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Tab. 1 Effect of NEOCARZINOSTATIN on Serum Protein of Mice

Days Number
after of mice T. P. Al a,—gl a,—gl B—egl 7—el
NCS studied
0.44+0.10 | 0.4930.13 | 0.27£0.07
Control 5  [6.98+0.47 | 4.03+0.54 1.1240.13 | 0.640.08
120 £ 0.07
+ [0.38+£0.17 [ 0.53+0.18[ 0.29+0.08 + *
4 5  |6.60+0.65|3.16%0.54 1.80£0. 45 | 0. 43+0.06
120 £ 0.25
0.3940.12 [ 0.4740.21 [ 0.3240.11
8 4 |6.75+0.57 | 3.84+0.29 1.2520.19 | 0.48+0.20
118 £ 0.41
0.41+0.06 | 0.41+0.07 | 0.34+0.11
12 5  |6.62+0.25|3.45+0.19 WS 1.3840.35 | 0.60+0. 19

NCS of 1.0mg/kg was administrated i.p. as a single dose. )
T. P. = Total Protein ; Al = Albumin ; a,, a,, a,-gl = @, a,, @;-globulin ;

B-gl= (B,+ B.) —globulin ; 7-gl = 7-globulin.
Values are (mean * standard deviation) g.

+P<0. 05 +P <0. 005

HIFREE I > 5, 10°4 JRENEY b I TR b
HPFC #BH L. M 1EED <Y 21> & 3
DRF4 KT 2%ERAL, ZOEHELZE ->T
<9 2D HPFC & L1z,

6. NCS #5#KDx 7w

AREEICH T 5% R E T H O #IE RN otic
NCS g5, #5#&%H, RS5RHIZFig 20 C
L THA.

M =5 M #

1. MEEAB~DHE

a. NCS 1.0mg/kg, i.p. 1[@E#¥54 3B,
8 H BB, 120 HEfIZH T 213 (Model 1 -i)

B e—15T 5L Tab. | DT LT, BE
FE IS EALE B T6. 98 +0. 47 (LIl + xR
#) g/dl THBEDILK L, ®S5H%4 BARTIX
6.60+0.65g/dl, 8 H H#¥T136.75+0.57g/dl,
12H HE¥TI36.6210. 25g/dl THEZIIAD 5
Nzt -1z, RIT albumin, « (a,+a,+a,)
-globulin, B-globulin, ¥-globulin Iz T
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Fig. 1
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NCS 1.0mg/kg L———0ay 4
L —owe
e UV L
iy Day

(ii) NCS 0.05mg/kg {4 § | {iii) NCS OOSmMg/ME o 4 s 4 &

os mzlkl‘\_._:_t_;_n_i_h
Day O ok 7

05 mg/kg 4 L L
Day O

Day 4
| :intraperitoneal administration of NCS
© :determination of serum protein
Model 2:Studies on HPFC
(i) NCS 1Omg/kg
—Day 12 ki
~Day 8 >
(i) ~Day 4 3
NCS 0.005mg/kg o o o e iL__c payo[
008 me/kgeen st Bz
05 mu/k_ln" r — Day 4 2
trob Control bmer———7p,
Osy O oay 5 Day 5
(iii) NCS 0.00Smg/kg .. . , . . . §
005 mg/kg « + = ¢ o o . .
O5 mg/g y s oo s . §
-Day 7 R
Contral
Day O =
D3y 5

. "intraperitoneal admimistration of NCS
< :determination of HPFC
& immunization by 20% SRBC

5A

¥ L7203, albumin iJMENULEEE C4.0310.54
g/dlchHADITHL4H BEETId3. 16+0. 54g/dl
LBEORS (P<0.05) Z/RULi%, 8HHE
RULBEBECEIEEORSERBY iz -
1z. a-globulin x4 HEHE, 8 HEE, 12HH

BOWSHUCBWT S ELBR L Ol K EEZE %
B iz - 12, B-globulin IZMBEEFH1. 12+

" 0.13g/dlic U, 554 H BEF CI11.80£0. 45
g/dl L BEOHEIN (P<0.05) 2RU1A5, 8
HERRCLAEH TREBOE(L2RE S

-1z, y-globulin @i % & 3 & MEALEEF0. 64+
0.08g/dl izxfL, 4 AHEE#0.43+0.06g/dl, 8

H E£%0. 48+0. 20g/d], 12H EH#¥0.60+0.19g/
dit s h 4 HEETCRAEREOEL (P<O0.05)
2R, 8 AEBTIREAERIZS »BAE S
DDEBERBD Sz, -1,
b. NCS 0.05mg/kg, 0.50mg/keg 4 ARG B
ip. E5BOKRET (Model 1 -ii)

e —3ET 2L Tab. 2 DT L T, BE
B &IENBEE T2 6.98+0.47g/dl, 0.05mg/

Tab. 2 Efect of NEOCARZINOSTATIN on Serum Protein of Mice

Number
of mice T.P. Al a,—gl a,—gl a;—gl B—gl r—gl
studied
0.44+0.10 | 0.4940.13 | 0.271+0.07
Control 5 6.9810.47 | 4.03+0.54 1.12+0,13 | 0.64+0.08
120 + 0.07
0.5120.11 | 0.4240.06 | 0.3120.14
0. 05mg/ke 4 7.531+0.56 | 4.0010. 56 1.59+0.42 | 0.71+0.12
1.23 + 0.23
0.62+0.26 | 0.501+0.10 | 0.37+0.12
0.5 mg/kg 5 7.10+0.35 | 3.58+0. 32 I ' 1.54+0.34 | 0.49+0.14
1.49 = 0.39
NCS was daily administrated i.p. for 4 days.
T. P. = Total Protein ; Al = Albumin ; a,, a,, a,-gl = a,, a,, a;-globulin ;
pB-gl = (B,+ B.) -globulin ; 7-gl = 7-globulin.
Values are (mean + standard deviation) g.
All values are not significant with respect to control values (P>0.05).
Tab. 3 Effect of NEOCARZINOSTATIN on Serum Protein of Mice
Number
of mice T. P. Al a,—gl a,—gl as;—gl B—gl r—el
studied
0.4410.10|0.49+0.13 | 0.2 N
Control 5 6.98+0.47 | 4.03+0.54 7£0.07 1.124+0.13 | 0.64+0. 08
.20 £ 0.07 :
=+ 10.4840.15 | 0.51+0.14 | 0.31+0, 09
0. 05mg/kg 5 6.54+0.76 | 3.18+0.29 I I 1.47+0.32 | 0.59+0.23
1.30 £ 0.14
+ +(0.4140.13 | 0.414+0.11{0.45+0.1 *
0.5 mg/kg 5 6.041+0.71 | 3.08+0. 42 1| 7 T 0 2|6 11 1.394+0.51 | 0.31+£0.09

NCS was daily administrated i.p. for 7 days.

T. P. = Total Protein ;
B-gl=

(B, + B,) -globulin ; 7-gl = 7-globulin.

Values are (mean + standard deviation) g.

+P<0.05

+P <0.02 =P <0. 001

Al = Albumin ; a,, a,, a;-gl = «a,, a,, a;-globulin ;

’



NEOCARZINOSTATIN O E H& e~ D& T8¢ 5 EEAVHIF 1059

kg BTG 7.5310.56g/d], 0.50mg/kgEEC7.10
+0.35g/dl L BB OEIL 2 A LD -1z, albu-
min (ZEEALEE4, 0310, 54g/d], 0.05mg/kg BY
4.0010.56g/d1 iz H: U 0. 50 mg/kg BE T 14 3. 58
+0.32g/dl & FHAEEI S b AT SEEOE
(LTI /sd> - 12, a-globulin W OB ICE
WT b REBEB) 2RI SD> 1. B-globulin
BB EEL. 1240, 13g/d1 it L0, 05mg/ kB
1.59+0.42¢/dl, 0.50mg/kg Bf1. 54+0. 34g/d]
& NCS SRk THINOEASA SN
DHEB TR/ -1, T y-globulin 24 3%
&, SEALEERY0. 6410. 08g/d], 0, 05mg/ kg B¥0.71
+0, 12g/dl izt U 0. 50mg/kg B 12 3642 TO. 49
+0. 14g/dl & BDERS S bdsbh Iz BEED
BTk 1.

c. NCS0.05mg/kg, 0, 50 mg/kg7 ARIE A i. p.
BEBOMES (Model 1 -iii)

K3 Tab. 3 iLRTTEL THS. BEH
BIAMAE BED6. 9810, 47g/d1 izxg L0, 05mg/
kg BE136.54+0. 76g/dl & B2 @AD s -1
£30. 50mg/kg B T146. 04 +0. 71g/dl & HE DR,
4 (P<0.05) 23 »1tz. albumin IZ2OWTHA
% L EMEBED4.0310. 54g/dl iz3d LO. 05mg/
kg B T133.18+0.29g/d], 0.50mg/kgB¥Cid
3.08%0. 42¢/dl LWThOBIZEWT § BED
B (P<0.05) 23 7z. a-globulin THEIIX

RLEER%1. 12+0. 13g/dlic L 0. 05mg/kg B¥1. 47
+0.32g/dl, 0.50mg/kg Bf1.39+0.51g/dl &%
DIEIMER A S A3b I BEEDORILTIds
o1z, RIC y-globulin FEIDWTAB L
SEMBEEDO. 64+ 0. 08g/dlicxt L0, 05mg/ kg BY
130.5910. 23g/dl & ZE{L 2R & /5> - 1243,
0. 50mg/kg B T130. 3110. 09g/d1 & BH 5 » 7138
4 (P<0.001) %/pRUT:.

2. B75 - sERMle (HPFC) BEAICKITY
-2
a. NCS1.0mg/kg —Day12, —Day 8, —Day
4, Day0, Day2, Day4 % 1[Hi.p. #5iC
B B3 (Model 2-i)

g Tab. 4 IKRT TELTHB. T4b
510° 4 PAMRE 24 b 3 oic B b o HPFC iasd
BTz zhTig(E93.5, 85.6X10°TH3
Dkt U —Day 12 #¥ 58 T13348. 6, 49. 9 X 10}
—Day 8 ¥ 138.9, 0.8X10! —Day4 BT
8.8,0.6X10} Day 0 ¥ Ti3265.9,20. 4 10;Day
2 B¥12358. 8, 28.0X 103 Day 4 Ef ¢13465. 6,
35.0X10° ¢ —Day 8 3f; %1z —Day 4 Bz T
ZHEIEDOHAD 0, —Dayl2, Day0, Day
2, Day4, BTRASEOHIBED 5z,
b. NCSO.005mg/kg, 0.05mg/kg, 0.50mg/kg
4 AR9ER . p. BB 23 (Model 2

-ii)

EEOEEB 2 RS-, B-globulin i34 BRI Tab. 5 LRI T L THB. T75b
Tab. 4 Effect of NEOCARZINOSTATIN on Immune Response of Mice to Sheep Red
Blood Cell
NCS given Number of Total spleen HPFC per 10° HPFC per
at (day) mice studied cells (X10°) spleen cells spleen (X10°%)
84.6 993.5 8.6
Centrol 3 (78.8—93.8) (630.7—1203.2) | (49.7— 121.3)
12 3 111.7 348.6 49.9
(63.8— 151.3) (59.5— 879.7) (3.8—133.1)
s ) 55. 5 8.9 0.8
(21.0—90.0) ( 0—17.8) ( 0— 1.6)
4 3 56.7 8.8 0.6
(25.0—75.0) ( 0—18.5) ( 0—11.3)
0 3 61.3 265.9 20.4
(38.8—82.5) (64.4— 608.6) ( 2.5—51.0)
+2 3 : 68.8 358.8 28.0
(23.8—98.8) ( 6.1— 965.4) ( 0.6—80.9)
+4 3 66. 2 465.6 35.0
(48.5—80.0) (62.9—1140.0) ( 4.4—91.2)

NCS of 1 mg/kg was administrated i.p. as a single dose to 3 mice of each group.

All mice were immunized i.p. by 0.2ml of 20% SRBC on 0 day. Hemolytic
splaque forming cells were assayed on +5th day. One mouse treated with

NCS on — 8th day have died before immunization. Numbers indicate average
value. Numbers in parenthesis indicate range.
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Tab. 5 Effect of NEOCARZINOSTATIN on Immune Response of Mice to Sheep Red

Blood Cell
Number of Total spleen HPFC per 10° HPFC per
mice studied cells (X10°) spleen cells spleen (X10%)
Contral 3 159.9 536.9 86.0
(125.0— 186.2) | ( 510.0— 574.2) (63.8—97.5)
- 178.0 41,0 73.3
0.005 me/ke 8 ( 151.2— 226.2) | ( 255.5— 537.4) (57.8—82.2)
164.0 465.8 7.5
0.05 me/ke 8 ( 126.2— 206.2) | ( 266.6— 653.5) (55.0—82.5)
131.9 159.8 2.1
0.5 mg/ke 2 (83.7— 170.0) (80.6— 238.9) ( 7.5—40.6)

NCS was daily administrated i.p. for 4 days before i.p. immunization with 0.2 ml

of 20% SRBC. Hemolytic plaque forming cells were assayed 5 days affer
immunization. One mouse treated with NCS of 0.50mg/kg/day have died before
immunization. Control group was treated with 0.1ml of physiological saline
solution before immunization. Numbers indicate average value. Numbers in
parenthesis indicate range.

Tab. 6 Effect of NEOCARZINOSTATIN on Immune Response of Mice to Sheep Red

Blood Cell
Number of Total spleen HPFC per 10° HPFC per
mice studied cells ( X10°) spleen cells spleen (X10%)
Control 3 153. 4 462.5 70.8
ontro ( 148.8— 158.8) ( 344.3— 505.2) (52.5—84.1)
134.2 270. 6 35.4
0. 005 mg/kg 3 ( 118.8— 163.8) | ( 210.0— 328.3) (32,539, 4)
161.0 43.6 6.1
0.05 me/ke 8 ( 121.3— 190.0) (17.9—90.7) ( 3.4—11.0)

NCS was daily administrated i.p. for 7 days before i.p. immunization with 0.2ml

of 20% SRBC. Hemolytic plaque forming cells were assayed 5 days affter

All mice treated with NCS of 0.50mg/kg/day have died defore
Control group was treated with 0.1ml of physiological saline
Numbers indicate average value.

immunization.
immunization.

solution before immunization.

parenthesis indicate range.

Numbers in

5 10%4 B HE 2 b A T4 h @ HPFC i3y
BB CZ N Zh¥EE536.9, 86.0X10°TH -
2ot U, 0. 50mg/ kg BETid159. 8, 24. 1 X 10°
LB 2B 1. —550. 05mg/kg K %0, 005mg/
kg B CIIBEE ORICEBDE 2AD D>
2. #40. 50mg/kg B Tid 3 FLAA—PLAFET-L 7z,
c. NCSO0.005mg/kg, 0.05mg/kg, 0.50mg/ke
7 BEHER i p. BE5ITET 2% (Model 2
-iii)

B2 Tab. 6 1T7RT T & Ch -T2, #0.50
mg/kg B 1L 3 PLLIFFELC L7z, 10° 7 BHIE Y b
I TR b HPFC 13 N IR B ¢% & EifE
462. 5, 70. 8 X 10° T & A D icxt L 0. 005mg/kg B
TH & 270.6, 35.4X10] 0.05mg/kg B T43.6,
6.1X10° L iz hEIB CTHEE, RETEIRED
WHIBREhiz.

d. NCS#5H¥ & HPFCREARE L Of# It
VT ORET

NCS0.005mg/kg, 0.05mg/kg, 0.50mg/kg
AR TERER i.p. BREORBE—IE
L, #5083 ¢ HPFCEARE E OMEE 2 BT
% & Fig. 8 1TRT C & L T, RO HPFC %
100% &35 &, 10°5 BEAANEY b3 g b
® HPFCi30.005mg/kg BT 4 REBRSHT
13%%82.1%, 85.2% THADicthL, 7HE
B 5BETI358.5%, 50.0% CH -1z, X0.05
mg/kg B T4 ORISR TI13% 486.8%, 83.1
%, T HEERRSETI39.4%,8.6% Th b,
NCS i3R—#58 Tt 205 A OEMmcpE
WHPFC 2154 5 ¢ & iR s hie.

vV # =

E LR 22 » SEFER PEEEED 472
S5TERERIIR LT MSrOHERLEA 5L
LRBETEZVWIDEBEDNAY, HIRLEF

Bk EE-FER-EE &I\ TZzD
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Fig. 3

Relation between Days of Neocarzinostatin

Administration and Hemolytic Plaque Formig Cells

100- HPFC per 10° spleen cells

r_,

50

0.005 0.05 0.5 "%

%

100 HPFC per spleen

Control 0.00:

271 NCS ip. for 4 days
NCS i.p. for 7 days

PEVEF SN, EHEINACEHFRAUTH Y,
DS A MBHIOERERD 2V IIEF K
BE~NDEE 2 IRDIL, BONZOHES
SREBRETAEDLVICEVEESRHBEL L
-T2 bDEBbNA. FHAMRHIDOEE~ND
BBl TRINETCZOHREREINT NS
P16 8 1920 7 IRV LN 5 ke k BFE
BRNELD, ZLTER7TLAX—, XNZOHE
HOVERME —FIERT—URRT 2 L Bbh 5
REZnHh, 20T ERIERAERED LD
H & Sh 3 ERELE~DRE L R DHE
B OEIEEEEOEREICH T h W > DOES
BT sb0LBbhs. BEEKOVLTRE
MR % BT 3517 5 6aiFRER, FIMRFESE & RERE
& DR R4 AR IR T EEIR AR 557 ' *¢
BB & ORIEEL £ LHET 585, EHIB
0 b SRBEIVER ISR TEELMBEL L,
FHEMEHOISAICEEL Tk Z OFERIBRLUT
e IHT A0, T5EThIEZOEEIR
s 5 b, BiCHREE L DR, RS L OBE
&5 b, XNZOEEIVBREIGEBED VLA
& CAIIERT 5 DO ZEMIsIRE & BEISBE

05"y

tn-TabDEBbIE. YULEDTEDPLT
TCRHEEWEAK & LTOALHVWSH, ULr
b S/ HEK| & XT3 Cytosine arabino -
side, Vinblastine #iZU% L-Asparaginase,
6-Mercaptopurine, Cyclophosphamide, Pre-
dnisolone EDHEERKEIEICKITTHEICHET S
L nan e

X T NCS T TILl 1z T &  1957TERFBIT B
WTERZ I L h B s niziiBEREWETH
h, ¥R, BEZBEZOEEKHEDL SHH B,
FHCERBEARIE UTELTHE S h B ILE > 1o
HTHs. SEEHIFHOBE~NDHLE, FHiC
FRME RO E » IEEE G R WS 7 —
Y TSR RE~N DR 2 TRIE S LTREF L 12
b Th s, ETMEEAR~OHEL2 A5 L,
Tab. 1 iZ;R3T & { NCS1.0mg/kg i.p. 1@
B TIRBEARICIETIRBH 5NN ED
O, ZDNEZRTHES 4 BEOD albumin DD,
B-globulin O#EM, Z LT#HS54 B~ 8 HHEHIC
#1735 7-globulin OFPERIMERS Shiz. —
BYETIEH BH5 7-globulin OB HEIIZ NCS D
REEAOHE 2 E A KRS AR L Bbh

ng/kg, 0.50mg/kg 4 HR 7 H#EHi.p. 85
B AEERIIRIEEL L Ong/ke 1. p. 1ERS O
% L pBAfEICLTE D, NCSHERBT %
y-globulin WAIINCSHEE L HESEE & 1M
BT s EpRBIN. ChE CHRAMGH %
12 U D IERI O R EIE], A BRHERERE~ND
HEOWSICE U TIdZ O R & U TERMER
KRt 2S5 - 2 MR ORIE™ B0 s <A
WHh T h, REMEIO AL L TEEOBRSE
HA & IR R & OBSED b BB RRICE T
AREEFNOEAREAIHE IR, BN ZOE
A HE MR AERlE 2 § ks 5
LEMBHEINTVS. KRB TLRAES
FW T Fig. 2 @ Model 2 iTiR$ & { NCS D
HPFCADHE % ZARIRE LT2d3, £ NCS
1.0mg/kg i.p. 1 [@#5% SRBCBER % Day0
& ULLF —Day12, —Day 8, —Day 4, Day 0,
Day 2, Day 4 B NCSERSBD 7RIcD
THRET 2 L ZDHERIE Tab. 4 ITRTTEL
T —Day 4 = —Day 8 <Day 0 <Day 2 <Day 4
= —Day12 L3 b HURBHEL IZEERR 2L,
tr UARMERT4 ~ 8 H BRSIZEB VT Z Db
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& b @ btz Bradley (& “ Suppression
of the Immune Response” DH3C*" DA THEHE
RiLEBIT 2 HEHEERE % afferent, central I
T efferent phase @ 3 BT FERILL T
4. T2 5 Macrophage iTX h ZDEWHRE
#, I N TRFHE LMK transfer 3N 3
% THS afferent phase, % D% 4 I8 H55
1t, BE5EY % E¥P&HS central phase, % U THik
EE PR & OGO % efferent phase &
LTEhH, CoO—EDBRBEOH CEEFERI
212 B BEEIVER T A —VER A — 2B ~NT W 5.
TTIAFT L IERE ILHIEH DR mHIER
1B UTERRAY i iRES LEURRIBRT OB G Ic L - T
MEENR 2R3 b @ & UTid Busulfan, L-Asp-
araginase, JURRIE & A ITRIBHICERS L
T§l%RT $DE L Tid Thioguanin, Cytosine
arabinoside, Vinblastine, 6 -Mercaptopurine
Lo b, RERKCOIERARS L b FIERIOSE
BLTV3. ChLDHEEPL DB TELH
BR#El, PrsEsl oS mEIVER IR Rl X
DETORRLH 2RLTVAD, NCSIZOWTH
3 HURRIE#ORE T IFEER 27T 00,
Z OMFIE I T U A HFERIBEIOR S IC 0T
{, BHEIOHEEIXBEIGE DO THREDHO%E
HEXREIZ D B Y o/ SERD 5, TURKIBUCL b HE
REEiCH 3 b DF THEROLNEECOIZ 1
BYsboEELSh, KH)IX Cytosine arabi-
noside & & hixter U A Alkylating agent DVER
WU ILHIRIZIR 2R D THA 5. (RITNCS
0.005mg/kg, 0.05mg/kg, 0.50mg/kg 4 AR K7
HEH i.p. ®EBIZH VT HPFCADHE 21k
ULtz Tab. 5, 6, WRTTELTHY, &
FIO HPFC ~Df81d 1 E# 5 B ety 5
8 LHEET 2SS psbhi. XA—#REE
THLHEARICL h HPFCRBO LTEh 2D ¥
B35 8, W5 BHICEKTE (dose and day de-
pendent) ¥ 38 DEEALNA.

HPFC i3iFRIBETIC I A HE T, RIgHESH
PEMAL T2 HEREHIKIBIMT 2L 3hTH D,
B MR HiE~ DVEFI#FF 3 phase specific & X
N T 5 Cytosine arabinoside ASHLERYSH 2
B EED THROITHR 2RI L ARET
& % Vinblastine BHURRBEIRE CRHTHE
HEUDE AT, HFERIE L ARES TZDER
DBEETHA C L b b ZFERBMRE ORE

/S

INERE COEAARB MR~ DIERERFE &
DOBED S LT EKHIAMNELELT I DL
Bbhs. NCSOERBFEET cRBEASIL b
Bt SN DNASRIEE L DNAgIIcH B L 3h
TV A BEBOFHFE 11 L-1210 5 MR
CRITT NCS O 2 BEBFHIC THRES L, Dau-
nomycin, Cytosine arabinoside ZiZ i, U&»
TRPCBEREAOFKBREEVELINIE2RY,
NCS OfEfiRF 45 DNABRIBE D »/2 57, #
A~ DHEERI cytotoxicity 253 5 TWhE: %
R OTIII DL 8E LTWA. §ED NCS D
HPFCADH B2 AT b UV BRIk $ 5 ZDIE
RSBmO 5L, BRI SIck
B LB IR R AK bR 3 B E 2
cytotoxicity % ¥ > & R ICAK] D HI R R
dose dependent THAAREM2RT D LED
ha. ULhLZORIBELTIRSESANIRE
BT RbNBRESSHS 5.

Yl EAHFE T i B S EI NCS OEERE
BE, FHCEERR, HPFCEX ICARMRITHE
ERIZTHEBITOWTHREILIZY, FElRChE
TOHHMFEIEEMFEIZR2RTEHPED S
ntz. L UZ0ERAIRBRN CRRIGERE
If 245 1C afferent phase 121} 5 i 2414
305, ZOEASAREENOA L, L RSE,
BERHILEES § DEBTRB I NI, ZhET
BECREBIOBEKRSE2BBAICRF L, 2
mg/day 4 BB SBBETHAEI S, 2%
TREI & UBLHRE e BEIBHREE IR O Flic s
ELRVEREEH TS, 4 AL LEOER
WE2H 3B LA ZDEERYDRIZET
TRAEREDLLEAS L, ZOERO—HELT
FRIOREE~NDFEIBTELB RV DO LED
5. $BFCAHFOUBHFREDAL5T, M
MM RFE~NOHE 2 S DBIRTE~OHE S
BRELTOEZL.

V & E

SEFH A MRH NCS O E M MK it T i~ D
HEPHA—KE LT, v XMEEBR, vV R
I HPFC ~D 2 3 L, FEIIEEARERE
RERIEIT 205, ZOWMHIZRFEEICENT, Z
DOEHRBEOARICEE UTERAL, 2hI3R5E,
BEBREHEET A bDEEALNI. B
1) NCS 1.0mg/kg i.p. 1EHETIIBTEARI
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EENIIED SN -T2, DEGIR B THREH
4 HEitEF % Albumin O, B-Globulin @
#imsor4 HE, 8 HE KRBT 3 7-Globulin ®
BOBED Hohi:.

2) NCS0.05mg/kg, 0. 50mg/kg 4 HEEHI-p-§
ECiI3EARIZES 2 {,0. 50me/ kg BT 5
Albumin ¢ y-Globulin O/ MM, 0. 05mg
/kg B, 0.50mg/kg BEicds1F 5 B-Globulin D
mpEEbSED b,

3) NCS0.05mg/kg, 0.50mg/kg 7 HREER i. p.
#5130, 50mg/kg BHC B 17 2 REHRDOBYD,
0. 05mg/kg B % 7¢0. 50mg/ kg Béiz#517 5 Albumin
OB RK & B-Globulin DI R, 0.50mg/kg
Bzl 285 h 78 7-Globulin O #2891,

4) NCS1.0mg/kg i.p. 1E¥¥5E1F 5 HPFC
DOWFH IFERIEAT4 BRC8 BHORS KB
TR EWET, Rg28, REs ER, R
2H, A BECRAZEEOMHEICE EE -1k,

X

5) NCS0.005mg/kg, 0.05mg/kg, 0.50mg/kg 4
B&EHi.p. 5 Ti30.50mg/kgBicENTDHA
HPFC o#ilhsa & iz,

6) NCS0.005mg/kg, 0.05mg/kg, 0.50mg/kg 7
i H i. p. #¥5ic T 3 HPFC OfET T, 0.50
mg/ke BHZ & FET-L, 0.005mg/ kg BETIZAHE.
iz, 0. 05mg/ kg B I3 I HPFC »3il & 41
1.

7) NCSic & 5 HPFC Offifilid #5813 KRS
BE BT 3 LpRa .

AR OESIIEBEIEFEERLR (ILB)
ICEBWTHRERLI.

BeikA st e, ERE %SG - 1o BAm
SEARBRHI, WU il igE 2 W ot IR
“RHEEZEE gL, SEYBLicHERRL T
T o NIMEEEDOREHCEEUEFgE T2 120 T/l
AEB_NEEGEHEB L ICER NI LET,
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Neocarzinostatin effect on immune response of mice
1. Effects on humoral immunity
by
Hiroshi MIKOUCHI
Department of Internal Medicine, Okayama University Medical School
(Director : Prof. K. Hiraki)

Since tumor — antitumor agent — host correlation must be considered in thé treatment
of neoplasms, the qualitative change of serum protein and hemolytic plaque forming cell
(HPFC) production against sheep red blood cells (SRBC) in mice were carefully studied in
part 1 to investigate the effect of a new antileukemic agent, Neocarzinostatin (NCS), on
humoral immunity.

Serum gamma globulin significantly decreased by the 4th day and returned to normal
by the 12th day after a single injection of NCS. After 4 consecutive days of NCS administration
gamma globulin value showed no change, but after 7 consecutive days of NCS 0.50mg/kg/day
administration marked gamma globulin reduction was observed.

Marked reduction of HPFC was observed in the —8'B and —4th day groups of the single
injection of NCS, but the ——12th, 0, +20d gng +4th day groups showed only moderate reduc-
tion (Immunization by SRBC was done on 0 day.). After 4 consecutive days of NCS injection
only 0.50mg/kg/day group showed HPFC reduction. But after 7 consecutive days of NCS
administration 0.005mg/kg/day group showed moderate and 0.05mg/kg/day group showed
marked reduction of HPFC. All mice in 0.50mg/kg/day group died.

These data suggest that NCS suppresses the humoral immunity of mice to some extent
and it affects almost all phases of the immune response but mainly the afferent phase. Further-
more, immunosuppressive effects of NCS are related to the daily dose and the number of
consecutive days of NCS administration.



