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KW-1070 Dy « i RAR T

ZKRKFEANBEBER- XK W-BMHE
)11 B o4 K 400 R B8 PIBt

FHLLT T REERIIER KW-1070 2oy T AR, HIKOKNZTIc-10
EEESMED & MAIBE Ic 435 MIC {2, P.aeruginosa TIXREED T  / MBERAER I

RHBLMTH - th,

ZOMOEMATIZE AMK o fhicEgt 540 Th-71 %1, S

marcescens %2 K. pneumoniae © GMittt ot L TRt 2 BH Y, WFh i 12.5~25ug/

ml LT CetkRE LIS his

A 200mg o 1 EFEED M REEL 30 Hic A 14.0~16.0 (P 15.00ug/ml Lich,

6 BN & TORABHIRII TS 45.7% Th -1

FEIREYBEh L 3T ¥ ¥ 2 GUIE PR B RRREE, 1 ULIRBRIBYIETH » 720 ¥ 5 &2 1 B 100~
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1 AR HHTH-
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KW-1070 (fortimicin) ¥, XM CHBFDO L O T
Micromonospora olivoasterospora hLEL S 5 H
L7 ¢/ REGRIERITSY, 77 ABEREY
et aLEmARBEAR2 b akAL, GM,AMK 7o &
RO 7 ¢/ EEERIER L X ZX@EN L Sh
T3, L BEUECHEBREVIEETHIEL L
D—DDEHE IR TV %,

4@, R, KR TOWTET O XBORH ¥ 1T
KW, THRIBATSBNERNRE TR0 T
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I. B ® F &%

1. HED

{EFEEIx Staphylococcus aureus 209P JC-1 £,
#ptk  Escherichia coli NIHJ JC-2 ¥k, Klebsiella
pneumoniae ATCC 27736 #ks X EEHRKD Staphy-
lococcus aureus, Escherichia coli, Klebsiella pneu-
moniae, Proteus mirabilis, Proteus vulgaris, Ser-
ratia marcescens, Pseudomonas aeruginosa, Pseu-
domonas cepacia, Acinetobacter THbH, BARILER
oL@z £\, heart infusion agar % U R
FREc X b KW-1070 o MIC #HIFE LY, REH
% L7- GM,DKB,AMK D Zh L HEI L7,

2. MARBEET SN RPERE

FF - BEECRFEORDOhRVIREZEESE 20
23 e LT KW-1070 200mg *#fEL, £D#H 15
4y, 30 4y, 1, 2, 4, 6 BEMZ LR LTMmiERBRE

PRIE Lo HIER, pHB8.0 D heart infusion agar

%\~ Bacillus subtilis ATCC 6633 H4BTEL
THEFRH » THETITe -T2 BEXEHBIX Moni-Trol
FRIZTRD 72, FBFIZ 2 B5HE Z 222 EHRIR L 6 B
¥ CORPEMLRE L1,

3. ERIRAIERRt

1BUPAESEMERCREY A LI 2 Ak XUHESS
REERAIE 1 Bl 36z, A% 1@ 100~200mg,
18 20HERE L4~ 6 ARME L TLTOBKGR.
LUNCBIFADORB /L L REHIZ OV T LB %1Tk-
7

II. & |

1. HEN

Table 1 FEyicEEEEIZOV-TD MIC #RLEH
S.aureus 209P JC-1 #kix 0.39 ug/ml, F¢E#i20.78
pg/ml ¢HH, K. pneumoniae ATCC 27736 $4i33.13
upg/ml, E.coli NIHJ JC-2 #iz 6.25ug/ml CREH
IEREDBRI, ,

BESBED S aureus, E.coli, P.mirabilis, S.
marcescens % 50 bk, K.pneumoniae 47 #, P.aerug-
inosa 48 #, P.cepacia 31 ¥, P.vulgaris 15 #%, 4-
cinetobacter 27 BRizxt+ 5 KW-1070 REEZHAHE
Table 1R Lic, £EHEEIIV-ThY 10%ells/ml O
R EE s L

S. aureus 50 #Rizxf LTit, 3.13~25ug/ml O
MIC D4 finikbh, AMK &i2iFF%T, DKB, GM
Al & PN R &N

E.coli 50 #hicst 3 HiE M, 12.5ug/ml UTT
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Table 1 Distribution of susceptibility of clinical isolates to KW-1070 and related antibiotics

Organi Drugs No. of MIC (ug/ml)
anisms .
8 strains | 0.1 | 0.19 [ 0.39 | 0.78 | 1.56 | 3.13 [ 6.25 [ 12,5 [25]50] 100 [ =200
KW-1070 4 29 16 |1
Staphylococcusy AMK 50 9 31 9 1
aureus DKB 16 25 6 3
GM 1 5 40 2 1 1
KW-1070 8 17 21 4
Escherichia | AMK 5 6 31 |12] 1
coli DKB 1 21 25 3
GM 2 24 22 1 1
KW-1070 7 9 29 8
Klebsiella AMK | 1 1 30 9 2 1 1 2
pneumonige | DKB 1 27 10 1 2 6
GM 1 11 21 5 1 3 2 2 1
KW-1070 6|43 1
Proteus AMK | 1/25| 24
mirabilis DKB 3 2 2 7 [30] 1 1 4
GM 1 20 19 | 5] 4 1
KW-1070 3 1 5( 6
Proteus AMK 5 2 3 1
vulgaris DKB 2 1 4 4 1
GM 2 4 4 4 1
KW-1070 23 25 2
Seratia AMK 5 3 3 |16]16| 6 6
marcescens DKB 1 2 9|14 9 15
GM 2 21 17 6 4
KW-1070 1 4 4l10] 19 10
Peudomonas | AMK " : 5 7 23 |11] 3 1
aeruginosa DKB 6 34 2 3 3 1 1
GM 1 4 15 19 6 1 1 1
KW-1070 1 30
Peudomonas | AMK 1 1 30
cepacia DKB 1 30
GM 1 30
KW-1070 1 8 8| 2 2 6
AMK 2 4 16 3 2
A
cnetobacter | pyg | 27 4 1 6 2 | 3] 1
GM 15 7 3 1
KW-1070 AMK DKB GM
S. aureus 209 PJC-1 ;039 039 078 0.39
S. aureus TERASHIMA ; 0.78 1.56 0.19 0.19
E. coli NIH]J JC-2 : 0 6.25 1225 313  0.78

K. pneumoniae ATCC 27736 ; 3.13 3.13 1.56 0.78

46 B 92% 2RHEIL Xh, DKB LAEBEORKETH " 12.54g/ml LT DBETREMRIELBED SR,

2 ReA, GM it —BYREREES » T\ ieo S. marcescens T2\ T, AF|D MIC v — 273
K. pneumoniae st LTix, MIC oo — 27 12.5ug/ml THBHH, ZOBELT T 50 #keh 48 #,
8.254g/ml -, AMK o 3.134g/ml,DKB,GM 0 1.56  96% #RHMIESH, GM ikt LT 50 ug/ml Ll ko
#g/ml X hiz#%4% - TV 1, Lhs L GM, DKB, AMK fiftE xR Lic 4 #kd 6.25~12.5 ug/ml CREMIEMNE
T 104g/ml Ll F> MIC %R LB ThH, TR »bihtz, DKB, AMK i2\-3Fhd KW-1070 =4 35
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Fig.1 Correlogram between KW-1070 and GM
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Fig.2 Correlogram between KW-1070 and DKB
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Fig.3 Correlogram between KW-1070 and AMK
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Fig.4 Serum levels of KW-1070

(200mg i.m.)
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Fig.5 Urinary excretion of KW-1070
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EARTHRPHENIARB T AMK L h X35 2 ~ 3 b
FoTli,

P.cepacia (3544 K DD EH L ¥, SEKFO W
ThoRHI bittE% R L,

2. MRt 0N Rep B

KW-1070 200mg #iE#omigE#B Y Figd i
TLIREMPBE2HE S 30 HHKicEOh 14.0,
16.0ug/ml T H - 7o, LAtk 2 BEREEFES 9. 0ug/ml,

4TSMMETY 4. Tug/ml EHEBB L, 6 M§MHIF% 1.6
ug/ml TH ot HRHCIIE LicRepHEY Fig 5 ic
SR LTeo 1 BUAS 6 1M ¥ Tic 64.2% DR ILETH -1
2, b5 1Bl - BRIBIC UM R BB lah » oI
Y b bY 27.83% LIERTH -1

3. HRmymM

Table 2 o A&FIFAEEG 72 b OIS DIRRZR % BiR
L7

B 1 O KRB O BYSMEH T1x, IRIEFEO M
&L LI SR OB Y &, BRI ILP. aeruginosa
NEHLR TV o, FFIEE T2 BHRICITERKENR
HEREEPORE LB LA LALSER X VEY
FERME, REMINL, H influenzae B L TH D,
2AF A FHOBBIC L hHB/LALR TV 2D TEHA
IR RE LI,

G 2 DB MEKEZR O BIHEES T, ERETY
DEFEEAYREL, 0% H.influenzae )T h
fotedd, 4 BEICEFIZZESEL, L%k AMPC % H
Wb DTHBL, 4 BROME THRREIEBCHE)
LEHE, FREHSEOHMKEROERLBLNTH T
TedER EHE Lo

fEF) 313, BEBTLChnEXHREL, CZXA.0g
x2/day, L.V.D.) Tz, S.marcescens iZ X%
RURERIEY LD TH D, A%|1 B 200mg OHFA
<, BRIKFEYTRL, RPD S.marcescens HLiFER
DI Lo BRERPCREMO R IRMEDHF
b B> THOLEWELBIr ~10h, RKERBPIET
NLTIREREHE LIS

UE3GIELEIFREZE LN DERZEDONRT
AR ERIEIC T B ERKRERKTH, Table3 iR
T X 5, fEFI2 THEME H Hb, RBC 2B EET ¥
Licbic i e BB AD bhich » 1o, T2 TH
L4 RBC,Ht, Hb 2D ETHAALR TV A, FEHIO
Bikic X % MIGHRAE &% % bhAFIC L 5D TIRIRL
LHMT L1,

Table 2 Clinical effect of KW-1070

Age

Case Di . Causative Daily Duration Evaluation
agnosis Side effects
Sex organisms dose (days) Bacteriological | Clinical
LTY 55 | Bronchial asthma Pseudomonas | 200 mg 6 L H, influeniae Fair N
M | Pulmonary emphysema | 23¢"%&10S2 x2
69
2. TS. i i Hemophilus | 200 mg .
M Chronic bronchitis influ x2 4 Eradicated Good -
3 NS, 51 | Chronic cystitis Seratia 100 mg 6 Eradicated Good B
M | Chronic renal failure marcescens x2
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Table 3 Laboratory findings of patients
treated with KW-1070

Items TY. | TS N.S.

Before 40.5 40.3 16. 2
Ht (%)

After 37.9 | 32.3 | 26.0

Before 13.6 13.6 5.8
Hb (g/dl)

After 12.7 11.2 9.4

Before 422 416 269
RBC (10*/mm?)

After 409 339 299

Before | 10,200 | 6,000 | 10,200
WBC( /mm?)

After 13,300 [ 7,400 | 10,500

Before 14 13 29
S-GPT (i.u.)

After 11 11 10

Before 11 16 70
S-GOT (i.u.)

After 7 9 30

Before 75 90 148
Al-Pase (i.u.)

After 97 70 121

Before 16 10 75
BUN (mg/dl)

After 13 10 48

Before 1.0 0.9 5.8
Creatinine (mg/dl)

After 0.8 0.8 4.9

II1. # %®

KW-1070 {3, GM, DKB, AMK ZD®(D7 : /¢
BHERAER L AKOREARZ bArieEL, TDHE
it P.aeruginosa #[2i32i¥ AMK 0 Fh L R%0D
LOLFMEND, EOCAFLT $ VR EFE R L
FORELBEEE R L1:7—> (AAC(3)-1) B\ T
KETH DY, #-T, fHEERRMEHI T 2%
BO—2THhHb, SEDLABLIDOEETYL, K. pneu-
moniae, S.marcescens 1=\ T it kD GM Wit
(DKB, AMK fitth) #jicnf LTHRZEELRD ORI,
RO EIZE 28 BHFLFREFELRESFE v+
v a [KW-1070 ] THREINCEFIRKYTL, GM

fith:d S.marcescens %\ % P.inconstans sl
TRHHEATV B, S h b DL, EFORIR - g
- GO HRGYMBAMED 7 ¢ 7 KR FRER L Ak
THH L L FHETELNEL, AFEMMOEAYLR
L2255, GM § LR SHIIEEC X 5 HHERS
s L TEERM AR X W X5 LD TH B,

BKEIMI 2 3 BT 12 = 1203 TH D, (IREHHE
REHBTHDA, 20|THYBTHD 1 ARPRRYTSH
st BiclmiET CZX 5zt L1z S. mar-
cescens |2 X B IRBBRIEICH LT, HPhkikis
L1 BHER T ), FADKRAEIRERTV-240E
Eirbhd, '

BIfERI bV MEMOREE R LIcb DL, &
Ko v HOoy A TOLEEFRMY TLRESAE L 047
PF 5B, 0.52% LIERTHH, BLEBCHTIE
L, EROARKEERCHNTES, TLELRVE
HThrrtEZLOLND,

LI E DA & KW-1070 &, FOHEEOEEYIE
EBLT, #YCEMCBVCVHRIIBRSDE LG TE S,
ERELRV-ERTHD EELLNT,

X ik
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BASIC AND CLINICAL-STUDIES ON KW-1070

Yosumaito Niki, Masavosur Kawanisur,
Susumu Yacr and Rinzo Soejima
Division of Respiratory Disease of Internal Medicine,
Kawasaki Medical School

Fundamental and clinical studies of KW-1070, a new aminoglycoside, were carried out, and the
results obtained were as follows.

1) Sensitivity of clinically isolated strains to KW-1070 was tested by agar plate dilution method,
and compared with that of GM, DKB and AMK. The MICs of KW-1070 against clinically isolated
gram-negative rods were similar to AMK, except for P.aeruginosa and S.marcescens. The anti-
bacterial activity of KW-1070 against P.aeruginosa was inferior to that of GM, DKB and AMK, whilc
against S. marcescens, KW-1070 showed superior activity even in resistant strains to GM.

2) The serum levels of 200 mg of KW-1070 with single intramuscular injection reached the peak
after 30 minutes of administration and ranged from 14.0 to 16.0 #g/ml with mean concentration of
15.0 pg/ml.

Urinary excretion rate within 6 hours after administration was 27.3~64.2%.

3) KW-1070 was given to 2 patients with chronic respiratory infection and 1 patient with cystitis
at a daily dosage of 100~200 mgx2 for 4~6 days. The clinical effect of KW-1070 was good in 2 cases
and fair in one. Adverse reaction and laboratory data abnormalities were not seen throughout
the patients.



