcinoma manifesting bare tumor nuclei
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<3 . oo d v v =~ aa
wananNd hepatocellular carcinoma 1150 AR B MW lAA18 TIn1TIRIa
AT udasdnsdauNAErIa MIANERLAE SINNUNNTLY KA TaN lBINUSN B NIIAETN

[ (=Y ldl 1 @ . . &)
andweNISIEaa N INUILantiln Cholangiocarcinoma
ﬂs:ﬂau@”'aslmeﬁl:ﬁaﬁﬁ'@L‘%méhﬁ'mﬂugﬂ@iaw%avia FIUNUANHULVAIDIA
ﬂs:ﬂm_lLn@ﬁamm:ﬁagammﬁﬁﬂﬁ el U
6 I3 nl'c/ =i e e I~ 1 =1 1
1. wwaduziInIaassanwiuzldeuniario
ANHUEILTRRINGIADANHIALUDY adenocarcinoma LaaNzlSINNAAILARY

n.a o o 0 ~ =< 0 A A o A
agﬂauvlﬂmwmwauwmémﬂmm whagsan lrladan Fuldse Ga 979 wazRaNnini1IIIN
dnwdusldanniaviouuy wilid SeldAugasinats wwad dndnisdauriunu (Fig.4)

Fig. 4 : Cholangiocarcinoma with 3-D gland arrangement pattern

2. ANBMSVDIOIALITNOULIAGON
ansmzradedndsznavwadaniuaitislunisifiaay cholangiocarcinoma
MWUANH =YY desmoplasia (scant cellularity pattern) W3awy ductular proliferation® (Fig.5)
axlfimein sty uu sl TIWUSN BTV necrosis ANtIw metastasis from colorectal
adenocarcinoma

e
-

. L™

Fig. 5 : Cholangiocarcinoma associated with ductular proliferation feature
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3. dayanaauna wy uu
myifaaniiu cholangiocarcinoma andudaslidayansadin wu yu ledun
My liwuaiSalguniinau usznIwy dilated hepatic bile duct #anani tauldlinlswiag

a a wa 6 c?l/
N 1% a:wqu@ﬂﬁmmaﬂiﬂumaw’m

NI1IINUITNHA

asnonulidaaninduusiomseli usrdnduunde Husfialne wenanit
onalwiminuesanudediuans I@mﬁl‘*ﬁqmﬁwﬁﬁmﬁ’] GDENNVDINTITTILITWHE LT

e Malignant; hepatocellular carcinoma

e Malignant; suggestive of hepatocellular carcinoma

e Malignant; adenocarcinoma, probably cholangiocarcinoma

e Malignant; adenocarcinoma, possibly primary or secondary

e Malignant; adenocarcinoma, in favor of metastasis

e Malignant; type not determined

e Benign; cirrhotic feature

e Benign; suggestive of focal nodular hyperplasia etc.

References
1. Wee A, Sampatanukul P. In: Fine Needle Aspiration Cytology of The Liver: Diagnostic
algorithms, a Southeast Asian Perspective. Bangkok : Year Book Publisher 2004.
2. Sampatanukul P, Leong ASY, Kosolbhand P, Tangkijvanich P. Proliferating ductules are
a diagnostic discriminator for intrahepatic cholangiocarcinoma in FNA biopsies. Diagnostic

Cytopathol 2000;22:359-63.
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(Practical Pathological Guideline for Liver specimens)

Pathological Practical Guideline for the Management of Liver Mass

Pathological Practical Guideline (PPG) is systematically developed recommendations
that assist the practitioner pathologists in making decisions about Gastrointestinal, hepato-biliary
and pancreatic specimens. These guidelines are not intended as standard or absolute
requirements. These guidelines may be adopted, modified, or rejected and are subject to revision
from time to time as warranted by the evolution of knowledge, technology and practice.

The guidelines provide basic recommendations that are supported by analysis of
the current literatures and by a synthesis of gastrointestinal hepato-biliary expert opinion.

The recommendations have been divided into four major areas:

1. Items that provide an informative gross description.

2. Additional diagnostic features that are recommended to be included in every

report if possible.
Optional features that may be included in the final report

4. An example of Gross description and Diagnosis form.

Point of interest:

“The gross description of Hepatocellular carcinoma specimens is critical, as a 1.0 cm
margin has been determined to be an important prognostic factor for recurrence. So!, initially
the friable and irregular resected margin should be painted or inked and following which the
specimen should be serially sectioned perpendicular to the inked surgical margin at approximately

1 cm interval.”

Gross Description:

The following features are recommended to be included in the final report because
they are generally accepted as being of prognostic importance, are required for therapy, or are
traditionally expected as part of the diagnosis.

1. How the specimen was received: fresh, in formalin, opened, unopened etc.

2. How the specimen was identified: labeled with name and number and designation

(e.g. right lobectomy)
3. Types of specimens: wedge resection, partial resection, right or left lobectomy

and total hepatectomy followed by liver transplantation.
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4. Tumor description: Macroscopic examination: Both hepatic parenchymal lesions

and lesions of major bile ducts.

[
[
H

Identify and orient the specimen

Measure and weight of the specimen

Describe the covering surface and attached tissue: describe and locate position
of visible mass or other abnormality

Identify all of the bile duct and vascular surgical margins (portal and hepatic
vessels) and submit them en face.

Palpate the bile ducts for the area of indurations; open longitudinal and take
serially sectioning the bile duce perpendicularly to long axis.

Search for hilar lymph nodes: number, size, and appearance.

Paint or ink the resected margin and other margins related to tumor or lesion
Serially section liver into 1 cm thick slabs in the transverse plane from
superior to inferior, fix in formalin (put paper between slabs to aide fixation)
Locate and record location of lesion: mass, cavity, cyst, abscess

Record size of the lesion. Measure distance of lesion from deep and other
related margins

Describe the lesion: color, consistency, border, hemorrhage and necrosis,
in case of multifocally or multicentricity, described all lesion and also the
distance from the main lesion.

Describe cirrhotic nodules if present, indicating the overall color and nodule
size range. Specifically mention and sample nodules 1 cm in size or greater or
any nodules that differ in color from the overall liver.

Attached gallbladder: describe the size, serosa, wall thickness, mucosa and

stones or sludge or bile content.

5. Sections submitted

[

|

Hepatic parenchymal lesions: Representative sections from tumor, at lease
four sections or more depending on size and extent. If nodules are present,

samples of up to five should be taken.

Surgical resected margin and other margins related to lesion: at lease one
perpendicular section of the nearest margin and other margins related to
the lesion

Adjacent non-neoplastic liver tissue

Lymph nodes, if present

Gallbladder, if present
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Diagnostic Information:

Recommendation:

1.

2.

Tumor classification: Based on WHO histological classification of tumors of the
liver and intrahepatic bile ducts.

Tumor staging: Based on AJCC/UICC: TNM classification of tumors of the liver
and intrahepatic bile ducts. (http://uicc.org)

For Hepatocellular Carcinoma (HCC):

U
U
U

Histological subtype: Hepatocellular Carcinoma (HCC)
Architectural pattern: Trabecular/Pseudoglandular/Scirrhous
Cytological variant: Hepatic cell type/clear cell type/pleomorphic cell type/

sarcomatous cell type

[0 Histological grading: well differentiated (Edmonson grade Il)/moderately
differentiated (Edmonson grade II1)/poorly differentiated (Edmonson grade 1V)
[ Status of vascular and or lymphatic invasion
[ Status of non involved liver tissue
[ Status of surgical resected margins
Immunohistochemistry of HCC:
Hepatocyte (Dako) - Positive (most useful in diagnosis)
CEA - Positive (canalicular pattern)
Alpha fetoprotein - positive or negative
Fibrinogen - positive or negative

Cytokeratin 8 and 18
Cytokeratin 7 and 19
Cytokeratin 20

Epithelial membrane antigen

usually positive

usually negative

usually negative

negative

For Intrahepatic cholongiocarcinoma (ICC):

Histological subtype: Adenocarcinoma

Architectural pattern: Tubular/Papillary

Cytological variant: Mucinous type/clear cell type/pleomorphic type/sapindle
cell type

Histological grading: well differentiated/moderately differentiated/poorly
differentiated

Status of vascular and or lymphatic invasion

Status of non involved liver tissue

Status of surgical resected margins

Status of regional lymph node
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Immunohistochemistry of ICC:

Cytokeratin 7 and 19 Positive (most useful in diagnosis)

CEA - Positive
Epithelial membrane antigen - positive
Alpha fetoprotein - negative
Hepatocyte (Dako) - negaitive

Features Considered Optional in the Final Report:

1. Stage: the required data should provide sufficient information for application
of most staging system. (If a stage is to be included in the report, the staging
system used should be specified)

2. Specific Lymph Nodes. (AJCC/UICC TNM classification* is used and based on)

3. Nature of the involved liver tissue

* AJCC/UICC TNM : American Joint Cancer Commission/Union Internationale Contre le Cancer

Tumor Node Metastasis

An example of Gross description and Diagnosis form

Gross: Liver SN

The specimen is received in formalin, labeled with the patient’s name and labeled with an accession

number with additional labeling as “.......cc.cccooenenenne , and consists of a wedge resection,

partial resection, right or left lobectomy and total hepatectomy followed by liver transplantation

of liver, measuring............ ) ST ) SO cm with/without gallbladder. The capsular surface
shows glistening/dull/indurated/smooth/nodular surface, measuring up to............ cm
in maximal diameter. The surgical resected margin measures................. ) SO ) SO cm.

Serial cross sections of the liver show single/multiple round irregular mass (es) with tan/gray/
brown/white/yellow color and soft/firm/rubbery consistency and friable/hemorrhagic/necrotic
appearance, measuring from............... cm up to.....ceeeenees cm in size. Well circumscribe

completed, partial fibrous capsule is seen/is not seen. The extension of lesion/tumor invades

into the surgical resected margin/capsular surface//adjacent structure as............... Rupture
of tumor is/is not seen at................. Tumor emboli is/is not found in main hepatic veins. Multiple
satellite nodules measuring up to............ cm in diameter are seen/are not seen. The uninvolved

hepatic tissue is unremarkable/show yellow smooth surface/green smooth surface/
micro-nodular cirrhotic surface (<0.5 cm)/macro-nodular cirrhotic surface (>0.5 cm)/mixed
macro-micro nodular cirrhotic surface. Grossly, the surgical resected margins are/are not free

of tumors.
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The gallbladder measuring.......... ) SH ) SO cm is attached. The cystic duct measures........... cm
long and............ cm in maximal diameter. The mucosa shows smooth velvety/fine granular/coarse
granular/reticular surface with/without hemorrhagic necrotic eroded surface. No-........ stones/
yellow polyp, measuring......... cm in maximal diameter with yellow/black colour are found.

Regional lymph nodes of portal area and along course of major vascular trunks are identified.
Sections are taken from: #1-5 Lesion or tumor including area of closest resected margin,
#6 Lesion or tumor including area of closest capsular surface #7 surgical resected margin,
#8 area of vascular invasion, #9-10 random sections of non-neoplastic liver tissue, #11

gallbladder, #12 adjacent structure #13 others.......cccceeevveennnnn.

Diagnosis:
For HCC
Liver tissue, wedge resection, partial resection, right or left lobectomy and total hepatectomy
followed by liver transplantation
= Histological subtype: Hepatocellular Carcinoma (HCC)
= Architectural pattern: Trabecular/Pseudoglandular/Scirrhous
m  Cytological variant: Hepatic cell type/clear cell type/pleomorphic cell type/
sarcomatous cell type
= Histological grading: well differentiated (Edmonson grade II)/moderately
differentiated (Edmonson grade II1)/poorly differentiated (Edmonson grade 1V)
m  Size........ X..ooeeXe.o....Cm Of right/left lobe
= Invasion: Local invasion of tumor into capsular surface/adjacent structure..........
s Presence/absence of vascular, tumor emboli, lymphatic, perineural invasion
m  Surgical resected margins: all surgical resected margins are free./The surgical
resected margins are involved by tumor cells.
= Uninvolved hepatic tissue is unremarkable
/shows cirrhosis of micronodular macronodular mixed macro-micronodular
type with non-active/active
/shows chronic hepatitis of viral B/viral C: degree of activity; degree of
fibrosis; HAI score; degree of liver cell dysplasia
/SNOWS.c..eiiiiiiiiieecee e eg. steatosis, hepatic fibrosis,
portal inflammation.
= Lymph nodes: No direct tumor extension into lymph nodes is identified

Presence of metastatic tumor in.......... out of.......... nodes
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For Cholangio Carcinoma (CHC)

Liver tissue, wedge resection, partial resection, right or left lobectomy and total hepatectomy

followed by liver transplantation

Histological subtype: Adenocarcinoma
Architectural pattern: Tubular/Papillary
Cytological variant: Mucinous type/clear cell type/pleomorphic type/sapindle
cell type
Histological grading: well differentiated/moderately differentiated/poorly
differentiated
Invasion: Local invasion of tumor into capsular surface/adjacent structure...........
Presence/absence of vascular, tumor emboli, lymphatic, perineural invasion
Surgical resected margins: all surgical resected margins are free./The surgical
resected margins are involved by tumor cells.
Uninvolved hepatic tissue is unremarkable
/shows cirrhosis of micronodular macronodular mixed macro-micronodular
type with non-active/active
/shows chronic active/non-active cholangitis with/without opisthorchiasis
/shows chronic hepatitis of viral B/viral C: degree of activity; degree of
fibrosis; HAI score; degree of liver cell dysplasia
shows............. eg. steatosis, hepatic fibrosis, portal inflammation.
Status of Lymph nodes: No direct tumor extension into lymph nodes is identified

Presence of metastatic tumor in..out of...nodes

References

1. Bronner M. Guidelines for Handling Anatomic Pathology Specimens. Department of

Pathology-Hospital Pathology, University of Washington Health Sciences Center, Seattles,

1996

2. Hamilton SR and Aaltonen LA. Pathology and Genetics Tumours of the Digestive system.

World Health Organization Classification of Tumours. IARC Press, Lyon, 2000

3. Rosai J. Guidelines for handling of most common and important surgical specimens.
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Histological types

Tumor Grade

Size of tumor

Extent and location of tumor

Status of lymphovascular and perineural invasion

Margins of excision

Lymph node status

O

Condition of surrounding liver parenchyma

Histological types
1. Hepatocellular carcinoma uidaanitiu classic type Lz variants®® é'\‘if:
1.1 Hepatocellular carcinoma, classic type
Hepatocellular carcinoma with fatty change
Hepatocellular carcinoma, clear cell type
Hepatocellular carcinoma, small cell type
Hepatocellular carcinoma, undifferentiated type

Hepatocellular carcinoma, giant cell type

Fibrolamellar hepatocellular carcinoma

1.2

1.3

1.4

1.5

1.6 Hepatocellular carcinoma, spindle cell type

1.7

1.8

1.9 Hepatocellular carcinoma with biliary differentiation
1.1

0 Combined hepatocellular-cholangiocarcinoma
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2. Cholangiocarcinoma l1ivaantili classic type LR variants (3) ﬁdﬁv
2.1 Cholangiocarcinoma, classic type
2.2 Adenosquamous carcinoma
2.3 Squamous cell carcinoma
2.4 Mucinous carcinoma
2.5 Mucinous cystadenocarcinoma
2.6 Sarcomatoid cholangicarcinoma
2.7 Clear cell variant

2.8 Signet ring cell carcinoma

Tumor Grade

1. Hepatocellular carcinoma 19414 Edmondson and Steiner grading system %dﬁmu“)
it

Grade | : Reserved for those areas in Grade-Il hepatocellular carcinoma where
the difference between the tumor cells and hyperplastic liver cells is so minor that
a diagnosis of carcinoma rests upon the demonstration of more aggressive growths

in other parts of the neoplasm.

Grade 1l : Cells show marked resemblance to normal hepatic cells. Nuclei are
larger and more hyperchromatic than normal cells. Cytoplasm is abundant and
acidophilic. Cell borders are distinct. Acini are frequent and variable in size.

Lumina are often filled with bile or protein precipitate.

Grade lll: Nuclei are larger and more hyperchromatic than Grade Il cells.
The nuclei occupy a relatively greater proportion of the cell (high N/C ratio).
Cytoplasm is granular and acidophilic, but less so than Grade Il tumors. Acini are
less frequent and not as often filled with bile or protein precipitate. More single

cell growth in vascular channels is seen than in Grade Il.

Grade IV: Nuclei are intensely hyperchromatic. Nuclei occupy a high percentage
of the cell. Cytoplasm is variable in amount, often scanty. Cytoplasm contains
fewer granules. The growth pattern is medullary in character, trabeculae difficult
to find, and cell masses seem to lie loosely without cohesion in vascular channels.
Only rare acini are seen. Spindle cell areas have been seen in some tumors.

I”

Short plump cell forms, resembling “oat cell”carcinoma of the lung seen in some.
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2.

Size of tumor

Cholangiocarcinoma 1%l grading system . wadhasnait @
Papillary adenocarcinoma

Well-differentiated adenocarcinoma

Moderately differentiated adenocarcinoma

Poorly differentiated adenocarcinoma

m@;mﬁum papillary adenocarcinoma agﬂuﬂ@;mmmﬂ \flasand biliary
papillary neoplasm of the liver'”, intraductal papillary neoplasia of the liver®
WA intraductal growth pattern 484 intrahepatic cholangiocarcinoma ‘ﬁﬁwqaﬂﬁu
A818 non-invasive form #3a microinvasive form ﬁdlfu ﬂicj&l papillary
adenocarcinoma ﬁ']msﬂizmmmaLéﬁaﬁmﬁovlﬂ@’mﬁa"[&imﬂ ILae 14130
indatitasanaanldnue axiinensoilsafidun

N34 well, moderately LLaz poorly differentiated adenocarcinoma 813Wa130A)
I A Vme) I o & A S Aa &
i’]‘l‘l‘; AUA@N tumor grade 1L uald @]ﬂ@l @ INVDILUDLLBUSLINNULTIRNIA
Fosandudauniaria asit 1% well-differentiated adenocarcinoma 24501330
Suaudauniariannnninfesas 95, 1 moderately differentiated adenocarcinoma
dasinmsdaspailudaunieriareninedenas 50-95, 14 poorly differentiated

. . . . A o o & )
adenocarcinoma LAz undifferentiated adenocarcinoma Luauﬂ’liﬁ]@m}mﬂu@aw

= ' v Y o a
wianawasnINTagar 50 Was 5 auaau

I9UUAVaINaW LU 3 X T3 x 3l

Y Y Al Al A & a %
IﬁjqﬂﬁqumuqﬂmaﬂﬂBRWInyﬂ q@ NITUNVSLINNUNRIEN DU

Extent and location of tumor

M

TWiaanTun1319819%

[
[

|

The tumor is solitary and confined to right/left lobe of the liver

Satellite tumor nodules are present, but the tumor is confined to right/left lobe
of the liver

The tumor is multifocal, but confined to right/left lobe of the liver

The tumor is multifocal with tumor nodules present within both lobes of the liver
The tumor invades the following extrahepatic structure (s): (portal vein,
gallbladder, visceral peritoneum etc. Major portal or hepatic veins are defined

as right/left/middle hepatic vein)
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Status of lymphovascular and perineural invasion

TAsnuwiwuinselud vascular invasion, lymphatic invasion, perineural invasion
n3okdl vascular invasion T 1WNIDIZL ”mﬁa@ﬁgﬂ@ﬂmw"lﬁ T 389 %628 1T involvement of
right/left portal vein; involvement of right/left/middle hepatic vein; involvement of branches of the

portal vein; L8z tumor thrombi in small vessels O Judn

Margins of excision )

lwiaanTenstneaai
[l No tumor identified at margins

[J The parenchymal resection, distal bile duct, and vascular margins are free

of tumor
The tumor is cm from the parenchymal resection margin
The tumor is cm from the distal bile duct margin

The hepatic capsule is free of tumor

The tumor is present beneath the hepatic capsule but not on the surface

O 0Oo0ooo

Tumor is present at/on the :
distal bile duct margin
parenchymal resection margin
hepatic capsule surface

other

Lymph node status

ﬂa;mawiamfwmﬁaaﬁﬁmm eny leun

1. Hilar lymph nodes; 2.Celiac lymph nodes; Wae 3. Periaortic-pericaval lymph
nodes mﬁ’]mmlﬁuami’wmmiamfﬁmﬁaoﬁmnwu LLazai’ﬂmmiawﬁwamﬂ ﬂiﬂi%f;\iﬁ

Iﬁ’izqﬁ’m WU extranodal extension into perinodal adipose tissue ¢

Condition of surrounding liver parenchyma "
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“sald
Cirrhosis
Chronic Hepatitis (specify type and activity-mild/moderate/severe)
Steatosis
Dysplastic Nodule (s), (specify grade-high/low grade)
Large cell change (large cell dysplasia) in surrounding liver parenchyma
Small cell change (small cell dysplasia) in surrounding liver parenchyma
Macroregenerative Nodule
Other
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