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BERERFELBBIREBPLERE
(EfE : MITE—#HR)

FREIHHELELDONTE N, TOKRRIEILE
FoEHELA2FNC D, RITNCLEIELCRETC
RBIETHZ LS BRERPMELZE LD TV 2, R
BREPIE D b B S h B RRIRE S < R T HEAT 51,
RSB 7 — 710, WREBEBFHRACRLON D, &
BRBBRNELRWEFA» CRBREIER IS Z 2
AR L\ 5T X,

Lo THRIBEYREH»DBEANCKRET 22 21X
LENLL, COBERMDITGEEC X % REERYIE L
BEWAME L \v 2B, —7 GM, CBPC B % LARTicIs T
%, FRIBERRE R T & 5 %EH)2 CL, MX-B 2 #lo
ZTholety, BRLEERORMOREFEHRSI LT
HUGEEERAEYEE B L TERAT I LA TE
¥, BREOEND D ERERRIEL W I HEHEIEL W
FFRLTWic, Ll GME%T ¢ 7 BHAROIA
WEOBEBIALE LV O Y, DKB, TOB, AMK
fr¥ros&, —J5 CBPC Li# SBPC #B% X h, *
DHLR=v ) VR, 277 r AR VREFTREE
EAEGLERANEEINLI S L LTS, FRhRLE
X hgBE e L T SBPC ¥ GM 2 HEMEA L5
ZENEBINRTY, fho=v ) vRE LT JEHE
KRTENEORBEC LT AHEREALIRFTIRT
WwaY, BRBECEVCLUTERRBRALERES R, &
BERREC VT A HRREFHIBD TARHCR LT
& 1259,

oY) PRREUH AW E OB O XEDOTIC
KW-1062 iz Gentamicin C;, @ 6'-N & 2 # A FEa 3
ALLEFLWT 3/ EBGRIAEYE & LT 1971 4
BB TEGD TRR I,

SEERFORI - Pk, MBE < WTIENEFHR
HEE (MIC) #HEL, RERREBSCKALL

g oWTHRET S,
I. X @Kk
1. HE P

R REYSEBRE D L D UHRECHRE L IRERD
RIEE 122 Bwo\T, AF|& GM, CBPC o MIC %
BA(CY SRS SR CIE Uk, BRI AL 10° &

Lico f#ifsE#t Heart Infusion Agar pH7.0 TH
Z)O

AF|DRFIEEC T2 MIC 13 25 pg/ml i 122 £
Fh 48 B (39.3%) MAML, BEUOE—2%RL,
GM » BIERABEDORZESTHTH 1o LA L 100 1g/
ml, 100 zg/ml Ll Dk A GM i e TEH W E]E
& ~7z0 CBPC 124k 100 ug/ml LI EDMHETH »
7= (Fig.l),

A & GM DRFIREC 7o\ T B R MARBS % Fig.2 i

Fig.1 MICs of KW-1062, GM and CBPC
against Ps. aeruginosa isolated from
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Fig.2 Correlogram (Ps. aeruginosa 122 strains)
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FUTco 122 ¥k 57 #k (46.7%) WSS B RN
Ltco AEIEHNTGMOFA 1~2 BRERZWHTH »
7o DIL 50 #k (41.0%), GM X b AFIDHH 1~2 B
BERGSEMEDS X\ d Otk 15 # (12.3%) THH, 10% #
fiic X 5 MIC JIERERETIE GM OJf 520 R ERZ s
TuwiiEbhico

2. IFpIEEE 7L & O R Bk

340 R ALY X% L LT KW-1062 40 mg % |-
BasHh e, 304, 1, 2, 4, 6 REMIERICERIM, 2, 4,
6 IERBICIRIR LBiE & Lo

Bacillus subtilis ATCC 6633 M:h Wi &3 535
W THERAWLTIHE Ui, (R Heart infusion
agar (3:5F) pH7.0 TH %,

I F P R T D EEME R SRR M B IR, 0% 1M, 20
Y AV TIER L, ARk 1/15 M PBS % Aju
Too MIrRERE BIGE A1 AR OB BREA 10, 5, 2.5,
1.25, 0.625, 0.312, 0.156 ug/ml Lic% X 51 Lo
R RE A A OMA SR 1mg/ml L7eB X5
e 1/15 M PBS iwisfR L, TR R L CEHERR
w15

MAYEE O ¥ — 2 XAFFEL Y 30 HHICHLR 3
£ DEHfET 5.5 #g/ml (3.7~7.4 ng/ml) W3EL, 1
Bif48 I 4. 4 4g/ml (2.6~5.3 ug/ml) 2 B§RE% 2.3
ugfml (1.7~3.2 ug/ml) i L, 6FHIEIL 0.4
ugml ris 7 (Figd)o

R PRI 2 GllL 2~4 BEEIARATH o, &
1, 3 GICIXAFIAGES 2 K% TOPRERKR TS -7,
TRAPBELE 3D 2 Bl T 250 ug/ml A FAT
B oTehd, 6 R E TORM 15~504g/ml DR FIEE & #
LB, RREERMboT 3 7 EEERIIEDHE LT
BLTHRLUTEWS OTIR\AY, 6 B E ToRAE
INRITE 62. 4% (49.3~88.4%) TH » 1= (Table 1),
thEHT D B EREITFE 16 0.62mg/keg, 5524 0.54

Fig.3 Serum level of KW-1062 40 mg i. m.
in healthy adult volunteers
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Table 1 Urinary excretion of KW-1062 40
mg i.m in healthy adult volunteers

ug/ml (%)

I o T Total
 Hour \ 0~2 | 2~4  4~6 | recovery
No.l | 26 | 30 15 | 49.4%
| (25.4) | (18.0) (6.0)
No.2 | 49 | 30 50 | 49.3%
i (13.5) | (27.8) (8.0) !
No.3 | 250 46 28 | 88.4%
C(53.0) | (24.2)  (11.2) |
Average 62.49%

mg/kg. ¥ 34 0.75mg/kg THb, YURTXHoHH
GEDICVBGEREOARTHHEIHTIXMFRE L E

&, JRePyREE, JRebBREE$AKTHH, dose response At

HEDHbhtco
1II- B R 8 & 5

ARAE G DG & Lo O A Bt Bt s 1 6, &
PEBMEPERREIESS 11 B, IEMRE MR AE X 4 BIO5T 16
BITH Do MMM 2Bk & b DREFIC I AR 1
[a] 40mg, 1H 2[EFHERL 3~7 Bk It oo

BMMIRBRIEGIED 5 b L QWCRBED T — T VRE
TR L e B I - CTOIRFTRA & SFE T L
BARABETHHOT, RAMERHELICLDEHEL)
(+), ABCRD LIb0iL0H/2 () &L, BIKE
#, RbAamEBRoOHENEHCRLhICE DL, °OH
A ghE UCHRE Lico

avk MRSt Se D 1P A A 1 B 118 40mg &5
2 HECRPMERNAL, RPpmked LERFLE
2% ERIERIEE LIcDTER & Ulco 18RS
B 11 Flofe KB E. coli 4 £k, Klebsiella, Entero-
bacter, Pseudomonas aeruginosa #& 2 ¥k, Proteus
vulgaris 1fECTHY, D5 Klebsiella 2%, E.
coli, Enterobacter, Pseudomonas aeruginosa # 1%k
XERE &, 1160 5 51 (45.5%) DEREERTH »Tco B
UL 2 BN S WAEB 2 1% Proteus vulgaris 1X14%
L7t Klebsiella pMEBLL, fE] 10 TX E. coli 53
Enterobacter wzzfUTco IRHpEIMERIE 11 e 5 Bl
(45.5%) CHENHZ LN, 1HMNBEE LI BN
B EEX 4AGICIXRE S CERR WA, FER 14 T
(% Pseudomonas aeruginosa 73 10° LI LA 102 & f
WA Uizo E.coli, Enterobacter H35yifE X hicfl
O 3 GITIRRAMEIRETH - 1o

L7ehs » TR T 11 BB %) 5 4,
$E5h 6 B, BMEMENEBREERTIAGREL 16, 2
LHEE 16, 52 AORATH -7 (Table 2,3, 4),

WRERIzhE it Klebsiella, Proteus vulgaris D%
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Table 2 Acute simple cystitis treated by KW-1062
: & T l
| | Before treatment After tratment .
No. | Casei Age | Sex D(;S(el = ‘ .Effect-s Sf}dgt Remarks
. | | mgXday | wpC | Bacteria/ml | WBC |Bacteria iveness | effe
TR v |, | E coli 10° | ‘ .
1 ‘hl\fl 20 } F 407 3”‘ it 7‘ Pr.vulgaris10® ’ + ! 0 ++
Table 3 Chronic complicated cystitis treated by KW-1062
Zo; Case ‘%’D}ﬁ' Dose ~“13~f:-fore’:l‘reatment After Treatment Effect- Side Remarks
; 1< ml mgxday | wpc | Bacteria/ml l MIC | WBC| Bacteria/ml | MIC iveness effect
2/H.K.64F 80 2.5 # |Pr.oulgaris [>100| 4 |Klebsiella>105>100 | — — | Catheter
o >108
3'S.M.67M 80 5 H | Ps. aeruginosa + 0 + — | TUR-P
P 108
| i
4]Y. 0. :‘83‘Mf 80 5 | E. coli>107 100 | b |E.coli 106  [>100| — — | Catheter
5/K.N.60F 80 5 + | Enterobacter 100 + 0 + — | Catheter
| | >105
6 M. K. 366 M| 8 3 + | Klebsilla>107 + 0 + — | BPH, DM
T.F.83M 80 5 i+ | Enterobacter 100 | H# |Enterobacter |>100 — — | Catheter
! i >107 >107
81Y.0.83M 80 5 H# | Ps.aeruginosa| 100 | + | Ps.aeruginosa|>100 — — | Prostatec-
! : 108 108 tomy
9/M.K.66M 80 4 H | Klebsiella 108 + 0 + — | TUR-P,DM
10S. K. ;81 Mt 80 6 + | E.coli>10° H+ | Enterobacter — — | Catheter
>105
l
11{S. S. 60 M» 80 6 H+ | E.coli>10% H | E.coli>108 — — | Catheter
12F.N.|69 M‘ 80 7 H | E.coli>107 + 0 + — | BPH
Table 4 Chronic pyelonephritis treated by KW-1062
s 1%,0 «|  Dose Before treatment After treatment Effect- | Side
z| Case ' 2\ mg X da iveness | effect| Remarks
| €X4ay | WwBC| Bacteria/ml | MIC | WBC| Bacteria/ml | MIC
13K.K.53F| 80 5 # | E. coli>108 # | E. coli>10% — — | Hydro-
nephrosis
14S.F.|68F, 80 3 # | Ps. aeuginosa H+ | Ps. aeruginosa + — | Cutaneous-
>108 102 tomy
15T. O0.81M| 80 5 #+ | Enterobacter + | Enterobacter + — BPH
>107 108
16 H. M. 67M| 80 7 H#+ | Enterobacter |>100 | 4} |Enterobacter - — | Cutaneous-
>107 >107 tomy

2B S e, E. coli 136 #h 3HRE X,
3PRIIERA- L, Enterobacter X 4% 18727 ULk
BWaNIeh oo Pseudomonas 1% 3 Fk 1 BRITBREE X
n, 1RRIREEDEA Lchs, LHRIBRE S hich o,
ZRE & UCHIE Uic ok Klebsiella, Enterobacter T
H5bo
. & # B

FHGHEC X 550 OBFIFL N BREPIL LS
BEBICWEGNLE S ol ABO LA, Hii/c XD
HENEIER 220X 1 flb v, fES 13 THRSE
BOWENRE CERRTIEE Y h Lo, HEER

17e, BEMRERHTLTWwWE &, 1 FIEER
FThDHT b, REBRAFIC X BRI IS & 12k
ETET\ ABIE BUN Bifl 43 mg/dl, #{H 43.7
mg/dl, M} 27 v7 5= viifl 2.5 mg/dl, #%fH 2. 3mg/
dl, LBEFEEGATHY, MAKBENIEERELL
TRAFEL T, REHROBFRIECS 2 2HE L ieh
s o

FEDG] 6,13, 14 I\ TAFIR 5 HR ORI HE S h
TR EERR L b Dkl o FER 14 THIMERATE
17,400 75 4,000 &b Lichs, RifEREREFTH D,
AP OREBEBABHETH v, FEFARSEETLT
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WBHZ EnD, 4,000 &\ 5 AMRBIREELIIE L
Bt FEF 4, 13, 14, 16 O 4 Gl AHBRHEHH D
BUN, zv7s+=v, GOT, GPT nlleIhir, &
LT B E xR UTCRENR I b o o

V. # %=

PRESC 30T % AFIR B R YE DS I 1956 EHBD @
IV EHEINR TS, YBEICIRIT B REEGYEL» D D
FRREE O HEEARE IR 1961 4EM D 1972 4EE TOLSHEEN
B 1,401 Bkeh 230 8k (16.4%) Th b, —7, RIEED
FRERFEERNBEBROBII» DL HE IR H5Y,

RS FEGFET 350 % AFIRE D BRI, fEE ST
At B, IR DA BT S BEHE &\ 1019,
Disk LI X BEZHETIRRE Y LT GMIik3<h
T 5131516 UL Disk ki X B lE CRIEE T
Wb GMOEZHAMET LTW5 & DL H 517,

B AR SWETEC X p 108/ml #4E L CllE
Lt R RYUE S HERFIEE 122 i o35 GM oMIC
1Y, 25 ug/ml ¥ — 275350, 25ug/ml LTI 65 i
(53.3%) WGl

LA L 100 #g/ml LA OB 2 20 £k (16.4%) &
Itz —7 KW-1062 13 &2 D v — 2711 25 pug/ml
wa B 25 ug/ml IR 58 Bk (47.5%) &5 Lichs,
100 ug/ml DIk ofifthiks 37 ¥k (30.8%) & bh, &
FIAGM X v LB T D REZMTRORE D LD
ER B, WHORZ MBI oM Tix, HEIML R
Lizd Ok 122 ¥k 57 ¥k (46.7%) THbH, GM DFn»
1~2 BERZMTH 57 DX 50 ¥k (41.0%) H b,
M AHIH GM X D bREZ M TH - 7 DIXI5HE(12. 3%)
T Eieh ot LA LE 23 B A ARL¥HRESLHA
AT EHBEFHE Y v BV MCT BT B BRI b 5
THBIBE ORI GM LIRS TH b, RFH
DY — 7% 108/ml #fET, 3.12xg/mlch b, TOB,
DKB icvo¥, AMK X b X\WEZMHETH 5,

A 40 mg FHER OMmAEEIX GM 40 mg # 505,
HEBFEMLIL, dose response 1B H i, KRBl b BT
THBHHY, JEERA 3 BT BT 5 KK E R 30
~250 ug/ml TH Y, REEAFERFTIRR hEE 26
b3n b, RERAESHERIEEO MIC 2563 L %
INEL T En D, REBRRYYEBRFRICH I » TRF O
BEBCOWTESBRHATAILEND B0 LEbh
b0 AFID1H 240 mg FEHRZLNTWBHHIY, 7
3 EBEGRNAEDEORIERAEETS LT bie
AFOREREFTE LICRETHZ L7, "=y
VR, &7 7w ARY VRIEH L OGEN O RREN
Bt dh, BROCIEHAIRARETHD EELLR
Qo

BIHEME IR B FE YT 35\ C 15 R 5 ] (33.3%) M
BREIh, 1CERRRPAEROBMD wHE DI
EITFHE I N T I v 1561FHZ) 6 6, 2F% 1 AT,
RRER A EDFEGNL 7 6l (46.7%) THh otco

PSRRI 38\~ C SM, KM, VM o ffi B ERE 2T
MEPEDmE,» bR IhERALEh 5L 51, GM %
XU TOB,DKB, AMK, A#i7c & D7 3 7 BREARE
EWE DRGGEC TN 5 AEET A BENBERT
toTB3DEBbhs,

V. #& E

FLWT 3 7GR ETH D KW-1062 o
W, RERIIESBERIREC fo\ T 5 R N R BRIk
BE, EERACSITBRIN - Bt v Bzt L, REBRLE
B 16 I A LR ®RE Lo
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FUNDAMENTAL AND CLINICAL STUDIES ON
KW-1062, A NEW AMINOGLYCOSIDE
ANTIBIOTIC IN THE URINARY
TRACT INFECTIONS

Yosurrapa Omni, Kazuyuk: Tsunopa, Takasur Kawasara,
TosumHiRo Gorto, KenicHirRo OkAMOTO

Department of Urology, Faculty of Medicine, Kagoshima University
(Director : Prof. K.OKAMOTO)

KW-1062, a new aminoglycoside antibiotic, has been developed at Institute of Kyowa Hakko Kogyo
Co., Ltd. in Japan.

Distribution of MICs of the drug against Pseudomonas aeruginosa isolated from urinary tract infec-
tions is similar to that of GM and showed peak sensitivity at 25 #g/ml by inocula size of 10%/ml.
Resistant strains more than 100 #g/ml to KW-1062 were more numerous than to GM.

Correlogram of both drugs to the bacteria showed a same incidence.

Serum level after intramuscular administration of 40 mg of KW-1062 reached to peak of 5.5 #g/ml
in average of 3healthy adults. Urinary recovery of the drug up to 6 hours was measured at 62.4%
in average. Maximum concentration in the urine was marked at 250 #g/ml in No.3 volunteer.

Intramuscular administration of KW-1062 twice a day for 3 to 7 days was applied for 15 cases of
chronic complicated urinary tract infections except a case of acute cystitis.

Bacteria in the urine were eradicated in 5 cases out of cases of 15 chronic complicated infections.
Clinical results showed excellent in a case, good in 6 cases and fair in a case. No unfavourable side
effect was noticed.



