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Aminoglycoside R4 KW-1062 0HiEER

e

i - ARFEE - RIHIERE - AEEX

AR TSR B ST RAT

KW-1062 X Micromonospora sagamiensis var.
nonreducans nov. sp. MK-62 iz * » TEL IR % Ami-
noglycoside Ric B35 FHAENE THH D KWE
i Fig.1 @RS h 3 L¥EHE L H T 5HBE T GM-C,,
D6/-NH, 7 6/'-NHCHg wizn7cd D TH 5, KK
O in vitro ¥ X O in vivo DHE HE @B BT GM
FRBER L LRI LLDOT, TOBREBRET 2,

1. SERMEEREBRHE

1. AREATIENONE

WERRRT R RS X OEIR BRI 2 ABREN
HEDORER, BAREFEREYSRTHIERCEL
THis »toT 0D, Tryptsoya (TS) Broth (=y A
1) T1REHELCERYEROEEAEREL &L Heart
infusion agar(HIA) (3kBf) EicHA&H TEMBERL,
37°C, 18 ByfsE#%, MIC (ug/ml) &Rdl, Indks,
Streptococcus, Cory.diphtheriae WZ-o\Tix, 10% ¥
FFEEEmEm HIA 2B\, ¥i, Neisseria 2oL
Tk G.C. 85t (=9 A4) AV, LIS
oW, BiEEEIe GAM Broth(=y A2 4), HiEH
i GAM XK (= v A4 )%\, Gas Pak #:(BBL)
THE L1

2. RBREPIHEEE

Sta. aureus 209-P, E. coli NIH]JC-2, Ps.aeruginosa
BMH 1 35 X0t Pr.vulgaris ATCC 6897 AR E L
T, FEH DT RIEE RS %4t Brain heart infu-
sion (BHI) broth (Difco) % fB\>, 37°C 20 ByRisE#H %
1R e T ABMAEC X » TSR R A1

3. HEHCk FETHERTFORE

KW-1062 ofiEcss XiE3 55 # pH, EERES

Fig. 1 Chemical structure of KW-1062 and GM

R,
H-R,
N
NN
- - H 2
KW -1062 H NHCH; 0
(C, CHs  NHCH Mr
AN It - HO N
GI\.i(,2 CH: NH, CH.NH CH,
Cia H NH, oH

0-2-amino-6-(2, 3, 4, 6-tetradeoxy-a-D-erythro-hexopyranosy!
-(1-4)-0-(3-deoxy-4-C-methyl-3-(methylamino) - g-L-arabi-
nopyranosyl—(1-6))-2-deoxy-D-streptamine

C,y0H 1 N5O; M. W.463.58

YO MiE DB &% Sta. aureus 209-P,*E. coli NIH]C-2,
Ps. aeruginosa BMH 1, Pr.vulgaris ATCC 6897 %5
BB e LT HIA X FRFREC L H, 37°C 18 B
MssERE, MIC OB X HRETL 7

4. EAKAEE

7T 3 v, FEHNL 3T 1/15M phosphate buffer
(pH7.2) ¥MB L TRV,

(1) 1@z (Sephadex G-25)

Bovine serum albumin (BSA : powder, Frac.v) X
1%, Human serum albumin (HSA : powder Frac.v)
D 25% LF¥H 100 pug/ml % 37°C, 30 7 8 fif X &,
5 MU » buffer T Ffg X Sephadex G-25
column(0.9><30 cm) & apply LT, 5°C F, Fractio-
nation#% 1ml/frac. ‘C{T » %o % Fraction OEER Y
EFBEZ R Lh 280my ORIY, I XV Bioassay
# TR 1o, Bioassay 1%, B.subtilis ATCC 6633 iy
FHWERBEREE LTHERLLY,

(2) FgEiTE

PARE 15ml @ Vial © v 2\, 25% BSA % 3ml
Visking tube (20/32 &) AL =%, #¥ & LT buf-
fer Oml #HV, W, HNRCThThEFBRELHOH
U, 100, 50, 25, 12.5 ug/ml AR LD TE I,
KWTCRIGE (3ml+9ml=12ml) » Volume »Z{LL
WX S CHEAL T b, 5°CHE) T IHHKE
L, P, 5D free OFFBREL FHICER LD, £
DI DIEFIWE % Bioassay Eic X h R, T
$ VEBCIEWREOEFREE Y Control & LTEBKE
REBEH LY,

5. REER

Ps. aeruginosa PS-16 ¥ 113 E.coli NIHJC-2 %
\», BHI broth o 1%EHEWKH REEH T 107° FRL
37°C TIRBE LI S EHAS 107cells/m]l #-C preincu-
bation Utz #E\WTHEFIRFEINL, DIREERC —E &
OB XML, 1815 HIA BFEERBE OEEL
AR EREE LI,

6. RNELEERCHTHRER

(1) HESRERE

FE RS HERE Ps. aeruginosa KY 8510 % Fj\», BHI
Broth O—% KW % Hitc’s BHI broth 1/ HEEL,
37°C T IREMIERT 5, T DMK RILEHEL, M/10
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TMK soln. (0.06M KCl, 0.01M Mg (COCHjg),, 0.006M
2-mercaptoethanol i M/10 Tris buffer (pH7.8) T
3 @, M/10 TMK soln. 10ml & iRET %, @BF
AL (10KC, 10 3f8) T, Bifk % BiFL, 8,000r. p.m.
5 SRELE, X5 10,500g 60 SFRIBELEITIRNS .
#Boh5 Ly TMK soln. THEH 2 BRHERL, M
FEFREE LTV, BREARE FOLIN i X b
*&57‘&0
{ M #EWR (EA 1mg/ml) 0.3ml

40mM ATP 0.1ml
RIGEE#® { 2mM CoA 0.1ml
1 mM antibiotic 0.1ml
TMK soln. 0.4ml

RIGRA®K % 37°C T incubate U7ehd b RERFANIC T
GRSWEERL, 100°C 2 FHBMER X b BEREL K
EXE, FORBHECOWT R JIfi D Bioassay &
PPC = X % Bioautography »#afL7=%,

(2) Bioassay

B. subtilis ATCC 6633 % BEH & Li-Cuph® i\ 1o

(3) Bioautography

No.51 A 2x40 CGREEIM) @, BRI SEA|RD

Table 1 Antibacterial spectrum of KW-1062 and GM

Z#ethr 1041 AHFy b Uik, CHCly: MeOH : 17%
NH,OH(2:1:1) FEBCRBL, B.subtilis ATCC 6633
PREECHEEEY DRE XTI o 1o

7. ERY~ v ARGHEC KT B RERAR

(1) RYPEEORL L BRREE

TR&MEMFEAEY BHI ¥4k T.S. Broth © T, 1
W% LRIkt % suspension medium (X1/10 BHI
Broth) BL, MIEPHBECFRARN T2, D
Bix ~ v A0 MK 0.5ml L1,

Sta. aureus SMITH 1.8x108
Str. pyogenes S 23 2.7x107
Str. pneumoniae I 4.4x108
E. coli GN 2411-5 3.6x108
K. pneumoniae 8045 1.4x108
Pr. mirabilis 1287 1.8x108
Ps. aeruginosa BMH 1 3.0x108
Ps. aeruginosa KY 8510 6.6x107
Ps. aeruginosa KY 8511 2.0x108
Ps. aeruginosa KY 8512 3.0x107
Ps. aeruginosa KY 8516 3.0x108
) (cells/= v &)

MIC (ug/ml)

Organism KW-1062| GM Organism | KW-1062| GM
Sta. aureus 209-P 0.1 0.1 E. coli GN 2411-5 0.4 0.4
Sta. aureus Smith 0.1 0.1 E. coli Juhl 1 0.4 0.78
Sta. aureus 6538-P 0.2 0.1 E. coli 1299 P 0.78 0.78
Sta. aureus Neuman 0.2 0.2 E. coli 3100 | 0.78 0.78
Sta. aureus FS-T77 0.1 0.1 Sal. typhosa ATCC 9992 i 0.4 0.78
Sta. epidermidis 0.1 0.1 Sal. paratyphi A.41-N-22 | 0.78 0.78
Str. pyogenes S 23 3.12 3.12 Sal. typhymurium E-9 | 0.4 0.2
Str. pyogenes Cook 1.56 1.56 Sal. enteritidis G-14 0.78 0.78
Str. faecalis ATCC 10541 6.25 6.25 Sh. dysenteriae EW-3 0.2 0.2
Str. pneumoniae I 6.25 3.12 Sh. flexneri 2a Komagome BHI‘\ 0.78 0.4
Str. pneumoniace 1L 6.25 12.5 Sh. boydii EW-30 0.78 0.4
Str. pneumoniae I 3.12 3.12 Sh. sonnet 9290 0.78 0.78
Cory. diphtheriae PW-8 0.78 0.78 K. pneumoniae 8045 0.2 0.2
S. lutea ATCC 9341 0.4 0.4 K. pneumoniae KY4274 0.78 0.4
B. subtilis ATCC 6633 0.05 0.05 Pr. mirabilis 1287 1.56 1.56
B. anthracis 0.2 0.2 Pr.vulgaris 6897 0.78 0.78
Cl. tetani >100 >100 Pr.morganii KY 4298 0.78 0.78
My. smegmatis 10143 0.78 0.78 Pr.rettgeri KY 4288 0.4 0.4
My. smegmatis 607 0.78 0.4 Ps. aeruginosa BMH 1 0.78 0.78
N. gonorrhoeae 11D-838 0.4 0.4 Ps. aeruginosa BMH 10 0.2 0.2
N. meningitidis 11D-850 0.4 0.4 Ps. aeruginosa NCTC 10490 0.4 0.4
E. coli NIHJC-2 0.4 0.4 Ps. aeruginosa PS-16 1.56 1.56
0.78 0.78

E. coli NIH 0.4 0.4

S. marcescens 177
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(2) FEA~vA

dd %, &, 18+1g, 1% 10 FER{FRA L

(3) WBEBRHE

R 7THR~ v AD4EIE % BIZE L, MILLER-TAINTE
e X h EDyp (mg/kg) BHEH L,

II. £ B # R

1. HEARZ ML

KW-1062 {3 Tablel i3 & %0, GM LS
LB X ORI USRS R BEE LR
Lz, 7cis, Streptococcus BRI 7 5 ABRMHEIC

HREENIREHE L, BEAEECRAEIZRI L1 -
ZDX 5 eE#EIE, GM K FEBED bR

2. RREWST

R DERIK 5 REE D KW-1062 %451, Table 2
DEEYTHD, Sta. aureus o\~ Tik, KW-1062 i
GM L [R#, 0.1~0.2 pug/ml s & T 55M R
Lz Ps.aeruginosa o\~ Tk, KW-1062, GM £
HER 0.4~1.56 ug/ml, 0.4~0.78 ug/ml %ehily &3
B57% ;R L, Ps. aeruginosa ® GM RRZ4H: 0 55 bt
KW-1062 X h RRBIFTH - oo Proteus sp. ORRE

Table 2 Susceptibility of clinical isolates

MIC (ug/ml)
Organism Antibiotic } !
<0.05‘0.05'0.1\0.2‘0.4‘0.78‘1.56;3.1216.25’12.5‘ 25‘50]100‘>100
K W-1062 1] 3| 6 1 i '
Sta. aureus 12 |
(12) GM | 50 4| 2| 1
K W-1062
E. coli (34) 5114 81 1} 2 2 2
GM 5117 6| 1| 1| 1 1| 2
) K W-1062 1 8125011 3| 1 1
Ps. aeruginosa 58
£ (58) GM | 3127|14] 4| 1| 1 1 7
KW-1062 :1 100 2| 3
Proteus sp. 15 !
P {15) GM 8| 4| 2| 1

Fig. 2 Development

(a) Sta.aurcus 209-P

of resistance of bacteria to KW-1062 and GM

(b) E. coli NIHIC-2 (¢) Ps.acruginosa NCTC 10499

pg/ml pg/ml ug/ml
12.51 50 3.12F
6.25 25 1.56 ———=
B
]
3.12F 12.5 0.78 —_——————
1.56 Siaiadeied 6.25 0.4}
'
1
7] A — d 3.12 0.2 —---I:-'
1 1 1 1 1 L 1 1 1 1 1 L L 1 1 1 1 i 1 1 L
1 2 3 4 5 6 1 2 3 4 5 6 1 2 3 4 5 6 7 8 9
day day

(d) Pr.vulgaris ATCC 6897

pg/ml
100}
50} ———J
]
'
125F —— KW -1062
6.25 === o GM
| I . 1 1
1 2
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P Ay, KW-1062, GM L %1 0.4 ug/ml o' — 7
AL, X, Thbo BERSEKDS> L E. coli &
Ps. aeruginosa oo\ TX— PSR RD B R, £D
&1z KW-1062, GM 2iIsARE TH -1

3. S

Sta. aureus 209-P, E. coli NIHJC-2, Ps.aeruginosa
NCTC 10490 3s X 0* Pr. vulgaris ATCC 6897 &
MR & oS ORERY Fig 2 Rl Sta.
aureus 209-P o ERIIREZ hie(, —=FHr 74
FatEARE 3 fkdo KW-1062, GM i35 Mt O MBI
FEBRHC 2SRRI R L 7o,

4. HEfFRACHTI8BEETORE

B5ih pH : KW-1062 O EEMIE 7 v Y Itk <,
tERITE < I B A B » 7 (Table 3),

BERE : KW-1062 0 £RBRE X35 MIC iz,
105~108 cells/ml OEELNTEZOE B /&L, 10°
cells/ml BEEOREE THIT MO LFERRLhT: (Ta-

ble 3),

MERM : & P B XCFFMmED 50% BiEmEc
MICOEB % 27, WTFhOoRBRECH L THZ0%
{LILBEETH -7 (Table 4),

Zhib KW-1062 oFp#it GM wounwtd, Rk
CRDH BRI,

5. ME7/NT I vEDREENE

BSA, HSA w3 254 RopE % Table 5 (a), (b)
CRLi, KW-1062 oFEEMEARIL, MEHKCI D
FIBEDRE XD B A, BSA 33.2~37%, HSA 0~4%
AL, TORKEE GM LBIERUTH T EFl P
AMEEED Ve it X o> THBHIOMARICKED T
EREb R, BARCREBYEZENEDOH, v il
BEEOBEMIZELDTENEE L bR b, —J BSA
RV E & KW-1062 0 &R HEFE RO S H B D
MBED LI,

6. REER

Table 3 Effect of medium pH and inoculum size on antibacterial

activity of KW-1062 and GM

MIC (ug/ml)

Sta. aureus 209-P | E. coli NIHJC-2 Ps. aeruginosa i’T-gggﬁ"Sg;
Factor
KW-1062| GM |KW-1062] GM |KW-1062| GM |KWw-1062| GM
5 1.56 0.78 1.56 1.56 0.78 0.78 3.12 1.56
6 1.56 0.78 1.56 1.56 0.78 0.78 3.12 1.56
pH 7 0.2 0.2 0.4 0.4 0.4 0.2 0.78 0.78
8 0.2 0.1 0.4 0.2 0.2 0.1 0.4 0.4
9 0.2 0.1 0.4 0.2 0.1 0.1 0.4 0.2
10° 0.2 0.2 3.12 1.56 0.78 0.4 3.12 3.12
Inoculum 100 | 0.1 0.1 0.78 0.4 0.78 0.4 1.56 1.56
size 107 | 0.1 0.05 0.78 0. 4 0.4 0.2 0.78 0.78
(cells/ml) 10 0.1 0.05 0.78 0.4 0.4 0.2 0.78 0.78
108 0.1 0.05 0.78 0.4 0.4 0.1 0.4 0.4
Table 4 Effect of serum in medium on antibacterial activity of
KW-1062 and GM MIC (ug/ml)
] Sta. aureus 209-P | E. coli NIHJC-2 Ps. geruginosa B vulgaris
Serum (%)
7 ] K W-1062 ‘ GM |KW-1062| GM |KW-1062] GM |KW-1062| GM
) 0.1 0.2 0.78 0.4 1.56 1.56 1.56 0.78
Human 25 0.2 0.2 0.78 0.4 1.56 1.56 1.56 0.78
50 0.2 0.2 0.78 0.2 1.56 1.56 0.78 0.4
0.2 0.1 0.4 0.4 0.4 0.4 0.78 0.4
0.2 0.2 0.4 0.4 0.78 0.4 0.78 0.4
Calf 10 0.2 0.2 0.4 0.4 0.78 0.4 0.78 0.4
25 0.2 0.2 0.4 0.4 1.56 0.78 0.78 0.4
50 0.4 0.4 0.78 0.4 1.56 1.56 0.78 0.78
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Table 5 Extent of protein-binding of KW-1062 and GM

(a) Gel filtration method

i Per cent bound |% of inactive bound| % of active bound

Ve value of
free antibiotics

|
BSA KW-1062 37 25.4 11.6 15 ml
GM 41.2 41.2 0 16
HS A KW-1062 4 0 16
GM 3.5 3.5 0 16

(b) Equilibrium dialysis method

Ve : Elution volume (maximum)

serum BSA ! HSA
antibiotics | 100ug/ml] 50 | 25 12.5 | 100ug/ml 50 25 12.5
KW-1062 4 12 | 332 28 | 0 0 0 0
GM 0 0 0 20 ] 0 0 0 0
Fig. 3 Bactericidal effect of KW-1062 and GM 2o
against E. coli NIHJC-2 8. RLYWAELNE

Control

—o0— KW -1062

—e— GM

—
=
>
T
>

ddition

—

o
2
T

0.39 yg/ml
0.39 ug/ml

Viable cell counts(cells/ml)
s =

[y
(=3
e

T

I
—2 0 1 2 4 6 (hrs.)

Ps. aeruginosa PS-16, E.coli NIHJC-2 % REREE &
LT KW-1062 ¥ X0t GM DR EfEA % Fig.3, 4 &
Rltco KB L MIC BEL EDORMEHTI, I’
IEED S AEEER OB RO, FEWBEE
FAMED b, KW-1062 OB ELF L GM Li3iER
BEETH o1 708, E.coli NIHJC-2 0FERIX, 2
R EBEA AR DT

7. WELERCT HREN

Ps. aeruginosa KY 85105 5 F7%L LB R Ao
7 e F MLRIEORERE Y Fig.5, 6 Rl e, KW-1062
BREHRAMORAZ RS hisw DR L, GM IXKIE
& L H i PR L 60 4 TR IR 30% &RL,
FRUBEOEL, T THoTo PPC O Bioauto-
gram OFEEND, GM XS Cia 2% 20 514, Co 28
120 HHEFRZRIAENEZHE R LT H T Edbh o

~ v AERAEE X 5 £ ERYUECH L, KW-1062

Fig. 4 Bactericidal effect of KW-1062 and GM
against Ps. aeruginosa PS-16

w0k Control
Addition
10k —o— KW -1062
—e— GM
10°F
/ 1.56 xg/ml

pe/ml

Viable cell counts(cells/ml]
2
T

-2 0 1 2 4 6 (hrs.)

Fig. 5 Residual potency of reaction mixture in
enzymaticYinactivation by Ps. aeruginosa K'Y 8510

KW -1062

—
b=
<

w
=)
T

GM

Residual potency(?%,)

11 1 L 1 L
51020 30 60 120 180

Incubation time (min)
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Table 6 Protective activity of KW-1062 and GM against experimental

bacterial infection in mice

Challenge MIC (ug/ml) ED;, (mg/kg s.c.) | EDj (mg/kg i.v.)
Organism (cells/mouse -

i.p.)| KW-1062 GM KW-1062 GM KW-1062 GM
Sta. aureus Smith 1.8x108 0.1 0.1 0.28 0.21 0.39 0.28
Str. pyogenes S 23 2.7%x107 3.12 3.12 17.7 11.8 — —
Str. pneumoniae M 4.4%108 3.12 3.12 6.6 7.7 — —
E. coli GN 2411-5 3.6x108 0.4 0.4 10.8 10.7 4.0 3.7
K. pneumoniae 8045 1.4x108 0.2 0.2 5.7 7.7 — —_—
Pr.mirabilis 1287 1.8x%108 1.56 1.56 10.4 10.7 — —
Ps. aeruginosa BMH 1 3.0x108 0.78 0.78 15.0 21.4 5.9 7.0
Ps. aeruginosa KY 8511 2.0x108 25 12.5 >111 >111 — —_
Ps. aeruginosa KY 8512 3.0x107 1.56 0.78 15. 4 13.8 — -
Ps. aeruginosa KY 8510 6.6x107 0.4 1.56 7.2 17.8 — —_
Ps. aeruginosa KY 8516 3.0x108 0.78 3.12 42.0 76.6 — —

Fig. 6 Bioautograms of reaction mixture in en-
zymatic inactivation by Ps. aeruginosa KY 8510

(a) KW -1062

— — — —

Front—

Origin
0 5 10 20 30 60 120 180 min.
(b) GM
Front---] I — [ —-:1
c. |0 10]10]{0] |91 10] OO
c|0{10110f10]{O]]°
Cl0] 101 ]9
Origin 11 -7
0 5 10 20 30 60 120 180 min.
PPC : No.51A 2X10(Toyo)

. B. subtilis ATCC 6633

:CHCI; : MeOH : 17%NH,OH
(2:1:1)lower layer

Test organism
Solvent

DETH 5\ EHIRAE SO RELRY Table 6 1T
RUtoo Sta.aureus Smith, Str.pyogenes S 23, Str.
pneumoniaell, E. coli GN 2411-5, K. pneumoniae 8045
45 1O Pr. mirabilis 1287 DRIGERC T % KW-1062
OBFERRL, GM L REOHMEIE LI, Ps. aeru-
ginosa BOBYUETIE GM L RRBEDHERFELIRELRL
TH%EIbD, TWEEd EHLOOflic, KW-1062

DFM GM X hEhIHBEDREERTIONALRT
EHOHEN— FEC L HHREY, SEEORPIETH
WHE L BRI, BIRABSOFVRETEREL DA
Uhd s VI RFRREY R LI, COEAX GM 3
F#ETH -1
I # ®

ATIL, ¥ Aminoglycoside RPiE#E KW-1062
ORIBE LM% GM™1D L st L fco KW-1062 ©
WEH, HEARZ P, 3F GM L RBE TR
HEHE 77 AB%E, BEECEECIEARZ by
BRTHEWETH D Z Lavbhol, KW-1062 D
B AEs pH 2MEL ot b, BEEENRLD
woh, BEOHENOET®RL, ¥i, MBERINC
X 5T, TENE A7, homuv BEERY mTRE
Aminoglycoside RITEWEOHRERL, ThbOHE
FL GM & Bl L TRE T h » Too RREATHUER T
3 GM L ABEDO LARRbII, METATIVED
BaR, FR7AY I VOBRYEENROR S GM
LAnBEAEARIZS, v MIETAT S VEDR
BIHERTH »to KW-1062 0 REGuiaizh 1L, GM &
BISREREDORERRL, in vivo THE\Th in vitro
LRBED I ETH D L hibod o T, KW-1062
& GM & oME—DMBEEAFRIY, HHED Ps.aeru-
ginosa ¥ A\ CTEMERONECR G LTI - B,
GM 13EE ORSNHE IR R, HEEELIR 1/3
CRETADOrRR L, KW-1062 15z kird &
7 BORERERTETH B, DT LIX, LTOH
Bt 6/-NH, #4725 VL L TAREL T 2 B2 &0
HHETH Y, FALEN 2+t Shi KW-1062, GM-
C,1t, TORGOHEBE LIV BIEWIDLEELDNS,
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—7, TOWE%E Ao REEERART S KW-1062 i
GM X b BIFIBUER R LI, ZOED GM iiEE» %
ET5E, KW-1062 z—onfax b -7 GM ELH
EMBELEL DN D,
IV. # El

A i, KW-1062 D EIERIDOWT,
ESZE?);?% Bhﬁ’.‘.o

1. KW-1062 iz, GM LR, 77 sHER IO
e lE AT 5 ARENENETH -1

2. KW-1062 nRBRENHEIL GM L AkEldh -
o

3. Ps.aeruginosa, E. coli D#EFEC R L, KW-1062
12 GM tRICERBEER%ZRLIS

4. WHETCR XETHRTOME, S, mE
TAT IV EDREER EeownwT, KW-1062 o
GM L IR EARERERRAL R 5T

5. KW-1062i3, » %D GM HECEDTDH -
oo

6. KW-106213, £fE~ 7 ARLECH L GM L[|
BEOEEHELR LIS

X ik
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ANTIBACTERIAL ACTIVITY OF KW-1062, A NEW
AMINOGLYCOSIDE ANTIBIOTIC

Kivosur Sato, Yosuitaka Araki, Masanor: Fukur and Hiroruto Marumo

Pharmaceuticals Research Laboratory, Kyowa Hakko Kogyo Co., Ltd.

In vitro and in vivo evaluation of KW-1062, a new aminoglycoside antibiotic, was performed in compar-
ison with gentamicin. KW-1062 showed in vitro antibacterial activity against gram-positive and gram-~
negative bacteria as well as gentamicin. Several antibacterial features of KW-1062 such as influence
of medium pH and inoculum size, effect of addition of serum, binding to serum albumin, development
of resistance, and bactericidal activity were shown to be almost identical with those of gentamicin.
KW-1062 exhibited stronger activity than gentamicin against some clinical isolates of Ps.aeruginosa

which seemed to produce 6'-N acetylating enzyme.

The in vivo protective activity of KW-1062 was.

similar one with gentamicin in mice infected with certain strains of the gram-positive and gram-

negative bacteria.



