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HIRKFTEEZLMEE H1075 %55 372381 (1998)

HEAT R (203 A AT AL 22 MU MR R O ZBE I 52

STOCHEZRELHNB LR EE—RE (BE | ELETHD

#® il

b

BAFREIZ BV TIE, 20% (O HEBMEED O MTHEOEBERE XL TW5A I L% ¢, MEHREBMOBER
BIIARRTHD. Ldo T, WHHBIEE: (nduction therapy, IT) & & IR k%, HSHRAEEOEHRKICHAIL, BB
BB 2 L 845 ETEEREBETFREEZONS. FFEOBENIE, 7 A0MATHES LU Y oMTHEBETVE
LTHBHN, =7 ADMMICERIEE LM L )8 S - MiatkM109 £ BV C, EFBICB T2 EHIT 72 bao— vy
ML BRI EICHD. Ty ABRERIZ2 X 10ME0 M09 % A L, 108 HICYRE T2 ) fiRICBW TEHELER
#5700 %9 YL (Gfuurouracil, 5FU), ¥R 7F F » (cis-diamminedichloroplatinum, CDDP) < it R4+ O 4f F ek %
A, EGTFHROERBERICRIETERBIIOVWTRE 2 ITo/. FO#R, EERIIBVTIISN, WEIHERELNE
BEL ORICEEZIZED SN o704 5-FU 5 mg/kg + CDDP 1 mg/kg + HUTHEIRES 0.43 Gy Of I ATIGBREE CRIAER
BlAsd SNz 7z, T, Vv EERIZE L TH 5FU+ CDDP#F AT 5-# 8 X U°5-FU + CDDP -+ B i 5T 6F
AIREEC I PRI b I DR OIS S, DEOKRES S, MRS RO R AR IE

05D A THALIRAMBEELZER N,

Key words lung cancer, induction therapy, madison 109 lung carcinoma

EEE, BAEICBV ORI ERE LTHENo@Emch Y,
1994 #1213 BAENE S O BB E BT R TH M TIIFER O
M, KWTIRBIRE oz, BT, JeARIMAEIERL
BT BRI L5t L TSR BRASIE DO LT H B 2, T
BURAIOTFHRIIARTHE. HETH, EIFEICH L THEM
I RTFM 2T o TE DY, FORBIRBRTALDIZES
TWiwn, SEFRHBIZB VT, BENRERS ) v iR
BLMfTHEOEBERBLY 272 LTV ASENE Y. LK
MR LR ) o/ SE SR TV RATOMRIGEM: 2 850 T O iEH
BOMEIRRE L 2V LIBBICHE 2V, W SFET
BWENED ) Y EHERCERIEROAEL, MBOEMTER
PRELEATAEELRRTF LT LS. Lizato T, Miancik
SR R O SRR R & AT T A AT AT #E BV EE (induction
therapy, IT) OEEERICH L, MiEOFEME L E K5 EEL AR
FEREIELONTWVEY, EE, ITORKEBRIET 5122
T, CFERERIIC L 5, IT &) (b3 & i = of
BLABEDHD, BENBRIFTHLIEFHLPICE-TE
72 LdL, BECES T CITICHEYT 2 EBOERITIEEA
EHR LY, BEIE RN L ZRETHERICAVv LT,
BZONVBIRTHZ. FITEHETE, v 7 A0MATHIEZERS
SO U TRER T TV TH B MI09HIEE™ % VT, &7
IR 384 BB BT X B IT & (L8R + MU RIR L
HRICIAITOFMEFERICER 7T b I -V OMELE HE
L LERET R o7,

FR104E 9 A 17 HEZN, FRI0411A 5 HZHE

MERHSLVFHE

1. [E#mpe

EERE~ Y ADMIC E ST E U2IRAE & 0B U 2R
BM109 (BRkOFR, WL W #t5) AV,

. =EEREM

ST DM BALB/C v X (AATZATILY —, ) 21
EEOILOE, EBICHW. kB, ERho<y REHH
Bk, HREEL L.

. RS

57005 b (5fluorouracil, 5FU) (& Ifnssmepkaatt
(EED L b, ¥ A7 F > (cisdiamminedichloroplatinum {II] ,
CDDP) i3 HARLEE ORE) L HIRA L 7.

V. BURHRERST

X554 358 (Toshiba KXC-182%!, ®¥, HE) #HVT7
YA EHBE 21T o 72, SRIRENE, < 2 BT EE
BRI AR BE, HET180kVp, EEHK20mA, TAMT
—{30.5mmCu + 0.5mmAl, £ 5% W FE#k 50cm, HEF043
Gy/5r D&EHTIT-72.

V. BEOMAL

BALB/C ~ 7 A4 MAEERE T 1 A 8 N7 BB ATRAE Llem I
T o 7o B TR E R T o 72, 99% ¥ 2 F b x— 7 VBT
CTHERBETERLWER, BEYy—LETHYLE. &5
i, 18G RS & BV T 2 X 10ME DI B~ 7 A AR T

Abbreviations | CDDP, cis-diamminedichloroplatinum {II]; 5-FU, 5-fluorouracil; I'T, induction therapy
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iR, #RIC - MERRL

V. BB I XETFIVOER

BIE & EAR O S TR L - I A iR % BTV, 18G O
BT £ 0 2 X 107l DJEE ML % BALB/C~ w7 A D 4 |iE
HETICBEL 22, EgOWEE, 9% Y T F LT —7 ViE:
TIEHRET, BHORA - MBMEEEEL, UHRL..
gEsiE, 509IN4% (Vieryl, Eticon, USA) % fiv»7-iliifg &
THAIL7:.

W. MRV L /EHEBRE T ILOER (RER1)

FEOAETHEE Yy A2 AR L, BHEEE%IEE
@=7), 7THE@=7), 10HE @=7) IZEHEDRETo/2. K©
CHEEBEISHEICY Y AF9%TY J — VI & BIEKRET
BEL S, GTE, MIES) Lo B L Hles
$10%F V=) YR TREE TR, HERE 2TV, HEMAE
ER) B, WiEBOFEERE L. WigE, U
REEROFEIC L DVIEBEFVERO 726 O @ IE S RE
s L.

W. #ifEsEl, BEEREOMEEDRZFMT 2 LD DR

(8 2)

5FU, CDDP, MUTHBEOR + MM, BLUOHHIZLS
MI109¥HRL 23§ BHUEB R 2 RFT T 2 2O I TOER%E
oz, HiE~ Y ABALB/COMEEMNIC, EHEBMHE7EA X
) 5-FU, CDDP % KRIEIZ/R$HIEIC T3 HMERERS L. £
72, WGHE R b ESE BB 7 EE £ 0 3 H FEESE KT L.
Fi#i25-FU, CDDP, H4#iasto 3 &ftMiks %114 -7z,
#%B#H’J CEBOESGER, vUAFELNEL, BEETHIM

CHIEBEOMEOHEZTo72. BEERE, /FAEH
b‘fﬂi%ﬂ)ﬁﬁzb FUEZEEZINEL, wt (mg) =aXb¥/2, a=§&
% (mm). b=H1%F (mm) OFHERL VAL LAY, B, ¥
T—HTICE L7,

1. 5-FU# 58

S5FUBLER 5801k, 205812k ), 5FUIRRSR IR
#). 5FU 5mg/kg#i#t3 [ M 58, 5FU 10mg/kgd#i3 H
M58, 5FU 15 mg/kg @ik 3 A W G- MO 4825072,
F725FU, ABAKAKTHR, 0.1mlic#lEL T, 27G k4t
SRV CHEREMNIZS I BEERE S L7, SRt TR &R
BHEERD (@) B L URHOPEYMERER & BRI
BEEOL (T/C) %R/,

2. CDDP#%45-#

CDDP Bl Gtk # o G812 & b, CDDP JEf/588 (&
H¥). CDDP Img/kg#fx 3 0 B4% 458, CDDP 2mg/kg M
SHM¥ 5%, CDDP 4mg/kgi#ifit3 H Bz 5RO 4RI 72,
$7:, CDDPI3, 4HAKKTHK, 0.1mIZ#EL T, 27G
{EET%%ﬁﬁb\fﬂE FEAL 3 H SR S L7, BEEOEIEE
ERHITHERGE (o) BLUEROTYIBEER L HIBHOTY
BEEREOL (T/C) & K7

3. IhtHREBESEE

BT IRS e, BEEIZX Y, JEMESE (WIRE). 043Gy
53 0 MBS, 0.86GyE#%3 H RSB, 1.29Gy M3 A
FRSBED 4 BEIZ 4T 7=, £ 72, SNBSS BHEAR7THE LY 3
AFERMAT L7z, SROTHESER CERFEE @ BLU
WIRBE DO EIES E IS A BRI B O P R E R -
DI (T/C) &3k 7.

4. 5FU, CDDPB & UHsipt i

5FU, CDDP ¥Aldk5-35 & OHg RIS 12 & 2 IEH5E 5 )
EOHREF LY, 5-FU, CDDP 5 & OGBS % 6+ B 1

OEEIRGEERE L. FRAEONESENRIE, RS
(X} BE#). 5-FU 5mg/kg + CDDP 1mg/kg @ 3 F 885 4% 5.3,
5-FU 5mg/kg + CDDP 1mg/kg + K54 IR 4} 0.43 Gy D3 Hi#
R REEOSTICOTRE Lz, RS, SROEYEEE
BEEHEEE (@) B LUHWREOEHIESER 0T 5 RN
DOEHEEER L O (T/C) 2K 7=,

7, BEEICIEEEEN OB (EHE210H)
FTHOTTAORETMEL, ZOWPEICHEML-FEZ KD,
AHEBEOGEMNOTL %100 LTEEOEERNO LES
REMIRE L.

K. ITOF#ICER I TEEOFE (3EER3)

100 BiAHEEHREITERLE L, ITEFLEH VTS
FU, CDDP, MU#iHRSS @ & BMiAEE: & 5-FU + CDDP#+H
TR, 5FU~+ CDDP+ A HEED FN ENOFETTER
WART &) IWCITH, BXUHEZMBI#RE (adjuvant therapy,
AT) B0 2 o0 FHFEHE & ik Uz,

1. 5FU#%5#

) 5FU T 5-5¢

MI109#Ifa B 10 H H X b 27G 4% H v T5-FU 10mg/kg
EREREMIGEREIHERG L, 4HBICESZRL .

2) 5SFUMH#ES B

MI109MfR M2 IO N BICHEBE 2 00 L, 120 H & b 27G$T
% F\WT5FU 10mg/ke # IEREPIIC K3 O IS L 72,

2. CDDP# 5B

1) CDDP#iai#z 55

M109ffa3EfEH% 10 H B £ b CODP 2mg/kg % A2 8
SHMS L, WABIZESZ IR /-,

2) CDDP#itaf5 i

M109Mlla itz 10 K HIZESUIRR L, 14HH XY CDDP
2mg/kg % IENEMIZEHE3 H Fx G- L7,

3. FatHiRgs e

1) i Al o g

M 109 a4 7 10 F H A 5 0.86Gy BB 4 % iltie 3 11 RIAT v,
14 H U WHE R L7

) AR R B T

M109%H11H“mﬁ10 A RE SO L
WA B A i f5e 3 H BAT - 7.

4. 5FU + CDDPf i 5-3F

1) 5-FU -+ CDDP fJ: HI 4 i 43 L1

M109 M3 fE% 10 H 3 X 0 @H3 [, 5FU Smg/kgH &
*CDDP 1mg/kg % 27G 12 THEH?EM HEEL, 141 HICIESS
YR L.

2) 5FU + CDDPf I #fi otk G-

MI109 M HER% 10 H BICMB AR L, 120 X b #k3
FIM, 5FU 5mg/kg ¥ & OFCDDP 1mg/kg % 27G &2 TIHIEA
%5 L7,

5. 5-FU + CDDP + Briidt i iamie
1) 5FU + CDDP -+ 4 bt A e ik Bt

M109 MM RERE% 10 H H £ b 5-FU 5mg/kg 8 & I CDDP
Img/kg % 27G&HIC TREMEMICES L, FRICHRE RS
0.43Gy % #%5:3 0 Mk, 140 B ICEEL ML,

2) 5FU -+ CDDP + M6 M s 6 AR ae

2HHH» 5 0.86Gy
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M109#Hiu B 10 H BICES £ W0k L, 12BE LY 5-FU
5mg/kg 2 O CDDP 1mg/kg % 27G$HZ THEIEANT G- L, RIE
(TR EHR BR ST 0.43Gy % 3 #5t 3 H MREAT L 7-.

6. XEREE

M109 #f BAE # 10 B B 12 IS HIBR O A 5617 L 7.

FEOMKE, HHEMBE MI09MRERER 08 E)0KE
KATAHETEL, RWERBE LV 248H, FEXEBOB
BEfTol., T/, BEBBALYVAMOEHORBAER
xR, FREFNIZOWTHIREL KL CHEREL
7z,

X, ITO Y > EiE‘s L UMEBICR I THEOM (£

Bz 4)

KBRS L[AMRIC, SILT O HEMEEE BB L, M109MIaEerE
%35 H B2 s, A, MRS o oSEefEm L,
WIRM B & OB Y NHER B L iR« Bl
L7, MEBOARMNHERIMERLLZATEORG 2K,
BEHE0, 1.3, 4L ELZ. T2, M, U
NEEBOREESZNER, BBRL (—). BEEEDHD
(+). FEEGEHD (H4). BEEEHD () DL4EEIZS

Table 1. Rates of spontaneous metastasis of lung and axillary
lymph nade

Interval between Number (%) of mice

resection and tumor

R

=R PYAN

X . BETFENRE S

KREMOFEEREIT Student-tREIZTITV, HfFERG
Kaplan-Meier = % iV C, HEZEIT &L Wilcoxon e |7
THEL, 72, 5% RMOEMRELZ o THEEDY Lyx
L7z,

54 &

1. WEBE LU D NEEBORER

MI109MPaERE%S, 7, 10HBICIEB KR L 2BICBIT2
) YR L MmO RERERLIORNT. HEI SR
TOEBPSEL 251222 - TERERL EA L, MI109#H
W10 HEICBE Ok L BT 7TRef I iR oR
ok A7z, D EOEREIZETWT, MI09MBEREZI0A 0
REE % WEATH R OMIEE TN & L CITOFEMIZ BT 2 EEI
fER L7,

I. #HES, BHHEEEOMBEEDR

1. 5FU#HL-8

EBOT/ChEAb L, 5FU Smg/kg#k5-#71320.87, 5FU
10mg/kg ¥ 58 TI120.71, 5FU 15mg/kg %58 Ti3033Ts
D, 5FUDHEESRICKELT, BEOMMMEIE Shi. £
72, 5-FU 5mg/kg DX G- BETIIEEMEMICEEL RIZS 2o
775, 15mg/kg 358 CIIA BRER I L TARERMEMEES
~L7 (E2).

! ; Lung Axillary lemph node L
inoculation (days) metastasis metastasis 2. CDDP 5.8
HHEDOT/C % A% & CDDP Img/kg ¥ 5-#T130.89, CDDP
3 ; E ‘1“2‘2 ? 214 ‘2); omg/kg# 58 T120.61, CDDP 4mg/kg 5B T12039Th
10 7 (1000) 5 (714) k) » CDDP @'fﬁ’%“b:ﬂjr;g L’Cﬁﬁﬁ%wﬁéﬁﬁﬁ"ffll%ﬂéﬂf:. it;

Table 2. Antitumor effect of 5-FU

CDDP OB A b Img/kg DIE TIIHRELENIZIZ & A LEEE

Dose of 5-FU Number of Tumor weight Body weight change
Group (mg/kg) mice (x £SD, g) T/C (% control)
1 0 5 2.99+0.26 1 100.0
2 5 5 2.66+0.22 0.87 92.3
3 10 5 2.11£0.19 0.70 85.6
4 15 5 0.99+0.16 0.33 . 423

The antitumor effect of the treatment was evaluated according to the following formula ; T/C, where T was
the mean tumor weight of the treated group and C was that of the control group.

Table 3. Antitumor effect of CDDP

Dose of CDDP Number of Tumor weight Body weight change
Group (mg/kg) mice x £SD, g) TiC (% control)
1 0 5 2.99+0.26 1 100.0
2 1 5 2.67+0.18 0.89 89.3
3 2 5 1.81+0.31 0.61 60.3
4 4 5 1.184+0.13 0.39 20.1

The antitumor effect of the treatment was evaluated according to the following formula ; T/C, where T was
the mean tumor weight of the treated group and C was that of the control group.
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BRI E o 7ch, dmg/kg WG HECIIMBEEEIZ L L TR ER
MEAEEORMBER L (G83).
3. MUHRER TR
ABOT/ClE, 043Gy BEHEETIZ0.71, 0.86Gy BEATEETIZ
062, 1.29Gy BBEEETIZ036TH 72, 2 THREEIZHM
L7 EEHREEIRAERD b N F 72, BEBOAESINER
B T78.6%, 59.1%, 20.1% T, 1.29GyHESEEIZBIT A1k
EWIMIIHIATEE TH - 7z (F 4).
4. 5FU & CDDP 3 & Uit iiasor i it
5FU , CDDP , H5HHRERATBLMBEDMET 2 & & b RER D
CEEE RIZ LI WRANFKSEE VT, 5FU L CDDP 3
TURSTRBREOHEENRE LR L. T4bb, 5-FU
5mg/kg + CDDP 1lmg/kg # 5%, 5-FU 5mg/kg + CDDP

Table 4. Antitumor effect of radiation

1mg/kg + HEGHRIBET 0.43Gy PEITE L 3T HRBED 3 W CTHRES L
7z. 5FU + CDDPHt %D T/Cl20.54, 5FU + CDDP + fgt
BIBEFHBEOT/ClE047 Th o 7o (KEMEME, ZhFhi
BEEEIC L L T, 5-FU+ CDDPEET72.1%, 5-FU+
CDDP + S BR &G F BE T2 30.5 % & #3580 (R E 1 Il A
A bN7 (ES).

L. ITOFHOFHE

1. 5FU #5#

FHAFHKEZhZh, WEET55.2+143 0, 5FU
IG5 8574+ 14.3H, 5FUMIZKSHT567+135HT
o7z, WIREEE SFUMRR S8, SFUMBESEE L O
AHERIIAEZIBRDOONE D72 (). KEDOEBEAS
ERBE L DWINEN Z R L2AS, SFUMMHRE-H Tl EE

Dose of radiation Number of Tumor weight Body weight change
Group (Gy) mice (X £SD, g) e (% control)
1 0 5 2.991+0.26 1 100.0
2 043 5 2.09£0.16 0.71 78.6
3 0.86 5 1.83£0.12 0.62 59.1
4 1.29 5 1.04£0.13 0.36 20.1

The antitumor effect of the treatment was evaluated according to the following formula ; T/C, where T was
the mean tumor weight of the treated group and C was that of the control group.

Table 5. Antitumor effect of the combination treatments

Grou Dose of 5-FU Dose of CDDP  Dose of radiation ~ Number of  Tumor weight T/C Body weight change
p (mg/kg) (mg/kg) (Gy) mice (x £SD, g) (% control)
1 0 0 0 5 2.99+0.26 1 100.0
5 1 0 5 1.62£0.28 0.54 72.1
3 5 1 0.43 5 1.40+0.41 0.47 30.5

The antitumor effect of the treatment was evaluated according to the following formula ; T/C, where T was the mean tumor weight

of the treated group and C was that of the control group.

100

Survival rate (%)

20

T T T
0 15 30 45

Days after treatment with 5-FU (day)

Fig.1.  Survival rate of the mice. Kaplan-Meier survival curves
of 7 tumor-bearing mice treated with surgery in the presence
or absence of pre- or postoperative combined 5-FU therapy.

=, control group; -*-*+* , IT with 5-FU group; -, AT with 5-
FU group.

100
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N |
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0 T T T T T
0 15 30 45 60 75 %0

Days after treatment with CDDP (day)

Fig. 2.  Survival rate of the mice. Kaplan-Meier survival curves
of 7 tumor-bearing mice treated with surgery in the presence
or absence of pre- or postoperative combined CDDP therapy.
-—, control group; -+, IT with CDDP group; - , AT
with CDDP group.
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Fig.3. Survival rate of the mice. Kaplan-Meier survival curves
of 7 tumor-bearing mice treated with surgery in the presence
or absence of pre- or postoperative combined radiation
therapy. —, control group; ***-* , IT with radiation group;
- AT with radiation group.
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Days after treatment with 5.FU + CDDP (day)

Fig.4. Survival rate of the mice. Kaplan-Meier survival curves
of 7 tumor-bearing mice treated with surgery in the presence
or absence of pre- or postoperative combined 5-FU + CDDP
therapy. ——, control group; **+*+-, IT with 5-FU + CDDP
group; -, AT with 5FU -+ CDDP group.

Survival rate (%)
3
1

o T T T T ] T
15 30 45 60 7 90

Days after treatment with 5-FU + CDDP + radiation (day)

Fig.5. Survival rate of the mice. Kaplan-Meier survival curves
of 7 tumor-bearing mice treated with surgery in the presence
or absence of pre- or postoperative combined 5-FU + CDDP +

radiation therapy. ——, control group; -+ , IT with 5-FU +
CDDP + radiation group; -, AT with 5-FU + CDDP
radiation group.

E

e iy

F

e

Fig. 6. Typical pathological findings of the lung metastases.
(A) HE staining of low grade metastases. (B) HE staining of
moderate grade metastases. (C) HE staining of high grade
metastases. Original magnifications are (A) to (C) and each
horizontal bar indicates 50 . m.




HEATHTHE 2303 B AT AT L RO AR 377

CHERTHREENFRIINE o7, 28, WTFNOBETL 3
EEOKEICHEEEZEREDLh o7 (6).

2. CDDP %58
PRI T552 £ 12.3 H, CDDP#FRIK 55T
557+12.9H, CDDP#F#4I%5#T547 £ 10.7B TH o7z, 3t
BE Y, CDDP#THi# S5, CDDPHithicS & Iz ERE
LHBZERDOONL o7z (X2). EOHERIL, CDDPIT
%z, CODPHRIHX 5B DI BB LT4HELS
0B ETIHEMAR LAY, 10H HRBRE T REE & FiEIC
JEF L, BEFENICEEEIRD o7z (556).

3. HORER AR

TR B, AEETE5.2 1123 H, MR BN
564+ 17.3 H, MiERATMBHEETS7.7£105H Th o1z

Table 6. Changes in body weight of the mice

oo HARE & RO IR BB AT RE, WA B TR R S B & O I 1D AR AR
WCHEEEIRD LN D72 (M3). KEQHEB L AL L, fif
BT EES T 10 0 B LR, wtERBEEE B L CRIFAAGE
BmEdos. 70, MRS HRBHEEOKRERINIARER
26 7THHETHIRAASN/AS, 10HE & ) HEHE FkER
REREINZIE U7, RO R RS IR A0 Al O AR B S B L
NCI3HBUE, WTFhORETY RIF2EERMERLA:
(6).

4. 5FU+ CDDP#f 4k 55

PR IS, WE#ET55.2+£12.3H, 5FU+ CDDP##
HAT AT 5- 8 T 60.6 = 20.1 H, 5-FU -+ CDDP #f i a4k 5- B¢
T60.7 124 H T - 7. WEREE L 5-FU - CDDP ARk
5.#, 5FU+ CDDPHF RIS L OB TAEFRICFESE

% normal of body weight (X == SD) after treatment

Group
1 day 4 days 7 days 10 days 13 days 17 days 20 days 24 days
Control 100 99.5+28 104.5%3.6 107.6x3.8 112.0£25 112.0£25 1151£1.6 1203%£23
Induction therapy )
5-FU 100 99.8+35 98.7%x69 100.3*£58 105.6*+43 108.6£2.6 110.6+69 114.0+8.9
CDDP 100 982+6.5 972*+45 101.5%£6.5 107.2%£69 111.8%£58 113.6+87 117.5+6.2
Radiation 100 99.5+8.2 1002432 1044+27 107.8%£50 108.7+44 111656 113.5+6.3
5-FU+ CDDP 100 99.8+6.4 997423  95.6k25 80.7+3.6  932%45 103.5+£69 106.5%5.2
5-FU+ CDDP +radiation 100 943138 92.6+32 82.0+4.9 74.6£2.8% 768%149* 877+55 95.6%3.2
Adjuvant therapy
5-FU 100 99.8+35 98.7k69 100358 105.6:4.3 108.6+2.6 110.6+6.9 114.0+8.9
CDDP 100 101.9£82 975x56 1003£32 1053%£32 113.5%£56 1163492 118376
Radiation 100 101.2£24 105.0k44 1123£82 1145%£54 116.0%£7.1 117.3k6.5 1194+6.7
5-FU+CDDP 100 99.5+45 98.4+%89 99.4%5.6 95625  923£69 101.5%£48 107.3%6.8
5-FU+ CDDP +radiation 100 99.2£35 97.2%45 90.3+4.5 88.6156 81565 84.5k4.6 902x2.6

Body weight at the first day of the treatment was indicated as 100%.
* p<0.05, compared to the value of control by Student-t test.

Table 7. The effects of various types of treatment on lung
macroscopic metastases

Number of mice

Group Number of macroscopic metastases
0 1—3 4=
Control 0 1 4
Induction therapy
5-FU 1 1 3
CDDP 1 3 1
Radiation 1 3 1
5-FU+CDDP 5 0 0
5-FU+ CDDP +radiation 5 0 0
Adjuvant therapy
5-FU 0 2 3
CDDP 1 3 1
Radiation 1 3 1
5-FU+CDDP 2 2 1
5-FU+ CDDP + radiation 4 1 0

Table 8. The effects of various types of treatment on lung
microscopic metastases

Number of mice

Group Grade of microscopic metastases
- + +H -
Control 0 0 2 3
Induction therapy
5-FU 1 1 0 3
CDDP 1 0 1 3
Radiation 3 0 2 0
5-FU+CDDP S 0 0 0
5-FU+ CDDP +radiation 5 0 0 0
Adjuvant therapy
5-FU 1 3 1 0
CDDP 1 1 2 1
Radiation 2 3 0 0
5-FU+CDDP 2 0 2 1
5-FU-+CDDP +radiation 4 0 1 0

Metastatic grade was determined by microscopic analysis. —,
no metastases; +, low grade of metastases; +, moderate
grade of metastases; -, high grade of metastases.
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BHED LN LG, (M), hBEOHBEASL L, 5-FU+
CDDP BB #% 5-B & 5FU + CDDP R i 58 iz B v
TR T, WREE L CHREBNPSAR TH 2 EED
BH SN, F7, 5FU+ CDDPHERlTaIxS-5 i3, 13H
Bt BRI iR L CEE R EER A 2372, 5FU+ CDDP
P AT 58, 5-FU + CDDPH#F FiMfifaix 58 L 12208 H
DR E0IMATA S (E6).

5. 5FU + CDDP + R i H G 5

SEHEF AT FRER, BB T5.2+£123H, 5FU+
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Abstract

The prognosis of patients with advanced lung cancers is considered extremely low because most cases are unresectable or
have a low resectability rate due to distant hematogenous metastases. Therefore, adjuvant chemotherapy, especially
preoperative chemotherapy and radiotherapy (Induction therapy) are important therapeutic strategies to improve the
resectability and survival rate of these patients. Madison 109 (M109) lung carcinomas, a type of lung tumor prone to
hematogenous and lymphogenous metastases, were used in this study to identify a standard protocol for the treatment of
advanced lung cancers. We inoculated 2 X 10° M109 lung cancer cells into mice footpads, and 10 days later the effects of a
variety of pre- and post-operative combined chemotherapy and radiotherapy regiones on the rate of survival and distant
metastasis of the tumors were investigated. We obtained the following data. There was no significant difference in survival
rate among the groups treated with or without pre- and post-operative combined chemotherapy and radiotherapy. However,
some cases survived longer by pre-operative combined treatment of 5 mg/kg 5-FU, 1 mg/kg CDDP and 0.43 Gy of radiation.
Distant lung and lymph node metastases were significantly suppressed by pre-operative combined treatment with 5-FU and
CDDP with or without radiotherapy. The results indicate that induction therapy, especially combinal use of
chemoradiotherapy, may possess therapeutic potential for the adjuvant treatment of advanced lung cancers.



