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BEYDR'OMEICLLOVWTEFSI N AEEO
HEACHET AEBOFRG, gsMick- T
Streptolysin S (SLS) EEAREAH ¢ 5 AEE 1ol A
AEEN D BT EDMRIES LTLER, B filbAc
BT AERDEBMUROMBTLEFTLEMNSITED
n., EBHEERECAECSERT 3 & BEESELOE
BET AL VI HVERROBRE - ERM IR T
peitic, BKOMR% b5 L. RO TH
1 AMERE R O MBI O i B A g b O A
#%, 78 0 Bernheimer’s Basal Medium® 22 ¥k
KR=v ) yGCEMATRBEEEI T & THIA
ATEMEGHEM L SLS EEE N L B NS BIEE L iR
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5. ThiFOK - 432 X2 0K - 431l ico T OHE
YURRMAENEC, & ERLs hEEE O OK
2L BRETI, YRR o BRI
b, [EEC AL, e ENIES > TRE
B d 2B RDOERIE, HEOHBRE 48 E
EPRGE SR D 12 0 I EREEMERRICEL AT L

Experimental Anticancer Studies Part 39 On the

5. # I THERTIR, OK- B2 k->VWTOHR%:
35LBIch, WALWADETOK - 432 EHlTW3
OK - 431 Mg s bMEHR U SLSEL 1%
L. KEBEEETTREREK SLS 2 HET 3
CEERIELT. BRERRUEREERIC L 3EEAS
#ix, OK- RIoFETHHEEFESubR L L& L
B, BEEfichbiz-THEL, sHEEkAnme
HIBATRE OBFRICOVT bRESITHEbARL.

ERVHEVICERE R

1. BEH  AEBEFEEOEESR Su kk (Typel,
ATCC21060. LI'FBiIc Su i L BREE) 2 M. SUEOD
BEECGLE T3 KM (PHT.2~T7.4) BBV S
nit.

2. ERFHEORAR  SuBEBKE I 0K ~-
431 TR SEREOKZ CBE L T LAMUAIE
RAani.
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Su BRI 1 nl g 50KE ( IKE 3 848 & &

0.lmg Y CEFERESATEY, ThEFiK

ELTERKIEHEICERKTHRL: 0N

Huohi,

2) OK — 431 B&E#E : OK - 431 xS0

HElc k- TEflansc, vhbb, T@ET13 Y

0mlic SuBED 20 BEf 71 3 v EERIE 0.3 nl £

BL.ITC T 20 B Uik, EmMIARBRH L T

Distribution of Anticancer

Streptococcal Preparation OK-431 in Mice. Naoki Hayashi, Department of Pharmacology

(Director ;

Prof. S. Shoin), School of Medicrne, Kanazawa University.
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BOL. LR L Rk EEAKT 2 @ik L .

et EE% 1.5 nl ® Bernheimer's Basal

Medium® (LI'F BBM & BRED) icfls &, Thic

~= ) v G EEgKI 200,0000/1.25 nl o &

AL =y vy GEKR0.3nlE:MA T 37°C

20 24 v E 2= F LEDOBEIR 45°C30 4

A4v a2~ pLTOK - 431 2{E8d 5. O

OK - 43113 1nlhic0KE 0B BB L TH

b, ThEeFEKe L TERRICIERTTIcERKTH

RLUEbDAEGEHL:.

* BBM : 20 % KH.POs (NaOH iz« pH7.0 = #
B)6n., 2%MgS0se TH012ml, = b — 2
576mg, Z&ifl7K 66 nl

3. 1% RNA ik BREREH . LRI/ 3 »
B ) HEERE (A Vv o 8D & 1 %12 inA 72 RNA 0
T4 avic, BEREXE 1.5 %z TMEAERRE
Lk, Thicy FIRERIKE 5 %Nz TR
Y= LIZHAEL T, 1 9% RNA fnifik 27 SEAR 5 i
EERIT 3 .

4. ERBHEORERE  SUBERUVOK - 4310
BREBREERERIE, < v 2ion LR TR R ok
REST@ 0.5 nld, BERAERTIR0. nisks
xhi.

5. EREY : KE19~2g0dd Fe v = (#)
EERLC.

6. z—NY v ERAMEEFEEOTEAE : = -
Doy e NAMBBEI0EEO >y 2 EKE RN
L. 800rpm THARMELL T, L -hAMK %
EEKIET 2 EBER L, HE M5 BREGER
JK(pHT.2 ) ic®# L, 3.4 x 107cells/ ml o A3 A 4HEa
Bl ERIT 3.

T. EHBAE : 2 -V Yy e RARBRER
O.lmzE=ozyrAMETCHEL CERIES %

2 1 Blood Agar

Ko, BHEEII~BEDT Y 22 ERIZAL
1=
8. E#E(Virulence) RE : Su @ik iz OK -
431 B D 50KE/ ml B DEE#EK 2 nl % 3.500rpm
T2 fELL LB - A EREERKICTIE
Berr L 7ot ERUK 2.5 nliC R & € € A0KE/ nl i
DEGEREEREL, CheRks L TERKIITER
BEOEBREEL > 3. ZREWBE L L T—8)
MELAbDEIEHBA~ Y 2T 36 B.4BHA v 2
TI6H-C b, I EBICHME T RS, Ak
EHRUCEHRESRCHY, Chic Sug@ty
COK - BIHOZHRERE LW ENERL a2
D7y XDEFEHET 3.
9. EERIWEGRAEEOSHRER
1) S#EFHE : OK - 81 H#itoic Su E o & HK
BREREHESA - 9 RRUIEENA < 7 2 Ol
A, BBERTRCEBRAKCELZ WS 8,
—ERE LIy R 2EEMAI & - TELL,
ES DT oRELEENICTS . £ LA
> THEERKEEEY 43~ 1.0l 28A L TR
Elo-ttk, CORBE T aviE0 30l ALET 4
2y InlicEETE. DLTHEE, TR BB K
UCRTEBESEHEHL, shehsEakicTE
HLIk ASPTEET 43 M THE
EREVR—-ML, EORECSR— 0.3l
B74a3 Y InlicBEETSE. DO THREAEOCH
BAFEHL CHIEERCLS KRB L%, BHL
TWALEMEEYME L COBRNKEEE 4B -
LE7AavInicEETE. CokH5LTE
BHEROCBAS CEBESHW-EES 1 3 v % 31C
T 24 RRREIEE L 2o 1h, & O BEBRIE 4 ik K TR
#udf o ic RNA Mk X PAR e i B 8
L, 37°C24 BoRAME &S 3 . (iR ERR E L TREE

1% RNA Blood Agar
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fakEEEPA =Y ABCICHEBA T RCENE

nORESEBRTERLLDI>LWTEHOLE %

Frare.

9) SuEOHE : MERRFEREEM AT i RNA

M ER ERIEHTREZE L2 bDIc>0WT, a0

=-DERIECICAMBOTE, KAEHET

5. 0K-BlLIFSuEEMEL/-SDTHY, Su

EIHEBH lIcRE LTV B¢ Streptolysin S
SLS) EEtEE AL, - RNABETFT THERK

SLSZ#METLII LN S, MEEREREMER UV

RNA Hnifig SR MNEARER T o 0 = — 0 BRI & 1l

BhassH o, RNAMMKERERE T OB

A MK BRERIEH DI L TELKE WS

BICIE SUBEHIEL /2.

10. BIBAER : BH¥AERREIVWDLD S, in
pivo BIZ & » T b h, EREY O IEHTHER % 1642
LT, 270K - BloEHREL>VTOER, -
WTHREHEIC DWW TORRMITRbD NI,

1)OK - Bl oBHRICHET 28K : 0T~

y 2 DREHERIC - L) o e DA RIRIRRSEHE (1.5

x 107cells/ ml) % 0.2 ml5a#ERE L /24, —BE5 L&

LT, —Ed b 100KE/kg #2508, 50KE/kg #

5 B, 25KE/kg # 5 B, 10KE/’kg % 5

B, SKE/kg 5B EUWBE L TEAKKRSE O

8 Bicorir, DAMREREER 24 B5IE » 5 OK -

P @ik akE 1 B 1RSS5 AREEEA

KEHRT 5.

2) OK - 31 ¥ 53tEIcEdT 2 EE : S0 Lo =

v ZDEHENIC =~ ) o b HSAKIRDE BEik % BT
Lk, =o2% IHI0LELTOK - 431
50KE/kg # 24 B6RAC & 1z | BIER 5. 8%, 48 BRSO
i lfml, T2ERC &I I, BRI &I ]
Bl ER/KO.Snl & 24 BT L 10 | k5B
DFF S BT HAMBE < 9 2 ICHER 24 B
o OK - Bl cEakEshEnoitEic
BE - CHERERICRE S RS T 5.

X B K &

HBA <y RAECIRIFEEBA Ty 2T LTS W
AOEERIcL - TITHbONI OK - 4318 & Su
B & DE#ES (Virulence) o b =B o& Iz, & 1
REATL AL, BEERIcE-THB0 Ry
ZPEBARETH 20 RENARETS A0t L -
THBENIR> T3, —fic Sugid OK - 431 &
DLEBEHEE, TLE-ETOHESNEEENA
o2& D bEBATY ZILHLTHRSHShN,
AnL0RERETRESENIBRRABRS TR ED
Sk .THbE, OK - BIHEOBLHFERIE. BHA
2o 2RUEHES A=Y 20 L CETHRSRUERE
A5 TE 1.000KE/kg LIETH Y, BRAKETI
HMBA = 2L TS 250KE/kg, JEHEMA = 9 R
XL Tid 1.000KE/’kg TH-t-DIckt L, Su @i
. EESAR Y 2L TRODBER IR TRET
1.000KE kg LA L, IEHEARS T 500KE ke, # ik )
57T 150KE/kg Th b, HBA -y IS L TIRE
TiE5 T 1,000KE/kg, BB 5 © 150KE/kg. #

Table 1. Comparative Virulence Test with OK-431 and Hemolytic

Streptococci Su strain

. : Ehrlich carcinoma solid tumor
Animal Mice bearing mice
Material 0OK-431 S-cocci 0OK-431 S-cocci
Route of e * N e - ¥
administration SC* | IP* | IV SC|IP IV | SC| IP |IV SC | IP v
Dose (Kggkg) 3/3 1 3/313/3(13/3|3/313/313/313/313/3(3/313/3]3/3
50 3/3 | 3/3 13/33/3]3/3|3/313/313/313/313/313/313/3
150 3/3 | 3/3 13/313/313/3|1/313/313/313/313/312/310/3
250 3/3 | 3/3 | 3/3 33 3/310/313/313/311/313/31]0/3]0/3
500 3/3 1 3/313/313/3,0/3]|0/313/313/3]10/31/3/310/310/3
1, 000 3/313/3(2/313/310/3]10/313/31(3/310/311/310/3]0/3

* SC; Subcutaneous injection, IP: Intraperitoneal injection, IV: Intravenous injection.
** Survivors/test animals.
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100
R\SO KE/kg/day,ip
= 25 KE/kg/day,ip
® 4
- 80 &k
g &lOKEk day, i
3 €— 5 XB/kg/day, ip /ka/dayip
"I ¢~ Control
2 2 8 1 0 a 2 18 1 A I}
111+
T ene 10 20 30 40 50 60

with OK~-431

Days after inocultation of cancer cells

Fig.1 In vivo Anticancer Experiment with OK - 431

Table 2. Distribution of OK-431 in Mice

Route of administration SC

IP v

Dose (KE/kg)

500

50 150 50 150

Time after injection (Hr) 24 120

120

24 172|120 72 (12024 | 72 {120 120

Organs Lung -
Liver
Spleen
Kidney

+ + 4+ + o+
+ 4+ o+ o+ o+ o+

Blood in heart

+ o+ + 4+ o+ o+

Abdomen cavity

-+

+ 4+ 4+ 4+ o+
+ o+ + + +
+ + + + o+
+ o+ 4+ o+ o+

_.._.*____..__

* Presence (+) or absence (—) of streptolysin S forming streptococci in organ

RS TIR50KE/kg TH 0, OK - Bl EOES
HiR SUBOEZENELTHRDBL I ENTS R
TWwi,

OK - 31 DHIBADHOEYRIC>WVT D in-
vivo B K B FINAEROBREIZ K 1 IREhTW
3¢, OK - 431 © 50KE/kg R 5 B & -
TR—HSLo~y RLWHENAEER AEET
LEEELZ M TREICEREL, 25KE/kg &5
BT 60 %%, 0KE/kg 58T 40 HEEL
7o, 5KE/kg EHTRERKBBE S N WBEE
ERILK BAMIBREE 25 BRI LTO < & 2 M
[EEFL 7.

PlEoER» SEEAMFERCB Y 2 HIR5EE
OK - 431 Tix 50KE/kg LI E, SuBT i3 25KE/kg
PlEE U THEEASHICET 2 EZRMITEDNE. £

OFRERIEHEMA - 2B 1T 5 OK - 43136081 Su
BIC L BEFANT ORI, B2RURI RSN
T3, BEELCBERKRIC L - TARLE
HBIE, BOUTIROK - PBlick->-TSudELREL
EEASFIRELS 2 SuB LD KBOERE L
EThaIEvPELhicantk. T#Hbb Sul?
25KE/kg MERERIc 54 3 &, 5% 24 BREL S
120 BRI b o » TR, BB IR 0B i SLS
ELEsREsS 30w L, OK - 431 T@’

-50KE/kg BEERI S s h T b 120 BRI % T3 SLS &

EEge2dRHsh?. 150KE/ke #5 T 24 BHHE
I BRERR « BALIC SLSELE S A DO N B M, T2
BEEcREEUE cosRB S, 120 BEET@
EDHWEH o bBRIBENBLH->T VS, FLETR
Bitk-Td, SuBETI 150KE/kg ¢ 24 B:RAE .
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Table 3. Distribution of Hemolytic Streptococci Su strain in Mice
Route of administration sSC P v
Dose (KE/kg) 150 250 25 50 25 50
Time after injection (Hr) 24 172 |120124 | 7 2[120| 24 | 72 {12024 | 72 |120| 24 | 72 |120| 24 | 72 {120
Organs Lung S I I U S I S O N S IR S R (T UGS [T I [
Liver S I I I I I I I I e e e e e N A
Spleen T =+ F |+ F ]+ =+ ]+ ]+
Kidney Rl U e A S S S A O O S IS [ S IR R R R
Blood in heart i M I o S T S A O S e I A S I S A
Abdomen cavity |+ |+ |+ |+ |+ |+ |+ |+ |+ |+ |+ |+ |=-|-|=]-|-]|~-
Table 4. Distribution of OK-431 in Ehrlich Carcinoma Solid Tumor Bearing Mice
Route of administration SC 1P v
Dose (KE/kg) 250 500 50 150 50 150
Time after injection (Hr) 24 |72 1120| 24 | 72 (120|24 |72 |120|24 | 72 |120]24 | 72 |120| 24 | 72 {120
Organs Lung - === |=1={+|=1=|=|+|+|+ |+ |+ |+]|+]+
Liver == |—-|—-1+|=]—-|=|+|+|+]+ + 1+ |+
Spleen === |= |- |+tl=1=|F |+ |+ |+ = |+ |+ ]|+
Kidney i et B e e Il I I I S S o I I I I N I I
Tumor |- 1-|=-/—-|-1=-1—-J+{+|—|+{=]1—-|+ ]|+ |+
Blood in heart - ===l —1—=|=1=]=]+|+|+ |+ |+ |+1+ |+
Abdomen cavity — == ===+ |+ ]+ |+ |+ ]|+~ — |+ |+
Table 5. Distribution of Hemolytic Streptococci Su strain
in Ehrlich Carcinoma Solid Tumor Bearing Mice
Route of administration SC i v
Dose (KE/kg) 150 250 25 50 25 50
Time after injection (Hr) 24 |72 1120|124 |72 |120|24 | 72 {12024 | 72 |120{ 24 | 72 {120]24 | 72 |120
Organs Lung - |- S I I o I I I I I S I I A IRy
Liver - i B e I e I o I I o o I S I o I I
Spleen i T T e U I S B I I I IR I I I ) IS
Kidney et il B Bl I T il U S I A I I I I I
Tumor bl Bl Bl el e e T e e B o B O S I I S I S R S I S
Blood in heart - =+ ]| + -+ |+ |+ |+ |+ ]+ |+ ]+ |+
Abdomen cavity |- |~ |- |~ |~ S I I S I I I I I I I P
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72 WefE B C Rk, ORI B BF . R OB T SLS
EEESRIES 0, 120 BB TEEEAOS ISR H
dhTwab, OK ~ 431 ¢ 250KE/kg T #E5 T
SUBERUL->T2UKHECREDHBEL» 5 b
SLS EARB IR ang, 72 B8 T, IF. MR Y
Fiokibah, 120 BEE T RBBRL, S S h
TW3. BRAZS TRUOBEEK L LR - T
OK - 31 CdSuBTHEMERD S 2 SLS EAH
BRHEs b -1,

HHAwY 2B 5 0K - 31 RUSudls
& 5 SLS EABOEEAXIFOERRTMEIE . RARY
FRESIRSNTWVAMS, OK - 431 & SuEE T
LEHVEAEDONIMEEMBAT Y RICBFEEL
TRE, FREXA Y ZTRFEEANATY ZER
Wl BB s o0z, ¢ bbb, OK - 81 R U
SUBIC K B31EMAT Y RICB 5 SLSELE O 4
HASHERFEEBAR Y 2 ICBIF 2 3 BREERICE
AEMVELC, RICBRAKRS B v TIE 0K -
431 & SuHiI RSB S0KE/kg TRIBEL S HHIRESL
AL, EREBEATESC L -TH OK — 431
150KE/kg & Su 8 50KE/kg &l - 53 fa iR BE % 5k L
TWa., L LamgE, ENA<y 2 EFEEHA =
YATIR, £2. K3, BLARURILSAEONBLS
2, PRVBRL-THBY, FTHREBTIHSuE
150KE/kg &5 JEHMA < v 2 T D SLS EEEE I 24
KE TRBETM» SRBE 0 120 BETRES h
BEADI, HMAC Y 2TIE 24 B0, T2EEE
TR SLSELBIR OB, S bRHESATES T,
120 B E T, FRCOLAIMKICBRBShTE Y,
250KE/kg B ETH BT & OMAH > bR H
ghans, 120EBME I IRBEBRA» SR
NTV3. OK - 8licsW\Td Su B & FRESEN
Nadh, FEEHKA Y 2Tk 250KE/kg FF 5T
T2, 120 WA T &M BERAT 1c SLS BEAE B S T X

NTWVWBDIEBA® Y2 T3 E00KE/kg ik Titbt
b 248, T2EBERC 120 BEVWFhesn Ty e
D%, ML, S bREBEhTVRWL., TRERHML,

[ERERBEETIE, OK - 431 50KE/kg T3EiE4
T ADEDHMH,» S b SLSEEFHIZA LD AT,
150KE/kg T 24 W H i BEBALIC SLS BB A B 1
sh, TEMHLBTRBRHSATVEVWOR, B
A=y T3 50KE/kg T bIEA & OIS SLS B4
BB E 0, 150KE/kg Tl SLS BEA B 120 8%
M THENKREBEATVS . —F, SuBEoEkR
BETEEBPAY 2TL) bEMBA 9 2TOE
HEEEC, 2BKE/kg #5Ti 0B ETRRA
EDEED S SLS EEHIRRE RN A L oTWna. &
72 OK - 31 0BRARERIcB LT HEMATY
Tid, SLS BEEE IS Amah, o &icdkEn
ATYATRIGESNLEh - HER I & SLS 4
BEoBishTtwd. SuBoBRARESCBVTY
SLSEAEMEEMICE-EERNcbREBSATY
3.
OK — 3] oF#%EIZRET 2 i A EER L v ic
HPBA Ty RI2B1F 5 0K ~ 431 DEEKNDIHERH
o5, HAEARY2IERT S 0K - 31 #E58%
50KE/kg & LTiTR b - BEE T 2§14 A
EROBE R, RbICRIATVWE, THbE—
Y v e BSAMEE - o 2 BERERICHERER 24 BB b
5 OK — 431 50KE/kg % 24 Befl O & 1ol EARIRS L
REBRBTRY 9 232 THEEE, S EahBhTHA
MiasE% 0 DECOBEIERL, SBEHVWY
T2 LI OK - 431 % | BHE S L= EZBRTIT0
BHEFL, BEMILIIEREsALETR,

ERKERESNIHBREE L 2 TEBELL.

z 3
B, B M Ba L osEmSt o LRmiERUE

Table 6. Expriment on the Schedule of Treatment with OK-431 in in vivo
Anticancer Assay Method.

Animal group

Treatment with OK-431

Survivors/test animals on 60th
day after implantation of Ehrlich
carcinoma cells

1 50 KE/day, ipx5

2 50 KE/2 days, ipx5
3 50 KE/3 days, ipx5
4 50 KE/4 days, ipXx5

5 Physiological saline
(Control) 0.5 m{/day, ipx5

10/10
7/10
7/10
0/10
0/10
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ERORESAIC, OK - 431 T Su & [Bkic SLS
EEEA L BRI ATBEE 5 bk, SuED
p1id &b 3L LD OK - 31 BEBHBHLETH S
CENEBRMICBHO bt s h kN, ChEESEH
(Virulence) lERBR BV TRa iz, OK
- 431 & SuBARR—BEERIcE -T2 BE
LTEEHE®ET AL, OK - BloEEHIEE
AT R LTE SuBED I/5UUF, EENA =
gAML THBN VT UT -2 Ehs, 0K
~BIESUBEOHEBNOEICL3bDEEZ O N
5. OK - 4318\ Suliic & 3 SLSELHEO &
rASHRIE, RE5ER, B5ERECCERENO
RE (BADERE) KL TEFRU->TWVEY, —
BicOK ~ Bl RUSUBERIF. BRUHIcL 2%
LTWVW3., KRN TR IhEEBMIAIET A&
TELD - fH, P8 S N & B MEHERIA TR T IE
BahizOK - R EHVTORGERTIZ, BEE
U EERITHIC 83 %, Mic4.16%, Wi 0.60 oW
TEHOMEE L~ THY, FERTO OK - 431 BT
Hls L —HLTWE, L BEBREUCERERIC
Lo TREBBWC BRI LELAHRTEI EHBE
Ep ot hd, TR o oEA A B ic BT
OK - 431 B\ 2 OK - 432 85 L T b HIMA TR
BEOoNBEVWHILEAEBSITE26DTHD, i
BEFEERFT B ETVAWLADRBR EERET
OEMES I OK ~ 432 DEINAIBESRETE S T
EERBLTVWALDE VA LS L Lo "ol
KIFBA AHI3 gL OK - 810K T
BETEGHREMN S SN, KRAXTRIBMAA=
92TOOK - Bl R THETHEERICEDSHH
Hohlid -t &, Wit DR ERIDIL
THHIBABRESB LN VWS T &R, BEE
WA OHH AR I 3 ESER T 3 BEEERR
CBENEGRES B LEhTVWAY, JOBENE
FRERET A LDEVA LS. - EMMRICEET
% in vivo BERERTIX, BEREREMICH A MIEHE
H24BEMED S OK - 31 MEREE STV,
FRNCTIEOK - 431 2 EEBE LT b 48 B
R CE | oS TcESMEN & LB 5
Nl Thiz OK - 431 OEMA < v 2 [EREREET
SLS EAEGRERMIch - THEFCHTH LTV S
lEikBbmEELLND,

RS A Moo AR I OK - 431 R O Su
HEblvy RICETERMESNS 2HE ML >
TRILY, OK - 431 oA HIRAERSE T I3
BAA =Y 2TOHEOHHERMIEENA 7Y 2L D

E ETHRETRENA Y 2TOENB I ZHE,
B fmsh Tt Lo, RTEEo-b=v
DHEFIEFRERET L TV 3 8ET T lddiiciEHEd
BEoTHEHeEZLN5H, BEficonwTidel
FETHD, BHESLETH L. hlMbA<
v 212BIFTB 0K - 31 DR FHETIR, 248[T
EASEMES ONT, TLEMRY 120 BETH O
A5DRERBYOR T CoOENMEL, OK- 431 7T
REBNLCCHEANTF VI, OK - 431 48
AT EETICHMBLBETHELELLNEN, T
MOV T HHMIFETH IV E L ERMNASLETH
3

OK - 432 0RHRFHFSIc L » THREIATW 340
., HHEOBETHEOK - Blozhs k< —KL
TWwah, OK-432130K - Q3 LER-THY
AW, EBETORKTI OK - 431 &3
FRLBEEL NS, FAEEENNORESER
B GEEEEERCEENERR LS ESTH Y,
EERSEEMEBHRC>WTRBELHESSKET
5.

#® W
PUEB SR RIN OK — 431 oM A = v 2T
WHEBDPATY ZLBIT 2EGRNHICEYT 3 8B
B, EREHE AR L CEE Sufk (Su ) & i
LB oiTibi, £/ 0K - 431 o 5B o
SRROERHBICRETHEIC>WT b in vivo
HIM¥AEBTHRFSAL. BohBRRKROML T
Hotz.
1.OK-BI B Su@o~y zicdd 2@EN
(Virulence) 35 8BF e+ v 2 DIREEIC £ »
TRELY, BRABRSTHEENN b - & b A S
hfo. £ 0K - BloESHE Suiickl T#
FE8G, - o
2. 0K - Bl BRUSUBEO~ v 2 EEANDHE I
5B, REEBRE I~y 20REBIc L - TRK S
A, BIRAIES TR OK - 431 Ko Su itz k¢
ERIZAHL, ECIRRF, BROHicLCAHL,
HMBA-y 2TRETERMEZECLOMET I N
Aibvont. 0K - LI TSuEER—HE
253D EVELOBREBNUETEH - 1.
3. BEHECMT AERTE, BNARYZTO
OK - 431 & FASHEFME ~FK LT 72 B &
LD OK - BIEETHEGHRNL S,

BAEHL s 0 EEE L MRMEBRD D £ Lk BERIEED
EERCEROBRERLET.
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Abstract

The distribution of anticancer streptococcal preparation OK-431 was examined in a
mouse bearing and not bearing an Ehrlich carcinoma solid tumor. OK-431 was prepared
by incubating hemolytic streptococei Su strain (Su cocei) suspended in Bernheimer’s
basal medium containing penicillin G (2.7 x 10* U/nl) at 37°C for 20 minutes followed
by the incubation at 45°C for 30 minutes. OK-431 thus prepared still possessed the
abilities of growth and streptolysin S formation, especially in the presence of RNA,
although both abilities were not so potent as those of Su cocci.

The comparative virulence test with OK-431 and Su cocci was carried out in a
mouse bearing and not bearing a solid tumor to which OK-431 and Su cocci were
injected subcutaneously, intravenously and intraperitoneally respectively, and then the
distribution was examined in a mouse with and without a tumor to which OK-431 and
Su cocci were injected by previous routes. In order to find out streptolysin S forming
cocci originated from OK-431 and Su cocci injected into a mouse, the homogenate of
organs was inoculated in ordinary meat infusion broth and cultivated at 37°C for 24
hours. After the cultivation, this broth culture was inoculated on blood agar and 1%
RNA blood agar and incubated at 37°C to see whether hemolysis zone caused by
streptolysin S would appear around the colony or not.

The results obtained were as follows :

1. OK-431 was more avirulent than Su cocci and their lethal dose was different in the
injection route and also in the state of a mouse. A mouse not bearing a tumor was more
resistant to both Su cocci and OK-431 than a mouse bearing tumor.

2. The distribution of OK-431 and Su cocci was different in the injection route, the
dose and the state of a mouse. Although OK-431 was not distributed so widely and for
so long a time as Su cocci, both were distributed mainly in the lung, liver, spleen and
kidney regardless of the state of a mouse.
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3. It seemed that there w on betw
as a relati i
al atl etween the anticancer effect and distributi f
mon o




