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B 1. EFFECT OF 0K-432 ON ORIGINAL
LINES OF YOSHIDA SARCOMA
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B2, EFFECT OF 0K-432 ON ORIGINAL ARD RESISTANT LINES OF YOSHIDA SARCOMA
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B 3. EFFECT OF 0K-432 ON ORIGINAL AND RESISTANT LINES
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ke Rt L, 20KE/kg #5Cix 66% Ll LT, 30 A4
FT7 v PRSERITEEDBRTER (+) TH 2o
Thio-TEPA fif¥EBkT13 40 KE/kg #5-T 56% &%
EH(L£) THOTo

X 2-2 1 Mitomycin C, Daunomycin, Chromomycin
As DHEHEmMRCETS 0K-432 OoF)RERLIC
D THbo . ) .

Mitomycin C fif#k#k T 20 KE/kg # 5 T, 107%
Lk, 30 BAEFET v M SIEFR 1ETES () AL
120 Daunomycin fig#k#k <% 40 KE/kg, 20 KE/kg £
Souvwihb &%) (—) TH27co Chromomycin Ag [
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v FAS LR 2L ERD b AR () LHE S i

X 2-3 128 Fl 5-Fluorouracil, 6-Mercaptopu-
rine ORI 35 BRERLAcd D T, 0K-432
i, ZOmHERCER)(—) TH O,

<EHHRAME in viiro-in vivo assay>

K31k, HFHEABEMEE 0K-432 2 3BT T 37°C,
30 43} incubate LT OK-432 OBEHE R % K i in
vitro-in vivo assay DORBEER LI D TH b,

K AII & OK-432 % By 10 KE/ml i 7
B IO CTELEBETIR, ToMiaxt s v EE
HNCRLBETS &, £FABDEREIL102% L L,
5Purk 2762830 H I EARF LER () 2R L, SKE/
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() LHEE I TiobbE HARERR LT 0K-432
GEENEBERAYE T LR THRELEL RS,

X 3-1 &3 & %&b, Cyclophosphamide [tk T
1%, 10KE/ml L& B C 191% LIk, 5Pud2PEA 30
BUE&FEL, 5SKE/ml T3 170% LIk, 5PEH 37T
2330 BULEAFL, WFhoRbELS () 2R L1
L2 L Busulfan figt:#k, Thio-TEPA [it:kkic iR
(=) THolo

g 3-2 13 Mitomycin C, Daunomycin, Chromomycin
As DA T5 0K-432 OREELR Lich DT
» b, Mitomycin C fiftfk & OK-432 o 10 KE/ml %
incubate U7c#&d, & 90% LI ETHZ) (+) T
BHDtco L»L Daunomycin MR TIZ& <L EETH
Do WW2UIFE 5, Chromomycin Aj figt:#k iz 10 KE/
ml ¢ incubation *G}igp%fﬁ 90% LI E, 5Pt 27T A%
30 HELEEFLAER (+) TH2T
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MRt T 5 R 2R Lich DT, 5-Fluorouracil if{s:
#ix 10 KE/ml o incubation T, EHF T 122% L
b, 5TEAR27EA 30 B EAFLES (H) R L
6-Mercaptopurine fift#k T3 10 KE/ml 4 & 8 T 41
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day Survivors

% BETHY, 2B (1) TH o,

% 1 X810 F HAED &tk w35 0K-432
D in vivo TRITHBEHE, 7t HONC in vitro-in vivo
CEOTBHRELMBIE LR THS,

In vivo i3\~ Tt Mitomycin C, Chromomycin Ag
OFM R LT, OK-432 13RSk L I1EA UL
Bk LA, Cyclophosphamide, Busulfan, Thio-
TEPA O £HHEHRIZNTHIER(+), FLZLPEH
(£) LW B R R LIcfink, 3XTEH(-)THHE
Rt E R TREATH O

In vitro-in vivo assay Ti¥, R3ZM#ks X Ot Cyclo-
phosphamide, 5-Fluorouracil fit{:kka %) (H) &
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DRI ER) (+) X ER (2) DERERL
ehy, T OO ERICITERTH DN,

< L1210 EHfifisD in vivo assay>
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4. EFFECT OF 0K-432 ON
ORIGINAL AND RESISTANT
LINES OF LIZI0 LEUKEMIA
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123\~ T Cyclophosphamide ffiff4:#kic. OK-432 13 K%)
Th5HH, flido Busulfan, Thio-TEPA o fiptE#kic it
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#®% invivo Ly ¥ LIBAR, B 5 cfilasmEE
DOHER 5 T3, TOkdic 0K-432 o R A X
SHitEdELDBRS,

OK-432 o #h B % in vivo L in vitro-in vivo 3L
H#t+ 5 &, in vitro-in vivo assay DI 5 AR A L
REEAE . Zhut OK-432 i EEMREEE R
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Las LAk Cyclophosphamide, Chromomycin Ag
i R D EBRAE R, OK-432 2EEHFRAOfcE X%
NLIEREETHC EERRETHRETH D,

30Days
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Fo s,
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ANTITUMOR EFFECT OF OK-432
CROSS RESISTANCE IN RESISTANT CELL LINES OF YOSHIDA SARCOMA
AND OF L1210 LEUKEMIA

Axira Hosuino, Takerosui Kato, Hirovukt Amo and Kazuo Ota
Laboratory of Chemotherapy, Aichi Cancer Center Research Institute,
Chikusa-ku, Nagoya, Japan

Antitumor effect of OK-432, the lyophilized preparation of cell suspension of a low virulent strain
of Streptococcus hemolyticus treated with penicillin G, was studied in the original and its resistant
sublines of YOSHIDA sarcoma and of L 1210 leukemia.

OK-432 showed tumor inhibitory effect to the original YOSHIDA sarcoma and the sublines resistant to
eyclophosphamide, busulfan, thio-TEPA, mitomycin C and chromomycin A in in vivo experiments.

In in vitro-in vivo assay experiments OK-432 was also effective against the original YOSHIDA sarcoma
and the sublines resistant to cyclophosphamide, mitomycin C, chromomycin Ag, 5-fluorouracil and 6-
mercaptopurine.

These results indicated that OK-432 posessed both direct and host-mediated antitumor activities in
YOSHIDA ascites sarcoma. Cross resistance of OK-432 found in several resistant sublines did not cor-
relate to specific mode of action of the antitumor agents.

Collateral sensitivity to OK-432 observed in the two sublines resistant to cyclophosphamide and
chromorﬁycin Ag might be attributed to elevated immunogenecity of these resistant sublines.

OK-432 was not effective to L 1210 mouse leukemia.



