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HARGHERC ST S KW-1062 B+ %
RIS B ONT B R B9 B9

H O OROR OB
FLWEE {5 R B T AR

SEE, EAED U QREEARRIE ORFEIL, KOs
e 7 F v RECHRIBE, AUHE MARELZ WXt
FFTIRED ST AREREHOBMMY L IXEARRT
LIBHDNRHV, THR AL OREEE, EEFEEM
DHERTOEE, & HVbIFREECETCHERI Wb
% Opportunistic infection, % % \MIEHZER £ 2O
ERTBELDD D %o

B A E KW-1062 13, 1971 4F 5 FnlsEs T3 wUR BT
R CR R S hic Micromonospora sagamiensis var.
nonreducans MK-62 & X » A I Wi FH#H D amino-
glycoside RIFLAEWMETH Y, X b kE Abbott HHF
e L AR X VBRI O TH %,

KW-1062 o F (L3 MuR 1%, KHEOHMBELT B\
THEDORATERERTH D, TOEMEILKCBHE
T, AR — A ELDTHE, =X/ -V, =—F N,
suuii A, VEVERLRER=FARIIFZEAY
TEThH Do AMEs X OCEEFERCOWTE, BWER
K XDHEOHEELDTENEEh, Lirb EFHE
AR@EdbhizvEwni,

KW-1062 o{b¥#EER0%, Fig.l KRl esb,
Gentamicin C;, @ 6/-NH, 3% 6/-NHCH; i Fiz X
RicbOThdb, = 0 H5FRIE, CplyN:0, TEb S
R, FHFEIL463.58 LEHEIRTWLBHLY,

Wiy, 40, HAKPER I aminoglycoside
PEmE KW-1062 i o\W\T, £ORBRENMES, m
REE, HRABITEER COERWKRF LT & &
e, FEEMERHRIR O Stk RYE X L T ERK e 6
HLER, BRIFRREE LT, TOBECDOWT
ﬁ%?%o

I. E®eRKi
#7 aminoglycoside 2¥iE4E KW-1062 «BiL ¢,

Fig.1 Chemical structure of KW-1062
OH

\
H.CHN~ 57 //O’\.\/CHNHCH;,

OH OH f

O—{T—1—-0

%0 in vitro TOHEIAE, ARHER O MAiRE
DR HRHER 72 O OIS~ OB TR fo L 0 HBE
MRIBEE B LIcBR, 280X 5 Bz bhis

1) RERENIED

i) SEEaHEE : KW-1062 o 3B I ) o B
E, BRI AMIC N E RS o faRif L
AANFERSER 7 B CRUNEH B IE SR Minimal inhi-
bitory concentration (MIC) #HIE Lo ThbbiiE
SR EREE Y, Heart infusion agar (3:HF) AL,
B i@ BRI Trypto-soy broth (3¢BF) T 37°C ¢
18 R R 2 T8 o oo £ DOHEFRIK 108 cells/ml 1
BT R ERRIR L, 37°C 24 Rl
P TEEERE, B EOBEERE OB EY WIRMEST
X YR, ToEEEO MIC ERNT L,
KW-1062 %) & 3 D g BANE, Bl 4 1004g/
ml &L, DUFIRK 2 5B A fie X b RIEARREY
0.2ug/ml & LIcEHOFFRTIZERL L,

KW-1062 > #ie§ 1 o it E 1%, Streptomycin
(SM), Kanamycin(KM), Fradiomycin (FRM), Gen-
tamicin (GM), Aminodeoxykanamycin(AKM), Ribo-
stamycin (RSM), Kasugamycin (KSM), Lividomycin
(LVDM), Dibekacin (DKB), Amikacin (AMK) %X
X Tobramycin (TOB) 7¢ &' »11 fE ¥ Aminoglycoside
Fbitk ' & Penicillin G(PCG), Aminobenzyl peni-
cillin (ABPC), Carboxybenzyl penicillin (CBPC),
Sulfobenzyl penicillin (SBPC), Erythromycin (EM),
Oleandomycin (OL), Leucomycin (LM), Spiramycin
(SPM), Josamycin (JM), Lincomycin (LCM), Chlo-
ramphenicol (CP), Tetracycline (TC), Oxytetracycline
(OTC), Cephalexin (CEX), Cephaloridine (CER),
Colistin (CL) ¥ X O Polymyxin B (PLB) 7 & 17 #&
KoBMEwET 2\ T xh%zh MIC 2HIEL,
KW-1062 & O HIBE D BB 21T8 -7

F L PIENRBROBREL, BRI E5%5
Vi EAEEE 29 Bk EALIRMEFRE ROEEL LS BERE L
+-Coagulase [t Staphylococcus aureus 80 B & £33
Wb oHtRE Ule Escherichia coli 34 ¥, Proteus
mirabilis 23 #, Klebsiella pneumoniae 21 F¥ks X O
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Pseudomonas aeruginosa 60 fk% MIC DJIEEH & L
o

i) REREE - BHUE R o U IR, Rk o
FERF B LA, AHREkO MIC 2 RIE Lico
TSR, AHBEEKROPEING, Table 1 Rlick
kb, 77 a4 EER D Staphylococcus aureus
group X\ g 0.1~0.2 ug/ml @ X3 TEL MIC
ThY, Streptococcus pyogenmes group & Strepto-
coccus pneumoniae 3 1.56~12. 5ug/ml & MIC p3fLEL
M &, ¥ *Bacillus subtilis, Sarcina lutea %5 LUt
Corynebacterium 1L 0. 1~0.39ug/ml & MIC i 3{EH> »

to ¥t F70BEEBEOHABEANY 7 A,
Table 2 /R LIcEED,
group ¥ X % Klebsiella pneumoniae 7 & © MIC %
0.39~1.56 ug/ml T H A K 2» 5 7co Pseudomonas
aeruginosa 3. 1.56~3.13 ug/ml © MIC 75 L, Aero-
bacter aerogenes, Salmonella typhi ¥s X O° Shigella
fexneri 7¢ £ 0.39~0.78 ug/ml & {E\» MIC CTH b,
KW-1062 132775 50, BE OWThebfiE %
43 % Broad spectrum DHFAEWETH -0
{LIEME R S O H D B 5B Lic Coagulase [k Sta-
phylococcus aureus 80 ¥rizxi3 % KW-1062 DBl

Escherichia coli, Proteus

Table 1 Antibacterial spectrum of aminoglycosides

A) Gram positive bacteria

(MIC : ,ug/ml)i B

Test organisms ‘KW—IOGZ‘ GM | AKM | RSM | TOB | AMK
Staphylococcus aureus FDA 209 P JC-1 | 0.1 0.1 0.78 ; 3.13 l 0.39 0.78
Staphylococcus aureus Terashima L01 0.1 0.78 ’ 3.13 0.78 1.56
Staphylococcus aureus Smith | 0.1 0.1 0.78 | 6. 25 ) 0.78 0.78
Staphylococcus aureus Neumann ‘ 0.2 0.1 0.78 | 3.13 i 1.56
Streptococcus pyogenes Type 1II 0.1 1.56 1 ! 6. 25
Streptococcus pyogenes Cook ; 6. 25 r | 12.5 25
Streptococcus pyogenes S-23 | 1.56 3.13 I 25 | 125 12.5
Streptococcus pyogenes Dick ! 6. 25 6. 25
Streptococcus pyogenes S-8 I 6.25 3.13 25 6.25 |
Streptococcus pneumoniae Type 3 L 12.5 12.5 | 25
Bacillus subtilis PCI-219 0.2 0.2 0.2 0.2 | 0.39
Bacillus subtilis ATCC-6633 0.1 0.39 \ 0.39
Sarcina lutea PCI-1001 0.39 0.1 0.1 25 125 1.56
Corynebacterium diphtheriae PW-8 0.2 0.78 3.13 1.56 0.78 1.56

Table 2 Antibacterial spectum of aminoglycosides
B) Gram negative bacteria (MIC : ug/ml)

Test organisms ] KW-1062 ‘ GM AKM ! RSM ! TOB 1‘ AMK
Escherichia coli NIHI JC-2 . 0.39 0.39 6.25 3.13 313 = 3.13
Escherichia coli TAM-1253 ‘ 6.25 | 3.13
Escherichia coli 80750 | 0. 39 3.13 3.13
Proteus mirabilis PR 4 1.56 @ 313 | 6.25
Proteus vulgaris 0X-19 078 156 3.13
Proteus vulgaris TAM-1025 0.78 | 12.5 3.13 313 | 3.13
Klebsiella pneumoniae Type 22 ' 0.39 0.78 | 1.56
Klebsiella pneumoniae ST-101 0.39 0.2 1.56 0.78 |
Pseudomonas aeruginosa X-239 i 3.13 1.56 | 3.13
Pseudomonas aeruginosa Denken 0.78 | 3.13
Pseudomonas aeruginosa NCTC-1049 | 1.56 3.13 100 >100 1.56 ‘
Pseudomonas aeruginosa IAM-10027 ‘ 0.78 | 1.56
Aerobacter aerogenes IAM-1102 i 0.39 i 0.39 : 0.39
Salmonella typhi T-287 | 0.39 o078 | 078
Shigella flexneri 2a 0.78 lo3.13 i 1.56
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i1, Table 3 wiRlLizkisb, <0.2~6.25ug/ml O
HERCRE®OFNL bR, & £0.2~1.56 ug/
ml & MIC #3Es L, 0.39ug/ml i MIC o &' — 7 538
Ddbh, 12.5ug/ml EOMEKRRZORIgh 5T, &
7= KW-1062 & fii> aminoglycoside R¥iEHE 10 f&
L oHE T, GM, DKB s Xt TOB it izt A L
AR — VIXASTHY, TOMORKFL D IXHE
L EX 5Tz, KW-1062 & aminoglycoside /LA
NoBiEE L otk Tix, Table 4 /RLIcEEBD,
CER LA D fb o Fi:¥E X b 13 Staphylococcus aureus
Wt L THE IR E DD TT ChTnis,

SR D Escherichia coli 34 fRic x5 KW-1062
DO HIL, Table 5 wiRLic &b, 0.78~12.5,g/
ml iwhtc B REUFHNL bR, & 1.56ug/mlic
MIC o — 275D bht, KW-1062 & 1o 71
aminoglycoside Ry EHHE & OB TIX, GM X b 1,
2 BIPSRRRED » TWicdd, TofMOEFR LIRSS LS
BRI O HFEIAT R TS,

B HED Proteus mirabilis 23 #3835 KW-
1062 D E S, Table 6z Lizt b, 0.78~12.5
pg/ml itch MIC of3finikabh, & 3.13ug/
ml & MIC ov— 2258 b htc, KW-1062 ko

Table 3 Comparison of antibacterial activity of KW-1062 with that of other aminoglycosides

against coagulase positive Staphylococcus aureus (80 strains)

Minimal inhibitory concentration (ug/ml)
Drugs -
<0.2 | 0.39 | 0.78 ’ 1.56 | 3.13 ] 6.25 | 125 | 25 \ 50 | =100
KW-1062 21 23 18 11 5 } 2 | 1 \ '
KM 3 2 4 20 13 1 1|2 24
SM 3 1 5 7 17 3 1 2 41
FRM 19 9 16 8 1 17 2 8
GM 38 11 17 2 5 2 3 1 1
AKM 9 7 8 21 17 1 1 1 14
RSM 2 13 17 19 13 6 5
LVDM 6 4 22 19 16 4 5 4
DKB 24 24 28 4
TOB 19 22 32 5 2
AMK 3 7 13 17 16 i 16 6 2
Table 4 Comparison of antibacterial activity of KW-1062 with that of other antibiotics
against coagulase positive Staphylococcus aureus (80 strans)
l Minimal inhibitory concentration (ug/ml)
Drugs IR
<0z [ o039 | 078 | 156 | 313 | 625 | 125 | 25 | 50 2100
KW-1062 i 21 ] 23 \ 18 \ 11 1 5 | 2 l 1 l ‘
PCG 11 6 5 5 8 10 2 |9 10 14
ABPC 7 5 8 9 12 8 7 12 7 5
EM 21 3 6 1 1 1 2 45
OL 4 13 8 2 8 5 29
LM 1 4 29 13 1 1 31
SPM 9 22 8 3 2 36
JM 5 2 8 19 17 2 8 6 13
LCM 4 3 15 17 3 4 2 1 1 3
TC 3 9 4 6 3 3 5 1 46
oOTC 4 5 6 6 9 1 1 48
CP 3 8 27 8 9 25
CEX 3 3 4 12 17 25 11 5
CER 40 8 9 5 2 8 1 2 1
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aminoglycoside Ryi4:H'E & OLt# <iX, GM, DKB
IV 1BREES > T edd, LoFHERES LR
PHENLEZ 5Tt

RH D Klebsiella pneumoniae 21 Bz 335
KW-1062 043, Table 7 wiilick &b, 0.39
~6.25ug/mlic bt Y BEMNGMHMLTE Y, o MIC

D=7 0.78 ug/ml T Bt KW-1062 & fis D
aminoglycoside RPAEWE E DT, GM Xbh 1
BHERES - T, foZEHE RS 5 \VIHED
N Eh T,

o HED Pseudomonas aeruginosa 60 FRiext$ %
KW-1062 o#ifi/jit, Table 8 kL& kb, 0.39

Table 5 Comparison of antibacterial activity of KW-1062 with that of other
aminoglycosides against Escherichia coli

Minimal inhibitory concentration (ug/ml)
Drugs No. .°f [ I
strains | <02 | 0.39 | 0.78 1 1.56 [ 3.13 [ 6.25 | 125 | 25 | 50 | z100
i i ,
KW-1062 | 34 | | e | o 9 6 | 3 | | \
AKM 7 1 4 1
RSM 36 11 13 8
GM 43 9 15 14 5
LVDM 47 4 7 20 7 7 2
DKB 22 3 1 6 10 1 1
TOB 27 5 13 8 1
AMK 27 9 14 2 2
Table 6 Comparison of antibacterial activity of KW-1062 with that of other
aminoglycosides against Proteus mivabilis
Drugs 1\1.10‘ .of >>>>>> | Minimal inhibitory concentration (,ug/ml?v -
strains | <02 | 0.39 | 078 | 1.56 ‘ 3.13 ’ 6.25 “ 125 | 25 | 50 . =100
KW-1062 23 | 1 ‘ 7 | 9 } 4 2| ! i
i S I I R | - .
AKM 10 10
RSM 20 4 5 3 5 3
GM 22 7 7 4 2 1
LVDM 20 1 7 4
DKB 23 1 2 11 6 3
TOB 22 2 5 4 3
AMK 19 3 3 9 2 2
Table 7 Comparison of antibacterial activity of KW-1062 with that of other
aminoglycosides against Klebsiella pneumoniae
Drugs No. of Mini‘mal inhibitory concentration (,itg/nil) B
AN | <02 | 0.39 ‘ 0.78 | 1.56 ‘ 3.13 ’ 6.25 | 12.5 i 25 | 50 ( =100
KW-1062 21 B 8 6 | s | 2| 1 [ |
! SR S [ S—
AKM 2 2
RSM 16 1 8 3 2 1 1
GM 17 6 7 4
LVDM 29 2 2 15 6 4
DKB 10 1 9
TOB 13 4 2 2
AMK 9 5 2 1 1
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Table 8 Comparison of antibacterial activity of KW-1062 with that of other antibiotics

_against Pseudomonas aeruginosa (60 strains)

Minimal inhibitory concentration (ug/ml)

Drugs ? - \
<0.2 1039,‘078t1.56‘313|6.25{125| } 50 =100

KW-1062 ; ‘ 2 ! l 1 ' 9 3 i 1
SBPC | ‘ 1| 2 12 15 7
CBPC ‘ : o 3 21 34
KSM : | ‘ 1 1 2 56
LVDM i 2 1 17 32
CL ; 5 l 17 18 7 13
PLB . L2 9 23 4 | 2 |
GM L2 5 | 2 14 17 6 6 . 6 11
DK B ! 8 12 22 8 10 ; : |
TOB | 4 19 16 12 6 2 1
AMK ; | 3 % 5 14 7 2 |

* SBPC : 37 strains, AMK : 33 strains

~50 ug/ml O L AHIECRZ O SR bh, &
Qi 0.78~6.25 ug/ml = MIC 2MERLTED, FD
MIC D' — 713 3.13 ug/ml TH o7z, KW-1062 & 1
10 @ E QAP IBE M WE & 0 L T, SBPC,
CBPC, KSM, LVDM % X o* CL X b BEE N L TX
AEMCHENNEX 5Tk, PLB, GM, DKB, TOB
FLO AMK L3 LA LRBEDORIZEMLRR LI,

2) IR

i) R KW-1062 o ifn o i B o J 2 12,
volunteer DA (IF, BHEHEER) O v + nER
IEAE, WAIERBHBEARES X OMBHEIREE % /s & OF A
Blhe o\ CHEBHERR B ATIRE & P47 L THIE L

AR EE D FIE F L, KW-1062 80mg 35 X Uf 40mg
WERIT eV, i 30 4, 1EERE, 2 REfd, 4 Refdds X
V06 BRI &R IR HER I L, T Do Bk
1z o\ C Bacillus subtilis ATCC 6633 i BREE &
L, Mycin assay agar % double layer & Lic#/E%
v 7T ARTEEERRIE Ui, 7tls, KW-1062 & GM
¥s O TOB 40 mg #5185 D MR & LR %1772
wlco KW-1062 o iy rpilfs o BRHERIL, AFOFEHE
5% Phosphate buffer (pH 7.8) TH R LT O FHR
SR ERLL, 100 ug/ml & EEBRE & LT TIHRK 2
FEE AR 1T Iny s, KW-1062 & YBEE i) 5 B
HIE A2 e Ut fhif % 2 oo

i) SEEARAR : KW-1062 5k 84 o ff i BE D IR 1Y
HeBIL, AROERAHECL o dd »ilE L £ D
B OKW-1062 40 mg 5L = 34, Table 9, Fig.3
CRLIERD, 3HSEHEMFIE 30 5#ic 5. 5ug/ml
LERLTmAEED REE I E L, LrL, KW-

Table 9 Serum concentration of KW-1062 in

normal adults (40mg, i.m.)-.---- cross
over

‘ Body Serum concentration

|
No. | Case |Age Sexweight 73 (ng/ml)

E(kg) / \1hr‘2hrs‘4hrs 6hrs
1|M.K.|20 | F | 45.5 5.8]5.0 2.7! 1.9/1.2
2|H.I1.|38 F’ 66 |6.3 4.6/ 382413
3IM.I. 22| M| 70 |44/ 4634|2119

Average 5.5 4.7'3.3§2.1 15

Fig.2 Comparison of KW-1062 with that of

gentamicin and tobramycin in normal
adults (40 mg, i.m.)------ the average of 3
cases

pg/ml
7.5
6.7
55 o—oKW -1062
’ e——eGentamicin
,E 5.0F x=—=xTobramycin
E
£
3
g
(5]
5 2.5
@ 5
1.4
0.3
1 L | , .
7% 1 2 4 6 hrs

Time after injection
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Fig.3 Comparison of serum concentration of
KW-1062 in normal adults (cross over)--:
---the average of 3 cases

pg/ml
12.5f
£10.0F p9.2 .
= o—— 80 mg i.m.
fé o——040 mg i.m.
§ 7.5
3 5.5
g 5.0F
2
@
2.5r
1.5
1 ] 1 1 B
%1 2 4 6 hrs

Time after injection

1062 51k 1 BEEIIcIy, 4. Tug/ml & s b4 A
N&bhAD, 2 BH#ICIL 3.3ug/ml LA L, EH
W4 R 2. L pg/ml 3 L < AR iEAEEE < g
h, $5E 6 BRI 1. 5ug/ml LEfER R Lico
xti o GM 40 mg FHEE# O, Table 10 12
ALickBDh, 3FFESEL I 30 5#IC 6.7ug/ml L
MR DR EE L e »Tco GM HiE 1 KERI#IIL 3.9
ug/ml LA EF DA DIAD, 2 BRI 2. 9ug/
ml LIRS 7D, X Hic 4RI 2.2ug/ml LEL
L, WiE 6 BRI 1. 4ug/ml & (EfE & 7ro
720 ¥7z TOB 40mg fitk D fhiEE X, Table 1112
ARLicE b, FE 30 HRic 4. 3ug/ml & mhEED

Table 10 Serum concentration of gentamicin
in normal adults (40mg, i.m.)

Serum concentration
(pg/ml)=-

1hr ! 2hrs 4hrs

Body |

No. Case 'Age Sexweight
et 12

(kg) |5

6hrs

20 M 46 5.4 3.4 21 1210
28 M 57 8.8‘4.6‘4.3 3.7/1.9
3 F 505 5.8 37 2.5 1.7 1.2

T.O.
J.T.
J.Y.

W DN

Average 16.7/3.9/2.9 22/ 1.4
1

Table 11 Serum concentration of tobramycin
in normal adults (40mg,i. m.)

HEfEASZ bh, 1RRE#IL3.5ug/ml LA EEH
A bhiad, X bic TOB Hit 2 Bt 2. 3ug/ml
LIMMAPIEHEEL 7o b, 4BRI#% 0.6 ug/ml 2L
<MLL, M6 RERI%IcI 0. 3ug/ml & X3 TIE(E
s LT,

KW-1062 & GM, TOB 40mg i & DIl sy o
By, Fig.2 wRlicksh, GM OFEHMEN3HID S
HbThobbEfEE e, Ot KW-1062, TOB 0
THH, WTRLHIE 30 SHRCREEELLD, 6
R iz P IEEELE L CHA L

KW-1062 80mg #HyEtk i &y, Table 12 iR
Lictish, 40mg L cross over T 3 G EHEM
Wi 30 e 9.2ug/ml L imAREEORRECEL
too KW-1062 #5711 BsRI#8iciy, 8.5ug/ml & AL
I, 2 BRI 5. 1ug/ml LKL 7o b, I BT 4BFH
iz 3. 4ug/ml LFELULMAEL, HE6EHE 2.5
ug/ml FEfEA R LT, KW-1062 80mg & 40mg
FEOBEOMmAPBEOENY, Fig.3 WRLiEED,
Z OREPHERIRIZ E A EELoER A bR, FERH
1z Dose response H3E¥ Hvfzo

Fio, BMEIEEAER © mEE L, Table 13 1@
ARLIkEERD, 80mg ik 30 HHic 9. 4ug/ml & FH
LA DR EIECE L, f 1 KME I 8.1ug/
ml LiHKLIAD, 2RI 5.8ug/ml L ich, X
LI 4 gt 4. lug/ml LKL, #51 6 Ry
2.2pg/ml & A Uic, 7ods, R &18HRIRIE %

Table 12 Serum concentration of KW-1062 in
normal aduits (80 mg, i.m.)---- cross
over

1 ] Body
No.  Case Age Sexweight
E { (kg)
1 M.K. 20| F| 45.5]85 65 44 3223
38| F 66 7.210.5 4.5/ 3.4|2.5

2"H.I.
3 M. I. ZZIM 70 12.0,8.5 6.33.6/2.8

9.2\ 8.5 5.1‘ 3.4|2.5

Serum concentration
(ng/ml)

1z | 1hr 2hrs‘ 4hrs|6hrs
r

I

Average

Table 13 Serum concentration of KW-1062 in
chronic sinusitis patients (80mg, i.m.)

" Body ‘ Serum concentration
No. Case Age Sexweight (ug/ml)

' (kg) Hl/rz ‘1hr?2hrs‘ 4hrs§6hrs

| ' Body ‘ Serum concentration

|
No. | Case !Age Sexweight 72 (,qum‘l)
o C(kg) | Y2 1hr|2hrs| 4brsi6nrs

1 S.K. 33 M
2 K.S. 25 M
3 M.H. 27 M 69

64 | 4.2 3.3/ 2.4 0.6 0.3

62 | 5.0 3.6‘2.310.6 0.4
0.2

| OV 99
13.6/35 22 0.7

|

=

1. 31 M| 535 11.0i8.2 7.2 4.5/2.5
I.T.38 M 785 85 9.0 5.8 4.6 2.2
Y.T. 39 M| 67.5 86 7.2 443219

1
2|
8|

Average ‘4.313.5 2.3}0.6‘0.3

Average

9.4/ 8.1 5.8] 4.1]2.2




2298

CHEMOTHERAPY

SEPT. 1977

Fig.4 Comparison of serum concentration in
normal adults with that in chronic sinu-

sitis patients (80mg,i. m.)--- -+ the average
of 3 cases
ug/ml
10.0F 9.4
9.2
3 o—oNormal adults
.‘é 7.5+ e——eChronic sinusitis
b
S
=
S 5.0F
=1
E 2.5
N 2.5t :
2.2
1 ! 1 1 Il
% 1 2 4 6 hrs

Time after injection

L OFEDMFRE DN, Figd WiRLicL®h,
Z ORI L A EREEY & D EEZLRD D
hfé:?b‘o‘f:o

3) RARMMPRE

i) EEJ  KW-1062 o R B PR 17 I o 3
7%, KW-1062 80 mg fjiE 1 BRI TR iC i
Hlfe r nZERS7 0 & REER B 3 Flds X O LSRR,

25 GloYERERIT O & 1g BRI LI, Z0#K
#L1b¥% %, Phosphate buffer (pH 7.8) T5 {5 #H % 1T
w24 REREIRE L, Zomk EERE AR O MPRE
HEDOHECEL, HE» » 7L b BN o KW-
1062 {EMER HIE Lic, 73, KW-1062 80mg fjiEtk
DIf#4A /%D Biophotography 1%, FHiRICHH Lice
F A E Rk X O FRIFDRS R o> S A ML P IR U
B DR Lic#ie, 18 ByfkE (5°C) RFFC XD
ThEE, & HIC 24 BERINSE (37°C) THiEL T KW-
1062 &4/ OMKH AFCRIT 5 BRE O FHILIREX R
EEB"JWCﬁﬁ L‘f:o

ii) SBARUK : KW-1062 80mg f5iktk o B M
ABITRER, ROXRAE C X b RIE LR,
Table 14 WWRL 7 & B9, FhFcHb Lice bo#E
Rk 7 FIOEBATEIEREYS 2.50g/g #BPEL, %
D ST 5 MIFEEL 7. 6ug/ml TH 51, i,
THEE Rk 3 BIOMARMIBRE L, 3.9ug/g OIEMEY NE
L, £DXWOMFEEEX, 7.4ug/mlOEHEN 2 bh
foo & B LERIAMGIE 5 GIOMBNIREY, 1.94g/g D
EHEYRAIEL, FEREACKT5MmEREX 8 4ug/ml
ot

HE Rk X O LSRN BE % o Biophotographyid,
Fig.5 WRLct Y, HEEEROER RS

Table 14 Comparison of concentration of KW-1062 in serum with that in tissues
(One hour after intramuscular injection of KW-1062 80 mg)

& Body ‘ Serum ~ Tissue
No.| Case | Age | Sex |weight Tissues removed concentration concentration
|| (kg) (eg/ml) (gl

1| R.Y. 19 F 45 Palatine tonsilla (L) 8.6 .5
2| R.Y. | 19 F 45 Palatine tonsilla (R) 8.6 2.4
3| M. I. | 23 M 66 Palatine tonsilla (L) 6.0 3.6
4| T.S. 9 M 30 Palatine tonsilla (L) 9.0 2.5
5| T.S. 9 M 30 Palatine tonsilla (R) 9.0 1.7
6| K.M. 21 F 48 Palatine tonsilla (L) 6.6 2.5
7 K.M. | 21 F 48 Palatine tonsilla (R) 6.6 2.1

Average 7.6 2.5
1/T.0.] 5 | M | 18 | Pharyngeal tonsilla | 8.2 45
2| S.K. 4 M 16 Pharyngeal tonsilla 6.8 3.2
3| R.M 5 F 19 Pharyngeal tonsilla 7.2 4.0

Average ‘ 7.4 3.9
1/ H.I. 30 F 60 Mucous membrane of maxillary sinus (L) 9.4 1.7
2| H.I. 30 F 60 Mucous membrane of maxillary sinus (R) 9.4 1.7
3| K.Y. 50 M 55.5 | Mucous membrane of maxillary sinus (L) 8.5 1.7
4| Y.T. 38 M 78 Mucous membrane of maxillary sinus (L) 7.2 1.9
5/Y.T. | 38 M 78 Mucous membrane of maxillary sinus(R) 7.2 2.5

Average 8.4 1.9




VOL. 25 NO. 7

CHEMOTHERAPY

2299

Fig.5 Biophotography of KW-1062

A : Palatine tonsilla
B : Serum
C : Tissue fluid

D : Mucous membrane of

maxillary sinusitis
E : Serum
F : Tissue fluid

FH R DR B 2T WA IR L AR E A Bl 436
RO A LT 5 2 LR TEI,

II. B &K 8y & &
KW-1062 % H: &L
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Table 18 Efficacy of KW-1062 by species of
bacterial isolates

Efficacy|Ex- oo s T
Table 17 Efficacy of KW-1062 by species of \cellent %i?;l €$§‘lz(f§ Total
diseases Bacterial isolates () \
EfficacyEx- - Staphylococcus ‘ 5 ‘ 3 i 8
e e I
Diagnosis () Streptococcus o, ! 9
Acute purulent 6 9 5 8 hemolyticus \ !
otitis media i Klebsiella | 1 1
Furuncle of the ear| 3 2 1 6 bneumoniae ‘
Enterobacter
Acute lacunar 1 1
tonsillitis 5 5 cloacae . |
Acute parotitis 1 1 Corynebacterium | 2 | | 2
5 n No culture ‘ 4 1 ‘ 1 ‘ 6
20 .
Total 19 cases 95% ! cases Total i 15 4 ‘ 1 Ji 3gses
Fig. 6 Interrelation between MIC and the clinical response of KW-1062
MIC Minimal inhibitory concentration (ug/ml)
Efficacy | =02 ‘ 0.39 | 0.78 | 1.56 \ 3.13 \ 6.25 ‘ 12.5 } 25 | 50 \ >100
Excellent oA ‘ oA ‘ o ' ‘ O x |
o (#) 00 o ‘ x ‘
2] — _— — — —
§_ Good ‘ @] e} ‘ ‘
2 ) 0 | ‘
~ S S _ | _
| |
§ Fair | | ! \ ‘ |
E ) I |
© Poor | ‘ |
(=) ‘ \ |

* Minimal inhibitory concentration (MIC)
O Staphylococcus aureus (8 strains)
% Streptococcus hemolyticus (2 strains)
® Klebsiella pneumoniae (1 strain)
A Corynebacterium (2 strains)
O Enterobacter cloacae (1 strain)
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#WHEMNK MIC o4fidimnbh, 0 MIC v — 2%
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mg 7 30 SHIC 5.5ug/ml LMpREDOY — 2 ki
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FUNDMENTAL AND CLINICAL STUDIES ON KW-1062
IN THE OTORHINOLARYNGOLOGIC FIELD

TAxe"IKO IwAsawa

Clinic of Otorhinolaryngology, Sapporo Teishin Hospital

Basic and clincal investigation with KW-1062, a new aminoglycoside derivative, were performed
with the results which may lead to the following conclusion.

1) In vitro antibacterial activity : The minimal inhibitory concentration (MIC) of KW-1062 was
tested by an agar plate dilution method. The MIC of KW-1062 against 80 strains of Staphylococcus
aureus isolated from otorrhoea was distributed at range of <0.2 to 6.25ug/ml, with a paek being
observed particulary at 0.39ug/ml. The MIC of against 60 strains of Pseudomonas aeruginosa was
0.39 to 50 ug/ml of KW-1062, showing its peak at 3.13 u#g/ml.  Other strains of Escherichia coli,
Proteus mivabilis and Klebisella pneumoniae were also examined on their sensitivity to KW-1062 as
well as other antibiotics.

2) Blood concentration : The blood concentration of KW-1062 in healthy adults who were given 40
mg intramuscular injection reached peak level of 5.5ug/ml after 30 minutes of administration. Even
after 6 hours, clinically effective serum concentration of 1.5ug/ml was still demonstrable.

3) Tissue concentartion : KW-1062 activity was demonstrable at the concentration of 1.9 to 3.9ug/g
in tissues of human palatine tonsilla, pharyngeal tonsilla and maxillary mucous membrane after one
hour of intramuscular injection of 80 mg. At the same time, the serum concentration of KW-1062
was 7.6 to 8.4ug/ml.

4) Results of clinical treatment : KW-1062 was intramuscularly administered to 20cases of represen-
tative infection in the otorhinolaryngologic field, and it was excellent in 15 cases, good in 4 cases and
fair in one case. = When the cases in which it was excellent and good were considered together, the
rate of effectiveness was 95 per cent.

5) Side effect : No side effect was observed in these 20 cases. = The comparative examinations of
audiotory before and after treatment showed no significcant disturbance.



