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CLINICAI, EVALUATION OF 74942 (IFOSFAMIDE) FOR MALIGNANT
UROLOGICAL TUMORS

Kazuo Oracuro and Kosuke Uepa : From the Department of Urology, Nagoya City University, Medical
School

Tadao Nujma: From the Depariment of Urology, Fuculty of Medicine, The University of Tokyo

Hiroshi Kawar: From the Department of Urology, Nippon Medical School

Keiichi Marsumoro: From the Department of Urology, National Cancer Center

Tsuneo Kawar: From the Departmeni of Urology, Cancer Institute Hospital

Kenji Kinosrita: From the Department of Urology, Tokyo Metropolitan Government Komagome Hospital

Hiroto Wasuipa: From the Department of Urology, Anjo Kosei Hospital

Osamu YosHipa: From the Department of Urology, Fuculty of Medicine, Kyoto University

Takao Sowopa: From the Department of Urology, Osaka University Hospital

Hiroyuki Omori: From the Department of Urology, Okayama University, Medical School

Jisaburo Saxatoku: From the Depariment of Urology, School of Medicine, Yamaguchi University

Kazuo Ora:From the Department of Internal Medicine, Aichi Cancer Center

A joint clinical research was made by twelve institutions on evaluation of Z4942 (Ifosfamide)
for malignant urological tumors. The following results were obtained.

1) Eighty terminal cases refractory to the previous treatments were treated with Ifosfamide ad-
ministered 2 to 3 grams per day for 3 to 5 days as one course. The patients received 2.5 courses in
average. Ten (29.4%) out of 34 evaluable patients treated only with Ifosfamide and 21 (63.6%)
of 33 patients receiving it in a combination chemotherapy showed the response of 1-A or better on
Karnofsky performance scale. )

2) Malignancies which responded were testicular tumor (5/13, 38.59%,) and prostatic cancer

(4/9, 44.4%,) in the sole administration group whereas testicular tumor (5/7, 71.49,), prostatic cancer
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(6/7, 85.7%), bladder cancer (5/9, 55.6%,), penile cancer, transitional epithelial cancer of the prostate,

sarcoma of the bladder and sarcoma of the prostate in the combination therapy group.

3) Leucopenia, vomiting, depilation and general malaise were noted in a little more than half

of the cases. Other untoward reactions observed were erythrocytopenia, thrombocytopenia, high
BUN, high GOT, high GPT, nausea, anorexia, diarrhea, chill, fever, CNS disturbance and headache.

They were, however, transient and few cases required to discontinue the medication.

From the results mentioned above, it was concluded that Ifosfamide can be expected as one of

the weapons against urologic malignancies.

I #

196747 Arnold? p3&HR L 7c ifosfamide (Z 4942) i
Endoxan &IOS 2E S5 bifunctional
alkylating agent <, Endoxan *[ERE, I3 T
EELIN TR 2 ET 5. DWW % masked
compound T& %2,

AR CEMBEIC W 558X, v A0 L1210
M5, Lewis ffifE, Ridgeway BEE, 7 » FOF
HEE, DS-carcinosarcoma, TA-nephloblastoma 73
ET#snT Endoxan & )3 SNTONE ERESNT
[ 6 3,4).
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H 0—CH,
24942(ifosfamide)
CICH,CH, NH—CH,_
N—P=0D CH,
« \
ClcH,—CH,  g_gp;

cyclophosphamide

1. Chemical structure of ifosfamide
and cyclophosphamide

BTRBHEER, BE2EIUDEL, fiE & - %
B8, FTEE, B Y ORMERESHETHIC
WL, RENBEHSHBICL VERTBEDRELS
FTEREINTINBSD,

B Tbhvbn SRR L v i5a-
T & T2 IR ER RERE BB IO 5 AR DR RFH O
BIONWTHRET 5.

I * & iE 6

AFBE O G L LIz, AT SINC iR
ZRP UICRERER S, R RE1I76, BEL156,
BEbtEE o B, Zofii4f) (B2EE, AIRRE, BE
B, 8%  REAFELES 24, SBikEES
(BVEHEE), SEEES, NIRRT b s, B
BESIE, RERE, TERES 1) OE8fT, il
TIRBEMT6, Lo 740, ElE Tk 20 BRHE 5
fil, 40BRATELTHI, GORRIG28H, 605ELL LAs30fT
Btz (Table 1). N BEFID > HT0H (87.5 %) 3
AFPFSHA 5 »OHBEERZ H T TE D, ZORFIL
Fi68M5 (85.0 %), HETHREHEISH (41.3 %), 1L
BEAGH (57.5 %) Toh -1z (Table ). T22bLK
oy DIEBNZ AT BRI T, 2 REI»IEIR
BEOEABEZb -T2,

n #55%
PEMC i course dose 300 mg/kg # 5 ARG5Sl

Fig. 1 BT ERERCUTO AL, bilbNIEETEE B
Table 1. % & fFE @
=& £ &% % # (X B A &
KB a A R
= < %) ————
B % Bt <20 <40 60% A (%) 7 WhE Ghs
WHEmEE 25 % 3 15 1 25(100.0 24 1 13
BN ERE 17 17 12 13(76.5) 12 6 N
g &/ 13 2 15 1 otm 4 15(100.0) 15 6 11
BhE®m 8 1 9 700 3(33.3% 3 2 3
ZOf 10 4 14 2@ 1) 51 61 14(100.0) 14 8 8
a4 s 73 7 8 50 170 28@ 300 70(s7.5 68 33 46

(85.0) (41.3) (57.5)
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PNEEEELTAEIL HE 2~3g (40~60 mg/kg)
PEHS ~5 AEBRAENT 2 HRELa—2L L
T, 2a—ALEEETSCERFEAIELIE.

AEFIORAHEERSEMIC X b A 5 iR
KEHET A, VR 2P o RSERICE DK
BOREMN, MO TERRBHOTMRIC LY, EFCX
- Tk 7 % NaHCO; ZatiR OREA (1 H 60 ml g{{k)
& REOHRMZE -7 b, 3-way catheter %
G CAERARRICK A BEE21T 512, T8
D, IEHOEESEMCI MR ZEE L, MERE
YER O BEBEFIT I 27778 - 72,

NV SRHE

FHEKIICONTIE, Karnofsky mIE#E»iC ) &3
X, FA D ETRbbEMENER L v ALUEDED
% [HB5, 0-A (ARAES), RENEs), 0-B (B
PR, MRAER) B X0t 0-C (EAEER
H AR 2 [oRE%], 00 (REINEEEZ
MRS U, BRI oWTIE BET TIELEY
AL BEHEO [ BB A LSRR I Eae |
X BEHE S B TS 5 7.

2%, WEBHRFHOENT, AAIRREINIE
Fls k O EmEE RS RHO RIS [FHhReE] LU
THRHE O R SR UTZ.

VR ®

1 Z4942 32 55RR

s Rt ARO ST, K% E 1 EHRE LT3 iF
WREL, TIHONREHE 3 — 2832.51 3~ R°C,
By SR (400, SEH2.650 — 1) & {iagEbE AR
875, Yig2.46 2 —A) L DOEICKERZEDT, K
3 2 — AUNTH -7z (Table 2).

VIEFI®H 2 b OB ERBIZEMEH 5B T 5.0~
71.0g (E¥25.71g, FRRME27g) Th 7205, ik
ROFAEE TiX 3.6~84.0g (3 18.89 g, vhdifH 18g)
LR BETIAS/4, PRET S 2/3& BRI L
RRPDETH -7z (Table 2).

I LT — R BEEBITRINCTH B & BB SEO
1060 — A TiEE L U T 3gx3HE (472 —2) &2g
XOSEE (3la—2R) TGN, MAEMHEED
873 —ATX 3gx3 HEE (35a—~2R), 2 ~<3gx3
HiE (92— 2) BEBHI I A EARSEVTSLN
7z {Table 2).

2 EEERHFE

FHEAREFID 5 b, BMEEES4p1CIL 106 (29.4

%) WHET, BEREB13HIA 5 5 (38.5%), B

Table 2. 7 4942 D5

BMBER (ARHAY
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&t

# 12-2 137 @B 7 8 20 @0
5 2a-2x 6 (15.00 18 (48.6) 24 (1.2
7 33-x 12 @8 10 @8 20 2.9
z 43—2Z 4 (10.0) 4 (52
B sa—zmk 5 025 2 (54 7 (9.
ﬁ & Bt ® & 40 (00.0) 37 (100,00 77 (100.0)
B FREa-ZH  2.65 2.46 2.51

w B 4B 5.0 3.6 3.6

2 g2 s 2 71.0 84.0 84.0

g T o5 B 25.71 18.89 22.38
(&) (p = &) (27) (18) (27)
@ 3gx3 7 Wy B wd & @s
5 2gx5 31 (29.2) 8 {9.2) 39 (20.2)
B o2~<3gx3 2 (1.9 W/ (8.3 31 06D
;; 31gx5 9 (8% 1 (LD 10 (52
p 23Ex4 7 (88 2 (23 9 (4]
s <28x3 3 (28 6 (69 9 (an
_2~3gx2 3 (28 4 (48 7 (3.8
? <2gx5 3 (2.8 T (LY 4 (2.1
g 2~3.5g X6 1 (0.9 1 (1. 2 (1.0

&5fEa-2% 106 (100.0) 87 (100.0) 193 (100.0)

* B EBSEO I PSESHOBALE

OB AP (44.4 %) VEZIEHE SIS, BE
TR0 1B (10.0%) A E T, Z0M2pl
(BREZ, TEERS 1) Rz D2,
7z (Table 3). HiBEBEREO3GTII215) (63.6%)
PEZpEHEIN, BEEZTHIRSH (71.4 %),

HISLRRE 7 BIFR 6 B (85.7 %), BB M 9B 54
(55.6 %), %O 7HIFR5H (71.4 % 5 B 1/2
BN BRPYE L/ 28 S RRRETT R L/, BERE AL/,

BEBEE/) KHRVEY 5 i, BE 3 HITia
BB BIC X - T 3 REBD 5D 72 (Table 3).

B BB O ERhEER % Table 4 TRYT. hbd
FERID Z4942 ¥y B o — 2ug 3~7 (FE4.2) 72—
A, BEREIZ27.0~71.0 (F5930.7) g T, Table2
DREMEFI2EOBATHL 2~ 23, BEHREE I
LR Tz, Al - FEPEEEOWERSE Table 4
OEEZRCRTC LT, BEOK s IVRERED
ToDHIEAREE’L 3 D 4 §l, partial response (PR) 3
#j, minor response (MR) 1 {], no change (NC) 2
BITH -7z,

Table 5 TR 3 gt AEOELER 21 61 O 5
b, B1EBET Z4942 2H 517 34 No. 19~21)
PHISFIOBE 1 — 253 1~9 (EH2.4 a3 -3,
WE#%REIL3.6~84.0 (Y5 18.3) g T Table 2 [KiR
THYSES ARSI 5 I — ARF T3 RERE
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ERERED IS - 12, B EBOEE L ETh
il - FREEEEAMAI 1 D I U2 513 Table 5 (D%
BICRS T & T, HEAREEG6 ff], complete response
(CR) 340, PR 1! ffil, MRIFIORETH -1z

UT Z 4942 B 5O REBHNC OV TEERT 5.

(SEF1 13 (Table 4, No. 1) RiMLEEES, 255%, HiL,

{&2 60 kg, choriocarcinoma (Jii#£%)

HRBENAEX, EE TR, WEeERLU
TBE, 19784E10H 24 B A B AL FREHTHET, W
2T choriocarcinoma & 22My. JaE X-P i Gl
FEEfiEP A, HIHPIERIT 6.0 X 4.7 cm O HiER iy 55
FEEN S EREB 2 2R

WMEBALD 24942 2 2gx5 0B E LI LT 5,
TR, RS D EE, 1A 13 O X-P
FRRCIRERSINIZNG0 % 868, AHMPIES § 4.2

X3.9cm & 42 % DRI AL, DNTHE2 a— R &
UTLIH24A X h 2gx5AMRE S5 L HRERIZI S
WHEL, 1284 HOBRE X-P FIRTRERSMY
60 % WE, HMORESE % 3.7x3.5cm & 54 % L
2. 2H6HPLE3I -2 (2.5gx4AH), 1252
E»bgE4a—2 (25gx4H) LRET0gHEL
7R, BRARRIE £HEEL, 197941 B20B DM
H X-P BT R CIAERSINI 90 % OERYE, A
PR & 2.6 xX2.8cm & 74 % Of/NE2ED I (H
IR,

(EEHI 20 (Table 4, No. 4) JBREE, 21:8, B,
{£H 61.5 kg, embryonal carcinoma--teratoma (i
)

197742 6 H 6 HERBEBRERSNERY X2, &
EET Endoxan, methotrexate (DEFE% 5 17 T v 12
P & 78 D3RR, AR R4 #8325 1C T embryonal

WRILE 275

4% 19814

peroxyifosfamide) % 250 mgX 17 B #5353 29
72, 19783 H6HI D 2492 10— R L
T6g(3gx2H) ®¥E. 3HISH Day7) OFEH
X-P AR TR AMEE 3R UEENA 5 1.
3HI4B 5 4 A 7 BiCh i CTH BB & R
B2 e VBB SR U205, 8 HED 5 ks’
HFEL, MMECERR2RY D, 8 A25HLY
74942 22— 2 & LT 15g 3gx5H) &5
U, BRI ZE2ITHEER LI BHRBA Y & —,
Fig. 2).
(FEH1 3 J (Table 4, No.8) RISLERME, 595%, B,
A& 63 kg, T\N,M; (FEH) Stage D 19798125
260 2R;, RINLBRIERAICHEIE, AT
adenocarcinoma & 2Mf, T v FCREBRRZR
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ELEHAR, BB KBEECEBREED, BRER
5. 1980E2 A5 H& b 24942 % 9g (3gx 3 H)#
Buicios, BRBEIEICYE, BRNE &
W, BISTERIEIE S 30 % bk ais. 2 HUAD»LO
H|2a—x29g(B3gx3H) OWBIKLY, BERII
DICHEL, FELAERASE->T. BISLIRERS
WP LIz, FOH3IHITHLIVE 3 2 — = 9g
(Bgx3H) OEERITIL 51h3, stable IIREEZHE
B30k TC, il bowsRgohisro7 (B
R ERE).
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RIVEA/S & NICREMOZEE) % Tl T & 727401 (B
MR EE, MR RABERITH) WS h 24942 %
LM % RIFERFEBIRIIL Table 6 1R
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Z 4942 BIEY (BMEZEED

& Bl 9 RE5 7% e BT
. = ae s . RIARX S
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" (B, TR ’
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7 MA 67 M paste o ’ 2x3x1 (60 B, THRERY
(& - 385V =/ VEi#REE) MFC, RILE %, PAP EE{L(I-B)
B YA sp g st atenoca - 3x3x3 @ MBI, FRMIE 0 0 0 O 40% H/
A - Y AT
(B B U SEELS) - (WR)
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8 SY. G4 M o 2x5x1 (4) S o) o)
(B - 288 o/ EEREE)
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No. & & (Karnotsky K% ) w £ % g o
7 X31—Z (#Eg) 2% R EE M
T Seminoma Ope. 3x3X2 (8)  py, mgj;fé_ 000O0 {CR)
.. 5Y Ll EE 7
(FREERE ) ) SHI$RTE) (1-6)
: 3X3 X2 N o :
. TR Seminoma Ope. Ix2%3 (3) Rad. B, LHEE O 0 0O E%titgi
(FBEEIE Y >/ HiETE) 5FU (I-A) (PR)
s TH - Testicular embryonal ca. Ope. °'6X3X(23 g M Bﬁiffff% o oo (GR)
.H. . L
(B#RHE) ( (o)
Testicular embryonal ca. Ope. Rad. 3X3%1 (9) gy, WEBREEAEHE 00 0 00 72%kh S
4OKW. 39 M . %, AP B ol
(Fh#s%%) VCR. ActD (1-8) (PR) ;a
Seminoma, Testicular embryonal ca.  Ope. Rad. 3X3x2 (18 yeppy  BPIBUL/EEE O O O O SR PR
5 HN. 50 M o B S
(BPIEB Y >/ HigH) (1-B) g
H (3x2+2)x1 T =
8 WO, T M Prostatic ca. Rad.Estracyt 3x3x1 (7 Rad. EfHEK 000O0 I R g -
(B#ig) Honvan (I-A) a
Prostatic ca.(poorly diff. adenoca.)  Ope. Rad. 2%5x1 Honvan TSI A o oo AR =
7 1S, 12 M w2 (poorly b 2x8x1 (@) [ g
(25BER) Honvan (1-4) :p}
Prostatic ca.(poorly diff. adenoca.)  Ope. 2X5X2 (20 ponypng  BEBEE, BER O FIERESTIES
8 EM. 56 M N &, BEBTE
(fh - BETE) Honvan (1-B) SR (PR)
Prostatic ca.(poorly diff. adenoca.) 2X3%3 (08 yoppiw  FEREBE%E), B O 00O 75%%5/
9 M0. 63 M - ERME, HiTAIAE
ERER (1-8) (PR)
Prostatic ca.{well diff. adenoca.) Ope. 15X 31 VORNKE3!  TERERBS56%H] 0000 56% )
0 11 18 M (4.5 HhiRiEE, BEYE
Honvan, PSK (1-B) (PR)
: Prostatic ca.(well diff. adenoca.) Ope 1.5%3x2 (9) yeppim  ERBEHEE O O 0O 50%LLER
11 YO0. 76 M BRuE
Honvan (1-B) (PR)
Bladder ca. (1T LEmN) 2x3x1 (6)  yeppw  EBEWHL o o 929 /1N
12 MS. 78 M -
T3 NoMn (i~8) (PR}
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fiE 151 14942 5 5% —— i £ H
> = o A > * N i K’X B Sk W
1=, , 2 W ® B A B 1EmG)xEm BHARE 0 BEABET fFox
No. F5 % . (Karmofsky 2% ) 2 £k 2 o
7o X322 (#&Eg ) R R ER M
Biadder ca. (17 EEFEM) - 1.2x3 %1 VOR, BLM  FEIEHE o 0 1009%#8/I\
13 JN 12 (3. 6)
T3No Mg (1-B) (SR
4 AS. 50 Bladder ca. (BT LRE#R) Ope. Rad. 3X3X3 QN gy, B FNE BT R
o T M (BER) FOBEM,Ca,PSK VCR, BLN )
Bladder ca. (BT LERE) - 2.5x3x1 VOR, BLM  JESEES58%Hi/) 58% i)
15 S.5. 69 2x3x1
T3 NxMg (13.5) {1-B) {PR)
Bladder ca. (43 =) - 22X 3% 2 VOR, BLM  RREI0%HE/ T0% 88/
15 NM. 75 3.2
TaNi My {1-3) (PR)
Penile ca. (RF LA Ope, Rad. 3XIXT A9 ypp NKEY1 25 %EE) 25% /1
17 T.K. 56 SR E
TiaMy (EE#EE) BLM (I-4) (MR)
AT RRIETT LR Ope, Rad. 3x4x1 Rad. FFREA A/, PR BIEES
18 SK. 59 L 3x3x8 (849 i, 7EENE, LN
(B8 ) > /YE - BTEE) Honvan Honvan AP E  (I-4)
il R AR PO BE Ope Rad MMC,CPA 1 X1X7 (7D yep aor  Bakitik, WEBE o 50914 /i
19 1M 57 _ F1207,VCR,5FU EEAEBE
(Fh#xiz) 0K432 (1-8) (PR)
WML 18 i 32.f5 PORE Gpe, Rad. 1.5x1 X(}é g VERADR SN, AL BIE RS
o (Bt - ZB8B ) >/ NEERRS) Rad. (1-8)
BEpASR R B Gpe. Rad 0.5% 1 x1 VORADR  EEEREGL 50%44 il
21 M.l 2 _ 0K432,PSK
(BFFESR) ActD,DK432 (5.5 py, (1-8) (PR)
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Table 6. El £ H

Bmie S # fhERAR & g

Bl fF AR H 37 37 74
i EAMmERE (< 3.000) 21(56.8)  22(59.5)  43(88.1)
W wmEEd | $S30Z) 7089 4008 11049
% MvRED (< 105) 7(18.9) 9(24.3)  16(21.6)
oM AR 8(21.6) 9(24.3) 17(23.0)
?s i e 1335.1) 12(32.4)  25(33.8)
% BUNLAE@GHe/dL)  4(10.8) 102.2 5( 6.8)
GOTLER®BOU §) 3(8.1) 4(10.8) 7(9.5)
GPTL5 (60w &) 4(10.8) 3(8.1) 7( 9.5
H EHEES B0 22%(59.5) 16(43.2)  38(51.4)
it BLEHILO 8(21.6) 15(40.5)  23(31.1)
# ARTE 5(13.5) 3(8.1) 8(10.8)
G 2(5.4) 2( 2.7)
B ® 24(64.9)  29(58.4)  53(71.6)
2HEE 24(64.9)  30(81.1)  54(73.0)
R - B 2(5.4 2(5.4) 40 5.4
PHEREE 2(5.4) 1(2.7) 3( 4.
ﬁﬁﬁﬁ 2(5.4) 2( 2.7

* Bt 1 BlE &S REBH (%)

BEEBL & 3 ICEREBOFICH BT, FRIBRED,
MR 13202818 & BRI ER T EE o1, ©
BN — @ CRER THRIGIEE L.

WRERSRRIVEA T RIBMIIERAS 20 % TROBEE T
&b, Z O MOBEMNEE 3 1/30EHICED b hic
P, W —BEET, BERTRIGEEE L .
BUN {g 35 mg/dl Dl b~ LR 5§ (B 58 4
B, MBRBEBEREEE LD A bNich, BHESEO

4P ETREKTH 3 BBRURNCEE Uz, s

BERIBEOD 1 BlIZS6RRE3E ORI T, ABIIES R
Itk AHRER 4T~ T b, BUN [E 1T % 5§ 24
mg/dl Td - 1205 VIB i (VOR+Z 4942 +BLM)
BAfA%: 7 H HiT 55 mg/dl, 14H HiziZ 110 mg/dl & |
RU, BWE, REELS ke &BLTISHA
WHET Uiz, AHlicisd 5 BB L~ D Z 4942
BR5I2HH & TR,

GOT 80u Pl bA~D bFIT 76 (BILB 58 3 6,
Bt B 4 ) A DN, 2HRERTH,
EREENEE L.

GPT 80u Db~ EFE 74 (BMESE 445,
MR BB 3 B A B, GOT FAgELpl L
RERTREEL.

4625 ARIVE FE TRIB DS BRI S BED 224 (59.5
%), MISEOABTCLI6H] (43.2%) LEHEILAHDL
, MBS EED 140 (Table 4, No. 3) T2 2 —

ZRhI B EhiER L Eisl ahiz. ATk Z
4942 OFRDIA B NIZIZY, HEF6 2 —-AH/,L,EHLIZ
», D3~ A TEBERIERZETARIEDTI EED
o7, MR 5T 1 LI TR B,
OFEFIT, FMCRNSEBRZET 2RI TH - T
3, 24942 % 2 gx 5 AR EHFR MM (2.8
jmms) & BT &L, FECEMOKAR KD
DM % AT 3 DT, Z4942 140 K35 AlaEk% 5
sHLHic.

B2 & 0F 25 #4213 Table 6 10730 & & S5
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Before After 1 course(3gX2) After 2 course (3gX5) -
(Day 7) (Day 190)
Complete Response
wBC 3100 wBC 700
Hematuria 4 Hematuria +
Vomiting Vomiting +
Fig. 2.

Testicular Tumor (Embryonal ca.& Teratoma) 21yr. Male (Aichi Cancer Center)
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