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ACNU BLADDER INSTILLATION THERAPY

Hirotaka Araxi, Teruo Misuina, Keiichi Mivagobpa,

Terufumi Fujiwara, Tokuroh Kosavasar and Hiroki WATANABE

From the Department of Urology, Kyoto Prefectural University of Medicine, Kyoto, Japan
{ Director : Prof. H. Watanabe)

ACNU was instilled into the bladder of dogs and patients with bladder tumors.

After the instilla-

tion, the concentration of ACNU in the serum, the bladder wall and the lymph nodes was measured.

On the other hand, bladder instillation therapy with ACNU was performed in patients with bladder

tumers.

The results were as follows:

1) In dogs, the concentration of ACNU after the instillation was very low in the serum and was

enough to inhibit tumor growth in the bladder wall and lymph nodes.

2) In patients with bladder tumor, the concentration of ACNU in the serum after the instillation

was higher than that in dogs although the concentration in the bladder wall was similar to that in dogs.

3) In 7 patients with bladder tumor, ACNU bladder instillation therapy resulted in necrosis on

the surface of tumors in 2 out of them. Slow but considerable bone marrow depression, however, was

noticed in those two patients.

4) Accordingly, ACNU bladder instillation therapy should be done carefully with frequent check-

ing on side effects.
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Fig 1. Chemical structure of ACNU.
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ACNU DEEMEE X D ORIR

. NEBLOHE

FTERICIIT A HEBE LT 5.5~14 kg OMER
ROSFEZ, 75T - 0mgkg HIRESFITL D
BB L, BEEEBENZZEECL, BEHBRITHLDPU
DL TRz ACNU 30 mglkg % EHEREMAIC
HEA U, BEARNCERD, EAS RN, 285H, 3
BRI & M BEREEE IR, BB Y v ik %
e - tc. MBIZMTESBEE, FHESIIKEEZN
FREHEREL, &kl o1T ACNU o chemical

assay [LEATOZ & {fFle oz,
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D MmEERNE F ig. 2 iWRd &<, 1,2-dichloro-
ethane (DCE) i 277ty ACNU EEHHE] 25
Lz’
2) Y oMt & CHIRREVENE Fig. 3 IKRT T <,
1, 2-dichloroethane %fji% Polytron® THyf:l, &
D58 DCE B ERaie &7
b} E B B
1) Bkl 2.0 ml D30% 2 & 7 — VK 2 A HE L,
2Y Ry 70— (50p) TEEL, HERABEE L.

BLOOD, CSF, CYST, P.F., lml

. 2dd ISTD soln.,0.5(0.2)ml

1
2. add DCE; 15(12)ml
3

. shake 2min, centrifuge 5min
at 2500r.p.m.

| DCE phase l

2. evap. in vacuo

‘ Residue ] ------- (stored —20")

«1,2-dichloroethane

1. dried over Na;SOs

aspirated(discard)

Fig. 2. Procedure for the extraction of ACNU from biological fluids.

| TISSUE, TUMOR, 0.1-1g |

1. add 0.4—4ml of saline €<—
2. shake
3. decant the saline phase

Specimen

. weigh

O WN -

. blot on filter paper

I DCE phase l

1. dried over Nap,SO4

2. evap. in vacuo

l Residue I ------- (stored —20°)

Saline
repeat X 3

discard

.-add 2ml of phosphate buffer, pH7.4
. add 0.2ml of ISTD soln.

. add 20ml of DCE

. homogenize, Smin

. centrifuge 5min at 2500r.p.m.

aspirated(discard)

Fig. 3. Procedure for the extraction of ACNU from tissues and tumor.
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BIERITIE -T2, TRb LS EMEr T, ERIT
S OBERERERIC U, SO UDERL TN
ACNU 100mg Z2BERN AL, FEARNCERIMm, &=
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ACNU gD chemical assay 21772572, JSBHT
I { & 3 T2RH DL E, T RTOVAEWES XU
BEHOEE2HIELI.
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4 RTBT AR Table 1 oo &L, mE
D ACNU OBI7Z SBEM 2 FEOAILH LN, £
Plicisly a3 EE, 1 B4 0.007 meg/ml, 2 &
4%, 0.004 meg/ml, 3 % 0 meg/ml T -1z,
BPEICESE T, | H% 4.78meglg, 2 K
1.64 megfg, 3 K4 0.64meg/g OPNDSR LN,
FiB Y v NENCIeEEC, 1 Bl 1.46 meglg, 2
Hefjge 0.37 megfg, 3 B3lH4 0.30 meg/g & IMEH X
DiZ 3 DICKEDOWINDED bz,

E MZEWTIE Table 2 D & {, ACNU OmEs
FADBITIIEBME T 0.07 meg/ml, BERREE~DRIT
W¥BET 313 megl/g TH Tz

BR K% 5 M

TP S E- S SENOYaP:S

1977 2108 X b 1978 £ 1 B & COWIRIc 4 »52
ZLIZBAEDS b, BMEE 2B Iz 76 (A
BLUHEREE) ZHRL LI

ZORFUE, 0 H7TRETDHE S HI, 24T
Hb, BERBOABICTHERSEEIC transitional cell
carcinoma 5 {§if, transitional cell papilloma 2 §{C,
stage |3 A5, B1{FI, CLlECH -1z (Table 3).

1 EEAR% 100mg & LT, MASEEFTHLTE

Table 1. Serum and tissue level of ACNU after
the instillation into the urinary bladder
in dogs.

No. of case Serum(M%41)  Bladder wall™34) Lymph nodes(Me$)

the 2hr 3hr lhr 2hr 3hr 1hr 2hr 3hbr

1 Do 018 0 942 560 089 215 072 0.30
2 0015 © 331 047 0.18 3.65 083 086
3 6 0 105 120 120 .~ 7 7
4

5 0 0 690 0.75 0.67 081 030 033
Mean value 0007 0.004 478 164 064 146 037 030

0
0
6 0 0 323017008 071 .~ .~
0
0

Table 2. Serum and tissue level of ACNU after
the instillation into the urinary bladder
in patients with bladder tumor.

No.of  Name % Sex Age Serum  Bladder wall
Case (megml)  (megg)
1 Y.N. & 73 0 2.75
2 KK 8 74 0.12 6.67
3 B.O. 8 64 0.08 2.19
4 HoO. & 72 0.08 0.08
Mean value 0.07 3.13

Table 3. Cases trcated] with ACNU instillation
therapy. * pap.=papilloma

Noof case Name& sex  Age Histology Stage Dose Effect Side effect

i K1 & 50 Trce. € 1800mg- -
2 MM. & 76 Tr.cc. B 1600mg + leukopenia
3 KN & 69 Trcc A 850mg + leukopenia
4 SK & 77 Trcpap. A 500mg - -
5 MO. & 77 Tr.cpap. A 400mg - -
6 TK & 56 Tr.c.c. A 2000ms - -
7 SN. & 40 Trce A 2000m - -
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SRR OEE X LTI, BERSEN I D5E e
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[EFEOBRITTARD L, 19711 H20Am5127 4
H% CEALI6HM ACNU 1600 mg OFEMAEA 21T
zoiz. BEABOBEMSE CIEEREVEIEEEC L
1205 FIR(+E)) TH-To0C, 12F14AEMR2H
BRI & OFHIUR E R RS 2 AT Uz B
BIFTH o129, 12A3IHOMKRKRET, HIMRK

500/mm¢, BEIRE 12X 100mm? & BEEIIRFIHSEDIT,

HmEER $ BT & 720C, Fgmeim, BBEES
W RIS 8RB, 192 BREBICEIIETTR b1k
HICEL, itk S EEITERLUI (Fig. 4).
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Fig. 4. WBC and platelet in case 2.
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FEAR « 135 ACNU BRI E AR E:

R TRBER 2T - T0Ichs, 1 F16H (AR
Bl ER) omPpiEE T, HimER 1,600/mm, &
BREL 56 < 103/mm® & BREIIEIIC L 5 & Bbh A RIFE
APHR LD, BIBRERVE VRIS E21TS
S72E 23, 2EMBICEIIRERE S ERICEL
1z (Fig. 5). :
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Pk = b w Y RERGEAN, SEORERRE
235, 44 UERBMEN D, KmEER 2 EE
TEHLEPHILENTE D, MOFEHTEFSIKIWL
WMEBORBCHACONT AT, ACGNU 3ok
13D A, IELEFEER 0T, NRREDOES
g B EPER B & OERRIERIE»2 DIRLITE0
NnNTH5. ‘

EREEE g A A TERIERI O BEMPREANEE D,
SHEICISN T3S b 1T thio-TEPA %, AFBICEHNT
113534 1 mitomycin G 2T bhTEh, #
SETCIE X 5 5-FU, FT-207, adriamycin, bleomycin,
carboquone 7z & REEHIEAIOBEMAEAD A L1
TWV3H3, ACNU OBEBERNEAEH LWEA EWA

-
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HIER 2B B B 5355, ZOERIDMA
BROHMIFFRICEE S L TH 50, CORICHE
5 5 7s £, Jones and SwinneyD (1961) 23
166D BEMEEEAE I thic-TEPA Z1EAL,
TEPA D5 1/3 BUBEMAHL VRSN, 2HIKE
T leukopenia 233 b I & BE LTI OWEAIT

thio-

HA. NP (1969) 2B ERE, BB, RIERE
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Fig. 5 WBC and platelet in case 3.
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ZLEDLNIE BTH Y, JUH - NP (1970)
EEERERE B TR 200 PITOMEZRT 3 &L
Too FEELY (1975) i3 5-Fu (478 130.08) %
FT-207 (5F& 200.17) 4%, Bl B
T AN, MMC (578 334.32) T3 AR
IVED NI -T2 EBEL T

bbby ACNU ZRVWISERICEBN T, 4 X
TUERMANDBITRE DT TH o705, BPES
BETIX, 20OREEYA 2O 2 E
ThHoTti b whb 63, 4 XOWI0EDMHETH
Aot BB R, v bEFIEER
EBRIECTYTHA EBONARE»ED LN, 35
T4 XDEBUTEBNT, iR Y v 8~ BB Y v
SRR DICER TS AEEOBITEH 5T &M
BT

U L7shs b BRFRRI7S RN, BENEE s 7 Bl
2ENTIVNTEIR (+) EHEINIZOAT, FEHD
BRI TH - 1o, ZCRIVER & LT 2 BhicEEY:
OBEHHDED LNz i3, bhvbhOBE TH
BT ik i, BREEESICHNT ACNU
ORBEMEAIR T & 2 IMAABITHENC & 2RE LT
WAHERDNA. COEEIIREREEL, EHOR
BRI, 2OEFODFEOALLT. 2D
SHIOWE, BHOMR LS U0 TS A
HNB.

SIS OB BEP e AEREITIS U 2 M s SRS,
R LW ESE 2R U, BEMEEREIE 3
BHWNEVERA 2RI IOV EOTH A EENWIET
L7003, DX 51T ACNU BEBRPIEE ARRIZ 1L
Tk, BEMOENE WS STCELO0OMENS Y, #
ERC2HSHMCHEEBL, HEOMEEE 2730
VO EIWEBDOFE 2005 25N D 5 EBbh 5.
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1) 4 kT, ACNU BEMEREAZOIMEH
BEZCT DT THALS, BE, HBY oo
I RN & BTz,

2) [EERUEEEE LT ACNU BRPEASZO
MIERBEIE A XIS S aiikE L, BEhE
12 45 A ED BRI _

3) AR 7 flic ACNU HEARRE 2RA 12
LT A, 2 PHEBRE CEIENSED H LI, Mk
ICZ D 2 GHTIBER O FREIIFI R o hi.

4)  Utohi- T ACNU BERERIEAE R, 28]
TEROFHICHBLU LY L EHETR I NETH 5 &
Bbis.
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