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CHEMOTHERAPY

F7 MR EmE KW-1070 wh A 5 REEHFR
(F1H PREICREMERCNTER

A% BF-EA BH- LR AR
R B— - Ak WX
BRRMIRGA Y ERFEN

TUR, Ty b, UHHE, RaBIVELET, PREBL, EHPRLEOIIEHN D, KW-1070
O AR IME o3 L UK AR Ric it T 5 E A% kanamycin (KM) 3 X U¥ ribostamycin (RSM)
OFEFI & R Le (1) KW-1070 2 f5MAcH 5\ iz MIRRI XA S Li-$E, KM X
V' RSM L AR BRI OMBIER X3S LR b h 2 GEEBOME & KMERAMNHB LI,
(2) KW-1070 %k R 5 L72PATo, Animex i 3617 % B 558, pentobarbital FRE:MNZ
fER, MURBIER, GBicxT5EA, KNER, BXEAN I UCRBRMCH THFBELVT
hi @D LR ots, (3) KW-1070 (2 A AR 80z X 2 BT EA 5 0 IURB R 3 £ 'SR
BRIz & 5SRO NUERIGE M Lich, FoEE#E X KM XU RSM LAIRETH
272 (4) KW-1070 12 KM 3 X 0t RSM L RS RPTREBHER L R & Kh o 12 (5) KW-1070
LAREE LBE, MRS X 5 BIo REERICY BEMM L7:A5, adrenaline
BEC X B IERIG S ME Lico CEASMISBREMCitind, ThXvXKBHLELLhD,

LEDE Exe, KW-1070 #2 KM © RSM it - RC, £MBHODIRBE R L KgHER

OCT. 1981

LT, HoHEVWREFERAYTTLBbhiy,

KW-1070 (fortimicin) 1% Micromonospora olivoas-
terospora = X - CE4E Ih % aminoglycoside % o #
LuWiiEHE D5 (Fig. 1) XY FMBRST 3
HEHELRHE Y, 77 sBERECRHVCHEIYH
L, BKEEOHEAN7 b v RT L LI gentami-
cin, amikacin, dibekacin ¢ & & DX ME 4 L\
TERBEIRTVLBY,

40, bhpbhiZBORREH Y AT, KW-1070
DHERE X CRBHERCH T 5EKEEAY kanamye-
in ¥ X ¢ ribostamycin ®Fh & HLERFL o

I. = 8 # #
1. {(EHEH
Fig.1 Chemical structure of KW-1070
(|IH1

CHNH:
HO NH:

OCH:s

H(& NCH3s

07 “CH:2NH:

C17H3sNsO6(M.W.405.49)
4-amino-3-0O-(2, 6-diamino-2, 3,4,6, 7-pentadeoxy-f-
L-lyxoheptopyranosyl)-1, 4-dideoxy-1-N-glycyl-6-
O-methyl-1-methylamino-L-chiro-inositol

Btk & LT KW-1070 (Jifffi 619 ug/mg, BFIKRED,
kanamycin sulfate (KM, B5{A8H) 3 XU ribosta-
mycin sulfate (RSM, BIHRHER) *» A EREH AR
BRLILDORMERM L, ¥, KW-1070,KM % X¥
RSM 05 R+ X THIETER Lico £ DM, XD X
5 s 3% B\ 7, pentobarbital sodium (kv 73—
A ® B ANIK), ethyl ether (BSH /L), halothane
(7r—uv®, RAIETL), pentetrazol (H A £7 /-4
EHE® =it), gallamine triethiodide (gallamine,
#5 ¢ vEsE®, FEL), lidocaine hydrochloride
(lidocaine, * o =4 vEH&®, HERES), epioe-
phrine hydrochloride (adrenaline, #E5{tL7 FV 7+
7®, =3t)0

2. EREBY

KFRCAVIBHE LURKIKRD L) THBo 7
v A (ddS %, ¥, 18~22g), 5 », + (Wistar %, #,
180~250g), v +¥ (AXQEME, H#, 2.5~3.0kg),
X3 (G, iRk, 2.5~4.0kg) K XV TN EH L
(Hartley 3%, H, 300~450g), SEEBZT+XTEE 23~
25°C, BE 50~60% DRBRETHL-10

II. ® B8 » =%
1. =YABIVS, b O—BITEICHT SR
CYABIVT » AV, BB SERERAYE
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»T, 24 BRI ¥ COTEHELY IRWINY D*zy, 2
YATEDERL

2. HRBEHHoRTHRA

1 BRa=8

FHAKT 30 SR 450~600 EEO BB R AL R L
v Ry 18 10 B& LTHV, stk 15 2F
I 150 2 EEREYRUE Lice

2) Animex activity meter ¥

1RSEDO-v R ¥ AV, EMEEHEKRRACA
h, S5HHMT 90 SROEBHBEYRE L1, 18ER
Bleh T ~8HO~wy ARFEA LI,

3. BAEREEER

DUNHAM & MIYA D¥%EY% B\, 18 10 o~
AR SEOEE CHEKE LTS EECOR, 24
LRcET L0 BYIERER L L, KGR
RHEE %8 - TRE Lo

4 HEIER

1 BEEY

18D <=y A AV, EFE 1mm D&M
YIEEREIR, 10 DUACKEY » T B LTy
fehs o IO, DR IEABNE & HE L,

2) REE®

1B <=y A%¥ A, 45 BEEF L - &
BHEDLD L OYHHBRIERABRNE L HE LI,

5. JKEBE®RIFA

1F¥8~10 D -y A AV, EYrHFAREE Lk
BE 30 AT, BIRNRES LABET 15 2HcK
DEOFETHREYER Lo

1) Pentobarbital sodium &

Pentobarbital sodium 35mg/kg ¥ EHENE S L, IE
FMRHFHVZEER L THLEE TS ¥ TOREARIE L,

2) Ethyl ether 3%

RBifg#ic 0.5ml o ethyl ether »# O 7- L, 500ml
DE—H—H{T=Y AR 10 HRBRA L, FRRHH
KRR BIE Lo

3) Halothane ¥

Bifgf8ic 1ml @ halothane #0721, 500ml o v
—H—HT=Y AR 2HHMRAZE, ERARSHHKER
RE L7,

6. HEB(EA

1H8ED <y A% AV, EYEHHARE LIcEs
1% 30 iz, MIRARS LcBAIL 15 2Bk D X
Sl CERBYER L1,

1D BRE

WOODBURY & DAVENPORT D :BVH{FHAL, <
ADFRIZ 2,000V, 50mA DEH%x 0.2 BEESL,

MEEPRERERASE R,

2) Pentetrazol &

Pentetrazol 120 mg/kg MMEAR G ic & YRR T 5MH
RIEMB T URE RO FRA BRI LA

7. GHRCKTAER

I1H8EDT y POEBRL Y — I X 2 ~RIEAHT (£
7L e FAE7 24+ -N) LD, Rykekns
[ %58 » TRE Lo

8. PUNIEA

D Ehmek®

1H8ED = A% AV, REMICIE LcRKORKE
BERUGORIE % RS- %REMEE ¥ B-THEL
3o

2) Feif§ Writhing &9

1H8ImO <y A% AW, 0.7% EMY4E 10g »
ch 0.1ml DHAETREACESEL, FEBRE 10 &
#2610 4 Writhing OEIEZRE L1

9. MBEwxT5EA

SAWYER LRI LichiaT, HEKERHA
¥, BEED, B IUOFNEERAT Y VARF —
NBBHEELHXRAAL Y FYEAREELT, B
RERBERFIVERNRCLA2RBERICYFHLE L1

10. HHRSHHTHIERA

F=TFLRKBTCREY =2 -V %iEA, gallamine
TARBEEL, C~C, VA OB XTI L /o FEi* =
HEH L, L 5501k S, 0RBICELKAB (0. 1Hz,
0.05 msec, supramaximal voltage) *#tnx, RfIFEZ
M ORRY» LEMR B Y MM L, ATAC 205 (A&
KB CT7EFHMBELLLDOXER LA,

11. FEHEETCT AR

1) &FEE-AIREHER

4 ¥z urethane 1.2g/kg ¥ HEEARSE L T FKE:
L, &FmE i BLHH (0.1Hz, 0.2msec, supram-
aximal voltage) #in%x, BIREHOBIRMGE FD + >
VAT a—%— (BFXE, SB-1T) %A LTHY 77
7 (AEXE, RM-45) bicio Lic, ¥7, WEER
Wi X2 BIBEL OFE TRE LT

2) WHIBEPREEEAY

7 v PREERER, BRETSRESE & & bR
L, 95% 0, & 5% CO, D EAEHA THFML 1z 37°C
® Tyrode WHIZIRE Lic, BEADHER JUVHER
#)#¥ (0.1Hz, 2msec, supramaximal voltage) # % H
whnz, GOBNEY FD b5 v AF 2 —9—% A LT
RY 757 LICEHF LI

12. [BRTRRELEA

1D REKE:
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1MsEoEL £, FREEMCAR, LIS KR
LTESLEDD, FEDROTELIEDEATHY
v MRIZUEH 0.2 ml 2T Lo KARIOMRIZILE
WORKIET Lico FOREH T Lic6@TD, KET
AEE R LA OERERE LS,

2) BMpRE:
KRMBCWREWELEL =, AV, BEASE
CEIER 4 HRTOWE NI, Xy 0.2ml 2 EE L1,
Ky SR McE U EBORAlY 5 4 Z Lic 6@
FTo=v FY /TR L, B OISO AL B
wL, .

13.  RMEEEATIC R T A ER

#* 2% urethane 1.5g/kg WEPB G X DEREBEL
oD b, —RIOTEMEEIHEL TN L, £ D MRTHRIEC
WM B (20Hz, 1msec, supramaximal voltage) %
3BMMML o MUOBK D £ % L1 74 v TOE
A, FD FSvAF o —H—F N LTEOMBEHRY 7
57 Fii@F Lo 7cis, adrenaline 5 ug/kg MRMA
BE I ARG L e TER L1

II. %R % K &

1. =9ABIVT, FO—@ITEICHTEER

1) =79 x:KW-1070 # A& 5 L 7o 84, 300
mg/kg UTFORAETII~Y ADTBCIIELIZEDL
Rhich -1, 450mg/kg Ti1iF 5 5 3 EH SPEBEHR O
DREBEDET, FIEOEBHCRENOETLECAbR
ZERGMBER, BRESHOED, BfPMcT5
RIEHDET, HTRE It £ 2 X6h5:EEEEDH
H, @O/, LEREFREOBA I EDH B
BERNEDONI, ThbDERIZEE 30 %X b
EE AL, 2 BEMEIIZERCHE L, 600kg/mg
Tk EROERINA T, ERKCONE, RREHK

HOBERNRED LRI,

WIRNE L LA, 60mg/kg UTORRTRARY
OB A Uishr»7ht, 80mg/kg TiXEEME LD
WA IE R, ARSI M, HRIBERI B
LA, B4 0.5~1 M ERCU LI, L
R HBT D 150mg/kg DARFLETIERRSY, B
B DML, ED LN, 32 EIRESFLUAR
FEC L1 o¥s, REATIROEBEMDOE &I -T
U‘Fﬁﬂ'#ﬂ: Lf:o

KMBEYD KM X108 RSM 12 & L i AR50
P81z 600mg/kg L EDOAET, MIRARSOBAI
120mg/kg LA LD FET KW-1070 » @#t D i H5H
1BIER, EBMEOMY, BRBEERYRRALL,

2) 74 b :KW-1070 OfFAHE 5 X U KRAR
LA bhb 5, OTHERIL 7 ADThEER
I bl TR AR S D BA L 600
mg/kg L EDART, BIRANASEOHEIX 120mg/kg
LDEODBETIZUSHTREL, =Y RAZHERELMCH
WD THoTo KM % X 1¢ RSM 13 KW-1070 t [
BRCITHEIER L,

2. BREBCHTIEA

1) [EEEh T

KW-1070 6 3 X U 60mg/kg ¥ HRARFELTHLA
BEOM VYK Xich > 1oh3, 300mg/kg CIRBER
By L1, 85 60 2 COREABBIIERAERY
BELIHBRCEN, 34% o PEERLL (Fig
2)o KM 3} 300mg/kg %5 LiciBs, 25% oMK
¥R L7ch, RSM 300mg/kg ixfERZBDHhAS
St ZEMEL 4, 40 3 XV 100mg/kg FBIRAR
LB TERCK T AERRBEDbhid o1,

2) Animex activity meter ¥

Fig.2 Effect of KW-1070 on the locomotor activity in mice

in wheel cage method

zooota) b

1500

A

1000} 7 /

o—eSaline

Number of revolutions

w
=4
=3

1 1 L

- --o 6 mg/kg

/ —-—e 60 mg/kg

o o—---2300 mg/kg

b) i.v.

"7 e—a Saline
-+ 4mg/kg
o—-—e 40 mg/kg
o—--—2100 mg/kg

0 3 60 90

1 1
120 150

Time after administration (min)

1 A 1 1 1
0 30 60 90 120 150
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Fig.8 Effects of KW-1070, KM and RSM on the spontaneous motor activity in mice
in Animex activity meter method (@—@ saline, O—O 6mg/kg, OO 60mg/kg,
O---O 300mg/kg, i.m.)
50°0F KW-1070 sooor Kanamycin PR 5000 Ribostamycin
e
40001 4000 F_,_-"‘ " 4000F
2 =P a - g il
23000 R = g 3000+ / /’/ g 3000 /'//’%ﬂ
S 20001 E 2000 / // Z 2000 7=
© \ e [
[ = / ’
1000F 1000F A 1000}
1 1 1 i '
% 30 80 % % 30 ) 3 % 30 5 )
(min.) (min.) (min.)
Table 1 Effects of KW-1070, kanamycin and ribostamycin on anesthesia induced by pentobarbital sodium, ethy!l
ether and halothane in mice
Duration of loss of righting reflex
Dose
Compound (mg/kg) Route
mg/ kg Pentobarbital sodium (min)|  Ethyl ether (min) Halothane (sec)
Saline - im. 118.1+10.9 5.9+0.7 121.1+ 9.5
- iv. 124.3+14.6 6.1£0.4 153.7+12.8
KW-1070 6 im. 124.6% 3.1 6.6+0.5 134.5+16.6
60 im. 146.5+25.1 5.5+0.6 145.5+12.6
150 im. - 8.3%+0.8° -
300 im. 119.6+14.7 5 mice dead 208.5+32.1°
4 iv. 130.5+10.6 5.410.6 143.6+14.5
40 iv. 115.3+29.9 6.3£0.7 169.3+29.8
100 iv. 122.6£13.1 9.2+0.4° 226.4+28.5°
Kanamycin 6 im. 123.4121.7 6.1+£0.6 146.0+£25.5
60 im. 117.4+18.6 6.6+0.6 168.3+28.9
300 im. 120.6+12.3 8.0+0.6° 269.0+31.8°
4 iv. 116.5+ 8.6 5.7+0.8 138.4+12.7
40 iv. 128.6+12.3 6.0£0.3 152.0+19.3
100 iv. 136.5+20.2 10.2+1.5° 256.1+19.9°
Ribostamycin 6 im. 121.0+£11.9 5.9+0.3 126.6+12.6
60 im. 104.0+ 8.2 6.0£0.3 134.5+11.8
300 im. 100.8+15.3 6.91£0.6 273.5+31.8"°
4 iv. 135.2+14.7 7.2£0.9 168.9+28.3
40 iv. 120.0+12.8 6.0£0.5 189.1+25.3
100 iv. 126.8+10.3 9.5+0.9° 255.9+18.9*

Each value represents the mean+S.E.

» indicate significant difference from value of saline at P<0.05.
Anesthetics were given 15 and 30 min after i.v. and i.m. administration of test compounds.

KW-1070, KM % X 0% RSM i 6,60,300mg/kg %
BAREELTY, RBHOESHE L ARCELRSL

hots (Fig.3)
3. BREBEEFA

KW-1070 ¥ 55 L&, 6, 60mg/kg Tix

ARA%R I Lot 300mg/kg TiX 15 SEIC I
T, 10 R 2D =Y AHEERE X H BT L, X
R 30 DELMRIZ HA Lo KM 35 X0° RSM i3
300mg/kg X5 LTHIERAERIeh - too BIRAE
L =Mz 100mg/kg DREHETLIER

D
=)
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TR, tce

4. WishiR(EM

1D MEE

KW-1070, KM, RSM o =¥, MIAAEY L1-$
& 300mg/kg, MIRAIRL L7c@e 100mg/kg O XR
£ 5T L BREIMBIEMN & 7 E 785 2 70

2) gl

KW-1070, KM, RSM D =41k, BHANEL LicH
& 300mg/kg, MIRAE Y- LIciie 100mg/kg O XM
B TLIEREREen -1,

5. FREEERIEM

1) Pentobarbital sodium #:

KW-1070, KM, RSM o =Wz HiANE L5 LB
L, MRS LS L, pentobarbital sodium 35
mg/kg MEATEC LD RBHER IC AT EIAG
hish 1 (Table 1),

2) Ethyl ether %

KW-1070 %5t 5 L 7o 84, 60mg/kg ¥ TD
ABIERALX R & fer > 1ch, 150mg/kg 5 TiIx R
B¥ 5.940.7 oxt L, 8.3+0.8 4 & ErAR 4N
% FRICER L1z, 300mg/kg HE5EDHAX 10 [Th
S5IED=y AHNFELEL, BDD~Y ADIERAKHNEERE
Bd 10 HLLEIER Lo KM % XU RSM (2 300
mg/kg W5 TEFRFR 8.0£0.6 4, 6.910.6 FEB
BEOIERIERYX R LA, EEHRED LRI -1,
HIRARS LBE, =L d 0mg/kg ¥ TORE
TIERR R & 7eh » 1253, 100 mg/kg T3 IE MK HM
LB IR L1: (Table 1),

3) Halothane &

KW-1070, KM,RSM D =% & L #iAAZ S L7125
4, 60mg/kg FTORBTIIERAXRELh s,
300mg/kg TiTBEIC N, ERARHMEHEYEE
CER Lo BMRATRE LcBa, =W & § 40mg/kg
¥ CORBRCRIERLY TR I »1eh, 100mg/kg Tit
E R R4 H KRR B BICER L1 (Table 1),

6. HEB(FHA

1) ERESEE

KW-1070, KM, RSM 0 =¥ BRI S L1Be
300mg/kg, BIRWE LS L -84 100mg/kg O AR
SETLBREREAY RI 2 -1,

2) Pentetrazol j:

KW-1070, KM, RSM D =E# 3 AR E LicBa
300mg/kg, FIRAEL L o B4 100mg/kg O KB
5-T{ 31 pentetrazol EIEAY R -1,

7. @#EBixT5EH

EKREHE, 30 pTLic4REEE T, FOGKE

Tahle 2 Analgesic effects of KW-1070, k.lnam‘yci’n and
ribostamycin in mice (acetic acid writhing

method)

Compound (n?go/‘:g) Route arjlg;‘l:lfs N“mn:;n"i‘s”;‘“ﬂ" e
Saline - im, 16 14.3£1.8
KW-1070 6 | im. 8 15.6+2.5

60 | im. 8 12.5£3.4 .
300 | im. 8 16.0£3.1
100 | iv. 8 15.314.1
Kanamycin 6 i.m. 8 14.3£3.2
60 | im. 8 14.5+2.4
300 | im. 8 12.8+£3.0
100 iv. 8 16.2+£3.6
Ribostamycin 6 im. 8 14.214.1
60 | i.m. 8 13.2£3.5
300 i.m. 8 11.5%4.3
100 Lv. 8 13.8%1.7

Acetic acid solution (0.7% and 0.1ml/10g body weight,
i.p.) was given 5 and 20 min after i.v. and i.m. admini-
stration of drugs.

X BIE L1-As, KW-1070, KM, RSM o =%#it 6,60,
300mg/kg D ARYHARRE L TLHROEDHY XL
et

8. SUEIER

1 En#E

KW-1070, KM, RSM D =H 1 HHARE L1-§4
300 mg/kg, MIRARE S L - H4& 100mg/kg OXEH
5T, ERERICMECIIEILY Rk ot

2) [EEBE Writhing %

KW-1070, KM, RSM D =% 1 HHRHE L84
300mg/kg, BMIRAES L 7-$B4& 100mg/kg OXER
¢, Writhing o MHEFR LB H b h i hok
(Table 2),

9. M¥xt3TAEA

EHR 50 BRI EIRERYE & ERIEER L
THHB T 5 BT E LB % — v ERL
KW-1070 4, 40mg/kg #* BMIRAZE L THRES IV
BEETHE - vicERLEE ¥ 5 L @F3hhok
(Fig.4)o KM 3 X0 RSM o RAE L HEYRIEEE
Do fco

EIRIEHRE O RED B 1 Eh#k (2,000Hz, 58H)
Tz b E, ABEER X URZORNE L ERGEE
bL, BER 0 BV HEBRTIEE 52— v 2R TH
KW-1070 (Fig.5), KM %X 0f RSM o=%%t ¥
BEEIFE o1,
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Fig.4 Effect of KW-1070 on spontanous EEG
activity in the rabbit

BEFORE 10m RABBIT
FChMhmtbintobs - -
pOCr

HPWWMM«MW NEMR I i S .f\w'
AMigiolssmsipornty

W- 1610

30m 40mg/kg i.v. 6o |

L bk v \..\L N

e sy D o |
C memwﬁwmmf wm\;mwﬂwfﬁ\wmn\v«\w '

\ |

’ o " 200 uv

3s

A :control EEG. B ! 10min after intravenous injection of KW-1070
40mg/kg. C : 30min after. D:60min after. FC : frontal

cortex, OC : occipital cortex, HP : dorsal hippocampus, AM :
amygdaloid complex.

The vertical scales, at the right hand bottom of panel D : indicate
200 uV and the horizontal line indicates 3sec.

Fig.5 Effect of KW-1070 on EEG arousal
response to auditory stimulation in the

rabbit
BEFORE 10m RABBIT
Fc:.n u.. " ‘\_ WWA - -'-fvl
A0CHaw TN
HPWM%HW{MWWM MWMWWWW
AM b
TKW-107
oom  AUDIT. 40mekg i. Y60m AUDIT
}'*MWWWMW\M MMWM |
Mw Ak ' '
Mt o V. 0" u
WMMWWWMWW. s N
* 200
'AUDIT AuDIT. &

A: control response. B: 10 min after intravenous injection

. of KW-1070 40 mg/kg. C: 20 min after. D: 60 min after.
Auditory stimulation was applieb at the period indicated
by a horizontal line (AUDIT).

Fig.6 Effect of KW-1070 on spinal monosy-
naptic and polysynaptic reflexes in
the gallamine immobilized

Before
0.5mV

10msec
*KW-1070 40 mg/kg i.v.
After 15 min

0.5mV

10msec

Reflexes were elicited by stimulation of
the dorsal root and recorded from the
ventral root.

10.  BRISHC 3 5 7F))

KW-1070 4, 40mg/kg #MIRPI#YS- L C &, Fig.6
WRT XSy 7 AR GIMALEs L OS> 7 2 4
MAICITE WY S LIF & e 1o KM 35 XU RSM o
AR B IITEeh -1,

11, AR A e+ 5 R

1) SR R - ni AR 1 A A A

KW-1070 4, 40mg/kg % MRAEEL-LTh, HHD
RERIMOC X 5 MR 5 D BN e i 3 LIE & 7x
Mmofeni, 100mg/kg e+ & EHEE L H BMIUAE
2L, 3~5HIMK 10~25% OMHI% R Lico
25 150mg/kg w3 & IFELGE & b FHBc i
Shallbic, HEENBC LML EH
72 (Fig.7), KM % X 0° RSM 4, 100 mg/kg Ll Lo A
& CUIRR RIS 2 M Lo

2) HEHBRRBEA

KW-1070 10-5~2x 10~ g/ml 3 RS F50C &
BRI D BINGERIC I BE R E X e b o fohd,
3x10~*g/ml L) kTl BBt UC IR G %2 1 Ui
(Fig.8) KM 31 0° RSM 4 3x10~*g/ml LI DA
TP IH Lico AERICHB X b 50% I
RIGMHARLEMN T % & KW-1070 i1 5.1x10 g/
ml, KM % 6.8x10-*g/ml, RSM i3 8.7x10 *g/ml
Tholo ek, ZE¥MpLd 6x10%g/ml L EoHE
THEERRC X 5 BRI M L,

12. RFTRREHER

1) RERRE:

KW-1070 » 1% X0 10% %#, KM % X0° RSM
D 10% BRIABESH A O EY S JIE X e o1,
#RIEL LAV lidocaine 0.1 3 X7 0.3% HE
LR ERENC AR SR IIH Lo

2) BB

KW-1070 © 13 XU 10% %#, KM % X0° RSM
D 10% BERILEE O PRI b8 s XIFX i
Motz, WAL LTHV- 7 lidocaine 0.1 35 X710 0.3
% TEIRILIBRE KA RC RS R & 0 L7

13. ARSI R

KW-1070 4 35 X U 40mg/kg * iIRAKRE LT,
HATRRAEE SRR L 2 BEO BRI EY s X
EX e o teni, 100mg/kg T & T BERAS Y
IERIGEHE L 7cds, T ORETIT adrenaline
BEC XA IBRIGEAH Lico L LT hbomifE
BAix—BETHS 10~15 sEicizf%L L (Fig 9),
KM # X 0° RSM 4 100mg/kg B 51C X b SHATHMES
KpB s L U adrenaline # 5 X 5 WMERIG I L
<o
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Fig.7 Effect of KW-1070 on twitch tension
of the tibialis anterior muscle induced
by stimulation of sciatic nerve in the

rabbit
NM 10 min 10 min
o IRERRRRRARN | |
bt i
KW-1070 KW 1070
40mg/kg iv. 19 min 100 mg/kg iV 10 min

MMMMMMWMWMMMMMMMMMM

070 KW 1070
150mg kg i.v. 300 mg/kg i.m.

N: Nerve stimulation. M:musele stimulation.

Fig.8 Effect of KW-1070 on the
twitch tension of rat isolated
diaphragm to nerve and mus-
cle stimulation

KW-1070
MN 10-5g/ml

MN 10~4g/ml

KW-1070

Mll\l 3X107g/ml .
KW-1070 —
103g/ml 1min

N:nerve stimulation. M:muscle stimulation.

Fig.9 Effects of KW-1070 on the nictita-
ting membrane contraction induced by
presynaptic electrical stimulation (E.
S.) and adrenaline (Ad) in the cat

Before After
’ w 15min | 30min
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PHARMACOLOGICAL STUDIES ON KW-1070 (PART 1)
EFFECT OF KW-1070 ON CENTRAL AND PERIPHERAL
NERVOUS SYSTEMS

Kenyt Onumori, Hipee Isuin, SApAyOsH! YAMANAMI,
Karsuicut SHuto and Hiroruto MARUMO
Pharmaccuticals Research Laboratory, Kyowa Hakko Kogyo, Co., Ltd.

The effects of KW-1070 on the central and peripheral nervous systems were investigated in com-
parison with those of kanamycin (KM) and ribostamycin (RSM). The following results were obtained.

1. Like KM and RSM, intramuscular or intravenous injection of large doses of KW-1070 in mice
and rats caused behavioral changes as inhibition of somatic activities induced by relaxation of skeletal
muscle and sedation.

2. KW-1070 had no effects on spontaneous motor activity in Animex method, pentobarbital
anesthesia, drug and electric stimulation induced convulsions, body temperature, responses to pain
stimuli, spontaneous EEG, EEG arousal responses, spinal reflexes and local anesthesia.

3. Like KM and RSM, KW-1070 slightly depressed twitch responses of the tibialis anterior muscle
and diaphragm to nerve stimulation.

4. Contractile responses of nictitating membrane to preganglionic stimulation of superior cervical
ganglion and to injection of adrenaline were slightly depressed by large doses of KW-1070.

From these results, it was concluded that the effects of KW-1070 on the central and peripheral
nervous systems were slight and nonpecific, similar to those of KM and RSM.



