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Aminoglycoside R¥4EWE: KW-1062 1= B3 % KE 2B

&FE1#

— R IREEFD

R - THBT BOoXEH REFERE
RERFEFMEEELE

KW-1062 i 1971 £HABBIREIER T RRAD &
7% Aminoglycoside REFLEWECH Y, Micromo-
nospora sagamiensis | & » CEEZh, {LEEENT
1% Gentamicin ¥l L, Gentamicin C;; @ 6'N &
methyl EABAIhbDTHD L METR T3,
FOHE A7 b 7 Ao Aminoglycoside R¥L4Y
HeRALEHETH Y, HFeRRE, 2VEES 7 4
BHECLECHE IR LD T 228 ET%, &
ZHT, EOERERADS b, AtBH (LDy) <V
AL 244.5mg/kg (im) ¥ X O 74.7 mg/kg (iv) Ix
LU 7 » F it 683.5mg/kg (im) ¥ X ot 111. 5mg/
kg (iv) eEEhTRD, i, BEHEHECONTD
63mg/kg LiL6» AdMBELECLY, 1, 2 IRCEE
NAEDHDbRLEEHEINR T 5,

AEH 1L KW-1062 AFOWL % 27D T, LT
FO—BEBEALREFL, fiio Aminoglycoside /i
4 #’H Gentamicin 7¢ 239 » L 7o,

I. £ B # #

1. 5B : AE 2.2 kg BIROBEHEME Y ¥,
fE 300g FiEk o EEHMELE Y b, {FE 180g
WOIEREHEY, BRITR (F 16~19 A) S IO
HWHEYE Wistar %7 o Feb U E 20g FikORE
HeYE dd R~ v AW,

2. Iy : KW-1062 (0-2-amino-6-(methyla-
mino)-2,3,4,6-tetradeoxy-a-D-erythrohexopyranosyl
-(1—4)-0-[3-deoxy-4-C-methyl-3-(methylamino)-S-
L-arabinopyranosyl-(1—6)]-2-deoxy-D-streptamine)
(i #nE8E%), Atropine sulfate (At) (ExU{bpk), His-
tamine dihydrochloride (Hist) (F1J#fi%g), Acetyl-
choline chloride (Ach) (#—%i3#), Adrenaline hy-
drochloride (Ad) (=43t), Barium chloride (BaCl,)
(A% 3), Pentobarbital sodium (k H 7 & 3K),
Procaine hydrochloride (%5 —#%{3%), Ethylether ($k
#hi3E, 4%4%), Pentetrazol (=3%), Gentamicin sulfate
(35%7%%), Neostigmine methylsulfate (JEEF3%) ¥ X
® d-Tubocurarine chloride (FE) #ZhZh{#EHD
BE, AKX, RERCHEREIBBRE LTERC
B\l Frds KW-1062 13 i CHFR Lico

II. 8 8 5 &

1. EEBRCRETHE

i) BREs XOMECsHT51EH : 4E 2.0~2.5kg
DEEH M Y -5 % F \», Pentobarbital sodium 30
mg/kg (iv) THKEME, TMCEEL, KBCh=.-—
VEFBAL, BB ¥y 277y 7 (HANXE MTR-2TI)
AL, bR, GREFRC) = . —VERBAL,
MELF VAL —%— (BAXKE MPu-0.5) AL,
SREREREHERE (BANRE RM-45) ikt L TP
Bt LM RRFEE Lo HRBITKIBEIRYD 2
=.—=VERLT, FAELT 0.5ml #»BxkvX5
CHEAL, BEbAREK 0.5ml #HEA LK,

ii) fer ey POBCKTAIER ¢ AE250~300
g OEFREMEEL Ty PRV, EHEC UiesbLEE,
AE{EY, ELREAFA (95% 0:+5% CO,) % fufn
Xi- 30°C @ TYRODE ¥ %75 L7 MAGNUS i &
EL, tOHEEESY FD ¥y 27 » 7 (BAKE SB-
IT) AL TEHF L1

iii) LERCKTHIEH : 4E 2.0~2.5kg O @&
HEME Y ¥R EMCERE L, BoREE - BCER
wEA Lico EMIEBIROLEHL, TOB®RIT 1
ml Xzl O Lo EMBEAEEND 158, 30
o, 458 14, 1.54, 24, 34, 44, 54, 74
F IV 10 FEOLER (FELFEH) ¥AXLELEH
(MC-11) #H\WCEL, EFHEMioLh & HEL
oo

iv) MECXT 5760 : v FEROEEREY
KRAWKOW-PISSEMSKI £ X b, HEWREKO 1 5MHiiH
WEABE Lo EMIBIRCHBA LY = o — VIRIE
W AR, BEIOEERMAL XS RER LMD,
0.5ml #HEAL, EHBREZEAROZHTERLYE,
v ¥ F RIS E BT SOUDI DFEI Lichivy, #i
H=,329 — ATHREBL TR WIEE Y FOEFICIE
YW 0.1ml 2 FHRCEHL, BELEhHb » L H 37°C
B ic 1% Trypan blue A (LOCKE ¥ “C % fig) ©
4ml/kg 2EHR»LEHL, EEHOEFREBHAE
¥ LU 30 SkoaRERREY, BHOERE LI
AWHEL, BEYEIEHBETERL, ¥RELT,
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LOCKE ¥, Hist 10 #g 3 X 08 Ach 1 ug % B\ i,

2. PHBHCRIETVE,

i) WHEBECHTS A FE 2.0~2.5kg DfF
B F R BUNFICEBE L, BIEHHEO/NMER
#E DL, BRA Y TYRODE ¥ TRifktk, KB
HFELicbOD/Ni%, MAGNUS R X b, BAEF A (95
% 0,+5% CO,) %#AF1L7z 37°C o TYRODE ¥Hic
BEL, FOHBEBS® 7 IV —=9 7T VARD,
—%— (AAXE TD-111S5) #H L CEHF LI, #E
250~300g DEEMHMELE y P OFEHER C 2T
%, LERABEOFHEHIC LY, MAGNUS (i X b, ZoD
B%EY FD ¥y 277 » 7 (BAXRE SB-IT) # A+ L
TR Lo

i) FHEKEmHCRTA1ER : (AE 250~300g D
BiEEELEy P OLKE LRI L, RINGER W THS
Yeoteth, RODHH L TE B7THKE, CASTILLO &
DFER LI WEEBEEEAY {F H, MAGNUS EiC
b, BEFA (95% 0.+5% CO,) % fafiLic 37°C
@ RINGER HILBEL, LTOHFEEX T4V I—=y
7P VARY =%~ (AFEKE TD-111S) # AL T
EE&L?‘CO

3. UHFAES XOBECKT 5 HE

BEEE Y ¥FEYEEHCEEL, KW-1062 #4 &
HEARCEMRLT 0.2ml #ERL, 15HILEAZR
feth, RODOEREF—ETRIWE D, 156 5/ 1 5
ReABERSR TOBEOTME X REOFELHLE
Lo ¥, WBRELTEREKE X O Procaine 5
102g/ml & A\ io

4. FRERS D ONCREARSEEIER

= — F VKRB OB EIINERK 3.5 OLHkffEFF A
-, HBOMUD1HMEE (95% 0:+5% CO,)
5 XAALTEHIT, 1.2ml @ Ethylether % A h T&K
b&e (75% ZEKCHY), ~v AR AN TKREEAR
MEHEL, 1058~y A2 L, ERRYE

BEL L TEEREYAE LI,

Pentobarbital E[RDBFEEIL~ Y ACEY E TS 30
3441 Pentobarbital 50 mg/kg % EHEHNEEL, FMH
R&taiRE L UCERR R 2 8E Ul

5 BPULWRHACKRISTRE

<=7 AEY Y ERAES 30 4% Pentetrazol 100
mg/kg R TEHL, TURADHEBL T % ¥ TORMH
BIOEBYHE L,

6. T o BB A

BRLLEHT v b L) BREMREGEARZIERL,
KBERPCHEL, B IOMECKN LFEE 0.Lcps,
S ANE 1~2msec, BE 10~40V OLHETHEERE
S[HME ML, BEIN3HOBMLYERK LR e
o

7. SEDATIVE-ATAXIC SCORE

KOUZMANOFF & D JF W #EHL L 72 0.95cm DJE
T 39.4cm DEIDOKOELYEBRLC YT, YV A%
EnbEAIR, OOWT 45cm M DLEY 45° ©
HEs, FOERTYARE T, LORBEND Table
1 DX 57 score ZHEL, HIREDOIRELE L,

8. RAPBMEOHHES ICRFRCRIESTEE

T 130~140 g DMk Wistar %5 v PRy —
CHEDLMHLD 3~4 HHFEEL, RE BIE—EL
#21%, KW-1062 ¢ 100, 200, 500 mg/kg %# 1 H 1@ 7
HE#®RE Lo EDOUE S XOEROHRBULEH—E
DEEFNCIT, RBRCEH OFHRCOWT, S7AF
4y 2A (Amesfh) IV VvV y b “U” (B¥E
Beggbd) A, oH, S P Uk, BAHE, ¥m, rt
VERBIOUYREY) ) —FUEREERTHIE L, %
fo, BRER L7cER % 50~500 f575R L CEBEEST (B
3z FDF-I) # AT Na s XOKDBERHIE L.

III. = 8B R #&
1. EERCRETES
i) v IRkl XOUECKT A ER

Table1 SEDATIVE-ATAXIC SCORE

Score pc?saiISiIZn Activity on vertical pole Activity on inclined screen
0 No Grasps pole and walks down Moves actively on screen
1 No Grasps pole and slides down Moves actively on screen
2 No Grasps pole and slides down Cannot move at all or only sluggishly
3 No Cannot grasp pole Cannot move at all or only sluggishly
4 No Cannot grasp pole Cannot hold on to screen
5 Yes Cannot grasp pole Cannot hold on to screen

Verical wooden pole 39.4 cm high and 0.95cm thick

Inclined screen (wire-mesh screen) tilted at an angle of 45° to the horizontal plane.

(according to KOUZMANOFF et al.,, 1958)
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Fig. 1 Effect of KW-1062 on blood pressure and respiration of the rabbit

Respiration Respiration
T r——
mmHg Blood pressure Blood pressure
140W
100!

60 T T
KW-1062 5mg/kg KW-1062 20mg/kg 2 min
T T T e e

Respiration

Respiration
L i “L!*J,;;; AN A
mmHg Blood pressure

Blood pressure
140y

wow W

KW 1062 10 mg /k

KwW 1062 50mg/kg

Fig. 2 Effect of KW-1062 on blood pressure of the rabbit
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Fig. 3 Effect of KW-1062 on blood pressure and respiration of the rabbit (sensitivity to
Acetylcholine)
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Fig. 4 Effect of KW-1062 on blood pressure and respiration of the rabbit (sensitivity to

Adrenaline)
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a. HiJh{EH : Pentobarbital 30 mg/kg (iv) TR
Lie v 9 ¥ KBEIR 2 5 KW-1062 o 0.1~50 mg/
kg A LcBEO MEDHERIL, Fig. 1, 2 @R 3 X5
1, 0.1~5mg/kg TIRMEITIZEAEELIZADR
7oAy, 10 mg/kg ¢ix 4 mmHg, 20 mg/kg Tl 11
mmHg %5 X% 50 mg/kg T3 17mmHg FEL, =
D X5 Tl FE R A8 TR A mIE L,
PRI R L Cik 50 mg/kg TREEEINEI L i,

b. Ach % X0 Ad BZMHCTUE T2« Ach 1ug/
kg X0 Ad 2 ug/kg #HHE > Pentobarbital R
vHFOMEOHEL, Fig. 2,3, 4 @3 X 5 K,
Ach it 36 mmHg FT#L, Ad <% 33 mmHg |7
L2y, KW-1062 o 10 mg/kg §i4LE X b Ach ¥
IO Ad EEZMIRIZEAEEL T R DL 5
"fu_o

c. Atropine Fi4LIE 35 X OVR (Il 1hiE Ul o 28
At 2mg/kg & REEHIR DAL TMER—E £ 78 -
7o, KW-1062 o 20 mg/kg %35 &, Fig 2,5
WRT Xow, 12mmHg TREEL, MREILR—RET
B oteo Eie, FIREERRE A G L T EN—E & e
> TBKW-1062 » 20 mg/kg #%f3+% & 13mmHg
TREL, WROIEFE—RETH -

b X 5w KW-1062 i3 v 4 ¥ fF% 10 mg/kg L)
ETTRESR, 20 X5 lFAE At ORTLE LT HlE
EMEOUIMNC X o THIREAEHEL T, T,
Ach % Ad x5 RGHC S B8R 5 2 I h - Foo

i) vy FLEMCTAERA

KW-1062 o 1~100 mg/kg 4 F I O HEFREE Y - 30
BX (FUFHEH) 2, Fig 6 Wik, 50mg/kg
DToRE#ERATIEE > 8L 5 2 Isd 57 100
mg/kg BHAMITH B X O, PQ RFE QRS
HRCIZIZE A EB A DR, HAK15 XD
HPRCHBIRAHEERL, 3 5Bz EE L,

o ! stop

iii) L E Y DOBRATAER
KW-1062 & 10-7~5x10-*g/ml TYRODE ¥ i Ji I
DT LTy FOEOHERES (RiFS X OHER)

Fig. 5 Effect of KW-1062 on blood pressure and
respiration of the rabbit (atropinization
and vagotomy)
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Fig. 6 Effect of KW-1062 on ECG of the rabbit
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PLED X 5w KW-1062 i3fEitie v o b0 BFC %
L, 5x107°g/ml Ll EO§RECZ o HEEB) 2 HH L,
At DORTUER X o THEL 5 Fied 5 i,

iv) MECx$5HE

a. ¥y FEBMASRE K& « KW-1062 o 1076
~2x107! g/ml Locke ¥ ARED 11 v ¥ F Hig i
Wi (1R 1%, Fig. 9 wiR3 X 9w, MM 47
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Fig. 7 Effect of KW-1062 on the isolated atrium

of the guinea pig
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Fig. 8 Effect of KW-1062 on the isolated atrium of the guinea pig (pretreated with

Atropine)
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Fig. 10 Effect of KW-1062 on permeability of
rabbit skin vessels
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— Time

/e L, 1078~1071 g/ml FEH G 47~48 /5 TH
D, BEAEEIA, 2x1071g/ml FEFTIE 4
BHTHy, bIriFREOEAEZ LD L, £
DOREDRREFE(LIT 1 428 peak TH Y, 2 HHCITEE
Lo

b. V¥ ¥FEEMEEENE: KW-10620 1~1,000 ug
LOoCKE @A D ERE A%, % B & L T LOCKE
W, Xbic, Hist 10 ug X0 Ach 1ug O Fh it
;Lo

Fig. 10 wrT X5, 1ug HAGI T LOCKE ¥ &
F—BETHH2, 10 g BHATIEBETTEL, 100
pg VIO 1,000 pug FHAG TIXITHEL, Ach 1lug ©
%h(': @ﬂfgfﬁ ')TCo

2. FEHCRIETHE

i) WHEBECT5ER

a. BP{EA:

1) FEHEvyFEe  KW-1062 ¢ 10-7~10-3g/ml
TYRODE ¥ @M © i v FBE D0 BENES) (R
FXOHRE)E, Fig 11 ©iRd X5, 5Xx107%g/ml
UToREFRATIHEEECIZIEA LEEY 5L Ik
WwAS, 107 g/ml DB BECIRBECIEHALCH
BEBOMHEIN A SR, 1078 g/ml Tk HERERAE L
Lichs, BBRERET Lot 20 X 5 fEAR
TYRODE ¥ CHMET % & LT EE Lo

Fig. 11 Effect of KW-1062 on the isolated in-
testine of the rabbit

10’I

Fig. 12 Effect of KW-1062 on the isolated in-
testine of the guinea pig

g/mlTyrode
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1min
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1 T
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) 1 )
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v) WHELE, FIBEE  KW-1062 @ 10-7~10-3
g/ml TYRODE @ADL v Ty I H O 5 T
iy, Fig 12 R+ X 5w, 10%g/ml LI FOEES
RABICRELL A, 107 g/ml Ll EOREHH G T
i, BECRIELAL CHEREOETAAR LD LR,
DX 5 ifEHIz TYRODE ¥CUeieT % &Eercm
B,

b. 1, 2 EWLoPAfER : Fig 13 KiRT X5,
Hist 2x108g/ml X A fgHHier 2y M BAYREL

Fig. 13 Effect of KW-1062 on the isolated intestine of the guinea pig (combination with

Histamine)
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Fig. 14 Effect of KW-1062 on the isolated intestine of the guinea pig (combination with

Acetylcholine)
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Fig. 16 Effect of KW-1062 on the isolated intestine of the rabbit (combination with

Barium chloride)
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Fig. 15 Effect of KW-1062 on the isolated in-
testine of the guinea pig (combination
with Acetylcholine)
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e, KW-1062 o 5x107* ¥ X Ut 10-3 g/ml
LB X b, BECIZEHA LT Shic, Fig.14,
15 TR X 51, Ach 107 X0t 108 g/ml & X %
Fierey VBFEVHRE LS F B 1, KW-1062 ©
104~10"% g/ml DHINER L b, BETIITHEA L <
WH S hi, Y+ FEEex3 % BaCl, 107° g/ml
DR EB TR, Figl6 @ R®T X 5k, KW-
1062 107* ¥ X O 5x107* g/ml DFAE i© X b BEHN
H&hite,

P EoD X 5w KW-1062 125 v 9 ¥ 58 © B &S
ZIHL, FHErEy FBEOHRERXET LI 2
¥i2 1, 2 EroptA T, ¥ Hist fEAH, 31 Ach
fER %S XU BaCly fEAM AR BRI,

i) MHELr 2y PREHCIISTHE

) aCl, T BaCl,
10 ‘g/ml - g/m1 Tyrode

t7 T

Tyrode Tyrode
5X10"*g/ml107°g/ml

Fig. 17 Effetc of KW-1062 on the isolated tra-
chea of the guinea pig

1min
T e .
10-5 g/ml Ringer 107" g/ml Ringer
l min T T T 1 T L] L} L)
1 _ 1 1
5x10-¢ g/ml Ringer 107% g/ml Ringer

KW-1062 » 10-7~10-3 g/ml RINGER ¥ Fils D,
Herey P REGRER, Fig 17T 2R/ T X5 K,
10-% g/ml LAF 0 BEFEA G TIXEEIAR LRI,
104 g/ml L EOREHAA T, BECRISHALT
BREOETN AL, =0 X 5 iefEfHiL RINGER ¥
TS D L ERLWEE Lo

iii) #H 7 » P FERCRIETHE

KW-1062 © 10-7~107* g/ml RINGER-LOCKE ¥ &
FIR O Z » P FE GEER XOER) HERER (R
BRI OMEE) 13, Fig. 18 kRt X5, JEETFE
Tk 1078 g/ml AT OREFAFICIREBE IR,
2x10°% g/ml L EOREFHAF TIXIRIES X O HRE
I Xh, 107t g/ml T EEERREE L, 1TE
FEOHAIE, Fig. 19 LT X5k 108g/ml L)
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TOREHHAITIREALFEIR LW 2, 2X1076
g/ml Ll - PR A C B BRER SIS X h, 2X
105 g/ml TifEE Lo S DX 5 7c {F ik RINGER-
LOCKE ¥ CikfE3 % L mif Lico

3. vy FMAE X OB A ER

KW-1062 o 107~10""' g/ml A fr#fiK % 1 5[
B X OEBICIER @B, ARG RREEE LT, R
PRI ER A LD BT, RS, Fifc s o
FIBIER IR LA ERED LRI 5T,

4. FREES D OV RER ST

i) =—F VIHEE

< w Al KW-1062 o 100 mg/kg % i FES L8
A, WEEEARRIIZ & A EXBREE ST, IREEbE
MR, Table 2 wR3 X 51c, *MEEA 292 Biext L
KW-1062 J:44RH% 288 BCThH b, FEHEHRIEH A2 L
e oo

ii) Pentobarbital [EfR

< w21 KW-1062 o 100 mg/kg LTS L 72 8
4, Pentobarbital i X % fEREGRTZ, Table 2 1o/R3
X o, WIREEN 93.8 S THAHD X L, KW-1062
FESBEL 92.7 4 ThH Y, MERIFFNCHEE LI 5T,

5. WA RIET S

v w Ak KW-1062 o 100 mg/kg # JEIEHNES Lic

Fig. 18 Effect of KW-1062 on the isolated ute-
rus of the rat

M D

10 °g/ml nger -Locke 2><10 g/mlnger -Locke

30 SeC rpipripsporppp o et

W S

5X10° g/ml nger Locke 10 ‘g/ml nger -Locke

Table 2 Effect of KW-1062 on Ether anesthesia
and Pentobarbltal sleep in mice

Comrolh _ KW-1062

1100 mg/kg sc
Ether anesthesia zggi(%)‘i i 32?%54
Pentobarbital sleep | 9§r;i{i1i(112i)g } 9?n1'7n+(1141)3

Table 3 Effect of KW-1062 on Pentetrazol con-
vulsions in mice

| KWwW-1062
- Controlﬁ 100 mg/kg ip
| Onset Rate | Onset Rate

Pentetrazol ‘ . . . ,777
convulsions | 5.2min  6/6 | 6.8min 6/6

4, Table 3 1257 X 51C Pentetrazol I X 517\ i
AFEBRERIE, SBEEL IR EAEELT, £AMNAHT
WHAMNTREL L, Pentetrazol I\~ A% UL EZhE
R 5T,

6. HRCIIETRE

i) 7 o b RSB h R A

KW-1062 o 10-5~5x 10~* g/ml TYRODE ¥ i il
W Z v b BRI R B A o B SR X B AIE I
Fig. 20 R+ X5, 107t g/ml LIF o #EE#H #<
BT E A EREI I, 5X 107 g/ml 3§l CrL b
RO X B IUE I S hte,

ii) SEDATIVE-ATAXIC SCORE

Fig. 20 Effect of KW-1062 on phrenic nerve-
diaphragm preparation of the rat (indirect
stimulation)

107° g/ml

10 * g/ml 5X10 *g/ml Tyrode

Fig. 19 Effect of KW-1062 on the isolated uterus of the pregnant rat

30 sect———t——+—+—t+—+—++++++1

LINNL I R A (N (R D B H BN N SR B B B

I L )

bl MMMMMMW MMUM

10°° g/ml nger -Locke

2/<10

ml ng(r -Locke 2Xx10°° g/ml

Ringer -Locke
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Fig. 21 SEDATIVE-ATAXIC SCORE in mice
injected KW-1062 (sc)

x—x 295.0mg/kg
a—a 257.6
ov—o0 225.0

\\0-—-0 196.65

Score
[2%) LS
T T

Time (min)

a. WHEA : =v A KW-1062 o % oy B &
(171.75~295.0mg/kg) % e FHEH L, FEFHC
SEDATIVE-ATAXIC SCORE #% JlsE L7, SCORE o
RERZE Y, Fig 21 WiRT X5, EPROBINC
Lich W33+ % SCORE 4, %< 7t b, peak (X 20~25
FEHY, BEAENTRHLUNCERE L £,
SCORE 3 #Hh&EEfiME L LT, EDs itH T2 &
198. 4 mg/kg &g 57co

Table 4 Combined effect of d-Tubocurarine and
KW-1062 on skeletal muscle

d-Tubocu- | ‘ '
varine 0 | O2me/ke

|
KW-1062 Jdeath paralysis*%de_ax?h paralysis*

0 t - - 0% 0y
25mg/kg | 0% 0% | 0% 0%
100 mg/kg ‘ 0% 0% ! 36% 55%
* score 3 according to the method of KOUZMANO-
FF, et al.
Table 5 Effect of Neostigmine on paralytic
action of KW-1062
l death pai-alysis*
KW-1062 580 mg/kg 509 1009
KW-1062 580 mg/kg
+Neostigmine 0.5 mg/kg 38% 88%

* score 3 accodding to the method of KOUZMANO-

FF, et al.

b. d-Tubocurarine t @ #fH{EH : d-Tubocurarine
0.2mg/kg (B BREOCHMELETLE) & 5480
BRI 5 4%, KW-1062 o 25 %5 X 7% 100 mg/kg:

Table 6 Urinary excretion of electrolytes and urinary findings in the rat applied
subcutaneously KW-1062 once a day for 7 days.

dose before after - maximum level* after

(mg/kg) 1day decrease increase (3 days)

0 | 888 +0.650 8.33 — 1.80 (7) 9.45

12.5 | 10.22 +£1.145 11.70 0.62 (4) 3.62 (6) 10.77

(Xf}él;;,‘)’ 25 8.98 +0.891 8.12 0.86 (1) 7.50 (6) 15.00
50 | 10.63 +0.763 11.13 — 8.67 (5) 19.80

100 7.01 +0.503 5.45 1.56 (1) 6.39 (7) 11.10
0 1.071£0. 0817 1.038 0.033 (1) 0.167 7) |  1.164
i 12.5 | 1.021+0.1224 1.234 0.137 (7) 0.213 (1) | 0.934
(Iﬁ%‘;‘/‘é’;‘y) 25 1.027£0. 0772 0. 838 0.205 (5) 0.035 (3) |  1.077
50 1.104-£0. 0908 0.949 0.242 (3) 0.162 (7) | 1175
100 0.853+0. 0644 0.472 0.461 (5) 0.137 7) |  0.942
0 2.302:£0. 1980 2.071 0.231 (1) 0.289 (7) 2.815
) 12.5 | 2.752:+0.1890 3.362 0.069 (7) 0.948 (3) 2.980
fggg;&;ry‘; 25 2.36310. 2512 2.217 0.428 (5) — 2.885
50 2.124:£0. 4475 2.344 0.091 (4) 0.614 (7) 2. 689
100 1.781:£0. 1120 1.398 0.383 (1) 0.480 (7) 1.728

urinary findings : pH 6.0~7.0
protein 10~20 mg/100 ml
ketone body 0~5 mg/ml

parenthesis.

glucose negative

occult blood negtive
urobilinogen negative
* maximum levels are indicated during the drug administration,

as well as that applied time in



1860
CHEM
(LDso D9 1/20 38 X V* 1/5) OTHERAPY
5) * K1

Fe ik THHL, SEPT. 19
,raﬂg.% *;‘Jﬁ Lo Table 4 /it X 54 dSCORE “ * 7

rine § R z, d-Tubocu- ] w . e
o %zg;qfﬁm 1t KW-1062 © 25 35 L O¢ looocu X883 3 L -
e ERECIIET AR L O ER L mg/ =] N w Sa- - § i‘(é % é é 7;
ki;ﬁg;ﬁ%mjmi KW-1062 o 25m /kyﬁmif‘c ~§---F P R
’ 13 B \s g/kg D HEWT ol TeTmTT e SN
mg/kg (D%A“ iiﬁﬁﬁéﬁ%: L&b?ﬁnifm,o,»-fﬂ ‘i . ;’F"’"‘Tf e T
) ACITET- R 36% 3 ; A3, 100 g 2ss S T = o
T 55% Licb % ¥ XOWIRE % L) 8 8SRR2RX S

¢. Neostigmi y HEDLPIIRDRE A L&D 'g‘ ¢ 9 - -

m ol - —

mg/kg % 5;&1116 & o $EBE B : Neostigmine 005 ry 2 2 T %
mgk AT RERS P9 1T BB, KW-1 R g g .

g/kg (LDgy kL b , KW-1062 o 580 2228 L 3L %
B HEL, R b ) %ML, SCORE% | § 2] 2292 2
5 iz, KW—106’2 t%&’\%%‘-‘-ﬁ L'/)\:o Table 5 V:./:J:"j" g — — —>
43 509 » 580 mg/kg HphEE I T e ,

% ThHY, R Sk EER g i ,
Neostigmine 0.5m BRI 1007 TH o eht 9 RS S vy 5 il
<HY ﬁj‘jﬁﬁ; g/kg HHTMET B LIETRIX -1t RRX=R=" 55 &% !

' = 389 =2 o = |
B i HEERIL 8% &b 8% ¢ <] - £ o o N !

LT , BEOWRHA 2 g - = § o |

7- 5 v I‘ ﬁiE < ‘g lI° lS

» RE, RAE RS 727 e

) N o — - 5

AR ey | ILALEFELE 3

& 130~ SIE | G

I itpag;mg DHeME Wistar %5 » b % 15 B e o e e ?g‘

T 1@%%3;0 KW-1062 o 12.5~100 m /ksv—c § @ 55 S 8

BIOT METICHERA Licd D2 T gkgr & 9 |° 28 = T . L & &, 5

: VG, ) To=

R Zﬁﬁﬁmﬁ@ﬁi@ﬂ‘ﬂ: RE .1E1ﬁﬁﬁﬁ g " g PR S sg &

B 7 B OV R TF BLIE oL T;@ﬁikluﬁgqg% §| | E-—— e~ » -

1 (8] 3 CTRET LT 8| .8 = - § - - 2

‘ BRETE, AEiL KW- Ay Lo 8| & | & -z

9.0g L, *HREE 1062 3 | & T 5.7 BlElw o » 29 8 ) ?—‘E

, K M~ o w « w» !

%~ Table 6 1T D 7.3g OHEER—RET 'g £ =R=A ;ﬁ =< ; S5 b ¢ 2

N ’ . ~11. - — — — nd

Na B 0. 472~1. 234 mEq/da 70ml, f & 2 S - o 5

HEi-EY 1. 398~3. 362 g/day % IO K & S T ~i

—— .362mEq/day TH b, Xt "o le g = S - W o

HIE B, 100 mg/kg & , BRI S| — 1B § X < S Tc.s + 298

ARCLFh L WA & e CH S xx 3

Tabl Ol —_— — - —> o [\ :

I e 7 General pharmacology of KW » ,8 «— — — N g

n M 0 E ~ E E E — — — -

Blood pressure (rabbit) EP; & g & téo w &  E E EE B
Respiration i fallen 10 N 5 W ww w5y
(rabbit) inhibi mg/kg R
Heart ECG (rabbit) bm ibited 50 mg kg B *g S
isolated : . radycardia| 1 — — e
Veseel oe f(gu.mea pig) inhibited |5 (;O:‘g/kg 0 3 i
perfusion (rabbit) | no effe X 1075 g/ml " 23
. fermeablhty (rabbit) stimul Ctd 2x107' g/ml Y ) K
ntesti i ate —~ -~ ~ =3 <
iS()lallnedlsolated (rabbit) | inhibited 10 ug = ) E A = s & g
Jsclated (guinea pig) | inkitd 107 g/ml 5 _s:33 % 248 iz
rachea isolated ibited 104 g/ml & 8 E - 8 & ﬁ a2 B ?,3 e il

(guinea pig) inhidi 0’3—0'.5,,0;:\‘.‘/—:: s 28§58

Uterus i inhidited 10— 5 EE% 8 2 = g o & g8
: 1s isolated (rat) Chibited g/ml 2 g ; EE 2= = 'a 273 ? &g
is e - = & 35 &

N olated (pregnant rat) | inhibi 2x 1070 g/ml % £ 8 T3 §. s _ 2 S > ?%
euromuscular junction ited |2x10-¢g/ml o 2 e 5§ g 9 T o= 9o -

isolated (rat) inhibi e e 533 s £ Z 5 293 2o
nhibited |5x10~*g/ B Z 8 & g 9 S g < 2=
g/ml = 2 .E A E g 8|3 S
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DA% LD LI MREBRRERAb R ol —
7, 7BEEAE T, BAEOBERIINRIT 49.3¢
#inLizowext L, KW-1062 gHEEECI 12.5 mg/kg
3 A ® — 45.0g, 25 mg/kg AR — 40.3g, 50 mg/
kg WM — 40.5g 3 X0t 100 mg/kg AR —31.7
g Thh, 100 mg/kg FHHARTHERM 2 AWH Shic
B BRE L ORI ER IREIX LD o 1o

Wi Table 6 Rz X5, 7 HECTO®EIL, RE
BT 1.80ml wxt L, KW-1062 FHEETIE (—)
1.56~8.67ml TH b, HNTHMHEA & R L o KF
Na HEftE3 3 BEE T (=) 0.033~0. 167 mEq/day 1@
s L, KW-1062 3 F & <% (—) 0.137~(—) 0.461
mEq/day % X0t 0.035~0.213 mEq/day ¢ % b, 100
mg/kg FHAFTS HHRBEADOEAEEZ LD LIk
SHREEE DI ER EI L bR Ied Tz R K
BirstEEEciz (=) 0.231~0.289 mEq/day i@ %L,
KW-1062 @R TI (—) 0.069~(—) 0. 428 mEq/day
X0 0.48~0.948 mEq/day TH b, MBEAC B
WinoBE xR LAch, HEE OMCBERITR - le—
¥, RFETi3, pH:6.0~7.0, Z&EH : 10~20 mg/dl,
¥ b v{E: 0~5mg/dl LONHE, Wilk X0V RY
Y/ —FVizEThh, EEE X0 KW-1062 34
HORCEZAL RIS T,

IV. 8ERLUVELTY

Aminoglycoside RFiEHEDO—>T H5H KW-1062
O—EERBEREPOKREL, LRoB#EE o

KW-1062 fEf & =B/ MEAE (MED) 13, Table
7RLDT LS, HEMOERTIE, YHFOELXT
f# (10 mg/kg), MREHH (50 mg/kg), vHFLE
M G U7HE) TRk (100 mg/kg) ¥ X OB MmE
FHBrEITHE (10 2g) Lico

wie, e LT, HmHerey bOEEE
# (6x107° g/ml), FHH v HFHR M B & F &/ <
(2x107' g/ml), HEH Y FIGE & MH (1074 g/ml),
FiErv ey PBERIG (10 g/ml), HHELrE
P EEH R (107t g/ml), FFHIEET » P FERW
# (2x1075g/ml) B IOHHITIRS » + T & 2 M H
(2x10-8 g/ml) Ltco

P ED X 57 KW-1062 D 5 b, {BERECKT
BIERRME TR X ODEIEERAAA SR, mET
WAL Atropine BiALE B %\ L F KR HRESIHNC
I hEEIhT, Ach XU Ad I X 3 5 RS2 M0t
L KW-1062 (3 8% b 2 1o o oo LEEMHIER
Atropine DRAEIC X L Ihith oo D EIT,
SERCR T AEBIRELEE, SENHS X OTFEDH
fERMN R DRI, i, 1, 2 WL OBRIER T,

#i Ach, #; Hist 3 X O BaCl, fEf»t KW-1062 0
RECIIFHALTHLEDOR, ChbhOERAR XY
%@ MED % Gentamicin 7t @ Aminoglycoside %
FAMED LR L #eT5 e, Table8 IRt X5
z, fERIE LA ER—TH », MED X Gentamicin
LRA—BETH -

wic, KW-1062 i flk7s b O RERR A IE X%
Lo b, Pentetrazol FUWh AWK S5 BHEME %
LB I7eh o1

BRI 5 Aminoglycoside SRFT4EME O RN
BEAMENERC O VLTS OBREND B, FEH
L OB TR 7 » + BRBEAEHEAR 2 KW-1062
D 5x107* g/ml CRIFERIBC X HIESAIE S h, <
v 2% F\» SEDATIVE-ATAXIC SCORE %358 & L
THEEHKRE% 3 EDs 134y 200 mg/kg L&
HXhic, XbIC, d-Tubocurarine & DIFNIERHE
BiCH» b, Neostigmine X WBREEI XL 5 D T,
Curare BEDFIMEER OB 5 Z L5 vdibhico 2D
X 57 KW-1062 DO HHEEA X Gentamicin o %419
LEBEFABETH T

KW-1062 » 12.5~100mg/kg % 1@l ¥ XO°7 HH
BWHZ vy rOKE, KE, KF Na 8IOKPEEER,
HONIRFTRIL, 100 mg/kg AR CHEH IO,
R Na Et-B OB DA% Ld Uil ic ko fRaE
L OB EZREDB R oo
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PHARMACOLOGICAL STUDIES ON KW-1062, AN
AMINOGLYCOSIDE ANTIBIOTIC
I. GENERAL PHARMACOLOGY

Yasumitsu YaMaNaka, SHizuko Kono, Hipekr TaTeisHI
and HArRUE ARraTANI

Department of Pharmacology, Hiroshima University, School of Medicine

Hiroshima, Japan

The pharmacological actions of KW-1062, a new aminoglycoside antibiotic, were investigated..
Summary of pharmacological actions and minimal effective doses (MED) of KW-1062 was as follows =
fall of blood pressure of the rabbit (10 mg/kg), inhibition of respiration of the rabbit (50 mg/kg),
bradycardia of rabbit ECG (100 mg/kg), inhibiton of isolated guinea pig atrium (5X1075g/ml), sti-
mulation of permeability of rabbit skin vessels (10 #g) and inhibition of isolated rabbit and guinea pig
intestine (107*g/ml), of isolated guinea pig trachea (10%*g/ml), and of isloated nonpregnant and
pregnant rat uteri (2X107% and 2Xx10-%g/ml). No effect on rabbit ear vessels was observed in a
concentration up to 2xX10-! g/ml. The actions and MED were similar to those of gentamicin. In nerve-
muscle preparation of rat diaphragm, contraction by indirect stimulation was inhibited at a concetration
of 5x107*g/ml. EDj, in which moderate paralysis was elicited in mice was calculated as approximately
200 mg/kg (sc). No potentiating effects of KW-1062 on ether anesthesia and Pentobarbital sleep were
observed. KW-1062 did ont protect the Pentetrazol convulsions. The increase in body weight, volume
of urine, urinary excretion of sodium and potassium, and urinary findings in the rat applied KW-
1062 in doses from 12.5 to 100 mg/kg subcutaneously once a day for 7 days were similar to normal values
and those of the control group, except that application of 100 mg/kg showed tendency of inhibition
of body weight increase and decreased excretion of sodium.



