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B SIS T A RbERB LT
pS3EABBOTFHREAF L LTOER

SRAFEFBEFHIBZHE—MIE (BE | EDEFHIR)
# % -

EMEEORE, ERICESLTVWARB I U pS3BREOMBICBIT 2 EREEL2IZ T2 HWTENE T 7.
JE S I/ NIRRT T 49 15361 % 3181 Rb (retinoblastoma) ZEF13 & (Fps3 B E ORI & R MMEN ICHRE L, ERRRFESE
WETFB L UTFRE OB R L. fEMGREOHEIL, SR HMSEEGHITER CAS200 % AV - ER&OHIEIZT
BHmELEEEL, SEROBRED Y O —LnER0 2FEUEEEEE L BRBEENET L LTHR, £5, A6
B THEF, SMEE, )y EBLUBR~OREEEL R LA, [EMALEIZSBIT2 R EARIEIZ62.7% (967153
Bl) Thor. ROEHREHESEEHERFEZNEATO) bHEBE CRT EEES83.0% 44,/5260) &IRHE49.4% (44,7 89%1) &
HFEEREH 0<00001). —F I HESSEIZBIT 2 pS3 EHRBHEILS4.9% (84, 15361) TH Y, pb3EHFEHE LK
FRBZOETFO) bHBE TRTLEEE73% 3575260, WME472% (42,7806 LAEE B/ 0p<0.05). FLE
BT AR B & OMESE B0 p53 B ST 68.6 % (357 5161), BLUT714% (1572160 3EFLBOFHEK42.0%
(347 8151) L BB EEZRO (K4 p<0005, p<005). F7:, ROBAREL L p3EERFEO ML A T LML
B ots. ROEERBREFHREORFTIE, [HEANSETIES EEFENRbEEBMG75.7%, BEIER59.2% & BikF
WEEROETERD A SN p=0.05). i HBRIIAEE, RELEECIEEELEO o725, BEICBV
T5EEFRIIRbELBIEFI8.6%, BHFI60.9% & RbEEBRUFIVFEERICFARTH o7 p<0.005). THTHICAS L,
T2 CHEEELBOL o2, T1ICHEIT2 5EEFRIIRbEABMEN 91.0%, B1EF68.6% &L EEMANFEEIZRET
Hot: p<0.0l)., S5 ICHSBHACTRF*ESELTASLE, BRAT 1 05 FETER IR B EBER 100%, BiEf)
69.2% L BB P EEI AR TH o7 (p<0.005). LALRET?2, RELEBECIESEZROR,I 7. F2p53EHE
HEFH L ORI T, EFASETIES EEFERIpSIBERMS63.1%, BMFI77.7% & BIEF CEFLEOE TN % 572D
7= (p=0.08). MEEFOKH TR, BELEBCIEEELROLh o717, BB S EEFRIIp3ELRMES602%, B
PB188.9% L BB NEBICFRARETH o7 (p<0.005). TEFFIZASL L, T 1LIIBIT5H 5EEFRIT 53 E L RBHER
75.1%, FEHEBI90.5% L BMERICTFHRAR BN TH -7z (p=0.07). HBENCTERFEEFELTAZ L, RET1054
HEARERIE pS3 B I 74.2 %, FAIEBI96.9%, IRMET 2 O 5 EAMERIIBIER20.8%, BIHEFI69.3% & Th bBHEFITH
BURETh-7 (K4 p<0.05). 5 RVEARZEBIUDSEAEELMASGLETARIISELFRERT L. &
FIEATIE, ROBEABRESOpS3BHBEEED 5 £EFEI7.0% MO 3B EFZFITFERRTH -7 (p<0.01). Mk
BN H2 L RELRBECREEEL RO L h o705, BB TIXRbEEBME, D p53BEHMERD 5 FE4E7FR354%13MM0
SHIYVHBIIRAETH -7 (p<0.005). S5ICHEL TRTCHEMETSE, BET 1 BITR BERMEAD 53 FARYE
BOSFEFRLLIIMOIBFLVFEICTRTH o7 (p<0.001). RoEAFRH, ps3EARI, THEF, V1 EBL
UHIRBEIIDWTESERBITC I ) PEANOBESELRF L. &ATEIRbVEARYE, T2AMTLATFERERFTSH
o7z, IETIERbELRMY, pS3BEHBEB LU T2AMY L FERRRTFTho7%. Lo LRFEEETIE) Vg RE
BHOATTFHRAERTCho7. UEOHERSS, T HESMEIENMME, HICBREICB8 T, RoEABH L pS3EH
RBRPTFHRBEEERT LB, 372, HETEASDERHATL L TFRFARLHEE T2 TREMIRB SN

Key words non-small cell lung cancer, Rb protein, p53 protein, prognostic factor

BT ERIERICH ), 19938 2B BV TIZE B BARTHY, BRFEEOETUNOFTEDENERTFOT
HEEFIREBEEOE 1L 2 )Y, 19984121358 L4 DT BAORESTRBEN, FREBOOIE IHEND L,
TS 1 FAE SNERTEDOE LALE 2o 7. BRI LFHARBEMETALENEF DS,
2T HAERI T O b FEAEFEM60~T70% & MIESE L LTF XFXFLRFEEICL - THA OESEE & &HEEEERE

R 114E9 B 8 HEAF, FRILE10H 20 HEH
Abbreviations . DAB, 3, 3-diaminobenzidine tetrahydrochloride; MDM2, mouse double minute 2
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FoOREPHEEENTELY, EREEORE, BEIZIZ
Rb (retinoblastoma) 1R T & #.0- & § % Rb XM B L U p53 (5
Fafll 3B p53RBOMBHIEELREHEFRE-LTHS
ZEFHBLZ. ROBROLERIIBEHEHROBERIZVLET
HY, pO3BEOERIEIT RN -V ABIEDT-DIZLEL Sh
5.

Rb B AEF 3B 12 B W TR/ ATE 012226 TRIEF
DOAEE LD AR BN DB O L, I NBRIE IR ETFOR
WHEMRIZ10~30% EREETH Y, FHEDEHELEVED
#BELDHHY. —F, pSIBETIHE L TS DRH
75%12, FEAHLIE TP BICBETREIASCN S &8
HBENTWDEY, BHER Cps3RIETFIE, BIHBEFOHRT
FEORE, ERICEDBESIEVE S, BEFHEEICOAY
LNTWBEY, 22 THRETIE, FEEMEIENMIERE B
LRbBIZT L pS3 BIZTF ORI E BEEBEWEE Y VT
BHL, BRFEZNRTFBLOCFDOTFREOHBIZOWTR
L7,

WEBLUHE

I. &%

19874E1 A5 19914E 12 B F TIZ &R KEESE TN B $ 8
—FREIZT, MAHEE IR R AT L R I ok
FEVEIEANIRAITNE 153 IER 2 R & L7z, WRMEHRERE
BICTALT) VEEBRST 7 val 7Oy 7 & LTRES
NTVBLDEMER L. WHIEEME10046], k536, Fi
341505 804 ((FH64.95%) THh -7z, BiEGRV HEHIET
FAMY ZEICHETIE, HBBIRTLEE2H, WS
896, #oM12BITH o7z, THFIET1 9161, T2 624
THholz, MMEERESERSIH, T4, (K50
21BTH - 7z,

0. A&

1. RbEMEB L Upb3 &EHIIHT 2 i sl gefaik

N T4 A ENTIFHBEE 4 OIS IZEYIL, v
YA=FT AT TATA N @B, WR) ILAESE, 100%
FL oy (FIehEEE, |E) C1000, 3B/ 57 ¢ v &5
272 DWT, 100%3M, 90%, 70% T ¥/ — b (FIGasE)
WTHARL, @AKBELZ, K2, 0.01M 7 T > FHE i
(pPH6.0) 12T500W, 54, 3ED~TA oy — 7z
Fofz. 209 MIRBITHHL 7221, 3.0 %BELKE FGH
%) MPBST 155 MMM~ L A+ %2 ¥ — ¥ HMEL . ik
Kikth, ERME (Fa P vs8r, 5B #HWT, R
BREO 70y X0 72 ERBTI00B -7, 2\, HiRb
EEHE (clone 3HI) (¥ 3 ¥ +/¥>) 12 PBSIZ T30/
L, PipS3 &AM (DO-7) (3 ¥ v /3>) 1FPBSIZT 10045
AL, 4CT RIS SE7:, #0TPBSIZT55H, 3
BIBEEAE, Yo F U EEiie Y R, Moy FHk (¥ vos
¥) FRWTERICT2048KIG 24, PBSIZTS54 M, 3M
HEEHR, NV F S —EEBAN T NTEY Y (Fady
N2 BEIRIZT200 MG S¢4. PBSIZTS54 M, 3HEME
Bk, BeRlrBu B s, BEAE, UIEES 3-VT
3/ Ry F Y (3, 3-diaminobenzidine tetrahydrochloride,
DAB) (FI3%#13) 30mg % 150ml o PBS | ¥ i, 30 10
30 % BERIL AR EIMZ THEBE L7z, REDIRKEE B O
RBL2L3~60RBEE, HATIONBARE, 20BEA

T E ) TR LT, 100 EmAKEIZE AEEL
fFo 2k, 100%=% 2 — 0V C3EBA, 100%F> L 2T
3MEEHM 1T, < /=L GREELSE) I TEA L.

2. RbEHB L UpS3 EEITH T 2 B HBEanE

SIEHBR A OEENINE BB BN E T AT EE ¢
& % CAS200 1 X — Y53 #T 4 & (Cell Analysis Systems,
Elmhurst, USA) # i/, AT FF 3 ) Uiz k 2t
620nm O FE CTHE L, DAB QW IF 500nm O 8 TRl
L7:. RoEMA B LU pS3EADEAROUE I EESATHEL B
W, SFEEIZN T2 DAB TRE Lo BRI (BHER
., % positive area) & KD THT - 7z, JIE T Yete RIF 2 AL &
N 4005 T15~ 201 TH L VWFHEL RD2. HERXE
BAOBMED Y bo—-VoBHEELE 2R, 2BUE
T, 2MERMEEKE L.

3. N yNNEREDB L UBIRBEDOHE

IREBEIZOVTIE, BEFIORFEIEE LIS
JB Y ER L ORIRNOEETEREROFESRET L.
Y NERE L BIRBRIIITE & b MR BT She
BERANOERER, BEEROBHROTAEL LTEOON, B
FARLEE & PRI R MR & o0 T 0D Z5 B O A 4 0 R R B ) B LA
DHELEDEEAE L IIE 0T v/ VSRR SBIRIEE: # XA L
2. SHRICHEA o CEHERB LIS AFH T 7 v XV v et
R L THELE.

IT. #Eteeavnie

WEEIL M B REE TR L, SRR E T
2DV TR, pS3EERBLROEOREI y RE L A7,
T2 LHIER % 5 LT 0 VA5 5 35417 13 Fisher ) AR
BEE T A/ EFERIIKaplan-Meler iI5I2TEH L, H
EEMEIL Logrank I TiT o 72, £ 72 RAOMEEIZD
WTOEERMITIE, CoxlbBINYF—FEFLEHV, W
FTHUEEEE BEBOEE (p<0.05) 2HEMIZEELED
hEHsEL 7.

139 18

1. RbEBREORT

1. Rb&FIEHH

i B A AT O T PR FR I 0 S 39M#13 12.67 £ 10,16 % TH -
7z. Rb&IREMMAE A 112, CAS20012&L »THLN

Fig. 1. - Immunohistochemical staining for Rb protein in
epidermoid carcinoma, The nuclei of Rb protein-positive cells
were stained strongly. Scale bar, 500 p.m.
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Fig.2. Distribution of % positive area ratio (% positive area of
specimen / % positive area of control) for Rb protein with a
CAS 200 image analyzer. [, Rb protein-negative cases; N, Rb
protein-positive cases.

FBATEREL L BERADOEED Y hO—VDENE DD
240 T. 1534159641 (62.7%) TR BEHEHTH » 72,

2. RbEHHEBE EHRRFBEFHEF L OAEH

EEFEEAEFMNEFHNORDEARERLE 1 EMIIRT.
PR, fEREN, THERFH, SMEEHN, V8@ Es LUK
BENTERBERIIAFEEZITD L o7, HEBRFORE
HEBRZRIE, RPLEME26I5 445 (83.0%), BR#E89HI+ 44
B (49.4%) tRTFPLEBCEEIEVWEHAETH 572 (p<
0.0001).

3. RoEHEHE TR

B 5 FEEFRIL, RoBEHBUS TIET5.7%, BH
BICIX59.2% &, BREFTEFEENRRLER? A5
(p=0.05) (M 3-A). MHEIBITIZ, WO 5 ELEFRIIRVEH
G T 88.6%, BaMERIT60.9% & G CH B ZAEFERIR
BThol (p<0.005) (H3B). L LRFELEED5ELERE
EIIRbEABMEEITTLE %, BHEBITS5.6%TH HAEFHIC
HEEZIRDE,o7z (H8-C). THTHTIE, T1D5EE
FRIZRb ELGEFITIL0%, BEFITE8.6%L EfloE
BERIEEIIRRTHo 7 (p<0.01) (04). T2 TIXRbEH
RYPREFRIIFEEIAON -1, SEERTIE, &5
LB D5 EEFRITROBEHABUEGIT84.4%, BHEFITE1.0%

Table 1. Correlation between clinicopathological factors and incidence of Rb and p53 protein in 153 stage I non-small
cell lung cancer cases

Clinicopathological No. (%) of No. (%) of
factors No. of cases Rb protein-positive cases p53 protein-positive cases
All 153 96 (62.7%) 84 (54.9%)
Sex
Male 100 61 (61.0%) 56 (56.0%)
Female 53 35 (66.0%) — T 28 (528%) ) NS
Age (years)
=60 46 31 (67.4%) — 27 (58.7%)
261 107 65 (60.7%) | NS 575339 ) NS
Histology
Adenocarcinoma 89 44 (49.4%) ] * 42 (47.2%) ] ok
Epidermoid carcinoma 52 44 (83.0%) 35 (67.3%)
Others 12 8 (66.7%) 7 (58.3%)
T factor .
1 91 56 (61.5%) 49 (53.8%)
2 92 40 (64.5%) — NS 35 (56.5%) ) NS
Differentiation
Well 81 47 (58.0%) 34 (42.0%) sk
Moderately i 51 35 (68.6%)] NS 35 (68.6%)]
Poorly : 21 14 (66.7%) 15 (71.4%) Hkk

Lymphatic vessel invasion

Positive 65 40 (61.5%) NS 37 (56.9%) NS

Negative 88 56 (63.6%) 47 (53.4%)
Venous invasion

Positive 63 42 (66.7%) 38 (60.0%)

Negative 90 54 60.0%) ) NS 26 511%) ] NS

Chi-square test was performed. NS, not significant. ]
*p<0.0001; **p<0.05; ***p<0.005. é
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Fig.3.  Survival curves of stage I non-small cell lung cancer patients subdivided according to Rb protein-expression.——, Rb protein-

positive cases; -, Rb protein-negative cases. (A) All patients (n=153). (B) Adenocarcinoma patients (n=89). (C) Epidermoid carcinoma
patients (n=52). * p<0.005, by log-rank test.
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Fig. 4. Survival curves of T1 non-small cell lung cancer Fig. 5.  Survival curves of well differentiated non-small cell lung

patients subdivided according to Rb protein-expression (n=91).
—, Rb protein-positive cases; w- , Rb protein-negative
cases. * p<0.01, by log-rank test.

cancer patients subdivided according to Rb protein:expression
(n=81).——, Rb protein-positive cases; -, Rb protein-
negative cases. * p<0.05, by log-rank test.
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Table 2. Comparison of survival rate based on Rb protein-expression on stage I non-small cell lung cancers

Survival rate (%)

No. of Rb protein 1ue®
is o. of cases p-value
Histology Positive Negative
3-year S-year 3-year S-year

Adenocarcinoma 89 90.9 88.6 76.1 60.9 <0.005

Tl 63 100 100 80.8 69.2 <0.005

T2 26 63.6 54.5 69.8 39.9 NS
Epidermoid carcinoma 52 81.3 71.5 71.8 55.6 NS

Tl 22 94.7 89.2 66.7 66.7 NS

T2 30 71.1 57.8 80.0 40.0 NS

NS, not significant.
a) By Kaplan-Meier method.
b) By log-rank test.

LEBEERIIEBEIZETFEEIARTH o 72 (p<0.05) (H5). H45
LB, ESBETIFEEERD LD o0,

OB TRT2BAELTALE, IRBT 105
SEHFERIZ R BERBEGIT100%, B T69.2%TH B
BHIEEICEERIFRTH -7 (p<0.005). BRET2, B
FEEETL T20owThbEFRICHEEZRROON LY
572 (FR2).

I. p53 EARROHRET

1. pEB3EHBEHFE

EFREETORBEERILOFEMEIZ15.15E14.78% TH »
7. pS3EBEIRIEMMY gL 61T, CAS2001Z L > THLRA
RMERL E HEAOBE T Y b — LD ZN L DO GT

Fig.6. Immunohistochemical staining of p53 protein in #RT7IRT. 163605 8451 (54.9 %) IZpS3EABETH > 72,
epidermoid carcinoma. The nuclei of p53 protein-positive cells 2. pS3EH IR L B REENWAEF £ OMHE
were stained strongly. Scale bar, 500 xm. HERRR I E TR 0 ps3 EHREBIE L K 1 AMIRT.

PR, EERRN, THRTFH, U o ERES L UHIREERE T

SBWRIZEBEEIZBD R 0o 72, MR 0 ps3 BRI,

R bR 52 Bl e 3561 (67.3 %), TiE 89 Bk 424 (47.2%) &

FELEBTESIISCRERTH o7 (p<0.05). FLER

DOpS3EFREEIE, Eo T8 B 3451 (42.0 %), WL

- 5160 3561 (68.6%), LML 19610 1561 (78.9 %) & MLk

] B < e B D PSSR OIS T A b L, B SR s L A,

ESTEBIZERAEELY b > TRBEOR T 2D (K4

50 p<0.005, p<0.05).

3. pR3EMBEHE T

SEGI AR 5 R AR E13 ph3 B EI I MBI T 14 63.1 %, BRTEH

TIRT77% &, BRI TEFESARR2MEMZ R L 72 (p=0.08)

([ 8-A). FEKIUTTIX, WIED 5 HEATFHRIL p53 HEAMMESIC

60.2%, FEMBITER.9%TH IR TEEICEFEITRT

o7 (p<0.005) (M8B). LA LEFLEMO 5 EEFRE

- L w S P53 EE G VEGITT72.3%, BHFITE8.8% Th ) EFRIIHE

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 4« %¢iﬁg&>&ﬁ\/)7’: (8_C). TE:FEU"C‘Li, Tl@5£‘i{£ﬁi§

Ip53EE BB TT5.1%, BHEFTWN5%THY, TITR

Fie. 7. Distribution of % posit o % vosit . BB OEFFIFR2EMER L2 (0=0.07). T2 TiFER

o, Dison oo sl e weof o £ AIGEWTIE, BALRD SIS

CAS 200 image analyzer. (], p53 protein-negative cases; i§, BHBUEFIT643%, MBILHITB44% L BRI EISTHAT

p53 protein-positive cases. RRTHot (p<0.05) (M9). Ho{bl, BB caaEE

Number of cases

% positive area ratio
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Fig.8. Survival curves of stage I non-small cell lung cancer patients subdivided according to p53 protein-expression.——, p53 protein-
positive cases; , P53 protein-negative cases. (A) All patients (n=153). (B) Adenocarcinoma patients (n=89). (C) Epidermoid carcinoma

patients (n=52). * p<0.005, by log-rank test.
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Fig.9. Survival curves of well differentiated non-small cell lung
cancer patients subdivided according to p53 protein-
expression (n=81).—, p53 protein-positive cases; =, p53
protein-negative cases. * p<0.05, by log-rank test.

B ol

SHIHBHA TR EHSHLTHB L, BWEBET1DS5
AR pE3 BB T 74.2%, BB TICOBTH Y 5
MBI CHBEIZEFENRRTH 072 (p<0.05). FLMBT 2
O 5 FEEAFITpS3 B BRI T20.8%, BHGIT69.3%L,
B CHEICAERIARARTH 72 (p<0.05). L2 LRV
BT, T1, T20WTHTLFPRIIHFERITROLD
72 (F3).

Il. RoZEAHEE p53 EERE & DR

HEFI &K T RbEH BB L EIEFI OB I ps3 BABEHE O
ERFEOLN Lo, TMBRGTL ROERGEN LB
PG O B pE3 BE S BBOEIIRDO O Lo Tz,

RbEHHRAL L Ups3 BHER ¢ AR L CTFROKE %
fTo7. $hbb, RoEAEE, BB I Fps3ERGH, [
HT 4 BT 7. FEBIERT OS5 EEFERIIR BREMD
DOp53EEBMTI7.9% &M 3 BICHAREBIEFRITRR
THh -7z (p<0.01) ((M10-A). MBI TIE, METOBELE
FRIERb EARBE» O pS3 BB T35.4% L tho 3T L
DEEIEFRENARTH 72 (p<0.005) (K10-B). L»LE
FLEEBTIT4BMICEERD LD o7 (H10-C). F-WET
1B % A BMOLETIX, RbEEBEEDD p53 & M pIER
D5 EEFRIZALIBEMOIEL VEFIEFRIETRTD
-7z (p< 0.001) ([X10-D).
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RL7z. EBIZBE, BELEBIIOWTD RIS L7
(55, 6). BETIZRbEHBEM (p<0.05), ps3&EAEM p<
0.05) BLUT2E<0.0D) A LAFRARKNTFTH - 7278,
BELEE TR » S ERERE (p<0.0l) OARIILL-F
BAREFTH o7z,

N. STEENICL D FERARRATOMREN

SEBI &Rz 51T B Rb BN, pS3&EARE, T2, V3
EREBED L OCBREBBBEOFETIIOVWTEERMBITE
o, FPHRAOBSEILOVCTRE L (k). FOHE, E
BIAETIE Rb EEREY: (p<0.05) & T2 (p<0.005) AR L7z
FHFAARTTH o, pS3EABMERTFERARETFOMAE

Table 3. Comparison of survival rate based on p53 protein-expression on stage I non-small cell lung cancers

Survival rate (%)"

No. of p53 protein e
1 0., OI cases p-value
Histology Positive Negative
3-year 5-year 3-year S-year
Adenocarcinoma 89 75.2 60.2 91.1 88.9 <0.005
T1 63 83.9 74.2 96.9 96.9 <0.05
T2 26 51.9 20.8 71.9 69.3 <0.05
Epidermoid carcinoma 52 88.0 72.3 64.7 58.8 NS
Tl 22 94.7 89.2 66.7 66.7 NS
T2 30 711 57.8 80.0 40.0 NS
NS, not significant.
a) By Kaplan-Meier method.
b) By log-rank test.
A B
100 | — T
e = ——1
— 1 . L.
80} - R
60} C 1 g
.1l "y
o~ 40F -
~ e ke
Q 20} 5
®
=
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S D
E ,
A L [ I
40 | I SR
20 L |
1 2 3 4 5 1 2 3 4 5
Years after resection
Fig. 10. Survival curves of stage I non-small cell lung cancer patients subdivided according to the Rb and p53 status.——, cases of Rb-
positive and p53-positive tumor;——, cases of Rb-positive and p53-negative tumor; -, cases of Rb-negative and p53-positive tumor; - - -,

cases of Rb-negative and p53-negative tumor. (A) All patients (n=153). (B) Adenocarcinoma patients (n=89). (C) Epidermoid carcinoma
patients (n=52). (D) T1 in adenocarcinoma patients (n=63). *p<0.01, **p<0.005, ***p<0.001, by log-rank test.
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Table 4. Results of Cox hazard model analysis of prognostic
factors on stage I non-small cell lung cancers

2

Varijables X p-value
Rb expression-negative 4.998 0.0254
P53 expression-positive 2.983 0.0841
T2 9.690 0.0019
Lymphatic vessel invasion-positive 1.975 0.1599
Venous invasion-positive 0.014 0.9044

Table 5. Results of Cox hazard model analysis of prognostic
factors on stage I adenocarcinoma patients

Variables X p-value
Rb expression-negative 5.366 0.0205
P53 expression-positive 6.536 0.0106
T2 7.470 0.0063
Lymphatic vessel invasion-positive 0.017 0.8959
Venous invasion-positive 0473 0.4914

Table 6. Results of Cox hazard model analysis of prognostic
factors on stage I epidermoid carcinoma patients

2

Variables X p-value

Rb expression-negative 0.092 0.7611

p53 expression-positive 2.073 0.1500

T2 2.278 0.1312

Lymphatic vessel invasion-positive 6.795 0.0091

Venous invasion-positive 3.742 0.0531
% =

HAHRAE MR 0Bt H T 2 BETHOBRKTSH
D, ZOWEIERIET LI - TELHAE, HET S0
HEHSE SN TV A BIGLEZ 1213, Rb®ET, pS3BEF,
APC (Adenomatous polyposis coli) #{£F, pl6&{z+, ATM
(Ataxia-telangiectasia mutated) #1517 £2%% % %%, RbEIETF
131986 412 Weinberg 5 12 & 1) Ho il \ZBLSE & N 7B HIHEE
FTH5. ROBETIXHIBGMAAKDqld EIZHFEEL, EWHT
HHROEAIEHKICRET 20 FEH1I0kDaNEHETH Y.
Rb &H O ff) 2 (3 IEBERILIRE TSHORBIZLEREER T
E2F (E2 promotor factor) & ¥A k% IR L E2F Off) & 4011 L
MRaEZ GIHTIE® A2 ETH 2910, ROBHIHERLE
FATE2F L DFEEDIE TN &, MBS HICETT 5.
RbEH 20k LRGBS RVERTH Y, ZORE
WREMIE L EMBEREEGL/SEHICB W THIBAREE 21
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Abstract

The present study investigated whether Rb and/or p53 protein expression are important factors influencing the survival of
lung cancer patients. One-hundred fifty three curatively resected stage I non-small cell lung cancer specimens were analyzed
by immunohistochemical staining. Staining were quantified with a CAS 200 image analyzer. Rb protein expression was
noted in 96 (62.7%) of 153 patients. There was a higher incidence of Rb protein-positive cases in the epidermoid carcinoma
group (44 of 52 cases, 83.0%) than in the adenocarcinoma group (44 of 89 cases, 49.4%) (p<0.0001). p53 protein expression
was noted in 84 (54.9%) of 153 patients. There were more p53 protein-positive cases in the epidermoid carcinoma group
(67.3%) than in the adenocarcinoma group (47.2%) (p<0.05). No relationship was observed between Rb protein expression
and p53 protein expression. There was a tendency that the 5-year survival of the Rb protein-negative group was shorter than
that of the Rb protein-positive group among patients overall (p=0.05), although a significant difference was observed only in
adenocarcinoma patients (p<0.005). In T1 cases, the 5-year survival of the Rb protein-negative group was significantly
shorter than that of the Rb protein-positive group (p<0.01). There was a tendency that the 5-year survival of the P53 protein-
positive group was shorter than that of the p53 protein-negative group among patients overall (p=0.08), although a significant
difference was again observed only in adenocarcinoma patients (p<0.005). The patient cohort was subdivided according to Rb
and p53 expressions into four groups. The S-year survival for the Rb protein-negative and p53 protein-positive group was
significantly shorter than those of the other 3 groups (p<0.01) in all patients. Among adenocarcinoma patients, the 5-year
survival for the Rb protein-negative and p53 protein-positive group was significantly shorter than those of the other 3 groups
(p<0.005). But no tendency was observed in epidermoid carcinoma patients. By multivariate analysis in all patients, it was
revealed that Rb protein-negative and T2 were independent indicators of poor prognosis. Among adenocarcinoma patients, it
was indicated that Rb protein-negative, p53 protein-positive and T2 were independent indicators of poor prognosis. In
epidermoid carcinoma patients, neither Rb nor p53 status was a significant prognostic factor in this cohort. These results
suggest that Rb protein-negative and p353 protein-positive might be independent indicators of an unfavorable prognosis in
stage I non-small cell lung cancer, particularly in adenocarcinomas. These combined immunohistochemical analyses may also
be useful for stratifying non-small cell lung cancer patients into good / poor prognosis subgroups.



