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FLWT 3 EREGITAENE KW-1062 12 B335 M B 2 19 3FAT
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H-EH B

ETHTF-EBEET-BHIEE
RRMERREREDERE

KW-1062 i ipfi@s TEKRARSHC BV TRR SR
H 7 s EARAEWE ¢, Gentamicin(GM) D #ERK
R4 D—>Td% % Cig @ 6/-NH, 5t 6/-NHCH; ic. 75 7=
WEEAHL GM LFEFCRIEMLTW 20, 5FR
13 CyHy NsOp, £F 8B 463.5 OFBETH o AFX
GM AU 77 25, BEECEAHBECHE YR
L, k77 2BHREORRE, EHE MARHE
BIOKRBEORPECHENFTE DY,

&mE, iz o KW-1062 cow<Bm7 § /B
BATIAEYWE 55 Kanamycin (KM), Dibekacin (D
KB), Tobramycin (TOB) %5 X Ut GM % % fBIEH5~® »
LTH—4&#TCHEFENFEMEL TR0 T, £TOK
B onwT#ET 5,

R,
CH—R;
0
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H&Z%::iz
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H&SL:;§LOH
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DKB H H NH.
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I. SBHEGSIURRAEE
1. EREWE
KW-1062 (lot.R15MO1, 566 ug/mg, HFfIEEEL),
GM (Batch No. GMC 8 M 491, 608ug/mg, HEEF3EBIIK),

TOB (lot. 856 AD-291-1, 956 ug/mg,
DKB (lot. C-107, 720 ug/mg, B3 {23l E), KM (lot.
KSP-389, 702 ug/mg, J5AHIZK), Amikacin (AMK)
(lot. BK-23, 701 ug/mg, J5 4 %! 3), Carbenicillin
(CBPC) (lot.L-250, 798 ug/mg, FERIKE), Sulbeni-
cillin (SBPC) (878ug/mg, #EHHIKS), Polymyxin B
(PLB) (K587 » 4% —) ®H L,

2. PEARZ T A

HERFEO7 7 ABHER X077 AREECH TS
RRENHE N A% Tryptosoya 7° 1 =2 v (TSB, =
v A4), HIEREEc Heart infusion SEX £ (HIA,
=y A1) AV, BRMEEREFSR/IREFHILRE
(MIC) BT X » TR,

el VYRR, MARED, U777 THICOW™
Ti¥, 10% Emygin HIA % T 37°C, 20 pEfEs %4
D MIC % Rkdic, WHE, BEEAEICOWTIL, GCHEi
(B, HMEMBEOBERE, vy HCOWTiX
FA 7Y 2 — VBRI (= v A4) AT 37°C, 48
BERESE % O MIC %R,

3. EEIRGEERRC T B R AR & R AR

FRIRGEEZ" ¥ o BREE 49 ¥k, KIBES 71 7%, RHRES 87
B, TIME33M, 2V =T 208, 5F7 12TH
DBV L RRZ AR HIA 2 H 5 B AL
EE& MIC JilZERe X b Rdie,

4. HEHCH IETHERFOHE

PEIC s Xig3554 pH, Bifn & i, BEEED
F&% S. aureus 209 P ¥k, E.coli NIH JC-2 ks L ov
Ps. aeruginosa No.12 ¥ REEE & L, Bikz# TSB,
e g Heart infusion7" 4 2 v (HIB) (= v A 4)
FHWIREFRE T X 5T, 37°C, 20 BREEE#HRE O
MIC TR¥d I, H5ith pH OB T E XIFTHETI,
¥ pH % 5, 6, 7, 8, 9 1K Lickitih COEHY,
BEmERmoFE X, BmEy 50%, 25%, 10%, O
B BUEMFTOEFERHF L, BEEEEC X 3
e owTi, B0 EY S. aureus 209-P Tl
2.7%x107~2.7x10* cells/ml, E.coli NIH JC-2 gkt
2.1x108~2.1x10* cells/ml, Ps. aeruginosa No. 12
BETiL 1.4X108~1. 4% 10* cells/ml DT 10 {25 R %

I & W),
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FIREDVERDO SR L HHHN © BT X HREFL
7o

5. HMEBRRC I XIETHE

(a) Biophotometer & X 5#%2

Ps. aeruginosa No. 12 Fk#% Fi\s TSB T 37°C, 20 B
HEEERY HIB T 1073 FRML, BEOKNEILLEE
I E28% 3 % Biophotometer (JASCO/JOUAN #i) % {F
FALKY 4 BRI R (T =60%) LR BIEML 24 K
HETOBEOEILLBE LI,

(b) A£EBEHENEE

Ps. aeruginosa No. 12 £, E.coli NIH JC-2 &
EAES L L HIB T 37°C, 20 B ss#% i % HIB T 1073 # 1R
L, 37°C TiRENEHE LA BB A 107cells/ml 122
U7cBE S CEAIA AU LB RERN @ B %2 WEL
foo Fto, DO (107 cells/ml) MEFFINC X D
1034 — X" — A 2 e B B ¥R % R 99. 9% Killing
R RO,

6. HAMMEEO HBHE

Ps. aeruginosa No.12, PP-4 & EAE & L, Brain
heart infusion 74 2 v (= vy A1) T 37°C, 20 B[
REERELTBLhBE R 10%ells/v v —VIZED X5
iz, 5MIC, 10MIC pFEH|#4tr HIA LERL, 37°C
BEHEEBER TS 2 v = —HERAE L1

7. RBREWICIsIT 5 CBPC Lo ftA%IE

_R=v ) vREEHE CBPC LoftlzE © FEL
Ps. aeruginosa No. 12 #¥s L 0% E. coli NIH JC-2 ##
SREAEE L LT HIB %\ 7z chequer board titration ¥
X b 37°C, 20 BefFEERHK D MIC TR,

8. =V ARBRPWRIUECK T HEHR

REYuEE & U T Ps. aeruginosa 3 ¥k, Serratia 2%
FAv, % TSB T 37°C, 12 IsRRERTE LITEOW
BRERPTW, 2k 4% Gastric mucin (NBC) &
ZEEAL 0.5ml/~ v AREEA I EBE L, BRIXHE
BEK2RM 1 BRETESL, 7 AREELEE L ED;y
(mg/= v R) kR, FH<Y AL dd-YS R 516~
18g T 15 10 Te& AV ic,

II. = B

1. HEARZLITF A

HERFOS T 2BHHE, BEECOWTRRENN
HWhHE KD, TOREE Tablel, 2 WRINB LR
DV ThHbo TOWENELE TS L, 77 2ABHETDH
A7 FPURECX LTk KW-1062, GM 0.1~0. 39u¢g/
ml, TOB, DKB 0.2~0.39ug/ml, KM 0.39~1.56ug/
ml ORRFMERR LI, Vv ERERH OBV v ERE
wxtl KW-1062 1.56~6.25 ug/ml, GM 3.12~6.25
ug/ml, TOB, DKB 12.5~25 ug/ml, KM 25~100 ng/

B R
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Table1 Antibacterial spectrum (I) ——Gram
positive bacteria— MIC(ug/ml)
}gggz‘GMl};o DEIxM
1 Sta. aureus 209P 0.1/0.1{0.2]0.2]0.39
2 Sta. aureus Smith 0.2]0.2|0.2]0.39 1.56
3 Sta. aureus Terajima | 0.1]0.10.2|0.2|0.39
4 Sta. aureus Newmann| 0.39 0.39 0.39 0.39 1.56
5 Sta. aureus E-46 0.39 0.39 0.39 0.39 1.56
6 Sta. aureus No. 80 0.210.20.39 0.39 1.56
7 Sta.epidermidis 0.2/0.1]/0.2]0.2]0.78
8 Str. pyogenes S-23 1.56/ 3.12]12.5 12.5 25
9 Str. pyogenes Cook 6.25/ 6.2512.5 25 100
10 Str. faecalis 25 50 [>100>100>100
11 Str.viridans 50 50 |>100/>100>100
12 Str.preumonige L 12.5]6.2512.5 25 50
13 Str.pneumonic’zlgypen 5 h2.5050 50 150
14 Str. pneumoniqe | | 8.123.1212.5 50 50
15 S. lutea PCI-1001 0.39) 0.39 3.12 3.12 6.25
16 B. subtilis PCI-219 0.1/0.1]0.1,0.1]0.78
17 B. anthracis 0.2]0.2|0.39 0.39 0.78
18 Cory. diphtheriae 0.2]0.39 0.2 | 0.39 0.39
19 Cl. tetani 100>100>100>100>100
20 Cl. perfringens >100,>100,>100>100,>100
Table 2 Antibacterial spectrum (II) ——Gram
negative bacteria—— MIC (ug/ml)
Ko GM}’lgong!KM
1 N. gonorrhoeae 0.78(0.78({1.56/1.56| 3.12
2 N.meningitidis 1.56|1.56|6.256.25| 6.25
3 E. coli NIHJC-2 0.78|0.78|0.78 1.56| 3.12
4 E.coli NIH 0.78(0.78|0.78(0.78| 3.12
5 Ent. aerogenes 0.39(0.78(0.78,0.78| 1.56
6 Sal. typhi 0-901 0.39]0.78/0.39/0.78| 1.56
7 Sal.typhi T-287 0.39{0.39(0.39/0.39]| 1.56
8 Sal. paratyphi A 0.3910.39(0.39/0.39| 3.12
9 Sal. paratyphi B 0.39(0.78(0.39(0.78| 3.12
10 Sal. enteritidis 1.5611.563.12(3.12| 6.25
11 Shi. dysenteriae EW-7|1.56|1.56|1.561.56| 3.12
12 Shi. flexineri 24 10.78|1.56|1.56|1.56| 3.12
13 Shi. boydii EW-28 0.78(0.78/1.56(0.78| 1.56
14 Shi.sonnei EW-33 0.78|1.56|0.78,1.56| 6.25
15 K. pneumoniae 0.390.39/0.39/0.78| 1.56
16 Pr.vulgaris 0X-19 |0.78|1.56|1.56/0.78| 1.56
17 Pr.mirabilis 1287 1.561.56(0.78|0.78| 3.12
18 Pr.morganii Kono 1.56|1.56|1.560.78| 3.12
19 Ps. aeruginosa No.120.39{0.39(0.2 |0.39 25
20 Ps. aeruginosa No.5 [1.56|1.56/0.78/0.78 25
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ml, BERE, By v yERE T KW-1062 25~50ug/
ml, GM 50ug/ml, TOB,DKB,KM >100ug/ml% 5L
F2o ThZSERE TS L CiZKW-1062 3. 12~25ug/ml, GM
3.12~12.5ug/ml, TOB 12.5~50ug/ml, DKB 25~50
upg/ml, KM 50ug/ml #/RLico ¥V FFHE, ~"FL AR
B, 779 7ErR LTk KW-1062, GM0.1~0.39
ug/ml, TOB, DKB 0.1~3.124g/ml, KM 0.39~6.25
ug/mluiRLic, MSHEOWERRE, v -1y EHIC
U T & ABEME I 2R S foh o 1o

—7, 77 A[EMIREE © WE, BERAE LT
KW-1062, GM 0.78~1.56 ug/ml, TOB, DKB 1.56~
6.25 ug/ml, KM 3.12~6.25 ug/ml OREZ %R Lo
77 AEHIREOKBE, 7= v X AH, FFH, T
B, R, BIEECx LT KW-1062 1k GM, TOB,
DKB lizisRUHBE I %R, 0.39~1.56 ug/ml ORK
Z¢CT KM (1% 1.56~25ug/ml THh »to LLEDFEE,
KW-1062 %27 A5, BUHEECEWHEARZ b
FAXELLOWENLIGM L iiERBETHD T &M
b otce 775 AEHRERFIC L TIXKW-1062, GM,
TOB,DKB 4 #iiSRA UMBENERTH, 777 sEHHE
Tk TOB, DKB X b i\ %R Lico KM ik 4 FA
LD LT HIENREC L5 Th T

2. SR EERC T 5 BRE ST & RS PEAERY

RS EED 7 ¥ v ERE, KIBHE, RIBEHE, Z¥H, 7
VSV SER IO T FTECKTHREUS M AR
HLUEFORGY Fig.1~6 WiRLic, 7 FYEHEOW
Tix, KW-1062 0.2~0.39ug/ml, GM, TOB 0.39ug/
ml, DKB 0.39~0.78ug/ml, KM 1.56ug/mliz zh %
HORZHEDO Y — 70538 bhvic, KBEIC2WTIL,
KW-1062, GM 1.56xg/ml, TOB,DKB 1.56~3.12ug/
ml, KM 6.25ug/ml & Fh EHEZHOE — 2 3R
iz, BB oWk TOB 0.78 ug/ml, DKB 1.56
pg/ml, KW-1062, GM 3. 12ug/ml \Z&Z WD v — 2 %

Fig. 1 Sensitivity distribution of clinically
isolated strains(I)

70’(%) TOB Sta. aureus 49 strains
80r oM f KM
50 \ DKB !y
& A /\
SR
s ARV
AT\ V)
or </ i1\ \( \
L / Lo \
op [T\ \
wh' ) SN Y
. N\ \ /
1 It 1 LN | { 1,/ [
0.1 0.2 0.390.78 1.56 3.12 6.25 12.5 25 50 >100
(ug/ml)

$H KM i3 ARG 2100ug/ml OHETH - 1co BHE
z o\ T it KW-1062 0.39~0.78 ug/ml, GM, TOB,
DKB 0.78ug/mliz v — 7% 3% KM % 1. 56~6. 25ug/
ml EH xR L, ZVTv=FEIr 2wt KW-
1062, GM 0.39~0.78 ug/ml, TOB 0.78 ug/ml, DKB
0.78~1.56ug/ml, KM 1.56~3.12ug/mlic v’ — 2% 3
> THMiER LI, RERKEATHLVEEAEE LTE
BXRhTW5B 2T FTHEICOWTIZ KW-1062 0.78 ug/
ml, GM 1.56 ug/ml, KM 3.12 ug/ml, TOB 6.25 ug/
ml, DKB 6.25~12.5ug/mlic Fh Fhe—2%% »T

Fig. 2 Sensitivity distribution of clinically
isolated strains(1II)

E.coli 71 strains

(%) GM
60+
50 KM
40+ 3 A
30 KW -1062 ) \ /
20} ‘ ‘\ /
10} J v '
/ L}
,_‘:._.l...‘/ 1 \ J_--—h--_/ 1
0.2 0.390.78 1.56 3.12 6.25 12,5 25 50 100>100 )
(ug/ml}
Fig. 3 Sensitivity distribution of clinically
isolated strains(II)
70 Ps. aeruginosa 87 strains
[(2) ,
60f /
501 GM /
KM /
40f /
30 ;
20+ /"
10/ /
4 i ~1::\:~>-: /
0.2 0.390.78 1.56 3.12 6.25 12.5 25 50 100 >100
(ug/ml)

Fig. 4 Sensitivity distribution of clinically
isolated strains(IV)

Proteus sp. 33 strains

50+ DKB
GM KM
40+
301
; AN
20 —~¢ f / \
101 ' \‘\\ \

1 ] L NNy L L L
0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 >100
(ug/ml)
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Fig. 5 Sensitivity distribution of clinically
isolated strains(V)

K. pneumoniae 20 strains

80 (%) '\ TOB

,/\.-\

1

4 | 1 Il 1
0.2 0.39 0.78 1.56 3.12 6.25 12.5 25

7 { L
5 100 >100

(ueg/ml)

Fig. 6 Sensitivity distribution of clinically
isolated strains(VI)

Serratia 127 strains

801 9%) GM
501
KW -1062
40+ KM
~ TOB pkB
30 '\/)"/\
20 (X \\ \ /
\ \
104 \_K \\ /
“\ A“"'=::_?.__

z=r - — ——— o
0.2 0.390.78 1.56 3.12 6.25 12,5 25 50 100 >100

(ug/ml)

Table 3 Cross sensitivity of KW-1062 and GM
against Sta. aureus

MIC (,ug,'ml)

= ST T T
=100 1 (49strains)
25
T
o~ 6.25] 1
S
' 1.56
E 112 1
0.39 311313
7711} 2
0.1 3|3
0.1 0.391.566.25 25 =100
GM MIC (ug/ml)

AL KM TIX4y 20% ORftEE bRD b,
DEnX >, KW-1062 137 FvEE, KBHE, &
W, 7 Vv7v=FEIoWTik GM, TOB, DKB L [F
LRy v — 7 RREMEERL, 7 FTHEHICDOWT
R D BIFIREE Y R L, RIBE D Tk TOB,
DKB, KW-1062, GM, KM 0JETBWERZMZRL,
KM W FhoBEC K LT S RRE WL D EE D

Table 4 Cross sensitivity of KW-1062 and GM
against E. coli

MIC (gg/ml)
>100

[
——(71strains)

50

bt
oo
o

KW -1062
»
S

0.78 16

o= o

=0 |t |

1
0.2 0.78 3.12 12.5 50 >100
GM MIC (ug/ml)

0.2

Table 5 Cross sensitivity of KW-1062 and GM
against Ps. aeruginosa

MIC (ug/ml)
>100

1T 1 1 1
| (87strains)

50 1

—
oo
[3,]
>

KW -1062

w
—
[
I I .
3]
9
=)
)

o
=
oo

1
1 1 \

0.2

]
0.2 0.78 3.1212.5 50 >100
GM MIC (ug/ml)

Table 6 Cross sensitivity of KW-1062 and GM
against Proteus sp.

MIC (ug/ml)
T T 1
>100 —-(33strains)
50
S
g 12.5
=
x 3.12 2.3
10471
0.78] |[21871
514 1
0.2l/1
0.2 0.78 3.12 12.5 50 >100
GM MIC (g /ml)
bt

—%, chboEfEiconwT KW-1062 & GM D&%
PEAEBI R B3 Lo BUix Table 3~8 iR Lz Wih
DEFECR\TH, KW-1062 12 GM & X { HHES%ERL
oo

3. HiEhekXiETHERTORE
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Table 7 Cross sensitivity of KW-1062 and GM
against K. pneumoniae

MIC (g/ml)
= [
100 (20strains)
25
S 6.25
= 1.56 1
> 317
0.39 115721
0.1
0.1 0.391.56 6.25 25 =100
GM MIC (ng/ml)

Table 8 Cross sensitivity of KW-1062 and GM
against Serratia

MIC (xg/ml)
T 11
=1001 | (127 strains) 1
25
2
& 6.25
S 1{4(8.871
= 1.56 1[10[23]4
M 31181291
0.39 173(8
0.1
0.1 0.39 1.56 6.25 25 =100
GM MIC (g/m1)

Fig. 7 Influence of pH on MIC

225F

KW -1062
12.51 Sta. aureus 209-P r—e &
6.25 o< E. coli NIHJC-2 o—a \\
~
’—; 3.12f ~ Ps. aeruginosa No. 12 @=—=49 \
% 1.56f A AN
=
S 0.78)
= 0.39 » AN
. NN
0.2 Na .
0.1} e )
<0.05F o - — -— *
1 1 1 1 1 1 1 1 Il L
5 6 7 8 9 5 6 7 8 9
pH pH
Fig. 8 Influence of equine serum on MIC
212.5+
6.25| Sta. aureus 209-P *~—e
onl KW -1062 E coli NIHIC-2 ~ o—0 o
P Ps. aeruginosa No. 12 &=—=@
= 1.56F
E
g 078 \H D\j\i___ﬂ
B 0.39F o———o_ [ S—— =
= 0.2 R T
0.1+
0.05f
0.025F A A
=0.0125f
1 1

102530
Equine serum (%)

KW-1062 D #H B s X iE-T554 pH, BfiEasm,
BEREEBEOMECO\T GM L R Ui, FORE
X Fig.7T~9 WiREhB LB TH%B, ¥ pH D E
TILRIRE, KBE TR\ TIHENI ORI A
bh, 7 FURETRIEAED bR, T, MED
HECOWTRWThoRRELAWTHH E h B8
e ot BREROHETREENET L, HEHD

o}

ol
—
o
™o
(323
w
(=}

Equine serum (%)
ETrAEbhl, LEohdb oFmEI: L EH GM @
BERD b 2 FIRICREL A 5T,
4. BEHRRC I XIETRE
Biophotometer % T Ps. aeruginosa No. 12 o
IS5 KW-1062, GM, TOB 3 X ¢t DKB 0B
EREBEOEK X Y RFL ZD0p##E% Fig. 10, 11
TiRLTce 4 FEFTh b EFIRINE, AN E L~
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Fig. 9 Influence of inoculum size on MIC

=25
12.5
6.25
3.12
1.56
0.78
0.39
0.2
0.1
0.05
0.025
=<0.0125

KW -1062

MIC (ug/ml1)

T T T

1 L
10°° 10" 108

cells/ml

Fig. 10 Effect of KW-1062 and GM on growth
curve of Ps.aeruginosa No.12

I 1
100 10°

104 Control

201
30F
= 40r
& 50F
60
701
80F
90t

KW -10620.39 g/m]

~—

KW-10620.78

I 1

6

1
24 hrs

Sta. aureus 209-P
E. coli NIHIC-2
Ps. aeruginosa No. 12 @——=@

O]

| Il

107 10®

! I
10° 10°

cells/ml

1
10°

Fig. 11 Effect of TOB and DKB on growth
curve of Ps.aeruginosa No.12

Control

Table 9 The frequency of aminoglycoside resistant cells found in Ps. aeruginosa

Dose KW-1062 GM TOB DKB KM
Strain 5MIC | 10MIC | 5MIC | 10MIC | 5MIC | 10MIC | 5MIC | 10MIC | 5MIC | 10MIC
Ps. aeruginosa No. 12 0 0 0.74 1.48
Ps. aeruginosa PP-4* 0 0 0 0 3.47 0 8.91 16.5 0 0

* This strain is a clinical isolate and MIC of KW-1062, GM, TOB, DKB and KM against the strain
is 0.39, 0.39, 0.39, 0.39 and 0.78 ug/ml respectively.

SRR LTIV 55, EFEOZTNI HHE
NEHET 5 LIXBETH -l RICAER L KRN
CHETDHZ L X ) 4 BF OBREER & LB LI
% Fig.12, 13 w/RLT, RABRE & LT Ps. aeruginosa
No.12, E.coli NIH JC-2 % i\ o, MEFRICSK L 4 3
Flix MIC Ll ED7R iR T ol i £ BB ORI 55
NFELREFALIRED b, & OREIER%&IEH
oW, 99.9% BETHET SRR OB FRE KD,
Fig.14(a), (b) wRL1zs WED MIC 1 4 EHi31ER
LThriedhmbb3 KW-1062, GM i3 TOB, DKB

X D BREEEIIRLWEHAERL T, Fig 15 117
3 7 EBEGRUMCRT 2 4 FREEYEE LT PLB,
R=v ) VRAEWE E LT SBPC # 40 iRIBET4
YWEOBEFRAYRLFREC X WRLERFETH 5o
T X % LHBIEEEELT § 7 EEER, X724
FR, }=v) YROIATHEL, 73 /EEEROFT
12 GM, KW-1062 % TOB, DKB, AMK X h R T\ 7o,

5. HAWMMUEOHBEE

Table 9 IR Lic& 35 b 5 MIC &5 <3 TOB, DKB
LRIy — VYY) BE~EERED colony BRI AL
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Fig. 12 Bactericidal effect of KW-1062, GM, TOB and DKB on Ps. aeruginosa No.12

100 KW -1062 Cont. 2 L GM Cont.

210 10
A 21+
5 =

° 10 © 107
) 0.39 ug/ml 2 q 0.39 ug/ml
< 100 S10%

= g

L 107 9107
Z 10 Sl
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=10 =100t

1 L 1
01 2 4 6 hrs. 0 1 2 4 6 hrs.
10 TOB Cont.

g £ 10

g g

— 1

8 '—3‘ 10—1

@ ° 0.39 ug/ml
2 = 10°?

> S _3

P

= =10

L

= & 105 1.56

1 1 1 1 L 1 1

0 1 2 4 § hrs. 01 2 4 6 hrs.
Fig. 13 Bactericidal effect of KW-1062, GM, TOB and DKB on E.coli NIH JC-2
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Fig. 14 Time in ours to kill 99.9% of organisms

(a) Ps.aeruginosa No. 12

hrs

1 1 1
0.2 0.39 0.78 1.56 3.12
Antibiotic concentration (ug/ml)

Fig. 15 Comparison of 99.9% killing time
against Ps. aeruginosa No.12

};‘z._ Polymyxin B SBPC
KM
6_
5.—
4 -
3 -
2?—
1
0T 0050265125 %5 50 100 200 400 800 1,600 3,200
Antibiotic concentration (ug/ml)

N, DKB Tk Ps.aeruginosa PP-4 %\~ T 10 MIC &
ETHETED colony ENA LI,

—7J5 KW-1062, GM (% Ps. aeruginosa No.12, PP-4
TR E\WT 5, 10 MIC WFhDIBETYH colony F4RK
AR EDLRTHAMUENBRLE - 2R LIS

6. RABEWWRITB CBPC LoftHZE

(b) E. coli NIHIC-2

hrs
>6t

3]
T

D w >
T

L Il L 1
0.39 0.78 1.56 3.12
Antibiotic concentration (ug/ml)

Ps. aeruginosa No. 12 ¥k L 08 E. coli NIH JC-2 f&
# i\ CBPC L 0Bt FZhHE % GM & HE L Z DREY
Table 10, 11 1IZ7R Lo KW-1062 iXfH B LT GM
LA NIBENZED LRI,

7. <y ARBRRBRRGEC T 5 RERAR

BIEE3E, €7 FT7 2HO~Y Y ARPIEC N T 5
KW-1062 0 5B DO BE % GM & it LT Table 12
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Table 10 Combination effect between KW-1062 or GM and CBPC against Ps. aeruginosa No.12

(a) KW-1062/CBPC

CBPC  (ug/ml)
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Table 11 Combination effect between KW-1062 or GM and CBPC against E.coli NIH JC-2

(a) KW -1062/CBPC
CBPC (ug/ml)
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(b) GM/CBPC
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Table 12 Protecting effect of KW-1062 and GM against experimental mice infections

MIC (ug/ml) Challenge dose| EDjy (mg/mouse) }
Organism . A/B
KW-1062 GM cells/mouse | KW-10624 GMB |
Ps. aeruginosa Nc-5 1.56 1.56 4x108 0.95 1.05 \ 0.90
Ps. aeruginosa No. 12 0.39 0.39 5x107 0.50 0.70 ! 0.71
Ps. aeruginosa E-2 3.12 3.12 2x10° 0.35 0.38 | 0.92
Serratia sp. T-55 0.78 1.56 3x 108 10.6 10.8 | 098
Serratia sp. T-26 3.12 1.56 3x108 2.06 1.88 l 1.09

Mice were injected intraperitoneally with each organism and administered subcutaneously as a single

dose at 2 hours after challenge.
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BACTERIOLOGICAL EVALUATION OF KW-1062,
A NEW AMINOGLYCOSIDE ANTIBIOTIC

Suozo Nakazawa, Kivosur Sato, Isamu YosHipa
Hisako Saosuita, Emiko Nose and Masanor: Fukul

Department of Microbiology, Kyoto College of Pharmacy, Kyoto, Japan

The antibacterial activity of KW-1062, a new aminoglycoside antibiotic, was compared with that
of gentamicin (GM), tobramycin (TOB), dibekacin (DKB) and kanamycin (KM). The results obtained
are as follows :

1) KW-1062 exhibited a broad antibacterial spectrum. Its activity was much the same as that of
GM. Against a few species of gram-positive bacteria, it was found to be more active than TOB, DKB
and KM.

2) The antibiotic had a similar activity to GM, TOB and DKB against clinical isolates of S.aureus,
E. coli, Ps.aeruginosa, Proteus sp., K.pneumoniae and Serratia sp. Cross resistance between KW-1062
and GM was observed.

3) In vitro antimicrobial activity of KW-1062 was influenced to the same degree as gentamicin,
by medium pH, the presence of equine serum and the inoculum size of S.awureus, E.coli and Ps. aerug-
inosa.

4) KW-1062 as well as gentamicin exhibited a rapid bactericidal action against E.coli and Ps.
aeruginosa.

5) KW-1062 showed nearly the same in vivo activity as gentamicin against the experimental Ps.
aeruginosa and Serratia infection in mice.
6) KW-1062 was found to be synergistic with semi-synthetic penicillins.



