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A phase II study of a new anthracycline anti-cancer antibiotics, epirubicin (EPI), was
undertaken in 71 patients with urothelial malignancies; 40 with advanced urothelial mali-
gnancies and 31 with superficial bladder cancer. Out of them 32 patients with advanced
stage of urothelial cancer were evaluated for the systemic use of EPI, while 30 patients with
superficial bladder cancer for intravesical use. Intravenous administration of this new anti-
cancer antibiotic, at a dosage of 60 mg/m? everv three weeks, showed the response rate of
20.0% for advanced bladder cancer and 14.3% for renal pelvic and ureteral tumors. In cases
of superficial bladder cancer, at a dosage of 60 mg/30 mlx3 day every week in principal, the
response rate was 66.7%. Eight out of 30 patients showed complete disappearance of the tu-
mor, Twelve patients also showed more than 50% tumor regression. As for adverse effects
no serious cardiotoxicity was demonstrated. Anorexia and other gastrointestinal side effects,
such as nausea and vomiting, were also seen. Alopecia and myelosuppression were the major
adverse effects among patients with systemic EPI administration. With intravesical use of
EPI, cystitis syndrome was the major toxicity. However, no systemic side effects were noted
in these cases. In conclusion, EPI was assumed to be effective for the treatment of advanced

urothelial tumors and superficial bladder cancer.
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mycin) ©, 4420 OH XX R L-HERTH5.
*ofeAlF iz DX LAk DNA ofBMEETSH
BEvbhTns?. FEERER, SRERMERC
B AESERAL DX L3EA L TH B, E&
B crOEWERN LI WANER SR, # 1 AEEK
REp2Tiobhic. FoORE, maximum tolerated
dose |1 80 mg/m? ¢, EfEA 4 DX & H~ERE
POBETHD Z NP LM fo o kb & OFHR
) ZHEE O 2 HIERRBRA~OBITAETH S
L Ehe.

WRBAHES T 8 12 HEKRBR Y FL L Uicd
B, EEIRMRREHERSD I D - & - THETHERENE,
BE - REE BRSNS N L TR
k% EPI o 2 HERKABREL TR0 T, XD
BT HRET 5.
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EPI W REFHRC 35 1 55 2 BN O 3
FIBTSEHAR 2 19844E 7 A X D 1986423 A2 TTH 5.
SHEFEHI OB BTz - Tid Table 1,2 iRkt 4

Urothelial cancer, Epirubicin, Systemic administration,

Intravesicai chemo-

HrRB L.

B EH BB L T 1-2 MR RABR OB % 2
LTHUTFToZ &S RELE.

1. ETHENE BE - REECH e85
=374

BRI LT, 3BZ &1 60mg/m? ©» EPI %4
FAZEEK 20 cc R L, RO XFIBL
TEEL, thxla—Ar1L TS a— 2 Hgs
BRANE Lc, L, #5BRBHATR, BifeE
DREBORICH U THEE (50~70 mg/m?) HEL
fo. ¥ LB 700 mg/m? A9 & L, 350 mg/m? &
Mz DEMC oW, OLEME, TooBIfERT K
LEECEERTH L E L.

2. ERMEAEREDYEC T 5 BB P AR
BRI LT, EPI 60 mg/30 ml (%K : ABAE

NH2
AFR CyHuNOn-HCI

SFE 579-98

Fig. 1. Epirubicin (EPI) OHHER
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Tablell. HEFTH:BEDEHRES ORI HE

Table 2. JREWRAMLBINREG ORI, BRAELE

Lo JHEE UG, SRR UL SRR HE AT P I B
B (RURBBIT LR LHERIh, 2224 A
MARFT5 L FRE R BEA. (BRRPULHE
PRI AR BB & TR TER SN IER B
&)

2. FAIE LT, UTOREIHREIRTHDZ EH

DETHS.

1) MEHE (BREEH 2 HIEBR) w4 538
R H4BM EoRMEN S b, BiEROR Y
Fdlevs. Lk L, ARG TRIRMET (PD)
EHIMEIND D DWTIRZ DR Y Tikioy.
¥ 1Bk E LT anthracycline RIEFNXEFH
IRTwiRWZ EMNET L.

2) B 4,000/mm? L) L.

3) Mm/pRE 1075 /mm® BLE.

4) Total bilirubin 3.0 mg/dl LI F.

5) GOT, GPT E#ED 2 fELIA.

6) Creatinine 2.0 mg/dl [LF.

7) ECG cEELRELXZD I

8) EELRYE, LMRERLEXAHFL Tuwinu.

9) EEMEDESE LA L\ .

10) 758 F.

11) TEFA A (LR EES R HEEE )| K5
%performance status 3 LAF. (2L, EHB
EAAEF ORSTEL W LB ET, ZoR
b Tidigvs.)

12) BEER b BEA Io\ R TRE UKD R
%185,

X)) %3 AMERRSL, 4BEKETS (2L,
Bz 3 EH ST IEEARG TR Thb I vw& L),
Chxla—RELT22—ALERETRZLEL
fo.

foks, RBRPITROBRECTSEE L. Thb
b, FRAOBHRBEOTMERYECSHECEERER
BCBRERITRD T k. AGRBAH, ROBEBRER
FRIE LT 1B e mE—, mRAE{LEREr L
T 5. ¥f, BREERORES BEOHNC>
WCIHRTE S & & ARBROFHTCHEY 52 b
LE 2 bhAMoTIERIERE, RERE, REHRRE
7o & & OB T, it L, RELACEIER
X LPUER GEIUEHRD, SURRl, @AY,
AR EBET A EFORE, HARBETR->TX
W, BELAHE XLt ooBKRNESEREDE
YEBRBRAC Y, REEPIEL, BfFREBbhs
R DWW, TOR%, BE, BN, R
Mg & RBBTHEENRETHS.

1. SSIEH

FAlE LT,

1) BERANC UL R BRI R R R AT
IREEDGE L FESR X, /D performance status
3 UTF o

2) BEBES T K X B il BIIAIC T 5 5 %
D,

3) 4Ehe, MEXRTb IRV,

4) BRIR LoREL e\ TRE LI RKEORAE
/L L.

2. B
1) RAlE UTGBE 3 BUA FHRBELS oo
Ve, LR, IR, HGHRRERE R
500 1bo.
2) RIRBAIRIT L v BEOBMISERYE T 51
», RBEF O EEEE.
3) ERTRYBBIEDCH 5 BHE.
4) DHSRE (TAIRFMERE), BB, FFHSRE, &m
BREcRECEEYETLILO.
5) TOMEBEBLAHHEXETHH 0.
6) IERSUTIEIR L T\ B RTREE O B B R A

g @ @
BRARS 40
BIRRARA 31
A B M FAB N
PRARS 37 PRARS 3
BEEAEA 30 BREARA 1
BaRUAR
[nnn&s:mm 2]
RaREGL 1
BIRRARA : FREE (T3)
= 2 M R
PRARS 32 PRARS 5
BREABA 30 BRRAZA O
BaERUAR
PRARS: 13-208
REMRNEN
PRARS 37
BRESEA 30

Fig. 2. 2HRBRAOKR
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Table 3. ¥REAETIHFE
1) BIRPIER S 2) EERBEREA
£ %) PRE 69. 5 Ei (R) PRiE 69
(HE) (45~84) (HEp) (43~87)
MR B 2 N B 26
© 6 @ 4
PS 0 7 mE 13
1 10 B 17
2 10
3 5 VEERE Ta 10
Tl 19
&2 TCC 30 T2 1
scec 2
RRE Gl 1 g Gl 9
G2 15 G2 20
G3 14 Gx 1
Gx 2
AR & 6 BRI H i1
i3 26 L3 19
BB 25 4 B 14
BEEE F 17 EZ: 3 15
—Tl 2 = 1
T2 3
T3 9 KEX lem BT 15
-—T4 3 1~3 cm 10
FERE & 8 3~5cm 5
B REE 7
BER B 5
RER & 2
ARBOGRHEIEL LT TEESACFEREE EPI B EEMRLETCIIBICH -7, 5 LEIRA

BRI ® -, BRSRHEIHE
HEREREW Tt FFCBRBEREARE R
HERMTEE 7. TihobbRRHELR-ME LT
Bk = — AT 2 B BENR, BEMER, CT, &
FRMBER Y AVWT T -7 N RoEHET
MBS A CEREEES R R | W L TR
ot TORREHEEE T CR : BEOREHXK,
PR: 50% Ll L@/, MR : 25 %L E50%Ris ok
i, NG : 25% KM OfEN~25% AP DEXR, PD:
BH L oK, L L1

Eie B o¥EhIBRER L BRBREE T X v Tk
Vs, FOBER WHO HEE G5 709,

= 2
1. BEAOAR

#5400, BMBPIEASIBICH . ThbE
Flo 5 BT, BRUBERKK X W BRI T0oRHR
B TE b OREHIRPITR 5326, BEMCIEPAITEASZ0
BlTh -7 (Fig. 2).

BIRME 5320l O RETF 0547 TléEf obRE
69. 5i%, EEBtRE2SH, B REB7IAITh-7. *
DAfitEFI 11 8B266l, # 6 4l, performance status
(PS) X 3LLF, A¥MOHAPBITLEE (transitional
cell carcinoma, TCC) TRFFELEE (squamous
cell carcinoma, SCC) b+ 2HTH-1. *
DRBESR WHEROFEE ERROFERS D
Wik Table 3 iRTZELTHoK.

BEMEIE PIEEA 306 0 R R T BI04 CrifE# ok
E69R%, FIit13: 2, ARNERY, BERELLER
A, lem LUFH L B & 048 Tt id i3
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Table 4. HEBHE ERAKRS)

- q o wE B » F =R (%)
i
CR PR MR NG pD ——RIER
%z £ f
- 32 2 4 2 11 13 18.8
B g
@ & 6) @) 13) (18.8)
&5 i % 25 1 4 2 8 10 20.0
B OER TR 7 1 0 0 3 3 14.3
TGC 30 2 4 2 10 12 20.0
sca 2 0 0 0 1 1 0.0
2 M E G 1 1 0 0 0 1 0 0.0
G 2 15 1 2 0 7 5 20.0
G 3 14 1 1 2 3 7 14.3
G X 2 0 1 0 0 1 50. 0
MBIiLE F 6 1 0 0 1 4 16.7
% 26 1 4 2 10 9 19.2
B 5E (mg/m?)
150> 11 0 1 1 4 5 9.1
150< 21 2 3 1 7 8 23.8

()R BERIHR

ARBEThotk. BEE, RAE, fIBROBECS
Wik Table 3 iRT T L Thol.

2. 255 (BRAE) FEAOMME (Table 4)

M AT RE32ER 0 BB SR Y BREf+ 5L CR 2
#l, PR 44, ZR18.8% %R 1. BHE25ER
OHEEHEY RS L CR 14, PR 44T, 44
ELTOEHRILN. 0% TH -1, —FHB5L « FEE
70Tk 1 Bl CR M bh, BHFRIX14.3%T
Hote. BHWELEL REBLOMOBYRCIE
BEI e, o

BB TR RELEE LT 2T, BHEET
SHETHETCEL kol BT LEETRFD
BERH20.0% %R Uiz, FORBERNOBHRILE
grade [ CERXFD b hish > kb, grade 2 T20.0
%R LT, WTEEROFRC X 5 BHROE e »
fo. BREBHOERR T 150 mg/m? K, Lt
T TRDHE, FRERY 1Y, 23.8%& 150 mg/
m? QA EOROBEGRNE CERER L Ach, #Erg
BN I BREET I - T,

BRES (CR 261, PR 48] ©oWTHFOEL)
JOAE % 19864 | A B THBES L7, CR ZRLTc
#1060 418 BREYHMEIEL, £FFTHS. §
261314 TERLA. PR o 4 floEgikc o
WTRBE, EhZh46H, 46H, 42H, 66H TH-

Jo. 16l BEEBIEL T\ 5 2%, flilo 3 ik
3208, 351H, 168HEFEL T\ 5.

3. BELEPUEABGEORE (Table 5)

S0IEGI DR FEMREMBENRIESI 3% EPI B
MREREARIROEE T 24 LT CR 841 (26.7
%), PR 1261 (40%) T, 66.7% Th 7.

BERETHTE, BREA SoUEM & lem
T DfERIi- BRIRI s -1 (p<0.01). FA-7E%E
BRI BT 5 & Ta 80.0%, Tl 63.2% T, 0
BRDEIEE (p<0.05) Thot. LhL, BEE
DY, MEROBEILOENRCHEELE 2 28T
X7 b xlehote. —0, &5 E 360mg ¥iEL
L CERLC W THET L7z, 360 mg KioE
%h#77.8%, 360 mg Ll LoZEZHR61. 9% CTHESTEM
CHAEMCEEZIED ik oo,

4. EIER

FRIREER & IBIRBREMEZHERE L LT oRlfER 2
SR EfTIn - e,

1) &5%5 (BRAES) BERc s3T5 8IfER
(Table 6)

a) ‘EiflEE

~E 7w UEANISIBIF1TH (46.0%) DL
Ricws, KEBSOEH (56)) » WHO o grading
Tgradel wBL, AMEMETICIEELTY, *
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Table 5. FEEHE (EBREA)

nE B % B EZ4E(%)
H B SELpl CR+PR
CR PR MR NC PD = x g
. 30 8 12 3 6 1 66. 7
b3l % 13 0 6 2 5 0 46.2
B # 17 8 6 1 1 1 82. 4*
B & E Ta 10 6 2 1 1 0 80. O%*
Tl 19 2 10 2 4 1 63.2
T2 1 0 0 0 1 0 0.0
K #® E Gl 9 6 2 0 1 0 88. 9*
G2 20 2 9 3 5 1 55. 0
Gx 1 0 1 0 0 0 100.0
4 Bz 14 7 2 1 3 1 64.3
%% 15 1 9 2 3 0 66.7
AFE 1 0 1 0 0 0 100. 0
X ¥ X lom= 15 8 5 1 0 86. 7%
1 em< 15 0 7 2 5 46.7
MBIk ®E H 11 3 5 1 1 1 72.7
= 19 5 7 2 5 0 63.2
G # 5 B (mg)
360> 9 5 2 1 0 77.8
360 21 3 10 2 5 1 61.9

* Mann-Whitney’s UTE : P<0.01
** Mann-Whitney’s U : P<0.05

il DM OEMFER OMLEDS fed - 1. HIMEK
B 22481, 64.9% @ bhic. TOBRECBEL T
%, grade 1 9%, grade 2 »310fl, grade3 »i4
Plchy, H1HRREEROBBEELRLE. Zhb
FRIMER, BAMmMIRFOBSE R L C/IMR oA B
Th3 28l (5.4%) & EE o1k
b) LEEERE
DEROBMAEY 1 @B bhlen, <—2
A—H—{ERAFAITHD, EPI 5L OERREHITH
LTI iz
c) TOMBREMBORE
s EREECREN 26 (5.7%) c@EH bh i
Bt BLVWREEBBEIhR
d) BERWEIER
MEERAVEIER © 5 BTt REEr X 38R
BAZELhofe. ARERTIRL 284 (77.8%) ©Rb
h, 2OBETLELARARLNSH (13.9%) i
BUt-. xoft, BL, BHRI156 (40.5%), AR
friaf (10.8%), TR 246 (5.4%) cR»bh

fo.

BER188 (48.7%) LEHEC Rbhi. %0
fit, £HBERE R, TUE T8, ARLEEzh
fe.

2) BEMBRREAREKOEER

BMEA EPI 2¥EATHZ L1 X VA UKEE
RAOBENABERTH v, TOoHEE X246 T2046
66.7%), Tisb 2/ 3 OEFRCA S b DEIWERM
Robhie. HR, PERAEE DI60.0% T, FOKE
SR EECEL O MRS 861 (26.7%) R
Hbhh, FRCPEEOMRYAEY bl (Table
7).

BERCRIBOE IR o e ERE I & e A & D BAfR A BE
Liepd, 3[EHE, SEANELBTL—EDEAS
Bohihote, FBEREEOTRRETF L LY
%, BRIEIEH ERABER) 2R LeIER
ZIB ORIk ot (Table 8),
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Table 6. Blfef (BIRPAIHRE)

%‘Zmﬁ WHO EE Grade Grading

B H i R (%) " ; ) X A
~E e VD 37 17(46.0) 15 1 0 0 1
Bt X KD 37 24(64.9) 9 10 4 0 1
m |’ WA 37 2( 5.4) 0 1 0 0 1
BE LB ® 37 15(40. 5) 9 5 1 0 0
T 5 37 2( 5.4) 2 0 0 0 0
o A % 37 4(10.8) 3 1 0 0 0
3 IS 37 1(27) 0 1 0 0 0
O BB RE 37 1(2.7) 0 1 0 0 0
% #h 37 2( 5.4) 2 0 0 0 0
i 2 37 18(48.7) 5 12 1 0 0
& & R~ IR 36 28(77.8) 16 5 5 — 2
2 5 B BB 37 3(8.1) —_ = = - 3
Fri& 8 B % 35 2( 5.7) - - - - 2
3R b 37 2( 5.4) _— = == — 2
Bz g 37 1(2.7) - - = = 1

* AR 3 BRFECRRAE L
1. 2RFA (W1/2)
2. EEBLEWEERbhW
3. &<kl

2 = Table 7. Elfef (BEREERAEA, (0 1)

DX pa¥E5UTCBREREASEC 8175 I RRAK  gp %@ﬁ&_ﬁ__%_
6D+ o

0,
BRI o CRAREOC BAR s o 8 )

%?;2510'11)' o DX o 47%Lo OH %ﬁgﬁﬁl’ R 18(60.0) 3 9
Bk THS EPI LAWY, BROBRIVE!L

FRRRBRAE D, SRS EhLTaE o mEE 0 20067) HRE1860.00 ¢ 9
KB EHER T Rbh T\ 512, m R 8(26.7) 3 ¢

6
5
1

—7%, EFOBEMEREAREC DWW TIERIGA

Table 8. ElfEA (BEBHEREA, ZD2)
a) EEMRIBERBERN

£ B OB 8 GEAESD

FRmAE SEROB 1@mB 2EEB 3EE 4@EE 5EEB 6EEFE 7HEB 9EE
30 20 2 1 6 1 6 2 1 1

DI EED € — 7 LR CTHRE A 5 L b) W5 - ERABNRSGER S R
258 U - BBEIS P ESE S LT DX & Mol Licks - P
B, MARORIBE, BEAST, ERBNHSEC RHIEGE  SEROB gy
T AHEI DX LEBERABRETH -l &b b,
A DB A MR S e, o B8 7 5.8

BB A B0 | - 2 MRS Tk AH B X 17 13 76.5

OBATHE: 80mg/30mlx 3 QE#y 4 AKIKLE
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Table 9. Anthracyline RIUEMIEY B OMITEENREC X 5 BRHE

x A % DX THP EPI
BnEE (F) Yagoda (1982) &L (1986) SEoHSE (1986)
A K 183 27 25

%Ec%] ﬁ;lg 17 22.2 20.0

75 mg/m? (day 1)

A#: 30~40 mg/m? (day 1)

60 mg/m? (day 1)

B 5 F % B# 20 mg/m? (day 1,2)

q. 3w q. 3w qa. 3w
VRS E UL 50 53 CR 366
(F5, B) PR 50

Zbhic. ¥, BEABKREERR T 50 mg/30
mlx 3 BE#f 4 BHREL, “hx 2BERTHETL
Tt 6 HEAT R ONEBRAFETH B EE L DR
i,

ZhSDERCE S TEERC X HI5KH 2 1HE
RABH BRI R, £ EPI o#RAE S DK
BRETHBM, RERKMAS NI T X% anthracycline
RGN FiAEWE 5 5 DX, THP-doxorubicin
(LIF, THP X4W) /o & & WL 221 (Table
9. EHAK, ToEWRBTREROC L, BEHE,
Sk b EFoThrdh, LTFLbhb3%E
DOEKIOFHE & Fl—D v~ TIHET 5 & LIXBHT
hBHOIEV5 T\ DX, THP, EPI of<T
BRI TN, 22.2%, 0.0% L3 EAEE
BiwXdeErbhs. DX ik 75 mg/m? kK
BIKE#H 51 T\ 5H THP, EPI 11 40 mg, 60 mg/
m? ¢ DX X hAERETHY, A—FREB/HD
A BEE THA TWAEEN D M A bh 3.

FlerthZhofiEtitEnEopREniEcb
BH, 3FBLLRE-FZLTOANETHS. s
Ef5is >t EPI i@ X% CR fEGIIEE 1 fI418F, &
241314 B L BRI HRERFRL T 5.

A CREE CEENE L B & - REEoM TR0
ENTAD ORI > ORTFRINILZATHS.
BTkl s Gof) 18T LEET, toE
$HE;i3.20. 0% Th - 1. BEEH CIESLO L D
BRHRAED - 70, THITE TR B BB
THFE UEAER L.

o EIERSRCEEY S LWL 5B
% %, EpEMHET X D anthracycline RIUEHEHIA
WEIEEBEREEVSEVER TH D, DX, THP

EEIRINC b 2 OEMA B b hic b, EPI gitsd
EOBRFHESI T 5& 150 mg K 9. 1% 150 mg
PAE23.8 % &t DBREKRCEND B IO B4 B
2, BEFEEER X o

EPI & & % BB AEARE OBREIE L B IRA
5 LRk fll © anthracycline REEMHAYE
L HBE L 71499 (Table 10), #oiEE DX 71.3%,
THP 60.0%, EPI 66.7 B0EHRTH 1. &EH
BFRET LR 0 T RS0 5 0 MER S5
Ay, EPI 3£k D anthracycline R¥UEHERAENE
D LA S LR CTIEBHREN S 2 & & RYEHL
To. FRCI0RERIF 8 Bl A X b B A Mk
LTwa R, BRIRTEKE L v2 5. LoBREA
THlogHCLERM, BHLES, & lecm LT
DIEBIHZBIH S\ D1k THP DX ORISR
ERERIVERTHS L L 516D,

EPI oBIfEATH 5 1 EIRAHZSC % THIEE &
HOLEETHS. —BE DX OB L3
OARERBERE1 D 2 7 ALRCHET TS Z L4%
WEEhTWAD, ZoHEL L UL 2 4PN RS
h, BREECKAT 2 SEOKEHS T3 DX
TRONDE % DOMEREE, FMCOTLEMN T2
B bhshote., FlsDLERERELOESE
ORIk E LTHERT S L\ 5 532020, ZoRE7nEA S
b bhism ot Bkl bé&Eo EPI #IRFRS
FE T EERNC LB RO TEMTER L s -
ok vz X 5. LaL EPL T AR HOTE
PRUCEAOBENR S D Z LB ULRLT, &
ZZ DEOEHERCIZEEL A » Tdin bin 2,

—7%, AOERES, ~=s/rvEdinER, DX
LBERBECED bk, ZhiIARFIOEE o
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Table 10. Anthracycline REURETEY B ORI RAEMBENEC - 5 BRIHR

E K A DX THP EPI

®|EE ) B (1977) FE 5 (1986) SElD#HE (1986)

ﬁ% % % 22 18 8

K

%w -] 35 12 12

28w 23 20 10

BHR (%) 71.3 60. 0 66.7

R fE 1,000~2, 000 500~1, 000 2,000
BLEATHLE WX X 5. BIRERE TAKT " a

& B, B, ARLRES DX LRLBECH
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