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A. EBHE

1. ZEFIRZHRAR

RIR SR REHE A D DB IREH L HEE I W R IK 4 BERES1
B (E. coli 5 ¥k, Kleb. pneumoniae 8 {4k, Kleb. ozae-
nae 1 ¥k, Serratia marcescens 3§, Ps. aeruginosa
34 Fk) X OMERERR 2k (E. coli NIH], Ps. aerugi-
nosa NCTC-10490 £ 1 #k) wxi3 5 KW-1062 OHHE
TR AL F SRR HEN » THIE Lo

2. BEHENEBE

t#EL 100g © Rat i, KW-1062 % 5mg/kg i©
B X ORI HIEL, 183D Rat LiRRHHY
(3047, 1,2, 4, 6 B§fIER) =— 7 L KBED T CHRES
BRE bR LooBmEBR L, &M (B B )
#2f=Eo P.B.S. }itic Waring blender & T ho-
mogenate L, B. subtilis PCI 219 M BEE & L,
Trypticase Soy Agar » A\ #/E Cup L TCHIBEY
BIE Lo

B. BRI

1. EHRZ M

Tables 1, 2 WirT X 5, E. coli wxf+5 MIC
1% GM wigiFg 1L < 1.56 ug/ml v, CBPC, SBPC,
T-1220 X DX BB 5Tco Kleb. pneumoniae 8 ¥k
XL Th GM rEEORZEHFL, MIC {E 0.78
~50 ug/ml W o3AiL, 50 ug/ml L MIC {H % &
L1 #cBELTi GM @3 LT% 12.5 #g/ml &
B oteo Kleb. ozaenae 13 1 ¥k D & T H - 1o hs,
Kleb. pneumoniae » ZISREDHEFAIT, GM LILcE
REHBE I ER Lo Serratia marcescens 3 BRCXE L

Tix MIC {#ix 0.78~1.56 ug/ml w434 L, GM iz
% 1<, CBPC, SBPC, T-1220 @ 2~4 £ DO HLEH
R Lo EMsRRicRtT5 MIC fE ¢ R % &, E. coli
s, KW-1062 13, GM, T-1220 iw i3 % L
{, CBPC m 4%, SBPC o 8fZo#EHxHL, Ps.
aeruginosa i35 MIC ¢ R % L, KW-1062 |1

Table 1 MICs against respiratory pathogenic
gram negative rods

(ug/ml)
KW-
[ CBPC i SBPC ‘ T-1220 } GM ‘ To62
E. coli
1 >100 >100 50 1.56 1.56
2 >100 >100 50 1.56 1.56
3 >100 >100 50 1.56 1.56
4 >100 >100 >100 1.56 1.56
5 >100 >100 >100 3.13 3.13
Klebsiella pneumoniae
1 50 50 3.13 1.56 1.56
2 50 100 3.13 1.56 1.56
3 >100 100 6.25 1.56 1.56
4 >100 >100 3.13 1.56 3.13
5 >100 >100 3.13 3.13 0.78
6 50 100 6.25 1.56 0.78
7 >100 >100 100 1.56 3.13
8 >100 >100 >100 12.5 50
Klebsiella ozaenae
1 | 100 \ 100 [ 0. 78] 0.2 ‘ 0.39
Serratia marcescens
1 6. 25 12.5 1.56 1.56 1.56
6. 25 25 3.13] 1.56 0.78
3 >100 >100 6.25 1.56 1.56
E. coli NIHJ
l 6. 25] 12. 5} 156 0.78| 1.56

Pseudomonas aeruginosa NCTC-10490

! 0.7 156 156 3.13| 156




VOL. 25 NO. 7

CHEMOTHERAPY

2063

Table 2 MICs against respiratory pathogenic
Pseudomonas aeruginosa 34 strains

(#g/ml)

No.| cBeC | sBpC | T-1220 | oM | KW o
1 25| 12.5 1.56 | 1.56 1.56
2 25 25 313! 1.56 1.56
3, 25 6.25 1.56 1.56 3.13
4. 50| 50 1.56 | 1.56 1.56
5 50| 50 313 1.56 1.56
6 50| 25 313 156 156
70 50 25 313 1% 156
8 50 %5 313 313 156
9  50[>100 100 | 156  1.56

0 50 25 | 625 313 313

11! 100 25 1.56 | 1.56  3.13

12 50 | 100 i 313 156 313

13 | 50 2% | 3.13 | 1.56 ! 3.13

14 50/ 25 | 313 15 = 313

15 50 25 | 625 156 313

16/ 100 100 | 125 25 | 625

17 50| 50 i 313 313  3.13

18 100 25 | 6.25 . 3.13 3.13

19, 100 I . 313 313 6.25

20 100! 100 125  1.56,  1.56

21| 100 100 100 | 1.56 3.13

22 >100 | >100 25 100 | >100

23/ 50| 5 | 5 | 313 1.56

24| 100 25 | 50 1.56 1.56

25 >100 | 100 100 | 156 3.13

%6 100/ 100 | 10 = 318/ 625

27 >100] 100 | 100 313! 313

28 100 100 100 313 313

29 } >100| 100 100 1.56 3.13

30 >100| 100 | 100 3.13 3.13

31, >100] 100 | >100 3.13 3.13

32 >100| 100 | 100 | 313 3.13

33 >100 100  >100 & 3.13 3.13

34| >100| 100  >100 = 313,  3.13

SBPC, T-1220, CBPC, GM 12i3if%& L WHE IR L
1=, BEKsyEED Ps. aeruginosa 34 HRexi3 5 MIC (%
Table 2, Fig.1 iRz X 51, KW-1062 i 1 # © iif
PEkER B X 1.56~6. 25 ug/ml 124347 L, Table 2 “CHJ
Lhie X 5 GM i LVWEEME R L, CBPC,
SBPC X hix B Tco

2. WHNRE

Fig.2 Wir$ X 512, MFEEHER 305 T peak
L, 11.5ug/ml #7RX L, half time (B A
< #9 20 3T, 2BERE O MmAPRER 0.8 ug/ml & SH

Fig. 1 Cumulative per cent of MICs against
Pseudomonas aeruginosa 34 strains

60

20

’

! . [ L
0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 5100
MIC pug ml

Fig. 2 Tissue concentrations of KW-1062 in
rats (n=3).

ug/ml

5mg/kg i.m.
15 mg/kg i.m

Thin layer method
B. subtilis PCI 219
Trypticase Soy Agar (BBL)
pH 8.0

Serum

T

10

Lung
o

N
1/2'1 2 3 4 5 6

Liver ! not detectable

ETER LI BNOBITILEL, peak % 30 H5~2
B H L, 7.3ug/ml L, [ peak {HDIIF 60
% T, 6B§EH®TH 4.7 ug/ml OEERR L o Bl
DBFTILIE L, peak fEI% 30 5D 1.0 ug/ml T 1K
MBI RIEREDBRETET Lico FNOBTIX, b
hbhORIETIREDB I » o

II. B8 KR &9 #& 5%

R RRYWE 5 7 (et 4 61, SRRt 161 @
KW-1062 40 mg #*Hi4 2 EffE%S 5~10 HEfTEL,
BE RN Lico TOMB% Table3 IR 3o %
BoHIER, B, PERM, BERE ARFOARER
DHFER X OCRPME, B, Kk, CRPEFOHRC
IDHEEL, EHUED, B, LB (+H), &L
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Table 3 Clinical trials with KW-1062

Causative organism Clin- | Sid
Case Disease — Dose ical ffl et

Before \ After effect |€1EC

1 M.H. 72y. ¢ Acute cystitis Pr.vulgaris 108/ml (=) ‘ ‘ 80mgx9days | H ! (—)
2 M.K. 583y. & Acute cystitis E. cloacae 107/ml (=) ! 80mgx7days | H )
3 F.H. 64y. @ | . Acute cystitis E. cloacae 10%/ml (=) | 80 mg x9 days H# ! (=)
4 I.T. 75y. ¢ Chr. cystitis GPB 105/ml | GPB  10%/ml | 80 mgx10days | — (=)
5 Y.T. 63y. ¢ Acute cystitis Pr. mivabilis 105/ml (=) i 80 mg x5days | (=)

Table 4 Laboratory findings of KW-1062
Blood Urinalysis } ’11;1;2312— Blcod chemistry
"RBCx Pro- "~ BUN
Case 1oc- | Hb g/dl WBC vl R | W ‘ mg/l | GOT | GPT | ALP
B|/a| B|A| B | A B«ABMAB‘A‘B‘A B!A B|A B|A
1 M.H. 72y. ¢ | 441 49513.8|15.2|12,800|13,000| + | — | +- | — ++}-+i 30 | 36‘ 3132|3234 5.6]5.1
2 M.K. 53y. & | 366/ 326/11.1/10.2|11,900| 8,700| 4 H|— -I-H—-% 12 ’ 9132292923 19.322.6
3 F.H. 64y. ¢ | 263 252 8.0 8.7| 9,700| 5,800 |+ |—|+|— ++’—-T37 |25 |44 [ 25|17 | 12| 8.5 8.4
4 1.T. 75y. ¢ | 304 335 9.2/ 9.6| 4,300] 6,100 &+ | — |+ |— -H-%——;lOEll 3414017 | 20 5.5I 6.0
5Y.T. 63y. ¢ | 345/ 330/ 9.6/10.1| 6,500| 5,800 — |—|—|— —[—i——} 18 | 15|30 (242425 13.0112.4
B : Before, A : After

(D) EFELT Wthd 0.78 ug/ml THoteo ElfEA DWW TR

FEGI 1 WL E IR IR AR 2 R IR F T 54 HIREL
DEEDEAT, ThETHHERBEIYELEEL T
WBh, BBFN514E 6 AT aBHRME, BEREELFLHD,
6 B 28 AR ¥23% T Proteus wvulgaris 2Xx108/ml #
L, 29 HX b KW-1062 40 mg % #i4 2 EFHHEBA
L, 7HB3BXhEERENA TASBX VERERD 9
@Iy AECHEAPL, 786 HOREERCTHEDBREA
LTCQ

G 2 LIS L O BIER Y ERRE L L, BEE
EEVHLYBEIT —TARMBITLCIEF TH 5
2%, HERERIMA LRSS, B14E7 H2HOK
RTEMERESBEADR B OREET E. cloacae 2X107/
ml #:i, KW-1062 % 3 H X b 40 mg 84 2 BIf5ERR
L, 7 A5 HORKCTHMR D AHE 0~1 i
L, 8 HOREEHET CHIRMILEZHER Lo

fEF 4 B LT, AXERELXEL, BRERES
LD HEHT, ThETHRERPEY HE I KE
L, BxOHEFOBRELZTTETEY, ERERK
Ek# LT\ 55, BBFI514E 12 B 7 B O REE#© GPB
105/ml #H, AR 5REM IR TE b ok
2%, GM X ET 5 L 2HREFHA O0mg # 4 2
OfFEYR 10 BREGET 5, RPHEIZAETH -0

e BAFIDERF 135 X O 2 OSBRI % MIC 13,

Table 3 IWRLIc L 51c, 2B R D fo hroto MEK
%, FFESE, BRERETY, AFRSIETREIR
e ote (Table 4),
1. % =®

Gentamicin %% 1963 4, WEINSTEIN et all'® |z X
YBEFEEh, T0r 7 AEURE, HREHE, EHH
CRTAPEIAEROER L VERLTHDZ LXTT
Z. BULGER et al®, KLEIN et al¥ & X h#R&EIh T\
HEEDTHDo GM OEBEN I L KRNI ES
b d BT 75T BHY, EE GM st 281
B, EHEOMELARBRIMECADR, ThbOH
ext LEW BB D% %6 % #1 Aminoglycoside Rfi4:
WEDOEEDEIh T\ b, Gentamicin @ Cpy D 6'-
N x:1#EwEA LkH Aminoglycoside R I44
B KW-1062 1%, &b OXEBRPBRHRFOKRT
1, FERANCRRB I GM L RIFRABOEY TH
BENWHTENTEL S50 Tiebb, MENIKBH,
fizfE, RBEECHRAETHY, BRRNRESMbRER
HHDTIiXIco

4H, RREREECH LKAV CWiwoT
L BERREBIRVH, HBER, BERRRE, BRZHx
— VY HHEELT, FREFRPUEC IS \WT, BREIR
ZHEPAFCHLELTN 5 & &, 2HE (BHM
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2%, 1RHEERBERYEO JIEMEL) X ER), BER
FIETRADVHREPFTERWEEL DR Do 1L
BT & RICHERAEE LE LV PC REH L o PFHEIC X
> TCEDOEIHEMT 0D & LITEELLD b FRLER
BDTHHNY, BT BEGYEDB T in vitro OZ)FE
NEDEFBLREINEOWTUISEOBRETHD, &8
HIE R O HEA~OBITHEORE b 40 THRBE S 5[
vz rs,

AFNEEDOETGCM IV EBLZENEERTH % &
Thi¥, #58T GM 2ERBL, BMREBL TS5
N, EZILLRLhFIET A& b7, »254T%
EBREBIL, o TRERBGYECRS W TIX 1B E
80mg DL THMMELTERL 8 5 2, MORYEC
B51HESC OV, BRAXZKEERTE LW
S FORBREYHILIWEEZL T 5,

IV. # E

1. RIRGEEORIEE 34 #hiexr354# o MIC %
1.56~6.25 ug/ml &3AiL, GM LI3FREE O HEDH
wH Lo KIFH, MAREE, 778 L T,
GM Li3iF% L\ MIC %R L,

2. Rat iIwAhH 5mg/kg HHik LIcEE& ORERAIRE
%, peak fETME>E>MOIECHCIIAETRE T H
STo

3. IRERREYES U (BB 4 4, 18R 1
B) st UAHK 40 mg HEIS 2 B LICHEEREL
%2, BR 2, EBH1THoTo

Blfe, Mm%, B, BcRobhd, HEN, MR

] %Eﬁb?’l?’o’f&o

X [y
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LABORATORY AND CLINICAL STUDIES ON KW-1062

Keizo Matsumoto, MakoTto Imaoka, Yosuio Uzuka,

Kiwao Watanase and Haruko Iwasakr
The Department of Internal Medicine, Institute for Tropical Medicine

Nagasaki University

Laboratory and clinical studies on KW-1062 were performed with following results :

1) MIC values of KW-1062 against 34 clinical isolates of Pseudomonas aeruginosa ranged from 1.56
to 6.25 u#g/ml, and were found to be similar to those of gentamicin. Antimicrobial activity of KW-1062
aagainst E.coli, Klebsiella sp. and Serratia marcescens was also comparable with that of gentamicin.

2) After intramuscular administration to rats at a single dose of 5mg/kg, tissue levels at the peak
were the highest for serum, followed in descending order by kidney and lung. The antibiotic level
was not measurable for liver.

3) KW-1062 was administered intramuscularly to 5 patients with urinary tract infections (4 cases
with acute cystitis and 1 case with chronic cystitis) of the daily dose of 80 mg in two divided doses.
“The clinical response to KW-1062 was excellent in 2 cases, good in 2 cases and poor in 1 case.

4) No untoward effects were observed in any cases.



