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KW-1070 @A 3T %%
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FRRFER TR P

# L\~ aminoglycoside RiAE%HE KW-1070 oo\ TRME XNt e, BRIEHEIRED E. coli,
Klebsiella, Proteus, Serratia, Enterobacter &zt L3 <hicilNH%i R Lico

EHwE Wistar Rift5 » MiC 20mg/kg FEL, TOMM I XOMBRAREXREL, i
RepPhthiz oW T MY LA, fiid aminoglycoside RiiEMHE L AMICRIN - BRHIRIFT, B
CRLRBECALR, LUTMmM, M BOIRT, FTRERHBRUT TS -1,

BRI I BRARAERE % RSB b DB LI R B RO 1 IER LEeCHEBTH Y, #Hl

DEIFRIBDHHhich -1,

" KW-1070 1% Micromonespora sp. MK-70 ic X » T
B4 Xh3H L\ aminoglycoside RILEHE T, HM
HO NARALIR X TRRIhIIDTHSDY £0fL
#HERT Figl cRmTEs0THBY,

HE A7 b 7 &2 kanamycin ¢ AL, &
Serratia, Proteus inconstans e XD 75 ARRHRE
EHLBVCHEAYTL, 7k gentamicin ¥ &5 H
D Staphylococcus aureus 3 XUV 75 ARHEBE
EHLABEBNZTRTLRESh T8, KEEHHE
KoL TOETORIREXHET %,

I. FEZLVICE®R

1. REMRE

LR EVCTHERME»OSBEIh 87 7 2BH
BEicoWT, BARCFEFEFLERECE LT KW-

1070 =43 % B R A X f77c\» dibekacin(DKB) @
ThE B L, 71 2 v 1 TERER AX) L&D
100 fEFFK (100X) ¥ rhEhEE LA L EOREZH
Bt Table 1 R EsHTHD,
KBE 7 %) TIRE®O MIC iz 1.6~25ug/ml
Fig.1 Chemical structure of KW-1070
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Table 1 Susceptibility of clinical isolates to KW-1070

No. 0.8 1.6 3.1 6.3 12.5 25 50 100 >100 (zg/ml)
1x 2 3 14 7 1
E. coli 27
100X 1 1 16 9
1x 1 4 2 1
Klebstella 8
100x 1 3 3 1
1x 1 3 2 11 6 3 2
P. aeruginosa 28
160 x 1 2 7 10 3 2 2 1
1x 1 4 2 2 2
Proteus 11
100x 1 1 2 2 2 3
1x 3
. Sematia 3
100x 1 2
Ix 1
Enterobacter 1
100 x 1
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Fig.2 Correlogram between MICs of
KW-1070 and DKB (Q : E. coli,
A : Klebsiella, @ : P.aerugi-
nosa, A : Proteus)
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oL, ¥-—27i% 6.3ug/ml T, 100 fEHRETIL
0.8~6.3ug/ml /L, ¥—21% 3.1ug/ml 25
b, BRCHL 1~ 2BREECEYLR LI, Klebsiella
(8#K) TILEH#M 1.6~50 ug/ml, 100 & Rkt
T 0.8~6.3ug/ml OHHx /R L t, Pseudomonas
aeruginosa (28 ) TIXEEK 3.1~>100 ug/ml, 100
R 1.6~>100 ug/ml, Proteus (11 ¥k) TIXREK
6.3~>100 ug/ml, 100 f5FR¥L 0.8~100 ug/ml D4y
kR LI, Serratia (38R WLJRHIX T~ T 25 ug/
ml, 100 fE&FR T 1.6 ug/ml 18k, 3.1pg/ml2 kT,
Enterobacter 1 #LEH, 100 fEFFK & iz 1.6
ug/ml D MIC 7R L1, &4/ 100 57 Rk MIC
BEROERL D 1~ 2BBEWERR L,

E.coli (27 #), Klebsiella (4%¥),
aeruginosa (28 #), Proteus (11 ) H35&HF]
& DKB & o MIC 48B3t Fig.2 "7 &% H T, DKB
D MIC 2% 1~BEREEEY R TR Eh -1

Pseudomonas

Fig.3 Tissue distribution of KW-1070 in
rats (20mg/kg i.m.)
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Table 2 Tissue concentration of KW-1070 in rats

(20 mg/kg i.m.)

time (hr.)
172 1 2 4 6

tissu\
serum 50.3° | 43.7 9.1 2.0 0.2
kidney 97.3 54.7 | 30.8 | 22.2 | 2.8
lung 5.5 2.3 nd nd nd
spleen 2.4 nd nd nd nd
liver nd nd nd nd nd

nd : not detected, * : ug/g or /ml

2. MmEFRE, BEBNRE, Rohi

&% Wistar &, {4H 400g BjiROHEET » F &AW,
A% 20mg/kg ¥ ABRFIC HHEH, MmMEPRE, F
H, b, RO ZBBRBRE, XU RPHREYHEL
oo TESHE 30 4, 1, 2, 4, 6 BEE CATEIEDOLR
mETeVCERE, £EBEYE, XKSERKTHE
%, k&L M/15 y v EEE R (pH=7.0) T, 20%
homogenate (weight/volume) #{E b, % D3&l> (3,000
rpm 20%) biEEKGEE LTHEA L, Rz 20
mg/kg FHEH S5 ¥ Th Xl metabolic cage ic
AR T O~ 3650, 3~ 6K, 6 ~24B5RIc ) THR
L7

HHENBENTE: HI SEXE % A\, B.subtilis
ATCC 6633 ¥ HREHELTHHB» » 7 B X WL
foo EAEMGIT M/15 VU BEER (pH=7.0) ik TX
RxEMAER L TR Lico M E0: ¥, RizAR
MR THERRL TR E L1,

FHmEPRE, FRENEECHEBY Figdk,
DERFHES Table 21778 Ui, Mg g 20mgf
kg fAEEH 305> T 50.3 ug/ml i L, LIHEHHEL
4 BFRI% TS 2.0 ug/ml ¥R LY, BENRERHE
HPELELS KRV THL, BOIETH Y, FTRiHBER
0.24g/g) UTTHhHoteo RPBE % XU RobHER
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Fig.4 Urinary recovery of KW-1070 in rats
(20mg/kg i.m.)
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Fig.5 Case R.M. 62 yr M. chr. bronchitis
3/15 18 20 22 24 26 28 30 4/1

c————
KW-1070 200mg X 2/day i.m.

Isolates ! P. aeruginosa(+++) :P.aeruginosa (+)
Neisseria (++)

Neisseria (+)
a-Streptococcus (+)
H. influenzae (+++)

WBC 11000 T 0400 9700

ESR(lhr) 68 71 70
“GOT 22 15
GPT 13 9
Al-P 5.5 4.6
BUN 9.7 1.7
Cr. 0.8 0.8

i Fig 4 iR L1, 0~3 BfEIR Y B &ME 2, 086 ug/ml
¥RL, 3~6 BfEIR(L 651.7 ug/ml, 6~24 BERERIX
8l.9ug/ml ¥R L1z, 6K E TORPHHERIZ 44.3
%, 24 BT 52.1% TH o1

3. BRIRBUE

2B DB LB REL LD 1 flIcERA LI,
DEBILFig S TRt &k ThHD, & DIEGITERE
Be LTINS b, BRI 54 F£ELRSEORN
KogEHIhs X5/ h, AE 11 A1 12 A0
RSB IC ABE LAY ZTBRHGRBE L7, L2 LR
55461 20 B X b 38°C B0 R#HN H b, demethy-
Ichlortetracycline, amoxycillin ZsFf Lich S
T, PREHHE Lt 2 A 14 BEABR LA, 20
% SBPC, AMPC % C— BfRsh L h\ R 5oeh (L B OR
® BEEEY L, AF 200mg OFERE - 4 2 Ef
fille, AFIEAKL2BE X WAL, BEHCLE
BRESOKEY L, 5HBELLROMBEIETL,
BUHLB< D, BLRECED LTEL, MBS
BLRBED DR AR DR, BEOMEFHRE

Table 3 Laboratory findings before, during
and after KW-1070 therapy

before during after
Date
3/17 3/24 4/1
Ht (%) 38.5 39.0 40.0
Hb (g/dl) 13.1 13.4 13.1
RBC (x10‘/mm?) 366 356 421
WBC (/mm?) 11, 000 9, 400 9, 700
Baso (%) 0 0 0
Eosino 1 2 2
Neutro
Stab 66 10 1
Seg 71 52 61
Lympho 21 24 34
Mono 1 10 2
ESR (mm/h) 68 71 70
BUN (mg/dl) 9.7 11.7
Creatinine (mg/dl) 0.8 0.8
GOT (u) 22 15
GPT (u) 13 9
Al-P(KKu) 5.5 4.6

Fig.6 Audiogram of the case R.M. before
administration of KW-1070
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T3 Pseudomonas aeruginosa, Streptococcus he-
molyticus, Staphylococcus epidermidis, Neisseria
220 ()~ DI iz, Pseudomonas aerugino-
sa DRAEMBERZTHIIIBET + R 7ET GM U,

SBPC(H), TH 1o AFlI% 8/, AMH, # & 3,400mg
TEAYFRE L, L0 X 51T, BRERDOHELH
LIRS bR, BRPOMEEARY R CELT
Pseudomonas aevuginosa V¥ L H.influenzae Hi4y
IR TW50T, POEREHE LI, FAERMNE
ORIV HREHN R T ERKBC L 33 F2 TRk
SEHERBEREESAZDONT, TOMOEKRRER
it Table 3 R T &% 9T, FIGHMERR 11, 000—
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Fig.7 Audiogram of the case R.M. after

administration of KW-1070
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- BEORETCRFRERLN» CH/AUONETHREY D
b, FHAFERKCCENETAED ORIHFIEOEIR
ThizEkEidoLizvv#< (Fig6,7), AFiCX
2b00E 5 HRELRERRETATSHS, kD
EFATIY, XF¥EPIEE 4 BRELCHFURSY, BRK
DR EHHRBR TV B,

II. * %

KW-1070 {347 L\> aminoglycoside ki #H8E D—
2T, GM (53 AMK iittEd 7 5 satE B8
HLTLTChHENERE TS L vbh TV BN,
SEbhbh OB LIBT3 4 e b o 7o e
b, ZORITAMNC LBD -1, Serratia ts XU En-
terobacter (IEEEND oA BRI T e B Y
R L7 E.coli, Klebsiella, Pseudomonas aerugi-
nosa, Proteus Zizxi+% MIC # DKB D & Kk
LTAa3E, BERED DI THIENRT LIz gy
B, FFIOFH 1 ~BBHEEDBBTH 1,

B (75 F) CRTDEFADRIN - BHiti o ami-
noglycoside ZMAHE &L AKICRIF T, BBRARRED
fis> aminogylcoside RHEWHE L FLDOEAERL,

——

WeRb®L<, LTomW, i, MOETHTILIEHY
TESRHEBRRE (0.248/8) LT TH-1,

MR 1 AT OERABRTH I EL 5o
XTEIVA, BB RRBEBITREECAE LIt
MM RICHAL, ENES, BREROTE (B
e, BREOMY, WREMOKE, KIE
HSEOBPILLENALNBERHCII LR EYTHH
foo L LRBHAEOBEAEADICELY, XHRE
FIERBUORMY ATV S Lid, £5HOXRCH2
IR & WO BREFIC LB LD LEL HNS,

FIEONT, FFERNM»CBHMR FEHERTE)
B HEFFERCEE L TRESERZIZL »7ch, &H
FERE LTI CHHDETERTEESBORI, Lk
Lo MEAHERIC LD & DOMBMITHETHS, £0
D EEKIER s L R ER MO ECHAORIERRED
bhleh i,
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STUDIES ON KW-1070

Orouiko Kunn, Kazuruto Fukava, Koicuiro Iwarta,
Taxasut Komatsu, Micuio WATANABE,
Kivomasa Tanase, Hanme NisHiTan:

and SHIRO Miwa
Department of Internal Medicine, Institute of Medical
Science, University of Tokyo

KW-1070, 2 new aminoglycoside antibiotic, was studied.

The antibiotic was found to demonstrate the strong antimicrobial activity against gram-negative
bacilli such as E.coli, Klebsiella, Proteus, Serratia and Enterobacter.

The disposition of the antibiotic was investigated in male Wistar rats administered 20 mg per kg
of body weight intramuscularly. Its absorption and excretion was as good as other aminoglycoside
antibiotics. The tissue level of the drug was highest in kidney, followed by serum, lung and
spleen, but not detected in liver.

One case of chronic purulent bronchitis complicated with pulmonary fibrosis responded slightly to
KW-1070 treatment without any adverse reaction.



