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I. # & A

1. WEHHE

FEIR 5B D Serratia marcescens 274k, Pseudomonas
aeruginosa 26 i, Acinetobacter calcoaceticus 27 k
wowT, KW-1062 o F/RHERIRE Y, HALS
BEFLBEERTE, FIRAREC I Ve 27
olto TDE N, 1BKHEEEIR & 100 5 A ER D 2
MOEBEEC X 5/ EEHIEREE (MIC) 2HEL
too TeRFAMIC Gentamicin (GM), Dibekacin (DKB)
ORNFEBIRILBEEIFEIEL, AFIOIEIT & Lk
L7,

2. WERK

KW-1062 0 Serratia marcescens 5435 HE I,
Table 1, 2, Fig.1, 2 L ®»F& L THDH, Genta-
micin L TRRHME LS %A, Dibekacin iht L

Table 1 Susceptibitity of Serratia marcescens (Inoculum of undiluted culture)

TIET SN E LD LD, %L oo MIC 11 25
ung/ml LB FED XL Teds slco 100 AP HEREOSE
vk MIC fE RN & B LT 1B X < o teo

KW-1062 > Pseudomonas aeruginosa \Z.x3 % K%
1% Table 3, 4, Fig.3, 4 w/r+X 5, 6.25, 12.5
ug/ml TREFXEIE I B H DI E -, Gentamicin
3.12, 6.25ug/ml, Dibekacin 3.12, 6.25ug/ml it
LT, —BES RN RD bl 100 (57 EE
Th, BIERED X — v ETRLI,

Acinetobacter calcoaceticus 1= % 3 % HEH L,
Table 5, 6, Fig.5, 6 WiRT X5, TDIFEAED
BRiE, 1.56, 3.12, 6.25ug/ml © MIC %5k L# DR
1% Gentamicin, Dibekacin & 2I3E Ui R Lo
1004 ARG OBAE MIC IR 1 BRI < 7o h, fiHl
& DRI FEBED % — v R Lo

II. % -8 iftt

1. KW-1062 {45 Es fiE s

KW-1062 O ARIRERNE %1%, B. subtilis ATCC
6633 &M\ e » THIR X oo

HI 2K (368F) @ B. subtilis ATCC 6633 % 105/ml iz

~ Anti- No. of \ MIC (ug/ml) N
biotics | strains o. 013‘0. 025 0.05 } 0.1 } 0.2 }o. 39}0. 78'1. 56‘3. 12|6. 25}12.5] 25 ‘ 50 ‘ 100 | >100
KW-1062 | 27 i 1 4] 5|13 3 |1
GM 27 | 3 2|2 |17 2 1|
DKB 27 \ 21|11 1]1] 2 ’ 18

Table 2 Susceptibility of Serratia marcescens (Inoculum of 10~2diluted culture)

Anti- | No. of MIC (ug/ml)
biotics | strains | 013)0. 025/ 0.05 } 0.1 ’ 0.2 }0. 3910. 78{1. 56!3. 12‘6. 25‘12.5’ 25 ’ 50 | 100 | >100
KW-1062 | 27 ‘ ‘ 2 6|7 101 1
GM 27 | 5 | 6 |13
DKB 27 | 2 2112|119
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Fig. 1 Correlogram between KW-1062 and Fig. 3 Correlogram between KW-1062 and
Gentamicin Gentamicin
Serratia mavcescens 27 strains Pseudomonas aeruginosa 26 strains
MIC MIC
(ug/ml) (ug/ml)
>100 >100
100 1 100
50 ) 50 1
25 111 25 TREG)
12.5 3 %) 2 12.5 11 Po
6.25 1 o|le 6.25 020
3.12 @ |'o|lo 3.12 ole
5 1.56 @|®] 3 ?3 1.56 Ip| @
0.78 ® 0.78 ®
0.39 0.39
0.2 0.2
0.1 0.1
0.05: * Inoculum of undiluted culture 0.05
0.025 MIIno:ulum <I)f 1|0’2[dilluted c ltulre 0.025
<0.013 l HEN £0.013 ‘
<0.013 0025 0.05 0.1 0.2 039 078 156 312 635 125 % % 10 >0 <0013 0.05 0.5 0.1 0.2 039 0.06 15 302 6.5 125 25 50 10 >0
KW -1062 MIC (g/ml) KW -1062 MIC (p2g/ml)
Fig. 2 Correlogram between KW-1062 and Fig. 4 Correlogram between KW-1062 and
Dibekacin Dibekacin
Serratia marcescens 27 strains Pseudomonas aeruginosa 26 strains
MIC
g mD) (ug/ml)
100 1(13)3 1 >100
100 |® % ® |® 100
50 1|® 50
25 @D 1 25 11"
12.5 ©) 1 12.5 e
6.25 ®|D®f1 6.25 @] 2 |2
o B 1 m 312 1 8al5@
2 156 K 2156 ROIRO)
0.78 ) 0.78 [©216)]
0.39 0.39
0.2 0.2
0.1 0.1
0.05 « Inoculum of undiluted culture 9‘05 + Inoculum of undiluted culture
0.025 ++Inoculum of 10 diluted culture 0.025 ++Inoculum of 10~ diluted culture
<0.013 |1 | | £0.013
<0003 0.025 0.5 0.1 02 0.9 078 L% 312 6.5 125 25 50 100 >10 <0013 0.025 0.05 0.1 0.2 0.9 078 15 302 65 125 % 5 10 >0
KW -1062 MIC (g g/ml) KW -1062 MIC (g/ml)
Table 3 Susceptiblity of Pseudomonas aeruginosa (Inoculum of undiluted culture)
Anti- | No. of MIC (wg/ml)
biotics | strains | ¢ 013 0.025| 0.05 | 0.1 | 0.2 |o. 39’0. 78‘1.56‘3. 12/6.25|12.5| 25 | 50 | 100 | >100
KW-1062 26 3 |11 7 3 1 1
GM 26 1 |10 8 3 3 1
DKB 26 5 114 4 1 2
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Table 4 Susceptibility of Pseudomonas aeruginosa (Inoculum of 1072 diluted culture)

Anti- No. of MIC (zg/ml)
biotics | strains |4 130,025 0.05 | 0.1 ‘ 0.2 \0. 39’0. 78’1.56 3. 12‘6. 25}12.5‘ 25 ‘ 50 j 100 ’>1oo
KW-1062 | 26 3|7 1 ‘ 3 1|1
GM 26 3 6 8 7 1 1
DKB 26 4 11 7 3 ’ 1
Table 5 Suceptibility of Acinetobacter calcoaceticus (Inoculum of undiluted culture)
Anti- | No. of MIC (ug/ml)
biotics | strains | g 0131 0. 025! 0.05 ‘ 0.1 ] 0.2 ]o. 39'0. 78‘1.56‘3. 12(6. 25‘12‘5’ 25 | 50 | 100 | >100
KW-1062 | 27 ‘ 1] 3 166 1
GM 27 1 12 11 | 2 1
DKB 27 4 |20 ’ 1 1
Table 6 Susceptibiliy of Acinetobacter calcoaceticus (Inoculum of 10-2diluted culture)
{ S
Anti- ‘, No. of MIC (ug/mi)
bioties | strains | g13/o, 025} 0.05 l 0.1 ’ 0.2 ‘o. 39‘0. 78 1.56;3. 12‘6. 25 12.5| 2 ‘ 50 * 100 ‘>1oo
K W-1062 ‘ 27 5 (11 | 9 1
GM | 27 1 16 8 1
DKB ‘ 27 ‘ 4 |18 | 3 ’ 1
Fig. 5 Correlogram between KW-1062 and Fig. 6 Correlogram between KW-1062 and
Dibekacin Dibekacin
Acinetobacter calcoaceticus 27 strains Acinetobacter calcoaceticus 27 strains
MIC MIC
(ug/ml) (ug/ml)
1.
>100 >100 19
100 100
50 50
25 25
- 12.5 12.5
6.25 2 6.25 1
- 3.12 7? 2‘ o 12 1% 4
S 156 3 |7®)| 2 % 156 @ |2n|le) 1
0.78 @0 0.78 @O
0.39 Jo) 0.39
0.2 ©) 0.2 1°
0.1 0.1 @
0.05 * Inoculum of undiluted culture 0.05 + Inoculum of undiluted culture
0.025 *rlnolcu] m [of 1‘0“ dillute“:l clllltulre 0.025 "Ilno?ulum £ l]()_zldillutel p ltulre
<0.013 | <0.013
L]

<0013 0.025 0.05 0.1 0.2 0.39 0.78 1% 312 625 125 %5 5 100 >0

KW-1062 -

MIC (g /ml)

<0013 0.025 0.05 0.1 0.2 039 0.78 1% 3.02 625 125 25 50 10 >0

KW -1062 MIC (gg/ml)
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75X 5EML, 0 10ml %+ —VIRGEL, HE
Lo

AR OIERU, MIEEENEO»Ii, pHS8.0
1/15M phosphate buffer, JRAFEERE O 7 ¥ 1TIL,
pH 7.0 1/15M phosphate buffer % F\», IMiFIXFD
¥, R 20 % 50 fEFEROBGEELHE, By TR
X hBEIE LI

Wik v TICEAR, 4°C 2 FFEIE#EE, 37°CT18
REFRIRE B HIE Lo

2. BB E IORRFE

BRI RESFRA 26T, 16k 29 &% 4=
70kg, 14X 29%%, 65kg < KW-1062 % 40mg 1 [T
BEL, FOMFEER X O FRhiry JiE Ui

MR B 568 30 27, 1BERD, 2BF[, 4850, 6
EEEER DT, RAPEEIL 0~ 2K/, 2~ 4850,
4 ~ 6 Rl OBRAEIT DOV THIE Lico RPEIREX, HI
EREBECFELY DR D, MRERFEE»D 6KH
FCORPEHELEB L, 5B 5 EIRY
ﬁb?’:o

3. BB

MR 40mg S 160k 3045 3.2 ug/ml, 1
KEfE 4.6 pg/ml, 2 W% 3.7 ug/ml, 485 1.8 ug/ml,
6 3R] 0.96 ug/ml, fihod 1 Bk 30 4+ 4. 6ug/ml, 1RF
i 4.6ug/ml, 20MHE 2.4ug/ml 485 1.4pg/ml, 6
B 0.72 ug/ml TH -1,

Reh b D 6 FiE % TOEIREKIX, 62%, 68% TH -
oo

. BB K &K #&

Table 7 wRnd X o, BUHEHREX 1A, ks b

G4l AFI R FER Lico AKX, 1H80mg, 1H

2EfFE3HE, 1B 40mg, 1HIEHGELFAT, #
L8 H~14 HTHoToo

iz 3 AL, WTFhOflicks W THRERENHEESh
TWigho

BRIRZIR 1, MOV TR vREOHE, BE
FEROHE, RAEFRL QwEmEk, mit, CRP kX
FHREOHBYBZEL, E%, B3, EHEHE LI,

RERFEOWTUL, RPEMEOHSE, FITR, BEK
FEROHEE X b HE Lico

fitiged Case 3%, 1a¥#®P T, Mycoplasma i T
bBHTEH, HBLIckd, KACOWTIRHEREL
L _

fsd 2 BIDRE 2%, W b 5BRA Case 1 124 H
H, Case 2 133 BB TT&L, EE, EHIIKAL, 10
HBAL DR VREOKENRAZDNWERTD oo

FRERESD 1 %, Pseudomonas aeruginosa h3AH|
BEC X DHEL, FRROBENALN, AL HE
L7

ElfE Ak 4 Blie o C kAT R, PP e & (GOT,
GPT, Al-P) % X O'B#ge (BUN, REH) ©oWwTL
B, TUAF—EROFECONT, BELED, £
BIRF B eh» 1z (Table 8),

1v. % ®

KW-1062 %, Gentamicin o C;, ® 6’-N |2 methyl
FENEA o bFEREE % L2 % L\~ aminoglycoside
#C, A2 + F &A% Gentamicin, Dibekacin k [f]
CoenfbhTind,

% 23 B RMEFREFSHARTHBECRNT,
AR T HMREOBRENTicbh, £EPRERD
HEREYV B I hi,

Table 7 Results with KW-1062 treatment

Case | Age Sex Diag. Causative bacteria Dose Days Results ‘ Side effect
1 29 ? Pneumonia 40mgx3 | 11 Good (=)
2 45 5 Pneumonia 80 mg x 2 14 Excellent (=)
3 28 5 Pneumonia Mycoplasma 80 mg x 2 8 ! (=)
4 40 3 Pyelonephritis Pseud. aeruginosa 80 mg X 2 14 Good (=)
Table 8 Laboratory tests before and after KW-1062 therapy
RBC(x10%) | Hb(g/dl) WBC GOT(U) | GPT(U) ‘ AL-P(U) BUN Protein in
No.
bo|a [ b |a | b |a|b|a|b]a|nb |a | b [a | b |a
1| 354 365|11.9 | 12.3 |12,900 6,700 10 | 10 8| 5 | 65 L 60| 15 | 12 ECORNES!
2| 41| 470 10.9 | 12.0 |10, 700] 6,200 30 10 25 36 |12.0113.0| 15 ‘, 10 (=) | (=)
3| 451| 492 |14.3 | 14.5| 8,000 6,400 20 | 11 | 10 | 15 | 4.0 20| 15 13 } (=) | (=)
4| 420| 415 | 14.0 | 14.0 | 8,700 7,000 15 | 10 8 | 10 ' 3.5 4.0/ 18 } 10 (=) | (=)
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EFIDHEARZ + 7 &, KEHEAGEEHRCHLTO
HEHOREILIZIT Gentamicin, Dibekacin @ U T
HBT ENRINIY,

AREBORES ThEEFRATH D, FEHCEHLT
13tk Gentamicin, Dibekacin L@ U EELTI W
EBbhd,

WEABIDIGIERF ORIT - Bt T B 2 2%, = O
X, 2BIORERARCDOWTHEF LD, BRESDOLD
hicgfEir, $EkoGentamicin 40mg#s., Dibekacin
50mg HERFOMA, RPBEOMHELE LB LT, RfkO
RE—=VERTIDEEZEZLTI Vo

D& D, EENTREFERCEL T, koKL
HELT, EQk#ERR Vo AHINL, Bt SR
HOREE T, BPEROVAVERNTUL, A0
W H%~7 Gentamicin, Dibekacin X b Ar7gu &
5 EN, BRRCOBARRICED X 5 ¥ TH0MRAE
FOFRIEEHTNELTH Do

FOEERSHELT, AARCAFRRE LI, 5T
Gentamicin, Dibekacin izt L T%< 1 B 160mg 5
Lico ZDO%FIXBACHELRTHY, EIfFAD 1HIHER
Dot BRERTRETH D, MkD2HCHEL)T
Holel EXREETHTH o 1ch’, FFOHEAR7
FABELT, LTLHEIRERTEEHd LA
D, EEAMACH L TUIRATL»EREDDL
%}%_ﬁ:o

V. ¥ & &
KW-1062 oW THRE®TR, KOBRIE LR
7‘1.'.0
1. HESH : KW-1062 o> Serratia marcescens, Ps-
eudomonas aeruginosa, Acinetobacter calcoaceticus
X35 MIC %, Gentamicin, Dibekacin & 2i¥E U
ThH ol
2. WRIN - BEfE : KW-1062 o Mg, Rerdkits
2HIDEHBEAR 0mg HHEL, ZOMEILHRKD Genta-
micin, Dibekacin & HELTRITRAIL X 5 RERRL
o
3. FRIREUE : Miz26l, BETERFTRLACHER
L, 2B CRERRRD itk o1,
X [N
1) OkKACHIL R.; I. KAWAMOTO, S. TAKASAWA,
M. YAMAMOTO, S.SATO, T.SATO & T.NARA:
A new antibiotic XK-62-2 (Sagamicin) L
Isolation, physicochemical and antibacterial
properties. J. Antibiotics 27 : 793~800, 1974
2) EGAN, R.S.; R.L.DEVAULT, S.L. MUELLER,
M. I. LEVENBERG, A.C. SINCLAIR & R.S.
STANASZEK : A new antibiotic XK-62-2. II.
The structure of XK-62-2, a new gentamicin

C complex antibiotic. J. Antibiotics 28 : 29 ~
34, 1975

3) P23 A R(LEREFER AR BRE, TR
vavy AT, KW-1062, 1976

FUNDAMENTAL AND CLINICAL STUDIES ON KW-1062

KinacHIRO SHiMIzU

Department of Internal Medicine, University of Tsukuba

TeprEr KumaDA

Department of Internal Medicine, Tokyo Women’s Medical University

Katsuko Okuzumi

Central Clinical Laboratory, Tokyo University Hospital

1) The distribution of MIC values of KW-1062 against clinical isolates such as Serratia mercescens,
Pseudomonas aeruginosa and Acinetobacter calcoaceticus was found to be similar to that of gentamicin

and dibekacin.

2) KW-1062 was administered intramuscularly to two healthy volunteers at a single dose of 40mg.
The serum level of KW-1062 reached the peak of 4.6 ug/ml at ‘one hour after administration.  The
urinary excretion rate for the first 6 hours was 65% in an average. These results obtained with KW-
1062 were considered to be comparable to those obtained with gentamicin or dibekacin.

3) KW-1062 was administered to two patients with pneumonia and one patient with chronic

pyelonephritis and found to be effective in all cases.

No particular side effects were observed.



