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LOCAL IMMUNOTHERAPY WITH STREPTOCOCCAL
PREPERATION, OK-432 IN SUPERFICIAL BLADDER
TUMORS, AND COMMON ANTIGENS BETWEEN
OK-432 AND THE TUMOR
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In 38 patients with superficial bladder, local immunotherapy with streptococcal preperation
OK-432 has been performed. We investigated whether OK-432 was an effective biological
response modifier (BRM) against bladder tumors or not, and the relationship between the com-
mon antigens which OK-432 shared with the tumors, and antitumor effects of OK-432. In six
out of 28 patients treated by intravesical instillation, and three out of 10 cases treated by in-
tratumor injection, tumors were eliminated endoscopically. In the other patients, the tumors
did not change. The PAP study using an anti-OK-432 antibody, showed a positive reaction in
66.7% of the instillation cases and in 40.0% in the injection cases. In 66.7% of the patients with
the common antigens treated by the instillation and in 75.0 % of patients with the antigens
treated by the injection, tumors were eliminated. However, the PAP study showed a positive
reaction in 9.1% of the no-change cases treated by the instillation and in 14.3% out of the no-
change cases treated by the injection. We concluded that OK-432 was, . favorable BRM for
topical immunotherapy against bladder tumor and the presence of the common antigens between

OK-432 and tumor may enhance the immune response of patients and promote tumor regression.
( Acta Urol. Jpn. 35: 253-257, 1989)
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Table 1. Stage and grade in all patients with
bladder tumor given OK-432 local

immunotherapy
Stage Grade
OK-432 treatment Ta T1 I II I
Intravesical
Instillation 14 14 12 12 4
Intratumor
Injection 8 2 3 7 0

7t¥®» BRM (biological response modifiers) %
AW RIFEBENBREIRTWBY. 4EEER,
FEMBEMEBES 2k T L v v EREHEA, OK-
432 (vvoli=—n, PAEE) OBMEEA B IUE
RENEEREORHEEX KT L, BEMECHT5
NEEDR L BRECEFHAROAEL LTRF L
DTHRETH. LI A BEFNCER - TRERSH
fafezric X v OK-432 L [EEAK L ofciERE
RIEHEPEETHrEIEREL, TONROHFLL
HEEHRE OBREY Ghe TEE L.
&R EHFE

R, BREOBEXESRM (TUR-Bt) KT
B FELIBHEI0M, LH8#HIo stage Ta B LV
T1 OREEBENEGATH D, FHEMIL 62.7 &K
(40~395%) Th -7=. *D28HzOK-432 S5KE (5
BEE L LT 05mg)/20ml 4 &% 5 AK#EGE
PEPIIEA, Elefboloficz o 10KE/Z2m]l R0
BREVESNREY | BT LK (Table 1). BE
R B O Mo R BRI B MEOBE T 26
G ARERBESM Gy vR) Ik X iEfTL .
IHIRBEFRKRTI0RE, PRBEREC X » ZoBEY
REHEL, FRAMCEFEED TUR-Bt # 1T
L. BRIEESHRIEBYERL-BEY FD
CR). B0 BEXTER LV
HETE L. ¥z hbEKRTD cold punch 44k
Eh@Bes sy vEBHF L T, OK-432
DFEFETH B group A streptococcus Su #uHiE &
L, voFeRi UIER Uil OK-432 itk (#1 Su
HifE) & —k¥ifk: L7: peroxidase-antiperoxidase
(PAP) it L h OK-432 L JERIEE & Oic i
THRRZ ZR T e bbitE IR LR EL
122,

TeSEEMENEE © stage 36 X O grade 3 TBEDGEE
DB Rt .

PAP #E¥ 1 Jii-s7 7 ¢ VD 3 pm D)%, 0.3
% methanolic H:Oz 5 XUIEHN ¥ ++ M5 08

(complete response

33 = iz X b Bk peroxidase #HFE L, o
# 1gG © Fc receptor I© X BIEFRRICHBIIE
Ui, 10 S5 o+ OK-432 itk & 24Fsf], —
REETHHBERS 20 vF¥RE7 07 ) Vil
# (DAKO) T304, RBICIEZRIR peroxidase
rabbit anti-peroxidase complex IMm¥ (DAKO)
L3045, ThEThBEABATRIGE . ks
vitkmBE o Tris SHER TIB®EL, K
HORF TR DBV, &R#E AEC (3-ami-
no-9-ethyl carbazol) WTREREH, ~~bFT LV
THREL7 ) er—Lr S5+ /iR XD EELE. B
EDI0G L LG I NI A w B, MoBaxE
ML e U (Fig. 1), ol triplicate TfT
Vv, &2 PAP iTREC, BHEXNEL LT metha-
nol EE L7 OK-432 Hfk%, FicBMmBELT
BB e P ERHABTT AR RE L.
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1. OK-432 BERtE RS-

5 ARIER OK-432 BEAOKTHIOH Biciiosh
gl 64l (21.4% ), E-PEETIK OK-432 fEEN
JRE%I0R Bz 1065 3 4 (30.0%) T, ARG
BENHEEL, chbEERHEHE L. o
FTRTIRETC, ETLERMR -, Fi OK-
13285 8HILHIT, BEMHEORAE X UBRETH
HOMT, BEROERVEETH . ZOBEED
BB 56k Ta, fbo 1 Blix TL Thby, 4B
EOBZBIF 2L Ta, 140 Tl THb, zhb
EHBLLF grade 1 TH -7 (Table 2).

BRI BE BT, OK-432 Bl 5 KT
DEFEBYR T, FFEERcEHEEN LR
DEBEL B Iehot. T TUR 2k hBEL-
B Ries\vT, NRENCEBOMAYRD 9F
O THBFC S TOBRELED bhith o, o
BIhOTRTAE R VT, MESIOEEARY v
R, MEMER X OYFPERO I HEREEY R s
IRBLOPFTRIL OK-432 BRI dvie h OEET
Bbbhaztlh, ThbofRXyd OK432 o
TEESRLHET L Z L X TEL - T
2. OK-432 LJEREIEE & D HEARERIGHE:

OK-432 ik 5% fifT Lic 38 flrF, 3 OK-432
Pifkic X b PAP BMRISYE LIER, Tihbb
OK-432 FiF & D IHERNE 86l (21.1%) Th ot
(Fig. 1), iz = » OK-432 3 e OK-432 o
R L OBIFREBRE Lic. BREMETT 2860h, OK-432
PEBHE 6 flThy, =oBEAF 46 (66.7%)



RS, (3> BEREIE - BT RpaRL 255

Fig. 1.
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A photomicrograph of biopsy specimen before OK-432 therapy shows

tumor cells stained to be red-brown by the PAP method using anti-
OK-432 serum as the Ist antibody.

REBGITH 1. —F, BEEZF6 Gt = D
BBl 4Bl (66.7%) ThH 5KiHE, T2+
OK-432 IR 1% (20 Thote. %
OK-432 F{EmiT108l+, 4 FITH OK-432 HiFEo
FIEXTED, 5H 30 (75.0%) XEMHITH -7
CoBEHIBIF 26 (66.7%) KTk OK-432
HEBHTH D KME, TEF 7 FITIRI4 3% T OH
Rt TH -7 (Table 3).
3. OK-432 FFEEOEIER
SEIDFEFIC I\ T, SRS X OBEREAR & OB
RIMRER A R 2 o fli fe o fe. EREEPIRIES
D 26 (20.0%) T 38°C LLLEDFEH I, T
b —R TR L O TRERMBRIORFIC X hXATE
¥, Foft, OK-432 RE#SHiBCE T, mK—
B, mivE, BHEER JUUTHSREOREME LV ThiE
e A ARRRD T b o 1o,

% Z

WRERHER, FRcBEMNESCET 5 OK-432 ©
RSB ETMET, 40, TORERERENE
DBFER IOBEB EOEELFEE LTRAVD
hT\5 BCG OFMAEAFEL LEL, BHT
Ated FOTE S —E Lig\. TiobbEME 3
5 OK-432 B LVEEOEHRIFEFRCID E
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BCG BHgEc s 5 EHE, Tiobb EEAMEHU

Table 2. Results of local immunotherapy with

OK-432 in superficial bladder tumors
Complete Responders/Total No. of Pts.(%)

Intravesical Intratumor
instillation injection
Stage
Ta 5/14 (35.7%) 2/8 (25.0%)
Tl 1/14 ( 7.1%) 1/2 (50.0%)
Grade
1 6/12 (50.0%) 3/3 (100%)
11 0/12 ( 0%) 0/7 ( 0%)
11 0/ 4 (0%) —
Table 3. Relationship between antitumor effects

of local treatment with OK-432 and
common antigens and the bladder
tumors

with antigens without antigens

(Intravesical instillation)
Complete response (n=6) 4 (66.7%) 2 (33.3%)

No change (n=22) 2 (9.1%) 20 (90.9%)

(total) 6 22

(Intratumor injection)

Complete response (n=3) 2 (66.7%) 1 (33.3%)
No change (n=7) 1 (14.3%) 6 (85.7%)
(total) 3 7
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THD. SEDEFCHTHEE Tihbb OK-432
BEETI21. 4%, £ DEEARET30. 0% DFEFHTD
BEHRL, RO R O OK-432 mpisf & ik
LEB L 0TI, ¥SE0REEL, 5EE
BT I EOXDORETH D ArEETII,
OK-432 (3BEREHE X LC B4hic BRM THs L&
AbhD. SHBEERE » Arv. -1 BI0HEE
DB X D L OBESHROBZOTIEMEITR S
fo.

¥/ BCG BB 3\ C 90 B L DRI 3
WCHRT2REE, HR, R & DEMNSER
REEPE KT © granulomatous inflammatory re-
sponse!® 73, OK-432 o BifSicsWwTEbdbh
ith ot RREMCEEBOBRNHHE 5 R
HET 5L 0THY, OK432 oE SR
MMC < ADM DBEERREINFR OB « 2BETH
HLTHHEWD L IRNOERRFC XD THS
EEZ bR,

198748, Fujita X, OK-432 B0 TUR-Bt
BOBRINEBCHL Lo L2 BELTV59,
4tk OK-432 OB/ R B3 s A s h
5.
BT EEEOMEMHIILET L v B HES5h T
B0 EEIL, KENEEEEERE oM EET
PUFERER G X O% o BHE % M3 5 HUEE%
RICBLUTHELED TS, FTibb, TCREH
FR~v ABKEE MBT) =5k, 4%
MM ¥e X v MBT F3tBREOFEL D
LICHIEERE (Corynebacterium parvum ¥ X O8N Staphylo-
coccus aureus) - v AREMH MBT REHHIER X
FHT, HKBIBROFEELZDINHIEERE (Escheri-
chia coli 35 XU Pseudomonas aeruginosa) & ORECIL,
ZOTIEBHROBECEEEYRDI- T L REL
WB®, F7- PAP #ic & h OK-432 L gMERE
BR X0 e PEMBAT EEEL I U L35 RS
BHEE L oM BRELEAET L Z %2, 35
WZoin vitro OEBRRVT, ZoILBAEME IV
PUEREE RNl (ADCC) %415 #
BRI OVTHE LT, SEOEEEEN
EBRERc B\ T h, i OK-432 Hifkx —k¥ifk &
L#: PAP iz X b, OK-432 }JEif & o
RERIGMES LU OK-432 0 HIEERIc DT
FHLe. Tieh bRIEEBDENE 38 #1023, 6% 1 3
T, OK-432 ! o IGnF4iRs, = OfEE
D900 Zi s\ T OK-432 BFHELC X b LS
DEEERDI. oz OPHEBARBID66.7%, =D

M 9. 1% T OK-432 MEBMTH b, —F
OK-432 BEEficisuTid, HHHD 66.7 %, %
FD 14.3 BB T DFEBKETH 7. Lo T
OK-432 FFf isisic X 200 R, BIEE
Pic OK-432 L o3tBHENFET S C &EANEHED
ZETIRIV DD, ZOHEOFEEL OK432 o
NEBHREOEBECEELYE2 5—REit->Tw5Z
PREIhic.

¥ &

OK-432 MEMES X LE%)/s BRM ThsH
B RO 1o, RENEBHESBEFCHL
OK-432 oI 3t 0RRENEEAREY i
L, 0 0RBONEEHRYHAE L. ¥k
OK-432 L@t DD IR ER IGHEDOFELH
TEERIR & OBIGRS e CHREf L.
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