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SRAETLESLME HI05% $4%5 551-568 (199) 551

i F R DM AT LFERIEC B1F % Fas HURFEBL &
7R — v AFRBIUCET % SRR LRI R

—CAS 200 & & % fi#E#r—

HSRKFEFPEFRABEE—HE (EF  BIETER
X B - @

EEMROMALEREC L - T, MRED v 7+ 1 DZFEETH S Fas fiRA, BHRTHFB IR TR ES 2%
Bt L, R F 0 Fas SRS, ML EEEORBEDROBER IUTHRHUERT LD 2 550 E 5 POV TRE
Liz. S8, RATOMITLEREETH 5 K TBIRASEFE A (bronchial arterial infusion therapy, BAI) #1086, #ial
£ B (k28 (induction therapy, IT) B406, B X O ETAERBRBETHIOH218TH -, #l Fas £/ 7 v —F L% H
WO bR D Iy R L Rt L, Fas IERB L LT OHA, TLT, 7H b — Y ARBRIZOWTHKR
HWEMIC A Y LBRE Lz, Fas SIERBEOHER I, TOREOABEREORELXEENWCRAR T 5EGMITEE
(cell analysis systems, CAS) 200 R\ ic. HIROMIREFHREEME (cytoplasm average optical density, CYTOAD) %K
EBEYACTERMCNEL, M7 L. Fas FIERBERIMATERBE T34 46.3%) Th-Dwex L, BAI #6141
(61.1%), IT 286 (70.0%) &, AL FBERNEBERCEBETH -7 (p<0.05). Fas RO CYTOAD %, #F5iMEs#EE
0.259-0.051, BAI % 0.280+0.059, IT # 0.300+0.052 &, FEWMALZREN CRMELR Lz (p<0.01). BAI Fiek\T
i, HIEFIO® 5 IEFFNC HF L C Fas FURSEREAE e A %E/R L. CYTOAD Th, 1 #IFE 0.251+0.042, 2 &k
IOV K B 0.29640.056, 4 FIBE 0.304+£0.073 &, £FGHRAPF CHAEBECEMETR L (p<0.05). IT #Tik, B5EEC LA
LT Fas HiERBAENERE D, CYTOAD 2EE & /e AEAE RO, BEEXh - o, WAL FRER (BAI F&
IT %) © Fas HRBHEAOLEERIBEM L D ABECTENRIFTH -7 (p<0.01). MHBEFI<Tk, BAI BORVLEEOD
Fas #UEBMEGOEFRITEGEFMCHSNTEHECFERRIFTH - 2 (p<0.05). TOMOMMEE T Fas FIRBMES & BY
BloEFRICHZZITI -, 1T BOBAKEN T, 4FERCHFEEXRr -, R, BAI B, IT L b
Fas HEMSMW G & BUAIOAEFRIC L QICEEZReh 1. BAIED Y v SEilEB YD Fas FURBM O, BYES &
BDEFBIFENBITFCH -7 (p<0.05). IT BV v HEBEYED Fas HURBHAIZATERCAREZER b - 1edy, THER
FoOERmE R, N2 I HIRED IT 12 X 27 EE (down stage) O 8 flid, FHHTRED2UH & KN THRICTFRAR
FTH D (p<0.05), Fas HIERBI%EY 875% L&A= Lz, BAI # L IT BoASMAMEYRad s HE Rk, EE
DEETERE & % O BN Fas HIEBYE QLM Lo S £ 8 A Hh, BOKH {LoBRME(L (apoptotic body) D7 # b —
ABRED BT, LLORRS S, SR SC X - C, Bcito v 7+ OFHETH S Fas HUESEBL, B
BO—EIET B — v ARFBIN EHEI NI, Lich - T, YR ENC I % Fas FURFRB O BRI OM iy
WHEOHRHEDORVIEE LD L Bbhi.

Key words apoptosis, Fas antigen, lung cancer, induction therapy, immunohistochemical
staining

EFEBIME R B 5 IR, TEUkRIch-CdE
DHEFENRFL, THERROEBTHS. Mk, téxRR
BETh, BB (f, M, 875 &) K iR B
Abh, ThAXEFHOTFRERESEETHIERD—D &
Ieo T A, HEFROFHYHET DD, [BEEOME
RO S h T e WIFBTNIC L EREE 1T » T BB B2 4
B35 LA, BEsofmRit v, FREREC X 20k
DEAMEFE L, MBHEOoBRRELET IS L2 AMNE

AL 8 4F 6 H26H XA, Pk 8 4F 8 A30H ZH

L2 fh B b8 (induction therapy, IT) Wii#sin i HhT
Wh.

—7J5, BIEMRENF (proliferating cell nuclear antigen,
PCNA) % pb3 s &0, [EEHAEEEE TE RO FE
RFCEL B> TWBZ ERELNC - T BY. Ficil
AP BT R b — v A% FET HHIRIERE (Fas FURE LT
Fas V# v F) RBTaHENLY, HIERACRMBIC X 2/
BEECT AL —vARBEETAZEAHBL, Bk Tofk

Abbreviations : ABC, avidin-biotinylated peroxidase complex ; BAI, bronchial arterial infusion therapy; CAS,
cell analysis system; CDDP, cis-diamminedichloroplatinum ; CT, computed tomography; CTL, ‘cytotoxic T
lymphocyte ; CYTOAD, cytoplasm average optical density ; DAB, 3,3-diaminobenzidine tetrahydrochloride ; IT,
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FRESCHHABRETOT R — v AWBREE IR TS,

AP T, FiEFEROMILESsRc Lo, Moy v
FNDREETHD Fas UESBHRTHELEIh TV 50H0
RBE L, 512, Fas HREH S LEEEOREEHE
DR, T LTCTFERREATEARD 3 e a2 TFEdy
RV, BRRRBERNC E#RE L.

ST, fEROXFEME OLE) TORE T, fSERIT
FREORYE, BRI UORAHBEOCHECHELEDEENA
BREERARD »1n, FUROEBERCDBE % EBWICHET
FETC BB ARATEEE (cell analysis systems, CAS) 200 % 9,
PR O RERE 5 ZEONCERE L.

HEBLUFE

. %

197548 1 BH> 19944127 ¥ TO20EMIC SR K EE 5
—WBEHE TR S A RRMIED 5 B, W8 & O
FEERE, FHEOFMUETH /215805 K& & L. 4E
RO ZOMAEIGERIEFIOTH, HTA1RE BRI SEHI: AR
& (bronchial arterial infusion, BAI) % {545 L 710841, % L0
IT % 1T L7401 D 3 iR 51 TRE Liz.

ChL 3HOEKNEERTEE LR LE. BT, B
HITAH, RHALBITH D, ERFITIT, 16~864F, Fib6l.2+
9.7% T, 60X AT OFEHZSH, 61T LU LOZHEL204C
B ot REMBMSETIZ, BRES3SI, BF L1066, X
FIRIE1561, MBI CH - . WS E 3, 1153
B, THA2160, W ARATAGI, T BHA3SHI, VHA29BICH -7 (8

=2

RAYBR, IS BRI b B RS A TR - 70). ey
XA S X O° BAL BRI LRE 2048 (pathological-
TNM, pTNM) &M\, 1T BECRLERER O 5Kt 45
(cTNM) & pTNM o CRE L7 (3 1).

IT REw N2 I MBI R LCifT L. BOZNILa
Z. MR THEBWETV, BEGRZEC IR XEEes
TV 2 — X — KB (computed tomography, CT) T
fTote. BOICHEREY v ~SEA% D N2 61 (CT &h
B lem LLE2 Vv, 1 v-L7e 488 1.5em) I8 LTIl
REI CEBBENTh 220 L.

I. % %

1. Fas USR5 ity et

PRI 05 7 4 VEBEIhBEEIR TV S L ORHAL
T X574 vERT Ry 2 BRSO & F O DR E
WU, EBMY v EHi0BHIL, IT #0 HE RECEROE
AR Lo AR e, RT 7 4 A E NS
RAREEBME Y vt fid dum OB I CHYL, ok
0.02% A Y-L-V 2 v (poly-L-lysin) B4 LIz A5 1 Flickts
8, 100% > vy (R, KR <590, 3SEOR S
7 4 VT o etk 100%, 90%, 80%, T0% D= F 47 h -1
(Fdt) & HMBIAL, ¥ vEREH 2K (phosphate-
buffered saline, PBS) (pH 7.2) T 5 £ Rl¥e#k L. TOH154H
MIZIRIC T 0.3% @ LAREK THEME <L+ v X —
Elfk. 21, 5ml © PBS WE%E ¥ +¥mE (MBL, 4%
B) 2WEkmt, I<EBRLIT e v I/BEERL, 2040
7w yF v L, PBS T5 4% L.

Table 1. Correlation between clinicopathological factors and each therapeutic group

Clinicopathological No. of No. of patients with
factors patients Surgery alone BAI IT
Sex
Male 174 48 92 34
Female 41 19 16 6
Age (yrs)
<60 95 22 56 17
=61 120 45 52 23
Histology
Adenoca. 83 30 39 14
Epidermoid ca. 106 27 62 17
Large cell ca. 15 8 5 2
Small cell ca. 11 2 2 7
Stage”
1 53 25 25 3
I 21 10 11
mA 74 10 43 21
IB 38 12 15 1
v 29 10 14 5

BALI, bronchial arterial infusion therapy ; IT, induction therapy ; adenoca., adenocarcinoma ; epidermoid
ca., epidermoid carcinoma ; large cell ca., large cell carcinoma ; small cell ca., small cell carcinoma.

a) Stages of surgery alone and BAI groups were classified postoperatively according to the general rule
for clinical and pathological record of lung cancer (the Japan Lung Cancer Society), and Stage of IT group

was classified before IT.

induction therapy ; MMC, mitomycin C; PBS, phosphate-buffered saline; pTNM, pathological TNM; TNF,
tumor necrosis factor; 343, 3HEAFIR,; 54AR, SEEFE; 1043, 10EEFR: S, Y rmmses




— K hIZH Fas £/ 7 v —F L Hi 4k (clone UB2, 1gG,
1mg/ml, 1004/234 %) (MBL) % B\, PBS THO£IZ# R
L, 4 CT—HEIGE®7. HivT, PBSET5 4/, 3E%E
Wik, —wk¥itk [ 5ml © PBS IE# v ¥ (MBL) 2%
mx LS BBRL, EbhErFVvERB~Y R 1gC HiE
(MBL) 2 #§% hnx B L ZAMBBEEER L] AW,
FECTHHEE S . PBS T 54, 3EEEHE, 7
vov—EiF vkt Fy x - FEAE (avidin-biotinyla-

Fig. 1. Analysis of images of immunohistochemical staining
using two-color system of CAS 200. (A) Fallen into lumen
of cancer cell lesions, fragmentation of nuclei was noted,
while cell membranes were well -preserved. Fas antigen-
positive cells having cytoplasm densely immunostained
with DAB by anti-Fas monoclonal antibody were noted
(arrow). (B) Of the cell measurement program of CAS
200, “object with dual threshold two wavelengths” for
analysis of immunostaining of cyoplasm antigen was
selected, and the image was processed by two-color
system. Compared with the same cell in light microscopic
image (x400), CYTOAD of Fas antigen within the range
enclosed by red lines was determined.

ted peroxidase complex, ABC) ¥ [5ml @ PBS ¥+ v
E#- ey F—EBIU7EYY (MBL) ¥ FhFh 218
TOMEL, $BHL, FRTOHSEHE LIER L] A
TEBICTX5MRIGE iz, PBS TS 4/, 3 HEESE,
pusEEe 3,3-2o7 3 J R v v - 4HCl (3,3'-diaminobenzidine
tetrahydrochloride, DAB - 4HCl) (MBL) CH5k ot — R THEIR
REAHERELENASH 5 SErbI00HEBRCTREHEBE S,
HEKTILKEL., =4 ¥ — -~ bFv ) v (&R
R BRbP R R ESER) W TRIHERIG S
BRRERIT 7. BB 0%, 80%, 90%, 100% =F17 A
I—ATHAKL, 100% > vvickb, 550, 3EOER
Tl

3. Fas IRFBHOKH

R E I N KEERAFER®TL, #°-2F 2
THEEL, —HEFHERT L CTERLZERH» 5P0% XHE
THE L. Fas SIRERMICR T, BHREROBEEN
F AR 2 LB DAB TREIh-MREY BE
TE. SERAERUEAREERERAL, DAB It LTH
BRTHBI LR L. Fas IEBHT7 R —v RACkE-
oY e X FA—EAY HE e L, HBECTHERIEL

4. CAS 200 & & % Sheffl i Lo g fo O Z B AR

CAS 200 (Becton-Dickinson, New Jersey, U.S.A.) iX, XBED
REEKOEGY 2 v —2 —CROAR, EHELEL, #
IR E BB L TOMC BB ERNT — X 2 ELD
HITEGETEE TS D, 40, EEFIMFRALLT 77 413
MR 7 = 7' F & (cell measurement program) D5, #l
MEAREORBEREOHSIEHTH 2EERAKEERNZ
(object with dual threshold two wavelengths) Z:#A 72¥. #1
Fas €/ 7 v — 3 A% - e RERABRILERED RARE
10D & LTI L, £ E Lz, DAB THE 2 ¥
FEHE O OD 1 500nm OFERTREL, £LT<A V-
T b FE VY VI o THREIRKIT 620nm O ETHE
32260 (2FHE) Bt A5 4 (two-color system) TTT o
O 1). BERAOMENED DAB OFHRAEE
(cytoplasm average optical density, CYTOAD) *{lIE 3 5§,
HEBMED ) A EZRXEDNT, BXRFRLEELKD. 2F
H, —EETH A Fas =/ 7 v —F itk iz fe Bt
STH (negative control) B HICHE o Tz WO FAE
B4 0HE LTS, DAB CRELLERYN 554, OD JIE

Table 2. Infused drugs selected for histological classification of lung cancer in each period

Before 1975 1975~1982 Since 1983
Histology

Single drug Two drug and Three drug Three drug plus OK432
Epidermoid ca. CQ CQ+MMC (+ACNU) ACNU+CQ+MMC+0K432
Adenoca. and MMC ADM+MMC (+ACNU) ACNU+ADM +MMC+0K432
small cell ca. ‘
Large cell ca. MMC ADM+CQ (+ACNU) ACNU+ADM +CQ+ 0K432

Epidermoid ca., epidermoid carcinoma ; adenoca., adenocarcinoma ; small cell ca., small cell carcinoma ; large cell
ca., large cell carcinoma ; CQ, carboquone ; MMC, mitomycin C ; ADM, doxorubicin ; ACNU, nimustine.



554 &

W2, WEH20ENRBD, HEEREO O AL I EFTHRETIZ L
BHETHD. TOLDERET -2 0FREMLIT LD, Bl
R & R OEHT6MED Fas HiE o CYTOAD #HlE
L, 05D CYTOAD @b » b - A 7{H%0.200& Fb 7299,
Lichi> CHREMRO Fas SUREM OB EOHEL, CYTOAD
0.200 %i5% Fas iKY, CYTOAD 0.200 LA b#% Fas i
BEHE &l Ltz Fas i DS 125 — + @ CYTOAD
13, Fas HUEB%#MII0E~15@D & « D CYTOAD %z
L, =OFSEYy R (K 2A, B).

5. BAI OFtk & HEALEH ORI

TR, KERBEIIRAS Seldinger 5" W& TR T S
T-TAEBAL, BHT TEELHIRCERALT, R
1~2ml OMBEHEYEALCTREORBENE THH 2 &%

12 Al

Cell count

[ — T

CYTOA

<

0. 020
0. 040

S o© o o oS o o
S B S o o
S & =2 9 LE
= S o

0. 140 E
0. 220

B

Wi, FOH, 20ml DABEMEEKCHER L HIBR LR
WHE»TT@ - DEATS. BAIRTHEY, B¥A
I~2ml ZHEA LT, KEZBIRMICH 77— 7 L MR EE L
TWhZ L RER L. BAL OFEASEANIEGR I HisH
OREFERRL, FERINCEHLZERLTHALE. Tib
HI9THERIL L #l, 754N H82E DRI 2 #l (38 & UV 3 &),
83FE M bk, 3 F OK432 (FRAMEEE, B 28R T5 4 H L
L7 (EE2).

6. IT DOBEIRK

IT OBEEFZ, TABCH LTI, Y275+
(cis-diamminedichloroplatinum, CDDP) (7 A F L+ = ¥ —
X AzZA47, BX) 80mg/m?, ¥vF v (vindesine, VDS)
(¥, KR 3mg/m*, =4 } =4 v (mitomycine C,

¥
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Fig. 2. Histogram of CYTOAD of negative control and Fas antigen-positive preparation. (A) To increase objective accuracy of
quantitative data, CYTOAD of Fas sntigen was determined in negative control and standard reference negative cells (76 cells

in all), and the cut off point was defined as 0.200 (arrow).

To determine presence or absence of Fas antigen-positive cancer

cells, CYTOAD of less then 0.200 was regarded as negative, and CYTOAD of 0.200 or’ more was regarded as positive. (B)
Average value of CYTOAD of Fas antigen-positive preparation was determined by cell count of 10 to 15 Fas antigen-positive

. cells and by determining CYTOAD of each cell.
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MMC) (%R, ) 8meg/m’ O L FIGFREE"S ¥ T L
#-. I B#wss LCix CDDP 60mg/m? 5FU (5 fluorouracil,
sPU) (B FI%EES) 800mg/m?, = b # ¥ F (etopocide, VP16) (7
PARN - wAL ¥ =R AZ A7) 60mg/m* L BEHREREE (&
E 45Gy) ® Ot 5 (LR & FIREEH R BRE (concurrent
BO) AR Iz (#3).

0. #atpanaER

Fas FiIERBARIIESER (%) TEL, Fas SiIRBEH &
Fas MIERMEFI L O 2 BOLROEORE L FREZHAV
%7 CAS 200 T bhic CYTOAD B ¥HE L HERE
(D) TRL, FHEOFEERE, 2HH T Mann-Whit-
ney U BER HVy, 3 BRI E Tk Kruskal-Wallis BUER
Fo. DEBNCTHRELRT - CTHBEVNRD LRSS, KA
APRIEDWTDLEERFATH S Fisher OR/NERELE
(Fisher’s least significant difference, Fisher's LSD) THE L
¥ EEROEEL Kaplan-Meier SR HER L, TOEEEHK
3 Cox-Mantel #E% v ie., WFhvd pEH0. 06 TZ2ER
#EHDHLHE L.

53 =

1. Fas fiE(CHT 2 hEEBILEEE
1. EFEEHOEES
EEREOCEEMEMC BTk, MilgEfkit Fas SRS

Table 3. Treatment regimen of IT in each period

Year Stage Treatment regimen
1988~ 1993 Mand V CDDP+ VDS +MMC
1994~ mA CDDP+VDS+MMC

mB CDDP +5FU+ VP16+RT

Carcinostatics : CDDP, cisplatin ; VDS, vindesine ; MMC,
mitomycin C ; 5FU, S5-fluorouracil ; VP16, etoposide. RT,
radiation therapy.

Fig.3. Light microscopic images of immunohistochemical
staining of normal lung tissues. In bronchial glands, some
of the gland ducts were Fas antigen-positive (arrow).
When Fas antigen-positive cells of bronchial glands were
examined in detail, the nucleus was in unstable circular
shape, and nucleus was deviated from basement membr-
ane and was distributed sparesly. Even in the same gland
duct, negative cells and positive cells were present at the
same time (arrowhead) (Xx400).

Thokh, SBELRCBWT—HDOBEE I Fas IEBRKE 2R
Lic. ¥RA-—RERTHENEL /ATl EBE2 TRk
EAELTW. Fas IEBW 2R TIETRMIRY L CBET
5L, BOBRIALERLART, BOMEDEER» ST
h, FELREETH- (K 3).

2. RO XESR

1) 1ERiERIA R O MBS E
MRTELRIED 5 b, Fas URBME 2R LHERT. BP
RGBT, ElREORRO—IRIC, BHA0f/ N LIl E S
BECYE Ihic Fas FURBERTR2RH 0 (K 44). BiHE
RECIX, HORBO IV UEBR ORERCEEEN Y
3> Fas HIEBMFTRLED, FOBREENRE LT\
(K 4B).

2) BAI BEOMiEf#RE

X 5A 2 BAI 4 HIEfT# 150 B FIH LITEFATH 5. BF
FEBOBREMCBEL, BbRokE S, TR
b — v R 7o Fas BMfIRE R0, X 5B i BAI 34
WATH T B EFHR LIEACH S . EEEERELW Fas il
EEYEMarEebh, TOBRBACT # - Afisfc
NS Hhtr. SIERIL Fas UERWTH D, BREEL 7R
PV ADERY ILELTW.

Fig. 4. Light microscopic images of immunohistochemical
staining of lung cancer tissues in surgery alome group.
(A) In squamous cell carcinoma, Fas antigen-positive cells
having nucleus slightly reduced and cytoplasm stained in
brown were noted partly at the center of cancer cell lesion
(x400), (B) In well differentiated adenocarcinoma, Fas
antigen-positive cells having brown granules in cytoplasm
near Golgi apparatus on the edge of nucleus were found.
The nucleus was relatively stable (X 400). '
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Fig.5. Light microscopic images of immunohistochemical staining of lung cancer tissue in BAI group. (A) Fas antigen-positive
cells (CYTOAD 0.325) were scattered in cancer cell lesions of squamous cell carcinoma. The nucleus and cell size were both
reduced and cells were in apoptosis (arrow) (X 200). (B) Fas antigen-positive cells were noted in necrotic lesion of tumor, and
the cells in apoptosis (CYTOAD 0.365) were found in the cancer cell lesion (arrow). The necrotic lesion at the right side was
Fas antigen-negative (CYTOAD 0.121) (x200).

Fig.6. Light microscopic images of immunohistochemical staining of lung cancer tissue in IT group. (A) Degenerated Fas
antigen-positive cancer cells (CYTOAD 0.265 to 0.297) were scattered in necrotic lesion of squamous cell carcinoma. The
nucleus showed a trend to reduction, but membrane was maintained (X400). (B) Among Fas antigen-positive cells in
metastatic lymph nodes, there were some, in which fragmentation of nucleus proceeded further (x1000). (C) In the image
analysis CYTOAD of Fas antigen was higt as 0.321. (D) When observed with HE staining, breakage and framentation of
nuclei in the sane cancer cell advanced, showing the process toward apoptotic body, which is the final image of apoptosis
(X 1000).
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3) IT B s L BB ) v e

CDDP-+VDS+MMC @ IT 2 2 — A& THTFM Lz fE ¢l %
7. BV LEET, BBOEIEEIC Fas HFEBEOENE L
BRRABE XN, TOBIMMERER L MRE LR
R (K 6A). BBM ) v SO BEIEIEED Fas HRER
PO, BOSEIEAEIBICEARLLORED bR
(% 6B, C). HE %o TIXRMME OB DM, WA (LA S BT
n, THEF— Y ADEKBETD DR/ MA{L (apoptotic body)
~DEEAED BRIz (K 6D).

I. Fas #iE3BED CYTOAD (L 3BH

1. WA ERENC 313 5 Fas SUEREED CYTOAD i &
BT

Fas #iF BT, W2 B 50.0%, &t 36.8% & B
&L, FRAITREOFTU TOBEEEZECERCERTH -T2
(p<0.05). MAEAMH T IER LA -, WHHN T B
36.0%, 1 i 30.0%, I A 50.0%, 0 B 58.3%, ¥ i

70.0% &, RMSAESTTBIcoh, Fas ERERNE 5
HREERD N, BEEIIIch -7, TNM S8R T, Tl;
40.9%, T2; 43.5%, T3; 53.8%, T4; 55.6% & T HF DRI LE
Vv, Fas FURRBARVE LA EAEYAD . NEFH T
NO; 40.6%, N1~3; 51.4% & 9V v o<HisBBMAR, *7/aME
FHTIE MO; 41.1%, M1 ; 72.9% & EBEBBEFIT Fas #f
FEREENE D Tot, HEER o7, CYTOAD L %
AT CRERFHEICVCThLABERRD SR, - (&
4).

2. BAI BHiC BT 5 Fas HiRRBEF DO CYTOAD i X A
i

Fas BUR BB, WICIZBY 62.0%, ¥ 56.3% &, B
M1z % <, ERBITIZ60F LA TR 55.49, 61 LA L3 67.3% &
BRMECERRIBE Lo, BEEIBLRE2 -2, #
WIFN, WA, T, N, METH TRERBICEEZENL
Mmofedy, BEAELTORFTCORERIL 50% ¥ B .

Table 4. Correlation between clinicopathological factors and incidence of Fas antigen expression in 67 cases

of group treated by surgery alone to lung cancer

Clinicopathological No. of positive cases Fas antigen CYTOAD of Fas
factors / no. of cases tested  expression rate (%) P Value amigent” P Value
Sex
Male 24/48 50.0 NS* 0.258 £0.052 NS#*
Female 7/19 36.8 0.265%0.052
Age (yrs)
<60 14/22 63.6 p<0.05* 0.249+0.052 NS
=61 17/45 37.8 0.268 £0.050
Histology
Adenoca. 14/30 46.7 NS§* 0.26410.052 NS##*
Epidermoid ca. 12/27 44.4 0.259+0.060
Large cell ca. 4/ 8 50.0 0.258 +0.021
Small cell ca. 1/ 2 50.0 0.200=%0.000
Stage®
I 9/25 36.0 NS* 0.243+0.031 NSgHxx
I 3/10 30.0 0.237%+0.015
mA 5/10 50.0 0.330£0.063
B 712 58.3 0.237+0.026
v 710 70.0 0.2591+0.052
T factor”
Tl 9/22 40.9 NS§* 0.241%0.030 NS*#*
T2 10/23 43.5 0.263£+0.060
T3 7/13 53.8 0.386+0.064
T4 5/ 9 55.6 0.243£0.030
N factor®
NO 13/32 40.6 NS* 0.261£0.054 NSx#*
NI 8/16 50.0 0.231£0.021
N2 9/17 52.9 0.284%0.060
N3 1/ 2 50.0 0.230+0.000
NI1-3 18/35 51.4 0.258 +£0.051
M factor”
MO 23/56 41.1 NS§* 0.261£0.052 NS
Ml 8/11 72.9 0.254%0.050

Adenoca., adenocarcinoma ; epidermoid ca., epidermoid carcinoma ; large cell ca., large cell carcinoma ; small cell

ca., small cell carcinoma.

a) Stages and TNM factors were classified postoperatively according to the general rule for clinical and pathological

record of lung cancer (the Japan Lung Cancer Society).

b) Values of CYTOAD of Fas antigen represent x & SD.

*Chi-square test. **Mann-Whitney U test. ***Kruskal-Wallis test. NS, not significant,
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CYTOAD I X 2T CIRERTFRICEEZR R bhith - 1=
(#5).

3. 1T Fww it 3 Fas SUEEEKD CYTOAD & & 5 @7

Fas SIRRBHER BT, HHITEE%E 64.7%, ¥ 100%
&, THIED e, BEZEXith -7z, EBIITIZ60F L
T 76.4%, 61T LA I 65.2% L EEBICEDN - T, HEE
Wik oo, MRAEGITIRER L, FHITIE 1L 33.3%,
THFeseZE, WAMA 76.2%, MBI 63.6%, Vi 80.0% &,
0, VADORHERNE R5EREZRD L, HEERL)h-
7o, THRFHITIE, T1; 33.3%, T2~T4; 81.2% & T2 LLto
PR RBEERIF <, NEFFHITIE NO; 40.6%, N1~3; 68.0% &
) Y REBEBEEAL, ERMEFIH I MO; 68.6%, ML ;
80.0% L EBHEBAEN -7oh, RAEBEEZZDDEM -
7z. CYTOAD %, 60F LI F OFEEE 60T LL L OB BE T
NTHBETHEBERR L (p<005). LavL, F0Ho4HE T

CEBERADRIE» - (F6).

B

4. WTRURRIAEREE L RATLE AR (BAL B, IT B) wan
% Fas PUEFEERD CYTOAD & & 5 [tk

MEIMEHAREE D Fas HURFHIIT 46.3% (BTHIH314)) & (5
<, MRLEERET O FEBERIT BAT B 61.1% (10861H664),
IT 2 70.0% (406Uh2841) &L HRCERE R L1z (p<0.05) (¥
TA). ¥ CYTOAD DBRE T, AFATARERE 0.25940.05,
BAI # 0.280+0.059, IT # 0.30040.052 & A 71 §i7{ b2
BOEMEETR L (p<0.01) (X 7B).

. Fas FiRRRE L EHFRO HE

1. BTG & AT LSRR e B (BAL B & 1T B) okl
% Fas FURBM: G & MG D £ RO il

W ATEESAERE CI1L Fas SURSMHI0 47 5 23 B i 4l
T, FRCTERMBRIFCTH -7 (p<0.05) (X 8A). BAI # L
IT B bR 1o Mii{LABERED Fas FURBRMES & BEao
ETRE KT 5 &, Fas RBEOAREBRC FERBFT
B -1 (p<0.01) (KX 8B).

Table 5. Correlation between clinicopathological factors and incidence of Fas antigen expression in 108

cases of group treated by BAI to lung cancer

Clinicopathological No. of positive cases Fas antigen CYTOAD of Fas
factors /no. of cases tested  expression rate (%) F value antigen® P Value
Sex
Male 52/92 62.0 NS* 0.2820.062 NS**
Female 9/16 56.3 0.264+0.038
Age (yrs)
=60 31/56 55.4 NS* 0.279+0.054 NS**
=61 35/52 67.3 0.281:£0.064
Histology
Adenoca. 22/39 56.4 NS* 0.265+0.034 NS##k
Epidermoid ca. 41/62 61.2 0.291 +£0.069
Earge cell ca. 25 40.0 0.245+0.035
Small cell ca. 172 50.0 0.250=+0.000
Stage”
I 17/25 68.0 NS* 0.275+0.056 NS#ox*
I 9/11 81.8 0.298+0.070
mA 22/43 51.2 0.2850.069
mB 2/15 53.3 0.258 £0.030
v 10/14 71.4 0.280+0.052
T factor®
Tl 911 81.8 NS* 0.282+0.056 NS
T2 28/42 66.7 0.277%0.050
T3 19/39 48.7 0.290+0.074
T4 10/16 62.5 0.267£0.045
N factor”
NO 25/41 61.0 NS* 0.278 £0.055 N
N1 17124 70.8 0.292+0.055
N2 23142 51.1 0.274£0.067
N3 /1 100.0 0.260%0.000
NI-3 41/67 61.2 0.281£0.062
M factor”
MO 57/95 60.0 NS* 0.280£0.060 NS
Ml 9/13 62.9 0.282+0.055

Adenoca., adenocarcinoma ; epidermoid ca., epidermoid carcinoma ; large cell ca., large cell carcinoma ; small cell

ca., small cell carcinoma.

a) Stages and TNM factors were classified postoperatively according to the general rule for clinical and pathological
record of lung cancer (the Japan Lung Cancer Society). '
b) Values of CYTOAD of Fas antigen represent x & SD.
*Chi-square test. **Mann-Whitney U test. ***Kruskal-Wallis test. NS, not significant.
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Fig.7. Relationship between three therapeutic groups and incidence of Fas antigen expression and CYTOAD of Fas antigen.
(A) Fas antigen expression rate in surgery alone group. BAI group, and IT group; Vertical bars represent percent. B)
CYTOAD of Fas antigen in surgery alone group, BAI group, and IT group; Vertical bar represent X £SD. **P<(.05, by
chi-square test. *P<0.01, by Fisher’s least significant differece test.

Table 6. Correlation between clinicopathological factors and incidence of Fas antigen expression in 40
cases of group treated by IT to lung cancer

Clinicopathological No. of positive cases Fas antigen CYTOAD of Fas
factors /no. of cases tested  expression rate (%) T Value antigen” P Value
Sex
Male 22/34 64.7 NS* 0.29640.051 NS**
Female 6/ 6 100.0 0.315+0.058
Age (yrs)
=60 13/17 76.4 NS* 0.326+0.057 p<0.05%*
261 15/23 65.2 0.278+0.036
Histology
Adenoca. 10/14 71.4 NS* 0.325+0.053 NSH**
Epidermoid ca. 12/17 70.6 0.296£0.056
Large cell ca. 2/ 2 100.0 0.265%0.021
Small cell ca. 4 7 57.1 0.268+0.021
Stage”
I /3 333 NS* 0.230=£0.000 NS#kx
I o/ 0 —
mA 16/21 76.2 0.308£0.050
mnB 7/11 63.6 0.2891+0.027
v 45 80.0 0.310%0.090
T factor”
Tl 412 333 NS* 0.28340.038 Ng***
T2 18/20 90.0 0.306%0.059
T3 33 100.0 0.305£0.051
T4 2/'5 40.0 0.280£0.000
N factor”
NO 9/15 40.6 NS* 0.300+0.058 NS»**
N1 0o/ 3 —_
N2 12/15 80.0 0.306+0.054
N3 5/ 7 71.4 0.286+0.043
NI1-3 17/25 68.0 0.310+0.051
M factor®
MO 24/35 68.6 NS* 0.2990.046 NS*x
Ml 4 5 80.0 0.310=%0.090

Adenoca., adenocarcinoma ; epidermoid ca., epidermoid carcinoma ; large cell ca., large cell carcinoma ; smail cell
ca., small cell carcinoma.

a) Stages and TNM factors were classified before IT according to the general rule for clinical and pathological -
record of lung cancer (the Japan Lung Cancer Society).

b) Values of CYTOAD of Fas antigen represent X = SD.

*Chi-square test. **Mann-Whitney U test. ***Kruskal-Wallis test. NS, not significant, , not tested.
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2. BAI BFAZ R} 5 Fas HiRRBR L EERO K

1) BAI OIEAZEHK L Fas HEREK S L 08 CYTOAD

Fas iR RIIFIT | FI 5B 57.8% (4541-H2641), 2 %] (35 &
U 3H) GFRIEE 64.3% (426ch2741), OK432 ] L1 4 #Ipt
FITY 67.0% QLEIF1AH) TH b, HIBEAOKFAK YT oL
Fas fIROHBBERLE L RAEARRD bR, HEERL
Mot (B 9A). CYTOAD iR\ Tk 1 Fl#r 58 0251+
0042, 2% (B X 3F) BFAEE 0.296£0.056, 4 #IoHH B
0.304+0.073 T, EAREWMT T L BEBEREHEL 7t -1
(p<0.05) (X 9B).

2) BAI 0 Fas HUREMSI L BBHAO 4 TFR O HiE -

BAI H D& TIE Fas HRBHBGID Fas HFEBMFHIC -~
T, R THRAREFTH D (p<0.05) (K 10A), Fas HE B

A
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Survival rate (%)

5 10
Years after resection
Fig. 8.

and IT groups.
test.

, Fas antigen-positive cases;

A

1004

80+

60

40+

20+

Fas antigen expression rate (%)

Single
drug

Two drug and Three drug
Three drug  plus 0K432

(A) Total cases of surgery alone group.
, Fas antigen-negative cases.

CYTOAD

BID 3FAAFR (34EXK) 36.4%, 54E4FR (54:3K) 31.8%,
10947 R (104:3) 12 25.6% Tho7o. MM, B
EHFED Fas HURBMAIVERC FRRIFTH - 72 (p<0.05)
(X 10B). NEFATIE, Vv HEBEMED Fas Hmm
2, HEICFERDRIFTH -7z (p<0.05) (B 10C). JEA k3
Tk, OK432 %6tHT 5 4 MO LHBRERR, THAGE
R %307 (K 10D).

3. IT BRI % Fas HURRBEE L A HEROBEH

1) IT WEf5E% & Fas MR EK S L 00 CYTOAD

Fas FURFERKIL, 12 —R 5T2% (THIH4H)), 22—x
B6.796 (24fI7h1641), 3 =— = 88.9% (9 HIF 84l THH, ji
FEBEEAILTHREZR VD, BRCEBT2EESRL
72 (B 11A). CYTOAD k23T, 13— = 0.272:0.056,

B
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60

40
T

*

Survival rate (%)

201

5 10
Years after resection

Comparison of suvival curves between Fas antigen-positive cases and Fas antigen-negative cases in surgery alone group
and BAI and IT groups according to Kaplan-Meier method.

(B) Total cases of BAI
**P<0.05, *P<0.01 by Cox-Mantel

T %k %k |
0.4
T T
YT -
0.2
0.1
Single Two drug and Three drug
drug  Three drug  plus 0K432

Fig.9. Relationship between the number of infusion drugs and Fas antigen expression rate and CYTOAD of Fas antigen. (A)
Fas antigen expression rate in each BAI group. Vertical bars represent percent. B, CYTOAD of Fas antigen in each BAI
group. Vertical bars represent X £SD. **P<(.05, by Fisher's least significant difference rest.
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Fig. 10. Comparison of suvival curves between Fas anigen-positive cases and Fas antigen-negative cases in BAI group according
to Kaplan-Meier methed. (A) Total cases of BAI group . (B) Cases with epidermoid carcinoma. (C) Cases with lymph node
metastases. (D) Cases of three drug plus OK432. , Fas antigen-positive cases;
**P <0.05, by Cox-Mantel test.

, Fas antigen-negative cases.
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Course Course
Fig. 11. Relationship between the number of courses of Fas antigen expression rate and CYTOAD of Fas antigen in IT group.

(A) Fas antigen expression rate in each IT group. Vertical bars represent percent. (B) CYTOAD of Fas antigen in each IT
group. Vertical bars represent X +SD.
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2 2—= 030340047, 3 =—* 0.309+0.062 ‘T, HFEEI7
WAL, a—AEBCHEAIL TEEE - (K 11B).

2) IT & k A H3kE (down stage) BlDEFROBE

N2 SE/NHBSaIRE 28> TS Lic. R IgeE L o iEf
184 (25%) T, MAEINS I HI~2 661, MARIDS I~
1, MBS [N FITH - (R12). FHKkED
8 Hl L REIRE D 224G DA FREBE LBR, BfigE
SELAFER QTSN ThH, BERELTFTHEILRIFTH - 1C
(p<0.05) (K13). F 7z, FRIHHERID Fas MR RERITBEHE 7
B, BYE1pITHY, 875% DEMEERRLE.

No. of cases

Stage Before IT After IT
I
I
YY)
mA PYYYS
PYYYY)
YYY )
B 00000,
0000
N aonoo

IT, induction therapy.

Fig. 12. Pathological responose of the N2 non-small cell lung
cancer in IT group, which was improved in stage.
Classified stage before IT: @, case of stage A ; O, case
of stage MB; [, case of stage V; ——3 down-stage
cases; --—----- , cases of no change in stage.
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Survival rate (%)

20

R T 2 3

Years after resection

Fig. 13. Comparison of suvival curves in down-stage cases
by IT with in the cases of no chage in stage by IT
according to Kaplan-Meier method. Case of N2 non-small
celll lung caner treated by IT:
by IT: , cases of no change in stage; - , total
cases. **P<0.05, by Cox-Mantel test.

, down-stage cases

3) IT B D Fas HUREHGIE Fas HURBH GO 4 RORK
&

IT B4 &H4061D Fas HUREMGIE Fas FURBMBIO T %1z
DWTHRET L7z, Fas SRRSO FH#IL 343K 375%, 54
&K 336% T Fas SUREMAICS LT, BEERZWVH, Hig
WRIFCER>RD T (R 14A). FBRTE, 0, Vo
Fas HURBRMEBIE, BEEDI 2, LEMBIFCER L R0

A
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Years after resection
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Fig. 14. Comparison of suvival curves between Fas
antigen-positive cases and Fas antigen-negative cases in IT
group according to Kaplan-Meier method. (A) Total cases
of IT group. (B) Cases of stage II+N. (C) Cases with
lymph node metastases. , Fas antigen-positive
cases; , Fas antigen-negative cases.
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# (5 14B). NERTBITIL, ¥V v SRBBYED Fas SURBRM
T, BEEXVY, FTREAKBHIRETH» 7 (K 140).

Z =

R, TAP—YABRESBTREDTERSA TV 5. Bk
BEECEVTS, ThERCABRIAMETHS 7 R -V R
RBinie b SEEING . ZOHE S A oM OBk
@, SR B ORI THEM Y 7 R b — v ACFET
HEBENMETE AL D S .

Btk I O B G RREI, (b ENEE L LTAR
ThD. BYCHEE TR HEROWILFREC L - T,
BEOT H F— > ABHENTETH Z20EML, BHEOBERK
b, O THEERERECEZATHD.

PR D O LB ORBEND RO HE LR DOBEIED
GREFOPCBETAIBMROB LB L VRIS TE
fo. KRR TIZ, REERILZENFEEYBVWT, flEFc L5
BROBEFEEMOBLHE, BHRC T A - 22 FHT 2
Fas HIFORBOFEXRE L, WiHLEREOABENDE
A L, RENCHEMIRD Fas HURKRBEER E BHEKCOWT
PRI BRI LR L.

197248, Kerr 5" 3EE5E & 13RS 00 7 B HMRFE & 34
CHREL, 91DT “THRF—VYR" EREBLEL. THRI=TR
DXFE VXA TOELBEENE(LL, BORME, 7r~v5v
DERE, MREORMEMBROKEIORBINTHY, BFEK
B TIRNEIZEEERT A2, S ha v Y TRYY
Y- AREEIHh, MRELHRIhTWD. TOK, BOE
W, WL D, FA0 R TRWAL LicEy & AR
A DER/IME(L (apoptotic body) g AR 5. Kz~ 2
n7 > —SWHEAEIN, KIEX LOMBIBICESL™. LR
BEbLz b7 R b — v ANERREBBERSEERECMD T 1
NAREORIE?, RAYLEY, yrazansad FEEY (K
BEOBSERHEY, £1LT DNA £E - BECHEETS + 8
1V A5 —EHEFRO= AY PRV AT FFVIEREIRD
HEH w AR L ekt T CRB LR, 20, Bt
FRFTAB LSS0 L 5 AR RER P VAR L -
THT7 R~V ANFEIRDZEPHBLTWS

BEDOFEETFFRICL D, e 7 H 1 — v AOMENHS
PRENDOBD. R— P ALEELBHELE, p53 »
A, REXEDHL, BEIRT AN~V 22ECHRNT EY.
P33 K= v A B ROy v < —BREC L5 7
Rh—vARERE Y, AT ATOIAraanrFal F
REBTHRMN—vARBHEINLY. 2% 0, BEETFILLS
TR~ 2ORBIT T LD 2BER B LATHS A
TEY, SEOBEFPECLD, EHKELDTRI—VRA
DEBIEAIND TSRS S. WHREBY v AENLER
Shiz bel-2 BMEBRGOEED R, sYraaiFal FHER
DT R —v2RBEHETHIERNEORN TR, %72 bel-2
B emyc 1k o BRI EE LB o 7 K
v ARRETAZ LT, Bt RETHEELOATY
] WM BRI LT, REREBYHRT
5. L2 L, EERrEBERCST 55 UGE 0K & HEEE
L ORCREES B D, %< OEBMBEOKIELIZ40~ 1008
HTha0wen L, BELkoRmEEEIES & 50~
I0H £V 2B a0% . ChIBMREGED 7 £ — v A

I A ORI LB IDEEZLNBEY. COMANDL,
— R, EBRFCHLRETCORERRC L TOEETED AR
EoMgto s v 73 A lAR TR TWAZ EERLTY
5. EhiZ, ZOFMROT R — v ARMBRERERIGIE &
AHMREOTMHERETREL T 5.

AR BT, WITERRE T TEF OB oE
Friz iy, Fas FIEORRERNERZ L2 EAAED bR,
FRE T, Fas SURBHYEOEE LiciEMilas, BEREORILE
DIFIZERD bhte. ¥ HE Pefic L2 HBB T, L
Wb, BOBME, Wb ST 3t — v 2 - milias
Bowbhic. ZOFR»L, EMEchABcERREE
Rz, MEZE X 2 HMREHIEOBES, Alevieib b8
WTWB T ERREIh.

Yonehara 5%t e MlARBHEECHTLE, 7 v —F L
#HC, ThESVHRKIEEELRFS, ML 78—
AFEYETHHHEY L, Thixd Fas®/ 7 v —>fitks
A ic. Ttoh 51X, Fas HIBULSI9ED T § VB_F & A ¥
257 AEEBIER T (tumor necrosis factor, TNF) & &R
FRER ERTF (nerve growth factor, NGF) 85467 7 1 ) —0
—BTHAHIERBMEL, b F FasHfiEx <7 AT Y VB
Mo (WLI1OL #7203 L929) WA L, #i Fas £/ 7 m—F nH
HEI-T, TR - VARFEIh AR HA L.
Suda 5%, MifakAEOFEREE-> T2+ 5 — THK
I e Eee EWR 0 Fas FUEABS T3 2 &2l
ZhizHihT s iEEY THIR (cytotoxic T lymphocyte,
CTLYIWTNF 77 3V —RCBTH5214 71 ESBETHA
Fas Vv FOFERHRE Lz, D% b, Fas FUEBEEME
CTL ® Fas YNV FRID, BRIZT7 K- 2ANRFEI
R, MR E DS RE I .

Fas JIEXIE, B, BE, B TREBLALSEBE LT
A, KR, O, B, SRR, £ Ll ETEDORIAED
HRTWAE?, 7R}V ADEBIRIEFCHL, BRETD
BERAMBEOER E TORBIRLTH»EIHETH D, Zhid
2~ 3EMLAIE =227 s —PKKI DEEIRTLE 5.
Z0fe®, TR - AMBEE BN TRRIICERE T 5T
LREMTHD. Lo TAHIETIE, 7HF—v A% HE
3% Fas Y% #i Fas =/ 7 v —F L% H\., ABC
O LB aEEk bR TRE L, M bR o e
RRED & DA Fas RSB LT 50, £ LTEAFT
M O Fas FUERBROFEA B Lo, 43, L3Rk
X ABILE & bR TR B O RN B AT S MR,
@\ Fas FUERBEARD LN, 4, TOEEEORFHI
i, MRERAChBERO RN EERE R ET 5 Fas HRE
HHRAERD vk, T DBREGITHIFER OB N TR RE
ArEbLTw55, MO et fliRFREME e
b, MR Fas JURSRE L, BIERCHEE LICBE Y v
D Fas VH Y FIRED 7R — YA B LBEELT
WwaEEbhiz., ZOFRMS, Fas FUREORIIATAT L3RR
BEOMBHENWDRHTOEELLD 55 L Bbhk.

Fas HiE DO EERIEIL, T Fas £/ 7 v —FAHEEBANT -
D7R—HA AP =RV RZ VT TFL VIR~
T, FRT7RF-vAOKHEL LTI, Gavrieli 520 & —
IFN FEAEFVRIVAFUIL FPFVART 2T —ELRENK
CrFvER 2 FAFVIICVY I EVIVE =y =V
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F 5 <Y v 2 [Terminal deoxynucleotidyl transferase

(TdT)-mediated 2'-deoxyuridine 5’-triphosphate (dUTP)-biotin
nick end labeling, TUNEL]) #&E2A—RETHS. Bk LicX 3
W, TR =Y AR, Kerr HAMEBREEISER L
EBEidb, et b2t Fas RO EBNED RiL b
T, EEEC L 5RO BEENELOBEIEETHH L%
ZbhD. LTI T, AR TREE O LB TRE CAS
200 #ER LCF — & 2B L, 47 L7z, Bacus S a8
FL72CAS 100 v AF 2l 1 F %+ VEALDREN vy — &
FPrVIF—vaVvYRTLAFAL, FREEREOHBED
DNA EESTCBRERLRZEEOW RIS L It T.
o, B2 F+ vE LRy -2 ETH CAS
200 v AT ARBR L. CTOEBRIREESEREDOER
AR LIcERR S D THote. —H, Z7r—91 b2 }
) —iEE, BRECSEDOMIEEREDOR DNA Bic &%
A EMET 525, NEHROMBEENAARTETHARER
o T5h. BEDOE—EERTCRVITEERDD, 7 -9
AP AT - IAPBCRETOMBEAbIEMIh T
5%, CAS 200 RZDOXREEFMOIA 2 —DH A AT —&L
COMNH LWL L20H5. Esteban 5943k~ Y VEES
57 4 VEBROHBEBSAD=A L e X VEREL S r SR
7 v vREEOFEEBILERERITV, CAS 200 D28 (2
WR) ey AT AW CERSHTE LR, DIATCRE
LicF -2 L HERTHERERAENRD DA Li <.
Visakorpi” X 165BI DRI IRE O FHET & LT PCNA ©
DNA 7m—#4 b A}V -4 & REABILEREBED CAS
200 I kA HEBMITE LEKHBRN LTEL X~ L BEL
fo. MEOBHTERN e BOCHERELh LW I HERS
WO Cance B ITUFIO RBRAEHE & 12HOREEBE O
2660 O FEF R EE G T (retinoblastoma-susceptibility
gene, Rb BHETFM® % ABC i & 2 4 EMIL2REy T
W, CAS 200 CHEEFENT.T-7=. TDEE CAS 200 DEE R
T, 3TEUENBOLA /S ARbER0ADD v b - F
7% OD 0.25 &b, ZOHHEL F Rb EETHMEEED
Twb., AREENELAVCRSEOMEDOL A + 75 4T
1%, CYTOAD 0.200 ¥ REHMEDORLS 2FH TS hhic.
ZOfEEA Y b - ATEIRD, HREEBROMALEREOSR
Ic43vr, Fas PURDORBEK L BBER% LT Fas FURBHEH
& Fas HIFEEW%FAIDOFEOEZ DN CHEBRH L.

IT OEBRIMINC{LERELHIT TRz LI v, ETE
OFYEEXR D, REK, BLUREOH L& E 5120 Tl
{, WA bEET IEEREREBRCY L, BE~OME
RVFRE IR TOIWINCHIBA 2 B E L, SHICFN
BIEC X - CA LB M+ #m, BEgEE2IHT5
BN, BETIRRTOMAHLFEEE L LT13TH D
BAI #1617 L, RRO0EOEBHEBELT - 1. 1984FHh 5
IRk 3 HlFEFIe OK432 i fc 4HIEBIEL, TR E
R, BIOERDREYRE L. TORE, BRF LB
3% BAI AKIBFROBRIIETCEL, MR IEHT
BHZENbhot., ¥FLER® X BAI © 0K432 5%, ix
BOLCEIKY v Y v REROA v E—m A Fy 2
(interleukin 2, IL-2) BB MR (MfEEE D2 VIZERAD
FREMLY v 8ER) 1 HRTI~100EBEE R T = & ®eE
Lz, AR s T, BAl BoOfliEH o 53R 1 HTE

2 Fas IROFERES L B HEAERL, Lird Fas R
DEREEFET CYTOAD BHBICHME L e - 72 (p<0.05). x

i Fas JURBHAIL Fas SURIEMA L 0 BB TFE By
TH D (p<0.01), BAl BORF LEMEHIT Fas FURBMFIize
BHNC AT, BRECFRREFTHD (p<0.05), i) vossh
EBBUAITD Fas MURBMAIIERA T v BECTHRE
FTH-Te (p<0.05). 2D LXEDLERHIOLHF M &
h, Ml Fas URBFE S h, Lavd OK432 12X hiam
U VoSl votsRic IL-2 S BWAESh, BT RT3
CTL BHEAE bIIE(L & h, Fas HIEYRB LioEMe
CTL »35® Fas Y H v FEALERED Y 7F L2207
RE—YACFEIRIC OO LRI, FE, Hifteg
BB O HE $ufa b EEB LEREOREBEERE T, BEom
FEB L T DRI Fas SURBMOEKE LBk oWk
b, BRMBLOFE) HEHEBRI .

Rosell 5731 A0 E/MRRMECIVC, IT B (MMC,
17 +A77=<4F, CDDP ® 3 =— &) 304 & - BL 455000
BEO0F & DEFALBRBRET 7. BRELT, PRHER
BB FHRERBED 8 » Aicd L IT B226, A LAER
TFERIFTH D (p<0.001), FRFIL 74% L, IT #i
56% LERTH oL BT W5, F 8L OIRME L DR
WEIRER BE I NERET Kras™® ORBEIET, AR TN
IhERE 42% woxf L IT 8603 15% L{ERTH - o S L,
ITRIVEIVEBENHIN R E LTERER Kras
BETFHARL L, RFLFENMEDhIEELDRD . KR
EWTh, IT O Fas SURRBHAOFHRREFEEL, Vv
AEER L L OB EREOBEMRRSEIER T R b - AR
FEINMBTEFE D, SRNERDS X VBB FERE o7
Tl iBboLBbhic. IT BOEBY Y v #ioaEE
bR E T, EBEHROMEMNKE Fas IEEMHOBALE
B, BEEIEE M Fas BHED 7 8 b — v R IPE - Tk
BED LR,

{bEREHROBEEORBEAGENHBEERIZ, ThET
HEFC L ABEROERC L 0L BbhTER. L
L, AP CRERI L5, BECNT A {LEREROWE
EHBORRE, BRROBRGE TR — v 2A@BRABELL
BB THL Z LR c stz 20 X 5 it Rt
PR, SRR E IR R & I & o R LR O
HRECEREECED bR, — RIS TE L - v A2HET
HDEFTH, SREXERS T LEMRIEEL L. 0F
h, SEHNT R - AERHFETE, EREELEZTHE
WEMROBEEE LT T ARER L BB L EEL
HIB®. S, ZOTE - ARFIA LB (LEREY
Ex b L&, JBHIKEYED Fas, pb3, c-mye, bel-2, K-ras, Rb 78
EOBEFHELED, ThEFhOBHRTOT K-V A%
BETLEET S R 7T A B Lindhutiebicw. dLE
RIRBEE I hicleh, tOFrS 7 ARFALT, Fas i
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Immunohistochemical Study on Fas Antigen Expression and Manifestation of Apoptosis after Preoperative
Chemotherapy for Lung Cancer — Analysis by CAS 200— Kazunori Hikishima, Department of Surgery (1),
School of Medicine, Kanazawa University, Kanazawa 920-J. Juzen Med Soc., 105, 551 —568 (1996)
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Abstract

Evaluation was made as to whether or not Fas antigen, i.e. a receptor of signal for cellular death, is induced in cancer
cells by preoperative chemotherapy related to surgical operation for lung cancer, and also as to whether or not the
expression of Fas antigen may be an index of the anti-tumor effect of lung cancer chemotherapy and whether it may also
become a prognostic factor. A study was performed in 215 cases, including 108 cases (BAI group) treated with bronchial
arterial infusion therapy, i.e. a preoperative local chemotherapy, 40 cases (IT group) treated with induction therapy, i.e. a
preoperative systemic chemotherapy, and 67 cases (shrgery alone group) without preoperative treatment. Using anti-Fas
monoclonal antibody, the tissues of lung cancer were processed by immunnohistochemical staining, and Fas antigen
expression and distribution as well as manifestation of apoptosis were comparatively evaluated from clinicopathological
view points. To evaluate Fas antigen expression, a cell analysis system (CAS 200) was used for quantitative analysis of the
optical density of immunostained antigen, and the cytoplasm average optical density (CYTOAD) of the antigen was
determined and analyzed. Incidence of Fas antigen expression was 46.3% (31 cases) in the surgery alone group, while it
was 61.1% (61 cases) in the BAI group and 70.0% (28 cases) in the IT group, being significantly higher in the latter two
groups (p<0.05). CYTOAD of Fas antigen was 0.259+0.051 in the surgery alone group, 0.2800.059 in the BAI group,
and 0.3000.052 in the IT group. Thus the value was significantly higher in preoperative chemotherapy groups (p<0.01).
The incidence of Fas antigen tended to increase in proportion to the dosage of carcinostatics in the BAI group. The value of
CYTOAD was significantly higher in the multi-drug group, being 0.251 =20.042 in the single drug group, 0.296+0.056 in
the two drug (and three drug) group, and 0.30410.073 in the four drug group (p<0.05). In the IT group, Fas antigen
expression rate and CYTOAD of Fas antigen showed the trends increasing in proportion to the number of courses, but no
significant difference was noted. Survival rate was significantly higher in the Fas antigen-positive cases in preoperative
chemotherapy groups (BAI group & IT group) than in the Fas antigen-negative cases, showing significantly better prognosis
(p<0.01). In the histological cell type of lung cancer, prognosis was significantly better in the Fas antigen positive cases
with squamous cell carcinoma in BAI group (p<0.05). In other cell types, survival rates in Fas antigen-positive cases and
Fas antigen-negative cases were not significantly different. In each stage of the BAI group and the IT group, survival rates
were not significantly different. Prognosis was significantly better in the Fas antigen-positive cases with lymph node
metastases in BAI group (p<0.05). In the IT group, prognosis showed a trend to be better in Fas antigen-positive cases
with lymph node metastases than in Fas antigen-negative cases. In 8 of the cases, which were down staged by IT in the
cases of N2 non-small cell lung cancer, prognosis was significantly better than in the 24 cases which showed no change in
stage by IT (p<0.05). Moreover, the Fas antigen expression rate was as high as 87.5%. In the images of
immunohistochemical staining and the images of hematoxylin-eosin staining, necrotic lesions of tumor and a large number
of degenerated Fas antigen-positive cancer cells were scattered around the lesions, and fragmentations of nuclei and an
apoptotic image showing formation of apoptotic body were noted. In conclusion, these results reveal that Fas antigen, i.e.
receptor of cell death signal, appeared in cancer cells due to carcinostatics, and it was estimated that apoptosis may have
been induced in a part of the tumor. Therefore, the immunohistochemical expression of Fas antigen in resectable specimens
seems to be a good indicator for identifying the effects of preoperative chemotherapy in lung cancer.




