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—WBEEESFES FANY Y, a- D720, B-HT2VEAXRLOBMEDED T~

GRS B BB —HE CEAT © DR TS
B K hisy

BAE, JRFSPERE OO AT BEIZ TNM 2MI M50 GIRINC & h g ST 595, TRIRIGIZ Y 2/ SETEREE R i/ IRERE O &
%ﬂwa%FWT%of%i&RHf$®t$R&$®#mﬁ¢é EHWS Lo TWA, (LROIRSH B\ I3HFH
MG TR TR T & LVl OBUNMER & LI IEiEeE, B8k, ) o HRE, RMIEEEEOTMEO e
WrEESNE, KIFRETIE, LK mm_%%m~ﬁmté%4r&5+>mm&mmcm v =71 — & LIz s g
BTV, BEROBRIEE CIRMM L2 2 Wiiiiie 2 M+ 5 19T, R EIR/ IR £+ 131 6108 b sl o fh
RAadz E 602, RREREOHBAHEERIE, &Uﬁm%%%ﬁ?fﬁéEﬁFAU/,&bUL%O%}%ﬁHT%%w
Ty, 3NTFEEAORBE QBRI TRE L SR coE b filla s 53 13160 - 56 6 (42.7%) TH Y,
MR O R MERIZNRIE 40.5%, FF FRZ#E43.9 %, PR R4 #E40.0%, KAITIAE66.7 % &, HUBTAIZHERE L -7z,
RIS, EEEAKRE A2 L EQICHBIZERL, MR, TROENRFOETL L IFRIC LA L ES
KA Y, a-BF2r, 3-ATZrRADERBEZSKRTENREN, 77.9%, 82.6%, 85%TH-7. EH KA Y, o-
BTy OFRERGOT NS R, TRONRFOMEITL L HICHBIZERT L., =7, 3-7 72X i30T ROk
HEMRET L S L Lo 7. BRI ENR R T, T Eﬁme/ aw%zyﬁﬁwﬁﬁ%ﬁMFL(%ﬂ%
Np<0.0001, p<0.0001), BAEHEAHSBHMANORITOBRCRMBMES ST OREIEL TOE Z LA RIS,
SEMEREERIC BV T, SN E TR LS SN TR O 2 A2 b BRI BN 28T L, %Mtﬂ%%%fﬂ
WEMO B B IERBIDV L O THET B2 LA 2L oz, L2BILEE &0, WERAREO BROEEL L TN
FHRORMEHARHERERMEL I B EERD.

Key words non-small cell lung cancer, cytokeratin, E-cadherin, « -catenin, ;3-catenin.
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HETH 20BIEmU, mvIgRE 1L 205 2 L AN HER S AR 2542 S (R4 2 e bbf,wﬂl o e e 4
STV B BRRES TR FRARFEE2 50 AU FHE T AL RS o eT, &Himab
ARIBVTHRALTHRERT L0V L Lo THITS WTI LM RSN AT LED Ay v b, 208
B bW 2 E SRR T UG U R & L 2 EITHDa- DT =0, F-HTFZAAIDWTHEF L. E-A
THZDRH30%IEHRIZ L VT 229, IO 2/3 130K, KA IIEEHEB & O F AT — LR B I 555 -
B, 4% % S~k in A E A Y il o s T, ko 9 - 120k Da oo Sl I B Pk 4 TR C
PEVERO—2 L LT, FMilsd T T Sk + L q-hFZUALE- D FA O EITH&EINVTH R
Lbb, MBS, THER, ) oo SERRE, RTIE T ER 102kDaCh b, 3-5F = 1355 -84 95kDa B8 11 T,
BEESEOFEEOUEEIEBEN D, BT, Wik, L8, X E-71 K o RN CRER G LTV B R B &
Wafln, BONZRME 2 & TORUBHMBEEMT 2, BB 0 Idg TR IR T, B2 FAY COMIBBINE AL 25 3-n7 2>
MIFED D £ HGT, MROBRER, WEMSEENTECTIE AL, a- T2 2 LTHINATHET 7 F IR/ T 5
BT E VBB OB AR ST WD, JE/NIHa T LI o THIBIMEE O EaE#H e L Tw b, il od
BESGIC LB R MR B LT, ThE TCote 25 0BEERHEE L HEOE BB L L TEETS
5" Ohgami & ®, Pantel 5® QLD 5. WITFNOWET W, EH KA U EEIC#ET 2546, LEMRIEEOHA
b, BEICRARHR SNAEAOTRIEAATHY, B OGN ST A 2 EHEEE S, ERE, B4 P Y
FEMAOFESMBOHREOHRES F ) FHRINTF L & A ThE IR % T 72 BR D O, TRIBTINIRRE & L ChERET

FRI0E11A 27 A, FRI114E 1 A28 H<H
Abbreviations : CK, cytokeratin; DAB, 3,3-diaminobenzidine tetrahydrochloride; PBS, phosphate-buffered. saline;
APAAP, alkaline phosphatase anti-alkaline phosphatase; TBS, tris-buffered saline; LSAB, labeled strept-abitin biotin
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LZIEDVHONEL-TEYE O Ep PAY VRO A
LA ORI - EROE 1 B ICHES T b0 LR ST
L. a- AT ZVIEEN AN Y OENTLERELTT 7F >
KRBT AIEIZE, B AU YR LEESILE > T
HThbH., FiUL, EhFAU?*“&LTw%V%##b%
THRBOESEFAON GV a-F T2 DRE LM

- AT ERBESELIETED FAY Y &4 Lia‘&/ﬁﬂ*
RO L Fz 2 b 5 HEF S D, 3 ﬁT—/Li, a-NT=

EIERZY, EFOLOICEREELLIOTI , BEAERED
il 2 B4 L’C\n% EEZLNTWA,

BRI, BRSO T E AR & L sk
FRRE & HE%,H@KVW BB, FLIEST MR B
FABRTES N v O HME L IFOMAET 212 B EE & Dl
VGRS S 2 o7z ~F, BA FAY oW RREE
:‘?'W)é bDOD, o-HT =X OEBPET LT 77041

ARV ETHIEBDPTEL, a-B T2 ORIRE I
mmuﬁbmwxﬁﬁfﬁ BoirofEddhs™,

AWETIE, BRSSPI VRIS B 2 1 52, S o
AMaDfFAEE 1 b7 5 F > 18 (cytokeratinl8, CK18) % v — %
— & L2 RIS TS X DRI B BRI, BESSEC
BUBEN NI Y, a-hh T2y, 3hF2 0 DREBEGE
HBEIRE L, BRI OTEE & ORI > S #E
iz,

WRBLUHE

I. M

19964210 H 2> 5 19974E 12 A F TIZ &R KEE S S — o5
SFEUE B L O AL A g B R 2R LR 2 C B S IR N
Wifs & WS N BE 1BIBIOBRIN, % 5 I IEEIRE &
M) YEELST T U L 12RO B R AR L
7a. BYEOLE, LH:40BITH Y, EMII36HEDH 89 (E
66%) Td - 7. MERRILD B 12 X 2B ONRIE,
THiespl, THI10%, WAMS7H, MBWI14461, V24
(BB L) THY, HANNTEBR7I0, e
4160, BRRTE RSB, KBS TH - 7

I. &880 CKRERBLEEE

H A f’r'ﬁ@ﬁ’éhﬂl ’%tofci Al IR S L, M
;’%i%%@t SRS SNE, LABERLY, B

ik 5m1+4<£1’1u~ 1ml I=AHNFa—T (TREXZ b -
T F vy, BT M 3ml @ Mono-Poly Resolving Medium
(REHARE, KR # AR, Z0.L125ml OF 80 & T4
HL, Iz VFa—7%6045MME0 (300xg, #il) L7:.
RICHEAIERE 20 721, 1050kl (300xg, k) 2
W pH7.2MD ) v A AEK (phosphate buffered saline, PBS)
EMABIERE MM E Lok L7z, FMELIC PBS % 1ml
I Z MR IR % VERR L7, F b 2 JCi (BRBfba, ®0) 5
p VMBI R 450 12N Z2, HHMIEOM St 21T, I
ERETSH I CHIR R 4 30k, MIBLIRIE I D I HE AS2 X 10° 18 /ml
ELBEIITELAL, SHIXF—PAAT (F7 T, EH
) A THIILIRER E SO AT 1 F 75 X LIc#di (300xg,
ik, 1000) L, BRERZ R LA, SHER I —BEE
L7k, 4%%F 74 WATLFE F-TE > Q0%/55 7 #
MAETLFE R, 0.02M ) v BERRIG IR, HBK, 7%
1:1:2:6TRALERICTpHT.0WZHAR) 12T4TC, 104

7K

BIEE L7z, CKOREMgtlx, TAH) 7+ A 77 5~
EHT VAU 7+ AT 7 %—¥E (alkaline phosphatase anti-
alkaline phosphatase, APAAP) i (¥ a1y w8y, BH#) o
FNEIZfE - 72, pH7.6 0 0.05MTris #2457 | T4 X 3MmpEH L,
Tris 4RI T2 pg/mUFHML 720090 1+ }r T F > 18Hitk
(CK2) (N—=V v =<2, h, HE) %, 2T 3R
o &7 RUSH T %, pH?.ﬁ@0.0ESMTt‘lS?f')ET.EI(ﬁL IT54X3
Mg L, APAAPH v | (¥ Y x/80, 5H#0) 1266w, 2%
AR GLv ™ TG 7 FHR) % Gl T30 40 W RS & 7,
Tris#BH I CTRAERIZ 3 HI %R L2z 5, BIERGTA (APAAPHG
£) BEIRIZ T30 MG S 272, 8265 X 3B 4,
SEEAEE (F7 P WASMX ) Y EEERUTT 7 — 2 1~ Lok
TR1$€% 0.1MTris B iR Iml 1 Z3EM L 72 b ) THREIZT20
SRS S &7, BOREHIZSS, HHMAONKET VY
T4 AT 7Y — ¥ FE 3‘2;>HFI’J'CO7%0)1//\: V=
(levamizole, Sigma, St. Louis, USA) imlnz 7z, kiz
KEARTHEEL, w4V~ AT hFLY (MMI:"-}") Ll’CI
SRR T ATV, AGERIZTSOME L 25 7. Rl
TN/ P (TRAENLF, WE) IZTEHALZ.

et DMt > b o= & LT, BRI R 2 B B O JaF
BEARZVER L, D HikCYta L7z,

Il. EERRORERGLEEE

1. E# F) >

WESSAEAS 15 % P PERR A R L~ ) O GRBE (L) 1T
L, 8274 B L%, 4,mnESI2HYL, >5>a
= PMLIZAT A FT TR (REELF) 1235 S22, 100% %
L >3E, #1095 HOB/5 7 4 > #{Fo720%, 100%Ly )
—V3[E], 90%, 70% ¥ 7 — L& 1 [T 20 B3RS % Mt LB
KEArolz, SREMREOIIERA N LS TS Y - BT
> (labeled strept-avidin biotin, LSAB) jE{ZfEVy, AKEAIZTS
SrPE %, pH7.6D 10mMIEILD L o 4 ’:#:)JLIXi 72 0.1MTris
R A A E K (Tris-buffered saline, TBS) L7 kI
0.3 %MER LRI R A ¥/ — W42 T 155 M 23R TN PR
NAd T -V L, IO‘NL]'}?»UJUJ(‘{J’L’L?’ %;i'«‘ 7 U
i%;”»?‘i M C A= A D I M 017 i e SOV S - )

2tk, Pik FPE-# FANY SHE (HECD-1) (TaKaRa, %) #
pH7.6 D10mMIEL 7 v 2 7 L& 2 72 TBS (UL F Cal)i'TBS)
T200F5 1AL, Sl C LRI RS S & 72, K12 Cal) TBS I~

SO 3EEES L, A F L ERRIIT Y AB LU F A
L2707y FPUR (53 Y v 80) IZTHRIRT20 551
BhG &, CaliTBSIZ T4 M3lalvkifL, ~L+Fs y—¥
BHEAMLT I TEY Y (53w 80) IZTERT2040 B
6 &7z, CalITBS 2 C5 4 M 3Tk, &7 3 /Ry FY
> (3,3-diaminobenzidine, DAB) (RIDGALEE, BHH0) (2 CHAMEIT

FEREBELHERL 20O 0MERTIG S, KEKRT
1043 MR L72tE, =47 — - A< bF D) 12T LSS

e

& AT, KEAKTIODBGBH L ETo72. KIZ100% L8 /
— V33D OBAKEST - 728, 100%F S L > 3]0 % 34

MOERET, <) /-
2. a-T= >
E-7 B o OGIERBREEROERI A £ Hyv, gﬁzfﬁ
T4 rBLOHKIZES ) 2 LRI T 5 7, AKGEKIC
SHEEHRPBS IR L2, 0.IM 7 =V BRRTHE (pH6.0) q:f
500W, 547F, SED< A &0y = — 7 E T HUE ORI

WV (EREEILE) IS TH AR o 7.
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oz, BREITHKE LK, EF FAY U LFEBEIZLSAB
TR R T, 0.3 % BB bAKERMAY / —
N, TYMETNT I (FAaTx ) ilEATO R LT
24Fo o, LRVURIZIZIME b e-h F2 R 20— F Ui
fk (TaKaRa) % PBST400fIAHML - & v, HRT1
BERID S, 0®EE, OrF VERRT Y AB LU
HFEAL LT Y XFHE (F2 T v8Y), vFF
Sy —PHEEMANLTINTEY Y (Fadyvy) RS,
DABIZTHBL, w4 Y — - AT PF ) VIS THREEFIT
otk Bk, B#, BAZiTo7.

3. g-hF=v

a-NT = VAKT B RIEMRG A & R LSABIEIC Tt L

7o, BT E b - o R 2 u—F LK (TaKaRa) %
PBS{ZT400 512/ R L CTHIW /-,

V. &EE#EendE

1. BRh o CKIBMERER

FEBNZDE, CRIZTREMMBEE L2ELETEHERL
MRE S — TR B S N2ERS1ETL H L, Btk
Mg L7z, EBRBENIE, Barbe—be LTHERL
TEREROBHERIBIABMEMAE L KL, A—#HiTH
BT EREREL.

2. BB P~ v

E-# KA ¥ D% Bl Shiozaki 5 O4FIHEVy, et
—FETHWVD D ERE— (heterogenous), —KEiTadH A A5REIL

Table 1. Correlation between the clinicopathological findings and the detection of cytokeratin 18-positive
cells in bone marrow of 131 primary non-small cell lung cancer patients

Ratio (%) of cases

Clinicopathological findings No. of cases with CK-positive cells Chi-square test

All 131 56 (42.7)

Sex p<0.05
Male 91 45 (49.5)
Female 40 11 (27.5)

Age NS
Under 60 37 12 (32.4)
Over 60 94 44 (46.8)

Histology NS
Adenocarcinoma 79 32 (40.5)
Squamous cell carcinoma 41 18 (43.9)
Adenosquamous carcinoma 5 2 (40.0)
Large cell carcinoma 6 4(66.7)

Size of tumor (cm) p<0.001
Under 2.0 37 8(21.6)
Over 2.0 and under 5.0 75 34 (45.3)
Over 5.0 19 14 (73.7)

Pathological Stage p<0.001
TandII 78 20 (25.6)
mA 37 24 (64.9)
[IB and IV 16 12 (75.0)

T factor p<0.05
Tl 54 15 (27.8)
T2 46 19 (46.3)
T3 18 12 (66.7)
T4 13 10 (76.9)

N factor p<0.01
NO 79 23 (29.1)
NI 15 8(53.3)
N2 and N3 37 25 (67.6)

M factor NS
MO 129 55 (42.6)
M1 2 1(50.0)

Chi-square test was performed. N S, not significant.
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Tuwa b O% 55 (weak and homogenous), & FE H4LWVD
DEEFE (ost) &L, BE3RE FLHTHREEL Lz, —#IC
BT DL DIRBHEEHE L.

3. a-WT =, B-AT=Y

«-HF=v, B-AT=rORBIE, HHLY, EFSY O
FiElcHE LT, BEMED0%EIEE LD DR (+) FEH,
WUERFLAILEE LR WLDE (—) EF & HE L.

V. #EtEa0iniE

BRI E TR ICB1T 2 B8P CKIGEMA ML, BED
FORBEOEDORE, BHT CKEEMBRNREERETT
DRBEOEDBREIT X RE D 5\ 14 Fisher EEHERHH
EEAVE., WERLLERES%RBOEE (p<0.05) AT
FRICEEED D LHELL.

B &

1. B8 CKEBIEMIRIE R & BRRFEFREF & O1ER
BB CKISTEMIL R % R LR T, RS IR/l it 72

K

B 1316l 565 (42.7 %) 28 B CKB MR ARk S h
7o R RN HRBIILESS 2D 1~ 5EA546], 5~10
BAs2BlT, FRLLERE SN ERIZ R 7.

F LA BERBBEEORFNOBEEL R LA, BHENC
IR AE405%, B LRE#E43.9%, MR LREE40.0%, KM
HaffE 66.7 % T, WA &R LR & O BICHIRHER A BRI
D hrors (p=0.87). MEEEE 2.0cm, 5.0cm % HFIZ 3B
ST 2L, BERIGEEE2cm L TORET21.6%, WEE)
2em F#EZ Sem BT OBET453%, BBIEEI 5em 22 5 BT
73.7% L EHEEARL L QICHERICLA L (p<0.001).
MoOBERTIE, [BIUTHA256%, DAR649%, TA
BLUNVEIT5.0% T, BEIHEYEEITE & S ICBHRIERL
72 (0<0.001). TRUNEFLOUETL ZNENHEIZHT
AT E & D IcERI LR L (FFNp<0.05, p<0.01).
METF, 4 0Ll L, 605K L 22 E hboz. #
A TEMA495%, iHE27.5% & B IZBHE SN T R0
72 (p< 0.05).

Table 2. Correlation between the clinicopathological findings and the detection of cytokeratin 18-positive

cells in bone marrow of adenocarcinoma patients

Ratio (%) of cases

Clinicopathological findings No. of cases with CK-positive cells Chi-square test

All 79 32 (40.5)

Sex p<0.05
Male 44 23 (52.3)
Female 35 9(25.7)

Age NS
Under 60 23 8 (34.8)
Over 60 56 24 (42.9)

Size of tumor (cm) p<0.05
Under 2.0 26 6(23.1)
Over 2.0 53 26 (49.1)

Pathological Stage p<0.001
TandI 52 12 (15.2)
MAand MIBand V 27 20 (74.1)

T factor p<0.001
T1 39 9(11.4)
T2 26 11 (42.3)
T3 and T4 14 12 (85.7)

N factor p<0.01
NO 52 12 (15.2)
N1 and N2 and N3 27 17 (63.0)

M factor NS
MO 77 31 (40.3)
M1 2 1(50.0)

Differentiation NS
Well 41 14 (34.1)
Moderately 22 9 (40.9)
Poorly 16 9 (56.3)

Chi-square test was performed. N S, not significant.
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F2IRBTIF O K BRRREENE T O BRP CKEHMA
maEERRLL. EBE, B, TEF, NEFICBWTEH
FITHETE EDBERET LR LA (FNEFhp<0.05, p<
0.001, p<0.001, p<0.01). £# (60mLLL, 60REKN) , M
BF, HMLEICEBER R o7 SZITHRRIVEICLEE
Vil AMFA

FICRFLERAGIOXBERFBELZVEFINOEMFCK
BHABREELR LA, BER, B, NEFIBWTEE
CBEITE EDICERFRILER L (FRERDP<0.05, p<
0.05, p<0.05). 15, fE# (60RRLLL, 60&%kM) , THRF,
MU LA EE o

I. EDEAYL, a-hTF=, B-HF= EABMNEE

B RIS EE SRR -F 0 1ERY

1L EARANYY, a-BF2, B-ITForEBABHERE

B CKIEMMRERE LES 13180, BERERE*HE
AR THHBRE RV ) VRIS TESE LA 2122810 R &%
ML, BEd BN Y, a-hT7=r, B-HT=VEHAD
RERELEITo7. H2ICEN FAY Y, H3iZa-#F=>,

4o p-n 7=y EHBMEEEZRLA. Th2hOBEERR,
77.9%, 82.6%, 88.5% THh o/, THTAICEH FAY ¥,
a-AT=Y, BATZVEHORHAOHAAGHLYE L EDES
HOMEERL.

2. BRERRESENET L 0K
FOEBRRREENETFHUOBERER LA, BRI
&, BB FAY CORBRILRMEL24%, BFLEMT3.0%,
BEFELEE100%, AHRESI% T, BELRELEHD
BIcEEZEEROONE Lok, o-HF 2V ORBERIIRE
81.1%, WP LEAS3.8%, REBFLEMEI0%, Kk
66.7% T, RPEYVRELRBRFLEROMICEEZIROLML
Poli. B-ATZVORBEEIIRMEET 8%, RFLER
80.2%, MR LEM100%, KMIELII%T, RELRF
EREOMICEEEIEOO Mot B FAY Vi, &
#, THF, NEFICBWTEETE LD ICEREMRT LA
(Fh#hp<0.01, p<0.001, p<0.001). ¥, E# (60RLL
. 60mRiH), MEFCBWTERAOK b o7, «-HT
=Y b8, TEF, NEFICBLTEETL & b IcRBEE)

Table 3. Correlation between the clinicopathological findings and the detection of cytokeratin 18-positive

cells in bone marrow of squamous cell carcinoma patients

Ratio (%) of cases

Clinicopathological findings No. of cases with CK-positive cells Chi-square test

All 41 18 (43.9)

Sex NS
Male 38 16 (42.1)
Female 3 2 (66.7)

Age NS
Under 60 9 4 (44.4)
Over 60 32 14 (43.8)

Size of tumor (cm) p<0.05
Under 2.0 10 1(10.0)
Over 2.0 31 17 (54.8)

Pathological Stage p<0.05
land 1 24 7(29.2)
MAand IB 17 11 (69.5)

T factor NS
Tl 13 4(30.8)
T2 16 7 (43.8)
T3 and T4 12 7 (50.0)

N factor p<0.05
NO 25 15 (28.8)
N1 and N2 16 17 (63.0)

M factor
MO 41 18 (43.9)
Ml 0 0

Differentiation NS
Well 10 4 (40.0)
Moderately 22 10 (45.5)
Poorly 9

4 (a4.9)

Chi-square test was performed. N S, not significant.



142 &

Fig. 1. Immunohistochemical staining of cytokeratins in
cytospin preparations of bone marrow obtained from a patient
with primary lung cancer. X 100(A), X 500(B).

Fig.2. Immunohistochemical staining of E-cadherin in th

primary lung adenocarcinoma (X 200). Cell membranes are
strongly stained.

Fig.3. Immunohistochemical staining of «-catenin in the
primary lung squamous cell carcinoma (X 200). Cell
membranes are strongly stained.

s 3 i L

Fig.4. Immunohistochemical staining of S-catenin in the

primary lung squamous cell carcinoma (X 200). Cell
membranes are strongly stained.

Table 4. The correlation between the number of cases and the
expression of E-cadherin, « -catenin, f-catenin in 122 non-
small cell lung cancer patients

Expression of

No. of cases
E-cadherin « -catenin 3 -catenin
+ + + 75
+ + - 6
+ - + 12
+ - - 2
- + + 14
- + - 5
- - + 7
- - - 1
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ET LTV (Eh£hp<0.001, p<0.001, p<0.001) 7%,
e, G G0RLLE, 60 RURI), METIZBWTIEREEAL
oz, B-h T = LldM, R 60D, 60 K,
i, THRT-, NE-F, MEFTCICHER A A EEITRED #6

LY 1R CYAN

. B8k CKEEMIBRHELE-H KA >
v, B-ATZCERRERECOEE
VIR NI 2 122 B O B CRIB LRI 3R &

a-HT=

Table 5. Correlation between the clinicopathological findings and the expressions of E-cadherin, « -catenin and 3 -catenin proteins in 122
primary non-small cell lung cancer patients

Clinicopathological No. of Positive ratio (%) of .
findingss cases E-cadherin « -catenin ;2 -catenin
All 122 95(77.9) 100 (82.6) 108 (88.5)
Sex
Male 86 63 (73.3) 4 69 (80.2) 77 (89.5)
N NS NS
Female 36 32 (88.9)] 31 (86.1)] 31 (86.1)
Age
Under 60 34 27 (79.4) 29 (85.3) 29 (85.3)
NS
Over 60 38 68 (77.3) :I NS 71(80.7) NS 79 (89. 8)]
Histology
Adeno 74 61 (82.4)] 60 (81.1) 65 (87.8)] NS
Squamous 37 27 (73.0) 31(83.8) 33 (89.2)
Adenosquamous 5 5(100.0) 5 (100.0) 5(100.0)
Large cell 6 2(33.3) 4(66.7) 5(83.3)
Pathological Stage
Tand I 71 63 (88.7) 66 (93.0) 64 (90.1)
<0. n < 0.0 1
MAand MIBand IV 51 32 (62.7)] p<0.01 34 (66.7)—_—] p<0.001 44 (86.3)— NS
T factor
Tl 47 44 (93.6) — 44 (93.6) 41 (87.2)
T2 45 34 (75,6)J p<0.001 39(86.7)] p<0.001 40(88.9)] NS
T3 and T4 30 17 (56.7) 17 (56.7) 27 (90.0)
N factor
NO 72 64 (90.1) 66 (91.7) 65 (90.3)
N1 and N2 and N3 50 31 (62. 0):] p<0.001 35 (70. O)—J p<0.001 43 (86.0)
M factor
MO 120 93(77.5) 99 (82.5) 106 (88.3)]
M1 2 2 (100.0)— 1 (50.0) 2 (100.0)

* Chi-square test was performed. N S, not significant.

Table 6. Correlation between the detction of cytokeratin 18-positive cells in bone marrow and the expressions of E-cadherin, « -catenin and

3 -catenin proteins in 122 non-small cell lung cancer patients

Cytokeratin staining No. of Positive ratio (%) of
of bone marrow cases E-cadherin « -catenin 3 -catenin
All 122 95 (77.9) 100 (82.0) 108 (88.5)
Cases with
CK-positivive cells 52 31 (59.6) 35(67.3) 46 (88.5)

<0.0001 <0.0001 NS

Cases with P P
CK-negative cells 70 64 (91.4) 65 (92.9) 62 (88.6)

Chi-square test was performed.

N S, not significant.
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E-#FANY Y, a- BTy, 3-h 7=V EABHBOME
AT, BT CKIEMEAR AR SN ER T EICFR R
DEA RN ¥, a-AFZEBRRFET LT (FRLER
p<0.0001, p<0.0001). LA&L, 3-H7F=rEHERLOMIZ
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Detection of Disseminated Tumor Cells in Bone Marrow of Patients with Non-Small Cell Lung Cancer -Correlation
with the Expression of E-Cadherin, « — Catenin, j3 -Catenin Proteins — Tadashi Kamesui, Department of Surgery
(1), School of Medicine, Kanazawa University, Kanazawa 920-8640 — J. Juzen Med Soc., 108, 137 — 147 (1999)
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Abstract

Using monoclonal antibodies against cytokeratin (CK) and a novel immuno-histochemical method for the detection of CK
positive tumor cells, we examined disseminated tumor cells in the bone marrow of 131 patients with non-small cell lung
cancer. Variable levels of E-cadherin, « -catenin and |3 -catenin protein expression were assessed in 122 primary lung cancers
of these patients. The percentage of CK-positive cells in bone marrow was 42.7% (56/131); 40.5% (32/79) for
adenocarcinoma, 43.9% (18/41) for squamous cell carcinoma, 40% (2/5) for adenosquamous carcinoma, and 66.7% (4/6) for
large cell carcinoma. No relationship was found between the percentage of CK-positive cells and the pathological type of the
carcinoma. Dissemination of tumor cells in the bone marrow did correlat to the size of the tumor (p<0.001), T-factor
(p<0.05), N-factor (p<0.01) and the pathological stage (p<0.001). The number of disseminated tumor cells in the bone
marrow was significantly higher in male than in female patients (p<0.05), which may have been due to the fact that the ratio of
feundes in stage I of the disease (62.5%) was greater than that of males (47.3%). Expression of E-cadherin, « -catenin and
3 -catenin proteins was detected in 77.9%, 82.6% and 88.5% of the patients, respectively. The degree of E-cadherin protein
expression strongly correlated to T-factor (p<0.001), N-factor (p<0.001), and the pathological stage (p<0.01). The degree of
a -catenin protein expression also correlated with T-factor (p<0.001), N-factor (p<0.001), and pathological stage (p<0.001).
There appeared no correlation between the degree of 3 -catenin protein expression and the clinicopathological findings. A
significant correlation was found between the reduced expression of E-cadherin/a -catenin and dissemination of tumor cells in
the bone marrow (p<0.0001, p=0.0003). This suggests that the loss of cell adhesion molecules such as E-cadherin and « -
catenin plays an important role in the hematogeneous dissemination of non-small cell lung cancer. This further results in the
presence of disseminated tumor cells in the bone marrow in patients with non-small cell lung cancer at the time of the initial
oOperation. Detection of these CK-positive cells in the bone marrow may help in selection of subsequent systemic treatments,
such as adjuvant chemotherapy.



