HisbE 30 (12) :2265~2273, 19974

FRERIEE R O F R HEF O
—FFic% DNA &, MIB-1 score, po3EBHFFIRIZDOWT—

Bl mREEs R

I EEE

Wy mE S HiF #=

LTEREEbRT:,

IR E EYIRRFI28FIE MR & LT, £/ 7 a—F i MIB-1/Ki-6712 & b R & h 2 @S
FEAETE, pS3EBRBL 5 VI DNA BOFERERT L L TOBE 2B L, MEARENET &
DHBZITo 7z, REMBENIRT & F% L OBBRTH, stage [~ & IV ORT, %7 THESE
WZBWTpane (—) e (+) BroMTEERCEEENALNE (p<0.05). Ty DNA &4
5¢c LA EDEEIESc LT OBICHARTHEECFERRTH > 72 (p<0.05). MIB-1score (EEER)
10% LA T DR 0% LA LB HANERICFHRREE ChH -7 (p<0.01), ps3EARBOHEICL ST
BoZRAONE P, REMEBZNET - Fi9i DNA 8, MIB-1 score X DR ICHE B
Bonhofz, UEORKREELD, Figf DNA &, MIB-1, score EH FEEEED FEEEAT &

Key words: carcinoma of the middle and lower bile duct, nuclear DNA content, MIB-1, Ki-67, p53

protein

1FC&®IC

FRESRRIE I R TER T - BB OES LS HIc
BOTCHFEIAROBUES THL L EDLS2 52k
W, L2z, PTEEE SRS
BRECHREENTFEREFCHY, BRUEER2ESH
SEFOBMRAEINS, FPHROBENIEEELEIRT 2
FTHHEETHY, RIRND 2 IHSEEIETE IR
ZOLWIEEL 22D, A5 TRIEEETS
72D BB ENEF 2 W57 T 25O FEAER T
BEEEbh, §H, 20—+ LT, BEOEYF
HEMEZRTRL /3T A= — D THRE L
SnTw3, LarL, FTHEEECBLT, I35
TS BT o e & XDz,
EVIFREREOEBED—2 & LT, BEEREEYE
ERINRIA—F BTSN, 2OHT, late
Gi, S, Gz, M BB KR ¥ 2 HE Ki-
67900, & 70— FAHE MIB-12Hwa 2 L TF
HORLV) VEENT 7 4 VABERIBWTLE
FREENARETH DY, FOREEERROEE %
HET 52 & THEEEORE * EEMIZ LIRS

<19974.9 H 9 HZE>HIRIFERE  UH B

T MEMERFREWF2—8—8 EHIE
TRk R

LZEMTES,

—7, 0F, BHECTFREE LAY ENESE
OEFE I DWTRENRINTE Y, Bl heEsE
B BT pS3EHEHED T E977, pb3idifta
#F1Tp KB L, EFfRCsTRENGEETE
LTERL T3 vbita s, EHifics v Tidl7
p DRE EXMIBELTFDOEEARAEENERICA I,
ZOER pSIBLTFEWNTH 5 ps3BHIERIFER S
na® bbb, ph3EHEMEHBENCRET 2
Z e X DEBNEEET ps30ERFHET 52 288
TE 5,

AR T, P TEEERTRANI 8T, MIB-1i
X ORI 02 EEREMEEY, pS3EARBRMZAE
DNA BOFHE 21T\, ZhoBFREERTFZY S
50E 5, FRAEEEBZEARTFrSMILTIN
PRZLES 5 E S 2T DT retrospective 2 #iat
L,

N & HiE

1, xfg

FHERIZ19854E 7 5 5 19935128 £ TORMI E 740
BIRBESELICYIRRAT & HEAT U 7o T SR e 112845
E LTz, FRIZA0R» H80K £ T, 6T 6% T, B
186, ZXHEL0BITH - 7o, BB BRI FERAEE



36(2266)

# (LT, Bi) 208, hEBiEER (LIF, Bm) 8#IT
B ot Fiiz, Bl 26 BEE+ 18BN %
HAT L, Bm 8 #ildb 6 Bz lHE VIR %, 2 #ilic BReE -
ZIEBYIRMT £ HEIT L7, 28fdr, 3 EDALEFAIL
B, 3ELRNETHIBITHD, 3IELNEEDH 4
FlTH-o7.

2, REARETRET

TR FE ARG I IRk BRIV {T -
A
3. % DNA g4#IFE
286D 5 B20HIC DT, M HE I L DR
HBEOEMIEE DNA BRORIESITo7:. T bbb, &
ERIOVIBRERD R ) YEE/ T 7 4 YUE T
oy 7 650um OYIFEYIDHL, 7 7 4 e
Ty HBO%, #Y] - EEE TV BB &
e L7:. 4, 6-diamidino-2 phenylindole (DAPI)
THREEToREBERL, HXEME (VX
OSP-1) i X b, 200 DEMIDENEE % 5HHIT 2
2 X D DNA SO E2EEL 72, [RIZE
—EARADY > ER20E & L7z,

4. EHEBERNITE

28FIEBITTEROARIC LD Y YRAE/ 7u—F 1L
Ptk MIB-1% F OSSR E 21T o 72,

RV VEENSNT 74 vAE T Oy 7 XD 3um
OEGTIWIF 2FIOHL, BiN77 4 0%, 0.IM 27
VEEEWRT T4 70 s v —TNEBET oL £
WT0.3%BEE{LAFRAI A &7/ — L IZ0ABELA
R~V A F ¥V —EREIELT:, Y CEBREER TR
U BRIEE 7 < B w205 MR UIERENRIGD 7
oy F VIS EToRE, 1RIKLLTIIRAE, Y
o — 7 VHifk MIB-1/Ki-67 (X20, Immunotech )
E—BRmE R, R 2RRAMBLELTT
Biotinylated anti-mouse IgG (X500, Vector ), #t
T AB complex (DACO #) 3043 RIGE B2
DABR W TRESEHKE LT/, ZIEFILORE
(Olympus BH-2, X 405449, X 10##HR) % $EfE B2
H, REL 0EO EFEI L T, BHEMEOa»E:
#EEL, MIB-1 score & L7z,

PS3EHORERE D MIB-1:F U HEIC L D iT-
7o, 1R pS3BA~YT Y X E ./ 2 u—F Ll
(%500, DACO #, DO-7) %Rwi:.

5. BEHERNHE

B4 EE R Kaplan-Meier giic XK hEH L, &7
ROBEBEEWSE L generalized Wilcoxon test i2 & D

HUNERBHAT I O PRI T O RREL

HEsA & 305 12%

1T 7. 2 BEEIOYHEO LRI Student’s-t test (2 &
0, BAXROLEIT ¢y ME S & U Fisher D EEREE
BIZEDToh, BBRESYE2L->TEEEDD LY
E L7z,

# =

I, BEREEENRR

1) 2EFORBEER

SEFIORBEREL2R S £, I4EFIT B 49%,
Bm 40%, 54£3iX Bi 29%, Bm 40%TH b, EE
SRS L ZEFEDEIR SN h o7,

2) stage & WRiBE

2801 % stage Bz # 5 &, stage [ 5 4 f, 11 55 7 1,
I 31260, IV S5 HIThH-ote, 34EZEIstage 1,
75%, 11;64%, 11 ;57% THh - 7253, stage IV fEHI
13261 FELPIZFET Lz, stagel, 1, I OTE
FRCHL THAFNEEEZER S 5oz,
stage Il LAzt~ stage IV CREBICTFETET
btz (Fig. 1),

IR E O IR E1X21451(75%), FEWERY]
BEIE THITH o Tz, IBEYIBREETIE 3 £360%, 5
HFELBRTHoIoDTt L, FEEHYIBREE Tk 3 &
29% T 5 EFl A o fe, MSTFEIRHIYIRRE 4 iz 2
Bl 1 ELARICETE LT,

3) AHMREY

A, AFERVE (LU, pap) 46, ERES-
EaEE (LAF, tubl) S5, "4t (AT, tub2)
128, {EsMER (LUF, por) 56, BRRFELERE (B
T, as) 2 TH-o7, HBE T L0 3 E£FiX pap
75%, tubl 60%, tub2 39%, por65%, as50% T#H -
7z, WThOBECBWT L EFRCHEZNEEES
BRshihoiz,

4) HBENERAT

Y vosiiEER (T, n) 131260 (43%) ica s,

Fig. 1 Survival curves according to stage.
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Table 1 Three-year survival rates according to histological factors

Cumulative survival rate

Histological factors

(--)group

Lymph node metastases
Lymphatic permeation
Venous permeation
Pancreatic infiltration
Duodenal invasion
Perineural invasion

68
63
42
100
33

57

at 3 years(%) (=) vs (+)
(+)group

21 p<0.1
p<0.1

75 N.S.

36 p<0.05

29 N.S.

50 N.S.

Statistical method : generalized wilcoxon test

Fig. 2 Typical patterns of DNA histogramas. (A)
Diploid. (B) Aneuploid, but demonstrating a
relatively low DNA content. (C) Aneuploid
demonstrating a very high DNA content.
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Shigh o7z, panc (+) BED 3 AR II36%, 54X
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Fig. 3 Survival curves according to mean DNA
content below or over 5c.
XX Mean DNA content>5¢c; ¢—<¢ Mean
DNA content<5¢; % p<0.05
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Fig. 4 Immunostaining with MIB-1. (A) Lower bile duct carcinoma demon-
strating low MIB-1 score (7.4%). The patient is surviving over three years
after the operation. (B) Lower bile duct carcinoma demonstrating high MIB-
1 score (45%). The patient died 6months after the operation.
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fEERBRE (T, pn) 1461 (50%) i sh

7z. pn (=) BT 3&ERETY%, 54FR2UTHoT
DXL, pn (+) HETRERETN50%, 50%TH>
7o, WIRFROEFRCHREIRA S5 N5 0 > 72 (Table
1).

Fig. 5 Survival curves according to MIB-1 scores
below or over 10%.
X+ X MIB-1 score>10% ; ©—< MIB-1 score<
109% : * p<0.01
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Fig. 6 Survival curves according to MIB-1 scores
in stage I, II and III patients.
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Fig. 7 Survival curves according to MIB-1 scores
in the patients with pancreatic infiltration.
X X MIB-1 score>10% (n=11) ; ©—< MIB-1
score<<10% (n=4) | * % % p<0.01
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NENFIEL, cut off fELL EDFE & LIF OB TR
EHBULIE 25, 5ciCBWTHEENA SR, 5¢ LU
LOBESERECFERRTH - (Fig. 3).

5¢c LLEDEE L 5c AT O & O/ T stage, HIRRE,
HRRAL, AHRRERN 7 (n, ly, v, panc, d, pn)
W DWTHEBRRE LUizss, WM EEREZ R i

39(2269)

Moz,

I, MIB-1 score

3 & FI11410> MIB-1 score 12F#913.3+11.0%, 3
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TETHWERS A5 (Fig. 4). MIB-1score @
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bahohkdol, SREMEI0%T £ 10% 2L L0
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Bl 1 FELINICFETE L 7z stage IV 2R W T, £ 72261541
DH 5N -7z panc(—) 2FEWT, FhZh MIB-
1score 0% THW TEFRZLBK LI L 25, wih
bL0%LAT ORES CHEI TR EFTH - /- (Fig. 6,

Fig. 8 Immunostaining with anti-p53 protein monoclonal antibody. (A) Lower
bile duct carcinoma demonstrating p53 protein. The patient is surviving over
three years after the operation. (B) Lower bile duct carcinoma which is not

demonstrating p53 protein. The patient died 8 months after the operation.
AlB
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Fig. 9 Survival cueves according to expression of
p53 protein.
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Fig. 10 Correlation between mean DNA content
and MIB-1 score.
(N =20, r=0.466. p<0.05)

y = 3.317x + 2.435, R-squared: .217
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Prognostic Factors in the Patients with Carcinoma of the Middle and
Lower Bile Duct —Analysis of Nuclear DNA Content, MIB-1 Score and
Expression of the p53 Protein—

Yasuo Yamada, Hidemi Yamauchi and Kenji Kakizaki
Department of Surgery, Sendai National Hospital

In order to evaluate prognostic factors in patients with carcinoma of the middle and lower bile duct,
MIB-1/Ki-67-derived tumor proliferative activity, expression of p53 protein and nuclear DNA content
together with clinicopathology were studied retrospectively. Cytophotometric DNA analysis was perfor-
med in 20 of 28 specimens. MIB-1 and p53 were measured by immunohistochemistry in all specimens by
the avidin-biotin complex method. The MIB-1 score was defined as the percentage of MIB-1-positive cells.
There were significant differences in survival between the stage IV and stage [~III groups, and between
the patients with pancreatic infiltration and those without it (p<0.05). When the cut-off point of the mean
DNA content was set at 5c, the patients with mean DNA content over 5¢ had a significant survival
disadvantage compared with those below 5c (p<0.05). The patients with MIB-1 scores below 109 had
a significant survival advantage compared with those over 10% (p<0.01). The survival was not affected
by expression of p53 protein. Histological factors and stage did not correlate with mean DNA content,
MIB-1 score or expression of p53. A significant linear correlation was observed between mean DNA
content and MIB-1 score. These results suggest that the mean DNA content and MIB-1 score may be
significant prognostic factors independent of histological factors and that expression of p53 protein does
not affect the clinical outcome in patients with carcinoma of the middle and lower bile duct.
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