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Table 1 iRLct D THD, BEFEANT KW-1062
Dfiiz GM, Dibekacin (DKB), Kanamycin (KM) %
AU, WEFER, BRCFEEFLSEEECKL,
Heart infusion agar (pH 7.4+0.2) &, #fEEE 108/
ml % 1 A¢H, BEHRERLCERAERECT 5k

UL E.coli (5#k) T 0.78~3.12 pug/ml & i#:
SAi%kmL, GM,DKB & i3iER% TH » oo Klebsiella
(3#) TIX, 1#k2Y 12.5 pg/ml &L hEEMHER LI

Fig.1 Chemical structure of KW-1062 and
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Table 1 MIC against gram negative bacteria

Antibacterial spectrum of KW-1062 compared
with that of Gentamicin (GM), Dibekacin
(DKB) and Kanamycin (KM)

Inoculum size (108/ml)

MIG (ug/ml)

ism*

Organism 11{3’(‘5’2“ i ——
E. coli H-1 |1.56|3.12|3.12| 6.25
E. coli H-2 |1.56|3.12|3.12 | 6.25
E. coli H-3 | 0.78 | 1.56 | 1.56 | 6.25
E. coli H-4 | 3.12|3.12|6.25| 100
E. coli H-5 |3.12|3.12|1.56 | 3.12
Klebsiella H-1 |1.56|3.12 |3.12 | 1.56
Klebsiella H-2 [0.78|0.78 |3.12 | 3.12
Klebsiella H-3 [12.5 |12.5 25 |>800
Enterobacter H-1 100 | 200 | 200 | 800
Enterobacter H-2 |6.25|6.25 12.5 | 6.25
Proteus mirvabilis H-1 |3.12|3.12 | 3.12 | 6.25
Proteus mirabilis H-2 | 1.56 | 1.56 | 1.56 25

Proteus vulgaris H-1 25 50 | 100 | 400

Proteus rettgeri H-1 |3.12|3.12 | 3.12 | 400

Proteus rvettgeri H-2 |1.56 |3.12 | 1.56 | 400

Serratia H-1 |>800 |>800 |>800 |>800

Pseudomonas 6.25 | 6.25 | 6.25 | 100
aeruginosa H-1

Pseudomonas 3.12|6.25|3.12| 800
aeruginosa H-2

Pseudomonas 1.56 | 3.12 | 1.56 | 100
aeruginosa H-3

Pseudomonas 3.123.12 | 6.25 | 100
aeruginosa H-4

Pseudomonas 1.56 | 1.56 | 1.56 | 100
aeruginosa H-5

* Organisms were isolated from infected
urines during 1967-1973.
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Table 2 Sensitivity of 22 E.coli strains

Table 4 Criteria of therapeutic efficacy

Inoculum size (10%/ml)
Excellent | Viable organism : <10%/ml
MIC (ug/ml) . .
0.78 1.56 3.12 6.25 12.5 Total WBC in urine : remarkably decreased
Drug (less than 5~6/1 HPF) or disappeared
©¢ KW-1062| 7| 9| 5 1| 22 Good Viable organism : decreased more than
s & 2 orders in number, reduced to 10%/
Z 3 GM 1 17 3 1 22 ml~10%4/ml or disappeared
WBC in urine : not remarkably
Table 3 Sensitivity of 10 Pseudomonas decreased or unchanged
aeruginosa strains _ Poor Viable organism : unchanged or
Inoculum size (10%/ml) increased
\MIC (ug/mi) l i ' WBC in urine : unchanged or increased
~— ~710.2 0.40.781.563.126.25 Total : - -
Drug \ | | Super- Viable organism : substituted by
infection another strain
"a"é KW-1062 1) 1] 1] 1} 3] 3] 10
s ©
23 | GM 1) 1) 2] 1) 41|10 7% 100 pg/ml, 1#kA% 800 pg/ml & \FhEEMY

mirabilis (2 k) & Proteus rettgeri (2#%) w35
RBEWX, E.coli Lzl ALYABTH I

Proteus vulgaris (1) T, 25 upg/ml & p2ER
YT, Servetia (1#F) Tix >800 ug/ml & FEEME%
R L7, Pseudomonas aeruginosa (5#k) TiX, 1.56
~6.25 pg/ml ORRZM:FH% &, GM, DKB LizixRH
%@mﬁf@o‘ko

—7% KM iz, zhb3#Icth LB LMY

75_’/7~< L'l"\'.'.o

KW-1062 FEIRERHFFI X b 58 L7 E. coli (22 #k) &
Pseudomonas aeruginosa (10 k) © MIC 43753 Table
2, Table 3 WRLIc: %Y THbH, E.coli Ti%, GM
H 1.56 ug/ml w120 — 201 550R%L, KW-
1062 13 0.78 ug/ml & 1.56 ug/ml & v — 7 Hi5BEL,
RRREUENT SR IER T - oo Pseudomonas
aeruginosa X, EHbd 0.2~6.25ug/ml &4 %i
L, &CFDEFCE A 3.12~6.25 ug/ml &b H

%o Pseudomonas aeruginosa 5HRWCOWTIE, 48 FIDORWZERZDIh 5T
Table 5 Clinical results of KW-1062
Daliy | Dura- Total
No. Case A%i x& (vlg) (IE;J/I;II) dosis tion dosis Catheter Complication
(mg) | (days) | (mg)
1 | AY. 25F 50 8.5 40x1 5 200 | No Acute, Uncomplicated
2 I.I.| 33F 61 14.8 80x1 4 320 | No Acute, Uncomplicated
3 | S.W. | 66F 60 18.8 60x1 6 360 | No Chronic, Hydronephrosis
4 | M.T. 44F 64 11.7 40%x2 7 560 | No Chronic, Renal stone
5 | Y.N. 22M 67 10.5 40%x2 7 560 | No Chronic, Renal stone
6 | C.Y. | 53F 69 13.3 60%x2 7 840 | No Chronic, Renal stones
7 | T.S. | 28M 65 11.7 60x 2 7 840 | No Chronic, Renal stone
8 | Y.N. 35F 45 22.4 40x2 7 560 | No Chronic, Ureter, Renal stones
9 | E.S. | 53F 38 8.1 60x 2 7 840 | No Chronic, Renal stone
10 | G.Y. 28M 53 N.D.*) | 40x2 34 4,380 | Yes Chronic, Ureterocele
60x2 13 : }
11 | N.B. | 39F 39 14.0 40x2 7 840 | Yes Chronic, VUR (Bilateral)
20x2 7
12 S.Y. | 67F 45 14.0 40x2 10 800 | Yes Chronic,
(L) Ureterocutaneostomy
13 | S.Y. | 67F 45 14.0 40x2 10 800 | Yes Chronic
(R) Ureterocutaneostomy
*1) : Not done, *2) : Disc sensitivity was determined by GM disc '

*3) :

Dose response (80 mg/day—120 mg/day) was observed.
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(1) EPMHEE

(i) x% BEHEART, &3 58 fic, BEKT
57 B TH5B. EFIEMNBERIY 165 V-DIL, Tl
REFEBEGEOEE T, EAD LRRBERYYEY,
FRFERMITLicdbDE AL, 1BE2EMEETL
Tt TH D,

FEBIE 58 BT NTHIRBERIUETH Do TOARIL
EIREEYE (BEE) 13 6, THREBEYLEE (B
BEse) 45 BITh B, RIE DT IT SrEBMME 2 6,
1GMEEHEVERE 11 ITH B0 B, SHEHMMESE 20 61,
BHIE 25 BIT, D5 LEBKEOHMEMOBEEHE
W D56, BEWbo 20 FITH D, HHITIX, B 27
Bil, Zcik 30 BT, FE#SAAL, 22~89 BOWAT, &
&L, 38~69kg TH D,

(i) #EPREEESHE BEHERE, TXTOE
PINTER G Th Do HRBHEHTIX, 1H 1M, AR
EFTIX1H 2@, FAIE LTHE, & (8~12K;HfKR)
S L, 1BHRS5 R, 20~160mg T, 54
3, SPEEMENE AT 2~3 B, BHEEEESRT
L, & 47 B (BiS5-E, 4,380mg) o 1HI%ERS<
&, %1% 6~10 HTh %, BHFLEEIZ, WiZT 40~
240 mg #% 3% T 560~840 mg TH B, LEHT, AFIE
LS O EMER OB TR o T,

on upper urinary tract infections

(i) #HREHE PREHUEEED AT 2—-x—-LLT,
RbLEHEANRD 20% L B, COMEXD L
wwk#eS Table 4 wRLAX 5wefEBL, DHRHUEL
Tl ot REBHEERCX D, BXRESEE AL DI,
Superinfection OFER ANFIECHIE L o

(2) FEREE

(1) EEmRERYE

(A) SHEHMEFRESR (Table 5) FEMIX 2 fiT,
‘BAEIVTHY E coli TFDMICi3, 1.56 & 3.12
ug/ml TH oo 1HIE 40mg %5 AR, 5 1HE
80mg % 4 B RC CEAHE L TRHBE L. Wih
bkt 1B, BREBDd o7

(B) EMHEMMETRTER EMAISH11HTHS,
Table 5 @Rl SenTFhbEBEREL LT, B
HRFEZEHFLIELDOEND THB, D 5 BIEFINT
X, MR BERNRG R Ul fed, 5 AH 47 A,
BHREEN4,380mg wELl, ZOMFRL &, &5
B 6~10 AT, BHF5 B 360~840mg TH 5,

FEIRRZ BT, 11MhER 3, %3, &3, B
2T, BHRIL 54.5% THolo 2D 5 Pseudo-
monas aeruginosa 2. X AREEUER DO\ TOREE, 8
Bk (2 PRTBERRYY) E%3, F%2, &1, BX
ﬁ 2 "C% - To

Dose response DO®EHE, EiH T IER 10 T/

Bacteriology ( M/Ir(ril) Urinalysis Result Side
Organism Viable count (/ml) ‘K%%—IOGZ WBC/1HPF est effect
E. coli 10"—0 1.56 90~100—2~4 | Excellent No
E. coli 10°—0 3.12 >100—1~2 | Excellent No
Proteus®, Klebsiella® >10"—><10? (1) gg;; 2~5—5~8 Good No
Pseudomonas aeruginosa >105—0 6.25 13~20—5~6 | Excellent No
Pseudomonas aeruginosa >105—0 N.D. *D >1060—>100 | Good No
Pseudomonas aeruginosa >105—>10°8 6.25 9~20—20~30 | Poor No
Pseudomonas aeruginosa >105— Alkaligenes >10° N.D. *D >100—>100 | Superinfection | No
Pseudomonas aeruginosa >105—0 0.4 >100—>100 | Good No
Pseudomonas aeruginosa >10°—0 0.2 >100—5~6 | Excellent No
Pseudomonas aeruginosa 107— Enterobacter 107 H*2) >100—100 Superinfection | GOT 1
Enterobacter 10"—10* >100—40~50 | Good*® GPT 1
E. coliV), Pseudomonas 107—0 1)%2) >100—0 Excellent No
aeruginosa® Hierke)
Pr. rettgeriV) 108— Enterobacter 107 1)%2) >100—>100 | Poor No
Enterobacter® i 22)
Pr. morganiiV 108— Enterobacter 107 1)%2) >100—>100 | Poor No
Enterobacter® f2rx2)
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Table 7 Clinical results of KW-1062 on chronic, mild complicated cystitis

Age| Daily | Dura-| Total . MIC (ug . . o
i i : Bacteriolo Urinalysis
No. | Case ‘S;tx dosis | tion | dosis Complication Organisnsy / fnl) (WBC/1 Result | Relapse
(kg)| (mg) |(days)| (mg) (viable count/ml) | ™", 0g, HPF)
61
1 F. Fl8ox1 4 | 320 “gfrai‘;lure E.coli (105—0) | 3.12 | 2~3-1~2 | Excellent (3‘{1233)
44 Meatal
2 K.Y. &) 60x1 3 180 | stricture, | E.coli (>10"-0)| 0.78 | >100—7~8 Excellent| No
S myoma uterl
| 61 Radiation . *
3 A.M.| F | 40x1 4 | 160 | cystitis Proteus vulgaris | 15 5 | 5100-0~2 Excellent |, oo 9
‘ 50 (Uterus ca.) (10"-0) (7 day
35
4[B.T. T 80x1 4 | 320 Meatal = | B coli (10510% | 3.12 | 4~6—2~3 | Good No
22
5 |N. O. é\{[ﬁ 40x1 4 160 | Prostatitis E.coli (>10"-0)| 1.56 | >100—0~1| Excellent| No

*

ol ZOFITIX, 1H 80mg DL TIX, Pseudo-
monas aeruginosa 107/ml— Enterobacter 107/ml & B
&R LIo 1H 120mg & dose up T5 &, ME
iz 107/ml—104/ml L B o2 ieBA RRDIH, TL
MR E LD to Tods, MIC LERZHREOMH
B, EAK DAL, Bo& b ELEHARED bR
ot

(ii) TERIREEREGLAE

(A) Sr:BpudEREDEs (Table 6) SEGABIL 20 B
T TRUARBETH S, REHE, E.coli 18, Kie-
bsiella 2 THB, WEEANC X BEKDRELBRHNTS
BT, EQE 47V —FHEL, 24850% o Rl
B, 2~3 AHOMEK, BOREHBHF LI, 47/ v—
T7ORFUE, 1BHEESE 20mg 5361 (G. 1), 40mg
2296 (G.I), 60mg A3 4 (G. 1), 80mg A5F
(G.V) TH3,

FRIKB L, Table6 Rl 5k, G.I~G.V
DWThOBEFCE\TH, 24 5%, 2~3 A%ko
R TED I\ response #Wdic, HHEIL, T
TORTI00% L, ikt 1 BREZOBFREH T,
1POFRGBDILM 5T

(B) 'BHESIAEMREDE%

1) EBERBOBELIES EMAIXEHSHATHS,
BB E LT, DT RERESH, Bitgs
fE (FEBAD) 16, BToMBEMINIRA1ATD
%, WEEY, E.coli 4, L Proteus vulgaris 1 T,
Fo MIC 1231 ¢ 0.78 ~3.12 ug/ml, #FT 12.5
ug/ml TH 5l

FEIK R, Table 7 1@R3 X 5ic, 40~80 mg D

: Nalidixic acid was administered on the following course.

5% 3~4 BFETT, %4, BRH1Tholo 1l
EEER 4 Bicb 2 B, #5HIE%3E, 7T HCERY
Egbfio

2) HEESEBOBMIGERN  EMIAE 20 AT,
LOMNBEMTH B, 26 KD 1EEFIFERT, 19 FiA 63
~BXDEREZ I Y T, £DIREAENIINIREREIC
BRTHEMERERESETH D, 208F 3 FIEED 7
—FARAVBRTWS, #4550 BUN offik, &
@2t 21.8mg/dl THb, FOMOIETEL CIEHERH
V‘]—C“%ofio

1 A #5812, 80~120 mg (dose response BRIFES|
¥B) T, HEHRENE 4~10 H, BFL5EIT 320~
960 mg TH %,

FEIREE, Table 8ITmLicXk 51, 206H3EL)6,
BER9, EH4, BER1T, FHRRTY THolo
Z D 5% Pseudomonas aeruginosa W FEH 3T 5 8 Flp
B, E#o, HRh4, EH3, EXR1T, FHX
1% 50% TH%H (dose response HFBUIXERL)o

20 $E @ 5 Flic 8\ T, dose response B Lo
Table 8 i3\ THES 13~17 R Licd DIXE DR
ThHbo ZOD5PHETIE, UFD 4 AR, #HA 80mg
B, ®\T 4 B 160 mg 25 L, 5Bt 2 Bl
1%, 80mg, 160mg DL KIEERR & 78 ol
3HD 5 2 FIk, Pseudomonas aeruginosa FEYUE
T, MED 80 mg OEFETHEEY, WIThd 3~24
—F—RFAL, {28 dose up Lica, 16IEHE
{t, 1B 2 —X—E L, &S 160 Pro-
teus rettgeri FERYWETIL, 160 mg D BT TERERD
o DEDOKESR, 426 (50%) i dose up T X
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Table 8 Clinical results of KW-1062 on
Dail Dura- i
No. | Case Ac%ze ?l](tg) : (E};%l) dOSiz tion | ’(Ii‘g;?; Catheter Complication Opez;;tlon
Sex (mg) | (days) | (mg) treatment
1 I.8S. 85M 58 15.7 | 60x2 7 840 No BPH*(1) No
2 |Y.S. 67M 61 14.0 | 40x2 7 560 No BPH TUR-P*®
3 | K.M. 73M 38 15.0 | 40x2 7 560 No Prostatic tumor No
4 | K.I.| 7TM 40 21.8 | 60%x2 6 720 No Urethral stricture Bougie
5 | K. I. | 68M 51 7.8 | 60x2 5 600 No Bladder tumor TUR-Bt*®
6 | T.N. 70M 45 15.5 | 60x2 7 840 No BPH No
7 | F.N..| 73M 46 14.7 | 60x2 6 720 No BPH TUR-P
8 S.N. 81M 48 15.1 | 40x2 7 560 No BPH No
9 | G.F. 71M 47 10.0 | 40%x2 7 560 No BPH TUR-P
10 J. K. 63M 48 19.0 | 40x2 10 800 No BPH TUR-P
11 S.S. 89M 42 15.0 | 40x2 3 360 No Prostatic tumor | TUR-P
20x2 3
12 | G.I. | 8s8OM 64 21.0 | 40%x2 10 800 No BPH TUR-P
13 | T.M. | 73M 62 9.9 | 40x2Q 4 960 Yes Urethral stricture No
: 80x2@) 4 -
14 | H. S. 64M 50 8.0 | 40x2Q® 4 960 Yes BPH SPP*#)
' 80x2@) 4
15 | S.Y. | 75M 58 17.0 | 40x20QD 4 960 No Prostatic tumor No
) 80x2(2 4
16 | H.T. | 72M 63 9.0 [40x2QD 4 960 Yes |Neurogenic bladder No
80x2@® 4
17 | Y.S.| 72M | 52 | 19.1 |40x2@® 4 960 | No BPH SPP
80x2@) 4
18 -1 G.O. 75M 51 8.3 .| 40x2 8 640 No BPH No
19 T‘. K. 65M 43 9.6 | 80x1 5 400 No Prostatitis No
20 K. M. 26M 55 15.9 | 80x1 4 320 No N Genuine- phimosis No

*(1) Benign prostatic hyperplasia *(2) Trans-urethral resection of prostate
*(3) Trans-urethral resection of bladder tumor *(4) Suprapubic prostatectomy

Table 9 Summary of therapeutic efficacy of KW-1062 in the
treatment of urinary tract infections

. . No. of 83;1135’ : Super- Effective rate (%)
Diagnosis cases Excellent| Good| Poor infection Relapse T Excellent
(mg) | +Good
Pyelonephritis 13.
Acute, uncomplicated 2 40~80 2 0 0 0 0/2 100 —
-Chronic, complicated | 11(1)*1| 80~120 3 3(1) 3 2 — 33.3 66.7
Cystitis 20 ‘ 0/20 95.0 100
Acute, uncomplicated 3 20 3 0 0 0 0/3 100 —
Acute, uncomplicated 9 40 8 1 0 0 0/9 88.9 100
Acute, uncomplicated | 3 60 3 0 0 0 0/3 100 —
Acute, uncomplicated | 5 80 5 |0 |0 0 0/5 100 —
Chronic 25
complicated (mild) 5 40~80 4 1 0 0 2/4 80.0 100
complicated (severe)| 20 - | 80~120 6 9 4 1 — 30.0 75.0
. (5)*2 | . (160) 1) @ 2 ) f
Total (6)§§+-” 20~160  34(1) | 14(2)| 7(2) 3 | 58.6 82.8

*1. Dose response was observed in one case. *2. Dose response was observed in five cases.

*#3. One case, uncertain
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complicated chronic cystitis
Bacteriology | (,ul\gil) Urinalysis Result Side

Organism Viable count (/ml) KW-1062 WEBC/1 HPF et S
Pseudomonas aeruginosa 105—>108 3.12 >100—>100 Poor No
E. coli >105—0 1.56 10~20—5~6 Excellent No
Pseudomonas aeruginosa >105—>105 N. D.*(® >100—>100 Poor No
Pseudomonas aeruginosa>105— Enterobacter 10° 3.12 >100—10~15 Superinf No
Staph. aureus >105—-0 N.D. >100—5~7 Excellent No
Pseudomonas aeruginosa >105—0 6.25 >100—15~30 Good No
E. coli >105—0 1.56 10~15—5~6 Excellent No
E. coli >105—0 3.12 >100—5~6 Excellent No
Pr.rettgeri >10"— <108 H*(6) 20~30—20~30 Good No
Klesiella 106—0 H# 10~20—10~20 Good No
Proteus vulgaris 107—103 HH 5~6—8~10 Good No
Enterobacter 107—108 HE >100—20~30 Good No
Pseudomonas aeruginosa 108—10%Q) 6.25 @O6~7—4~6 Good No
Pseudomonas aeruginosa 103—0®) @4~6—1~2 Excellent
Pseudomonas aeruginosa 10'—1051) 6.25 ®50~60—20~30 | Good No
Pseudomonas aeruginosa 105—1032) ®20~30—10~15 | Good
Serratia >10"—->10"D) >100 ®2~5—-0~1 Poor GOT ¢t
Serratia >10"—>107(2) @0~1—1~2 Poor GPT 1
Pseudomonas aeruginosa >10"—>10"(D) 0.78 ®15~20—>100 Poor No
Pseudomonas aeruginosa >10"—>107(2) (®100—100 Poor
Pr.rettgeri >107— <103 3.12 ®50~60—5~10 Excellent No
Pr.vettgeri <103—<10%) @5~10—5~6 Uncertain
E. coli 105—0 3.12 2~3—-0~1 Excellent No
Klebsiella >107—-<108 3.12 >100—10~20 Good No
Pseudomonas aeruginosa >107—105 3.12 10~15—-1~2 Good No

*(5) Not done *(6) Disc sensitivity was determined by GM disc.

Table 10 Clinical results

of KW-1062 against Pseudomonas aeruginosa UTI

Daily .
. . Effective rate (%)
Site of No. of dosis Super- °
infection cases Excellent Good Poor infection Excellent Excellent
(mg) +Good
11
5 80 0 3 2 0 60.0
L UTI
ower 3 120 0 1 1 1 0 33.3
(3)* 160 (1) 1) 1) 0 33.3 66.7
Upper UTI 5 80 2 1 40.0 80.0
120 0 1 1 33.3 33.3
Total \ 19 | 80~160 4 7 5 3 21.1 57.9

* Dose up cases
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Table 11 Studies on blood chemistry
Cases of chronic cystitis
C.1/C.2[C.3C4/C.5 C.6C7|C8|C9|C.10C.1C.12C.13C.14
\\ Case I1.S.]Y.S. KM[K I..K.I./T.N./[F.N.|S.N.|G.F.|J.K.|S.S.|G. I./T.M./H. S.
- 85M | 67M | 73M 1 77M | 68M | 70M | 73M | 81M | 71M | 63M | 89M | 80M | 73M ! 64M
Item \ i i
BUN Pre 15.7 14.0j 15.0, 21.8 7.8 15.5 14.7] 15.1] 10.0 19.0 15.0‘ 21.0 9.9 8
(mg/dl) Post 18.3 15.2 17.6 8.2 16.5 10.0 18.5 18.0f 19.0, 14.0, 10.8
Creat. Pre 1.1 0.9 oO. 6} 1.5, 0.9 1.1 1.00 0.9 0.9 1.0 09 O 8% 1.3 0.8
(mg/dl) Post 1.4 1.0 1.1 1.1 1.1 0.8 1.1 1.0 0. 9' 0.8 1.4 0.8
GOT  Pre 12 14 15% 12 10 12 14 20‘ 11 16 50 11 47. 3} 43
(unit)  Post 16 22 17‘ 14 9‘ 11[ 10 16, 11 18 14 26.9 18
GPT  Pre 5 18 6% 8 4 9 11 7 1 7 27 7 412 37
(unit)  Post 13 16 7, 15 4 9 8 11 6 6 11 252 14
| ! |
ALK-P Pre | 6.2 8. 2‘ 80 83 40 6.0 5.1 4 7 10.2
(unit)  Post 8.0 7. Si 6.4 83 4.0 6.2 4.6 8.6 8. 81

RBC Pre | 355 415} 349 343 357

417) 406, 320, 373 342 353

353 373 468 376

(104/mm?) Post | 365 439 345 350 320 386 412 355 356 300 345 430 386
Hb.  Pre | 11.9 14.3} 1.9 11.0 11.3 14.61 14.1 115 12.3 12.4 11.0 12.6] 14.9} 12.5
(g/d) Post | 11.§ 153 115 120 10.8 13.0 13.8 11.9 12.4 9.7 12.3 13.8 12.5

i
WBC Pre

(/mm3) Post

15, 400 5, 600: 6,400 7,300, 7,600 6,700 6,600 5,60011,100 8, 900“ 3,200] 9,700 5, 600% 4,600
7,200 7,800, 6,900| 4,000 4,200, 6,400, 5,700 6,000

6,30010, 800 7, 000 6,100 5,200

* Examined during the course of therapy

BEENRBDLRICEEL OIS,

(iii) FEIRARKETE (Table 9)

LIRS RRE 13 Hidh, 2thEHito 2 i Th
dELy, BEEMEE T 11 FIhENS, E/MS T, A
#HE 54.5% TH 1o

THRBRYGE 45 B, 2tE¥MMEo 20 G, #F
%519, H&) 1 THEAE100%, SHEHEED > b, BE
DOEBEBEATH 5 HITIE, Eoh4, R 1 THEHR
100%, HHEHOKEBEEXH TS 20 EFTILELG,
B9, ERp 4, B 1 T, FHRIX 5% Tho
o
" Dose response DRFTIL, EIRPGETLH, T
RRYE T 5 BT 7 o Tefb R, LT 141, THC 2 Fldose
up OBENE BRI,

Pseudomonas aeruginosa RYSE16 FlL, =D 5B
dose response wHF L7 3 % EImL e 19 4E Bl
5, Table 10 WRLAE RV THD, EXD 4,
BHRY 7, WAy 5, WK S THIMEIL 57.9% ThoTo

£ FTEREGRRGSE 58 Flofra KL, Table9 1@
AL X 5ICELHIL 58.6%, EHEBEBEALCEHE
ZhEKiL 82.8% THo'To

Dose response % & IcREHEGI%L 63 BT, AL
R 81% (1BIOTHBEERINT) THolo

(iv) Bl ¢ B

1) WEROBACH T 5k KW-1062, 40mg
L GM 40mg % 6 LDEER, FRHIC cross over T
EL, HEROEHOEXHRENFLTI VR L,
CORER3BIRTAH L OMRENLNEE 2, 34
1%, KW-1062 055 GM It LR R diimv L &%
2o LAL, WHIBHECTHMAMIR L, BKY
ALk E IefEEiL e bied o too

2) A ERBmORE  AFR, TR
BHEREFOHAER TH B D, mMEEILFFE T
HBRED 25 2 — X — T2 % BUN, Creatinine DB
BELHRHY Tlhootlc, IFEERED BEL LT,
GOT, GPT, ALK-P #H\Ba L, BREMNSL, A
BEE A D 1GHRRFEED 30 FITH B,

BUgx, Table 11 WRLIcE B D THB, T, #
L BUN 2% 20 mg/dl #i#8 % 7 3FER (C. 4, C. 12,
P.8) 1%, C.4 ol L% BUN oflEIX{T/h-T
Wighay, PSP T 15 43 42%, 2WEREE 75% & R
HRDIED ol Bd 2HEMY, 14.0, 17.6 mg/dl &
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Cases of cbromc pyeloqcphrms

C151016C17C18C19C20 P3‘P4‘P5‘P6‘P7\P8lP9§P10lP11 P.12

SYTH\YSGOTKKMSWMTYNLYTSYNES‘GYB.N.‘S.Y.
75M  72M  72M | 75M  65M  26M 66F | 44F | 22M | 53F | 28M 35F | 53F | 28M  39F  67F
17.0 9.0 19.1 83 96 159 188 1.7 10.5 13.3 117 224 81l 14N D*." 9
17.0 15.3 9.4 154 10.5 159 19.0 1.2 125 112 20.6 17.6/ 10.6 10 14 11
13 1.0 12 10 13 13 13 08 09 10 07 O 9 11 1.0‘N.D.*} 0.5
1.3 1.1f 1.0 1.2‘ 1.3 1.2 13 08 11 12 10l 0.9 1.1 0.8 08 0.5
- D L s T R o | { 'V“”1"“" U (R B
88.: 5 17.1 23 7, 14.2 183 o1 1419 l 2116 (55 e !
2081 29.0 19.7 11.6 254 315 23 14 16 14 15 207 11 9
147.1 14.8 10.0 14.2 . 10.9 Y 8“ 9 6 18 9 (58)*2 6
3393 26.5 6.0 11.6 4.7 232 24 15 14 4 13 6 11 7 4
17l 59 27 58 | 5.4 4.5 60“ 5.8 114 3.9 7.0
16.0 6.7 57 5.8 | 57 7.3 46 7.6 60 130 38 54 1
334 413 397 332 | 482 373 438 390i 4411 387 327 433 458 361
327) 417 360 341 379 467 44z 372 484 396 409 456 318 452 483 393
10.3 11.8 12.5 11.0 14.9“ 12.4 143 126 13.6 13.3 110 14.2 145 10.5
10.5 12.1 121 115 1.1 140 126 12 Oi 14.4 13.4" 12.7 152 114 131 147 10.5
8, 300;11, 300/ 5,100/ 5,100 5,000 6, 300‘ 7,700 11,800, 5,600 13,300 4,700 6,600 5, 800 10, 600
9,60018, 800 6,100 5,100 6,600, 4,000 6,200 6,900 8,400 9,600 8, soo’ 8,900/ 6,400 5,000 5,900 10, 600

BEBERBECHEL TS, Flitst#k 20 mg/dl %
Bz %5 (P.7) 1%, 11.7 mg/d1—20. 6 mg/dl & {#ns
CREEPR LY, ZhAXBYAEHERTIDILLA
COHBLALONEYU L BEbhbD, AFlE 47 ARH,
4,380 mg F#HFELIER (P.10) T, BUN 14—-10
mg/dl, Creatinine 1.0—0.8 mg/dl & BFREICITRY
#WbTch oo GOT, GPT, ALK-P 0REHEEI DL
THBE, 1iEH (C.15) T\, FHFELGH GOT
88.5—208.1, GPT 147.1-339.3 & FHA L%, Z OJfE
B, BB TERECERLREDS Stage D 0
#¢, ALK-P ABEFEVORIACERT S0
SEhbEELORD, ¥ GOT, GPT ¥ ERTL b
#\oix, 5-FU, Stirbesterol £ 5 OB EXL L
D (F5ET, GOT 25.9, GPT 11.0, ALK-P 24.8),
L LAFOHER YL Y, GOT, GPT ik #iit o X >
B AEC LR L, 5Pk, 13 BT GOT
26.6, GPT 11.8, ALK-P 8.1 FFHHEHIEL T\ 5
ZENLHETHE, AKX ZHELEL HLE
HhbHEBEbhb,

¥, TOREFITIE, AFIEGF, BIATLER O
HEXFFI o Tt ZOfiic—BMi, GOT 7-52,

GPT 9-58 & LR L7 (P.10) 2B 52, MELT
% GOT 5211, GPT 58—11 LIEH I Lic, ¥7c
15EH (C.20) © GPT 2% 10.¢—45.7 & ERH L2,
Z DB TREHOHENENIEBTCE I, BEHIn
&, GOT »iE\ 2 ff (C.11, C.13) Tik, HHHE
HECEL TV 5,

FHM T, RBC, Hb, WBC o\ THERik D%
HEfFlotehd, ELRERRRDILI o1,

3) BEBmMEOWT BBk, #5, B5%
CHE, BEHETCT AR ETI ok, REEiF
ZIEFNL 1 B b 7ehr ot

1II. # ®

(1) @ hH

KW-1062 1X, 2 J s[aifl (GNB) wxil, in
vitro R \T GM, DKB 23 & A KRS OHMBE %R
Lto & < Pseudomonas aeruginosa X3 %K%
PEVE, 1.56~6.25 pug/ml &3 ShIEBERLICH,
CHILT 3 FEGRIERD in vitro TOHEIIOM
TERRLIES DT, MOLBEFRER O FITRERTSH
B Thb 3FCMMERTIRE, HIFHTRHEH
Enterobacter, Serratia WCiB¥»bhitk, Zh bt
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iz KW-1062, GM, DKB & DR CZE R AGED b
Nico AFIOHED 1oL IR T 5 6 N-Acetylation
TR IEE A B RS, BT ad o7

KW-1062 % KM & H#i4% &, GNB £fficiEicst
heHBENIER LI

(2) FERIRBUE

WEBFIN L RICIER T 5 L E 2 bh b 2l
By, B3, TEHE TR TBL KB %
AL

T RE M RYE T, BERNS W TR
I BRERTY, WL S AEAND Y, HEHEERO
HENOERRIICVOLEFATH D, £2°T, TD
& D RYFE20Hic 453 one shot By 5% 4T7e\, 24 IsfH]
BOMBE R LR YR Lo LORME, 20mg, 40
mg, 60mg, 80mg £ HERCEMNL, 24 BfEEkD
s e LEIZ LT 80%, BN 5 2~3 BRI
100% *FLic, 24 BRI BRI L4 613
R 103/ml T, SUFOEHELETHE 44 —F -1
LoEXBDTD, ZhbORE, AFOHEID
mx, Mhsk] oS RLELOT, BRMCHE
PFIOB R RTEER 12D EA YV P ThHbH, &I
BREADEI e & d, BRENHEIOBIZRL
ok ivwz b, bhivbhotkatix, 1H 20mg,
one shot (# 0.4mg/kg) R/ EL LTI -7ehy,
=5 Lickahiz, Xbic dose & T CABAI & kgt
FTRETH B,

oL, ZoEEFIORKRNFHELZHCRETS40
3, AN RERYMECT AR, & i Pseudo-
monas sp. Kﬂ@j‘\éﬁ}ﬁf% bo AFIDIGMHEM: IR
MRy (BETL 5 AIEk) b 2BEREAENL, 31
BlFhE%h 9 (29.0%), HRy12 (38.7%) T, FERLFEH
A LI BRI, 67.7% Tholeo Pseudomonas
aeruginosa FRYWEE 19 FEGICXT 5 BTk, Ex) 4
(21.1%), H%) 7 (36.8%) THRRIXST. 9% Th -0
C OMEOBRPYECE, FEROHHRI?K 40% EDdLH
WEFHTCET 2 &5, BEO—RRILLTHE, &K
FIXFESERCMET A FHEEETI W EBbh %,

B 5 BB U Tk, BN R B R YAE T13.80~120mg/
H, BEKX - Ti%, 160 mg/HiE dose up LTHEX
Wk Bbhb, COfE, M, B, D
(e AE T HNENRD HH, —icik BUN 2EF
Thiu, COBREEZTOHEIILTHERNX K
Bbhhi,

BlfE WY, EHOHENDART, 1 FH

£ &5 8 IMIREE A BB TNE  LIXTBD THHATS
DIL e AFNEGM X b 2vin b, 5 8 iRz
DEEILWEVWbRTWAD, F—I 5 LicEERE
U &R MR E & i b ic®, S5 HRF oM
BT RET, RETHIE, A—T++7 7 2%
LBUERD Do

7 3 7 BB RERZ, —RECHANDOBITAMEN Y
C, FFREREERETHZ L3 WL IR TV,
AFI#EHw GOT, GPT H—@Hic L& Lcfh 16,
MERRIOWC LB Ui fint 1 IR bhvie, FFESERER D
RETHLENRD D,

1Iv. #& B

1. KW-1062 1%, GNB s+ 2RBENIED T,
F%3EHID GM, DKB & [LE LT, 12 A EREFDEL
B DR LI, & & Pseudomonas aeruginose
oW THRBE, +0 MIC i 1.56~6.25 ug/ml * &
NIRZHENRED BT,

2. SSIEFID RERIYERCK L KW-1062 %5 LEE
KRR B L,

1) EMMREBEYEE 13 fidh, SbEEMiko 2 fiiF
%, 1SHEMEED 11 b0 FEXIERIL54.5% ThH ol

2) TERBEYIE 456 B, SHEEMKE 20 flck
100% DOEZE, BHEMENED > LBEOCKBRELE
T5FTIALL 100% DEHRTH ol ZhicH L
B OBEOE 20 FEFITIE, BRHE 75% Tho
o

3) Pseudomonas aeruginosa FREEE 19 FlOKE T
i, BRE 57.9% Tholw

4) Pseudomonas aeruginosa REZHE 2 Hlic dose
response A3FE¥» bhic,

5) EIfFAE LT, #5Hh—Btkic GOT, GPT »ik
AU 161, gL CER L 1HEDbhi..
ZDBPE, RIEEH1I I ATERCH LI, FHEER
%, WHMESYR LT 1A Abhikd o, K
MNBRECHFLETRERFEERD L o1

3. KW-1062 i1, MR REBEIFESBCITL
THEHR 72.2% Tholko TOZ EMDL, AL,
OERPIECH L, HREELTHD &\ 5 FHE2E T
IWEBbhs, :

X [y
1) BmEETERRSH  KW-1062 BEZHASE

2) % 23 HARLCEREFRFALIRRE, FE
vv®y v AL, KW-1062, 1976
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LABORATORY AND CLINICAL STUDIES OF KW-1062
IN URINARY TRACT INFECTIONS

KEzo Suzuki
Department of Urology, Hiratsuka City Hospital
Icuiro Nacakuso, Kivoraka HosHiNAGA
and Kazuvo Iepa
Department of Urology, Tachikawa Kyosai Hospital
Yorio NAIDE
Department of Urology, Fujita-Gakuen University, School of Medicine

1. KW-1062 is a potent antibiotic with similar antimicrobial activity to GM and DKB against gram-
negative bacteria. The MIC values of KW-1062 against Ps. aeruginosa ranged from 1.56 to 6.25 ug/ml

2. KW-1062 was administered to 58 patients with urinary tract infections.

1) Among 13 patients with upper urinary tract infections, 2 patients with acute and uncomplicated
infections responded excellently and 6 (54.5%) of 11 patients with chronic and complicated infections
responded satisfactorily.

2) Among 45 patients with lower urinary tract infections, satisfactory clinical response was noted
in all the patients with acute and uncomplicated infection (20 cases) and those with chronic and
complicated infections having mild underlying diseases (5 cases). In cases of chronic and much com-
plicated infections, 15 (75%) out of 20 patients yielded excellent or good response.

3) The cure rate of 19 patients with Pseudomonas infections was 57.9%.

4) A dose-response effect was observed in 2 patients with Pseudomonas infections.

5) Serum GOT and GPT levels increased in 2 patients. One was transient and the other
returned to normal one month after discontinuance of therapy. No adverse reactions on blood, renal
function and hearing were observed in any patient.

3. The overall cure rate obtained with this antibiotic was 72.2% in chronic and complicated infec-
tions. The above mentioned results show that KW-1062 is a new potent antimicrobial agent for
urinary tract infections.



