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EFFECTIVENESS OF 5-FLUOROURACIL COMBINED
WITH HORMONES IN LOW DOSE AS A BASAL
TREATMENT FOR PROSTATIC CARCINOMA

Hiroyuki TAkEUCHI
From the Department of Urology, School of Medicine,
Tokyo Medical and Dental Universily

In the treatment of prostatic carcinoma, administeration of some therapeutic agents, e.g.
hormones, continuously as a basal treatment, and other proper treatment, e.g. irradiation or chemo-
therapy or both, were combined for occassional recurrence of the disease as additional treatment. Ef-
fectiveness of 5-fluorouracil in combination with hormones (estrogen or gestagen) in low doses, as
a basal treatment, was compared with that of hormones alone in high doses. 5-Fluorouracil at 200
mg/day doses combined with gestagen (allylestrenol or chloromadinone acetate) at 50 mg/day
doses was compared with estrogen (hexestrol) at 60 mg/day doses in 30 randomized patients with previ-
ously untreated prostatic carcinoma. On the other hand, 5-fluorouracil at 200 mg/day doses combined
with hexestrol at 30 mg/day doses was compared with hexestrol at 60 mg/day doses also in 26
randomized patients with carcinoma already well controlled by hexestrol at 60 mg/day doses for more
than two years.

In patients of the former group treated with 5-fluorouracil and gestagen the rate of recurrence
was 20%,, mean effective period of therapy was 69 months and 5-year survival rate was 73%,, although,
in patients treated with high dose estrogen, the rate of recurrence was 609, mean effective period was
43 months and 5-year survival rate was 55%. At occassional recurrence of the disease, in nearly half
the patients in both groups, the disease responded to additional treatments and remission was obtained
again.

In patients of the latter group with already well controlled disease, no significant difference in
prognosis was observed between patients treated with 5-fluorouracil plus low dose estrogen and those
treated with high dose estrogen alone. Rates of recurrence were 43 and 509, mean effective periods

were 56 and 52 months in the above order and the 5-year survival rate was 599, for both groups.
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50, BoShERAYERY - CREBMNINIBLERG D
BWITBEERGRBR O X » TREYE» LR
BB ERRRETHS. ShbWbi UTRERBERV
D5 kAT VR EVERSEARL, HAELY
BSETARA BT Y LR X » T, BXLT0~80%
DIEAILZIEELIHEHIETEBY. ThiZitoR)
BaahoBiRkicRD 5 Z LI TEiny.

TR AR S, 1k L LRI R S i EES
R, Lol ARBREE ST HbEERR BT ST
BRI U 2 FRERN S 5. MZREOSE A
WENFERT S L5, BECERLE VvRIEHEOS
FEFD ThRWEBHEABEL, TOERERKC X -
CTERD L5 HBEENREC b0 L#ERINS. &5
Uiz VIERIGHEY b oo WA 2 OFED
B THLRREMENDS D, & ICHSERERTIIED
HERHENTHS. LIchiaT, FAECIitAr e v
B @dhoEER AT s 2 LT Y EVIRESR
ST A ENTERS, 25 LEERTHALE VIR
XA oEL TR (basal treatment) &FES
ZENTE, fokxBREC A TREREY—REHT
BoThinRhre vRERORIPERFEL TWSH
B AR ESE LR T Az L TE R
W ZhiERL, SHRFRT R 5 FHER
TSR S 5 I bR IR (additional
treatment) *FEHEZ EMRTES.

HEBE L LT kA E VIR RO S & {70~
80% DIEFICII B TIIH B4, B H DEFICIIHE
EREWC ERDY, Tz oBERSETS &
BERENKbIhD LW RENHEY. EREOER
Th 75 estrogen WITBEDOHNIEN % BEIE, 2

DOMERREOHEEFERTH LV OMERHS.

ELHIZ hboR%Y HEL, IIVBVEHERE BE
Yo A EFEREE: & LT gestagen & S-fluorouracil
OHABREE RN LT, TOFEMERUCRERT
TRFEELL?. Thik 2 ER oA BT 58%
MBI+ 2 RETH -1, ARRLT T SEVER
BL, TOREYSEEFRELTRET L &iT

B\ oot ARGIEE OREIREIC oW T OIS
Th5s.

B APIe TIx, 5-fluorouracil R LT3
Z eI X 5 RSB EH I TwW Bk ey
FoORERY EHTELD T e & Wi EHE
BNT2LLEHLLTEY, gestagen DEILE
HEOF BH B\, 5D estrogen ©OWTd FkE
E B E LT S5-fluorouracil % BEiET 5 aREEY
PRI oy, ThOBBRELRERD estrogen
KBREELHRE L CHEEREORBRN 2B i

- 7.
& & HE

$ﬁ%@ﬁ§&&ok%ﬁﬁﬁ§%ﬁ,ﬁﬁ@ﬂﬁ
BIREREEMWRBPHC BT, 19784 1 A BLETC 2
FELL BRI B 2 I B OBRE B T o260 (Bt
BB L, RELIE19804:128 ¥ ToM L
1aL 7300 GEEERED DitseflTths. +TH
B RNIBRORWEE L LEATHS. FH
DBEBREILI83ERE TR I o

P et 3:il[2 L 1T hexestrol
(Hexron, FEKE), gestagen & L T allylestrenol
(Gestanone, =3t) ¥ X U' chloromadinone acetate
(Prostal, FEES) %, S-fluorouracil ik dry
syrup ¥] (Timadin, BF) ¥ W% o3 b
allylestrenol 1% 19804E% AL, FhlIRRIHE
D 4L chloromadinone acetate WZEFE L.
TR O T 5 B~ VIERIEE
&L MR TR DY, EHRELIEILVERL
HFL .

AR AR O 30 BT EMEA 27 L,
gestagen 50 mg/H & 5-fluorouracil 200 mg/H%
154 (GSN+5FU #58) ik, hexestrol 60 mg/
B%x 158 (high-E BE5F w5 LA SEEHE
P26 AL 2 BT b1, hexestrol 20mg/H & 5-
fluorouracil 200 mg/H # 14 (low-E+5FU #&4&
# 1, hexestrol 60mg/H % 124 Chigh-E #45

estrogen

Table 1. Classification of treatments on 56 patients with prostatic carcinoma

A. Patients previously untreated (primary cases)

1. Progesterone and 5-fluorouraci! (GSN-+5FU)

2. High dose estrogen only (high E)

................................. 15 patients

B. Patients controlled by high dose estrogen over 2 years (secondary cases)

1. Low dose estrogen and 5-fluorouracil (low E+45FU)

2. High dose estrogen only (high E}
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B) k@5 Lk (Table 1). WFhoBri\\wTd
EROZE EXEBREY St > TV, ESHD
NBARALHABIN SRR RE LB, HEE
L Boh 3 BRELNL . ZRRFTOREHER
B eSS 5,000~7,000 rad DRSS, BEE
Mid 5 WERENBES IR Y, BRREOBERR
IR E Rt 3,000~4,000 rad FREHA, £&h:
IBEER L 8411k CDDP %#F#|& Th%&F
FLERE R A IR & LCnx 7o
RESROYIE Y, REBB®3I A, 671, 24
HH, 367 A, 481 AR XU60HH RICIT it
HRATBECIL, T TORFEERLICHIERE ORMED
BEFTIETHS VITAL SCORE®? ¥R . k
BHEREOKM ¢, VITAL SCORE DZH 2
UATHBBEITRE, 3L ML 2B A ok,
F 3 ERD LB AIHEL L. AXEoSMHE
KENTRED D WIBFEORE TR S S5
BREORECHDBEIFEET L L, HEORBECH
HIESFIIRESICEA L. DERd tintfdRos
& (actuarial method) & k » T HHERD FRE1L
PEH LA I6K, ThEREREA0. 900 b s
PHIRCEHBRLCERBTAZ L L L.
REBEOBREINEFRD, £HROFELC X -
fo. FOER LT 2 BRI OB ECII—
B L7z Wilcoxon OFEZAVI. FOEOEFE
R EES BRI T R (p) TREALL.

153 &

WNBBEOBESER IOTFHRCE By oL EL
bh s RBRBAER OFER, BRI (stage), Bod
BFOENRE, BRENHEDS F & X0 VITAL

STATUS *»KEBEHMT L1t £ T Table 2 R

Lz, BT BV Tk, GSN+5FU #5528
high-E 58X b § stage D 05 HAN EL
67%% 40 %), % I-BrEEOHRIFESIAS high-E # &
B %< (29%%460% ), GSN+5FU #rL58hicid, &
TEREN S S M OBBEARRR VLW AEAYNH -
fo. MEEHEREC ST REBEOEAS D D, low-E
+5FU JABEREL high-E JAERE®D stage D O 5%
EIBIL43%5333% TH D, REMIEDOEA1L36%
Xf58% T otz Livl, ThOIITHESFNLERE
ENRDHDER VLMot WTh LT, RBX
RBEREBFEOFPNB L SN BEEE L LIER
BB RWTHMTH D = e, HEHERR
REZlhhzsboEEzbhi.

FRBERER X OMEERBEOETC VT, &Y
OBEHEHERMTHS 3 #» B B B TEDOHER
HNERD & T S W IERIL, FIE D GSN+5FU #
SEC 16, high-E 858 1 6, S I0%ED high-
EBERC16bY, Th ZhiigHogdsyr
Bolnot. FHRUSNDEBII - e AKIBERIC K L
KitL VITAL SCORE o#EY Ai.. Li36]
& & CHBRIRC BRI 2R UICESIL, FHRER
BED GSN+5FU BEH T3 (20%), high-E #
Ecofl (60%) MBEEFRD low-E+5FU #
5B T66] (43%), high-E #E5FFC66] (50%) ©
HUFTH -k, “hEOEROFHM%E Table 3 ©
mL.

BRI X 5 EIUESIH B R E T RGRED 2 5
M eEEOZENRA LD I, DF hHFHRBRETIX
GSN+5FU # 5B high-E BEBEX b LiEH
HEER LAV EWIEETH > REEEERT

Table 2, Initial status of 56 patients with prostatic carcinoma

No. of Stage of tumor Malignancy grading Castration
Regimen ’ Age Vital status
cases B C D low high + -
Primary cases
GSN+5-FU 15 69*8 I 4 12 3 4 1 77.8%9.6
high E 15 706 3 6 13 2 9 6 79.5£9.2
Total 30 7018 4 10 16 25 5 13 17 78.719.4

t=—0.42(p=0.68) X =2. 40 (p=0. 30)

X =0. 24 (p=0. 62)

X=3.39(p=0.07) t=—0.51(p=0.62)

Secondary cases

low E+5-FU 14 7110 5 3 12 2 5 9 9. 1£5.6
highE 12 71+9 17 9 3 7 5 91.7+4. 1
Total 26 7110 6 10 10 21 5 12 14 91.44+4.9

t=0. I5 (p=0.88) X =4. 54 (p=0. 10)

X =0. 47 (p=0.49)

X=1.33(p=0.25) t=—0.30(p=0.76)
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Table 3. Prostatic carcinoma patients relapsed from basal treatment and
their response to additional treatment

Basal No. of Patients

Period of recurrence

Pattern of recurrence  Response to additional treatment

treatment cases relapsed

0—~6—12—24—36

local metastatic combined remission progression (death)

Primary cases

GSN+5FU 15 3@% 1 0 2 i 0 I 2
high E 15 9(60%) 2 3 3 4 3 2 4 5
Totat 30 6 4 2 5 7

12(40%) 3 3 4
X =5.00(p=0.024) x=1.78(p=0.61)

X =0.89(p=0.63} X =0. 11 (p==0.75)

Seconday cases

low E+5FU 14 6(43% 2t 2 | 4 l 3 3
highE 12 6(50%) 2 2 0 2 0 5 ! 4 2
Total 26 12(46%) 4 3 2 3 | 9 2 7 5

X =0.13(p=0.72) X=2.67(p=0.43) Xx=1.11(p=0.58) X =0.34(r=0 56)

B TIL low-E+45 FU #4588 high-E #5803
it ZOREE, GSN k 5FU ot ARk
NFERTHBILEDELBL L—ELETHY,
¥t 5FU i estrogen DEY ¥HTEB L WH K
HOTERE BT o7cbDE el 2%z Table 3 ©
13, BERNOBTMESREY RN, FHRER
HECIIRITERAN 646 (50%) ThHOIXL, #
R ClLBREBIEABIN 981 (75%) L& -7
fHF2iD - 1ohd, FhPh OB+ & BT
et RERCHHT A BREEREA O FHIZEL
TIL, 224000 5 B 120X IREC KIS L THER
#7ER, 12005%7c < BIEL % (Table 3). HHK
HHED5 Y GSN45FU HEHOIFAD S S 24
L CDDP %6 &3 3 LEREY BITEAD 1 flc
EHRBRE Y B ittt T2 AIEIEL, %1
PULEEMEL o, high-E #EHO9fID 5D, 24
ITEHBEREY, 3O (EEERE L B i o 7o As,
WERBBIE L. B D O4fit EMRER g 5FU
PR EE R 2 b X TR 5 4L R4
LTws. MEHREFED S B low-E+5FU 5D
6 Bl LCix, 2 Blc{bseis: s | Bl ks imst
ZIEND 3PMCHXHERE Y S ie\, LY 5
Ve 2 Gl & HERRER S 5 e 1 BIAYBIEL, 13436
BB LR, 5B 1 Bk 5 EHORLIE, |
Pk 4 FEHREHIE L. high-E 5D 6 St LT
VL, SHERRERIC & ELEkTs 1IN L TR ds o et
2BIHSEBIEL, 30 1 B ABHECIETL, 33BN
ITHERTHL N5 ERBOETEREL T3, B
BRBIC T 5 AAINERE D 5 BIER R TEA L it
CDDP %xfFl 42 bgELIng o 7 flo+~T

DB L s CIREETREBEETS - I
BERFC OV TERESR (v) 2&E8A% &)
OEPELTEBTLEUTDX 5 ThH o1

PR LER

GSN+5FU #¢5.8 : y=106—7.7 Inx (R2=0.94)
high-E 5.8 : y=120—221nx (R2=0.96)

b TRy 523

low-E+5FU #5.5% : y=117—16Inx (R2=0.97)
high-E #3558 : y=109—~15Inx (R2=0.91)
—j&{t. Wilcoxon OEEERETIL

FHRVARETE : t=14117 (p=0.1580)

REHE TR + £=0.2800 (p=0.7795)

THETNE 2 B ERAIRD 2 b » 7ott, H
BB BT 5 FEiL 0.1580 & {E < SEMIB RIS
LY hiekedd x ORFOEREES B L b &
5 Z=35810 (p<l0-%) L EroEPBILTEL. £
ORI LERBEOFHERIM BT 5L, Fl
HRIRRE Tl GSN+-5FU B5.36269% B, high-E #
SR43A ATH Y, MiEHRS5FTI2 low-E+5FU
BEFL564 F, high-E 58520 S CHot. H
BIGRRRC BT 2R EBOXIL, FOFEREI0Y
W60% L REREYRLIZ & L EMP L, GSN
& S5FU ot AR S oL RTTdos vl #
BERBFOMR LR 21T MGRELRZ 0%
REb o2 LE2RLTED, SFU oftlfiht estrogen
DEZPEFTESLZ LR VEET 230 L HKX
ERRBPC BT B IERO 5 4Ry Fig. | BX
O 2 KR L. FREBHRIC VT, GSN+5 FU
BEBOEFRBRIL y=103—-05x (R2=0.96) T
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Fig. 1. -Five-year survival in primary cases of
prostatic carcinoma by treatment
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Fig. 2. Five-year survival in secondary cases
of prostatic carcinoma

5 4E4EFERITT3Y, high-E S5 #0FhIE y=97—
0.7x (R2=0.91) T5EAFRS,S LAMENPLEL
55D TH ot WA EEZRD o1 (t=
0.5212, p=0.6022), A& o EFRIFUL DI HE &
V&L, EFAROHEINC L D FDEIHE LMD
b LHBrE i, Zhicx Lk S b » T
low-E+5FU #&5#$ high-E $#5Hb LI y=
101-0.7 x (R2=0,96) ~C54EAFERITS% T, =i
FotllonE g te (£=0.0732, p=0.94)
BIEERICERT % & Bbh 5 IFHEE, Bk X
VB S e o BRI W ThoBEMC W T REE
hich ot

wmiE L EBR

AHREIX, sAEvEIc 5-fluorouracil (5 FU,
Timadin®) % $tH3 % & &ic X » T S 33
HEFRBEE LIRS 5THAH 5 &0 5 RiEOPIE
BR? 2 FAARE RN T 5 2 LI X » TS AR
R oWCERR T BRETS AT H-
o RBERINIBBIC OV TOBREEE, gestagen
(GSN) 50 mg & 5FU 200 mg % #EHHES LT
1, REKED hexestrol 60mg HEH #E LK
BRI by ohe T She EFRN Abhk. i
24ELL k- hexestrol 60 mg ZEH BELTWTH
ROLE L NI ZC X L TOMEHRTIRC B
TiZ, estrogen (E) TH B hexestrol % 30mg &
WEL T S5FU % 200 mg #fHL7cBEL hexestrol
% 1 H 60 mg #&5% >3 e BEE Tk 5 E4AFERC
EM e ot AP BT GSN & LTRSS
AN EL LT chloromadinone acetate TH
D, KD 1B 0mg HETHEABDERETHS.
F F e R R R 51T % hexestrol 1 H 30mg 3
BeEREO¥ETHS. D% SFU | H 200mg
e vEICHERThE, e vHRERCEE
LTH4K &L ABREOHBHE L ERHRYI B LN
BLEXBHELIHTH T
tate {5IC X % BNZARED 5 EAFRI FHTH S
M, hexestrol BT+ 2 EEOWRL TP, +4
REEERBI Lo T BEDOEF R y=9%0~6x
(y: £FR, x: £BFEK) tHKb3h, SE£FR
1160% & ic%. SEDPRIC T 5 hexestrol K&
(high-E ) #Se 5o rhix y=97-0.7x (y: 4
BE, x: BBAYD <bh, SEEFRISHSLT
A THHBER (BHRAOEREL) KOWTULE
BLTwiuhb I I ESsHETHSB. GSN &
5FU oftfESHoEFRE y=103-05x (y: 4
R, 8 A T, SEEFRITI3H LKLY,
BERCSRLTWIRWLE & 3ERTEC ORfEX
hexestrol ¥+HRFBELICBARIC FX5LL8EH
b D TH D, MORBREHCH L TILI8% b E\E
Lich., ZOFELOZEIHETFIC—IGER LK
FETE e, T OFBRFEI N DEBEDORE)
Mz BIT AR RENI S & H2vic GSN & SFU o
PR G EOBMEERT IO TH - . BBV RT
ot fo 5 ERICER A B = U iERL, GSN+5FU
BERETIL 36 (20%), high-E 58T 960 (60
%) LATERERAERTH -l BEEOBSIEAR
LRTECON B, #H&430 A LBARREE,N T ChTw

chloromadinone ace-
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o Teds, EMARRC AR B T 7 o IR AICILET
HCIXERA 3 A9 1 FIAS R RIE L THUERIR
B A D 2 FIAEIE LD XL, BETIXIAF4
FBNRIEL 5 PIARBIE Ll WO EEND h, KREC
BIENEERC £\ &\ i fe. AR 5 RIG
HoERFEEEN L WThoBER S, ShbBR
REFREL LT, BRBCAIREY ST oz
i, EEGE { OREAIL F R RS LTRSS A AR
MNHBE gt T T estrogen HRILTHRE KB
1T A = TS BNZBYEI 35\ C, estrogen DE% ¥
BLTS5FU #8AT5Z L0 BRI, BRBITC
EATELTRE 7L, WFhTh X &3E
Thi.

Lk SFU (Timadine®) %+ vHWCHAL T
BB 5T 5 H 0BT OV TRE Lich
AFNLED D% DR EEB OV L T RH
BERETHIOLHL, ThIFETHDEVIF
ENH D, EHERATRThEEGEWERkY bl
WO EFIDFH LWERERS X bhikie -, RO
# % J5 & LRI x5 L3RR, s ey
BWESER LIt ofc ZR BT 3 EVWHEARD D,
BEBERS LA L TRE TS L5 Z 8kl
¥ 12 OFMIRC LR vEOREPIE L TEE
BECHIWE2 D LW FEB—RIC LR TV
LML, BETliikEo® National Prostatic Cancer
Project (NPCP) T3 REERIIREIC X L, cyclo-
phosphamide &+ vEIRHHETRHELERL
TEH?, AEOFEECHfENSh T 3. 5FU
koL VRSB ET 2 FHRIERECR L TE BN
Tk D, FOEPHERT CRCELFHINTWBD.

-3 #

B BRORIBC BT, HEEACE L Hrz
vRR ERRE L L THEC 5L TRE, B0
BB BT o & Z2 B RIBS D\ ik (L3R
AMBEEEE UTL T 2 HFENERRE TR e bh
. S-fluorouracil %/ & v#| (estrogen H5\»
% progesterone) D/NELHRAT A L oZTEE
LLTCOESMEL k€ vHOABRREDRS & i
L7z. 5-fluorouracil 1 H 200 mg & gestagen (al-
lylestrenol %%\ ik chloromadinone acetate) |
H 30mg oOfff% estrogen (hexestrol) 1 B 60
mg & EIFASELI30E DR BRI IBBEEL
WTHB L. X bz, 5-fluorouracil 1 H 200 mg
& hexestrol 1 H 30mg DOfff% hexestrol 1 H
60mg LF UL EEASE L 3 TiIZ hexestrol 1

115 19844F

B 60 mg #&ic X b 2L EBERBICH 52680
FIZBERE S\ CHER L 7.

¥ Fic B+ % 5-fluorouracil & gestagen 1
BOBERKIZY, FEEOFHESHMLe» 7,
5 FEAEFERIZTISY TH - Tch’, KED estrogen KK
BOBRRIL0,, THAEMEI432 R, SE4F
BIX5525THhH - 1o FRRRC W05 fHniRE N5
RIGHERRBEC S W TRIFEER A bR, FRE6 Tk
BOBmiBohic.

T T BERRBC B A BEB B\ TiX, 5-fluoro-
uracil &/MED estrogen THRELLBEE ABD
estrogen THELIC BHECIITECBEL TFEOXE
RS bhich o fc. BREXZThTh43% £50%
PHAERHRLS6 A A L5528 H, S EEERIIE DI
59% Cd -1z,

X B
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