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BE HECITERBRBE LTS Tegafur 12 X % oral adjuvant chemotherapy D& HEZ#HE L
TERD, BERBEIRRTEARRTH S, £ 2 CHEIREMRICH T55-FU 0 REB LTS H
BT, BY¥LEEMEE OB Y PO TOERERYITOK,

BHRFLEEKR (OMC-1) KX UOREESE (OMC4) AV, Zhbons-FU RS M & HE0E g
MBI X oL, 0.1~10ug/ml ©5-FU 96KsREFREORMI R LA, 720, 1ug/ml D
5-FU 96~1920EIEH B oMo BFME L ZBZE L7, 5-FU J6RHERE oMM 3 5
DNA &ainElIzhE L, de novo & DO HIERATDH 53H-deoxyuridine D HL h ;AL E)RES Ball et al. @
FHETRAZE LKL, E610.1ug/ml © 5-FU 96KEEAZ o mMAaN FAUMP £ X O thymidylate
synthetase (TS) PHEXR%*H-FAUMP % F\ 7 radioassay ¥ X b JlE L 7z,

BERE E AR HNEIE 2> &k D 725-FU D50 % BRI B E X OMC-1 0.134g/ml, OMC-4 9.1ug/ml T,
OMC-4D5-FU B #13 OMC- LIt e~ TE <, TRRBF I 5-FU i X % ZEHRT R OMC-1°#8
THot, i, BEEEERYER DA REKY control #100% & LTKD % &, 0.1ug/ml D5-FU T
OMC-1TIIS0% LI Ficiis K i s, OMCATIRB% THhote, —F75-FU fER% oMty FAUMP &
X OMC-1 4.7pmol/g, OMC-4 2.6pmol/g AFTHH, TSFHEFEXIXZOMC1 58.7%, OMC-4 60.0%
ThHoTz,

LAEAs B, in vitro I3\ T BRI O5-FU REHREF LB EAE-C E ML
7o, FARAEDS-FU &5 T clHMiao de novo BE OMEIRICHELZRD bhic s, TS EER I
E0L, Thbo5-FUREMYEATHARTFE L TN FAUMP EXEETH 5 & EARE &
hiz,

Synopsis In order to improve the postoperative survival rate of patients with cervical cancer, we have
treated them with adjuvant chemotherapy (oral Tegafur) and proved this treatment to be useful. However,
the prognosis of cervical adenocarcinoma cases has not been improved yet.

In this study, 5-FU sensitivity, morphological changes and DNA metabolism of cultured cervical cancer
cells were examined using OMC-1 and OMC-4 cell line originating from cervical squamous cell carcinoma
and adenocarcinoma, respectively.

The EC 50 (Effective Concentration for 50% Cell Kill) of 5-FU on OMC-1 and OMC-4 cells after 96 hours
of incubation with 5-FU was 0.13ug/ml and 9.1ug/ml, respectively. The morphological changes were
more prominent in OMC-1 cells than in OMC-4 cells after 192 hours of incubation with 0.1xzg/m! of 5-FU.
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The incorporation of *H-deoxyuridine into the DNA was inhibited more significantly in OMC-1 cells than
in OMC-4 cells even at a low concentration of 5-FU. The intracellular FAUMP and thymidylate synthetase
(T'S) inhibition rate of OMC-1 and OMC-4 after 96 hours of incubation with 0.1xg/ml of 5-FU was 4.7pmol/

g and <2.6pmol/g, 58.7% and 60.0%, respectively.

These results suggest that 5-FU sensitivity of cervical adenocarcinoma cell line (OMC-4) is lower than that
of cervical squamous carcinoma cell line (OMC-1) and it may owe much not to the TS inhibition rate but

to the intracellular FAUMP.

Key words: Cervical cancer * Cultured cells « 5-FU sensitivity + DNA metabolism

1 B

BE TR, FEFENEEE L T Tegafur
i~ X % oral adjuvant chemotherapy (adj. chem)
T\, TOERICHRMEHEYEHR L TE
JoRVOIINNG - % j- BRI (X, Tegafur DM
B¢ B % 5-fluorouracil (5-FU) KA ER KRS
DEEREEMROBEFEY in vitro THIHI LB S &
EHERELTELY, Larl, 2hTToRHIT
FLLIURFPLEEBCRTSEDOTHY, HITER
KT A AREOGRCE L T3, EFABDRE
SEERBBEERTA TS EB W E LRSI
B X T\~ e otz —7F, adj. chem DZHRIT
risk (Z) {6, & v b EREBEHABRECKE LS
InsH, HABECIEET L ENHBEL T
5., TihebbRF LB TEE T ad
chem ODFIENRRLRLE D, FOFERIERRBRT
BDHENESBRORBERT EOMBER L 7eoT
WBOD LIeh o, R LR &BRETO5-FU
REMEOHE L LDOFEREZHALMICL TN T &
DHEEBDTCEECHD, 2T, AWRETIRE
7 in vitro I8 W CEHTRFE T EEE R X OBREM
FAD5-FU BZM 2 HE T2 L & bic, 5-FU 2356
D DNA GBS Lok A EREE Y
BT AT,

MRFE

FERREENR | YFRE ol L BB RET LK
FEE(OMC-1)? % X UZEH R fERR (OMC-4)% i
Wz,

BEEY | 10%FAEMFFmE (Z#FMK, ER)
X 025ug/ml Kanamycin (BARBIE, Hy) %
L7 Ham’s F-1255# (Flow Laboratories
Inc., US AD®EEER E LTHW, TXT37C,
5 %R H AL EZPCHEBERBREEL -,

#FH EHK : Tegafur ® & ¥ il © » %55-

fluorouracil (5-FU) (BAI%E;, Hir) »{FHE
FICEEER CTHRL, bRV, B
EAR X in vivolckiFsMmdd X OE&FE
EowE £z L0.1, 0.5, 1.0, 5.0, 10.0ug/
ml IZERE L,

KB

1. 5-FU BZMoRIE

OMC-1% X 0'OMC-4% % B & O5-FU s #
BHRTEELERRYAE L, T/ b, 3.5cm
£ o plastic dish (Falcon, U.S.A) iz «#51 X
10°ME/2ml OAMBE & Ml 2 A ZT2REEIBE B, WH
BT A D7 S CERE O5-FU &K IC
T LI, 48, 96, 144B5fE1# 122 dish o M%K%
BEL, TOFHEY L OTHBE, EHARBED
HIEMREZIER L, F-MRBEER R O
dish TXRCOREMEZREY 7ok, KIZ5-FU 965KF
RIE R 317 % FH A RFFRE O X FRFH A
Bz xd-4 5 €4 % Surviving fraction & LTEH
L, F$#EERTFmy b LTdose response
curve ZER L7z, K41 DMl >WTE LRI
dose response curve X b 50%EEINEIEE (EC
50 ; Effective Concentration for 50% Cell Kill)

ERD, ThbO5-FU RS L7,

2. TUREZMBIZE

OMC-1# X ' OMC-4 #9510 /ml % Lab-
Tek 2 chamber slide (Lux, U.S.A.) I 2 A %,
TR 250, 1ug/ml ©5-FU InES B 1 T #:
Lz, THII6~192BFFHEEEK, = —F Az X
/=N EEBREAWTERE L, Papanicolaou ¥,
BT OTHEE LT,

3. BEREIERWE I b A L ENRE

5-FU fEA % ® OMC-1% X 08 OMC-4D & 8 i
BXEE b AL EIRE%, de novo B DRTERAT
# %°H-deoxyuridine CH-dUrd) (New England
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Nuclear Corp., U.S.A.) #H\>, Balletal. %
B> THRE Lz, Tk b, WE L% scin-
tillation vial (Weaton, U.S.A) iz« 1 X10°
f8/2ml OHIE % HE 2 2A B T2RFEIBS AR, X BUEmE
A A R CHBE OL-FU I ER AT
LILIICRHEEE L, “hb% ) vBREER
(PBS) T, *H-dUrd 1xCi/ml Z¥imL T
1EEMDNA * 2 25X L7Tz, & PBS
TN THL 5% BIEREE THEE L 7%, #i ethanol
10ml ¥ L1070 BRE L, 2 51 b %kt
FEAIm] Z 7RI L80C, 405 IEHE 4 CTHAD
L7, T B Triton-X scintillator 10ml % s 0
LB B 0 A & 7-*H-dUrd o B g %
liquid scintillation counter (TRI-CARB 300c,
Packcard, U.S.A.) THIE L,

4, #RaN FAUMP £33 X O° TS BHERO I

5-FU {Ef# » OMC-1% X 0 OMC-40 M
5-fluoro-2’-deoxyuridine-5 -monophosphate
(FAUMP) & ¢ thymidylate synthetase (TS) FH
E£XR%,*H-FAUMP(Moravek Biochem., U.S.A.)
% A\~ 7o radioassay BRI X D JllE LT,

& 4K 2X10"EOMIE % 0. 1ug/mlD5-FU
s EWE COCRF BT EAR, Mlnd FIEE, JEILL .
WE W A £ 2% — + buffer (0.2M Tris-HCl, 20
mM 2-mercaptoethanol, 15mM CMP, 100mM
NaF, pH7.4d)2ml ¥z, £V krvkeor
4 % —1Z T homogenize L 7 % sonicate (208
M, 3ED LTHELALY VY IARLTORIE
gL,

FAUMP oRE L, T Ry v 7 2500ul ic
5,000dpm ©*H-FAUMP, 1M EEf21ml % J0 2 X
CEMU#, 4°C, 3,000rpm TL04FEEOLL E
BErHERLE, COoOLRBEER2HEEZBELICDOX]
ml ® H,O THEML, DEAE t i r —~2 % 5 &
(3cm) 1 apply L7c#, NH,HCO, THH &%
v FAUMP 28 L., 2Thx I LK
fE# L, FAUMPHIZE Hbuffer (5mM KH,PO,,
pH 7.4 wHEMRL =%, *H-FAUMP (12pmol/
mlD), TS, CH,FH,#%L25C, 4 FRRRIGE
¥, DCCeTB/Fo BB BFOKHESLEY
liquid scintillation counter CHIZE L7z, TS Dl

T H it

1425

ElX, MAE% sonicate LTE LRI Y v i
4°C, 16,000rpm T4 BEEIEO LY A bV — L H
SuRBER L. =i TS #BlE A buffer (0.3M
NH,HCO;, 100mM 2-mercaptoethanol, 100mM
NaF, 15mM CMP, pH 8.0), *H-FAUMP (120
pmol/mD), CH,FH, %% L307C, 205 MIKIG &
7z, DCC T B/F ZBE#E B o U TE M % 1)
EL, TS free®® (B30 free TS) &kD7z,
TS total ®BIE X, TS BE M buffer H4& F T
30°C, 3 Hf{ preincubation L% 4 + V' —aAHD
TS & FAUMP D&% B bo CH YRk, Rk
WHIE Lic, EBED TS free ZkRic L h kD 5
nas,

TS free=TS total—TS bind

= (TS free®*®—0.13 TS total)/0.87

TS BEHEZE L TS bind » TS total i xf3 5 |
EnbEE L, U@L Spearset al. ©F
B HE U707,

LD

1, 5-FU &

OMC-1% X ' OMC-405-FU 1 X % 1458 714l
fR (K1, 2) 258 06075-FU 96REEA®K
121} dose response curve #X 3R L7z,
EC50{Ex OMC-1T0.13xg/ml, OMC-4T9.1ug/
ml & 72 b, OMC-4D5-FU B3 M4 OMC-11z b

O—0O control
o—e (0.1 ug/m

§ A—A 0.5 pg/nl ©
S A—A 1.0 png/m /
S 10° o—o 5.0 ug/m o
i X—x10.0 pg/m
© [
o /A
% ./A
© IN
*(b' (] o a
3
£ ”

—_—
3 x
S 105 - T

48 9 144

Time of treatment (hrs)

K1 OMC-105-FU iz & % B M & fh % - OMC-1
1 X109 % ZEBE O5-FU tnis&% oL,
HRFER X CERF AR OMMEHE L R L,

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

EC 50 of OMC-1: 0. 13ug/m
EC 50 of OMC-4: 9, 1ug/m

AEmE4IEI 5

Oo—0 OMC-1
—e OMC-4

t
'
I
¥
|
'
¥
'
l

EC 50 of OMC -1

1426 FEFRZARMRECN T 5 5-FUDRRZ M
O—0O control 1004
’E\ o—e 0.1 ug/m 3
= A=A 0.5 ug/m g
5 A—A 1.0ug/m 5
§ 10° o—o 5§50 ug/m 9 ®
© X—X10.0 pg/mi /A c
T o s I e
(5] 3 1
@ 3%0 £ ;
Ke) c 1
'g X e % g i
o @ i
2 1
K ]
5 1
§ oco’ntrol U.'l 6.13
O 10°A
1 1 1
48 96 144

Time of treatment (hrs)

K2 OMCA4®D5-FU i X % H7E &l ih #% - OMC4

1 X10°E % ZEE D5-FU IR cEEL,
SBFER L OEFARHOMIME S L ER L,

NTEDTENNZ EHBE L,
2, MREFRIEAL

0.1ug/ml ©5-FU 19285 E B # © OMC-1%
LU OMCAD MR EE 1 8L O 2 K/RL
7z. OMC-1Ti3 control ICEERNTHRUTALL, B
IMEDBRAL, BIMERI OB s £ 5 8%

1.0 5.0 9‘1"10.0

EC 50 of OMC-4
5-FU concentration (ug/mt)

K3 5-FU ® OMC-15 X 0 OMC-4ic %+ 5 5 M fa
BER I OMC-1% X 0'OMC-405-FU = X % #FaH
il B &R 2> B, 5-FU 968% Rl /F FB #8123 1 % dose
response curve Z{ER L, &« © EC50{E# kD 7,

Sh, BBEOSFU TLERBERI®SLZ L
X OMC1ITRELWENFTENL i, —
77 OMCATHRRRE ORI A b E DD F
DEIBDTRETH Y, HREFAZ L OMC-

BE L 7=,

405-FU B2 OMC-LIZ TR & & 23

3. BERATERYEIR v A LB RE
OMC-13% X ' OMC-4D5-FU 96FFRE A1

BR1 - BEEMERFR(OMC1) (Pap. #f, X400) : 0.1xg/ml ©5-FU 1928/: A
# D OMC-1DHRFEHIEAL R R L (a), control (b) HARTEZEALL, B/
HOBEY, BMRIOERIER, MREOmiEcY, ZLVWENFRERL bR

7z,
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FH2 HEMREE OMC-4) (Pap. %, X400 : 0.1ug/ml D5-FU 192K:E1E A
®D OMC-ADTUREFHIZALE R LI (a). control (b) I~ TRREDEALL A
bhd b DOOBRNMPLHBRECEILIBRETHY, ELVWERFTRIALR D

198949 A
7.
100
o—0 OMC- 1
g e—e OMC-4
[
3
Q.
ps }
g
5 90
3
3
3
x
0 T T r T T
control 0.1 0.5 1.0 50 100

5-FU concentration {(ug/mi)

K4 S5-FUfEA#ICEITS OMC-18 X UFOMC-41c
%t -3 53H-deoxyuridine D B H 1A & | OMC-1% X
O'OMC-4#9 1 X10°@ % & | E ©5-FU I E K +
TOBERFRANS B, XWRHFEL L OCEAAMMEFCT 5
SH-deoxyuridine DB Y AL ERE L, NBREL
100% & LT LT, :

BT HEBAEYEI D A AZF L, control &
100% & LTRL (X 4), 0.1ug/ml T OMC-
1t53%, OMC-4T79%, 0.5u4g/ml TXZhLh
23%, 61%TH Y, 5-FU fEA# D*H-dUrd D#lifg
DNA ~DOF Y iAxiL, KEE B\ TH OMC-1
T hiELSI|EI S hi,

4, fRaA FAUMP &% X O' TS pHEXR

0.1ug/ml O5-FU 96W: R fE & o M la A
FAUMP &3 OMC-1%%4.7pmol/g, OMC-4232.6
pmol/g LA F T & v, TSFHZE X 12 OMC-128
58.7%, OMC-45360.0% CHolz, DX 5K
AR T TSHHERICIIIB LA LENRD bh i
pyo 7oy, 5-FU B o &\ OMC-1T # R
FAUMP E2° X b %\~ Z & 3B L /e,

Z E 3

HRECTRTFEFRMNEEE BB L LI
5 BT, BBRETE Ib B LR X BHO
VAZIGUTHNERL, BROWESXOEW
FEFI X Tegafur DFE O 512 X 5 adj. chem
%ﬁ\/‘&?)%%{iﬁf ? 7—:3)4)6)11)12)15)19)‘ i 'f‘C{&}EﬁE
5FU 0 B E T s W CEMBE O cell cycle
PR ESEBETAZ E, BIUmMHILIET
W R ERRT EEEEEME (SKG-
ITIb) 9% A\ 7z in vitro E5& TEHFHH L, adj. chem
DT ER D BER B O BHEIE & Mk v ~ v TR R
Chl 2> TH LB L2 EBOCEST
7o Uh LEEIRE B L CRERARATFEARR T
HY, SHROABERTLELOMBSTHS EE L
b 29D, EERIEMSELIRE, bhibh ¥ FIK
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12 X b high risk group (risk II, HIF) *¥|E
I 1, adj. chem % {72 C prospective {Z-FH & Bk
L7 @322l COBREYR T LEELRET
B LT a B &, risk I+ Lk T FhEh
40%, 56%, risk III B¥T1X40%, 60% TH %k,
Fiorisk fEVRBRE TH 2T HBRBEMLRFE
EEBEGNCEAN L b B IcBRTAHEALAD
T35,

IDXSRBE»D, BEBRE KT % ad].
chem DFIR & L DOMBEREXBE LML TV &
ENBERBTHHEELONLDT, 7, in
vitro I B 1 2 BEFEMIR O5-FU RZHZ R
S b REM & LB L, in vitro EBRE 1T 5 o
BHIZIL origin DA e BRI LA TH 5.
HI BRI OV TR AT © b RA B oWmE
BRIND X 512102, oL,
SEOKRIZDOWTHETAZ LW ERRETH
5, T ZTAPHFECRAE—BRTHEILI N, 23D
M—&BCiHF RRIALTVWI2HYHEZED
OMC- 18 X *OMCA%X i@ L e KR = 7 1
ELTHW,

Z DFER, HIEMBMEIE 2 SR D5-FU D
50% BEAENEIEES (X OMC-1 0.13ug/m]l, OMC-4
9.1ug/ml ¢, OMC-405-FU B&Z#:1x OMC-11z
HARTED TEVC ¥ L, Z hids-FU
TERBOERBEMBILL LS ESTShiz, L
32T in vitro 12 3\~ C $ B E M 05-FU
RREMIIE N EE 2 bhicdy, adj. chem DJRHE
DHE Y &, EBEEDSFU AL T CHRFCE
B LB e B BB RE A TR T Y
DLAEETHAH. bhibhix SKG-IIIb fify %
0.1xg/ml ©5-FU EE#EK < 2 FL Lo R
Whie D THELILRER, £ 05-FURZHIE
fLU7e s, BIEEE LS BET S & 2K
HLRW, ZoRrBE LT, OMC4% RkD &4
TTH1ERBEL L, OMCATIXZD5-FU
REZHRD & XV BEIEERE DR LA EEL Inh
DI(CRERT — %), ThHLOHFEENL, il
&% in vitro BT, BB TS
5-FU o #IEIMEI%h R IR LM X
EBHHDEEZ BRI,

RAERELIEI =

#% 1 pyrimidine nucleotide 3 J 0%5-FU DCHIERE

5-FU

thymidine

phosphorylase dUrd «—» Ura<+—>»Urd
5-FdUrd

thymidine

kinase dUMP

thymidylate
5-FdumpP synthetase
dTMP "EI"{)};‘I;IHIH&“ dThd<--»Thy

kinase
DNA «— dTTP <«— dTDP

<4— 5-FU metabolic pathway

<—— de novo pathway
«--- salvage pathway

3¢, 5FU ofEHBF & LTix, DNA AR %
FHET 578 L RNA ORBEE X T8
BWERFRETS, L LEEBEADEYHERST
LERPBEERCE TR, FFEORENIVE
BTHDHEEZDLRTHHIINMS Firi33% ]
WL X 51, 5-FU X thymidine phosphor-
ylase iz X b 5-fluoro-2’-deoxyuridine (5-FdUrd)
L7tb, &I thymidine kinase i X 0 U v E{L,
& 1 T5-fluoro-2'-deoxyuridine-5'-
monophosphate (5-FAUMP) & 7t %, & @, 5-
FAUMP (FdUMP) 73, deoxyuridine (dUrd) %
BiBR &k & 3 %2 de novoBE I 1T &\ T,
deoxyuridine-monophosphate (dUMP) 7 &
deoxythymidine-monophosphate (dTMP) % 4
BT 5 B5% TH % thymidylate synthetase (TS)
tRETAHZE XY, DNA EEHEER
BaEhs, £ZTOMC-1% X B OMC-AIZxT %
5-FU © DNA &Rz R i o\ C*H-dUrd ©
WMORABRYLHE Lcb 2 b, TORDARIME
BEOSFU K VTH OMC1T & v 38 < 4
Shic, Lo, OMC-1& OMC-4TD5-FU
BSZ D HEERS-FU I & % de novo B DHE
PROERICIDEEZE LN, COEXIVH
T o5, EREO5FU ER#%OMERN
FAUMP EB L O TSHEXRYAIE L & & 5,
TS FEER AR B\ TEN e, —F5FU
B0 BE W OMC- 1z B\ T Hifay FAUMP &
REDECEVWSERNME LR,

BRHEYE X OHE HYI5-FU 0 ABHEIRE L %
DEFE~DIERERF BT &5 T, 5FU DA

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

19894£ 9 A

B R 5 Tt FAUMP © TS [H# 1 X 5 DNA
ERMEREERTH Y, TONEESHRYLELT
HRFELCEEMEMKZA FAUMP EXEETH
ERAT B, —FrF B TS HER L BB
JEME & oBELYER L, 5-FUDERESEDE
YHERT 2B E OBmKHORSEEREC KT, mE
DREFIHEBEERYET A EEREL TS,
DX 51 adj. chem &% 7:5-FU OEHER
F 5 BT, de novo R OINEIRI RN E
BTHHZEWCIERL L O5THAD, LrL,
F OPEESR I EE A FAUMP & & TS
FHEXRD EH bt X < HET 5 XTI
W, SRR T, OMC-1358 X 'OMC-41I 8\
T*H-dUrd O D A AR ICHEN K DI b
Db B, TSHERIWEMC B\ TEN L
<, ThbD5-FURZEMLELETHHRFELT
MR FAUMP EXEE TH 5 L OfGsh 2B
7o, SOBREDOWTE, FIIRLC X 51, DNA
AR 13 thymidine (Thy) % RiER{MEE LT
dTMP % &3 % salvage B b FLET B Z &
CHEEITRETHHEEbhA, T7bb5FU
£ T B o M B © thymidine ) R 23 £ 7z i,
TSFHEXRD R L TH2>TH dUrd DF| AR E
L L AFRERTSELDLNANLTH S,
& H125-FU oML, £{BfE=° DNA &I
D% OBEEIBELE L TR D, 5-FU AR
DFERNSDOEMEILS T MBI T 5 0NE
NHH5, &< 12 FAUMP @ &R s & iz Thy
EBELLTITMP pool D F B 5 %
thymidine kinase IEMENEETHZ2 LE L Db
DT, SHEOBFRBEEL Licw,

Lk, bhbhOWRE T L R EH
Rabkr EBREFALE LT, ZDO5-FURZHLRE
S bR S RREMRR CHE T A L L b, HWED
DNA &K x4 55-FU o fE IRz oW
TEBERYITVWHRE L, SEOKRFL 2 KD
HDHE DT, JmBEMBERE TR T 55-FUD
BRI OWTHEENSHEREEZBR, S8BT
X b %< OEITFEMR I U R EREK
EDHERTOTW T ERMR/TH B, Th
HO5-FURRSHLYRETHIHTF L L CFREER

R

1429

TR LIVOLERBELTOLER, fill
73, BRIRANIE, 5-FU #F % B b LdRSHTF
MR EEAGS O FAUMP &5 %5 WX TSHHEXR
PRETAHZ LI Y, HxDFEFR TS adj.
chem DR FRTHZ L buEEE Ebh 5,
INLOFMTREEZE LT, EMRECT
KA oRsEELHEYERFN L T 2 ENEE
tEzbhiz,
X [N

BA ke y o vibE Yo s kREEE,

& & LEE, 11: 2307, 1984.

B g, RELE, LA &, LWEHZ, ITH

fE—, BARLEMN . © r T 5 HIMAR RS2 Mk

(CAC-D DI L PUBAIRZ >\ C, BER

5%, 39:S-334, 1987.

ATEER, MAHEN, BK B FERENEE

FEeB T 2BREESETRESWLBITRED

i, BEREE 36: 2106, 1984,

MHEERE TERENMNEREZC KT 3 oral-

adjuvant chemotherapy B3 3K & X 0%

BEROBF. BEEREL, 38: 1515, 1986.

hRER, £ OEE, BAR %, ERE{EZE, A

#i, FEHEDS, BiRYE, #HHFEHEB . 5-FU,

FT-207 % & O UFT © Thymidylate synthase

FHSE & [ IS] & OBEM o\ C, ek

%, 11: 1049, 1984,

BAHEN, ATHEER, EA R FEEEHRED

adjuvant chemotherapy © 5¢{fi & T 3 T 8l #h 12

fERORA, AREEEE, 22: 838, 1987. '

A B, BE—@, NEEH, REGEZ, BE

& e TERERRESEMRE (TMCC-D o

By &z oMK, HEREE, 39: S-334, 1987,

. AERBR=, ANERZ, ARKE, BLRE X
AED, MEBEEXAF, BAN E, EBEHXEX, #LU
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