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TREATMENTS FOR ADVANCED TRANSITIONAL CELL
CARCINOMA OF THE URINARY TRACT:
CHEMOTHERAPY AND OPERATION

Seiichiro Ozono, Kenji Takashima, Shoichi Tabata,
Yoshihiko Hirao and Eigoro Okajima
FErom the Department of Urology, Nara Medical University

The current status of treatments for advanced transitional cell carcinoma of the urinary tract
with metastasis is reported. A total of 62 patients were treated;in Nara Medical University Hos-
pital and its affiliated hospitals between January, 1980 and June, 1993. All patients were divided
into two categories; cases in which local recurrence and/or distant metastasis had developed
during the followup study (group 1) (n=32) and fresh cases with distant metastasis (group 2) (n=
30). Most of the metastatic sites were treated with chemotherapy alone or combination therapy
including chemotherapy. As for clinical response of each case, CR+PR rate in group 1 (34%)
was higher than that in group 2 (13%) (p<{0.1). As for prognosis, the survival rate in group 1
was significantly higher than that in group 2 (p<{0.05). In group I, the survival of CR was sig-
nificantly higher than that of the non-responders.

No adjuvant therapy for invasive bladder cancer and post-operative adjuvant therapy for
renal pelvic and/or ureteral cancer can be recommended to prevent local recurrence or distant
metastasis. In addition, supporting therapy and dose intensified chemotherapy would lead to good
prognosis in advanced urothelial cancer patients.

(Acta Urol. Jpn. 40: 931-938, 1994)

Key words: Advanced bladder cancer, Advanced renal pelvic and/or ureteral cancer, Metastasis,
Chemotherapy, Operation
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Table 1.
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Patients characteristics

Renal pelvic and/or

Bladder cancer ureteral cancer Totals

Total No. Pts. 31 31 62
Age (mean) (y.0.)  39—80 (63.3) 36—77 (68.6)  36—80 (66.0)
Sex Male 27 23 50

Female 4 8 12
Group 1 18 14 32
Group 2 13 17 30

ROBENESLBl, FEFRERINFTH -1 (Table 1). Table 2. Staging classification of primary sites

e, E@ilieh T oY — OB X BRFRE, &
18 (BH - BBOD 2ENBRIE, BRREMI46
DEF26, F2B (BB »ENEIG, BER
FRITFIOF0BTH 2. Zh b DERREDREIH
O stage S0 ¥, BB HHVCE LT
/1T OoOWOIRERBENEERE, F28eo0
TIXEHZENT X 2EERZE D TH¥E% Table 2 1T
~ L.

feds, BRERHECE L CRBEMEOBEHEL
LEPEOFAY kB L THEL, HEOFMLENL
PV REBERTT -t ¥h, BHFHOLFRMRIT
Kaplan-Maier ¥ % H\>, B LS 1L Cox-Mantel
Er B,

L #

1) EBRRIBREAR

EREERE Pl DB IR B4R T, WFRILY v
2o & bEHIFHE (BRBIRY v & 5KHE, &
BY vHi SRR, ZOMIFE) THH, DTl
QURR), & (6/RE) "% b -7 (Table 3). —
7, BERERBENOGEBREI4FET, 2ixb Y
VARRISHRE (BERERY v HoRE, Y v
SHEITIREL EOMIFEE) LboEd %L, DnT
i (9FE), I (8RH) #3470 -7c (Table 4).
ChBLDOEBRECKN LToOREL, BEEST
AR R UL RSB, 2 R B0 L C kst
REERIE T, LR+ et iR, b
B+ B R L O BHRR B A 4 1 IR or
RfT L. Tiohb, {CEEEY 45HEF 42K
(93.3%) @M LTI, SRR LT 2R
BoHThole. —F, BEREBES TIRIFRER
R UTLERR B, 3BT U TR B
70, /g + Bt (bR
BEr & 3 mET oK, FoREHRE+ A REEy
VREET Lz, Tibh, Rk 43mathsg
FE (90.7%) e LT, SBHBER LTI 4

Renal pelvic and/or

T ncer
Bladder cance; ureteral cancer

pTl 5
pT2
rT3

pT4

cT3
cT4

Group 1

Group 2

© U | wW o W o
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Table 3. Metastatic sites of bladder cancer

Lymphnode*
Lung

—
o

_ = NN & D -

Bone

Local recurrence (pelvic cavity)
Liver

Brain

Penis

Urethra

Skin

Total 45

* paraaortic LN : 5, pelvic LN : 5, others : 3

Table 4. Metastatic sites of renal pelvic and/
or ureteral cancer

Lymphnode* 18
Lung
Liver
Bone
Local recurrence (retroperitoneal space)

— N L o O

Vagina

Total 43

* paraaortic LN : 9, pelvic LN : 7, others : 2

FEROKTH >, DL 5Kk, EMNEEG, BIE
ERES & b IIEB BICHT 5 MBI LSRR 2RO
Thote, LT, LI bk regimen 1t
DT RB &, BEMETIE CAP #Hi: (CPM+DX-
R+CDDP) %146, M-VAC &= (MTX+VCR
+DXR+CDDP) 794, PVB iz (CDDP+
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VCR+BLM) 78 4fl, TOMM 5 CThHotz. —
%, BEREHETIL M-VAC #1: 21141, CAP i
ERIH, FOMMRTHITH -1 Thbb, BB
et b {LAEL: regimen & LTI, CAP #kd
M-VAC FER B bOTH 1.
2) EEHR

ERRE LR R Y 25 L, BIEO4FHET D

Table 5. Clinical response of each metastatic
site in bladder cancer

CR PR NC PD CR+PR(%)

Lymphnode 1* 3 1 8 4 (31)
Lung 2* 0 5 4 2 (18)
Bone 0 1 0 5 1 (17)
Local recurrence 0 1 2 2 1 (20
Liver 0 0 1 3 0{(0)
Brain 0 1 0 1 1 (50)
Penis 1° 1] 0 1 1 (50)
Urethra 0 0 1 0 0(0)
Skin 0 0 0 1 0(0)
Total 4 6 10 25 10 (22)

CRs, °cCR, “CRs

Table 6. Clinical response of each metastatic
site in renal pelvic and/or ureteral
cancer

CR PR NC PD ,CR+PR(%)

Lymphnode * 3 7 7 4 (22)
Lung 1”0 5 3 (1)
Liver 0 2 0 6 2 ( 25)
Bone 0 0 1 4 0{( 0
Local recurrence 2¢ 0 0 0 2 (100)
Vagina 10 0 0 1 (100)
Total 5 5 13 2 10 ( 23)

CRs, "CRs, “cCRX 1 and CRsX 1, °CRs

WL, CR 2 4# 1, PR s 6slicz bh, CR
+PR Hi122% CTh 1. CR 23z bhic 4 FRE,
Y vAAFT CRs 2 15§, T cCR 227, &
% T CRs 2 1HBTH-1. ERREIIC CR4
PR Ru A5 &, Y VAETC3Y%, WiTl8%, &TI7
%TChotc (Table 5). —F, BEREHOFHE
zowTit, CR A 55k, PR N5FHEIC AL
h, CR+PR #323% & BEDEREMEGIRE & 2E R D
B Th-1t. CR 22 bhic5mHEE, v v M
= CRs #3158, BT CRs 4 15F¥, BFERT
cCR % 10 CRs 7234 | ¥, T CRs 2 1%
Thote. Fi, BRREFICH CR+PR F3,
Y v ARET22%, BT, FFT25% ThH -1z (Ta-
ble 6).

DT, FEBIRIC. iRy Table 7 WRL
fo. BMREARE T, BR - BEHOEIFETIAN
iz CR (cCR 23 24, CRs 2 14), 3%l PR
24 bi, CR4HPR RiLBETH-T. Lal, #
LISEEBEOE 23 TI1X 1 flic CR (CRs) X256
hi-DHT, CR+PR it 8% Th-1. —JF, &
EREHTIE, H1HET3Hc CR cCR 414,

Table 7. Clinical response of each patient

CR PR NC PD CR+PR(%)

Bladder cancer

Group 1 3° 3 4 8 6 (33)

Group 2 1* o 3 9 1 (8
Renal pelvic and/or ureteral cancer

Group 1 3° 2 5 4 5 (36)

Group 2 0 3 5 9 3 (18)

2¢cCRX?2 and CRsX 1, °CRs, “cCRX 1 and CRs X2
Duration : *26.0 mos. (mean), "4 mos., “21.7 mos. {mean)

[ ]
(')-. @@ Bladder cancer (n=18)
: Oe==0O Renal pelvic and/or ureteral cancer (n=14)
! n.s.
.
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Fig. 1. Comparison of survival rates between bladder cancer
and renal pelvic and/or ureteral cancer in Group 1
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CRs 226D, 2flic PR »% Hh, CR+PR X
136% THoTeDiR L, F2PTix, CR 174,
M PR 32 bhicoiR T, CR+PR &iti18%
THote.

ToXie, BEE BRREE L L CR+PR
RSP 1 HEAP 2B VEERR L, HEENT
HEXZIA DRt Ldl, BEWEEALBE
REBEANY e <, CR+PR ExHi#cTss, #
1 BECIX84Y, 2 TETIXI13% CHEGHERIC IR EE 1 T
DEEHRBEVE AL ALRE: (p<0.1). ¥
CR ORIGEFHMY 55 &, BE Citg 1 F2
26.0% A, HoBO 1A 4»PTHD, BERERE
TR 1B 2.7 A ThH-1e.

BRNBCHM -1 CAP kS LU0 M-VAC #
BRATIED © R ILEEEHE 2545 &, BEME T
CAP {78144 1 flic CR (cCR), 14z PR
»BZbh CR+PR R 14%Th b, Fi M-VAC
WfTRE9 fish, CR 137c<, 2@ PR A Zbhic
DHT CR+PR Fiz2% Thote. —F, BERE
#ZTix CAP WETEE 9B 1 flic GR (cCR), 2461
1= PR %% 5k CR+PR Hi133%ThH, ¥ M-
VAC 78114, CR i27e<, 26lic PR » %
bhicdHKRT CR+PR R 18%Th otz Tib
b, BERE BHRREEY S TH regimen © CR
+PR R% 1+ 5 &, CAP MfT# <13 22%,
M-VAC J{TH TiX 20% T, WM CHEYRcE
[P RSY (W9 Ry ol
3) REFH

551 BRC o XM L B ER GBI CEERY
Hic (Fig. 1. BEEOEHBEPE. 728 (1
~564 ) T, 127 R4HFRI229. 3%, 367 BAFR
14 7% TH ot —F, BREREEOFILESHM

(212,47 B (2 ~567 ) C, 124 BEFERIT50. 0%,
36 7 BAEFRIN33.3%C, BE LEXADRIL
ot DWT, B2 o¥, FARCENELTRR
ST CEER Y 2t (Fig. 2). BMEOFHE
B 4.8 7 8 (1 ~227 A) C, 120 A4FRT
12.4% Th ot —F, BEREFOFLHBERYEL
6.7 8 (2~14% ) T, 127 BAEHRKIZ6.9% T,
BB & Zir A DT

Tokok, HI1H B beEWELIBERR
R TERALRIE o, MEXHETHI1H
LB BORIMTHICOE B L (Fig. 3). o
BER #F1HOFHBEMIL10.97 7 (1~56%
H) T, 12 BAFRERIL36.7%, 367 A4FRI22.9
BTChH »te. —F, H2EO EHREHRELs. 82 8
(1~224H) C, 1227 AEFRIZI.5%THYH, W
HEABEEN A bR (p<0.05).

FTT, H1BRILIOEIHCOWT, FREFIE
BRI AETRY BRI Lic. TR, F15#

H @——@ Bladder cancer (n=13)
o Ow=e0 Rl paivic and/or ureteral cancer (n=17)

50

10 2l0 (Mos.)

Fig. 2. Comparison of survival rates between
bladder cancer and renal pelvic and/or
ureteral cancer in Group 2

@——® Group 1 (n=32)
Q===0 Group 2 (n=230)
p<0.05

30 40 50 (Mos)

Fig. 3. Comparison of survival rates between Group 1 and 2
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Fig. 4. Survival rates according to clinical response in Group 1
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Fig. 5. Survival rates according to clinical
response in Group 2

Tik CR Dz bhi- 6 fln12h FAFEEIL100%, 36
A RERRD66.7% TH-72. LhrL, PR 04T
124 A, 364 AETERE LI 40% THD, CR I
7 PR Bz L LTERERTH -1 (p<0.). %
7o, NC 2, PD Floh#r Tz, CR HoLH
EREBECEVCER TH -7z (p<0.025, p<0.001)
(Fig. 4).

—%, #E28 Tix CR DX LIIHES 23] Bl &
T, PR OZ bhIER A 3B TH B, CR &
PR DALRICEABEY —ELT, BI1HLFAEC
NC 7, PD BEEHB L. +D R, CR+PR B
D127 REFRIT66. 1% TH-7ch, 138 FTO0%
E7to Tk D, NCEHEDOEIILE »7c EML bR
ek ote. foks, PD BOLEFERE O LTI, CR
+PR HREBCEVERTH - (p<0.05) (Fig.
5).

% z=
B R T 5 ETERBBT LR O BRERE X

bOTRRTHDHZ LIZAHNOEBETH B, L
L, SBFEOEENFEOHSOBAC L Loy, Hix
TR LT B iy A bh 3 X
SIieh, IHLIREOBFEFED SE XTI R
ENDBEHIILY, bThies s Titd b ISHTRE
b ELDo0hB.

4, 1980 LA e Lo InB B % o T 5 BEl
B BEREEOBT EEBEMC 2%, T oIEEEN
AR L. TofBR, BEBRCT5EBET,
EFBEESRLTH b, SRR R R b T
I Lo T e h o 7o, BR BT A AEHE
B, WIRFBEMCUET S LIATEET, o
ABEOHHIELELTHORLURTH B, HRO
EBEAFTHEMAINE LT, & il s@sc
HHLBREOH/INIROZ LRI OER E OB S
i, S8 BERCARREOBISI OWT L EET
NETHLEELLNBY. BETit, KBHER T
KEMOEMSES L, The s bichBEREOm -
LAOND LIt b, SHBOREY LIS
L.

FEBEAOBEREC OWTL, RS
1B bDTH D, ARHBEOBICEA BN %
& kb CRs EGIOEMLIAKEIN L 5. EEF
DIERBUIROITC bl » Tk, FEECHT 5B
RT#%, EEEREPCRFBRED D\ LERES
CIciEGIRE GE1RD L2 crgmElr s
THEBRE B8 D2RCHTTHRA L. 20
R, EEDR ROAFHREILCE 1 BORS, 82
BIDVERCEREZ AL Tihbd, FEHRD
k7% CR+PR 545 L, BREOE 1 BET33%,
BERREEOE 1 BHTOLBI oI, —F, Hop
TRBEMET 8%, BERER T 18% Thot. ¥
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fo, BMIFHEOVTHE | BOLFRIFE 2L D
LEBICE (p<005) #RETH -7z Zhid, §1
BCRREREOME R TR T\ 5 ke, EfilcEE
BREPC R Shic LR RS, W
FoOMTREREIE TS L2 bEXOEEERS
KEL, HOBBHREULEENLRAIRS ETO
WEYE | R L CRNEth s & LB FEIH
B ENBYROERTH -1

LaL, #1 BoBERMcoWTh, RUTEHR
RHETEL DT, S5, 81 BOBER
FrmbsRsBhLlir, B BRYFH T
EREOBEHEHC DL T OEBBABEL LSS, £
TC, hhihA 19864 1 ALIENC, ZEREKIMRSE
Bra i T -» RTINS %3 % neoad-
juvant chemoradiotherapy DZ)E % &5} LR
AR R RE LT 5. AP, T2-3N0
3MO o FBFTREEBENEES & %% & LT, neo-
adjuvant EEHETTE (CAP + UFT + 5HEEE)
LIEW T (UFT B iER) © 281 random-
ization L, EHF ROV TRIHDTHBHD.
1992 ££5K CIEMB S FTHE D, neoadjuvant FRik
WITREC 356, FEMTTERC 326D 5167 H% FHTI 7 BEAE
FELTERE LTWE. 2O REFHIOWTES
BEP O FR - GBHER (Table 8) ¥ X U 4AFR
(Fig. 6) %R Lic. 7, BHE - EBHERXTH B,
neoadjuvant FEEFETEECIX35HIH 3 4 (8.6%) ©
BER - EBNLLRY, BFEEBIL | AORT, B
5 2 PIERER B L Z IEAICOBERBHAERTH
9, Lidh 20lE bEREMBTH ~Tcicd, BTEA
LAEBEHTHSB. —F, neoadjuvant FEEIERITEE
TIX326I 8 B (25. 0% ER « \mB 1A bk, 5%
1 fliz—E cCR 23Z2 bhids, BEGBBE ETKLL
DTHY, BROCIZEFINBIE LTS, Lichis
T, HHFROBFTY, neoadjuvant FEpLEITEMN
FERTHC R L CHECEVRER (0<0.05) ¥5
Lic. TOWRIL, S$#HELERTFRC X EHHEE
FHIE LT FETH B, BREATRTFTR
neoadjuvant FEORIATFH w12 R Y Ry
THREREBZORTVS. LWohziul, 46, 5%
ERT BIRBFC S HER LicHE | BoEAROFHO
Todbrcil, BEREEES T EREOMEIIC neoadju-
vant FHEXERTHENEF LW EEL DR BE
BTHote.

—F, BEREBEMNCOWTL, bhubiulis
B OMMLEREOLENZRBLY, BT ran-
domized study =T S HEMLEREOE R €2

Table 8. Relapse pattern in the randomized
study of neoadjuvant therapy

Pt. No. Relapse Sites (mos.) Survival (mos.)

Neoadjuvant group

1. Bone (6) CD (6)

2. Bladder Ta (9) NED (38)

3. Bladder T1 (37)  NED (42)
Control group

1. Liver (6) CD (10)

2. Nodes (58) CD (90)

3. Lung (8 CR(13)

—= Nodes (33) CD (43)

4. Bone (14) CD (14)

5. Pelvic mass (25) CD 27)

6. Perineal mass  ( 5) CD (18)

7. Pelvic mass (11) (013] (18)

8. Bone (8 CD (10)

CD : Cancer death, NED : No evidence of disease

(%)

o4y Ll
]
Lh'l
L-L-_.u.1
[ ST U VA
]
[ P’ N TR
50
+—e npoadjuvant treated group (n=35)
o--o control group (n=32)
p<0.05
0 T v v v
20 40 60 80 (Mos.)

Fig. 6. Comparison of survival rates in the ran-
domized study of neoadjuvant therapy

WTBRHPTHS. ZOWRTY, FRRCE-TR
M EEEERTROE B R~ T A BRI
bATWa. ZhboBREXRESTHE, 58 BHE
HENECERREEOREZEORBC S VTIL, F
i X 2 BREHEBRORCHA LS E1nd, Mg
BEOBER X W ifiko RITERSLERES O HE L i
2B ENPHEND L ELT WS,

2R, TibbWLRAEEBIILE 1 B e L
T, GEEMER, RRTFHRE LB Gow, BERED
FLDIDOBE L LT, WBLYHT S L5 InT
FEETFHTHALERLEHTHS. Tibd, HEN
MERHBHOH 5B, WREHEMIRYZ2T5 X
5 —BEEIRF o b O A 5 U T RS E B
BMUBT Lt X b REE ERREEG O RIZE AR &
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Table 9. Administration dose of chemotherapy

Drug  Scheduled dose Percent of mean

administration dose (range)

CAP CPM 500 mg/m* 91.0 (67-100)
DXR 50 mg/m* 84.5 (67-100)

(n=51 cycles) 2
CDDP 75 mg/m 56.9 (26-133)
MTX 30 mg/m* 96.1 (50-100)
M-VAC VCR 0.02 mg/kg 98.4 (50-100)
(n=42 cycles)  DXR 30 mg/m* 95.3 (50-100)
CDDP 70 mg/m’® 70.0 (43-100)

b, Licdio CEITBEADRAC b 2/eh s LB
bhs.

RFHOBE DD, 81 FHETILREDRC
BT CR X5 ERMEAEEELLRBRERN 2
bhitc, ZOfEE, 2T SEEANDEITC X
WAbhaelELLID. HE HFROBRECKT S
TR EEBEAC X LT ORBERETL, A
Z CR 2 bhIEFDORRIIEEN TREL It » T
WHLSID Z Diediiy, ERBREOBE L AR
BRICKLTY, LHRELETIRCARERNE D
HEHEE A EAS bR B btk b, CRs Ef % 1
MERBZEBBRETHAS.

O, BFES BV CIIERE ORI LR
BHRLETRB T Eh D, LEFEOLE L RARR R
BT HLENN S S, F 2T, SHOETEENRTH
hbhR X Fvic CAP #ik (34512 —R) & M-
VAC #iE Gr42=2—R) ToOEFEHOELEHEES
R U7Tc (Table 9). #D#EE, M regimen & dHih
bho#eEs s L LT, CDDP A oA full
dose IRV EMARETH »7ch’, CDDP & CAP
T56.9%, M-VAC T70. 0% TRELTWB Z &
PHBAL. Shik, REERBEARE - TSk
b, BEREEELE LR YERANSVC L EDFER
DIDEEZLRES. Thbb, EEEOHEY
FHEI®B D1, Wiz full dose TEHEE SRS
PHEEETHD. FORDIZIE, FTEEXD dose
limiting factor (DLF) %3 Lic Hr L\ &g
BEEEND. H2HE LT, SEEEYSITS
TERBIFLR . R, {L¥EFEDDLF &1L T
b o &b HWIFRERBA K LT G-CSF AR &
h, BRIGAH Sh T35, ¥4 CDDP iz% L
Tkl Biie 5-HTs ZFRMGERFIVFHRZ I,
{LERE L RRT 5 ECREBEEIT LTV 2R 5 5.
B, FEHORRELHLERTHBRRCEL TS
ZEMD, SBIITREEEOTIRIZ Y v dose inten-
sity ¥ B0 B LREBTARERDS 5. bhib

N, B G-CSF % Az Lic Xk b RMMEE
faftl (PBSCT) #0ff Lic ket R 2 C
B0, &, EITHRE EEROBRERC LI L
WEEZ TS,

5] B
HETTHER BT L B OIRBAE B 33 % TRHRBUR

R L.

1. EBR T 5 BRI EEREA RS b b DT
Botedy, XOREBEAILIEDE RUFHELT
AR TR L THRETXE SO Tikinh » 1

2. BR - BBEARC ST, CR RLILhE
BlOHXFIAEFERZ b,

3. BE -EBLYTFT 5701, adjuvant HEEO
BRI RS SR

4. S, FFHFEOMILC X b, dose intensity &
W L b3k oEEr B h 5.

RRXDWEL BB B R PR BRI BB L Y vy
Y ACHEORTHRE L. Fi, KWRO—LTB AR5
RE—EHE (C) B LUELEEHADIEBRS [HEHA
DREHITEFIRICH T2 R ) omiBha2i .
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