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FREPEBEN SOOI T E. coli, S.marcescens s LU P.vulgaris % 27 ¥k&l 81 ¥kic
T2 KW-1070 ©» MIC % GM D Fh &l Lo E. coli it 2 AHFIOHENIE GM g kb~
T 1~2 B¥BEE 2%, S. marcescens i+ A E/E GM X b 2 @i+ <h, Pooulgaris 125t
LT GM X Dt st ShicfilH%Y R LI, chb 3SEMIcx LTEAAIL GM Oficiiz
RitEiz bl Bbhtc,

BEREERRCIT 2E%K 30mg/kg HEROMAPREL 30 2HICEHET 79.2ug/ml T
EBL, LEER LI, 3RME CORBEIRIIFEY 19.0% THH, RPREREL 1~2 B
MBicx bh, ¥ 1,400 ug/ml 123 Lic, HIOBAMADOBITILHE TRE 168 ug/e, MEAT
B 85ug/lg THY, WIFRLEHE IBHBCLbhi, B, BBEANL2LIBIT LIS

1B HE BRI SRBE REE 25 Blic &A% 1 B 400~600mg, 42, 5 AMIME LicksR, UTI
HIEEEE (B2 /) X » THE LR EERDRIELDE 40.0% ThHolo BEMEIFRIIA

5h¥, BUN X0 Creatinine DBE LN 1 W THR LRI,

1944 &£ WAKSMAN b i X % streptomycin (SM)
DRE¥WES L LT, aminoglycoside #| (LLF AGs
LEET) oBERoOEL I KM, GMD, LVDM?, AKM?,
RSM¥%, DKB®, SISO, TOB®, AMK?", KW-1062%, neti-
Imicin®, KW-1070 r#ft &, —mMoEKFX B TEIKR
RAWO R T %, AGs FBAR Lo TR REH,
HENOHE, THEBLE, HEA<2 P ADIKRITH
HHohTEi, 1963 4£ WEINSTEIN & X b Sl S hic
GM iz, AGs H|OFMERE LB WHEN % O H
W EHTH B, AGs Flic it S tE LR L,

Fig.1 Chemical structure of KW-1070
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MLy Ik D 7odic fllg§d OH Z 2% transferase i
Lo TARBERILESAEV ISR FHF A Y ShiERIE
BMEOCER I hic o SIS ERET 5, ¥ GM ik
WA AMK LR <h, TOFABFLHAL
T, —# AGs HFIRBEOERH 5 21HEME, HBE
BUEXHLTWEILIX—2DEMHE VLB, ¥R
TOHEREIC X5 UEAGERER EOHLNMELZE
&1L, £F0» AGs Ho SEHIE L VO BREFEIR
ZbhoDpBo Licdis TERMD PCs #|, CEPs #
CHLEBECRIRIAEEShTWEORERTD %,

#F5 LW AGs HlTh s KW-1070 i o, RBRHE
MEE S, RERIR, HFoRERS, * X CRERE
MR BE 25 FleRT 3 RFOFHECOWTRY
LD THET 5, KW-1070 o ¥Rk Figl
Rl

I. RBEHMHSLIURE

1. KRB

1) RBRERNEN

R REIIEBR LN 4 HE LT E. coli, S. marcescens,
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P.vulgaris % 27 B3l 81 #ricxt$ 5 KW-1070 %5 L O¥
GM @ MIC # bk ¥& @Mz & h 10%/ml, 108/
ml M TRTE Lo WEMKEHM & LT Heart Infusion
Agar (KR3F), pH7.0 %\ 72,

2) BRI, Bl

BEBEERE 3~4 FhckHL 30mg/kg FEL, 30
1, 2, 3RMBICERM S~ Y vEERM L, mifc
Mt LTe1% —20°C o deep freezer |2 {RTE L1, BRRIT
1, 2, 3WMIBICTeL, REY £ A<, | CEMK
JE L, —#% deep freezer iZ{RTF L1, &£IR (W,
BAH, BISA) 1P So 1, 2, 3 MK EENT
e X DI L, WHEBsD 0.5~1.0g ¥ #5 Ak E
A ¥ — TR, RERIAK 2cc ML TRBRL,
D EEYIMBREA Licb ok iks Lic, XFIRE
DORELL M. luteus ATCC 9341 ¥ RE@E & LT, M
IREETEIL Agar Well %, FRhiREs L UHERN
WEREE Cup ¥ B\ 1o ¥ oMb ERECIR
Monitrol I (Dade #) %, Rk X UHBNBRENE
1Zi% 0.1M PBS (pH 7.0) ¥ #HHH & LTIER LAHK
MR DR Ry AV 1o

2. FRIRMERE

EREAFWRER b U BB RBTIc ABEh o 184
BN R REYPIERE 30 it LTAFIY 1 BE 400
~600mg (4> 2), 5 BEMERL Lic, FERAD 5 bt
IBETASO, BEMK 25 6, BF234 TFTH
ERIT 57 B b 8l BTh 1, BRBEDHIER,
UTI FEZFPMALLE (FE2HDODEFICEETS 25 4
HBELT, AXECI VHELTIL-1 EFRAD
BB E R S 30 FIeflE &L L

II. R x
1. HRERE
D ARFRAES

E. coli 27 ¥Rizxt+ 2 AFIOHEHX 10%/ml /T
%, 6.25ug/ml iz 15 ¥k (55.6%) n\A3M 32 Hiv—
BHEDE—27%KFL, 12.5ug/ml izkid s BEESR
i1t 92.6% kA, L2 L1k 100ug/ml O
RS RS, GM OREZHD ©— 7 § 6.25ug/
ml iz 11 # (40.7%) i L1z 12.5ug/ml TD
BHESRIAF L IFAED 88.9% Thoto L
L 200 % X O° 200 ug/ml Ll Biz & 1 kS o@ B 4
NHEE L (Fig 2),

108/ml CHEREHBEYR U BE5AFIIREE -2
7% 3.12ug/ml & 10%/ml ML b 1 BRREREZ R
fTL, 100 ug/ml Ll EOmERRIZHEE L, 28 25 2g/ml
LTl GM ORZH: ¢ — 7% 108/ml £ X
b 3BRMEREZMEMIZRIT L 0.78 ug/ml iz 12 # (44.4

Fig.2 Susceptibility of 27 strains of E.coli
to KW-1070 and GM (10%)

% ——e KW-1070

60 oo CM
50

40
30
20,
10

<.

KW 1070,

GM

(%)
801
60
40
20

0 It J J. A 1 i 1 1 1 1 1
<0.200.200.390.78 1.5 3.i2 6.2)12.5 25 5 100 20 >200
(ug/ml)

Fig.3 Susceptibility of 27 strains of E. coli
to KW-1070 and GM (10%)
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3

S. marcescens 27 fricxtT 5 108/ml #£1& ¢ D &H
DOHE /L 12.5ug/ml 1= 13 ¥k (48.1%) 214 HiT5
—IEEDRERZ S 2 — v RRL, 25ug/ml kAR
HEL/RIL 77.8% LEB LD THHTco hitH
L GM ORZHIT © — 7 AR, 70iE bk ik
R, 1.56ug/ml DRSS 200 ug/ml LLEDOR
EmtEdk TIRILS S L, 200ug/ml ¥ - xhLiED
T EBRD 9Bk (33.3%) FFEE L1, 12.5ug/ml it
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Fig.4 Succeptibility of 27 strains of S.
marcescens to KW-1070 and GM (108)

Fig.6 Susceptibility of 27 strains of P.
vulgaris to KW-1070 and GM (10%)
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Fig.5 Susceptibility of 27 strains of S.
marcescens to KW-1070 and GM (10%)

(%) ——eKW-1070 .

60f ommoGM KTH% (Fig.4)o 10°/ml BRETIXHF L BZHE -
SoF 75 6.25ug/ml ~NE 1B b, BIEAHBMINL
o 7%, 50 ug/ml Ll LR IXERRANC X RS
;s DEBIREDENTh 1o 6 BEDTHERREERL TX
wky z TOEKIL 12.5pg/ml LTS L, 12.54g/ml i
e T S s BB RMEFRT7.8% THoTeo —T7 GMiR3.12
1(51\‘\\;1070 ; ) g g g 2 g :1; g pg/ml & 50 ug/ml & SERTFONM L, BREMHKL
o —= R EEMHERE LI K E L DR BB TS - 720 200ug/
| i ml LLED Rt 9 fheb 6 #i2 100 ug/ml LU & 7c b

ok ) [ MIC oZEFhr A e bt (Fig.5),
sk JH// P.vulgaris 27 BRizxE3 2 4#|D MIC i3 10%/m] £
T T RTETIT R TT T I m MT 1.56ug/ml iz 88k (20.6%) DRI -7 %%
(ug/ml) THIF—EOLHERL, 2% S0ug/ml LTSy

Fig.7 Correlogram between KW-1070 and GM
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Fig.8 Correlogram between KW-1070 and GM
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Fig.9 Correlogram between KW-1070 and Fig.11 Urinary excretion of KW-1070
GM P.vulgalis 27 strains (10%) male rabbit, n=4. Cup method
M. luteus ATCC 9341
>200
(mg)|(1g/ml)
. B )
= 20F 1500} 1400
lé 25 i 1150
¥ I 151" 1000} 420
= " 512
26.25 g q |
S 5 500 410
|
51.56 i d No. | BW.[Dose] 0~1 [ 1~2 [ 2~3 [0~3(hr
L | 25| 75 | 80 | 1300 | 200 [10.8me
0.39 ; kg | mg | 3.76 | 6.5 | 0.52 |14.4%
2 23 e | BP0 PR (Bl
<0.20 "3 | 2.2 | 66 | 260 | 1400 | 1500 | 8.Img
<0.20 0.39 1.56 6.25 25 100 >200 25 | 1.4 | 4.2 |123%

80 | 1400 | 1600 [14.5
83 10032 4.9 | 9.6 |230%¢

GM (1g/ml) 4 | 21 ¢
v 512 ] 1400 | 1150 [I3.1m
Mean| 2.3 | 69 | 245 | 5.6¢ | 5.04 [19.0%

=

Fig.10 Plasma level of KW-1070 male
rabbit, n=3,30mg/kg i.m. Agar
well method M. luteus ATCC 9341

(1g/ml)
Table 1 Plasma and tissue level of KW-1070
100
i Time (hr.)
| Organ
L 1/2 1 2 3
50: Plasma 79.2 55.7 25.2 5.5
: Kidney cortex 84 114 168
[ Kidney medulla 85 50 0
No. 12 1 2 3 (hr) i 18.8 17.5 16.8
1 62.5 | 62.5 | 27 5.4 Testis (0.34) | (0.69) (3.1)
2 120 42 15.6 4.2 ;3 : 12.6 14.3 7.5
3 55 | 62.5 | 33 7.0 Epididymis 0.23) | (0.5 | (1.9
Mean | 79.2 | 55.7 | 25.2 | 5.5 ug/ml or g

(g ml) () : against plasma level
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Table 2 Clinical summary of complicated UTI cases treated with KW-1070
‘ udgement by UTI criteria
B.W.| Underlying UTI | Dosage Bacteria Judg y Side
No. | Case| Age | Sex (kg) di (gxd) isolated® Overall ffect
8 sease group) g Isolat Symp.* | WBC*® | clinical | ©
efficacy
! c.cc. Serratia  10* -~ +#
1 |K.O. - 4X 5 -
. 0. 713 M 58 BT, * G-4 |0.4X%5 — — Y Mod
ceps Serratia  10° + +
C.T.| 57 F 44 . [ : -
2 nephrostomy G1 ' K. pn. 108 - + Poor
R pn, 107
_ c.c.c. Y Tt - +H
R.F.| 72 M 55 - ze -
3 BPH G- " Serratia  10* - + Poor
‘ 6 p—
4 (MY 76| M| 6 | S°C G1| »n | Serrafia 10 * | Poor -
u-c-stomy K. pn. 100 - H+ |
c.c.c. P. aerug. 10° - H#
K.M. - + : -
5 72 M 44 BT ** G-1 n P aerg, 10° — — Poor
Alkall /107
c.c.p. P owly. 107 - +
2 .H. . -
6 |AH. 61| M| 83| stomy G5 v Alkali, £, 10° = I
c.c.c. Servatia 107 - +:
M.Y.| 65 M - P -
7 5 bladder stone G4 ! P. aerug. 10° - + oor
c.c.c. P ouug. 107 - +
8 |S.T.| 69 M 40 BT"* G-1 " Staph, op 10° — " Poor
c.c.c. K. pn. 108 - + '
M. F - -
8 |KM.) 72 38 ureth. tumor Gl ! Staph. cp. 10° - + Poor
c.c.c. P. mirab. 107 - +#+ )
10 |Y.T.[ 65 M 55 BT** G-1 " Alkali, £ 107 — ~ Poor
.C.p. . coli 4 + +
n(Mmk.| e | M| e | P G3| £ coli 10 Mod. -
ureth. strict. - - +
c.c.c. Serratia  10° - +#+
12 | I1.U.| 80 M 43 BT** G-1 " Candida 2.10° — — Mod.
, .c.C. {11 7 - +
13(G.s.| 76 | M |4 | 70, Ga | o pooretie ML Z 1 ¥ )bl | -
c.c.c. K. pn. 108 - 4+
-9 _
14 |[T.S.| 72 M 47 BPH G-2 " P aerig. 10° — T Poor
c.c.c. Serratia  10° - +
15 |Y.Y.| 71 M 62 BPH G-2 " GNF 0 — - Poor -
c.c.c. S. faecalis 10° - +
16 [N.S.| 73 M 51 BPH G-1 " K. pn. 10t — m Poor
c.c.c. S. marces. 107 - H
.S. - " Mod. -
17 |K.S. 8 F fract. of fem. G1 fungus 10° - + ©
c.c.c. S. marces. 107 - +
. T. . P —
B|CT.| 65 | F | 48 toffem |CV| " [GNF 100 | — x oor
- > — "
19 |wN.| 61| F |60 | G1| » | Frmirab 10 Excell. | —
fract. of pel. - - =
.C.C. P. mirab. 10° - ++
o |Tuln|m|s | G4 | ma Mod. -
neurog. blad. - - +
c.cc. K. pneum. 107 - +H+
21 |M.T. - " Mod. -
T.| 6 M fract. of pel G1 GNF 107 - + °
c.c. P. mirab. 10° - +
2 (s.s.| 7| m|e | G1 |0.6x5 e Mod. -
ureth. strict. - - +
c.c.c. P. aerug. 10° - ++
23 [M.K. - P -
MK.| 81| M| 50 pPC** G4 ! P. aerug. 10° - + oor
c.c.c. S. faecal. 10° - +
24 .N. - P -
E.N.| 75 M 55 BPH G-2 " S faccal, 10° — ” oor
c.c.c. S. marces. 107 - +
25 Y. - Excell. -
M.Y.| 76 | M| 47 renal tumor G4 ! S. faecal. 102 - - xee

, Before. treatment.

After treatment

*+ BT :

Bladder tumor ##« PC : prostatic cancer
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MLt 3.12, 6.25 12.5ug/ml ixis\) 2 AMELH
T EhEh 66.7%, 85.2%, 92.6% LHEDTT hi
HEHERLE, L2 L GM oxEicxw+2s MIC iz
3.12ug/ml iz 6 # (22.2%), 50ug/ml iz 9k (33.3
%) ST 5 2 ORI LIRL, 50ug/ml Ll 14
B (51.9%) B\ L1 8.12~12.5ug/ml wkit %
2REFTRIT 48.1% THH, P vulgaris Txt LTEHK
FloFh GM X b b T hicBR LR L (Fig.6),
AF|E GM LoXE4aM%Y Fig.7,8,9 kR Lics
E.coli 35 Hil it 10%ml 8 TR Mm%
AT LD 68k (22.2%) Aewbh, FHOHH 1~
BT CRARZELYRLICL DX 48, #icGMoD
Hk 1~2 BB RIFILREIEYRT O 17 BrAr e D
bt 108/ml B TR MERL { & & DT FHH)
2 GM X O TSN REEERLICDIL2ERD A TH
b, 25 BRiX 1~3 Ef GM oF @ WHEN X R L
720 S.marcescens 1= xf L T i 10%/ml 48 T 6 £ 2%
ERMELRL, FHOHI 1~5 BT <hic Bty
FRLIL DM 138, GM OHFATEhicb O 7HA
bhic, 108/ml EETIIRIMEL 6 tRic A LD LA,
AFIDHA 1~6 BIET SRR E b OBk 121,
GM DN TR TUVWEKEEN IR LD LRI,
P.vulgaris Ti% 108/ml BEDOZORM T H 5 23,
GM iz LTERRMEER LA DX E» 3% TH D,
AROFNT I RZR LR LCEKIT 16 Bk é»

b, 2~7 BHEARVHBE LR LI, GM DFH 1~3
BT e R AR LICb DI BB TH 1o

2) BIR, B

&%) 80mg/kg ZIFERE L ic REO Mif-hilE 2
3T 300 1ic 79. 2ug/ml, 1 BEMEIZ 55.7 ug/
ml, 2B5MKIc 25.2ug/ml, 3RMEIC 5.5ug/ml D
%= L7 (Fig. 10),

EHF| D Rep~0 B2 0~1 BMlic 4 ¥ 2. 45mg,
1~2 F5Mic 5.64mg, 2~3 M 5.04mg Hift X h,
BN E COREER: 13.1mg THH, FRPEMK
2 19.0% TH-tco ROBMMEX 1~2 B BIC L
Hh, P 1,400 ug/ml ORGfH% R LT (Fig1l),

£1FRORMTH 5 H RABAREIZETIL 15
MIt%ic 84 ug/g, 2BEMEIc 114 ug/g, 3 EEMEI%IC 168
ugleg, WWRIMEE L3 DD 85ug/g, O0uglg, 40ug/
g Thotc, BAMMAMEEY, 165MHIZKIC 18.8 ug/g,
2 BER%Ic 17.5ug/g, 3 B Hic 16.8ug/g ¥R L
720 AMEPREEIL X TR XN 0.34, 0.69, 3.1 TH
otco BIBAMMARE 1, 2 IV 3IMMEBICEh
Fh 12.6 ug/g, 14.3ug/g, 7.5ug/e THH, XHMBE
HiZ 0.23, 0.57, 1.4 THh -7 (Table 1),

3) BERBS

B R RREEE 25 ICAK 1 BE 400~
600mg, 5 HEIGERE L, LAKBKHEIEDIA
(12.0%), HH7H (28.0%), &% 15 £ (60.0%)

Table 3 Overall clinical efficacy of KW-1070 in complicated UTI

Pyuria

Bacteriuria Cleared Decreased Unchanged Efficacy on bacteriuria
Eliminated I:' 2 7 (28.0%)
Suppressed

Replaced 1 11 14 (56.0%)
Unchanged 1 3 4 (16.0%)
Efficacy on Pyuria 5 (20.0%) 4 (16.0%) 16 (64.0%) Case total 25
D Excellent 3 (12.0%) Overall effectiveness rate
10/25 (40.0%)
Moderate 7 (28.0%)

Poor (or failed)

15 (60.0%)
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Table 4 Overall clinical efficacy of K\-1070 classified by type of infection
of Overall
Group I::s;; I::tr:r ?,t,/oo)f Excellent| Good Poor effectiveneass
rate (%)
1st group (Indwelling catheter) 13 52.0 1 4 8 38.5
2nd group (Post Prostatectomy) 3 12.0 3 0
Single
Infec- 3rd group (Upper U.T.L) 1 4.0 1 100
tion
4th group (Lower U.T.L) 6 24.0 2 2 2 66.7
Sub total 23 92.0 3 7 13 43.5
5th group (Indwelling catheter) 1 4.0 1 0
Mixed
Infec- 6th group (No indwelling catheter) 1 4.0 1 0
tion
Sub total 2 8.0 2 0
Total 25 100 3 7 15 40.0

Table 5 Bacteriological response to KW-1070 in complicated UTI

Isolated o |Eradicated (%)| Persisted [N Of strains appeared
S. epidermidis 2
S. faecalis 2 1 ( 50) 1 1
E. coli 1 1 (100)
K. pneumoniae 4 4 (100)
Serratia marcescens 10 10 (100) 1
Proteus mirabilis 4 4 (100)
Protevs vulgaris 2 2 (100)
Proteus rettgeri 1 1 (100)
Pseudomonas aeruginosa 2 0 2 2
Alkaligenes faecalis 1 0 1 1
GNF 3
Candida albicans 1
fungus 1
Total 27 23 (85.2) 4 15

Thh, KEEDHERL 25 Fich 10 f (40.0%) TH-
1z (Table 2, 3),

REREHRIBEMREHT 23 fIFEH IO, A
BTG, | 13 FITHY, HHRE 43.5%Th 1o
%3 HAROKBEROFHRIBRTIAF 1R
DHF —FLYBRELE 2BOBBILEL » 7o BEARY
Bl2flonchss, Wih b EHEHE S A
(Table 4),

WYL E. coli, K. pneumoniae, S. marcescens,
P. mivabilis, P.vulgaris, P.rvettgeri DGt 23 gn

RTBE IR, &L S marcescens % 10 k26
BEINI-C LRI TH D, Streptococcus faeca-
lis 2% 1 BELBRE S hic, La L P aeruginosa 2
B, Alkaligenes faecalis 1HRZLBKRFH Lico FF
B 5T I Lo Mg 2 Staphylococcus epidermidis 2
@, Streptococcus faecalis 1§, K.pneumoniae 3
@i, P.aeruginosa 2 i, GNF 3f7c L5t 15 BRic& &
B bhtc (Table 5),

ElfERtkE xR E Lic 30 FiD 5 LEENEIERIL
10b A BRigh -1
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Fig.12 Laboratory test before and after treatment with KW-1070

RBC WRC «oT GPT
(X10') (X10%
600 15 100
500 12 1 80
400 9 60
300 6 40
1 3 1 20
T
Before After  Before After Before After  Before After
platelet ALD (mg/d1) BUN (mg/dl) Creatinine
(x10") \
401 1 20 20,
30% 15+
20, 10, 10 1.0
10 4 5 r 1 B
Before After  Before After  Before After  Before After
AR ERT# O KM, MKEL¥HEETE BUN © i, FFD E.coli wxt+ H5ENE GM Xh 1~2
FH2 26, Creatinine ® LR 1FIZE DRI, B 5 H, Pooulgaris x50 EHIE KW-1070

BUN LHD 26D 5 H 1 flix BUN 22.0 2% 37.8mg/
dl, Creatinine 2.3 7% 2.8mg/dl ~& ER L, A
DEEIURE I Rich, i 140k BUN oA DiRE -
ATHhb, Creatinine (IFRETHD s, H&xH£Y X
AL BHBEHEINI, KM, FEECIRS%
BREMEXADIL Dixeh -7 (Fig 12),
III. #* ®

GM A< BERCAVCOhB X5k ->T 10 HELY
ANTED, TOBEVHE A7 b & HOCHENI
BERFCEFE I T & o, GM HEEO MM T
DEMENEML TV B, Lo L AGs Fo fitte{bsh:
phospho-transferase, adenylyl-transferase, acetyl-
tranferase L X AMNELIC L Wb cbEh B 2 LA
BHEh, ThONELBERDOFEM L cs flgn OH &,
NH, X+HRchETH o LbAEEL 7t h, DKB,
TOB, »5\ ¥ AMK 0 X 51 GM Witz L B /e
AGs I BRI N T X7, AGs Kl EDOH, HEREH
DEBT BN LHhbh, RSM, AKM ORI
M oT &, L LILRENENESTHENE B
e AGs FllHBE LT sy X hEHEDEL AGs
L LTBHRIR T WA DA, netilmicin & AFTH
550

& E D RS REPFESBER w3t T 5 HEHIERK T

DFMH GM I hFEhTwBEEX LRI, S marce-
scens izxtTAEAFE GM o MIC oz, 10%/ml
BERETARIL 12.5ug/ml 2B —BED L — 7% {0
REMI AR LIcDIZK L, GM Tit 6.25~200 ug/
ml ZBIELSAHMLTED, 2-FH LI —I7240
Nighratcl & TH B, 108/ml ERTLEEFLD 1
BREREMR N 7 b Loh, BREESFH - 5—vid
108/ml LEEETH o710 Lichio TEHAD S. marces-
cens [Zxt LTHRVWHEEEYE T EVS S 2 &L, &K
FD1ODBBEEELTIV BRAKEEE LTRET
% P.aeruginosa X b % Serratia OLyEEIRE M E <
e, BRAERVIEE - TUB1EEHFA S mar-
cescens DRPHIT- B2 - LHBFEINRD T LIZKE
BB DB,

P. aeruginosa =it 3% AFlo MIC i3 108/ml &
TITRZHEE— 25 25ug/ml ThHbhH, GM,DKB $%
Wik AMK Lo 2BBELIES D EIh T3,

AL GM & DX TRHE R HMEBAR b i Pk
WEEL bht, &FIL AGs RIicEAT 5 &£ EAREL
E:#ED 5 b acetyltransferase [AAC(3)-1] it X »TD
ARERALEND & EHREINTHD, —H GM 3%
EFE LIS acetyltransferase (3-I, M, 2,6) ad-
enylyltransferase (2") 2 X > CRER{L T h, ¥
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AMK (X% %], GM W¥EH &R b AAC(6')-V, AAD
@) RE->THRELERhB, AAC)-I % & oHkkix
& LT A E. coli, P.aeruginosa, E.cloacae &+ X h
TWAW, LichioTHRED AGs Hl& Rir - R gL
BRY L S EXFOHRMED LS KRR Eh S
PIXEBRER L, AE LD AGs F L FICBAE Bk
HRETHS - LOHRIRTVE Y, SERTICHH
0mg/ke HHERLS LIE LR, Rebskilt, W
BABTLES CHBNDOBITRAFTH 720 $ED
trial TREZPEBZD AV 5K 1ER 200~
300mg TH o1z LA 5T b TOREEES 50kg

ETA L, 1ERERIT 4~6mg/kg LB, b M EFR
BCRBFORE BELOXIDZVBRERBRTOHS
B tOBREBOWEIETH- DT, FHHLEHED
MR EIc dose response AhHDLEETHL L i
250mg ¥ HER G LIicHa, mEPRER 30 2fET
13.2ug/ml, RebEEIT 1~2 BRI CH 230 ug/ml i
BEHEIND, B 28 BRKEREFEL I VvHESY
LV BEK 4mg/kg, ¥7- 200mg 1 @EAHEEOR
PRERCDERIIEENCEE->TWWB, LikpiaTS
EHELI-3E/ED 5 B S. marcescens T 200 ug/ml
HEDRHEER 2 kX DX &, RFBES MIC ¥ EE3
BRLE-ICbDEBbRB,

BEC BT RO S R REIFEBED 1dic
RER LR D RPRES MIC o fELU EicET5
DERBBZ EXIEH LTV 51415, La L P aeru-
ginosa Tit MIC it LTE b K&/ R, ¥
FRIIEEBNREYLEE TS LBbh D110, Lich
T, b rEiWTAEA 1E 250mg 5B, E.
coli ¥1:43 Proteus BHEREDBEITILETS &
Ex bh 3, KR P.aeruginosa iZxt+HHEN
VDo T 1@ 250mg D5 E Tt P. aeruginosa iz
LB RBRBIECHTARHRIMETCE LV EBbh
b0 £ D - EFH P.aeruginosa FEYPSE D IGEE
first choice &+ ADIIAFY L Bbh 5,
URBHEROF TREBARDORERE IR LTS
fe{lgw DT, HAFRDBFHR, BINBR~OBTY
WETHELRMNEBERZ LTHD, SEDTEERE,D
AFDBH, BIBANOBTIIEHE 1~3 Bkt
SHMEHTO0.23~3.1 LML HRIFTHBH T Lhbh
21
B, BlBALLHEMORAL &b miFi E
RL, 3Bt 1l EEieot, LicdinsT I h b
DR DOEFBEHB IO FREREBICHE Lais b BIE
Trb0LELLRS,

AT DG B4 FREE RRAE 25 Bl 3% 1 HRBUR

ERIH, ARTH, M 15 ITHH, UTI
PR XEE (M 2 B X A ARSI HHE 40.0
% LAED 1 E.coli ot % &F|D MIC i GM 1=
BBELDD S. marcescens, P.vulgaris i xf L Tik
GM L hiHEH ¥ b b, HOBIFLRPHEL R

LTWAnT, SEDMKMBLTFELYS HE2L0T
Boto TDORAL LTEADKRAFELLTHF —F
LR 14 B (56.0%) &¥h Tyl &, P.oaeru-
ginosa NERBE TH-fcb DM 2P Bt Lic kD
boLBbhts, LM LBXOFEEEARAN 14 F
HH, TD5HL11H(78.6%) MEHLHEBEIhicZ &
ThhH5, REHHBME L LTk K. pneumoniae,
GNF # 3#k, P.aeruginosa S.epidermidis & 2 ¥k 75
ENmbhtc, FEXRELT2HELYEELAVLR
bh? K pneumoniae NXREE L THR LAEHIX
THTHb, HBEI T -THE2RPBZELT2BE1C
TEEWCRYEECRESZ LIXARTETH D, BEX
ATV HEADHEA N7 b SHOME ¥ X fiEEI
X o TEIRIC A BRGNS DBEERBOIBPARE
FHThb, Lih>THT— 7L ARG TIRIERI
LEI3hTw s —EHMRERHCHR - LA TE, BEK
fEk A% ETHE, ThiXHREFOHR LEZLRD
2, HAPHACKRENHEETA Z LI OEORY:
EOHLVERETHD, bl biERICOLTFELEE
bhic\wbDEbELLND, EERICEROBLEED
R, BREx &L REE, BIAEBRRPIECER
EhBHTTHH, BKIERN L KETHHEFNE
KRICE>TEELVWDITTHD,

—HREER DB Tix AGs FIIXBEICEBIREh T2 )
DEF LT\

AF|D LD fliz~v A, 55 FTKMOD# 1/2 TH
h, 5., bT100mg/kg 5T BUN » L B#%, 50mg/
kg 5 CEMRMAE LROEHNAAEDLR TV B,
AFo 1EFEERE 250mg (2 KM X b LArREeELE
2T LV, AFEEC X2 BEMBIFERIE 30 Sl 16
LA bR oo, KIEM, MmMEEFERETIE, FH
ZXABEIEREBbRS L0 BUNAI22.2 /25 37.8
mg/dl, Creatinine 7% 2.3 725 2.8mg/dl N:BE |
ALE1IFIOLTH T, REMDEVWHAR L IX VX
A%z AGs FITHBDT, FIRTHFERATXETH
h, BEECETHICIZ, #EHER BEECHELD
BELH - THECRSTXEZ LIXW I ETLRLy,

1V. #% B

R RYSEBED L/ 8E LI E. coli, S. marcescens,
P.vulgaris % 27 ¥kt 81 #kicxf3% KW-1070 Lo
GM REEANENZNE L THB Lic, oAl
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KR AHF 30mg/kg BHES L LIickio b, IR
Rkl ds X UEFALARPIIIE, BB, BUSRLALAR PO X
RE Lo

M A TRBRRESEE 30 Blic it LT AF 2 &5 L
oo BERBROYE s T hich DX HREDOMET 25
BATHH, 30 P oW TRIFROBN XTI £
DORER, FHULE 2 S marcescens IR ABET S
MY PREE REPE D WRICE AL ERI THED L #EL D
s,

X [

1) REBM, KHFEH AmEMZ, il & )&
ME : REMBE T 72T % Gentamicin DM
Yo P HUS 34 : 446~451, 1972

2) KB, KHEFE HEMZ, XHEE—: Li-
vidomycin O RBERPECLLVWTIHROKRH
Jap. J. Antibiotics 25 : 380~384, 1972

3) AEMZ, KA : WREBARKC 37 5 Ami-
nodeoxykanamycin ®# %, Chemotherapy
17 : 1833~1837, 1969

4 AmEfMZ, JIBME KHFE, RTE—B:
Vistamycin OXEBA, EEKAIKRS. Chemo-
therapy 20:205~209, 1972

5) KHFE, HWEKBM NEEE:: REKRECK
i+ % Dideoxykanamycin B DRjR7c b o K5
BB, FEHW 35:720~724, 1973

6) KR¥IfFHE, NaME, XBEf—, MT/—8: @
RBEBHERK i 1 5 Tobramycin © AR K
3, Chemotherapy 23 : 1348~1353, 1975

P)

8)

9

10)

1D

12)
13)
14)

15)

16)

17)

HRBEM : HLV7 & 2 EMEHEHR Ami-
kacin =BT % M B ¥4I fio Chemotherapy
23 : 2063~2071, 1975

RFHFE, MEMZ, IBHNE, ®ERL, BT
B—0: RBERREC BT EIH7 ¢ /EMERE
£HR KW-1062 0 X R KAI RN, Chemo-
therapy 25 :2253~2257, 1977

NBEED : REBEERRIEC 3T % Netilmicin 0
£, EERAYMMN, Chemotherapy #ifch.
UTI %4 : UTI RZHWMAMK 2 i), Che-
motherapy 28 : 321~341, 1980

+H  %fp : Serratia marcescens ich§+ 5%
WK, W18, ERTEECKTIH
IBER, SMHEI R L CEREETIC L 2RHE
L EHME D LK, Chemotherapy 27 : 841~
847, 1979

% 28 EAERLEREFLBE, FE v £29
4 I, KW-1070, 1980

KW-1070 0 E (BB I%, BXyr 17,
1979)

HEMZ EMORERROLERECHATS
EEAIH . WA 19 : 931~962, 1973
REBH BEAWROLERE AT H5ERN
WE, KBEEAEEREE RIC X 585, Che-
motherapy 28 : 31~47, 1980

NeME: FREKFEFROMCERECHT S
EHTFF, Chemotherapy 25 : 2371~2386,
1977

MARRE, WEME, KHFE BATe—5: %
REBRFECT T 51977, 1978 0 REH /A KE .
R#EEto 7E B, 42:875~878, 1980
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FUNDAMENTAL AND CLINICAL STUDIES OF KW-1070
ON URINARY TRACT INFECTIONS

Takasat Kawasata, Yosuirapa Onr, Micuio
OsaTta, TosHiHirRo Gorto and Kenicuiro Oxamoro
Department of Urology, Kagoshima University Hospital,
School of Medicine
SuiNicHI NAGATA and YasuNorr MAEYAMA
Saga Prefectural Hospital, Division of Urology
Kozasuro NacanuMa and AkiNort Hanarusa
National Miyakonojo Hospital, Division of Urology
SeTsvo Asecur and NicHiro SAakamoTo
Kagoshima City Hospital, Division of Urology

MICs of KW-1070 against a total of 81 strains including 27 strains of E.coli, S.marcescens and
P.vulgaris isolated from patients with urinary tract infections were measured and compared to those
of GM. Antibacterial activity of KW-1070 against E.coli seems to be weaker than that of GM,
however, while stronger activity was proved against S.marcescens and P.vulgaris than that of GM
A few cross-resistance was noticed between KW-1070 and GM.

Plasma level of the drug rose to 79.2pg/ml at 30 minutes after intramuscular injection with a
dose of 30mg/kg in male rabbits and gradually decreased until 3 hours. Urinary recovery rate
within 3 hours recorded 19.0%. Maximum urinary level of 1,400 uxg/ml was obtained 1 to 2 hours after
the injection. The drug level of renal cortex medulla reached 168 and 85ug/ml 1 hour after the
injection Ratio of the testicular and epididymal drug levels to plasma level was calculated from 0.23
to 1.4, 1 to 3 hours after the administration.

Overall clinical efficacy was estimated to be 40.0%, including 3 excellent cases, 7 moderate cases
and 15 poor cases. S.marcescens was eradicated in all of 10 cases. Subjective adverse effect was not
complained, whereas slight rise of BUN and creatinine level after the treatment was noticed only in
a case. The drug was consideres to be useful, especially for urinary tract infection caused by S.
marcescens from antibacterial and clinical points of view.



