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Table1 Method of therapy

Group ‘Cases‘ Method of therapy
0.2KEx1/2 days x5
2.0 KEx1/2 days
OK-432 5

0.5 KEx1/2days x5
1.0 KEX1/2 days x5

OK-432+-200 rads/day ;
total 3,000~5, 000 rads

continuous intra-arterial
10 0K-432+Linac+

OK-432+Linac \ 20

0OK-432+Linac+

B.L.M. ) :
infusion ; total 300 mg
— |  OK-432+C.Q;
OK-432+C.Q. 100 otal 30 mg

OK-4324-F.T.207 ;
' total 2,700 mg

OK-432 : Picibanil, B.L.M. : Bleomycin,
CQ : Esquinon, F.T.2(7 : Futraful

OK-432+F.T.207 | 5
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m%ﬁﬁm&ommu¥ﬁﬁﬁnﬁHMme%
FuiiE e, IR S Ao 20 Bl H LT
A EREN L E Al & L T Linac 1 § 200rads, £}
3,000~5, 000 rads ¥*B& L1,

= DR SRR & Bleomycin FEEIE (BE 2
300 mg) & OK-432 #¥ 5% & &bl ﬁj
G I T 6, W25 EBRES 1A 10 fici
chﬁ’f&')f:o

fb BRBAHE 10 i OK-432 L =A%/ v (BB
mg), 5% FT 207 ({8& 2.700 mg) L oOff A%
Tt 5720
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STIBD TLEE LB, K, B bELEREMS
HIEHAE XA THRAE LTV 52, BRARSOR
ndbh, LIRS, FEROBE, ATk

Table 2 Study method of therapeutic effect

(1) Clinical examination

i) Local finding
Largeness
Extention
Metastasis
ascites [

ii) Blood ; R.W.L.

iii) Liver, Kidney function

() Immunological examination
T-cell
Blastformation

(1) Enzymatic examination

Lactic dehydrogenase isozyme
M. H-subunit

good or poor
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Table 3 0OK-432 alone
. Exam. findings
. . . Micro Local
0. |Name| Age |Diagnosis| g 4;7 ¢ R W L l T-cell | PHA | o | findings
(%) %) |
Ca.port |Squamous|before 435 7,800 | 2,652 52 62 0.39
. 3 P
1y.¥. 5 Il nd | cell ca. |after 400 | 9,100 | 1,911 | 58 78 | 0.35 oor
; before 207 | 6,700 | 3 3 33 | 0.54
2 |S.S.| 51 Ovarian Adeno ca. etore ’ » 350 7 Poor
ca. after 273 | 8,190 | 1,215 52 76 | 0.50
] [
.4
s lT.N.| 72 ) " before 330 | 186,00 | 4,092 35 36 0.45 Good
after 345 | 12,200 | 3,250 50 47 0.44
4 K A 49 " " before 450 | 18,100 | 1,991 33 35 0.60 Poor
after 347 | 7,000 | 3,500 49 41 | 0.58
f .43 |
5 F.1 62 ” " before 366 7,400 | 1,850 46 52 0 Poor
after 327 | 7,100 | 2,300 71 36 | 0.49
. before 357.6| 11,720 | 2787.0 | 40.6 | 43.6 | 0.482
ean
after 338.4| 8,700 | 2435.2 | 56.0 | 55.6 | 0.472
SREAYHIELIL L, HEBREET L VW#v, T Hlto
BEXRR 2L, AHBEOEECL-T, L e K B B

BHORRER L D ARTCHERERZRL, BELT
b0 Thbbh, FEHRTIE, RO R % colpo-
oy R TEREL, BERE KEIhIDLO, ¥,
A2, ERZRTRRBEONEINISOEXRFL
o

REFCTREEOMAEE, BAKOE Ik XUz
DHELIODERIFE LT,

BERE L LTmKEE, FBEREO I, EF
Beae LT, T-celly, Vv -3k PHA $hEfbRy s
TOWTKREL, ¥ -BEEFMwmiE lactic dehydro-
nase(L.D.H) 74 Y#4 a%BELL (Table 2),
U v Bk PHA ghE(b®R
FEBEMB~%) v A 10 ml %M L, FICOLL-
INRAY 312 L h EEE SR, RPMI 1640 =Ty
SBkH 1.25x108/ml 3% Utco PHA(1 pl=154g)
wminL, 48RRREE#E%, *H-T,R(0.5c¢i) iz, X
T 12 BRI L, 10% TCA (+ 9 7 w A E#R) THE
BERXTh, BESVFUV—vav vy -2
.» RI OBSEEMS Y v 3B %t (blastoid cell
“ansformation) % 3G-TdR fBEE cpm TERT 5
mimicro method “Cf778 - tco

) v %%ke> subpopulation(T cell%)
-T, B #ifasRE X microplate method 1= X 5 RFC iz
h ﬁtﬁo’/’\:o

m# LDH 7 4 v+ 4 AfIFE
HFHARC X AERBEKKBEC XV Tk, 20E%
%L, MA LDH »HE LDH ik B L, LK

OK-432 BIhih i x Ti8 - 7 5 BN R Table 3 12
R LT RMBEMBOERERE Y RoL, HEMED
10% UEDOBEEBEELLTY v REOH M 26
THh-tehy, T-cell tix£fHMm, PHA oLk
4P EFMNR bR, T-cell t, PHA $hEILKITF
BETLALIHEER LT, L L, BERFFR
i1, BEAETHEOR LRI DXHT NI 1T,
MITTRETH - oo

HgtsRRRE & OK-432 % §fA U CiEG @ PR IR &
Table 4 Wik Lico U v SBRE LR 12 #, T 6,
T-cell )k FR 76, FTR106, SHELRER6G, T
5 BITHY, FHEMNTSERIEZTE LWELIXA
bhishotc, OK-432 BSHRFE LA TAZ LT
XoT, BENECHERTHREBNCEEIBEYRETS
T likiehi oty MiT, BEHRIEERC X STEEBEED
ETFTRREAEMEHAL TR EEL DRI, = DHBRET
IAEBERFFTR T, Hxh12 6 (60%), AE8BIT
bof\:o

R, HEtE At +Bleomycin & OK-432 % AL
fofEf% Table 51ZiRLTco ¥ v _EREDHING B, M
45 @, T-cell Lk EF 26, TH4 6, PHA ghELSE
LR 20, TRHSHT, FHENCOTEDDLEE
PO EKRTH oo EEBFARIRIFT 6, TE 30
ThoTo

Table 6 (L=A% 7 v EDHHFIDEKRBETH D,
Y v BRI 3 6, WA 3B, T-cell tb ER 6,
TR 3, PHA $hELREF 46, TR 36 TFiHE
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Table 4 OK-432+Linac
Micro Exam. findings Loal
. . 0
No. |Name| Age |Diagnosis findings R ‘ W L T_cell | PHA M/H findings
(%) (%)
Ca. port. |Squamous before320 | 2,700 | 860 | 53 50 | 0.48
1 Y.H. 54
| | 'nd | cell ca. |afier 425 | 4,800 1,050 33 8 | 047 | O
| before 440 | 4,800 | 970 62 67 | 0.55
2 T.S 55 " " Good
| after 415 | 3,750 | 850 | 54 59 | 0.69
i [ I
s 'k ol 7 , , |before35 | 5800 650 | 58 75 | 0.58 o
after 310 | 3,600 1,350 52 78 | 0.49
1 b
4 HOT 53 ; ; efore 270 2, 900 850 | 38 51 0.45 Goad
; after 375 | 4,500 | 630 54 60 | 0.43
| :
s v 1| 40 , , |before226 | 6,000 | 1,800 49 78 | 0.52 oo
| after 392 | 5900 720 51 72 | 0.49
s la k| e |Caport. , |pefore3ss [ 5,900 1,180 44 69 | 0.44 .
 rd after 374 | 4,600 | 1,560 52 66 | 0.46 oo
7 v.s| 4 , , |before340 | 9,800 | 1,00 53 68 | 0.52 o
after 373 | 7,600 | 1,560 46 59 | 0.51 oor
Ovarian before 375 4,500 970 52 60 0.55
8 (A.I.| 38 Adeno ca. ’
ca. N0 &l after 415 | 5,750 | 1,150 61 65 | 0.56 Good
o ls v| 4 ) ,  |before205 | 3,300 | 550 | 51 62 | 0.44 o
after 380 | 5300 | 970 | 42 56 | 0.46 ot
10 A . T.| 34 " " before 393 6,000 | 1,480 52 68 0.41 P
after 403 | 5,500 | 2,040 | 63 71 | 0.38 oor
11 M. T 64 Ca. port. |Squamous|before 380 4,400 | 2,024 58 86 0.35
T nd | cell ca. |after 341 | 7,800 | 5,460 | 34 86 | 0.36 Good
12 |A.N.| 48 " " before 379 | 7,100 | 1,491 29 42 | 0.39 P
after 374 | 8100 | 891 | 40 52 | 0.38 oo
13 M. s | e , , |before3os | 7,300( es9| 62 23 | 0.41 oot
after 348 | 4,300| 963| 54 30 | 0.41 o
1IN 1| es ) , |pefore3%0 | 8,200 2280 45 30 | 0.39
after 320 |10,400 | 1,364 | 55 24 | 040 |
15 |R.Y.| 57 " ,  |before349 | 8900 | 1,230 | 40 27 | 0.45
after 395 | 6,200 | 1,334 | 60 46 | 045 | I
16 |K.T.| 58 p ,  |befored30 | 3,700 | 1,220 39 49 | 0.39 .
after 315 | 2,800 | 1,450 | 23 38 | 0.41 Goo
17 |S.M.| 52 Ut. body Adeno ca. before 403 2,200 779 56 35 0.33 Good
ca. after 395 | 5,400 | 1,370 | 43 42 | 0.32 o
8 lc.F.l e ) ,  |befored03 | 15100 | 4,329 61 28 | 0.42 ]
after 425 | 7,400 | 3,408 | 56 35 | 0.45 Goo
19 M k.| 6o | Ovarian , |before430 | 8300 1,328| 48 34 | 0.42 _—’d’
ca. after 415 | 5,500 | 1,100 | 51 25 | 0.46 Goo
| o
20 !C.T.| 40 " ,  |pefore335 | 7,500 | 750 | 58 72 | 0.45
; after 320 | 8300 960 | 52 68 | 0.47 Poor
Mean before 364.4] 6,230 | 1339.8 | 50.4 | 53.7 | 0.452
after 375.5 5,880 | 1581.0 | 48.8 | 54.0 | 0.453
I
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Table 5 OK-432+Linac+B.L. M.
T . Exam. findings
. . Micro Local
fo. (Name| Age |Diagnosis - = -
findings R ‘ w ‘ L ‘ T(ée)ll PHA ‘ M/H findings
Ca.port. Squamous before 277 | 4,600 | 1,104 39 47 | 0.60 | Good
LMY 8 Trnd cell a. latier 378 | 7,300 1538 | 56 | 65 | 0.58 |
| ' Ca before 461 | 10, 500 985 | 36 38 | 0.47
; . port. ) 1 : } P
2 M.0. 65 | "y " after 441 | 4,900 833 33 20 | 0.4 oor
L ‘ \ |
Ca. port. before 254 | 17,800 | 3,788 | 55 54 | 0.52 ‘ G
d
8K 42 Trnd " after 388 | 6,900 1,242 40 | 58 | 053
25| 7o , ’ 'before 313 | 7,900 | 8,869 50 28 | 0.46 | Good
U i | (o]
4 H. after 356 | 13,200 | 1,584 39 23 | 0.45
s o1l es , , i before 399 | 15,500 | 2,480 42 25 | 0.46 i P
. / ! oor
after 263 | 13,300 10,650 41 17 | 0.41 |
6 IH - !R laos ut ) before 419 | 6,200 | 3,400 50 76 | 0.50 | Cood
a. . ‘Relaps . ! 00
eap after 373 | 5,000 5600 | 42 52 | 0.48
Ca. port. , before 415 5,500 | 1,350 30 67 0.56 G
7 M.0. 68 | Tring " latter 410 | 7,700 | 2,300 | 44 75 | 0.57 ood
s la s | s , ) before 401 | 7,200 1,050 45 60 | 0.43 b
. i
after 367 | 4,600 860 | 46 63 | 0.41 oor
|
Ca. port. before 462 4,700 950 54 60 0.44
9 |K.I.| 60 oo | Good
I rd after 369 | 2,100 1,860 57 58 | 0.43 | o0
Ca. port. before 456 7,400 | 1,950 56 42 0.42
10 |K.K.| 54 " Good
i I nd after 419 | 3,200 | 1,650 | 32 31 | 0.45 o°
v | before 385.7 8730.0 | 2949.6 | 45.7 | 49.7 | 0.486
ean
after 376.4 6820.0 2811.2 | 43.0 | 46.2 | 0.475

DM OREETCRHEMETETL Tt BFTAT
WRIFS5 B, TESHATH 7o

FT-207 LoftFwe X 2FEREE % Table7 /R L
o UV VBRI 4 Blic, T-cell M 2 @icign k&
Hbh, BOTERAIADRE T Y vV BREE
K1 LR, MITHRTH -7 BERFAIRIZ 2
CRIFMAEBLR, 3FAITRETH -7
WM —3E LT Table 8 &7k L 7o, OK-432 3
WBRTIE, 5AFEBRIMRTIHAORFANEDS
T, A BIIARETO H 2 FIEIET L, Linac {45
BT, 20 AIFEBRFREH 12 6, 5> bEME6
(M8 5Hh, FEEIXT7 BT H - #2, Linac. Bleomycin
D 3EHATIE 10 Fih 7 Glo BIFAHE LRI,
B8, RE 2B CThoto =AF 7 v LOBATIR
IR RIF 5 5, M3 6, JECs2HT, FT-207 41
WSHRRF 26, BRIM, EE2HTH -7,
Chbofh it =As v 2HAL, BEHIE
NI IRBBE ORI LI RT ERDES D TH

Fig.1 Clinical record. M. T.50 yr. (ovarian cancer)
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Table 6 OK-4324CQ
' ' Micro Exam. findings Logal
No. |{Name| Age |Diagnosis| gp4ings R ! W ‘ L T(—;e)ll PHA | m/m | findings
()
1 !M | 5o | Ovarian |Papillary before 467 | 6,700 938 40 38 | 0.48 ol
) ca. ladeno ca. |after 413 | 5,200 988 50 44 | 0.50
Cyst |before307 | 3,900 875 65 23 | 0.36
2 |F. 1 62 " ys Poor
) adeno ca.|after 286 | 8,200 918 31 18 | 0.47
before 448 | 4,600 736 32 41 | 0.45 P
8 M.K. 48 i " lafter 268 | 4,400 | 1,232 40 | 50 | 0.50 :
before 425 | 3,700 | 1,100 24 33 | 0.68 .
4 |T.A.| 52 I Adeno ca. after 314 5, 300 480 41 35 0.72 '
before 425 5, 500 880 35 37 0.49 Goad
5 [H.I.| 48 " " after 354 | 2,300 | 1,358 40 38 | 0.51
before 399 | 5,100 | 1,250 51 43 | 0.39 P
6 H.E.| 53 " " |after 281 | 3,800 | 1,960 | 42 58 | 0.50 r
F.S \ before 343 7,100 | 1,420 43 68 0.39 Good
7 |F.S.1 81 ! " lafter 327 | 5,500 | 1,340 | 52 55 | 0.37
s |F 1| 48 , , before 320 | 5,300 | 1,590 58 43 | 0.44 ool
St ' " |after 375 | 3,800 1,650 | 50 48 | 0.38
o lr 5| 4 , , |peforesss | 4,80 | 90| 52 46 | 0.39 Gon!
- . I’
after 293 | 4,300 750 56 49 | 0.41
before 368 | 4,900 | 1,250 52 43 | 0.38
10 |K.S.| 51 P P
' " lafter 362 | 3,100| 1,100| 72 38 | 0.35 o
Mean before 393.8| 5,160 | 1099.9 | 45.2 | 41.5 | 0.445
after 327.3| 4,590 | 1178.6 | 47.4 | 43.3 | 0.471
Table 7 OK-432+FT 207
A
. 1
. Exam. findings !
. . Micro Local !
No. |Name| Age |Diagnosis findings R - I T-cell T PHA - findings |
%) | (%
1 |s.F.| s7 Ovarian | Papillary before 335 3,900 858 47 42 0.75 Good
ca. |adeno ca.|after 286 | 8,200 984 47 49 | 0.81
2 Iy ol s4 v |adeno ca |PEfOTE342 | 4,900 590 52 43 | 0.38 P
) “|after 352 | 5,100 | 1,050 72 38 | 0.35
s k. s.| 4 ) Y before 399 | 4,000 960 43 48 | 0.38 Good
after 342 | 3,500 | 1,520 52 39 | 0.37
4 It 1. 70 y , before 320 | 7,200 870 52 46 | 0.39 Poor
after 375 | 6,800 890 56 39 | 0.36
5 [7.0. 30 ) ) before 370 | 7,500 650 48 45 | 0.38 Poar
after 320 | 5,500 | 1,230 51 39 | 0.35
Mean . before 353.2 5500.0 | 785.6 | 48.4 | 44.8 | 0.456
after 335.0 5820.0 | 1134.8 | 55.6 | 40.8 | 0.448
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Table 8 Results of treatment

Total No. Prognosis

‘reatment of —
case Good ’Remlssmnl Died

432 s 1 § 2
Bﬂﬁmcl 20 ‘mi 6 i 7
432+Linac+ 4 7 1 } 2
4324C.Q. | 10 5 3 2
432+F.T. J 5 i 2; 1 2

BE B 6,700, v v -<ER$ 938, T-cell 40
PHA $#E(LR 38% Thoto MARHIC X 5 M
THOMEREYRD I, MERC=2%/ v 6
FEAL L, BMmMERHK 1,500, Y v XK 510 &
KB ERD O THIEL, 984 BEEFERY
o AR W CHAMBRBIERTHB LER
CRUKHE, BESCEBRM Z B &k % radical 7¢
ation XREET, BE X TEHETHEHL, BHER
JK-432 #HEALFMERT L, itk b OK-432
EuSELIE oA, BKOBEERIZEALALR
BOBNLADLH, ABRIVMATEL ko
T-cell ¥ X UghELRIL OK-432 o 5B
MLtco BIERE, U VBB &L bRBEIML 70
EMRB S OK-432 B E % fTico Tk h, B
BELELEBLY, 2HFRBIBBDTRFTH

gl % ;2]
WERVZ DWW TREER 50 Bk 2 Flve & 51 RAT D &5,
lefes, 2 PICRATEREEHENRDLhEN, B
D OTHEERFIET BRI ETIIE1 5T,

ERB LUVHE

BoRICHBEILEDERSYTHD, B ADHB D
BT EBMTILHRSH, K& +Bleomycin & o §f /A
T, PRETIMEERAEONAET, 1KkHRs I VHE
BROBREB» SR TENIZ R 218 5 h i, OK-
432 BINTH 1 FI RFLRFHEN L DRI, ik
h 2MANTIT I TIL L KRB BRITRES EE L bhi,
—7, BEBEREOE TR S L, OK-432 Mih/iEss
X O mild 7eHli@ERITH B FT 207 & o GfE CHpe s
BEBhic, LhL, BREHREESDII=AF ) v L
OHAFCE T, BEBECETMAROIARC &2
LE-T, ThoMHABE L LT IhOBER T
IV T B EEX bR,

ETHE, LI, MHADOIREEOBRERRIERY
B T BB, AFNIBEHR T O O SR & &R
FICBHBTAZ LRIV RAEHRENBONRD Z &30
Rah, SRILRBHEETAFETH S,

(KRXDEF 25 B B R LE@EEEs (19774,
KE) THWwTREL )

pra &

1) #AIEL, i MEROLFERE, REEEOH
o #E & L%\ 3(5) : 857, 1976

2) BEASRE, fi:“High risk” ME#ABEE T 5
SHEIB AR S Y U8 0K-432( v 2= — 1)
ftRsl, PERABARE 33(3) : 348, 1976

3) AR i PEBCRNTIFHEHESN =<+ v
DEER S M &L 3(2) : 97, 1976

4) KEHE, fb: ETBC RT3 RHMRIIER O A
PERBRE, & & LRk 3(5) 117, 1976

5) AW, fil: PRERBEEOFEEE, ER LG
AB 45(3) : 123, 1978

6) AW, fb: IBET T ALEEE, = RF
v, 1:’*//(-——/1/09?)33%&?1‘0&"50 ﬁ%&ﬁ
B 25(12) : 2075, 1976

EFFECTS OF OK-432 USED ALONE AND IN COMBINATION
WITH OTHER ANTICANCER DRUGS IN PATIENTS
WITH CANCER OF FEMALE GENITAL ORGANS

An Assessment of Efficacy of OK-432 in Cancer of Female Genital Organs

Kivosur Axiva, Yosaivuki Necisui, Kenyj Nakao, Jun Koxro,
Suin Fukvo, Hajme Mitani, Hipekt Gomr and Kodjun SuHimizu

Department of Obstetrics and Gynecology, Tokyo Medical College

We tried to evaluate the efficacy of an immunostimulator, OK-432, against advanced cancers of
smale sex organs. The patients selected were 24 cases with ovarian cancer, 23 cases with uterine
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cervix cancer and 3 cases with uterine corpus cancer. OK-432 was used alone, or in combinatiy,
with radiation, or with radiation plus bleomycin, carbazilquinone or FT 207. The effects of OK-3
were examined with respect to leukocyte counts, lymphocyte counts, T lymphocyte population ratip
and lymphocyte blastogenesis induced by PHA, M/H subunit ratio of lactic dehydrogenase as we]f ,
local findings against tumor. The decrease in tumor size or in peritoneal fluid was judged asaloy
sign of good response to therapy.

In 5 cases treated with OK-432 alone, one case was judged as a good responder locally. There
were two cases in which the peripheral lymphocyte count was elevated over 110% of the initia] yay,
after therapy. Without exception, all cases had elevated T lymphocyte population ratios g
enhanced responses of their lymphocytes to PHA.

OK-432 in combination with radiation therapy, 12 cases responded well in the immunologic funcuon
tests and judged as good. Out of 20 cases treated with OK-432 in combination with radiation therapy,
12 cases responded well in the immunologic function tests and judged good in the local findings, |
this treatment group, about a half showed increases of the host reactions and the other half show
decreases of less degree than usual, indicating a preventive effect of OK-432 against treatment-induc
suppression of immune functions.

There were 7 good responders locally in 10 cases treated with a combination of OK-432, radiatig
and bleomycin with a tendency of decreased host reactions.

In 10 cases treated with OK-432 and carbazilquinone, 5 cases were judged as good. Host function
were elevated in half of these cases.

In 5 cases treated with OK-432 and FT 207, there were 2 cases judged as good. Peripheral Lymphe-
cyte count and T lymphocyte population ratio were increased in most cases, but the values of PHA
induced lymphocyte blastogenesis were rather decresed in 4 cases.

Although there was one good responder locally out of the 5 cases treated with OK-432 alone, the
local antitumor effect was judged in sufficient when this preparation was used alone. Prevention o
treatment-induced immune suppression by OK-432 can be expected in combination therapy.



