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H7 W ERBENE KW-1070 1< 44+ % S F14 HF 5
(B2# AR, PHEUMES, RIS 5061
bR O FEICOWT)

R MST - mH FM Uk 3 T
A B - ik A
TR TRk R DL IR RIT

TYR, Fy b, UHF, TLEY b, 2RIV RLAAL, KYLEVEOLBM S, KW-
1070 DEHRN%, TR s X O RS+ 2 EA% kanamycin (KM) ¥ X UF ribosta-
mycin (RSM) DR & BN Lic, X Hic, KW-1070 OB MO HmIZOWT b M Lico
(1) KW-1070 » BlRAIC A RS L-84, KM 3 XU RSM & 2isABEDO ME T, MR
W, RGmMELRER O OLHRERD &5 h oo KW-1070 o i T4z diphenhydramine,
atropine, propranolol FOEMOYBHZFT, TN EMEUMT Y+ ¥, Tk =k T
METEIHBE L1, (2) KW-1070 o 5kl O, LEOIMEHEZAF L, HBEr#Ed L
o (3) MEICH LTix KW-1070 it 10-*g/ml Ll LD EGIEE CHIMIER © BERNTEEERY
ALl (4) KW-1070 0B 53 v+ ¥EBE L7 » P FEOHBEPCHHEL 2, +E
B, K&, WHEOAM spasmogen I X B IFEEICHINE Lico REABETLTOMERYM L
TR E, FEREREAFREYRLAN, £ pDy’ fliiz KM L0 RSM 0+ h & i3iFEBE
THotso (5) KW-1070 D515 » DR LU Na* HElt @Y BERP X #7225, 1 2D
RPF, GFR it KCBAMmMTERBICIEA Lish -7 (6) KW-1070 iz Er €0 b, =9 R,
y FEEWTHERE#ERRDOhich - oo

HED XS, KW-1070 3 Z£MEHHOBERR, TRVMESES L O REbcx LT, KM £ RSM
E L P fERRR LA, hb KW-1070 o—WERFAREEL, BEFELHOBERCH
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NTHARTH -1

B v €, KW-1070 (fortimicin) o & k
URIEMERCH T 2RBEACO L THREL 2, AR
Tk KW-1070 o /E8R28%, RIS RIS
#3+ 53BPEA% kanamycin $ X Uf ribostamycin ®
ThiEERL, bk, KW-1070 ofiF#ic 2\
THRH LD TCHRET 5,

I. £ B # #H

1. EREY

BtkL LT KW-1070 (Jyffi 619 ug/mg, HFIEREL),
kanamycin sulfate (KM, BB{ABZE) 35 XL O ribosta-
mycin sulfate (RSM, BAAMED) »4EAER < AR
BRLUTHER LI, 7k, KW-1070, KM %5 X ¢ RSM
OEERITXTHETERR LI, £Ofll, KD X 57
4% B\ 12, pentobarbital sodium (& v 7 &% -1 ®,
A BZA&$I), gallamine triethiodide (gallamine, # 5
T vEH®, #FEL2E), noradrenaline (/47 N UL
>y v® =3t), acetylcholine chloride (Acetylcholine,
€y —1+® k) histamine dihydrochloride

FoX4tidE), 1,1-dimethyl-4-phenylpipe-
razinium iodide (DMPP, Parke Davis),
sodium (i@ FnEgEL), serotonin creatinine sulfate (5-
HT, %3 k%), urethane (HA .33 vEE=FA, K
FALB), p-Aminohippurate (¥3{t2¥), creatinine
(FVv7F=vFA+—7a—, LK),
complete adjuvant (+ + = v), egg white albumin
(EWA, Sigma), evans blue (FIX:4E3KE),

2. KRB

FRCACIEH R LCRFIRD LBV THD, <
v A (ddS %, #E, 18~22g), 5 o + (Wistar %, #,
180~250g), V¥ (HAHQEME M, 2.5~3.0kg),
/N €, b (Hartley %, #, 300~450g), *= (3
1@, MEME, 2.5~4.0kg) F X UM % (J4E, R, 8~
20kg),

FRILTTREE 23~25°C, BE 50~60% DERE
TiTle» 1

(histamine,

heparin

freund’s
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II. ® B 5 %
1. R, IUE, ORI X OVK MY i e - B 1
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1) 1 * : 1 %% pentobarbital sodium (30 mg/kg
MRS TRREBELICcO L, QB OMEERAY Y 277
» 7 (AT, MTR-1 TA) AL TWR%, 4Kk
WEIR2 HIT b 5 v A5 2 — 4 — (AANT, MP-4T)
A LTI, TEMC X » TOMM%, 47500
IR ds & URFBIIRICITDIRA LS T — & A LTI
RY 777 (AAXT, RM-85) itk Lz, feds, L
MBOT OB L H W Lo

2) wH4F: va¥ N urethane (1g/kg JBINEPILE
5 THMELID D, ABHBERRAC Y 27 5 TRN
LCHERy, BERNABE S VAT 2 — 4= ML T
MIEY, BIFEHECE » TORRE A Y 75 718K
L7

3) = :gallamine TRBML LI F 2 k5 L U C~
Co U~ THHiX YN L L PR O PR R BRE LIH
i+ 2% By, EHoKBHIRIMECH T 5FH2 R
L7

2. DLREextTaEA

1) HHOBEAR: =L e, POLREHEEL,
LANGENDORFF 24z L7-#%» T, KREBS-HENSLEIT ¥
(82+1°C, 95% 0,+5% CO, B 7 AUl # 4 &H
LT, AWES S XOCEMERHTREAY 75 71l
$RL7

2) WHOEEA:eLr 2, rOLHF YR L,
LOCKE # (30+1°C, BA»AWH) #REHK & LT,
MAGNUS ghic L W HEpERY R K Y 77 7ic@BR L1,

3. mEFcxTHER

1) BHEABIRER: v+ ¥ 0 KBIR L BHL,
TYRODE # (3711°C, BE&# A@H) ¥ RBE L LT
MAGNUS #:THEH L7,

2) HEME WA © 1 X% pentobarbital sodium
(30mg/kg MIRAETE) THREBEL oD b, KEEBHIRA
CHRYzF L ERBAL, BIRE% >~ 7 (Harvard,
=70 1210) ¥AVCTERERL, © O #RECKET)
¥HEY IS5 TIRBR L. ok, EW LT KBREIRD
HRiDO T AERICEA LTS,

3) HMmEE:ANE : EREiH, WTARELLY Y
Fh v, % 0.1ml »EHEEE%, 1% Evans blue
4ml/kg % BIRWITE LT, ERFACEREBEYEE
L7

4. HEWEFBHED MERECT5ER

Pentobarbital sodium THE:L=1 X & A\, KEB
WIREXBMmAcit 4 L 7o, noradrenaline 1 ug/kg,

acetylcholine 1ug/kg, histaminc 1 uglkg B LU
DMPP 10 ug/kg % MRS L e BT 5 MEE
Wi foid FIRBIC S+ % Mty o (2 i L s,
5. IRIE S S CEENRIH T & B M CAhe 3
H1EH

Urcthane THRELIcY + ¥ 2BV, KEBIRELE
M osk Ltz "PRIATE 100, FARNREAZEZ 30
Wiy, ok ZoMmIl S IGHex T 25 Kot
m’kﬁm’ Lfio

6. Iz 2 EHEIEN

1) #imfFM» : Heparin QM L /=% 4 ¥DM# 0.1
ml ¥% 1ml 2¥EmML, 37£1°C 1BMAM v 4. <
— bk, BODMELTED EWEIHNEH (BN
jif QV-50, & 540mu) THE LT,

2) MBEMECHTHER: v ¥OmK L EDYE
S BRIL, LEE & WHITE OB ENCEUT, 37+
1°C DBMATIHE L BRE TS TORSMY PE LT,

7. WHEEBCATHEA

1 vy X¥EBASHES-HTHFA

Y4 XFOEIPLYFH L, 1.5~2.0cm DL L, &
h¥l& L7 37£1°C o TYRODE i kE L L DH
Tl SEE~— A 2N L TFE75 7K LR
L7

2) =1 E, FEBCHTAER

L ® ., PORKRAEE L, MAGNUS iz »T 31
41°C ©» TYRODE T, acetylcholine, histamine,
nicotine, 5-HT, 3% X% BaCl, o IN@ERIGICxT 5%
WOIERE RN L1, ok, EYORIRERREIZ3ILL
L7:, histamine 3 X U¥ acetylcholine iz X % &R
B LTRRARAREY X LACT, ¥HLoHESS
AxBeEt L1

3) ErE, PRERCHTHER

ELE, POFEYIHEE L, EMMERSON & MACKAY?
DHEIT X > TREHEELYSL b, &K L7 TYRODE
W TEY O BMIEAE L O histamine T X % UK
st 3B ER BE Lico

4) L E, FEBETCATSER

LT, PORKEELHEE L, EK L TYRODE ¥
(31+1°C) hicBRE L, REASRLIC L5 noradrena
line 3 X U¢ acetylcholine o IUBRIG 12 % T A%
&?‘T L7

5 7. FFEEBEENCHTAER

7y FOREY, REMMS LR (ER 14 B
H) oFE%*#HIE L, #& L7 LoCKE-RINGER # (&7
1°C) PicBEL, O HEEH Y =75 7K LR
Lo
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8. /PMBPIRKEEECR TS EH

HEBAT 24 BRI KD R E S 2 Tt S fc~ v A%
1B 8~12CE LTRAV o BHRY 15 ikic 5% K
K (10% 7 7 €7 = AW THED 0.2 ml Lkkn
L7z 30 HHCER L, PMRERICH T 5 REABH
R IREE & HEE LT,

9. R LUEBEB T2 EH

ERC TS 16 BEIAT L DIBR LIS 5 PR
£y b L AR EFRER 2.5 ml/100g w0 By
LeDb, SETFO|EA Y — i Ah, LK 6 Kl
bleoTHRRL, REXRE LI, FLBRRLAKRE X
AT 200 ML, KXKET CPBREYK, FPF-
3A M) = TlRd® Nat, K* odkilb % fIE Lo
10. i35 ER

{ X% pentobarbital sodium CREME, SRAE L
TEAHFRE, B0 L LTEXBBIRc, EHrs
AELTHIBMIRICHE Y = F L o B2 EBA L, ERic
%12 - T primary solution & LT p-aminohippurate
20mg/kg, creatinine 60mg/kg * #HARAR S5 L,
sustaining solution (p-aminohippurate 1g 3 X U¢
creatinine 1.6g 4B AEKICHRL 1L L3+35) %
3.5ml/min OHETHHEEA LI, “hoWHEDMmSD
BEN—ELD, BHEREL—ECik-> ThbEYY
BE Lo HIR, B 15 02 &y 1.5 B ¥
Tk, Rk X O M4 d p-aminohippurate,
creatinine #ERDP LT 727 ¥ 7 5 v A {fEiH OB
B LURKRGFBEY R L,

11.  RFRBE R
1#6~7HD v ¥4 L, SHINTANI &DHHE®
ICLIchi»TEY 1 ml » EEBABLHHCERS L,
BEROBADOKIGOEE S L OB S BB O HB
LORBRER T > tco ERBABBHPICIZ AN
EREREL, ®EE L,

12. HURHRR
D BypokeE

TLE bR Y 4B AR C BRE, SR o
freund’s complete adjuvant iz Cxz—=iL 5 v
HWHL, Zo 0.2m] ZHFARCEYS L, #2EDH
GT3EMBYL, RREFLY8HER LY 14 BH
2 Active systemic anaphylaxis FRABRL EHT 2
EEbIR, 14 B BRI LCHMmE & S8 L, =
hoopimiz 56°C, 30 HRimmE LTS, IR
LT —20°C CHESRE LAKEEA TRIM L,

7 v b : MOTA OFEMNZ Lichiv, £RABERCE
RLIEY, KBETA I —varr, BAKS 77 Y
THEBBRES Y 7 7~ (2%x10' {@ Bordetella pertusis/

mD ZRFL, 7o b ORI EREANCBE S L O
Lo 12 [1#fRILL, 3,000rpm, 15 4}Mo wis)r
HeTHh DMy —20°C CUESHAL Lo

YA KR LUK OO T List - C, KR
{L7n s = ayr WXy 0.2ml 4, C57
BL/6, BALB/C, CyH/He s L0f ddY @ 40D f%H
=7 ADMIEHNICEEY Lico 5 HkEMO A& MWL
4 LT booster #177e\y, BFIOIIEL b 14 HEkiz bk
i U ot i DA e i U o

2) Active systemic anaphylaxis &35k
TEMICARIEL7cer &y PR IRESIES LTIV
BRI IRAIEES L, LB, FT -, R
W, JECIeED Y 5w ZHEIRDRRLABLEE Lico

3) Passive cutaneous anaphylaxis [ZIf. (PCA J¢

[G)m

ELE, b EAE, P OHIMY Y 2 fEERIEHRL
T, O 01lml Lrov=v tDEL T, FONFHIKL
NI Ltc, 3I§MIE%, #RYIE 2mg & evans blue
(L% Smg % MIRPIEY S L, 30 /3l o kil Ey Lo
~to

Ty bt T, DM 2 BB 0.05 ml &
LvoE= Y DT, FORHEACEE L, 48 IFEIE,

D HRYUT 2mg L@ Smg IPIRABS- L, 30 S

DEFEREY L1,

=v A =920 IgE #HithoEs 5 - + PCAK
X o THTis o tco =7 ADHLMIED 2 5 BFEF BRI 0. 05
ml %7, FOEHEACEE L, 48R, BRI
6mg L(aFK Smg LHIRNES- L, 30 2o @FEwH
w2 L b,

4) [EEER MRS ST

BOYDEN D I Lichivy, 2 v = v BRALE R ¥
MmERCHFE X B HEIE, 70814 2B I 5>TTN
€ 5 b P TS O B A JURE Lo

II. 2 B &K &
1. MR, MmE, OERE LUK
H

1) 4 % :KW-1070 4 ¥ X0 20 mg/kg #lRPIE Y-
THELTED b ich - 7o 40mg/kg $5/5 Tianfik
BB, IUENIME s X OCEMMIEDF) 15~
25mmHg O T/, LIEROBEMD, IR X O
BRI & T3 10~30 ml/min OEMA R LR, L
BRI 4BF 1B T ST LU TEDEIDORA
Nabhtc, ek, ThbDEAIL5~15 SHicitiysk
L, EHEE LI XL F% 100~200 mg/kg 1=
Wt e, WREOMIN, MEDOTE, LHEORED,
ST ALV THEOBIDEAI X hEWRIILH, £
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Fig. 1

OCT. 1981

Effects of KW-1070 on the respiration (Resp.), blood pressure

(B. P.), carotid blood flow (C. B. F.), renal blood flow (R.B.F.),

and E.C.G. in the ancsthetized dogs
Dog No. 3 3 min 1 min 2 min 5min  10min 30min
OO P 1SN 11
B s 20 e G—— ) W) M e SN
KW 1070° KW 1070
4mgkg|v/ 40mgkg|v
(Hl~l/‘f—’ff01 L//J NI foo =Lk i — A ———
100 ml/ mm

R.B.F. ol

()

—_— P —

E.CG. N,LLJI'ILAM Lobolbol did L el vt e

CONTROL Dog No.9 1 min 5min 10min 30min
TN T I R Rt L
mmll
B.D. \?‘00 ~g.h - . ¢ GEESREEE . S
0% Kw-1070
L/mmZOO mg/kg i.v
C.B.F. 4 A" Aen A AI IMAe AN ANN. S ANAA
100Tml/min o
R.B.F. oI Jmin_
TN O VORI VO Y G GO0 U O Y B IO [ O B B
i HIFERERSR & R L1e s, BABHHR 35 X OB BhRR I L & Fig.2 Effects of atropine, diphenhydramine,

(X 15~35ml/min @A L (Fig.1)o KM I LT

RSM 4 40mg/kg LI Eo AR CHEREORM, MmMED
T, OEEOBYD, LEROZEL, KBMKEOZEL
7ty KW-1070 #LRs0 B4l & FRROIERY R Lico
KW-1070 300mg/kg FHAREETIIrER, ME, L&
K JORBMAEBIFTOOERIBD HLhlch -
120

2) v4¥F : KW-1070 4 mg/kg $IRAE S TI2E1L
MEBDLR T - 7oA, 40mg/kg 3s XU 100 mg/kg
BECBGERC—BEOFRE MMM, OETR, O
OB ICLEREFE R-R BROEENRE
L7z 300mg/kg HEAHEETIIERA I & b hich -
fco KM X0 RSM 4 40mg/kg Ll k% #iRAKR S
T5 & KW-1070 # 5850 Bk & REOIERE/LE R L
o, HHARETRELRRDbhich 1 Bl L
7oX 51, KW-1070 40mg/kg * v+ ¥ OBIRAR S
Licifa, 15~25mmHg © FHMEDNET1ED LA
54, KW-1070 40mg/kg % 30 4> fgic 4 @5 LT
bEDOMETHRERADOHICIIBINAD L hish »
oo T/gd>b tachyphylaxis 2A@DHbRieh o1,
2 Y v#| atropine 2mg/kg, #it A % I v%| diphen-
hydramine 5mg/kg % X O B-EMT#| propranolol 0.5
mg/kg ¥HAELTH, KW-1070 o mETFREEEIC
BEEDRDRIC - Too Fio, TR G L
THIMETEERIHER L (Fig 2),

propranolol and vagotomy on the blood
pressure response induced by KW-107040
mg/kg i.v. in rabbits

Rabbit No.22

10"(')"““5 Before 10min

Xeh  Kw-1070 Atropme i h
0 1 ug/kg 40mg/kg i.v. 2mg/kg ° KW 1070
iv.

Rabbit No. 24
mmHg Before 10min
1001
Di b
ol st Rw-107 phyﬁramme Hist  KW-1070

2 ug kg AOmg/kg iv. 5mg/kg iv.

Rabbit No.25
mmHg Before 10min

100
w t *v
0 ISop Kw- 1070Propnnololf -
18 kK 40mg/kg i.v. 0.5 sop Kw 1070
l.v.
Rabbit No. 26 .
mmHg Before 10min
100 —
l a V. ! .
0 Kw-1070 agotomy ~
40mg/kg i.v. KW-1070
3) F3:XaDBPAY, 12, vo¥LEE K-

1070 40 mg/kg RN S T# 20~40mmHg ¥l
EDETR2R LI C~C, v~ 2L 1= 5%
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D4, KW-1070 40mg/kg £ i X b # 5~15mmlg
DMETHH R Lt Iods, ERA a0Ba, Y-
HOMmER 90~120mmHg THBHA, M+ 2O

Fig.3 Effect of KW-1070 on the blood pres-
sure (B.P.) in the gallamine immobilized
cat (Intact cat) and the spinal cat

S.B.P.;200mmHg Smin 30min

Intact Cat .I~_ L)

0 kw-1070
40mg/kg i.v.

S.B.P. 60mmHg
Spinal Cat

S5min 30min

T

KWw-1070
40mg/kg i.v.

I'min

Fig.4 Effect of KW-1070 on the movement
of guinea-pig isolated heart (LANGEN-
DORFF’S method)

Drops of perfusate

PSPt iddda SIS
Tension
Heart e M\ m,u o r\\\ lo7 070 7

PP A IS AVAQ#%O%V

KW-1070 KW 1070
74 KWI1070 g4 s0 K107 109

35~40mmig &{§<, KW-1070 40 mg/kg $¢ -tk o1
1 FRea A JEiE U 228y 7, ol + 2T 20~35%, ¥4l
X 2T 18~40% & iHE L TH » 2 (Fig.3)o

2. LR a A1)

1) O A B 1)1

KW-1070 1~10mg #¢/jic & b LALHD), Ml o
Mbds & OSEILAF AL Lk o> 3 n % 13 L7 (Fig. 4, Table
Do KM 1 L0 RSM 442X ik D i1y % #i Lo 7%
B, MEEMA R Z Yo KW-1070 74 b 48
o f;o

2) fI.Chic T B IR

KW-1070, KM 35 X7 RSM i3 & bz 107 g/ml LA
oA THELLLB O, B LA, o
DORRITHRIEEW TLET 5 M I HR LI, ok,
atropine 10-8g/ml D 4LfE L acetylcholine D&%
7, TRHERIE LA, KW-1070 o Ricid iy
WChotc, —F, CaCly i 10-%g/ml L LD BB TR
BN KW-1070 ORHE ), BRBHRICER L
(Fig. 5)o

3. BT B EA

1) EHEKIRYIA TSR

KW-1070 10735~10"%g/ml (2 KERYIK o tonus i
LR SRR 5 Xt o T,
12 X » T4 Ut tonic contraction izt L 3x1074g/ml
o AR T ERA YR Lo KM XU RSM §
3x1074g/ml Ll kDB CRKOMBIERY R L1,

noradrenaline 10~5g/ml

Table 1 Effects of KW-1070, kanamycin and ribostamycin on the guinea-pig isolated heart (Langendor{f's method)
Compound Dose (mg) | No. of exp. Maximum change (%)
Contractile tension Heart rate Perfusion volume
KW-1070 0.3 4 — 5.5+£3.0 + 0.6+ 0.5 + 2.5%1.4
1.0 5 —19.5+2.8 - 0.1+ 1.5 +11.9%+4.5
3.0 5 —36.8+3.2 - 3.9+ 3.3 +14.9%£3.9
10.0 5 —84.3+4.7 —19.4+10.3 +43.6+7.5
Kanamycin 0.3 4 — 2.2+1.8 — 3.8+ 1.2 0
1.0 4 ~26.7£7.1 — 8.4% 4.3 + 8.2+2.4
3.0 4 —47.1+6.0 —17.5+ 4.9 +27.6+6.5
10.0 4 —86.7+£2.6 —-52.1% 1.9 +41.3+5.6
Ribostamycin 0.3 4 — 2.0%1.6 - 0.9+ 0.7 0
1.0 4 —20.5+4.8 — 4.3 1.0 +10.6+2.5
b 3.0 4 —43.1+5.9 —14.7% 2.4 +13.8+2.4
10.0 4 —81.1+4.7 —40.7 9.4 +27.9+6.2
+: Increase, —: Decrease,

Each value represents the mean+S.E.
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Fig.5 Effects of atropine and CaCl, on negative inotropic and chro-
notropic action of KW-1070 in the isolated guinea-pig atria
ILR. . . ‘
beats min 1 min 3 min 1min 3 min 1 min 3min
160 166 166 160 160 162 160 148 150 160
I ey EEE——
KW 1070 KW 1070 KW 1070 1min Wash
10" 5¢/ml 10 'g/ml 10 g 'ml
11L.R. . . 1 min 3 min
) 1min 2min 1 min 2 min
‘H'llaom'" 1g‘ol Wi 168 170 174 168 148 150
-—— _ . . Ite
/\| opine ACH Atropine KW 1070 LT F
é\,(,'m e 10' ;»:;l 310 "¢ ml 10 e ml 110 ‘g ml 1 min
H.R. . . ’
cats/| 5min 1 min 5 min 5min 1 min 5 min
R 5 113 us 13 126 132 131
[1e
. o - [a—
- CaCl: KW 1070 Cat’l Tmin
SI(‘YVIOI’O‘ZzOmI l(;,'(s:ﬁlz/'ml 310 'g ml 10 g ml
2) BN MERERECH T A ER 3) B I A AT B EH
KW-1070, KM % X8 RSM % BRpIEE 5 Lo, KW-1070 1~1,000 ug # FENIZ# 5 LTL, GBEHR

10mg Ll koM T 15~25 mmHg o #EHIE O (5T DOWBITED bR Tch -7 (Fig.7), Histamine 50 ug
Tt BIMEIRRIER % R Lo SO mEIhEIERZ

[HERBE TH » 720 active control & LTHL 72 ace- Fig.7 Effect of KW-1070 on the dermal tissue
tylcholine s J 0U* papaverine Ci}, Fig.6 ic;xXh % permability of rabbit

X 5 ‘\-%U& f&lﬂl $iﬂ\‘fkf/| ;ﬂf]’nny) p)hfuo D § ‘
107010 g 1% 0
o KW-1070 1000 xg

Fig.6 Effect of KW-1070 on the perfusion
pressure (P.P.) of the hind leg in dog

DOGNa. 5 g
b
S.B. "1200 mmHg el :
! KW -1070
P, 1150 mmHg 1
Sw- 1070 KW-1070 Kw 1070
mg.i.a. 10mg. 1 a. 30mg, i a.

S.B.I’.TZOOMmHg

I]ﬁomnllu
5—‘\/“_'——‘— S
Papaverine ACh
0.1 mg, i.a. 0.1 ug.i.a.
FIg.8 Effects of KW-1070 on the blood pressure responses induced by noradrenaline
(NA), acetylcholine (ACh), histamine (Hist) and DMPP in dogs
Dog No.16 X . Dog No.18 Doy No. 20
Before 5 min 30min Befogre 5min 30min B(e)ﬁ,r: 5 min 30min
mmHg mmHg
zool zooI F Iv , I v
N 1ug/kg KW-1070 NA NA * KW- . KW-1070 ¢
Fg,‘?lOOmgkg iv. A ly‘gckhg 1001111070ACh A nglslt(g lOOmg Hist Hlst
Dog No.22 v, kg iwv - 3oV kg
Before 5 min 30min 5 min 15min 30min
mmHg
2001-\ -\ -‘ oA -‘ -\
KW- 10 0. KW- 10 0e {
DMPP 0 HMPP DMPP 100 mg DMPP DMPP  DMPP

40mg
IOyg/kg kg i.v. kg i.v.
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EG LGB AR SN BRED MBI ES B R,
4. BEEAPREIEEYER O TGS X 5 (1)
KW-1070 4,40 is X O° 100 mg/kg % ¥R INHE - L C

4, noradrenaline 1 ug/kg O IMiLIE |5 ML, Acetyl-

choline 1 ug/kg 3 XU histamine 1 ug/kg O/l F

ReVE TR S AL GRS B h - 1o Mkl DM

PP 10 ug/kg O I/E L5 IG: KW-1070 40 mg/kg %

BELTOLE L b Rieh -ty 100mg/kg A 4

Fig.9 Effects of KW-1070 on the blood pres-
sure reflex induced by bilateral carotid
artery occulsion (BCO)
(ASP) in the rabbit

S.B.P.; Systemic blood pressure,
m. B.P.: Mean blood pressure

and asphyxia

Rabbit No. 18

Control
mmHg

555 e s it eelmdn

0° BCO ASP KW- 1070 BCO ASP BCO ASP
40mg kg i.v.
N

Smin 15min

200mmHg

m.B.P.O I S

e

Table 2 Hemolytic properties of KW-1070, kanamycin
and ribostamycin on the rabbit blood in vitro

Concentration (g/ml)
Compound -
1X10741Xx107%3x107%6x 10741 X107 107!
KW-1070 - - - + +# +
Kanamycin| - —- - — - -
Ribosrtamycinf — - - - - —
Dist. water -

Degree of hemolysis : — < + < H# < H+ < 4,
—: no hemolysis, ##: complete hemolysis

Table 3 Effects of KW-1070, kanamycin and ribostamycin
on the coagulation of rabbit blood (in vitro)

Dose Coagulation time (min)

{g/ml) KW-1070 Kanamycin | Ribostamycin

Control 3.38£0.07 3.38+£0.07 | 3.38+0.07
1078 3.56+0.16 3.25£0.31 3.17+£0.07
1075 3.33£0.07 3.00+0.17 | 3.20+0.22
1074 3.91+0.29 3.22+0.15 | 3.65%0.31
103 6.19+0.66* 3.83+0.27 | 3.85+0.29

5 %1073 >15.0 12.75+2.29%| 9.84+1.88"*
1072 >15.0 >15.0 >15.0

Each value represents the mean+S.E.

+ indicate significant difference from value of
control at P<0.05

CHEMOTHERAPY

o1

U telytr, Fig 8 oAb Joo )il & dutee

5. BRI UG ts K OSBRI ez il e b kb4

Al

KW-1070 40 #s ) 0% 100 mg/kg $HIRHEE 1o 0p- 4
Sts & OSBRI S 2 01 15 hhivs xf LTl o1
W UZein - te (Fig.9),

6. UL Kb Ll

D il KW-1070 ¢f 3x<10 3g/ml L | o> i
JE TR 2 s X le o 1oy, 6X10°3~10"g/ml L u»
O NEIIE TN 22 03 U foe KM s J O RSM (k7L
(1Nl % i & 7 v - 1o (Table 2),

2)  MUEBEE o AT A1) KW-1070 ¢ 10 *g/ml
LATF oI TEM A /R & fe - 1y, 102 g/ml L J-
DY T HLHBEE £ TOMERIZ AT IS IEI Lice KM &
LY RSM (3 5x1073g/ml L) =D )5 -C IfiL 3 U5 (] 5133
#iL¥z Ltz (Table 3),

7. fEHEITC T S ET

1 g g A Bl 5k 3 5 151

KW-1070 107°~10"*g/ml (4§ LM% o (4 Wil B xt
LTI EAETEME RS Teh »12h, 3x1074~3x 1078
g/ml THBRIE O T+ X O H R UK O i O b
n&bhts (Fig 10)o KM & LU RSM oL KW-
1070 DfE & EABETH » 120

2) EAE, FEBCHTSIEH

Histamine 10-7g/ml, acetylcholine 10-7g/ml,
cotine 10~ g/ml, 5-HT 107%g/ml 3 X 0 BaCl, 3x
10-5g/ml 4= & 3 I a KW-1070 43 10-4g/ml L
Loy Lichy, acetylcholine wwxf3 5 {EHMH
%4 855 » 7o (Fig.11)o KM % X 0 RSM o #HIfEfA
4, KW-1070 o Ef & i2E M TH » 120 Ch H=EW
DWW T D] acetylcholine 35 X U¥#{ histamine {
Ax R2RALEYACTHNILTARS E, ZE YL LIE
Ao XA /RL, Tabled o Xk 57 pD,’ s
Bohts,

3) EAE, FEFCHTLER

KW-1070 (x 107%g/ml L) -0y T histamine 3 X
10-¢g/ml iz X 3 %% D tonic contraction # M4 L 7-
(Fig.12) KM % X 0f RSM 4, 1073g/ml L) Lo
THHIER %2R L1

4 ®LE, MERBEECHTHIER

BB L 5 noradrenaline 3 XU acetylcho-
line DERBEEIFERILICA L, KW-1070, KM % XU
RSM (13 Ao FifFA % /R L (Fig.13), Table 5
D X578 pDy’ fEA LRI

5 7y P TFEEBEBCNTHEA

KW-1070 ¢z 3x105g/ml LI o BETRERA%L 3

ni-
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Fig.10 Effect of KW 1070 on the

movement of the isolated

rabbit ileum

.
R 0 KW-1070
o o e

o

W 1070 Kw 1070
v S,

Fig.11 Effect of KW-1070 on the contrac-
tion induced by histamine,
serotonin, BaCl, and acetylchline
(ACh)in the isolated guinea-pigi leum
100’—

nicotine,

801

4ok o———o Anti Histamine
s——aAnti Nicotine
e——e Anti-Serotonin
20 o—aAnti-BaCl2
a——aAnti ACh

Inhibition (%)

G 1 1 1 1 1

1 3 5 10 30

(-10 'g ml) of KW 1070
Fig.12 Effect of KW-1070 on the
tonic contraction induced by
histamine in the
guinea-pig trachea

Concentration

isolated

KW 1070 KW 1070 ’\W 1070
10 ‘1.. ml 10, ‘g ml 3 ‘g/ml

(1

Hlst Hist

<10 "g ml 3 - 10 gmlS 10 "g ml

Table 4

N . o
“_Antagonist pD:" value

Agonist

Anti-acetylcholine and anti-histamine activities
of KW-1070, kanamycin and ribostamycin in the
guinea-pig isolated ileum (Cumulative technique )

KW-1070 |Kanamycin | Ribostamycin Pdpa\enne

Table 5

OCT. 1981

Fig.13 Effect of KW 1070 on
the contraction induced
by noradrenaline in the
isolated guinea-pig vas
deferens (cumulative te-
chnique)

«300
., 300 A
i /il

30 /o Illiﬁ("g’” /{-30
/
i

|
[ 4000
‘ l 1ovy
10 (] 00 Je0
Q 10 100
-0
\\
\
| \lu
X"‘ ) o~ ~c10 3}
in KW 1070 KW 1070 KW 1070
10 M 10 ‘M AU TS )

Fig.14 Effect of KW-1070 on
the spontaneous move-
ment of the isolated

the gravid,

the estrus and the die-

sturus stages of female
Gravid Stage

bl

Kw m7o m« Jaro unh k\A 1070
10 'g ml e ml

uterus in

Estrus Stage

(|

VL

JE U U |

KW 1070

KW 1070
10 ‘& ml 10 g mi
Diesturus Stage
I (I
‘\\\“H (l(‘ (k
\ RRRAY
AR
ECUENERURAUENR NG
KW' 1070 KW 1070 xw 1070
10 ‘g ml 3-10 ‘g ml g ml

Anti-acetylcholine and anti-noradrenaline acti-
vities of KW-1070. kanamycin and ribostamycin
in the guinea-pig isolated vas deferens (Cumula-
tive technique)

Acetylcholine 2.88 3.46 3.26 5.03

[istamine 3.23 3.85 3.56 4.63

Results are the mean of 4~6 experiments

Antagonist pD: value
AgunN KW-1070 Kanamycin |Ribostamycin
Acetylcholine 3.91 3.99 4.09
Noradrenaline 3.43 3.88 3.69

Results are the mean of 4~6 expriments
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Xtch ooy, 107%g/ml LU o) T Fig 11 i)
I o, R, RGN X OUTIRIBO it 1)
L, BREEOET, BRAILBOME s X O R/
BEO ML A Ko Lice Teds, ThBOEIILK KT
B TAHo L DK LI, KM 3 LU RSM 4 1074
g/ml LA A CRERDOMIHIEM 4 23 L,

8. /PMBRIRKEXECHTBIEM

KW-1070, KM 35 X0 RSM % 6,60 mg/kg #ij14N
BER IV 4, 0mg/kg BHIRPIEES LTL MROIX K
Bz & A I X e - fohd, 300me/ke N4
Pl 5 s L8 100mg/kg RIRPISE 1o & - TIRRSAELR
B 2 hic (Table 6),

9. RiIVUEBREHMCT5ER

KW-1070 6,60 mg/kg ® AL Y-$5 &, X, Na*

Table 6 Effects of K\W-1070, kanamycin and ribosta-
mycin on the passage of charcoal meal in the
small intestine of mice

Compound (nlioiz) Route Intestinal p{r;)op)ulsion“’
Saline - im. 55.6+£3.3 (12)"
- iv. 48.5+2.2 (12)
KW-1070 6 im. 55.9+5.1 (8)
60 im. 52.6+2.5 (8)
300 im. 37.2+4.1° (8)
4 Lv. 46.3£7.2 (7)
40 v 51.9+£3.5 (8)
100 Lv. 43.3+4.3 (8)
Kanamycin 6 im. 58.3+7.6 (8)
60 im. 53.9+£2.7 (8)
300 im. 34.6+3.9* (8)
4 Lv. 49.3+6.2 (7)
40 iv. 50.7+2.9 (7)
100 iv. 43.9+£2.7* (7)
Ribostamycin 6 im. 60.2+4.7 (8)
60 im. 59.1+5.3 (8)
300 im. 42.6+5.9* (8)
4 iv. 56.0+8.2 (7)
40 iv. 54.0+4.9 (7)
100 Lv. 37.8+2.8" (7)

. . _ length of charcoal meal

a) Intestinal propulsion — Whole Tength of small
a'\dvan'ced X100
intestine

b) Numerals in parentheses indicate the number of

amimals used.

Each value represents the mean+S.E.

+ indicate significant differcnce from saline treated
group at P<0.05

CHEMOTHERAPY 03

b L0 K I R AT LT & O SN 1y
il tem, (15 L Tuligd - foo 300mg/kg 44
UMYy, b 08 Nat P e i iy L 2-as,
KPR e & A EBL L ntee KM s LT RSM
OENE KW-1070 O FR)T] B ke by -5 f2 < Table
7)1 active control drug & LTIV £z Turosemide 5
mg/kg FETE OB, B A A St

10. PB4 1)

TTED 4 %o KW-1070 10 mg/kg % kA8 - L
12190 53t ¥ TOIN A b Lcat, Table 8 2 /i-f X
SCHFEIN Y, Nat, K5 CL e Eoonlfig i b, imig
UARTTRE, WY\ (RPF), SeERMY ¢ (GFR)
T a0 LN PR N VRV N 11 A R O AN (A
hbhleh oo,

11 JRFT g e 3R

KW-1070 » 50 mg/ml % X 0¢ 100 mg/ml # AL
WHPNCB S LTh, £ a0 Rt A bhik
Mot B2 ARK XVT7 BB HIM R X ORIk %
iTIg ot b T A, 100mg/ml G RHcO X 2 A B il
DM & FBONENRA A 0 fc ¥, 7 B Hicik
ChLDERIZME LT SR BDIEIRE/LIL KM
F L RSM 100 mg/ml T4, ifeh 5 h foo WIIETH
% 6% BEfB VW CrRdl i D R RIS R B,
b2 B BT EER MRS -, HEOERCE
EnAbht, CALDOFERIZ7 AR VWTLEBEL
Tedv o fe (Fig. 15),

Fig.15 Local irritation after the
intramuscular injection of
KW-1070, saline and acetic
acid into muscularis vastus
lateralis in rabbits

KW-1070

100 mg ml

Saline 6 Acetic acic
2 day 4
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Table 7 Effects of KW-1070, kanamycin, ribostamycin and frosemide on the urinary excretion in rats

Compound (g iy | e | | Na e K' (uEq)®
Vehicle® - 9 5.740.2 777+ 48 518428
KW-1070 6 6 6.510.2 788 + 43 553431

60 6 6.440.7 789 95 540+ 25

300 6 4.540.4° 431+38° 5454 46

- Kanamycin 6 6 59 trb.S o 820 + 85 521128
60 6 6.040.4 769 + 123 578+ 28

300 6 4.040.4° 452+ 54° 564+23

Ribostamycin 6 6  6.640.5 848 + 69 519421

60 6 5.140.3 632+ 36 495433

300 6 4.340.3° a1+21° “9£40

Frosemide 5 (po.) 5 36.2+4.6° 2496 + 120° 1048 + 48°

a) 3 rats for a group, b) Total excretion for 6 hours, ¢
Each rat was loaded saline (2.5ml/100g, p.o.)

) Distilled water,

+ indicate significant difference from vehicle treated group at P<0.05

Table 8 Effect of KW-1070 40 mg/kg(i.v.) on the renal function and electrolytes excretion in dogs

Time | Urine flow RPF., GFRu) Pl T on R mi
(min.) (ml/min.) (ml/min.) (ml/min.) Na* K* cr- Na* K* cr
Before | 45~ 30 0.38+0.09 76.2+ 4.5 23.3+£3.4 107 3.5 111 49.5 30.5 62.9
30~15 0.37+0.12 68.3+ 4.4 22.412.8 105 3.2 115 54.8 31.8 56.8
15~ 0 0.25+0.12 66.2+ 9.4 27.8+4.4 106 3.0 113 31.9 29.4 41.6
After | 0~15 0.28+0.10 79.0+11.2 26.8+3.9 104 3.0 114 54.5 34.5 46.3
15~30 0.34+0.18 62.3+ 7.3 25.1%£5.2 111 3.0 115 66.2 30.7 54.0
30~45 0.41+0.14 63.1+ 7.9 21.7+£6.1 103 3.0 112 58.4 27.9 62.1
45~60 0.38+0.09 62.9+ 5.8 24.8+4.8 112 3.2 109 69.6 29.8 57.3
60~75 0.21+0.11 54.2%+ 4.8 21.0+7.6 108 3.4 116 54.3 28.2 38.2
75~90 0.26+0.19 68.6+10.8 23.0+8.2 108 3.6 110 56.3 30.1 4.6

a) RPF : Renal plasma flow. b) GFR : Glomerular filtration rate

Each value represents the mean+S.E. (n= 4 ).

12.  HFURPERARR

1) Active systemic anaphylaxis 7R 5

IHFEEL D 8 AR LU 14 A HWWHERM Lchs,
A &4 KW-1070 6, 60, 300 mg/kg #% ¥ 9 £ 5 B
KW-1070 40 mg/kg # #lRA# 45 L T ¢, Anaphylaxis
shock FERDHBLRD Shich -1 EWA JEIERET
X, EWA 5mg/kg 52X b 0.5~1 5T,
S Lok, HREE, BHR, Bilkic S0l Ana-
phylaxis shock fER% /R L, 5 Gl MEHEEE LIELE
L7

2) Passive cutaneous anaphylaxis K[{

A ®., b Fig 16 o3 X 51, KW-1070 6, 60

LU 300mg/kg A FAAEE Lz er £, FLOB
FME RO FTHE LT, #5BLOEKREIR
Bedbhch 12, EWA BfFEL €, b X010
D ERBESAE, EWA Smg/kg 0o ERBSICINE
LICEFEDRHEAED BRI,

F, b KEEETA I =9 A5 35 X U Bordetella
pertusis % adjuvant ¢ L T KW-1070 1mg/animal
XU 10mg/animal %5 L5 , b X b B0
FHOEEHRELTL, #5870 EERTILEDLN
tehrotio EWA BEZ o, b X DiBi-MiiEiz PCA K
FRBEL, TOHGBMIL 1:16~1:64 TH-10

=9 2 KW-1070 1 ug 35 L 0¢ 100 ug % %& LK
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Fig.16 Passive cutaneous anaphylaxis by guinea-pig 1gGl type

antibody in guinea-pigs

KW-1070 !
- 6 mg/ kg i.m.
g s
“TRw 1070
~1070 "KW- 2
KW Gloorlg/kg im. 300 mg kg i.m.

KW-1070 40 mg/kg 1.V

L7 A s 7 AsL Img REHEREYS L4208
ZHR= AL BlomBEX RO TR LT, &Y
Mo aERBIZRD R o7, EWA KfE<v 2
L hBmiEir PCARISARIL, £OHAML1:8
~1:128 TH -1 (Fig.17), 7cds, i EWA Miifit
# (56°C, 1 R ICARETH - 1o

3) [EEEARmBREEERIG

Fig. 18 o7+ X 54z, KW-1070 £ £, b Ol
% 2~2! EFEROVTHICETHS IGT 5 MR TH
% KW-1070 H@MEKDBEER K- Xleh -, EWA
EfEEL €, bOMFIL 2~2" FHRO VFhT W
THHLHICEERICY B bh s,

Iv. % =

aminoglycoside R¥T4EMWE KW-1070 O EE R, F
B s X ORI B ER i 2 W THBE
KM % X U° RSM O fEf] &5kt Lo D3 RBACBiRd L
o BFRT, MUREHEDOFEICOWTHHE L

D ERRCHTHER

KW-1070 % 40 mg/kg HKifiD #IRAIEE S 3 X O 300
mg/kg DHHNEE TEAIHIER% R X fobs - e,
40mg/kg LA EOEIRAE S CmMETRIER (1 %, v
W, Foa), ERPEEINER (%, v+F), KM
WIRIER (1 %) 2R Lt ¥, MHEBBCRWT
BRBRSR, WHEOE (sre, b), OB (Er=®
v b)) OLIENF X ORBR OB, FEHEABIRYIA
(74 %) ® noradrenaline iz X % IR IS T 5]
Wi EM@Bdb bR, chb KW-1070 iR R
A7EMIZ KM % X0 RSM offf & b T & < HE
LTkh, ZOERAOM X 4 13 ERBETH >0 —
7, KEHRER R\ Th B MEERETGERR (v

6 mg/kg i.m.

KW-1070 b
60 mg/kg i.m. ‘EW/\_ 1mg/kg i.m.
-

i3

AR
EoYD 1mg/kg i.m. il lgggmg/kg i.m.

'®)

EWA 5 mg/kg i.v.

), HEMREIEIFED MEIG AT HER (f %)
B LOPEREAZES B \ X EATINRPAZE & B I BT %
THEMR (v+F) LExuvThb@Bobhicr ot

KW-1070 o {f#iRPI~D K NiHe bR 58 o b i E T
[ (BB 12 2\ T HETOM %177 » 72, strepto-
mycin, polymyxin ¥ L7 colistin 7¢ & % % fid P4k
B O IME T MR L & Ty % Histamine
DiEHc b E S LD TH B EHREZT T B89,
L2 L, KW-1070 o fiEFFfEAicid Tachyphylais
MNEdOLRALC L, Az oK TH D diphen-
hydramine OFILIE TNl X h 7o\ 2 Ligdnb,

histamine WHEEEAIC LA LD EIXEXL bhlcy, %
to, KEMRGIM S L 0P 2 ) v HITHS atropine T
X o T ETFRELE R 3 X 0L BEA O LU D 94 E
PH X o L Em B, acetylcholine #4435
LD TIkIc L, B-lfili#IT & % propranolol 1= X » T
LR S e o Eo b, B-ZHEERMIE
AR EBLDTHR —77, Afi* 2BV TH A
TRERSHEITS &, SATIRPAZED % \ XK ZE
X AMERSHE KW-1070 ## 5 LTCHZEfL Lisw 2
LigEnn, MEEBHPRICIFERALLEVWEDEELD
Rpe 2hbnz &k, KW-1070 o i F FREMEAE
HEMERYNTH LD T, HENLOEIEDT
HEB LORMMEREFRACLEF LD EExXBA
%, streptomycin % gentamicin 7 '@ aminoglyco-
side RILAEWE D OHEETIEAICO W Tk Bl
X TE-p1510 2R Ca channel ORI X
% Ca? BIfiAICd 3D THS Z LA ADAMS
LMz X h BB E o, KW-1070 oo\ T 4 fiii
DEEROIMENMAERA CaCl, AfE 1 X b5
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Fig.18 Passive hemagglutination of KW-1070
and _egg whitealbumin (EWA)

Fig.17 Passive cutaneous anaphylaxis by
mouse IgE type antibody in rats

[y (SO (571316 B 3A 11 C |
im
im

im.

KW 1070 6mg

C57BL/ 6

Mice of four strains (ddy, C57BL/6, BALB/C and
C3H/He) were sensitized with KW-1070 plus alum (A)
and EWA plus alum (B). Antisera of these animals
were obtained 14 days after the start of sensitization.
48 hrs after intradermal injections of antisera, rats
were injected antigens plus evans blue intravenously
EWA © egg white albumin, alum : hydroxy-aluminum gel.

hizDT, RAEOBEFTTOFAXHNLEL20 LR
bhb,

Mmygicxt LT, KW-1070 (¥ 1073g/ml Ll o> & i pe
THEMIERCREIFICRIEA LR LI, ThbofE
Az KM % RSM OfERIClENBEA S iiuvb o
THoTo

2) SERETES T A EA

HmEE (7)) BIOFE (7, F) OHEEET)
My, S, WY (FThbEr e, b)) DAY
HE X IR KM % X O° RSM & [lHkic,
KW-1070 (% 10~*g/ml Ll ko A& TMH Lo REA
BETFOERY P LTS LEFEATEIERE R
Lz Enb, SFEMmCEBEMCEE, MEERE2 R
LichDEELOND, <7 ANBHigiEE KW-1070
DKER SRR S hicas, Zhd BeEstlER

S
Antisera of guinea-pigs were obtained 14 daysafter
the start of sensitization

b ETFLLDTHHEELDR D,

3) W+ A EM

5, F ORI LT, KW-1070 300 mg/kg fH
P LD L, R X U° Na*t Pet s Bl 22
7:7%, 6,60mg/kg W5 T EREAbRIch» T, ¥
#o, 4 2ok T 40mg/kg ¥IRPIE S L T4 RPF,
GFR 7¢ VBRMTEBCIEr LD R -1

4) R

KW-1070 100 mg/ml £ 505, &0 BATFIREL S
BhRtcA, FOEMIr KM 3 X0 RSM ofpfiEi
4"1@&&?5 -1

5)  BUlErERE .
KW-1070 #¢ 5 =, = ., b &%\ 72 Active systemic
anaphylaxis FRERBRB L O F O MmiFx A7 3HH
PCA [RIE, A MmEREEHE RS st T KM-1070 O
VRN TH o Too =T ABIOT 5, b X HBLME
A7 48 B PCA UG LM TH » 1o Thik
KW-1070 i3 IgG 35 X 0¢ IgE ik ArEr B b
DR oF (P

LLED = &mb, KW-10701c & b 5B U SKBERL
fio> aminoglycoside FZIAEMHE T & HhafERY™Y
LELLTWVA = &3 X0 KW-1070 o —ax3RBEERO
S R IGO0 B 5 s X O AP B O
FHCEARTHD - Ehlbh oty Wi, KEHD
FapR AR R ERERBL L LR S h D,

X Ak

1) K#ESr, GBS, UKEAE REE—, A
HKCFET S /EEERIEDE KW-1070 £
AT B EBEHHE (B 1 BMERs LOKBHE
SRz #t3 % EA) Chemotherapy 29 S-2:76~
84, 1981

2) PERRY, W. M. L.: Pharmacological experi-
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5)
6)

7)

8)

9)

10)

11)

12)

ments on isolated preparations. p.116~119,
E. & S.Livingstone Ltd., 1970

FA XK, FEKXR WRHRET: KRBT
EREHT OV T, ATIRNK 16 : 901~909, 1974
W %, ERBE, SWE MRS, 151 B
E¥Eb: (R, 1967

BW—R: A2V —=v 7HEEMBER. CAXM
2:131, 1968

EMMERSON, J. & D. MACKAY : The zig-zag tra-
cheal strip. J. Pharm. Pharmacol. 31 : 798,
1979

ARV LESE : miffh, R p-7 ¢ VBR
ROERE, SHLFEERK 1,377 H ABRID
1971

SHINTANI, S.; M. YAMAZAKI, M. NAKAMURA &
I. NAKAYAMA : A new method to determine
the irritation of drugs after intramuscular
injection in rabbits. Toxicol. Appl. Phar-
macol. 11 : 293~301, 1967

MoOTA, I.: The mechanism of anaphylaxis. 1.
Production and biological properties of ‘mast
cell sensitizing’ antibody. Immunology 7:
681~699, 1964

XEEE, K& #:EponREoRH, &<
= IgE R ELEDI-DDOEH T TFLrIE2WT,
E¥0 b2 100 : 812~814, 1977

Ovary, Z.: Immediate reactions in the skin

- of experimental animals provoked by antibody

—antigen interaction. Progr. Allergy 5 : 459
~508, 1958

Boypen, S.V.: The adsorption of proteins on
erythrocytes treated with tannic acid and

13)

14)
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16)

17)
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20)
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subsequent hemagglutination by antiprotein
sera. J. Exp. Med. 93:107~120, 1951
Amon, R.: Akute Nebenwirkungen basischer
antibiotica durch Histamine-Freisetung. Ar-
zneimit. Forsch., 12 : 887~890, 1962
TR, e RE, B, AN, 2)2
Pg— : Histamine Mt 4 7 o0 2k ¥ f 09 WF9E % o
Jap. J. Antibiotics 22 : 8~13, 1969

COHEN, L. S.; J. H. WECHSLER, J.H. MITCHELL
& G.GLICK : Depression of cardiac function
by streptomycin and other antimicrobial
agents. Am. J. Cardial. 26 : 505~511, 1970
ADAMS, H. R.: Direct myocardial depressant
effects of gentamicin. Eur. J. Pharmacol.
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ADAMS, H.R. & L.R.DURRETT : Gentamicin
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28 [ B R(LERLEFEQRBE, PR v KOV
41, KW-1070 #&k#, 1980

WA N, HIIERE, BB R: H 7 ARG
RbiemE KW-1062 o —MIHBIEH, Jap. .
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RE W, $FHELR, BRA¥— RBREZES, JE
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PHARMACOLOGICAL STUDIES ON KW-1070 (PART 2)
EFFECTS OF KW-1070 ON CARDIOVASCULAR, SMOOTH
MUSCULAR AND URINARY EXCRETORY SYSTEMS

Kenyt Oumori, Hipee Isui, SapayosHl YAMANAMI,
Tatsuyuki Hiravyama, Katsuicur Suuto and
HirorutO0 MARUMO
Pharmaceuticals Research Laboratory, Kyowa Hakko Kogyo, Co., Ltd.

The pharmacodynamic actions of KW-1070 were studied in comparison with those of kanamycin
(KM) and ribostamycin (RSM). The following results were obtained.

1. Blood pressure, respiratory rate and heart rate decreased after intraveneous administration of
large doses of KW-1070, KM and RSM in anesthetized dogs, rabbits and cats.

2. Like KM and RSM, KW-1070 caused slight vasodilation in hind-leg of anesthetized dogs.

3. Contractile force and heart rate of isolated guinea-pig atria and heart were decreased by KW-
1070, KM and RSM.

4. Like KM and RSM, KW-1070 reduced the muscular tonus and amplitude of spontaneous contr-
action in isolated rabbit intestine and rat uterus, and also suppressed the contractile responses to
acetylcholine, nicotine, serotonin, BaCl, and noradrenaline in isolated guinea-pig ileum, trachea and
produce vas deferens.

5. Amounts of urine and Na* excretion were slightly decreased by KW-1070.

6. In the guinea-pig, rat and four mice strains test, multiple injections of KW-1070 failed to
the antibodies of either class of IgG or IgE.

From these results, it was concluded that the effects of KW-1070 on cardiovascular, smooth mus-
cular and urinary excretory system were slight and nonspecific, similar to those of KM and RSM.



