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628 SRAF+EESZSME #108% %65 628—641 (1999)

IS EREOREREZEB L LTy aTEH, HEHEIUE
P3EEH ORI, 71U X7 —VYREHADFAFNESR

SIRKFELREERNBZE—RE (B | ERETHR)
SIRAFEFREEFHREZE HE (B PERITHR)
X &= $

fB%& SLIEMESE (biliary papillomatosis) (XAHEHE L OMBEA~OILEREFMEMERELRL, MRERECRELZLO
EHEE DL VERTHA. 40, ¢ MNEEAEEEONEADRES L AVT, 2ORAREREEMENICRE L.
5|2, LF 3 T7HEHA (mucin core protein, MUC) MUC 1, MUC2, MUC3, MUCS5AC, #ESHHUR (THUR, Tn#lR, ¥ 7
)L TnHE), pS3MEELORBEEME L, WEAM%IUR @roliferating cell nuclear antigen, PCNA)IZ & % MR B Bl T
BIUSUOAT—PRBOREMAL, AL, BELTFER7ERN RS, BELEEES - ORILEFISHET, 3L
RIS 580, B AR 200, ERF12FZIRE Lz, IREAEEEIFEE (F1Y681L£99) IFEL, HiEs
B, wHABIT, BRECBIZ4FITH o7, BLEEL R VIBEEAEBEIRED D VR SR LRELZR L. BELE
M &0F LB BRI CGER L, FMBICE#AESY 2RL, BRECEBLRTAL AN, REALEEE
R EOREES D, SLERE, SERE, BRE, ZAOSORAEO4AMIHSESA, WM ERIGMIEORES b REEMICE
o 71 % b O AR O M T P B IR OMILE + b DREE LR, T 72 dMPIRICINGE o 72 R 2 R 9 B FTIR L R
OLECAE RN, REMESZHRETT, MUCLES, ToHE, 7V vToliEOREHER, BEARBECIEAE
N27%, 9%, 36%THY, FAHIREILHBEEA O BERMTIE40%, 60%, 60%, FFHEERETIL80%, 60%, 60%T
B TERTH - 72, MUC2IZIRESLEERE, WA EEERE, FRRSECREL, HICBIFEHIEE fLBEE TR
B AS S B A - 72, MUCS, MUCSACER OREI, REAEER, BAREILEEE, FREERCTHRATH
D —= O IE AL NED o7, pSIBHORTTEL, BIESHIRTLHEER TI3363%, BEfREEILREEEDREMLT
1240%, BEGIREAEBREOBITIZ100%, LFRIFRIEEHETIZ80% T, I hb il E MR OKICHIEERDH 5
. AR E0ER, EEF12EMNCIRIBETS »72. B ps3iEH(k7 7 7 2~ b1 (Wild-type p53 activated
fragment 1, WAFL) I FFPUIBEE OBMBEZIZ IRETOAA L. PCNARBRIIEIES IR EILEEMEME TIE3.9%, Be
BB LIRS O BRI CIE3.0%, BATHIEENFEENBETIL04%, FHIAEREERTIEI243%THY), —FEE
OIS 1 Ti20.67%, FNEEREORE 4 Ebi BB EETIZ17%, BHZEIEE LETIE23% ThHo72. AEA
BHRANA T ¥4 ¥—2aviEil b BAFOAS—FRNAD Y 7+ 0id, BECHBELTIERDNI%, & MRS LIE
FEDBERTO 0%, BAERELEBENRIBO50%, FRLERIBEREOMRIIBVTHRE S, DEORELD,
B R IR E DT 1 275 U7 L AFRAREHOEIZHMICME L, BNt AT 2MERETH L2 LTR
Ini/z.

Key words mucin core protein, carbohydrate antigens (T, Tn, and sialosyl Tn), biliary
papillomatosis, p53, human telomerase RNA

B FLEENESE (biliary papillomatosis) &, FAEAFE~DREE
F RO B RE B A R L T AR ERETH B V.
MEE L 4 ORI R &4, JEEPINEC bR 5
L, IEEORECTRTE) Z 2%, BHRMICIE, BEH
0D B EOBENRETRET AMIE L, EERER
JRE kAR T 5. BEAHEBEEIERGICKNEEOHRET

PRI 1L A 22 A%, FR11F12A 4BRHE

Hh, HIELIEEMIRTE, %2 ovF RO, KON
OB Y L, REORAUERY % EOBREOMI, #iE
BREZ#HO A, FLEELEEET, HICAHIGERLL
BT, BB AL 2B LEOMBE AL LD
HY, BAGRELEREE LIFHINLTWEY™Y, Thbonll
L0 IBEALEREE LR L ORI ET s LEZ NS

Abbreviations : CDK, cyclin dependent kinase; DAB, 3,3-diaminobenzidine; ISH, in situ hybridization; MUC,
mucin core protein; WAF-1, wild-type p53-activated fragment 1; TRAP, telomeric repeat amplification protocol; hTR,
human telomerase RNA; PCNA, proliferating cell nuclear antigen
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H, FOMBSEHEREIYEIZL D IEVDD, BERICL DT
VOb, ELIZINLDREPREETHREINTVD LI %
ZEMBERO—EOER LICHNET 200, REFHELE1E
vy,

KPR CIIEEALEEENOMESITE, Z0EYFRELE
FHOPIIT B0, EEFEHFABRECALNLSBERL
B, PRERLGEIEE, WA EAEERE, &5 BRI
ERABFEI 2 LBIRE, WLRROBPLBER, WL LT
BEELCHE BHEOEAIFHRESNTVEILAF VO TEH
(mucin core protein, MUC)1, MUC2, MUC3, MUCSAC, #E54
PoE (THUE, TodiE, @7V VTnilE) ORBEORE, &k
B THEBERARICBIIAEE - REMEZESH, AD
FORE & R ICRE T 2 pS3 EFIHEET BT p53 & 5
PR p53 5 k7 9 &7 2 » b 1 (wild-type p53 activated fragment
1, WAF-1) O#BFOBRE, BLUHBATBILORE THE7 1
AG—BFEHEDINTS 7)) T ¥~ a (In situ hybridization,
ISH)#EZ & BT 54T - 72.

M#s LUHE

I. ##

1. NE%EFL R AE LR A

LEEBEMGROES A, EBRoZE&EICTRESK:
AR LIS O B IR A L L 22, R (EBIE,
%, MR, B AR 1IORT. WIN A EMICERE,
10 % ERE ALY Y THRERITY, /3974 yaEsn
BRATHA. IEINERE, BEILEEEOZITLE (B
EAMEA~OIEE R o FLEERIEE 8 % 458 e T 29k %
CRMRETH Y, EEMRIEAOREICHEY &4, RE
PIEIC DR A W L, IBEOMBERIRET D Z L%,
EAEIZKEEEORETH Y, BiELREHBRCE, %7
05 B0, BONRBEA~OEY L, BEOTHEAE
e b OBREOHI, HERMNEED LY, REBOBHAEL

A TIEEORBMIALNEVWESIND) THRLUTO 28
I L7
1) kSIS FLB SR

BSOS EEE L TESNTINEL, 2O TRIRWIC
B2 BIEORME LM L - 1L RE g e L.

2) & & PRSI NEE

AP EAEEE 4 ERN 2 INEL, ZOhTARNICE
FEES L CHMEORE L HMT L 25 WEE MR E LA 205
5 2JEBI 3R AT HIRBRER TH > 72,

2. NRERRAEEAE
1) FLEEIRAFPIRE R S EBI SR 2L,

U R CHEHIR S 2, 10 %P M@ H AL <Y
YCEEERT, 577 1 YEESRIEREMUC, HEHH
FEostiREEL L7z,

3. FFPUiS A IEMEEAT B
1) JB%F ER7 I BEL% b BV JFPIRE HAE 10 SE4 1072
2) IBE LR OB RR % Mo A FTF PR TE 10560 109528

L EMERR CHRMIR SN, 10 % P EBE R V<)
YTHEEETV, 8T 74 YEBENERT pS3MEER,
HATEHNEAE TR (proliferating cell nuclear antigen, PCNA) O %
RBLP7F027-ERIETEROMBREEL L7z

4. IEH AL

LUHETHRINAZI12ENE, ETOREOLEHENRBE L
THwWw/,

I. #§tAHE

1. JRIBALMEAIRET

KADNT 74 ABETOy 7 L), 4~ 5, mOYE &%k
L7, AMIZHES®, TLI 7Y T—%f, ST7R5—
EIH Ltk PASHets, EVGHE LT WIREMMEDWricft L.
MmoOWHFIELFya-Miv478A514 FHFSAEH, L
TR AR B IR R

2. MUC %D ek b aiad

Table 1. Main clinical features of biliary papillomatosis

Case Age Sex Main symptoms Location of papillary tumor
Biliary papillomatosis
alone
1 65 F NS Lt. intra hepatic bile duct
2% 63 M NS Lt. hepatic duct
3 62 F NS Lt. biliary duct
4% 70 F Easily fatigued Lt. intra hepatic bile duct
5 78 F Upper abdominal pain CBD
6 70 M Upper abdominal pain CBD
7 69 M Upper abdominal pain Rt. intra heparic bile duct
Biliary papillomatosis
with foci of carcinoma
l 64 F Abdominal pain & icterus Bil. intra hepatic bile duct
2 68 M Icterus Extra hepatic bile ducts
3 64 F General malaise & Intra and extra hepatic ducts
body weight loss
4% 70 M ' Icterus Right and left hepatic ducts

*Two papillary lesions were obtained. **Four papillary lesions were obtained.
F, female; M, male; NS, no symptoms; Lt, left hepatic lobe; Rt, right hepatic lobe; CBD, common bile duct;

bil, bilateral.
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Table 2. Primary antibodies used for immunohistochemical

S Animals Type of Working
Antibodies against Source immunized antibodies (IgG)  dilution
DF3 (MUCI) Toray-Fuji Bionichs, Mouse Monoclonal 1/50
Tokyo, Japan

Ccp58 (MUC2) Novocastra Laboratories Ltd., Mouse Monoclonal 1/200
Newcastle, UK

M3.1 (MUC3) Biogenesis Mouse Monoclonal 1/100

45M1 (MUCSAC) Novocastra Laboratories Ltd., Mouse Monoclonal 1/200
Newcastle, UK

HB-T1 (T) Dako A/S, Mouse Monoclonal 1/50
Denmark

HB-Tnl (Tn) Dako A/S, Mouse Monoclonal 1/50
Denmark

HB-STnl (Sialosyl Tn) Dako A/S, Mouse Monoclonal 1/50
Denmark

DO-7 (p53) Dako A/S, Mouse Monoclonal 1/200
Denmark

EA10 (p21WAF1) Oncogene Reserch Products Mouse Monoclonal 1/100

P10 (NCL-PCNA) Novocastra Laboratories Ltd., Mouse Monoclonal 1/100

Newcastle, UK

Table 3. Sequence of synthetic oligonucleotides used to detect
human telomerase RNA (hTR)

Gene Oligonucleotide sequence

hTR  Anti-sense 5’TTTGTCTAACCCTAACTGAGAAG3’
Sense S'TTGCTCTAGAATGAACGGTGGAY

MUC1, MUC2, MUC3, MUCSAC D33 % S flk L s
CHRET L 7o, SSRLEAL S IRRES (S09E%fe) (3, EnVisionik®
VT - 7. L 22 pif (Muct” ™, mucz!'?,
MUC3, MUCSACY oz & 2 1Ry, 7, B 7 71~
LR % 0.3 %@ LR (H00) WMAF VT VI — Ll T30
SRS S, WEEVF &V Y-k sl. B,
MUC2 BB o#Et T, 52 Loyl % 0.01M PBSIZ AR,
Shib "Wizftvied 70w o 4 TWEETOVHEORIELE T
o7z, KIZ, YIR R 10 % o JRRIERN IME (MUCL, MUCZ,
MUC3, MUCSAC D& 3B T205H, FRTRIL 2
KBRO ISR & L Lz, K2, FRERIC LYo
7= E BRI PBS THAM L 2B MUCIZH T 5 1 RPUE T BUS
X472, k12, EnVision (DAKO, FHRIZ TEHIRT 1 KM ML
Xg, 0.03% HOEMY 73/ R F VY (3,3
diaminobenzidine, DAB) (Sigma Chemical Co, St. Louis, USA) T
e R, FOH, NI IEYV) CHGEE, BAKEALSE
L7z hB&AORIBOMICIE, Y/ % PBSHT3 ELM LT
AR 7 R DA

hB, BBoEERT LRPEORD ) IZPBSH B VA IERE
B V7o a, BEFRES LA 21k ) R
HREETERL.

KA L TOMUCO MY, O/ L REIL
D4+, 4+, —O3BEIIHEL (F+, 30%LLEOHM
TN O+, 30%RiOFTETHENL O 5 —, MUC
OREHLE VL D)., LBERGHREL, ++HRTHS, HHT
WA D o7z, Lirl, +THMVIERARTHLHALN
7=,

3. MESHUE S B O R ML LA R AR ET

BB O B et it MUC & ko Tz v Tiifr B &
TREEAG L 7. R L 72 PifR (THUE, Tndili, > 7 ") L Tkl
EEDEMBIEER2IRT. ‘

4. p53 B PR O SIS R Lo PR

p53 B 2 £ 0 S e £ 1 MUC & AR 0 F45 % A THEAT
BLOSHHLZ. M L7k (DO-7,WAF-1) & Z OE iR
2FR2IIRT.

5. MIFMEIEIGEDMRES

MR X, KIERD (GolD) Do, #I o> & it fi ]
(G %5 SEI R ORIRZ I & B S BBl 5 PCNAD
BPECEMEL 72, HEICE VBT T 1 v R0 WAE,
10mM 7 = > BB (pH6.0) DEW TEAM3E~ A 7 B
A TTRELY, HEORELETo7%. Z0%K, 10%TF
MMETERTI0FHELE S &%, 100EFROHE b PCNA
Hifk (NCL-PCNA, Mouse Monoclonal, NOVOCASTRA) % EiR
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TIBMRESER. BHLCHALZOEBBELE2IIR
3. FDf%, v AIgGliZxd % EnVision (DAKO) iR T 1
BERIRID S, 0.03 % HpO M DAB TG &, AT FF ¥
TSR, BOKBEALSEMRLE. 2B, &4DREOMIC
X, YA %PBSHWCT3ELL E+4IC¥kEL7-. PCNAEB Z R
THI O E 5% (PCNA labeling index) % 3k 7z,

6. ISH#EIZ X 270 A5 —ERNAREOKRE

D) VTR VEHA) ITX 7 LA F T e - T ok
IR SLEEEMSY R Tor FF 2 25 —¥RNA (human
telomerase RNA, hTR) ® %8 & DTN M LA, 7a—-7
ELTTuRXT—YRETORBNIREERY B, Zhicd
TAETYFEAF)TX I LAF RBLIE R AF) TR
VAF N (3 EEB L. FEER) 2hTROPCREYD
F A RNZ1288EHETH o/, VTF L X = VIEHRNA 7O —7
&, $¥hTROPCREW %~ 2 ¥ — pGEM-T (Promega,
Madison, USA) OEFEHIREMICTH 77— 7 L7 X
ICEEHIBERERICLD TR FOERLORK, YIFLS
ZURNA NS VR 21) 7L a v F v b (Boehringer Mannheim,
Indianapolis, USA) DIZHEMN 712 b2~ VIZfEVWF T A7)
Tyarl, REFEEICHIETAT YT AL LY ADH
$§RNA 70— 7 %157,
9) R VNS T 4 R ORLE
HEIZLYWEAT 71 o L%, 37Co a7+ —¥K
B (FNYEMEE, KR T30MKIG S, 0.2N HClE|RP T
W05 BRESEREHLE T2 72, KW TPBS THRSHE
%, BENZLY /- VRFINTHKZT 2, FEOICERER
SHT7z.
N4 TN FL ¥~V ary

BILE L2 %E, N1 754 ¥—a iAW (Bioprobe
System, Montrevil, France) T#HM L 720.20aM / ml D ¥ TF &
P ERT IR LAF RO —FTC, 37CTC—HM, A
TN FAY - a rxfiof HEIE0%HRLLT I FMNEX
SSCT, 42CT1545 @ 18], 2 X SSC, 1XSSCT42°CT20%5
H&LET 21727,
H A7)y FORIEHE bR

UTE S DRI, TUH T AT ¥ — B
VIF LV URERERCC T o T b, iR OME
WH%15% 70 v % v 73 (Beohringer Mannheim
Biochemica, ®H) Cl1EM 7O v X 7, TLH) 7+ A
Ty - PHEEER YIRS 0 Vb
(500 R ##, Beohringer Mannheim Biochemica) 2 31K [ 5
g, DTN —-F IV TL ) ORI OIS Y
FJ VL (nitroblue tetrazolium salt / 5-bromo-4-chloro-3-
indolyl phosphate, NTB/BCIP) TR iT»7:. +9 &%kt
TR, AL, T L TEMBHALL. SRICERH
) ABEBRCESEE L. 2B, BELRELT, £
A7 =T x i EETHEFTRASHET A L2 HRAL
7.

7. BETERRES

tIREZH O TITVWERES KRG LU > THEEH Y L L
7.

B 1#
1. [BEILERIEEDRRAIRE

FEER A\ RS FLIRNERE B 7 51X 627 ~ 78 7% (1 68.15)
DHEMIL, WHEABTH 72 SPNI LEERESH 5 V3G E
HEOETT, ABIIEERTH D, MEENEBEETH S
WIFTIHRA ORE 4 L2 & ) BT RRAL C THREL i
1T SNBRICRER SR L M7 S N, RIRIEE O i
MERLIZRT.

fEEFLIAREME RIS, WLEEED 2 W ITREED
WERPIZRB LS REREERLTED, LHEFUTO
ooty Shi:. BEMoIESFLEEREG TIX36EEE
rEMEL, FORNOIFIEEFRERAL. BYO18lEes
BEREEERLV L EHE L. £ TORBIIEMBEERE
2 C THREICTHER SN, 2EMNE/BECDRSN:. &Y
D 2FUIHEBITH - 7=, BAU OB FLIAMEES Tl IFmEE
H B VIS FIMBE 2R ISREI DT o Tz,

1. FEEILEEIERE OREMAPIRE

1. MEIEAHHIEE Lo

TR R A &R 4 1R, IBELIEEE DO IEEH O F .08
HEIERDOATZHEE Nz, MBIRECEAT4ARE (), LH
RAERBARAIHE, LEREMEIHE, LEREER
BERMNIBFETH - 12, ARSI £ BV TR
{ELY v SRR AR (S ERd Sz, R B RIBE F
BIHES L WFAIR L RIS D 2B Ic A N, BRI LB,
LEZBOLOEWEETH Y, MEIdMke 2RBEIIT LY S
CHRIAZEREME L. 20 b1, EREEOR
PS8R — MR O ARD bz, —HREILEE RE
R BEBACESRS NS E L ((2). MENICE
MIZBEIC7ovF g E 2L, HOERB{LIZIREIIBY
THD LN, ETORETY T A — LWL PAS B DR
PEEIZHIRO MO E R LEHOMBEICED 5

Table 4. Histopathological features of biliary papillomatosis
and biliary papillomatosis with foci of carcinoma

Lesions

(Case number) Cellular pattern

Structural pattern

Biliary papillomatosis
A (1)  Biliary epithelia Papillary > Villous
B(2) Pyloric gland like Papillary = Tubular
C(2) Pyloric gland like Papillary = Tubular
D (3) Biliary epithelia Papillary > Villous, tubular
E (4) Biliary epithelia Villous
F4) Biliary epithelia Villous > Papillary
G 4) Biliary epithelia Papillary = Villous
H (4) Biliary epithelia Villous
1(5) Biliary epithelia Villous
J(6) Biliary epithelia Papillary = Tubular
K Pyloric gland like Papillary

Biliary papillomatosis
with foci of carcinoma
(non-carcinomatous area)

L(1) Biliary epithelia*
M (2)  Biliary epithelia*
N(3) Biliary epithelia*
0O4) Biliary epithelia*
P4 Biliary epithelia*

Papillary = Tubular*
Villous > Papillary*
Tubular >Papillary*
Papillary = Villous*
Papillary = Villous*

*Apparently benign-looking areas.
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N7, VREERVTRY OMETIER LI T Ve T v 7
L — Bt ORI & R 7z,

2. A BERE E FLBEAR R O i FRALAR 2 OIS

BHRALL TOAVERS, 2 F 0 SLEIEAE QR o MLk 1
RZFELIRYT. EHHORGHE S LIRRBIRE G802
B, MCBAREAIRA LR, FIRARRR G 1RE, &
REMRAIHETH o 72, MALEE SISV TR
IMEL ) VBRI AR\ TRD S e, A R T o5
FENIRE LR Th -7z, MlgEIcix, MaBRECs s
> OBMAAH S, HAREICEEBEMZEA TV, BOER
BE2HBEWBNWTED LN, 4BETITAY — ¥yt
PAS B PRl % 12 FLER O LA B ISR L8O
MBE ISR bz, VIRER RV TR D OFE TR L

AT

Fig. 1.  Biliary papillomatosis of villous type.

Multiple villous proliferations of epithelial lining cells of biliary TN T Yy 7V OREE RS 72, JERE S OFIRE FLIRAE
papillomatosis are seen. Cytologically, the nuclei are mildly SE MBI EREIBD LN b o 7.
hyperchromatic. The fibrovascular core is thin. FPE LV 2 SIS VTR b B 4HED & AL ILIER B

HE, X 100. Scale bar, 250 . et N e s _
cale bar, o g ZVIERIBFTH Y (03), MRRHELENERETR L.

Fig. 2. Biliary papillomatosis of pyloric gland-like type. Fig.3. Biliary papillomatosis with adenocarcinoma.
The tumor is mainly composed of tubulo-glandular structures Papillovillous proliferations of biliary lining cells appearing
with clear and abundant cytoplasm, resembling pseudopyloric biliary papillomatosis are seen, and they are borderline
glands of the gall bladder. malignancy or actually papillary adenocarcinoma. They show
HE, X 200. Scale bar, 125 pm. atypia and nuclear stratification. In addition, invasion of

papillary carcinoma into the bile duct wall (arrows) is seen.
L, bile duct lumen HE, X 100. Scale bar, 250 pm.

Table 5. Expression of mucin core protein (MUC) in tumor cells of biliary papillomatosis and biliary papillomatosis with foci of carcinoma,
papillary carcinoma of bile duct, and in epithelia of bile ducts of control livers

No. (%) of positive lesions

No.of  MUCI MUC2 MUC3 MUCS5AC

Diagnosis cases Mild staining Marked staining  Mild staining  Marked staining ~ Mild staining Marked staining Mild staining Marked staining
Biliary papillomatosis 11 2(18) 327 2 (20%) 6 (60%) 4 (36) 0 5(45) 19
alone

Biliary papillomatosis
with foci of carcinoma

papillomatosis lesions 5 2 (40) 2 (40) 5(100) 0 2 (40) 0 4 (80) 0
carcinomatous lesions  4** 2 (50) 2 (50) 2 (50) 1 (25) 0 0 3(75) 0
Intrahepatic papillary 5 1 (20) 4 (80) 3 (60) 0 1(20) 0 3(60) 0
cholangiocarcinoma
Normal liver specimens 12 0 0 0 0 1(8) 0 4(33) 0

#Papillary lesion was missing in one lesions due to many cuttings. **Carcinomatous lesion was not obtained in one lesion.




TREAEEREDERE L L5 a7 BE 633

R L WRONBEFLIENEE &L OB ICBITENAL R,

Il. MUC1 - MUC2 - MUC3 - MUC5AC D33 (=5)

1. BIEAHHEEALEHEETOMUCOSEH

MUCLE LR i S R BBl A B N7z, 2% (18%) T
RIS, 3E 2Q7%) TILHBEICHM K BHL TWwWiz (K4,
MUC2 X B OMIBEICHRILTED, 2K 20%) TH
TEMEN, 61 (60%) TILMICH < B E D /2. MUC2 M
80 % L. EAFMIRL TH 1, BRARMALIZ20% U T TH
272 (A5). MUCS X LEMian BBl g cRHL TS
D, 49H%E B6%) TEHSMIZBEMTH >/, MUCSACH:, L
BRI OE EF LA AIRaAMIIZ S L TB Y, 4% 45%)
EREIIZ, 19RZE (9%) TIREICH S BHEARD .

2. WEAEELFEEE COMUCOREHR

MUCLIZ R AR B IC SR L, FEBETIE2IRE (40 %)
TN, 29R% 40%) TILHEHIZEE L T/ BT
2977 (50 %) TERDBINC, 2R (50%) TAFERIZREBR L Tw

Fig.4.  Expression of MUCI protein in biliary papillomatosis.
MUCI1 protein (arrows) is detectable on the luminal surface of
biliary epithelia of biliary papillomatosis.

Immunostaining for MUC1 (Envision system) and
hematoxylin, X 200. Scale bar, 125 2 m.

7z. MUC2 1 R MIaMIR Z L B A S, IR TIZEm
5% (100%) CHAMWICER L TWwi, BHRTIR2RE
(50 %) THEAIINZ, LHEZE 25%) TILEMMIZHFHEL TWw
7-. MUC3 ik EEMI 0BG EICRELTEY, B8
HTIE2HRE 40%) TEHTMICEE L Twiz, B CIIRET
OO NGEH o7, MUCSAC i Rz Hl i o 38 JE g o % - 30 4
FEIZEELTBY, BRI TIEERS9IC 498% (80 %) ([ZHE
LTz, FEERCIE3IREE (75 %) WM IR A B LTz,

3. FLERFREERETOMUCOREER

FLEBIRIF MBS T &, MBHLIERA T MUCL 5581 5B
ZHDOVLRE 20%), RHABHRSASNIZL DN 4FHE
B0%) THhot:. ZOFRHINY —VidEE4 T, BREOEERE
PR OMREEEEICRET 5 b oLBMlRolrNE
R, HDHE—EIZRET 2 b0HAL N, BREOEEN
O BHEMA LN, MUC2IE, MMM TR 28491
SEHT B L DOAIHE (60%) & Siiz. MUCSIE1HEZE (20%)

M b : . ;

Fig. 5. Expression of MUC2 protein in biliary papillomatosis.
MUC?2 protein (arrows) is detected in the supranuclear
cytoplasm of biliary papillomatosis cells.

Immunostaining for MUC2 (Envision system) and
hematoxylin, X 200. Scale bar, 125 .cm.

Table 6. Expression of mucin carbohydrate antigens in tumor cells of biliary papillomatosis and biliary papillomatosis with foci of carcinoma,
papillary carcinoma of bile duct, and in epithelia of bile ducts of control livers

No. (%} of positive lesions

Diagnosis No. of
cases T Tn STn
Mild staining  Marked staining ~ Mild staining  Marked staining ~ Mild staining ~ Marked staining

Biliary papillomatosis 11 3 (30%) 1 (10%) 1 (9) 1(9) 6 (55) 4 (36)
alone
Biliary papillomatosis
with foci of carcinoma

papillomatosis lesions 5 2 (40) 0 1 (20) 3 (60) 2 (40) 3(60)

carcinomatous lesions 4 1(25) 0 0 3(75) 1(25) 3(75)
Intrahepatic papillary 5 4 (80) 1(20) 2 (40) 3 (60) 2 (40) 3 (60)

cholangiocarcinoma
Normal liver specimens 12 10 (83) 0 1(8) 18) 1(8) 0

* Papillary lesion was missing in one lesions due to many cutting. ** Carcinomatous lesion was not obtained in one lesion.
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TOH, LEMEOEERCHBE CHRINIREBRSEALR
7-. MUCSAC 1 E R M 0 B e AR AR 12 BB L ¢
BY, 3HE 60%) ITHOICEHSA LRI,

4. FEHBIFFTOMUCHEEHR

MUC1, MUC2 iz KEIFFHEE TRETH -7z, MUC3IE L
Rifa 0B BT R L, 1WRE 8%) TOAEHTH
WCREB A & 7. MUCSACIE, JEEREROMBEIZERLT
BN, 4% 33%) IKESHICEBRIRO L.

V. fEEME (THE, ToiE, 7 UL TR ORER

(=6)

1. BIEACFRELEEE COBENROREHR

THIEIL3HE B0%) TLECHE EHOMIBE I EHSIICE
HAALN, 1HRE (10%) T EERMME 8 AFEEDOMFES

Fig.6. Expression of Sialosyl Tn antigen in biliary

papillomatosis. ANz, Tn FUER EEFOMBECHERLTED, LRE

Sialosylf’ll)‘x;1 antigenll(arrows) is ﬁxp{esbs]eddin 'il'ie cytoplasm of (9%) TESHIZBHE, 1HZE 0%) CUEARICHEBETS

some of biliary papillomatosis cells. L, bile duct lumen. N - . [ . .

Immunostaining for sialosyl Tn (Envision system) and o7z Y7V VTR MR RR L THY, 6WE

hematoxylin, X 200. Scale bar, 125 pm. (55%) CERSHIIZEEME, 47R%E (36%) TUE AMIZHEBET
Ho7z (H6).

2. AR ILEIERE T OMBER O%R

Table 7. Expression of pS3 protein and WAF!1 protein in tumor cells of biliary papillomatosis and
biliary papillomatosis with foci of carcinoma and intrahepatic papillary cholangiocarcinoma

Immunohistochemical expression ISH
Diagnosis (Case number)
p53 WAF1 hTR
Biliary papillomatosis A — — —
alone B(2) — ND —
C(2) — ND —
D (3) + - _
E (4) _ _ _
F4) - _ n
G 4) — — —
H ) + - _
1(5) + — —
I (6) - - -
K (7) - — —
Biliary papillomatosis
with foci of carcinoma
papillomatosis lesions L + - -
M (2) —_ — —
N(3) + — —
o® - - +
P 4) - — +
carcinomatous lesions LD + - -
M(2) + - —
N@) NA NA -
0w + - +
P(4) + - +
Intrahepatic papillary 1 + + —
cholangiocarcinoma 2 ++ - +
3 + - -
4 -+ — —
5 - - +

NA, not available; not done; ISH, in situ hybrydization; hTR, human telomerase RNA,
Semiquantitative evaluation of positive cells, —, ~10%; +, 10~50%; + =+, 50~75%; +++,75~100%..




RELEEEDOTREL 4 F ¥ 27 EH

FRBECIXTHEIL, LEOBERBOMBEIZERLTBY,
29H% (40%) TEAMIZEETH > 72, Tn HUFIZ EE O
HICRBALTBY, 1HE 20%) TEHTWICHEYE, 3WE
(60%) TUEAMIZERGETH -7, ¥ 7Y L TadiE ML

BIZHBLTBEY, 2WME 40%) THIWIHENE, SHE
(60%) TUE AMEISREE TS - 7.

BT, THRELEEOM EROMBEIIRELTEY,
1REE (25%) TESHIIZHBMETH > 7. Tn HEIZIHE
(75%) THi< LEOMBEICEESALNL. Y7 U LTk
BUSHMBE RIS AL, 1RE 25%) THSNIZEME, 3
W (15%) TV E AMICHBEMTH - 7.

Fig.7. Expression of p53 in biliary papillomatosis.
p53 is expressed in the nuclei of some of biliary papillomatosis
cells. L, bile duct lumen.
Immunostaining for p53 and hematoxylin, X 200.
Scale bar, 125 zm.
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3. FLEEIRITAIEE 9 C OB BUR 0 5531

THIEIZ & TORHE (100%) T HEOH EEOME - %E
L, L% (20 %) T3 LA B 128 ARER I3 < RBATA
LAz, Tn HUEIE EREOMBEICHIE R, 204 %) T

AW, 3IHE (60%) TUE AMRICHBETH 72, &

TUNToHEEHBEICERAFRDO LN, TRTOHE
(100%) THETH b, M3HHAE (60%) THRIBEETH 7.

4. EFHBIFCOMEMEIE O

To R &7 ) M ToHURIZABEOFRIBEICIFIZEA LS
BB N o120, THIEIE, 106 (83%) THEHIIC
FRIARRD b

Fig. 8.

Expression of WAF1 in intrahepatic cholangiocarcinoma.
WAF1 is expressed in the nuclei of cholangiocarcinoma cells.
L, bile duct lumen.

Immunostaining for WAF1 and hematoxylin, X 200.

Scale bar, 125 pm.

Table 8. Proliferating cell nuclear antigen labeling index (PCNA-L1) in biliary papillomatosis alone, biliary
papillomatosis with foci of carcinoma, intrahepatic papillary cholangiocarcinoma, hepatolithiasis with or without

dysplasia and bile ducts of normal liver

Diagnosis n PCNA-L1
Biliary papillomatosis 9* 39419 —
alone
sk
Biliary papillomatosis
with foci of carcinoma
papillomatosis lesions 5 39422 —
ek
carcinomatous lesions 4" 94+£32 %
esdesk
Intrahepatic papillary 5 243%5.6 I -
cholangiocarcinoma
Intrahepatic hepatolithiasis
Large bile duct without dysplasia 10 1.7%3.0
Large bile duct without dysplasia 10 23125
Large bile ducts of Normal liver 12 0.67£0.71

*  Papillary lesion was missing in two lesions due to many cuttings.
** Carcinomatous lesion was not obtained in one lesion.

4% pe0.05. *##4p<0.001.
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V. p53ZH, WAF1 OER (R7)

P53 8 FL IR F B OBIZRRL T, BEAINELHE
RESE 1R A58 (36.3%), B BB SLIENELE © RIESAL
TIRSHER2ME (40%), FAHIBEFLFIEE O RS T
I3 AR AHES (100%), FFRILEUIRIBEHSMAET4RE
(80%) TR TH -7 (M7). FbizpevBrEiiafasEnlL
g i b R 2 AR bz, FFPURAE20ES], L
R 1B e Ch o 72, pS3FH L WAFIRHOMEL R
TVRT. WAFLOZHIE p53 B0 4 BIOFLEIRFF R E B
140 (25%) l2& b7z (8). ps3EHE MMM DT, & WAFL
Rl THh 7. p53EMA L WAFI ORHICHEIRICAE L E
PR LN h ol

V. PCNAIC & 3 iR EE0RlE

MR LR S & v TSR E S 2 RET LA (R9).
PCNA PR I3 IEia I R A PR A R Rz, ARERE Bz B
ORI 4 OREIIRERIA LN (K9).

PCNASBHBIFIER OIS LR TIZ067%TH Y, FHES
GEIRSLEIER TIE3.9% TH 1, MIEAGIEIHERE TSR

Fig.9. Expression of PCNA in biliary papillomatosis.
PCNA is expressed in the nuclei of some of biliary
papillomatosis cells. L, bile duct lumen.
Immunostaining for PCNA and hematoxylin, X 200.
Scale bar, 125 zm.

: E et T A
Fig. 10. Expression of human telomerase RNA(TR) in biliary
papillomatosis.
hTR is expressed in the nuclear membrane of some of biliary
papillomatosis cells.
L, bile duct lumen. in situ hybridization for hTR, X 200.
Scale bar, 125 xm.

e

BHERICHETH o7 (p <0.001). FEMFIEELEEED
BYEEMITIE3.9%, FEEMHIEEAFEEEDEH TIZIL4%TDH
D, BECBWTRENEEIIERTH -7z (p<0.05). A
SLIRIAE R T 243 % CHIETH Y, FEEBIRE FLEERE DM
HMEDLEBIIERTH-7 (p<0.05). FLFAEHEEOR
BlafkbhWEELEETIZ17%, BRZ4IBEELETE
23% DE|METH Y, MHOBIIHE o THIEFEIHENT
LIEEDRD Bz,

V. ISHEIC L350 X5 —HRNADKRH
FIEAHE RS ILEIEAE 0 1LWEFR IRE 9%) (B10), EE
BB SLIEIERE O BRI O 5MEF 2RE 40%), MEGHE
B THRERE DREER O ATFZEE 252 (50 %), FFAFLEBIRIEER
D EHIEF2HE @O0%) IZBWThTRD ¥ 7 F AP HE s hi:
GET. BAMBELEBERESN OB CHELRLIFER,
JEMEER D TS o 72, hTRIZERHA LRI 0 EITKIEIC
FEHRVALN, —ETIIEEBOMBEIZ S BEDRIIN AL
niz. FEF, FRETECRMEEDLRWEELE, 8L
B A0S A% LTI hTROEBIZAD b ho 7.

% =

KRS T3 2B T B 5 JBE SLIEIEE O B RE S 1S 3L
%3 L, MUC1, MUC2, MUC3, MUC5AC, IR (T
PUE, TndilE, Y70 v TnHE), BEGTHEERED (053,
WAF1), PCNA®EH, BL U702 5 - YRNADKE L
B ER L OMEEERET L.

FREAERRE 2 6, HELEBEEESFEORLITERE LER
A E~OBRE SRR TH S T LATRE SN, REFLEE
FEDAOILIIRFER, HEROLINTRHITND 2 VWIIEER
Aty 7 s %R U7, B RLBUEE IS &0 LR R E RIS
o TR RILAY ZRL, BEPEREERTIORDLN
7o, ERFOREOESVIIFOWMEIZT A>T, Th
LOBTR LR OMES & —5+ 5070, MEFRICEEL
WEIEREOREIZ VL 2O SEE N, BEEN I ILER
B OWEIRE, IS 2 WIEFORAEOABIZSHE SN,
F o105l B R OGRS, IRIEMNICHY o 22 b oA
WROMNE TR 5\ IS EIFERE OMRE % b DR% L
B, F IR GE o TR Lo TP o 2 8125
HENT. BEBRIEEE B BB EIATRE S/,
SNk — MRS A I LR (L b — BRI ER HaLts, HRE R
B3 SRR SLBEIEIE SRR 5% (100%) T i & B
HMLTWE S DASho e, —ITHPIIREEHE & 0F I FLIENE
HECIRASNT, WIEANHPEATIEED 11HEDIHE
(27.3%) \ZHbN, L OREEIMERVEIR A Sz, BT
R F o JBAS PR (X B L LI W D EATRIR S B AT,
FEBI A 7  RRMVBEIE R CH - 72,

B7E, MUCOMITAT T &, OBORL LY 4 TORETF
(MUC1~4, 5AC, 5B, 6~8) 2AE SR T3 9™, MUC
T A S A, MUCHIZIER SLIR e Mo 48
RICRHET 2 EERREOMUC & L CHIBEER i BRI
S L, EHIHWBOMUCE LTEIEANDTWLENS.
ZOMOMUC IEVTN L WEITH ), MUC2IZ AR L
BICRET B LT a7 EE N, MUCSAC, MUC6IXE
CBUAEELSWEMLF I TEHRTSHY), MUCSACIEE
IR E AR O EE R, MUC6 I B ER S MR




FLEMEEDOE L L5 I T &H 637

OIREH ORI I 5 90~9,

Bk, MUC OFEBUIERISE & ET A Z LS 2z k
h, FLEEOEWFFSEOEEDER IR TS, 1F
IZMUCL E MUC2 5L SE R IEH O REIEE, /70
EMELBERTAI LSRG, B ﬁ&kf%%éﬂfw%
230 ~30)

4 [H MUC1 3 JRE FLIEIEE CRBE RBP4 SN0, i
IR E FLEENEAE R FLEEIRF IR E R T L D BEHE ORI
HHOLN:, MUCLIRIEFEORBFABE CEIBBIEA LN
otz EERIIBWTMUCLIZEREL L ERBICEE L
MUCOHO—FR & S NTWAW ™ e fy | Z B2 4 R %
VB LR 1S BV T b MUCT B30 R 12134 ClLo B bt
AF o TWB I EARIBENS.

MUC2 D FEBUISFICAREFLEERE I B W CEBE TRV e
MR L7 BRI FLEEIRIF A IR B0 < MR 5 ALOEIEE o 38
TRMUC2ORBIZEIL 2 h o7, TRS OFRIGILIIRE
ETOMUCIDORBN S — Y AT HLDTHo 7.

3%, Sakamoto 5 ‘3 F#CoHMUCI, MUC2, > 7Y
TR DOREB Y — 2 HETL, MUCLIZEEEZEDBR TR
Wah, TEREOTHA L LTHHATH BN, MUC2RY T
DV T IE PR GEEREST, GLAHMOEILER
MHATERE L B8 L 72 L B L T 4. Osako 5 *¥% Yonezawa
bEFHROBVREMEEER TRt MUCIOEH ¢ &
®, BT RO B IEE P ELIERE T MUCL O BB 20
B#Lf Mol BmRTWA, —F, MUC2 Tk 2R e

%ﬁ%?,ﬁ%m%m%%fﬁﬁﬂﬁﬁ%ﬁb#th
Wh, ZOZ ED 5 Yonezawa b ViE, MUC2DEBITHOE
B LR NN T LTV TWEDTIE v L i
#l LTV 5%, Yamashita & 21, MUCLIZ4FIZFHDOEVEHE
HOREBTHEIEL, MUCIZHLEMTHO R WIER MO
EERIRREIZBBT A EWME L Twa, F 72 Sasaki 53
MUCLIMES B OFANIEER O &2 TOmEIIEHEL, —
FHMUC21E, IFPIBER O T &S LRI S IR T 2
L% LT A, Yamashita 5% % Yonezawa 5 0 & BLiEASHH
EHEMEEICD NS T FE LA 50, HE 5 0HEE
MUCIMUC2 D5H /N & — > b, JER IS SRR IS

RV P HORVERICHY T 2L EZONS,

MUC3 IZHEEFLIRNESE, 8 A0 IEE FLIENERE, FLUIKARE S
DL DhDFEBITIIA A SNz, T2 MUCSAC b IHER
SNERE, MRAUEIEE LI, FLECRIEERE OV 22 DER
THBENALNI, MUCSACIZIEE OE OFRE Lkl L F
HERICERL, 2oRBARGETEHRTEIRD T2 LfiER
NTwB®, Ly LAREORETE, HELEES L OIREE
WA TMUCS & MUCSAC DRHEILHD SN h o7z,

LT COBPEDIZTEALIZO-ZY 2L FHEFIZLYN-T
FAUFF NI EE) S, ALF /@7]@%%&@{:,;.’(
AT R IBIEELTVA, TR S BB T AR
U — RIS BEE S ORI S hTETHE Y, Mn
BRI IR SN A RO ICHERZ2E T 0%, T,
Tad &) BEBEBITFNLIC ST IVEIKEELLYT
DhTn, P7IUNMNTOL) BHEND S, ZhoOHEI

BOOREEIE 22 2 e TOHMBEMEIETL. Zho 0Bl

L7z ¥ b — 750, FL68, #E0HE, W d R Fiiaik
DI RV ERT WA B HEEIZIE TR 7

YVTRiE D 7 7 29 & LETH S, PREIZEHE
N EFDL 7 ) MES RSO RBHO T 3 C
HEN, %L OEEOHED, ZNSOWMEOEE L BHAES
L ORMICHELHBEBERIH L EERLTVWAEN O, 4
FUMBEHORFED ) 2 MEIE Y 7Y L TodiE O %IE
ZHIEEIL, RNER%7 IV VL THE® TR O 5
HEb 26T LE3RT0E9 D SHo%ETIE, THER
Z L DEFIOERH OFHIBET L BITICEEA A B N,
TaftER > 7 ) VT EORBIEHCH -2, TastE/> 7

UV TniE O E AMOBBI, HESREILEERET
EENEII%/36%, MAGHIEEILFEELE O BT 60 %
/60%, HEEPEIREABEBIEDEIETTI5%/75% £ Wb
(LA P » CRdRE 12 % BIEATA & 7z, HEEIRIFHE SR T
u%%ﬁuawww%@@otﬁasﬁﬁgfﬁ%ﬁ@éot

m%ﬁﬁfﬂﬁﬁ&hﬁﬁ&&?UWﬁ%@ﬂﬁﬁ#
EEitto 7 ) 22 WibdBEz ﬂﬁﬁf@A%/fE:of
WB I kAR éﬂtJﬁhE%z?UWﬁhﬁuM%W%
B ECEEEE B TERHAL T2, BELEEEICS
5 LF UERETHEORBERIZER EBOBITHEICET S 2
Ehb, BREMD B VCIMEEREOIES L OME ST AT
HoHEEZLNSE, MAT, TafELY 7 ) VTnHEOREH
&, FEELLWIEEAEERE TR Ch Y, #E
RIEEFLEENE L LR N EE B TIRIE#H CTh o7z, 2 F 00
Btk 5VIIAREEL 7)) 2 2 MLATEE e o ik

IZHERE L CHEAR 3 5 Z L AVRIE S M.

HF 4T p53 & WAF-1 I3 B 0 il & B H E%xﬁﬁ
ETHH, ThSO&EHIEABNRIKE f%ﬁvmw e
E#%.WM&@M%EBMEmM%mﬂ47u/,#470
YA ¥ 9 — ¥ (cyclin dependent kinase, CDK), PCNA®#
SfEpicBo s, CDKEEO MLz Rd. EiEF

ERIZE D pS3ORFELE EEll, FAIERET A VARR
FEARNE & 1 DOANTEILAT, EMEN L TF v 7 RAL » MR LI 1II|
TaEi @ LC, BIRMZEMiok gL kT
fﬂmm%@%pw”rm&mmmL,%&WM%MT&K
E MM REE B gL By A T pE3DIHIL, o

ST OBENREE R, pb3 BIETAEN Tilcs 2 WM&
RESNARBIETE 71— NNy 7T hEENE LD XYL
JeAREm e BN, £ 72013 p 532 DNASREIREECITHEIL S 2 &
VOB A ERIC L B EE R LMD, LROW B2 AT

IR 5 WM ge B Th Y, p 53D — Y
Ak & AR LD p 53T OB EIIZ OV THHNL Z
ENEREND. SREEE B EE OM T, p53 ol
(ETHBICE D BITER SN B0 2 RIEHBRIL I FE L
tﬁxHﬂa;ﬁ@ﬁﬂﬂlﬁWW4ﬁ§(%%)Jm MH“ﬂﬁ
HEAED BAYEERALCSARZE D 29525 (40%), A OF B S PLI IR A
@%ﬁ%mf4m#Af(mww ﬂﬁvmwwﬁﬂ AR 4
A% (80%) 2 p 53&EE DO-NFBLE AL, MILICHE: o THyEE
uﬁ%b,@&wﬁ”"Té%ﬂ%ﬁ@%A%ﬁmTé@ﬁ
DR S, ph3EAIIMMO G F L EAKREIBKT A LT
ZEAL, SHICRFELSh, BEARLERIRBshI B L
NOVETHEIL, pS3PLE DONICCHESND I LELLNS.
4B OFFFETIE, WAFLIZZLEREF B RE5 50 181 (20 %)
WZOAFES N, FHERIL p 53 EBEDBIELRE T GG
#TH o7z, Furubo &k, FFAIIREE 16 810> WAFL B ikiE
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FH13HCpS3 BBARE SN L, ZOBRGFHEER
FEBIIC BT WAFL & p53 A4 5 2 & & RIET 5 L& L
T3, WAFL % &0 p53 0 Fif Iz fiE T % 5B (EFEY
PS3BEFAEAILEL TV MR RSN, T4, BR
PS3BANHICER SN, Mo ps3 FiO%h RERTFEY & &
SHRERET 22 LTV S PDEEFENRIINLL L b
TWwaY, p3EADBRREIITT R b— ¥ ANDEIL & BE

LTWwaEEZLADD 73 b~ X LHIRABIRED ZH R
IR O EREL LR RETAONEEILNS

Harnois 5 13 Bcl2 DBEBHIZ L B 7 H b — ¥ A~0IH
MIFRESHOFERTHL EWEL, IhidMlaEERE
MRl CEE RS OE, M, RHOBEICL-TY
b ENAMBAEEEROEICL VMM Eh b EER LR
TWa®, A4EOFETH SNz p53DELIZHEE MR DR
HrYH=EoTVBOMNS Lk, BEALEEECHA
JEEIZ BT B ps3NEE LN, BETLALTOELE
JEEDBIMEOEIN L REEOERIIHELTWE EEX LR
7.

SE O T, PCNADORIERE, S, BELREEDIES
WMBATEERE & T, KB faiEts o2 L
MRENZ, TBAHEELEEETE LY BRI, FLER
MBS T & 5 ICBEOMIEIE IR 8 L7z, Terada 5%
3, METICIRE o RR kiR oM EEEE, AR E
DOFfERTERE L TWE, IEILIEEREIXRE LEEEO
R OBEELERLTBY, MAMEERON,L b, R
MHorVIBESREOCEBLNBESTL2ORLUEELLN
7=, .

FOAZ—EEREEICPCRICESLFU Ay 7 ) ¥—
b OMEIE 7T k32— ) (telomeric repeat amplification protocol,
TRAP) 7 v A EICL o TRENRD™, L L %A%, TRAP
FTobA4id, HEBATTRAS—PERBELTWAIERZME
DA TERATEOIRFIATE 2. ADFE X7 —Eid
HTREFURAT—FEBRIVFE—2 Y P25 R ) OBETIC
LoTa—FERTVA® 0 ZhTRIEFO A v 27 JE—L
DHEDIZODOF» Tr—rELTHVER, 7B X7—HI(Z
LATUATOMENOIIVLETHLEDNT, F0XT5—H¥iF
HANTROFHEMEE L THETH LI LR Y LRI ETHD
WY P R G —HDISHTHOME TIZ, hTRD ¥ 7+ Vid,
ELHEHEREL SOV ONDEFTHRIE SN ET). FIE
AHIREAEBEECRLBRCERLTBY, RO THAME
FILEERE, LERITNEEREOE TChH 7. FO AT —EiF
HEAHEOTRFALDEE THL I i L L Mbh T 29
JRSLFEEREDRED—EThIRD ¥ V¥ FANRES Wiz Z &
FERE, L L b4 OEBHECRESRICEE L ER
BoOhhholz. TREBEAFEESHLZERETSHY, U
L7z kv <) YEERERRZE T2, RNasell &
> CRNAOWE L WA B, hTROMPZEEEIC L2
Ebv—HEEZOLND, —, BEEEEEMIEE AV CRE
T, FUAT—FEERZLICFO A TEMENS LV i
HHN®, FOR7—CREEROEELA =X L%, £/
FAESN TRV T O AT EEFEOBENTIET 5 WD
22560359 SEOINTROZBHEFEN, b OHEORIEL
ZIEEICRM L TV D E ) DRI A S, Lk bjE
EIFEERE O —HOEMIIB VT, HBORIILDR A v 725

=

HEN-Z EREEVRVWEEILNS,

Py, BELEEAFERCOBENEE T 2HENRET
HDHT LIZEEV AR, BEBENRENINA TEYEEEE S
EELZWATERSIND L EERC, B4 OFBRICRE L /8
WL BREOBRIRFEENS.

&

lesssLUENERE, WA EALEERE, LERFPIRERE, I
P AEER & vy, BB FLSENERE 2 & BB R~ b n@fE ¢
LF a7 ERE, HEEPUR, BERETFHEESD, MRMEEEE
HEORBEBLUFI AT —POBADLRBEHEBEFE L O
ISHETHRE LV T O %15 7.

1. FEEREISFEOBLICHRET 2 BERER~0BER
FHEUEBTHAZ EARB SN, MESMIC RS ALIAMERE
DFEE, HERICE, FLBRE, MEBIRE, BREHL VG
ZORSHOABNHEEN /. T2l R OMBRTEY S
FEBMI > 728 % S DR OMA Tk S 2 VIR
BN OMBBE S b ofRE EEE, FAXMIRRICOGE - 2T
2 LoTHIFRE O 2RI S5 Sz,

2. MUCLIZ, FRBIeRRIMARE bR CIRBHS R, B
APPSR, MAeOHEEILEEE, FLERFREEEO
JEICBRICERAA SN, FOREAHIREIEEE TR
MWL L D DB TEELERSALNL. MUCLOREHIZE
ELROBILICEET2HRBTHA Z EARBRENT.

3. MUC2IZEIEAPFIR S SLUENEE, & PR E LI,
FLEIRFFPIEAE R IC A S N, B RE 7 IC BT 2 Ml
~D5L, BRoOKBEMERTEEZ LR, 612, AHERK
JEEE THOMUC2HEHRILE ARSI EBRES L UHBEHF
PR FLBEMESE & HER T, O LIEBOMEER L.
HERIBEEE BV TMUC2ERRATRENZHFHORERII
EELOBRTHEAL, BLOETIHVEITE I LrHS
hlhrolz.

4. To¥iE, > 790 TniiFiddEMRIERIEIE HR TR
REH e, BSOS EEE, HAtrRELEERE, L
SRR SR OIE I BRIZEEAAR LN, F0) LEA
JREAEEE TR L) BB TERLBHIALN
72, TofE, ¥ 70 VToitEORBILEE Lk oo liE
TABRETHDH I EHIRES T,

5. p53&MEIE, JEMIERBMEEE LETEERI L,
WIS ILEEE, WA ILEEE, LIRS
FBONCERICEESA LGN, BEALEEETIE, pbs3iX
B L D IBETHREALSTELL. pS3ORBIBIIEE LED
FALICHET BB TH LI EITRIE SN,

6. PCNAIZ X 2 fifasgiSiid, EHIDE, HA&HEEFR
RIS TR, AR EEENIEE EE, HEatHEsLuE
fE, WAUEIEEILEERE, LTRFRIEERONRICEBIEN
A7 IREILEEERE O BEME A IEEEEC A AEDE
HLNT, X )EVHIRMEESEE DO I LATRR SN,

7. WTROFEHIZ, MIEESHIREAEERE, BEHIEELE
MEfE, FLERIFRBESEOIECERIIERRTIEAmIALN
AR

S

BMEXY, SEEIERAEE LR o OAFREFORES &
URHEA5E TMUCL, Ta#iE, ¥ 7 VTR, p53&
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£, PCNA, hTROFEHEIEBE L T3 2 EATRE NI,
MUC23BE LR OEFLOBIRIZBEEL TV A iEEIH 5
tEZON.

E i

WERABICERA, EREEE, HRMZEHY L LARM RE¥ET
BEPEE BRI LET. T, AHRICHRELZHER LS
DELZABEE—HE EIEFHIEICRE o LEY. RBRCH
W, HBEEME L, SRAZEFRRESE _HEOHEEC
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Abstract

Biliary papillomatosis is characterized by papillary proliferations of biliary lining cells without invasion or metastasis. The
neoplastic character of this disease remains speculative. This issue was investigated in the present study by immunostaining of
mucin core protein MUC1, MUC2, MUC3, MUCSAC, carbohydrate antigens (T,Tn and Sialyl Tn), p53 protein, WAF1, and
proliferating cell nuclear antigen (PCNA) and in situ hybridization of human telomerase RNA, using 11 lesions of biliary
papillomatosis in 7 patients, and 5 lesions of biliary papillomatosis with adenocarcinoma in 4 patients. Patients of biliary
papillomatosis alone or associated with carcinoma were middle-aged or elderly 5 men and 6 women. Five cases of papillary
intrahepatic cholangiocarcinoma and 12 normal livers were used as a control. Microscopically, biliary papillomatosis showed
a villous, papillo-tubular, papillary, or papillo-villous pattern with a thin fibrovascular core. Cytologically, they could be
classified into biliary epithelial or pseudopyloric gland type. The former was frequent in the cases associated with foci of
carcinoma. Marked expression of MUC] protein, Tn antigen, and sialosyl Tn antigen was frequent in epithelial cells of biliary
papillomatosis (27%, 9%, 36%), and more frequent in biliary papillomatosis with carcinoma (40%, 60%, 60%) and in
intrahepatic cholagiocarcinoma (80%, 60%, 60%), though such antigens were not detectable or infrequent and focal on the
normal intrahepatic large bile ducts. MUC2 was detected in biliary papillomatosis, biliary papillomatosis with carcinoma and
intrahepatic cholangiocarcinoma , and especially, frequently and markedly expressed in biliary papillomatosis. MUC3 and
MUCSAC expression was variable in biliary papillomatosis, but rather scattered in biliary papillomatosis with carcinoma and
intrahepatic cholangiocarcinoma, when detectable. Expression of p53 protein was seen in nuclei of epithelia, and expression
rate were 36% in biliary papillomatosis, 40% in the papillomatoisis portions of biliary papillomatosis with foci of carcinoma,
100% in the carcinomatous portions of biliary papillomatosis with foci of carcinoma, and 80% in intrahepatic
cholagiocarcinoma, though its antigen was not detectable on the intrahepatic large bile ducts of normal liver and
hepatolithiasis. WAF1 was expressed in only one intrahepatic cholangiocarcinoma. PCNA labeling index were 3.9% in biliary
papillomatosis, 3.9% in the papillomatoisis portions of biliary papillomatosis with foci of carcinoma, 9.4% in the
carcinomatous portions of biliary papillomatosis with foci of carcinoma, 24.3% in intrahepatic cholangiocarcinoma, 0.67% in
the large bile duct of normal liver, 1.7% in the bile ducts of hepatolithisis, and 2.3% in dysplastic bile ducts of
hepatolithiasis. The signals of human telomerase RNA were detected in some lesions of biliary papilomatosis and intrahepatic
cholangiocarcinoma.These results suggest that biliary papillomatosis could undergo overt malignant transformation.



