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2-1 FEBIER

2-2 HAEFHRE

2-3 HRETEEMT

3-1 HNREEHIDENR

3-1-1 BEESHEN

3-1-2 A7

3-1-3 ZBEEMM

3-2 REMEREOEN

3-2-1 BEESHEH

3-2-2 HETFEEMN

3-2-3 ZLEEMM



3-2-4 PRIEFEBER AR
3-2-4-1 BERIAETFEN
3-2-4-2 BRFOMERBV)OEE
3-3 RERLERTLRZEOHEN
3-3-1 BELEEMHEM
3-3-2 HKETFMRT
3-3-3 ZEEMEM
3-3-4 FEMEREICED

3-3-4-1 HES8HEH

Ret

3-3-4-2 ATFET
3-3-4-3  Z=REAZ R (cavity formation)IZ7& B L - fi##T
3-3-5 RRHGRTFELREES
3-3-5-1 fEfl1
3-3-5-2 fEf 2
3-3-5-3 REICH T HMERE(VI)
F4E EE
4-1 REFERFEL-OEZBEVIOER

4-2 REMERRE



4-3 RERERTLRE



Mm% ;2 (vascular invasion: V)&, fEICEVWTEHLI MO ON S EEL TR
AFD—D2THY. L ZFITANLONTLS, LMLEGEAS, MEEIZIE L
ERRRIEFEMGE VI OFEMRIC OV TIEBHALMNIE > TLEL AHRED BB,
IRE. LU, MBTELREICE TS VIOEEME, S5ICHBEOMIZES
ERREZNEHOEEZHON T I LETH S,

X RIFFRKZFR BN TITON - E G FATEER| 336 HIT. TDARIE 81
BIOREHRERTFLRRE. 255 Hl0;2FMEREZZERLI,

£ 336 5l 5 FEFRIL, VIZHT 58N 38.4%., [EMHHEN76.3%THY.
ETFERR D FRAT I TSR B E £ (p<0.0001) Z B 1=, SEEMATTIL. HER
MNEFERED, MILE-FEEFELTVIIEEHEiS L. hazard ratio [,
VI RZIERF 125t LGRS 1.83 TH o f-, BRI OAEFRIRETIE. BREICS
WTHEZ(P<0.000)AEBOHoN-LDD. RELERETEEDONGEMN o1
(p=0.086), 2011 FIZIRIESN=FH L LWIREOHEBERSFHICIG C-EFHRZ.
VI 5. BHETITS &, BEHRE (p<0.0001). BREE (p=0.0060). FLEEZ!
(p=0.0026)(% VI [GHEE DA FREN. EHEIIH L THEEICFEFRERLL:

N, REHIFEEZTRDLEMN01=(p=0.58), E5IZ. RFELEREEMFIZHLNT



VI BBitEEfl % . EHRENZRETIMERICIELT 2 FICHTHETET o1
1000um #E# L LT, KIMERH(large vascular invasion: LVI)& (X, 1000um
RO /NME;2E (small vascular invasion: SVN)EE & LR L. SEIRERFE HHFRER
DEEMNEL . FEERAMENFRICZ(HESINT,

LEMNG, VI [FEICETAERLGTFERRFLELGYTIEMNRALGHICES
e BELRTELREIZCEVWTVIFERLZDAERZH >TEY. BEICEVLTIE
FRAREAFTHSENTEIN-—A, RELKRETIE 1000pm LLEDKL

MEZBERT HELIT. ZEREBORBRGHENBET DARIENRSINT,



VI Vascular invasion meE 2

PS Performance status

IASLC International Association for the Study of Lung Cancer EEEES
ATS  American Thoracic Society KERE ERE

ERS European Respiratory Society BN IEI%2:F 4%

AIS  Adenocarcinoma in situ + RABRE

MIA  Minimally invasive adenocarcinoma #4428

CEA Carcinoembryonic antigen
SCC iR squamous cell carcinoma #i/R
proGRP Pro-gastrin-releasing peptide
NSE Neuron-specific enolase
CYFRA Cytokeratin 19 fragment

SLX fil& Sialyl Lex-i #1J&

ELISA Enzyme-linked Immunosorbent assay

RIA Radioimmunoassay

IRMA Immunoradiometric assay



HE & Hematoxylin-eosin &
EVG &8 Elastica van Gieson £

Ly lymphatic permeation ') L /\E{REE

DFS Disease free survival EBEX4LEREF

SVl Small VI MIERE (RELERE 1000pm Ki)
LVI Large VI KME;2HE (R2EMER 1000um LI L)
pl Pleural invasion MR =
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ISR TEEERTCOELSRREGH>TEY . RERY | HoETS

. TOSFEEFEN 66 D 83REMETETDHHDTIHALD), MERED

THEFE LT, F#n. M7, performance status(PS). iR >/ \ Bk, [EHS

%, WIRZME. ) o/NERE, MEZE(vascular invasion: VI), ') >/ \Ei5#5.
BEREBATAO|MESINTINS(2-6), CALDFHRAFICHENT., =i

B, PSTRHAI, €Y 2/\BRH, BEEOEX, 4oz, WESE. N

EREE. VI, Y UNEE®, ZREGEROBEGIE. WITNEERALFTERRFT

ZOHRTH, VIREELAFERERFO—D& LT, 1957 £(Z Ballantyne A%,
1958 £ (2 Collier b WEIZE ITHHERMEZEZHRE L TLS(7, 8), EFDHET
F. 2FRPLETTHCRPOBICEVWTEFRICEET S LAHESATL
5(9-17), HICRHEEIZE L TIL, Tsuchiya 5. R U Shoji oA FEFREF &

o U NEERFE PR A A ARAT LIRS L T LV BH(15, 16),. VI (&, BREIRLVRE
[Z# LV T optional descriptor & L TERY $kiboh TS, READREICIETFS L
TWEL, AARICEWVNT., BHAICKELGVLWWVIOEZ HEEZHLNITH

X, KU VINERHGHEZRET EEAT =



Tt VI OBBEADZEL, BREICEWVTFRIZFSI 5 & D Bordendorf
SBICEHD|MENHY . BFABRIY IEREBNSEN ENRSATNS(1),
SEEMPTZEZRAVEHMET. Ruffini FRBICEITHREZHOFELS. REHM
FRETHIMEZELFRAFTHSLERLIZAT). —A. RELKREIC
BOLWTRVIDFEADFEFBRENLZ L, BALMICE > TV,

2011 4. # L LMRSEED 58 (international multidisciplinary classification of lung
adenocarcinoma)h® IASLC/ATS/ERS 3 #& BRI TIRIES Nz, COHFEIZHE L
T, REEREE S5 DOMEBER., vahs, ERE, REE., FLEE. ®X
B WNEBEEESAOBAEICHOBINDS L ELTH1(18), Chib 5 DDEE
(FHBFHICEGDLTTHELS. FRLELG > TV S, Nakazato 5 (&, ERE,
BRER., FLBER(F. XTRE, UNLBER LR, FENARVIEZHELTL
SN, CNoBEOPTO VIDFEIZDOWTIEET SN TULEL(9),

EoT. AHRTIE, VI OFHAICRFLGVEE, £L T, MEoEEE,

WIS, FEEREORBERICHT IHFEZHOMNIT S EZBMNET S,



$28¥ AF&

2-1 JERLER

FURKZF BRI EFNEZH VT, 2001 F 1 AH 5 2010 £F 12 AIZESE
Sh=ffifEIsx 9 2 FMES 511 HlD 55, HMBFMICRE. FE. BEL
RiELpWantz, Efd HFMAEH 420 flzxdRE Lz, MBEMEER, F
f=IXH9ER CT(computed tomography) T. FRuIEEAREHREMBEEZEE L TH
REEEL., MEORRMGBBEZERLE, 0O, PRELEOREFEL
Bz 14 61, F&EL VI Z4EH 40 ERARE(adenocarcinoma in situ: AIS)R U
4> 2 MRREE (minimally invasive adenocarcinoma: MIA) & B &A1= 52 I, fif
AAESG] 18 BIDEET 84 HlERMN LT, MA T, HGHEBETHIBRRFLR
EOEREF LR LI

BIRUFESIE, BEREX & YRBICRELEZRFELRESLA. RU. &F
REMEIHOBRGMRELERREZ ST RHMERE 255 fl& Lz, SEH]
DERRT — 3 (FFER B[N REFIES T — 2 ~N—XZ2ERA L=, EALKE
BIELETHHNZA > I+ —L FarEY FAfTHON, BREREZE/RL. HRE
BIDERRFEFZHFEZ Table 1 2Ry, MTATOFMICIE. MEMCT, 2>
F "5 7 « (scintigraphy). EE&B MRI(magnetic resonance imaging ). & U, R4
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miEmERAW=EE~Y—Hh—BIE (CEA(hg/ml), SCC(ng/ml), proGRP(pg/ml);
ELISA i%, NSE(ng/ml); RIA i%&, CYFRA(ng/ml), SLX(ng/ml); IRMA ;)% 1T > 1=,
F -, FMEFIORRERTE T 4 S EHI R UiT 30 B LN ZfRERTE 526 1= EHI

EEEREBAIEEREL. EFEHEMH IR L=

2-2 MARFHRE

FHRIAIL, 15% formalin TEABER. 5 Mo 7TmmDESICYYHL, B
BEORREEZETCURIE. ABRCEEMEEHL2TEERER Lz, /357
« VaB%, 4um OES(ZEY], Hematoxylin-eosin(HE) & %17 o71=, VI RV
1) >/ \EREE(lymphatic permeation: Ly)DEF{fi(&. Elastica van Gieson(EVG)&
. RU, D2-40 2k B RELEERIV(Fig. 1), VI OFHEIL, R
#9567 ARICZERL L 1=(20), ARG MM ERB(V)ZH T SERHIL V1. RIRAICAE
HSMERBENVNEET HERIE V2 EFHE L. V EAREFRAIR(venous)REZRT
LOTHAHAH, MEITROTKLELEEBRKEELEO NS5, RMICE
CEhik. ##ARE LIS VI & LTEE LT,

AREED 7 $BIZ(E. IASLC/ATS/ERS international multidisciplinary classification
of lung adenocarcinoma #{# A L 1=(Table 2)(18), A4 $EIZH LV T;RHMEIREX.
EfA, RER., EE, MNLER, XEREO 5 DOEBEREORLEMLY
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BRHATERDEMEIZHFEIND(Fig. 2), RELEREK. WHO 9% (2004 &£
M) ZAULN=(21), EEDOREZFER T E+F(Tumor factor).N EF(Node factor).
RE. RO, MIERE. VI, ) U NEREDIREIL. staging manual for thoracic

oncology(2009)IZ#H#L L 1=(22),

2-3  fRETERMT

#ETHRMT(X. SPSS 11.5J (SPSS inc., Chicago, IL, USA)Z# R \f-, £7FahR
(X, EBH 4 F(disease free survival: DFS)Z A L. Kaplan-Meier jEZ AW\ T
fEfT. Log-rank test # ALV TIREHFHIAREERET Lz, DFSIEBEB. Fi:
[FIHEBNRZZREFHALIYERL, tWREDZEER O DFS ZHAL
f=. BRIKRIEZHEF L DHEZANS=0H1Z, x 2 FTHRE £ 71=(3 Fisher's exact
BREZEAL. HELSNDERIREZAV:-, BEEREFICFSI HHIL
FEZREAFORETIZIL., logistic BITIZ K S ZEEEMEA Lz, pEA 0.05 K

RO THEFHICARENH D LHIMT L=
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3-1 HREMEHIDEEN

3-1-1 BEE SRR

VIOFELEL, BROBKREZMEFOREZRZHER L. VIREEE. BS
Z. WEZHN T BF. N BF. RERY. B2REBGH0OHEE. WE2HE. Y
VINEREDHEE., BB ~Y—H—(CEA, SCC, CYFRA)E EDEEZENHT-

(Table 3),

3-1-2 £FHET
5 FAFERIE, VIGHE., BHEBZTNA TN 38.4%& 76.3%THY . EFHAEIC

A EZE(p<0.0001) % 2 & 1=(Fig. 3-a),

3-1-3 LEEMEIT

FELGFRAFTHS. BEE. WEFZHN T BEF. N BF. mRERL. VI
JUNERE, RESE, AR, RER, BEY—h—. TREMLFE
ZDREZTAVESEERNTE, VIBHERE., FEFHONREFBER. TEE

13



PRBEAI LI-FERRAFTHLZ LEARSIN(Table 4), BEY—H—IEE
HEiEZ cut-off L BT . KYUFRICHEETHEEZ 51D Logrank fENRK & 74
% cut-off {EZ AR, SIEMEE TR AL L 7=(CEA 9.0 ng/ml, CYFRA 3.0
ng/ml, SCC 1.7 ng/ml), Hazard ratio [&. VI[&4$8E. ) U/ \EEBEMEEE. KX
RIBRIEREAN. VI [2ERE. V) D/ \EIERFSIEIERE. ERREBREICH LT, &4,

1.83,1.98,2.33 TH o 1=,

3-2 ;2 MR D R HT

3-2-1 BE SN

VIGEEE. BER. FEFMN T EF. NEAF. FERY. 5§=REEB60

SE., WiEEE. U UNERE, [EBEY—H—(CEA, SCC, CYFRA) L IEDERE]

ZRO1=(Table 5), Ft=. FHWEOSEHE L DMEAZERD. VIBERTER

BEurded, BREREM, BEREBMANS, o1

3-2-2 £ 77T
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5FEAFERIE, VIGHE. BEBEZIAETN 33.4%& 77.1% &Y . EFHEHIC

LT HHETHEEZ(p<0.0001) FE &H 1= (Fig. 3-b),

3-2-3 LEEMN

BEE. REZHTEF. NEF. mEFE. VI, ) N\ERE, RRSHE.
HBERY, BEY—h—ZRV=SEERT MBI ERKRIT o=, VI Bt
BE, REVREHISAMIL-FREEFTHS Z EATRSN, hazard ratio [,
VISR, REDIREFHN., BLOEMRICR L T, 2.40,2.13 R L1=(Table

6). EHIFEN & LIRT S L. VIEMEEHD hazard ratio AR ELMEZ R L 1=,

3-2-4 PreEAE LR B AR

IR D 7 FE(ASLC/ATS/ERS multidisciplinary classification) [ZE DL\ =477
EIRDEEMEIT oz, SEIALV: 255 FIORRIE. ERE 144 HI. REE 52
B, FLEERY 44 5, FEEE 43 4, MUNELEER 2 i TH o=, MUNELEERIDAES]

L 2B DM o=, EFEAHGIERRSN L1,

3-2-4-1 BB FIAEGFRENT

15



EEMREEEER ZAZTAO S FAERLX, ERE. FEL., FLER, 1=E
Rl K 4<83.3%., 27.2%., 33.4%. 55.9%TH Y. £FMIEEIL Fig. 4 IZR L 1=,
EFBTICAEVTERE (L. IREE (p=0.0006). ZLEEZE!(p<0.0001), FTEH

(p<0.000) L LB L THAEEZEZL > TFERRHFTH o 1=,

3-2-4-2 BEFOMEZBEV)DEFEE

LEHBERRHOMESEOAREICLD 5 FEFERE, BREA VI G, 1B
BIThTh, 46.7%K 1V 94.9%, LT, IRERIF 10.0%KE T 46.7%. FLEER(S
16.0% K U 70.2%. FEERIL 56.5% K%V 56.6% TH o1z, EFHEMIELFig.5 12
RY &SI BH#RE(p<0.0001). ARFEZY(p<0.0061), ELEEE!(p<0.0026)I=#fst

MBEEEZROEN, REETIEEEZREDEDL > 1-(p=0.58),

3-3 REFELER T LREOHEN

3-3-1 BEEMM
VIGHEIE, BEEOEK, REFHNEF. HFEFE. BEZFIZENT
EDHBFZEH-IMDEE ICHEBIXR S ihs - 1= (Table 7),

16



3-3-2 £FEHWN
5 FEAFEEIL, VIBGHE. BEBZINTN 44.0%E 60.5% &Y, £FHED

BITICE LN THHMETEEEZE (p=0.086) FFEH 1 H o 1= (Fig. 3-¢).

3-3-3 ZEEMMN
BEE. REFMT EF. NEF. RERH. VI, ) AERE, WIRRHE.

BEY—HW—ZRAV-2XERMZEHMBITERRICIT o=, U U/ \EEBIE

[

MEE, VUNEREBUEHEAMILE-FERFTHSZEMNRS, hazard

ul

ratio [&. 9.09, 3.99 # R L 1=(Table 8), —7F VI GHXMHILFEREFE L TIER

e, VIBEE® hazard ratio [£ 1.09 TH o 1=,

3-3-4 ZHEMERICED @

EHENAERETINERICER L. BEEAANORREZENERICEDONT
1000um LA LD MEIZ;ZiF T 58 % LVi(large vascular invasion)& & E& L 1=,
MEFOFEIE. EaE, MENZEZAN:-. RELREEH 81 HlD55,
LVI B#(Z 21 451.1000pum K@D ME 2 FFT R Z#F 9 % 8 (small vascular invasion:
SVI)I& 24 . LVI ZRBHAELEE(non-LVI)IE 60 FlE 7Y . BEOERZBRETL
f=o

17



3-3-4-1 BEEMREM

LVI, SVI D 2 # LERRARIBFHIBERZHTT o &, LVI BEE, Ai=REREH
2 & 2R R B (cavity formation)FF B & DB ICEE R IEDHEEZZEHT=-H, thDI1E
BICIXEEEZROGM o= (Table 9), ZEiRMIEX. RIEMICERZRO.
BEWICIEEMAB TERENERINTVILEDLEER L, Thbhb, RIE
EOMMZEREDERITEFENTLEL,

LVI & non-LVI D LLERRET TIX. LVI L. EBRZR. BEREBRAHE ER

WMEFTR & DREICERGIEDMEE ZRH =(Table 10),

3-3-4-2 TR

5 EAFEIE. SVIFHN 42.1%., LVIFEMN45.9% L0 Y . £FIROBTIZE
WTHFETHEBEEZE(p=0.70) =R DT M o f=(Fig. 6-a), £1=.LVI £ & non-LVI
BHOLEFHBOBMZT o TLHRIAMGEEE(p=0.97) 2RO T M o 1=(Fig.

6-b).

3-3-4-3 Z=iFE A Rk (cavity formation)(Z7& B L 7= 24T
LVI B L EREKICEEHRBAZRD-2 M6, ZREKEE. RURHED 2
BICHEMIMELIHMEL . SRR E LR LKE 8L HIDOHA AT R EEMIE.

18



R EBGIERE 32 B, 4R 496 THo1=, BEEMITZITO &, BRI
B, LVIBROAEOEEHREZEO. thORKFEFZHRAF & (FHEEZEE
g o1=(Table 11), Ff=. EREEDBRICEDCEFRITZT oM. @

BOBIZIIHMANEEZ(p=0.77) 2B H L H o 1= (Fig. 6-C),

3-3-5 KRG RTE L REEEH

AR T, LVIGHERRIE., ZiR ARG & B RREEAOEEICHEEIZHE
L. ZRBEEEGEELS LVI GHR EEET A EMNALNEL o=, SEIER
LEEFDHR T, LVIEGHE., ZRFEEETFME. F=I&, 7% 30 LA

[CEMRERRB N EBHT S NIES ZME L. UTITESRET 5.

3-3-5-1 JEHI 1(Fig. 7)

76 7% B BLEE R 2400, fiTRIESR v —Hh—IX CYFRA A 7.4 ng/ml & L&,
&R CT TIEB O LERIZZERTR RO 1= (Fig. 7-a). Z FELRET SN, 7~
L) VEERIZUIY E LEMUIBREAZSIEICE L TEREZZEHT=(Fig. 7-b).
fE&IEHE AR 38 mm, pT2aNo stage IB DHFMERBELREEZHINT-,

RO AT RIXEIEME T(Fig. 7-c). MIRZHE. ) Uo/\EREBIEEInGH

19



21f=h%, LVI #EHT=(Fig. 7-d), itk 10 HB DOIER CT TXHEIFMERIE E 2.

fir#% 210 B BHIZMEIE L 1=,

3-3-5-2 fEHI 2(Fig. 8)

76 M BT, BMEFEEK 1000, fiTATIES ¥ —H—I(F SCC 5.2 ng/ml. CYFRA 22.2
ng/ml. CEA 5.8 ng/ml & L. MiEh CT THESO®HDOERIZZERRR #5326 1-(Fig.
8-a), A TFTEYIREIT SN, AL ) VERRICUY B LI-MUIBRRASI@EIZS
WTZERZEOHT=(Fig. 8-b), EHILHZKE 65 mm, pT2bN1 stage 1A DIES L
MRTLRELZH SN, WIRZEZROIL). ZROMEETRISEEMET
(Fig. 8-c). U UN\EREFEEINGEA o =h. LVI ZEHT=(Fig. 8-d), iR
RICEVWTIHZHEDKER ZRH TS Y | fiiEBaHRARN ThN -, itk 406

H E ':Hﬂi%—i_’:% l.zf:o

3-3-5-3 [REICH T HMEZRENVI): fEH 3, 4
SEXRELEREOHNS, LVI ZHT SH. R ERD UM (FEH
&, R VEFERICUYH L -MUIRBRASIE CERERZEZEDH-H,

LVI ZEZBOEWBIER 4) % . RBFERBES & DLHLRITIRTY 5,

20



(FEI3) 63 it BT R 35, MiTHIIER ¥ — 7 —I&L SCC 1.1 ng/ml.CYFRA
0.8 ng/ml, CEA2.3ng/ml &£ WIFhEIEEEE, Wi CT CTHRIRICET 2REM
DEZZRBHT=(Fig. 9-a), ALEVIREITSN, ALY VEERICYIYHL
YRR AEIEE. BEEABREM THEABABRTH > 1=(Fig. 9-b), BEIF
KZE 23 mm, pT2aN1l stage IIA DIREREAOZEERELZH SN, i
EREEREO@PIL).) VNERERU LVI 2805 ENE 2E 2O -(Fig. 9-¢).
fiTall, MRS IS 5FMMNIThh, FHERADOBBEGOELEL S M
EINEER LW S, TERAREARZECEFZHNBEN THONT, itk 869

H E ':Hfﬁ%% l.zf:o

(FEFI 4) 52 m&E. FEES, WATER ¥ —H—I&L SCC 1.0 ng/ml. CYFRA
0.6 ng/ml, CEA2.9ng/ml &EWFh+ EEEF, M CT TREEHDICERMR
ZERO.EELZITT YA S REEMHE > TULM=(Fig. 10-a), A TELIREIT SN,
ALY VEERICYY W LMY AEIEL. B EaRkT—Hat%
2 LREIZZE R ZEFBHT=(Fig. 10-b), FBE(FHAKE 41 mm, pT2aN0 stage IB D
BB OREERE S SN, ZREDOBBHERIXIEI 225 (Fig. 10-c).
VI ##2 L1=(Fig. 10-d)AV/NIERE(SV)ICEE > TV, BEICELET S
Bk AR Mtz Z R 1= (Fig. 10-e), MAMRRICE L THABIBEES ZRH. i

21



BRBFEIEBXLBIBES 2 Lz, MRIEFRENTONEN, ik 243 B

[ZHhifE3E L 1=,

22
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4-1 £EFIZEZRRE LE-MERBV)DEER

VI OFEIL., MEOKRKRMGHEBETHIRELRTLREZHRIE L -
[CHEWNT. ZLDEBEKRREZHEFLDOEBZRDI-, BFEOFEEFTHS
FEFHT,NEF. RERHZHES. MERRVRNSE 7 RCHiT X EIER
ELTAFEEINTVLIMIRZEDL) VN EREROAG LT, fANEHAEAD
BB~—h—31 VIEMHITIX CEA, SCC, CYFRAIZEBWTHEIEERT Z &M
SMIZE otz MREEBZRAL. CNOoDEFEALGFREAFLEDHEAETHET
ToR2EERMENTH, FEZH N BFERFOMILI-FERAFT.
hazard ratio A% 1.83 #:r L 1=,

REEDOBETIEH. VUNERE(LY)LLKHONEFEREFREFTHY . IKE
FEELTABLZRANETICETIN-HRELR 5N 5(10, 23), SEIOXRIE
Bllzxt LTITof Ly OB |IC & 5 EFRAENICHS L T(Fig. 11), HREAEH.
BRETIE LYy BEBEOFENERICENI EARINTH(p<0.0001), BT LK
BILVI ERFBELGEFZED oG 5 7=(p=0.065), Ff=. VI RU Ly D5 -
[EtEHAEHE - 4 BEOAFEETICE VL T(Fig. 12). MAFBEED F&IT.
VIFFF Ly BHEHE. ARFEEH AR L THERICFREFRTHLI LN
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TEh, B ERZRDOBERZF/-. LML, AAETIE Ly ZRAL T VI IZD
HEB LB Lz, £EFRVIREOSEEMTOMBRIZE T, Ly ([FHIZL
EFERAFELTRENT (p=0.28). A T. BEERKTULIXLEFFH@EICALS
NEEBZBY—H—DOEEEFCFRERAN., TEEFM TRIFERFELT
AfiShEM>zCEMD. SNOEFOHRTVIFEYBOFEEFTHAHA
RN RENEERDN S,

VI GEAFRIAREGHERAG, EREBORENZLZZALT A, £
DRFEBFBASNTEL, MEICEWVT., TOETELEBICHRFOMEEE
EHEET IHERHEOWR SN DIBRFHABEMMICHEEINLI LMD, MEEE
DEMRE L RROEEF THRIES NS AREENH S, Ff-. VI [CBERLEER
F & L T, fibroblast growth factor receptor 1 (FGFR1), S -catenin, vascular
endothelial growth factor (VEGF)Z M A ERE SN TLVH(24-26), RN DHIE
EFORRE, VIOREDOERZRNDIDLENHDEEZZ D,

BROTFRICEZDEEZHONITT S0, 2HlZz0RE LETREMER
EDEEDHFSZLEERMTHMMEL -, TOMIEFRENGEML o, K
RO RIAMIE 2001 FETHEH o> TS I &M D EFBRA LM o =T R
BREDHEIRBRENTVEVNLDEEZ D, FIZ, EGFR-TKI DHBRIZL S

MEBRAICHT 2FRAENHAFINLIN, SEFEALET—FX—XTIZ
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BEREFREOITOAT7FAIEREBEINTEoTHBITELGL >, SKREGT
EET—IDEBLRLEICHDEER D,

AMEISHEPNICEC T, VI FE#RVTOZRELREEICKR >z, =IRERTH
DREICELITFROBILZEET 5L, BRZHEIIMITHEMNICEZROBRZ
BSRW, LML, AHARICETEFROEZEFEARELEHBERTHY .. SE&E
RSB ZBRN LR LBHIREHAOAH ZHMET 5RFAZTTAREEIY A /T b
DHABERICLEDAREELH S, HMEMICIHDEFHIKZBEORAIEHAL LI
WIEBZBL HD, BRMERANLE-HARZSRITOL-HICE. ELORKP
FIEICHENICRBINIRERBELGEOHINVDEL LD EER D,

BRELRTFLREICEITD VIOREE, HRRGBRKREZHETAC, L7
RN LI VIEEORET. EHEORE SR L TEWSRATREINA,
RELRED VI OFERIZHT DEETY CEIXTEHEDN o1, Bodendorf &
Ruffini (&, IREORNOREBIZENTE. VI N FREBEBIT L EEZRLE:
(11,17) AMAEICENTH, RED VIDRER 451%(IIH LT, RELRED
AN B5.6%E/EIZVIZEDDILDD, VIDFEADEZEF. REOHMNER
[CEEZE5EZ TV,

Fl=. BREICE LT (Table 1), MENEREG & RREEBEREGIO. B
BADOFEEREZ LB Lz, BREETHICH T SMEERNEREIL., BRE 70.0%.
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RELRESSINERENERTHHE=N. BREEFGIZH T SMEERNEHIL,
IRJE 45.8%Ixt L. RELEREN 6250EEETHo =, LHML. BRIFETH
(p=0.49). BRAFH(p=0.34)ANDEELHIANLGEEEEZROT. BEE

ROFHITRBEGEH o1,

4-2 ZiEERREE

ZEMREOHBIREIEEIZZHREICEA. ELOERIIHEINATIL S,
2011 £, IASLC/ATS/ERC 3 Z22ARITH. HLWVREERSETIE, B
BEIRLEEECEEINEHEBICE O T, BRE, RER., ILER,
FEER, MUMELEREOS DOBRVEEBMEIIHEIN. ARARTEVINChLE
RICHEZL2ZE(CDOVWTEFHME L=, HLWLREDSFEIZENT, VI BM8RESH
HEHILREEICHEEINDS EER SN, FREEAIS)RUMAZEEMIA)
FSEIDREN BRI LT, BRIX. ERE. REE. BEETE VIOFEIC
LAOFREZRDHDILOD. REETEHTRINGM ST,

FEREEMMBNZREZETERYEZH S SREREZ T REAMEREIC
HWLWT27), EEEEOHEBER(ERE, REE. ;BEE)TEVIOFENKE
LAt denovo BAELEZ bNOEEBEMEDREETEZOEENREI SN
ENEAARTRENT, RFICKERERTHLSZ EBRHRD. VI IZEET 5 FERE
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FTHAHACLLZSEEBPTREINT-, REERELNDEZEERECEMLE
FMVIFEDTHEIEEAD.BHITERTELHVIRZAVLWTIAL TR
FRBNFEATEL NS, FHEROHBELEEREIFOERICKT 5 HIE%
E. BAMEERICOGNLARERZR IERTHIEEZADND,

—7. REBBREICE, VI LEICPRICEEEE5ZDBRNGEFAHDH L
NP EN D, Nakazato 5IE nuclear grade NFEREIFEICHSITEHFRICHFS
I 5 EEBRELNIZLT=(28), EE (nuclear atypia)(FHk & HBEZFREESE,
SELHEYENFHUENRRENTE Y., BHORICEET HHEORETH
5. RERL, MRBEREDLFORAMECESICHEL TRHEEICERES
NEMRESh, RERBREICEVTVI KVBALGFTRREF LGS AHEMENE
AEY (W

WUNELBER DAEFHRTITEFBDRONIZI=DITIIENTET. VI DE5Z

SEEICOVWTFHAANKZK>TLEST-, LML, MU/NELEERSEMEREE.

XY

REEBELRABRTFRETIREBESNTEY .. FEBEEMICZ VAEREN
ZLREOONHEVNSIFHHEF > TS (9). MEEL ) VNEFEZBRT HF
BAEGY., ZHORICHMEREICITEEREZZDHLIH) VAAEITERD L

NGEW, CORIBGHBENEVNVZET D VI & Ly D, HUNLEERIZE 1T HERER
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HEZMDOEZEEDL, 7 FERBROBHAL T INNIE, SHICEKRRNEEZ DN

éo

4-3 RERERT LRE

RELREICEVTIE, VI OFRESEFETICHASHLGEEZROAEMN ST,
LEEMRMOFER TIE VI O hazard ratio A% 1.09 T, I LI=FHEAFE L TR
Y. RELREICETE2FEADFEFXZ LV EAHLMICHE ST,

BRIED Ly B VI LRUVVEEZRO DS —A. RELREIZE VT LY & VIDHE
BEFEO oG >, EFEHHL Ly DEFEANDFEFZLULVREA. 2EE
BT CIENEFAEPICLYy ML LEFREAFELTRENLYDHRIE3.99 T
Hof-e INLDEEMND., RELRED) VNERREIX, VI LIFRLGLIEFE
TRALTWLAREMENEZ DN D, REEREIZES TH5M/NIAEBEREEHE.
RELEED) VINEEREREAAD interaction IZBHEYT 55 FEBOMEAM
WEEGDHERDND,

REBZWICHITHRBEND., BELUNRELREICEVLVTALVIZLIEL
FERET L e b, BHEOEZHETINERITER LREFAORKEZHNLE
BEFHALBAEZT LA, NEROLFITHL 1000pm ZH Y b4 T
E& L-#MICHRBEBAOHEE & OHEBNRE SNz, Macchiarini (&, I
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ERENBEMGZERERDIEEICE S EH|E L TH Y (30). 1000um LL LD
EREMRZ LVI L EE L CTERKBREZHEFEOBERZEZERE L= LVIFH
RfREBHIDREMEE. ThhHb, FNKICEREZEEZET SEHEDORERFRD
AlEHT ., ERMHREEDORVNEEN RSN, LVI &£ B ZERERFHIOFEEE
(X, FARIED LVI ARELFRLGDHEBEREME. RU. MREBEHPDORERERICHFS
LTWAHREMEEZ D, Fl-. LVI EEREREOHEEMEIL, EARMED LVI
NIEEEZRESEEREHALI-FREEZEZ S, —MRICHER CT (X, iTATIC
EREFREZRET DDICEL-RETHD AARS S, ME CT ITEWTHE
BRICERZRET HBE. LVIANFHEFEL TLT, BENTEREELAFET S

HIRELRYRHAREZTIIDEEZAOND,
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AHRT. VI D52 HEEE. RAMBRELRTELRETIIELG S Z LN
EMTEofz. RELREBELLERLT, REKXZTOHRETHS., EHRE. RE
B, ABEICEVWTVINFERAFTHAC EABHALA EL oA, RERRE
[CEVWTRERENGEN o=, REERER. TOHEBEBARNENLEFREF
TH-ot=

RELRZIZCEITD VIFFREFTHAS Z EFRSNGMN A, LVI BNZE
AEREDOHKERCES L., EREBICHFET S LEZHLMIT LT

EIXZHRIEICEH. BAOMBBEZEY IEHELADH D, TNOD VIDTE
~DEHEEZERT S LT, BYLGHERAREZERT IEOFENLGRAFERY
JdEEA DNz, SEIIRWLRKIIZEH LT, VI & optional descriptor A 5 fwHA
REICEETIEFELTRYLEIFEIRELEZ D, SENRE LI-EHD,
TRIBFREARID VI DEH 5 £ HFMHEHT TR (Fig. 13), | HITIE VI D5 - M EER
[CHEZEZROEN. WL ETEROGEN o1, SHHIDER®L. LHEHRTO
EGIDREICLHFTMENEEL N EER D,

ARRTE, MEOENGTHEBETHIBRBELVICERFELREZNRE L
M, SEIE, OBBREICEZ S VI OFZEDRE®., SERERVEDYZEFLT:
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BREICEWTZDEERERES VIOREDA DA LESERALSMICLTNE

=Ly,
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Fig. 1 Pathologic findings of vascular invasion (VI) in (a) adenocarcinoma and
(b) squamous cell carcinoma of the lung as revealed by Elastica van Gieson
staining(EVG staining) (% 10), and (c) invasion of large vessels (LV) by
squamous cell carcinoma (EVG staining, x2.5). And Pathologic findings of
lymphatic permeation in (d) adenocarcinoma and (e) squamous cell carcinoma

of the lung revealed by D2-40 by immunehistochemistory (x10). Each black bar
is 500 pm.



Fig. 2 Pathologic findings of invasive adenocarcinoma, predominant of (a)
lepidic, (b) acinar, (c) solid, (d) papillary and (e) micropapillary are shown by
hematoxylin-eosin steain(H & E staining) (X 10)
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Fig.3 Disease-free survival curves for patients with and without vascular
invasion. (a) Total cases (336 cases), (b) adenocarcinoma (255 cases), and
(c) squamous cell carcinoma (81 cases). The significance of differences
between survival curves was assessed by the log-rank test.



Fig. 4

n=253
without micropapillary (n=2)
1.0 mi
94 Lepidic 5y DFS 83.3%, (n=114)
8
7

'y k;,,__»ﬂv Solid (p<0.0001) 5Y DFS 55.9%, (n=43)

R LL

Papillary (p<0.0001)
4 5Y DFS 33.4%, (n=44)
3 ' ' '
2 Acinar (p=0.0006)

5Y DFS 27.2%, (n=52)

0 1000 2000 3000 4000

Fig.4 Disease-free survival curves for patients by each four specific
adenocarcinoma subtypes. For lepidic subtype, solid (p<0.0001), papillary
(p<0.0001) and acinar (p=0.0006) subtype had a poor prognosis. The
significance of differences between survival curves was assessed by the
log-rank test.
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Fig.5 Differences between the survival curves for VI-positive and -negative cases
are shown for (a) lepidic predominant subtype, (b) acinar predominant subtype, (c)
papillary predominant subtype, and (d) solid predominant subtype. The
significance of differences between survival curves was assessed by the log-rank
test.
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Fig. 6 Disease-free survival curves for (a) patients with small vascular
invasion(SVI) and large vascular invasion(LVI) with vascular invasion(45
cases), (b) patients with LVI and non-LVI, (c) patients with and without cavity
formation(CAV) in squamous cell carcinoma. The significance of differences

between survival curves was assessed by the log-rank test.



Fig. 7 A representative case of squamous cell carcinoma showing large vascular
invasion (LVI). Case 1. (a) Chest computed tomography, (b) cut surface of the
tumor, (c) microscopic findings in the cavity wall (H and E staining, x4), and (d)
LVI (>1000um in diameter) found in this tumor (EVG staining, x2.5). Each black
bar is 1000 pm.



Fig. 8 Case 2. (a) Chest computed tomography, (b) cut surface of the tumor,
(c) microscopic findings in the cavity wall (H and E staining, x4), and (d) LVI
(>1000pm in diameter) found in this tumor (EVG staining, x2.5). Each black
bar is 1000 pm.



Fig. 9 Case 3 without cavity formation in invasive adenocarcinoma
with LVI. (a) Chest computed tomography, (b) cut surface of the tumor,
and (c) invasion of a large vessel (>1000um in diameter) found in this
tumor (EVG staining, x2.5). black bar is 1000 ym.



Fig. 10 Case 4 with cavity formation in invasive adenocarcinoma without LVI.
(a) Chest computed tomography, (b) cut surface of the tumor, (c) microscopic
findings in the cavity wall (H and E staining, x4), (d) small VI (<1000um in
diameter) found in this tumor (EVG staining, x10), and (e) presence of arterial
thrombus. Each black bar is 500 pm.
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Fig. 11 Disease-free survival curves for patients with and without lymphatic
permeation. (a) Total cases (336 cases), (b) adenocarcinoma (255 cases), and (c)
squamous cell carcinoma (81 cases). The significance of differences between
survival curves was assessed by the log-rank test.
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Fig. 12 Disease-free survival curves for patients by each combination of vascular
invasion(v) and lymphatic permeation(ly). For v(+) ly(+), v(+) ly(-) (p<0.0001), v(-)
ly(+) (p<0.0001), v(-) ly(-) (p<0.0001) had a good prognosis. The significance of
differences between survival curves was assessed by the log-rank test.
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Fig.13 Differences between the survival curves for VI-positive and -negative cases
are shown for pathological stage (a) IA, (b) IB, (c) llIA, (d) IB and (e) IlIA. The
significance of differences between survival curves was assessed by the log-rank

test.




Table 1. Clinicopathological characteristics of all patients (n=336) %I & %iE I o) & PR iR B 2 A0 45 #85 (£ 336 41)

All cases Ad Sq
n=336 n=255 n=81
Age 69.01+9.9 67.6+10.3 73.4+7.0
Sex (male / female) 225/111 153/102 7219
Tumor Size (Av.tS.D.) 28.0+14.1 26.0+12.6 34.1+16.6
Primary Site (left / right) 146/ 190 102 /153 44137
Surgical Procedure (par / seg / lob / pn) 30/30/27412 23/23/2071/2 7/7/6710
Pathological stage (IA/1B/1IA/1IB/ 1A/ IIB /1V) 131/86/32/30/47/1218 106/60/25/16/39/1/8 25/26/7/14/8/1/0
Pathological T (1a/1b/2a/2b/3/4) 87/55/132/14/46/2 75/40/98/9/31/2 12/15/34/5/15/0
Pathological N (0/1/2/3) 254 /3714411 189/29/371/0 65/8/7/1
Presence of distant metastasis (%) 16 (4.8%) 10 (3.9%) 6 (7.4%)
Pleural invasion (0/1/2/3) 211/75/24 126 164/57/20/ 14 4711814112
Presence of vascular invasion (%) 160 (47.6%) 115 (45.1%) 45 (55.6%)
Presence of lymphatic permeation (%) 145 (43.2%) 114 (44.7%) 31 (38.3%)
Recurrence of cancer (%) 87 (25.9%) 67 (26.3%) 20 (24.6%)
Alive 32 24 8
Surgical margin 1(3.1%) 1 (4.2%)
Intra thoracic 8 (25.0%) 6 (25.0%) 2 (25.0%)
Pulmonary metastasis 7 (21.9%) 4 (16.7%) 3 (37.5%)
Distant metastasis 9 (31.3%) 8 (33.3%) 1(12.5%)
Unknown 7 5 2
VI positive 24 (75.0%) 18 (75.0%) 6 (75.0%)
Death 55 43 12
Intra thoracic 37 (67.3%) 30 (69.8%) 7 (58.3%)
Distant metastasis 18 (32.7%) 13 (30.2%) 5 (41.7%)
VI positive 40 (72.7%) 32 (74.4%) 8 (66.7%)
Cause of death 82 (24.4%) 59 (23.1%) 23 (28.4%)
Lung cancer 53 43 10
Other 27 16 11
Unknown 2 0 2

par, partial resection; seg, segmentectomy; lob, lobectomy; pn, pneumonectomy;
Ad, adenocarcinoma; Sq, squamous cell carcinoma

The italics letter showed a breakdown.



Table 2. FHEREDH 5338 (IASLC/ATS/ERS, 2011)

HLREMRE Preinvasive lesion
EERERE R AAH (atypical adematous hyperplasia)
Lt FERIRE (ScmLLT) AIS (adenocarcinoma in situ)

WM iREE Beml T, REEASMMELT) Minimally invasive adenocarcinoma (MIA)

IR Invasive adenocarcinoma
ERBEAMN (ZEIBASMMLLL) Lepidic predominant
IREBEEEL Acinar predominant
FLEERMB AL Papillary predominant
M/NELEER B L Micropapillary predominant
FERBEN Solid predominant
T D= EE
=i AR E A R Invasive mucinous adenocarcinoma

it




Table 3. Univariate analysis between VI negative and VI positive in all 336cases £fEHIEZEERT

VI negative VI positive p
n=176 n=160
Age (Av.xS.D.) 69.0+£9.7 69.7+£9.9 0.18
Tumor Size (Av.£S.D.) 24.9+12.6 31.4+14.9 0.0001*
Pathological stage (IA/IB/1IA/ 1B /1A /1NIB /1V) 99/39/8/12/14/2/2 31/47/24/18/33/0/6 0.0001*
Pathological T (1a/1b/2a/2b/3/4) 64/39/48/5/18/1 22/16/84/9/28/1 0.0001*
Pathological N (0/1/2/3) 152/9/141/1 102/28/30/0 0.0001*
Presence of distant metastasis (%) 4 (2.3%) 12 (7.5%) 0.022*
Pleural invasion (0/1/2/3) 142/19/91/6 69/56/15/20 0.0001*
Presence of lymphatic permeation (%) 42 (23.9%) 103 (64.4%) 0.0001*
CEA (Av.£S.D.) ng/ml 6.3t17.2 18.0+88.0 0.0001*
SLX (Av.£S.D.) ng/ml 24.5+20.1 26.2+14.5 0.062
SCC (Av.xS.D.) ng/ml 1.2+£1.0 2.7+11.2 0.0001*
CYFRA (Av.£S.D.) ng/ml 1.7£1.9 3.3+10.2 0.001*
NSE (Av.£S.D.) ng/ml 8.7+£3.7 8.915.6 0.92
ProGRP (Av.+S.D.) ng/ml 23.3+4.8 26.2+17.1 0.25

VI, vascular invasion



Table 4. Multivariate prognostic analysis for cancer free survival £EHSEERT

Variable Hazard ratio (95% CI) p value
Histological subtype (sq vs ad) 0.68 (0.35-1.30) 0.25
Tumor size (30mm< vs 30mm>=) 1.1 (0.64-1.90) 0.72
Pathological T (1 vs 2>=) 1.26 (0.90-1.78) 0.18
Pathological N (negative vs positive) 1.98* (1.11-3.51) 0.020*
Pathological stage (I vs 1I>=) 1.02 (0.64-1.60) 0.95
Vascular invasion (negative vs positive) 1.83* (1.07-3.14) 0.028*
Lymphatic permeation(negative vs positive) 1.37 (0.77-2.44) 0.28
Pleural invasion (0 vs 1>=) 1.00 (0.76-1.32) 0.99
CEA (9ng/ml< vs 9ng/mli>=) 1.23 (0.70-2.16) 0.47
SCC (1.7ng/ml< vs 1.7ng/ml>=) 1.25 (0.70-2.24) 0.46
CYFRA (3.0ng/ml< vs 3.0ng/mi>=) 1.09 (0.56-2.13) 0.80
Post operative adjuvant chemotherapy 1.78 (0.84-3.77) 0.13
solid predominant invasive adenocarcinoma or not 2.33* (1.24-4.41) 0.0090*

Sq, squamous cell carcinoma; Ad, adenocarcinoma; Cl, confidence interval



Table 5. Univariate analysis between VI negative and VI positive in 255 cases of invasive adenocarcinoma

BRIEEE B ARAT

Age (Av.£S.D.)
Tumor Size (Av.£S.D.)

Pathological stage (IA/1B/HA /1B /1A /B /1V)
Pathological T (1a/1b/2a/2b/3/4)
Pathological N (0/1/2/3)

Presence of distant metastasis (%)

Pleural invasion (0/1/2/3)

Presence of lymphatic permeation (%)

Predominant (lepi / aci/ sol / pap / micropap)

CEA (Av.xS.D.)
SLX (Av.xS.D.)
SCC (Av.zS.D.)
CYFRA (Av.£S.D.))
NSE (Av.£S.D.)
ProGRP (Av.+S.D.)

VI negative
n=140

68.4+10.1
23.2+11.0

83/30/7/18/9/1/2
58/29/36/3/13/1

122/9/9/0
2 (1.4%)
114/15/8/3
31 (22.1%)

89/16/14/20/1

6.4+19.0
25.0+21.9
1.0+0.54
1.3+0.75
8.5+3.6
23.0+£9.5

VI positive
n=115

68.0+10.3
28.8+10.4

23/30/18/8/30/0/6
17/11/62/6/18/1

67/20/28/0
8 (7.0%)
50/42/12/11
81 (70.4%)

25/27/38/24/1

22.0+104
26.9+16.4
1.2+0.30
1.9+1.9
8.2+2.9
24.8+10.5

0.74
0.0001*

0.0001*
0.0001*
0.0001*
0.024*
0.0001*
0.0001*

0.0001*

0.0001*
0.076
0.001*
0.018*
0.98
0.26

VI, vascular invasion; lepi, lepidic; aci, acinar; sol, solid; pap, papillary; micropap, micropapillary



Table 6. Multivariate prognostic analysis of invasive adenocarcinoma RiEZ ZEEfEHT

Variable Hazard ratio (95% CI) p value
Pathological T (1 vs 2>=) 1.14 (0.79-1.14) 0.48
Pathological N (negative vs positive) 1.12 (0.62-1.12) 0.71
Pathological stage (I vs 1I>=) 1.53 (0.98-1.53) 0.062
solid predominant invasive adenocarcinoma or not 2.13* (1.12-4.06) 0.021*
Vascular invasion (negative vs positive) 2.40* (1.17-4.93) 0.017*
Lymphatic permeation(negative vs positive) 1.21 (0.58-2.54) 0.61
Pleural invasion (0 vs 1>=) 1.00 (0.72-1.40) 0.99
CEA (9ng/ml< vs 9ng/mli>=) 1.28 (0.66-2.51) 0.47
SCC (1.7ng/mi< vs 1.7ng/ml>=) 1.67 (0.79-3.55) 0.18
CYFRA (3.0ng/ml< vs 3.0ng/ml>=) 1.28 (0.55-3.02) 0.57

Cl, confidence interval



Table 7. Univariate analysis between VI negative and VI positive in 81 cases of squamous cell

carcinoma BRI LREEEEREN

VI negative VI positive p
n=36 n=45
Age (Av.xS.D.) 71.846.7 74.61£7.1 0.089
Tumor Size (Av.xS.D.) 29.4+13.3 37.8£18.1 0.040*
Pathological stage (IA/1B/1IA/1IB/1IA /11IB) 16/9/1/4/5/1 9/17/6/10/3/0 0.048*
Pathological T (1a/1b/2a/2b/ 3) 7/10/12/21/5 5/5/22/3/10 0.21
Pathological N (0/1/2/3) 30/0/5/1 35/8/2/0 0.020*
Presence of distant metastasis (%) 2 (5.6%) 4 (8.9%) 0.57
Pleural invasion (0/1/2/3) 28/4/11/3 19/14/3/9 0.015*
Presence of lymphatic permeation (%) 11 (30.6%) 20 (44.4%) 0.20

VI: vascular invasion



Table 8. Multivariate prognostic analysis of squamus cell carcinoma

RELRESZEERN
Variable Hazard ratio (95% CI) p value

Pathological T (1 vs 2>=) 1.26 (0.16-9.82) 0.82

Tumor size (30mm< vs 30mm>=) 1.72 (0.36-8.33) 0.50
Pathological N (negative vs positive) 9.09* (1.24-66.3) 0.03*
Pathological stage (I vs 1I>=) 0.47 (0.07-3.00) 0.42
Vascular invasion (negative vs positive) 1.09 (0.28-4.21) 0.90
Lymphatic permeation(negative vs positive) 3.99* (1.06-15.0) 0.04*
Pleural invasion (0 vs 1>=) 1.63 (0.33-7.97) 0.55

CEA (9ng/ml< vs 9ng/mli>=) 2.95 (0.46-18.9) 0.25

SCC (1.7ng/mi< vs 1.7ng/ml>=) 1.13 (0.31-4.14) 0.86
CYFRA (3.0ng/ml< vs 3.0ng/mi>=) 0.97 (0.25-3.78) 0.97

Cl, confidence interval



Table 9. Univariate analysis between squamous cell carcinoma cases with SVI and those

with LVI (n=45) @EMERICES<ER

SVI group LVI group p
n=24 n=21
Age (Av.zS.D.) 74.0£8.0 75.0£6.0 0.53
Tumor Size (Av.x£S.D.) 34.3+16.0 41.7+20.0 0.24
Pathological stage (IA/IB /1A /1B / llIA) 5/9/5/4/1 4/8/1/6/2 0.50
Pathological T (1a/1b/2a/2b/3) 2/147112/11/5 3/1/10/2/5 0.68
Pathological N (0/ 1/ 2) 19/4/1 16/4/1 0.97
Presence of distant metastasis (%) 0 (0%) 4 (19.0%) 0.025*
Pleural invasion (0/1/2/3) 11/8/1/4 8/6/215 0.80
Presence of lymphatic permeation (%) 11 (45.8%) 9 (42.9%) 0.84
Presence of cavity formation (%) 4 (16.7%) 14 (66.7%) 0.001*

SVI, small vascular invasion; LVI, large vascular invasion



Table 10. Univariate analysis between squamous cell carcinoma cases with non-LVI and
those with LVI (n=81) R MEREICE DB

non-LVI group LVI group p
n=60 n=21
Age (Av.zS.D.) 72.7£7.2 75.216.0 0.12
Tumor Size (Av.x£S.D.) 31.4+14.5 41.7+20.0 0.041*
Pathological stage (IA/IB/IIA/UB /A 21/18/6/8/6/1 4/8/1/6/2/0 0.48
Pathological T (1a/1b/2a/2b/3) 8/14/25/3/10 3/1/10/2/5 0.40
Pathological N (0/1/2/3) 49/4/6/1 16/4/1/0 0.35
Presence of distant metastasis (%) 2 (3.3%) 4 (19.0%) 0.025*
Pleural invasion (0/1/2/3) 39/12/217 8/6/215 0.16
Presence of lymphatic permeation (%) 22 (36.7%) 9 (42.9%) 0.62
Presence of cavity formation (%) 18 (30.0%) 14 (66.7%) 0.003*

SVI, small vascular invasion; LVI, large vascular invasion



Table 11. Univariate analysis between cases with cavity formation and without cavity formation

(n=81)  ZEAMHLIZHE B LT-f&#H

Tumor Size (Av.£S.D.)

Pathological stage (IA/ 1B/ 1A /1B / HIA/ 11IB)

Pathological T (1a/1b/2a/2b/ 3)
Pathological N (0/1/2/3)

Presence of distant metastasis (%)
Pleural invasion (0/1/2/3)
Presence of lymphatic permeation (%)

Presence of small VI
Presence of Large VI

Cavity formation

negative
n=49

31.0+15.6

18/13/6/9/2/1
8/13/16/2/11
42141211

3 (6.1%)

28/10/31/8

21 (42.9%)

27 (55.1%)
7 (14.3%)

positive
n=32

38.4+17.4

7/13/1/5/6/0
4/3/18/3/4
23/4/51/0

3 (9.4%)

19/8/1/4

10 (31.3%)

18 (56.3%)
14 (43.8%)

0.053

0.094
0.13
0.22

0.59
0.86
0.29

0.92
0.0030*

VI, vascular invasion



