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1) KW-1070 i%, E.coli, Klebsiella \zxt LT amikacin (AMK) &t i3i3@%oEH*RL,
S. marcescens {Txf L TIL gentamicin(GM), AMK X b BhcHEHEREL, ThLTFholigk

Tt LTh AR 2 DI - 7,
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3) SHRYRIRIE 3Pl KW-1070 5L, A2, E1BTH -7 BIfFAREDLA

2 f:o

KW-1070 (fortimicin) 3 X CHRFOFL W7
7 B4 R4 R ¢ Micromonospora olivoasterospora
TXDEEZIRD, KHIXIFERMELE pseudo-disac-
charide W54 ¥CD7 3 /EEBAHAR L IZISLE
B FREBERYH-> T35 (Fig. D,
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Fig.1 Chemical structure of KW-1070
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I. #MH&LUHE

D HET 1980 FRABFER L b S hi: E
coli 20 #k, Klebsiella 19 ¥k, S.marcescens 14 Bz
DWW, (LFREFLEREY T - TR/IREEIER
B (LT MIC) #JIEL, »H¥T, AMK, GM o %
hEREBRNE T -1

2) v MEHPBIT  BREMED LBEYE T-5 2 —
TFVF-COR/ITLTHD 71 % &, 4E 46.5
kg DEFICINT, KW-1070 DfEH iR, Mo
E2RE L, #5FHEIZAF 200mg ¥ 44 3ml 1
BRLUTHERE Lic, IEHEIL, B.subtilis ATCC
6633 BhEABREHETHHE » » 7B THLL, Az
vF—FELTmERIIX monitrol I %, BHA I
1/15M phosphate buffer (pH 8.0) % f\ 7,

3) EEIR{ER : SMELF A7 D RIPEE 3 Blic &K% (8
Lo #EFERVTHLHERE 15 200mg, 1 7 2
BT, #5AKIZ5825 12 BThHS,

II. & ®

1) $EH : E. coli 20 iz 7433 KW-1070 » MIC
% 10%cells/ml 4T 3.2ug/ml /6 12.5ug/ml 1=
HoTEDE—7i3 6.3ug/ml THhHots hiITHL
T AMK o MIC i1 6.3~25ug/ml iz, GM Tt 0.8
~2200 ug/ml 4 LT ieo GM iz $s4 T 100 ug/
ml Ll EDBEEMmMERRAS 3 #k& b iz (Fig. 2), 108cells/
ml BEfRRIC s\ Ti2, KW-1070 » MIC 3 AMK &
Az 1.6~12.5ug/ml izH b, GM Tix 0.8~=200
wg/mlizf3fiL, GMiTi\ TR % 32 7= (Fig. 3),
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Fig.2 Susceptibility of E.coli to 20 strains

Fig.3 Susceptibility of E.coli to 20 strains
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Fig.4 Susceptibility of Klebsiella to 19
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Fig.5 Susceptibility of Klebsiella to 19
strains (X10%)
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Klebsiella 19 ¥kCi3, 10%cells/ml 8T KW-1070
i3 AMK &A% MIC %R L 8.2~25ug/ml 1=
HH L, GM Tit 0.8~2200ug/ml & @A R»
(Fig.4), 10%cells/ml T3 F#fic KW-1070 12 AMK
LiERBRIC 1.6~12.5ug/ml /L GM Tk & —
713 0.8ug/ml B B b DD, EEMMEYEDA
(Fig.5),

S. marcescens 14 Bk Ti%, 10%ells/ml BRi¢ KW-
1070 1 3.2~25 ug/ml iz AL, MIC o' — 7(36.3
ug/ml L RIFTH-17h, AMK, GM Tz, \Fhd
S50ug/ml LI EDORBEMMEL A %< & T (Fig
6)o 10°cells/ml %2 f8 T b F4¥ic KW-1070 (% 3.2~
12.5ug/ml 2L MIC D' — 2713 3.2ug/ml LB
WHENXRL, AMK,GM 0 & 5 ittt Ei% b e
-~ 1 (Fig.7),

2) MAHBIT  BREMED T-Fo—7 FLrr—
COERMCAH] 200mg ¥ HERE L1, FFRERE L
¥y ¥V 1.1mg/dl, GOT 43mU/ml, Al-P133
mU/ml, ¥7: BUN 14mg/dl &3 EHEICEHY
RLT W, FFBREERD MFREL 30 T 8.7 ug/
ml, 1B € — 7D 12.7 ug/ml, LIEEH L, 6B
T 4.1pg/ml 2R U7, BEHPERER 0~1 BT
3.2 pug/ml %R, 2~3 B¥MIT 3. 4ug/ml L v — 7
*RL, 5~6RHTiL 1.6 ug/ml R L7 6 ¥R E T

Fig.8 Serum and bile levels of KW-1070
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N EERIHAFIRE R, 1/3~1/2 LEL, FHL DT
$ 7 R RIUAER L RARICEVCIEH BT YR LT,
3) EER{ERAMRS : 3BD/PHRYSIE I KW-1070
%ff% Lo fEGI 113, BRESMmEROBIE, #KEERE
, MR LTYIRRLZ A L2, Bitxh 7
l-f?%ﬂkﬁﬁé#% (GM, AMKH#H) & S. epzdermxdzs %
BH Lo AFIE Sz X h s, IBH2WORD, Al
BREDOB DI EXRDER LHIE LT, G212, B
PASK D fIR&YT, MFIERGC P. aeruginosa (G
M, AMKHD @R R Licicd, BB« Rids it

DEHFPEIREL 0.22% THh-7: (Fig.8), Mrhr~ DHEL TR AR RFERALIEZ A, RIS L
Table 1 Clinical result of KW-1070
Sensitivity Daily |[Dura-| Total Side
Case g %6 (Ske)g Diagnosis Organism Routel dose [tion dose Effect | effect Remarks
No. |B.W.(kg GM |AMK mg X time)|(days)| (mg)
35, M |Retroperitoneal
1 abscessafter | {EONR L ¥ 1M | 200x2 | 12 | 4,800 | Good ~  |Incision
47.5 |pancreatic trauma| "
50, F
2 Infected wound P. aeruginosa | | H#+ | LM.| 200X 2 5 2,000 Good - -
53
60, F : E. cloacae H | H _ _
3 Residual abscess P. aeruginosa| ++ | ILM.| 200X 2 12 | 4,800 Poor
68 :
Table 2 Laboratory findings before and after KW-1070 treatment
GOT Al-P BUN
3 L] 3 0,
(ﬁse WBC (/mm?®) |RBC(x10*/mm®)| Hb (g/dl) Ht (%) (mU/ml) (mU/ml) (mg/dl)
o.
B A B A B A B A B A B A B A
1 31,400 | 14,300 427 391 13.1 | 11.7 | 39.8 | 35.8 72 45 219 147 9 10
2 4,300| 5,500| 351 391 10.5 | 11.6 | 31.5 | 35.2 26 25 28 34 11 7
3 8,900/ 12,500 358 330 10.8 9.7 32.2 29.0 62 32 56 32 14 16

B : Before, A : After
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s AATHBRLELHAE LD THRE L FEM
3R A1 85 At o I il ZR AN D AEBU T, i I
THERE—R RS 5 L FIORMA R fob A H L B 5
Lt Fv—=vXb E.cloacae (GM{}, AMK{), P.
aeruginosa (GM, AMKH) #MRH LA, AFIEL
Y FePusilx CRP 4 LIS B » A fosbflBh &
H)5g L7 (Table 1),

RIfERc A LTI, FHBRERY R TS, BRRAR
HIHOBED S, kR ks EBbhs L 0kildl
Hr 1 (Table 2),

I %

KW-1070 (2 0¥ » 2 MR X b 7 ¢+ /2 HEER
RO TELBERICH LTRETH D LHRHTH
BEELZLRDN, SEKE L1 E.coli, Klebsiella
Rt LTh, BCBEBEMAL D GM EEAHR LT
ETWAL, Thbie LTLIIERELCHENZT
L, AMK ti3iER%ELEL O, LhrLE—7{ED
MIC A LTik GM X b RLEVEECH Y, £D
BHERILGM X h RS R LBETHEEL LRI,
S.marcescens THhHhA LTI @l L Rich, GM,
AMK iifEE» V0K L, FRTRE LIRS
HREHYRLTE D, ZROEKELEL ORI, Itd,
AFlixflio 7 ¢ 7 EEGRNAR, Fic AMK ERE
KHEARZ PS4 FLTWS DD, P.aeruginosa
ERLTIEDE VEBRCHENERI VW EBREIRT
[N ;:) l..‘))o

EH®fTi2 B9 L Tix, GM, DKB®, tobramycin
(TOB) /g &, {07 : 7 EMEERIIAEH & Rkkic KW-
1070  HEHE X H 1B Shic ffRE & B
BEEERRL, BHHBTMEREND LELb0
Bo FF OB ECRF L D LHRESIh TV 5,

AFIOBERERRBICOWT & % &, 3EMITVTH
LFERERFATH Y, BCFALhDHRERNEEIRT
Wik, BERBHEREED 2, EH1FEETETEE

bt BEEE LTIz, AFo MIC X hEXTI1
@ 200mg 1R 2ETITFED L EL DI
BIfERc A LTit, YE0bhbhOBRHE TIAFL
Babicis »Tett, 4 ¥ COMMROBME TRV TLH
R L e B REBMIc L DIXEBD TR HF, ITFH
BEeLEHELELTIVWEEbRS,
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FUNDAMENTAL AND CLINICAL STUDIES OF
KW-1070 IN THE SURGICAL FIELD

Jiro Yura, Nacao SHINAGAWA, Suu IsHIKAWA,
Tetsuro Takaoka and YosHiaki HAvakawa
The First Department of Surgery, Nagoya City University, Medical School
KivoHito SHIBATA
Nagoya City University

Fundamental and clinical studies of KW-1070 were performed and following results were obtained.

1) Antibacterial activity

The in vitro antimicrobial activity of KW-1070 was compared with gentamicin and amikacin against
53 strains of E.coli, Klebsiella and Serratia marcescens. Against E.coli and Klebsiella KW-1070 and
amikacin had comparable levels of antimicrobial activity, generally slightly less than that of genta-
micin.

But against Serratia marcescens KW-1070 had the most significant activity among drugs.

2) Excretion of KW-1070 in bile

The excretion of KW-1070 in bile was examined on the patient with cholelithiasis. The peak
biliary level 3.4 pg/ml was obtained by the intramuscular injection with 200mg of KW-1070. Biliary
level of KW-1070 was as low as other aminoglycosides.

3) Clinical results

KW-1070 was administered to 3 patients with surgical infections and the clinical results were
good in 2 cases and poor in one. No side effects could be found.



