bHrERFS KW-1062 X, FBERNFEDOE LD

7 -

E

HBRFEETURBHEE

KW-1062 i1 1971 4, #FEHEFREO LHE1 1
TR T3 () M\ 0B U 7 BT IR B8 Micromonospora
sagamiensis PNEFETAYHET I 77V 2>y FREAE
WETH Do WL Fig. 1 © X 51z Gentamicin Z3H
P52, MBI T % Gentamicin g4 &R

b 6'-N- x #1 Gentamicin C,, & PV H5REHFHWE
THE—RFELTHE IR,

AFIOKBER, BRI 1974 £ X b £ENHE
THB S hic,

EEHCIIE, EARZ b, BED, BIKSBE
PERRZ MR, T2 % — v, (APSEEBIL Gentamicin
Li3IERAEE, FRBEE Abh 5 (Fig.2-1~Fig.2-10,

Fig.3),
Fig. 1 Structural formula
OH
H.C 0
H.N B'
H,CHN on OH 0 CH—NHR;
[0} 0}
H.N NH.
R, R.
KW -1062 H CH;
Gentamicin
C CH,; CH;
Cia H H
C. CH, H

Fig. 2(1~4) Susceptibility distribution of clinical isolates

24 1.E.coli 10°cells/ml

L
S0 e KW-1062 499 strains
amm==s GM 461 strains
o—-—a DKB 283 strains
40F R
h
(AN
301 ,-' ﬂ
N ]
20
101

/i

" L1 11| 8~oKD
20.050.0 0.2 0.390.78 1.5 3.126.25125 25 50 100 >100

9, 3.Proteus morganii 10°cells/ml

50F  e——e KW-1062 150 strains
tmmns GM
o——a DKB

150 strains
108 strains

9% 2.Klebsiella sp. 10°cells /ml
50 o—— KW-1062 464 strains

a=—=-2 GM 426 strains
o—-—a DKB 252 strains
aor Al
30
20+
101
A w3
0.050.1 0.2 0.390.781.53.126.2512.5 25 50 100 >100
% 4.Proteus retigeri 10°cells/ml
50t
o—e KW-1062 52 strains
a----a GM 52 strains
40k o—--—a DKB 30 strains
30-
201
101
éO.Il'S 0.'1 0.'7 0‘]39 03!}.56 3.‘]26J25_]Z].5 2'5 5 100 >100
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Fig. 2(5~10) Susceptibility distribution of clinical isolates

%L 5.Proteus mirabilis 10°cells/ml
50
o——e KW-1062 302 strains
N €9 277 strains
o—-—0 DKB 187 strains
40r
30+
20 ,
7
10+
Y/

Y /. |
£0.050.1 0.2 0.390.781.53.126.25 125 25 50 10 >100

% 17.Proteus inconsians 10°cells/ml

S0F o KW-1062 44 strains
a--=-a GM 44 strains
a0l o—-—0DKB 27 strains
30t |
i
I:
20- "
ﬂ
i
1
']
10} ;?
id
!/l

L1l L1 LV
=0.050.1 0.2 0.390.78 1,56 3.126.2512.5 25 50 100 >100

9. 9.Ps.aeruginosa 10°cells/ml

50 e——e KW-1062 1093 strains
a----2 GM 1087 strains
o—-—0 DKBR 627 strains

40

301 f‘

20F

101

y A
|1‘|1|x||.‘?~‘9"L
£0.050.1 0.2 0.390.781.53.126.2512.5 25 5 10 >100

B X HLR4e DR Tk Gentamicin X b FHEAL
Tz kA, BT I 7Y 2y VREUEWE CHE
BN B EVIRNEE RS X OB T 5 HENHVE
MNRE Shi (Fig.4~Fig.7),

LA R OB TR 2 & B R AR L Bk UTco BTN
& HBHRIER ST AR IR T 2 AME L, K

g[a/) 6. Proteus vulgaris 10%cells/ml

o—e KW-1062 147 strains
bmm==-a GM 133 strains
40k o—-—a DKB 95 strains

20F

101

A A S R R
S0.050.1 0.2 0.390.781.5%2.126.25125 25 50 100 >0

%, 8.Serratia 10°cells/ml

50F
o——e KW-1062 689 strains
a--—-o GM 676 strains
0 o——a DKB 474 strains
30+
20
10+

11 PR TN N TR SN N N B |
£0.050.0 0.2 0.590781.563.126.25125 25 3 100 >0

% 10.Ps. aeruginosa 10°cells/ml
[ e——e KW-1062 165 strains

a--==s GM 165 strains
o—-—a DKB 52 strains
401
30
20F
10+

56.050.1 0.2 0.390.781.563.126.2512.5 25 50 10 >100

DT 3I77Y 2Ty FREBHAEFCIBRESELES
T AEYHENT Az L THENZTE DRENEYND
D, THOHXELLFHEL, HAVIIHERTNIERL
oo

B ERRBR OB I XORIERC YW TOERL,
FRF0 51 48 11 A BIAEDKE L 23 BIA AML¥EFEES
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HHATPBLEFR Y VESY ATHREL, FOLED
CYREDRA ML D ELDIAEIREABROBR R

FIVEFAOENILUTOLE Y TH %,

7e3s KW-1062 Ofghc B LT E Wiciinwic

EEAMABBICH L THEHL 35

#g/ml

10.0

5.0

1.0

0.5

Fig. 3 Human serum level

Fig. 4 Nephrotoxi
I

Paromomycin
Gentamicin
Dibekacin

1I

city of aminoglyccsides

Tobramycin
Sisomicin

KW -1062

il

Antibiotics were

serum creatinine,

Aminodeoxykanamycin
Lividomycin
Amikacin
Kanamycin
v
Streptomycin
Ribostamycin

injected to 3 rabbits per

group for 10 days. Nephrotoxicity were evaluated
from the values of hematuria,
serum levels of antibiotics

proteinuria,

1 il 1 1
2 4 6 8 hrs. and histopathological findings of kidney.
Fig. 5 The nephrotoxicity of three antibiotics including KW-1062
KW-1062 100 mg/kg Gentamicin 100 mg/kg Dibekacin 100 mg/kg
R .
51{4 s o o .
3 + o . « o . . R
S + ee s o . o 0o o e o0, @ s eecsveae o Seacacsceee
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g o i I
2
LY
0
2r . —) "\/ -
‘g llg/;nll 1 1 1 ' 1 1 L 1 1 1
2 100F L i
2
|
S 10p -
=}
2
s b = 2
: %
50.1F - L
wn 1 L 1 - ! 1 1 ! 1
1 5 10 1 5 10 1 5 10 day
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Fig. 6 Incidence of pinna reflex loss, cochlear as well as vestibular, and renal damages
in guinea pigs given i.m. KW-1062 and GM respectively for 28 days
. Renal
. Cochlear damage Vestibular damage
Drug f;l;lsna reflex (Basal end to apical end) (Cristae, maculae) gt?ﬁ;sﬁs
(20~ Loss of sp. | Loss of Loss of Necrosis 4
Dose 0. 5kHz) OHC-loss g cello str. vgs. HC-loss ves(;. Sg.ocell ﬁﬁg;&:g{ i}-
K W-1062 1/10 1/10 2/10 4/10 10/10
somg/kg | (+1) (+1) (+2) | Gy 43y | Y10 0/10 | (#2 1t8)
K W-1062 5/11 9/11 11/11
100mg/kg 0/11 C43) 0/11 o +4) 11/11 0/11 (ﬂfﬂ ++8>
GM 4/10 9/9 8/9
somg/kg | (#1, +3) | (1 +8) | O° (e, +4) | 80 0/9 (*”9' ++9)
10/10
GM 10/10 3/10 10/10 10/10
100me/kg | Gk, +2) | (M2 1) | k) | e, +n | 1010 07101 (44, tr2)
Fig. 7 Ototoxicity of aminoglycoside antibiotics x K ® & KX = s — Pl
Clinical d B | &K B K # FE—-HH
GM E M OE B X % % H
. . 80~120 mg/day N
Guinea pig test SISO, NM —_ X
at 50,100lgmge/skg TOB \ W R R # BE=m#
AKM Ju M X & B—A#
DKB, KM, AMD mg/da
KW 106 1000 me fday e ok Kk % H—pn#
Guinea pig test SM, Bl{tirosir} (one shot) R 5 X 2 LR H
at ?00 mg‘/kg (Spectinomycin) (2000~ 4000 mg) B K B B 2 BF 9 o B
Guinea pig test SM L . )
at 400,600 mg /kg v i 3 P 2 MR OB
;M oz E R & B RO
Antibiotics were injected to guinea pigs for 28 P 0 * 2 N OB
days. Ototoxicity were evaluated from the data | - .
of pinna reflex loss and histopathological find- B o~ R OR R BOR B
ings of outer hair cells loss. X K E B XK % MR
MEWM R RTRRKRE NOROB
dt i & PN &% #HZRH = =4 N & RO
H o x # B’ R B % 2% H S PN ¥ H=HH
® i X & #H— AN % H B W o2 K #F 25— 4 H
WA KFEHBERTERR 2! Bt X KR W 2 K % BN H
B F OE OB XK ¥ B — B IR = R s B — 4 H
¥ s} X & R = "o K B R K s B
5 ES i ] e 2] # f& ] X ¥ B —
wo®r % #E R K g # b i3 X o £ HE
E:h 4 PN 3 2] B XK K E B XK # % % 4 B
HRRKEERBEFREN 2! # K OB m R R OB % 7% 4 B
®wowm & B R B 2] #t o® B OB K W R % B
HRBMEFT MR R g Bt &% H X # W R 2 B
HREEL2EHKFE AN E T 3 X % W R B R
B % B OKXK F BHNAH WO & B KR R B wIR BB
ey ® X o o] B i’ / ] " B w R 2R B
N iz o R B 9] =3 ®" s PN & wIR BB
ox® WOz K ¥ #®—RH# (53 B X &# W IR A F
% % B W i K #F H—A# A EBRBEEXRE W R % B
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KEBE_ K+ FRE W R 2 B 5 1] X & E & #
b =1 X = W R 2 B L M PN # E B #®
i iy X ¥ W R 2% # o &E O R B H AMRME R
& = X £ W R % wotp B OB K #F H AR
TR 2 K K w bR 2 % Hw B W o2 K ¥ HREE
J M X % W R B PO v - = S N H AR
A B X X # W R % TR P RRE R H AR
E=2 5} X # W R 2% B B 8] X & R B
RE E:N X # w R & # B 7 X % i3 B
BE R B K % W R % B Ficd B X = - G ]
W e PN 2 & A ® Bl P ¥ wmoE W
woOX ® K # i NG = E X ® K % e R OE
# M R oo SRR OB ERAH HRER R RESEBRBIIERT  SIEREETM
HEBRBME B RK B Ef AR wO#® ¥ OB K % WM oE B
o\ E B K F B W A B N 5 X ¥ 3 i}
Iy = X ¥ B AR Fn B 3 & 2B SE AT
" OR E B K #¥ B g # VERR)

. R RARBEREFEE

X T

=

WRKRFEERFETERT AR

PEIR 27 W CTOBRETERELRET %0

1. RARBIESIK

FFRAEGICOWTi3 Table 1 D X 51z, FERERK
HuiE 65 4, JREGREHWE 51 4, RRUmfEx ofth 13 41, &t
129 BITH B, ot BE ORI LR O Y
AV I WEAIRERAT D L 106 SITH %,

2. RAEBIRER

ZhbD 106 FlicoWT, FDIEMMR A %% & Ta-
ble 2 DEEHTHb, Tibd, HILBLERAK
THHM, ERITTFIE 59.3 MEBMDTE N EAER
=¥ (-

1 BRA#SEIL 240 mg, BEYHFEAHRGEX
11,200 mg, B AHG AL T0BTH Y, BEXULDFE
B 5REI 1,407 mg, SFEESHRX12.9 ATH -

ZOBCEWTRGER ShB ML, AOHE - B
BOFHETHY, FTRERFUECTIMEE, [EXILER
FEDOHED B\ IR D FIED R &Y D BIL L I FER
ML, REEYSETIIMERETRE, 27 -T2 #
A, DAVIERBOFEEN S W L Thole A
fiE o ABRBOIMWEML 18.9% T Eish ol

3. HRKRBHE

ISRV BRI RS SOMERGRENORD L,
Table 3-(1), (2) D& xH THbBo WRIBRGIETITE

Table 1 Summary of adult patients

Diseases IC\I:S'::
RTI:
bronchitis, panbronchiolitis 15
bronchiectasis, pulmonary emphysema 5
bronchopneumonia, pneumonia 29
respiratory tract infection 6
r.t.i. with TB or lung cancer 5
lung abscess 3
pyothorax 2
Subtotal 65
UTI:
acute cystitis 16
chronic cystitis 8
acute pyelonephritis 9
chronic pyelonephritis 6
urinary tract infection 12
Subtotal 51
septicemia 5
others 8
Subtotal 13
Total 129
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BEHTEC X A2HEZL T 63% ThHHH, MEFIT
FREOME VLBV OERIhIob DI 54 FilF 19
Bl (35.2%) Th »to L, FIHBICITHEEELN
fTishiiz 39 BiThBE 19 B (48.7%) &itb,

REEHSETIIERNA DRI 75.5% ThHH, MHEHE
AL 49 Bk 29 B (59.2%) RERBE DA 7\
L, HEREZEDT S,

BRDELEBh, BENEL, Lrd 80% UL
LODOEBEBDOFEIED B LICRRIEIC X LTD

FEIRED R, MFEHBHRLELTIEI b DO LEEL B,

4. GNB x4 2BRE%E

K7 5 KEHREOEAICERE ST % % 5 L Table
4DEEHITHSD,

Pseudomonas -Ti1. 13/27(48.1%), Proteus 6/8(75%),
Klebsiella 8/16 (50.0%), E. coli 13/19 (68.4%) T
46/80(57.5%) REREDORBA IV LHERZHRTED,
HEBEBE b oBBENORIMECH T 2RESRL L
TIFHEL 5> 53 DTH D EHE X Bo

Table 2 Background of adult cases

RTI UTI Others Total
Cases (54) (49) (3) (106)
sex &8 : % 35:19 20 : 29 0:3 55:51
age (mean) 60.7 (29~82) 59.0 (22~94) 40.0 (31~48) 59.3 (22~94)
max. dosis/day 240mg 160mg 120mg
max. dosis/patient 10, 440mg 11, 200mg 2, 800mg
max. days of administration 58 70 3]
av. dosis/patient 1, 813mg 933mg 1, 054mg 1, 407mg
av.days of administration 14.8 10. 4 18.0 12.9
complications
neurological 7 17 1
cardiovascular 4 11 0
respiratory 18 0 0
urological 2 5 0
D. M. 0 10 1
{ lung 10 0 0
cancer
others 1 3 0
liver disease 1 5 0
others 2 3 0
None 13 6 1 18.9%
Table 3-(1) Clinical & bacteriological effectiveness-RTI
Clinical results Bacteriological results
Diseases oxe JOY B Total disap- | dimin- [un- Super Total
cellent | & p : peared | ished |changed| infection|
bronchitis
panbronchiolitis 1 8 5 0 14 4 1 5 2 2 14
bronchiectasis
pulmonary emphysema 0 3 2 0 5 1 1 2 0 1 5
bronchopneumonia
pneumonia 3 13 5 0 21 4 2 3 2 10 21
RTI with or without
TB or lung cancer 0 5 4 1 10 4 2 3 1 0 10
lung abscess 0 1 1 0 2 0 0 0 0 2 2
pyothorax 0 0 2 0 2 0 0 2 0 0 2
4 30 19 1 54 13 6 15 5 15 54
Total
63.0% 35.2%
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Table 3-(2) Clinical & bacteriological effectiveness-UTI
Clinical results Bacteriological results
Diseases o " ; Total disap- [dimin- Jun- Super Total
cellent | 8° poor : peared | ished |changed| infection
acute cystitis 2 10 3 0 15 11 0 4 0 0 15
chronic cystitis 0 4 0 8 3 0 3 2 0 8
acute pyelonephritis 3 1 0 9 6 0 0 0 3 9
chronic pyelonephritis 0 2 0 6 3 0 2 1 0 6
urinary tract infection 5 2 0 11 5 1 1 4 0 11
10 27 12 0 49 28 1 10 7 3 49
Total
75.5% 59.2%
Others 1 l 1 1 3 0 ’ 0 0 1 2 3
Table 4 Eradicative effect of KW-1062 for GNB-Adult
. RTI UTI Eradicative
(()Ira u::itslr‘:; disap- |dimin- |un- super disap- |dimin- |un- super effect
€ peared | ished |changed| infection| peared | ished |changed| infection| (%)
Pseudomonas 6 2 8 0 5 0 5 1 48.1 (13/27)
Proteus 1 0 1 0 5 0 1 0 75.0 ( 6/ 8)
Klebsiella 4 2 5 3 1 1 0 0 50.0 ( 8/16)
E.coli 0 2 0 0 11 0 5 1 68.4 (13/19)
Other GNB 2 0 0 1 4 0 1 2 60.0 ( 6/10)
13 6 14 4 26 1 12 4 57.5 (46/80)
Total
51.4% 62.8%
Table 5 Daily dosis vs. clinical effectiveness
Dosi RTI UTI .
osts good poor ? good poor ? o)
40X2 10 8 0 25 9 0 67.3 (35/52)
40%3 11 6 0 2 1 0 65.0 (13/20)
40X 4 4 0 1 0 0 0 (4/5)
60x 2 3 2 0 2 1 0 (5/8)
60X 3 0 0 0 1 0 0 (1/1
80%2 4 3 0 7 1 0 73.3 (11/15)
80X3 2 0 0 0 0 0 (2/2
Total 34 19 1 37 12 0
Table 6 Daily dosis vs. bacteriological effectiveness
RTI UTI
Dosis |disap- |dimin- |un- super 5 disap- |dimin- |un- super 5 (%)
peared | ished |changed| infection| ° peared | ished |changed| infection| *
40%2 3 4 6 1 4 19 1 8 6 0 9 (27/52)
40%X3 5 2 5 2 3 2 0 0 1 0 45.0 ( 9/20)
40X 4 2 0 0 1 2 0 0 0 0 0 (2/5)
60X 2 1 0 2 0 2 1 0 1 0 1 (2/8)
60X 3 0 0 0 0 0 1 0 0 0 0 (1/1)
802 2 0 2 0 3 5 0 1 1 1 46.7 ( 7/15)
803 0 1 0 0 1 0 0 0 0 0 (1/2)
Total 13 7 15 4 15 28 1 10 8 2 | 47.5 (49/103)
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Table 7 Summary of child patients
Diseases No. of cases N Diseases l No. of cases
RTI: UTL :

. 1 acute cystitis 2
tonsillitis chronic pyelonephritis 1 38
bronchitis 4 5
bronchopne.umonia 12 19 Others :

pneéumonia lymphadenitis 2 } 3
lung abscess 1 other 1
pertussis 1 Total ‘ 30
Table 8 Background of child cases
RTI (19) UTI (8) Others (3)
3.25y 5.8y 2.02y
av.age (2d~10y 6m) (5m~12y 6m) (9m~4y)
max. dosis/kg/day 5.5mg 5.8mg 6.2mg
max. total dosis 630mg 750mg 550mg
max. days of administration 21 10 11
av. dosis/kg/day 3.56mg 3.69mg 4.73mg
av. period/patient 8.1 5.2 8.2
av. dosis/patient 317. 5mg 483. 8mg 366. 7mg
Table 9 Clinical & bacteriological effectiveness-children
Clinical results Bacteriological results
Diseases Total | — Total
ex- disap- |[dimin- [un- super
cellent good | poor ? peared | ished |changed| infection ?
RTI:
tonsillitis 1 0 0 0 1 0 0 0 0 1 1
bronchitis 0 4 0 0 4 0 1 0 0 3 4
bronchopneumonia
pneumonia 2 8 2 0 12 1 0 0 0 11 12
lung abscess 0 1 0 0 0 0 0 0 1 1
pertussis 0 1 0 0 0 0 0 0 1 1
Subtotal 3 14 2 0 19 1 1 0 0 17 19
UTI:
acute cystitis 2 0 0 0 2 2 0 0 0 0 2
chronic pyelonephritis 0 1 0 0 1 1 0 0 0 0 1
UTI 0 5 0 0 5 3 1 0 0 1 5
Subtotal B 6| of of 8| s 1 0 0 1] s
others
lymphadenitis 0 1 1 0 2 1 0 0 0 1 2
other 0 1 0 0 1 1 0 0 0 1
Subtotal } 0 2| 1| o] 3 2 0 0 0 1| 3
5 22 3 0 30 9 2 0 0 19 30
Total
90% 36.7% |
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5 1AHGEEERDR

1 B 5R LERDE L OBIRERE Lch, 40mg1l
g 2 [ET 35/52(67.3%), 80mg 1 H 2 [@ 11/15(73.3%)
TRAEDOSVWHNEDRIEMEALND BH, FREBDO
FEE, EEENL Y O&EBTENDD, LIEbITER
H 1187\ (Table 5),

6. 1RA®LELMEENDHR

MU 158 MEEZRTIL 0mg1 H 2@
T 27/52(51.9%), 80mg 1 H 2 [@ATIix 7/15 (46.7%)
CEARBEOMNEL N ULBAELRDTVEH, Thd
EROER, REAOTE FHREOCERLENLR
TEBITRERITE LBV,

R OBERRBENRT bR e o e R RBRAT S L
40mg 2 [EEET 27/47 (57.4%), 80mg 2 [EEf X 7/11
(63.6%) &isotc (Table6),

7. NREBPEECIEK :

NEEMER X b oA TH B, Table?7 D&
Y IPTEERRYYE 19 5, RERRYUE 8 B, % Ofb 34,
5t 30 BITH 570

8. /NEEEBIRER

ZOREGIHERIE Table 8 D & k0T, Eurdk2A
2126 AR S, BEMLYREAEFEIL 6.2
mg/kg/day TH D, FHETIIFRBREYYET 3.56mg/
kg/day, REYIET 3.69mg/kg/day THH, &K

Table 10 Eradicative effect of KW-1062
for GNB-children

. disap- |dimin- [un- super
Organisms peared | ished |changed|infection
Pseudomonas 2 1 0 0
E. coli 5 0 0 0
Serratia 0 1 0 0
Proteus 1 0 0 0

BEMNL 21 B, BABRERIL750mg THoho F
BN ER S RYEET 8. 1 B, REBRYIET 5.2
BTH -1

9. /NREEER, MIEFEMEIR

AN RRIREEIC 351 BEE IR 3 X OB 22 %h 51 Table:
9 RT X 51, EEFRZNE 27/30(90.0%) LEEh,
BRI 11/30(36.7%) Licbnh, EEEROER,
RGBT D & 100% &Eicho & DORFERIPBEHAT
R LB, RAGNCE LT, B, BERE.
WK TH oTcfed s B b,

10. GNB &x3 BEREZHF

75 ARMRECK T ARESRII VR TH B IRE
LB DWW TR W TFh b kb LA ZIR 232
¥t (Table 10),

Ll EokEENS KW-1062 (35 Elo Gentamicin &%
FEEOEKDREEMELI DbDLELLbR %o

II. 4 RXEKEHRBE

M OE X
MR REEFMUREB

WA, sBEe, WHAEL 1, WIREBE 17, ERE
AR5, MR 1, FAMER 3, REL2 05 35 B
WRTH B, BELEMNE Tablel it kb, Bt
425 i, 05 bW GE 7 BIIEGIL 388 FiT,
WREER 237 #l, #F 48 4, EMAF 38 4, FHAM
Rt 33 ), MRFE 19 4, EFHLEL 10 B, EMEL3 BT
Hdo

1 BRI OWTIEe4 L LT 388 i 80mg A%
244 ) (62.9%) BB %<, KWT, 120, 160mg DJF
LinoTWb, AR5 H 581X £ T 80mg Lk
T, 20T 240mg BENRLONhD, RS EIZMER
M BT B 20mg O 3FMHRLRD (Table2),1H
BEEFCOWTARBE, 1B 2/ED 248 4 (63.9%)
MNEL%L, KT, SEDIETH DA, 4 EHEEILE
BAROD 1 flc i bhicicd ¥ioy (Table 3), &#45H

xR, EARCL s Thk ) DIEL0ENRLLIR S
2%, 5, 7 BRNERER 114, 57 Bl %<, L Ofth 8~
14 A5 79 6 (20.4%) whbh b (Table 4),
APy EEIL 40mg A b 2,560mg 4T A, 1600
~1,280mg KIS HH T % (Table 5), FEKRZR
V2B E] 388 B, ERp 12141, HXH 169 B, LHERS

’ B, 4% 93 BT, EL), BHRERILBHERRT47%

Licotc SHRBAICHRD L, KEREEBRETNTI0%
Lk, freE@ARh BE, FAREREECE VT
BEWESRY B, RBEDHAOLTIE, B, WKRSE
BNERERL TS (Table 6, Fig.1),

1 ARSE EERSRO LTI, NREBIEA T
B BIcdIERTI TR LB\ (Table 7, Fig.2),
FESHEIC R IBESRE T, 77 2BREO
Staph. epidermidis, 77 AEYEBE T E. coli, Proteus:
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Table 1 Number of cases analyzed
Department Total cases Infants Special admin.|Combined use| Unjudged |Cases analyzed
Surgery 53 1 2 1 1 48
Orthopedics 10 10
Urology 259 9 2 11 237
Obs. & Gyn. 42 2 1 1 38
Dermatology 5 1 1 3
Otorhinolaryn. 37 2 2 33
Ophthalmol. 19 19
Total 425 3 13 5 16 388
Table 2 Classification according to daily dose
20mg | 40mg | 50mg | 60mg | 80mg | 120mg | 160mg | 180mg | 240mg Total
Surgery 25 17 3 1 2 48
Orthopedics 4 2 4 10
Urology 3 22 4 142 34 32 237
Obs. & Gyn. 33 5 38
Dermatology 3 3
Otorhinolaryn. 1 2 30 33
Ophthalmol. 9 7 3 19
Total 3 32 2 4 244 56 44 1 2 388
(%) (8.2) (62.9) | (14.4) | 11.3)
Table 3 Classification according to administration frequency per day
Once Twice 3 times 4 times Total
Surgery 29 19 48
Orthopedics 4 6 10
Urology 56 177 4 237
Obs. & Gyn. 13 24 1 38
Dermatology 3 3
Otorhinolaryn. 26 7 33
Ophthalmol. 14 2 3 19
Total 113 248 26 1 388
(%) (29.1) (63.9) (6.7)
Table 4 Classification according to administration term (day)
1 2 3 4 5 6 7 8~14 | 15~21 Total
Surgery 3 2 12 3 8 20 48
Orthopedics ) 5 4 10
Urology 6 15 26 21 74 15 41 35 237
Obs. & Gyn. 11 10 6 5 1 5 38
Dermatology 2 1 3
Otorhinolaryn. 1 18 3 10 1 33
Ophthalmol. 5 4 2 2 3 3 19
Total 6 15 41 38 114 28 57 79 10 388
(%) (10.6) | (9.9) | (29.4) | (7.2) | (14.7) | (20.4)
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Table 5 Classification according to total dose

<iomg | 05, [ [0 Tens e e Lo
Surgery 1 22 22 3 48
Orthopedics 2 4 4 10
Urology 2 12 14 37 95 72 5 237
Obs. & Gyn. 17 15 6 38
Dermatology 1 2 3
Otorhinolaryn. 1 24 7 1 33
Ophthalmol. 4 4 6 3 2 19
Total 2 12 18 60 165 116 15 388
(%) (15.5) (42.5) (29.9)

Table 6 Clinical effect

Remarkable Slight No Effective rate (%)
: Improve- . .
Department Cases improve- ment | improve- improve- RT.FI
ment ment ment R.I.+1L : +S L
Surgery 48 15 20 3 10 72.9 79.2
Orthopedics 10 2 5 3 70.0
Urology 237 83 92 62 73.8
Obs. & Gyn. 38 6 24 8 78.9
Dermatology 3 2 1 66. 7
Otorhinolaryn. 33 8 18 7 78.8
Ophthalmol. 19 7 8 2 2 78.9 89.5
Total 388 121 169 5 93 74.7 76.0
Fig. 1 Clinical effect Fig. 2 Clinical effect and daily dose
> Slight .
E— R kabl
|=—] ] n«:l:r:rv;n le [N ; ,mpmvement = Remarkable [ isnlglgvement

improvement
- Improvement : Improvement b S No
- Improvement improvement

20 mg 3
wme 3 %//////////%mm-

50 mg 2‘

60 mg /////////////////

Surgery ©

‘

Orthopedics 10

Urology 237

Obs. & Gyn. 38

Dermatology 3 [I:I

0% 50% o0z |
B D 5 % mirabilis, rvettgeri, inconstans ¥ X O BRERRIC oW T KEREOET 2 & b b A%,

Klebsiella B WEBRIEN A b, Ttds, Pseudo- Staph. epidermidis, Klebsiella, E. coli =5 L TH D%
monas [ZO\Tit 65.2%, Serratia TiY 68.8% DF BE L, Pseudomonas, Serrvatia \ZxiLTdENTLh
BWREFTDIZ LIXFHIC{E T % (Table 8, Fig.3), 47.1%, 50% OBREBHEIBD LR TNBZ L1, R
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BREOKRENEMETHHLELEX B LFHETE 5ET
»% (Table9, Fig.4),

BB RIRIRZRE, S8 B, EERE
BT, 8, fLIREI: & OBEERER T 40 B,
E3 13 61, B 15 I, HX2 61, &Y 10 41T,

Z OB 2 Bl TiX LIRS, IERYET Gk, E%h1
B, Bxh40, ©RER 16, EH16, BHLL46
hER), EHE20 LD, BE 61 flhER 17 4,

B2 Bl, RAEZ 3G, E%) 14 6, HHR 72.1%
Thbho FEEINC AR, BREME T OFER T,

Table 7 Clinical effect and daily dose

Remarkable Improve- ) Slight _ No Effective rate (%)
Cases improve- ment | improve- improve-
ment ment ment R.I.+1L R.I.+I.4+S. 1L
20mg 3 3 100.0
40mg 32 20 1 6 78.1 81.3
50mg 2 100.0
60mg 4 4 100.0
80mg 244 72 116 2 54 77.0 77.9
120mg 56 12 29 13 73.2 76.8
160mg 44 10 17 20 61.4
180mg 1 ) 1 0
240mg 2 1 1 50.0

Table 8 Clinical effect classified by pathogens (only the cases in which

pathogens were indentified)

Remarkable I Slight No Effective rate (%)
Cases improve- mpro;;—nt improve- improve- BRI I
ment ment ment | R.IL4IL : '+S‘ I

Staph. aureus 13 4 1 5 53.8 61.5
Staph. epidermidis 10 3 7 100.0
Streptococcus 6 3 1 83.3

Enterococcus 2 0

Other GPC 3 3 100.0

Total 34 13 12 1 8 73.5 76.5

E. coli 86 42 31 2 11 84.9 87.2
Pr. mirabilis 7 3 3 1 85.7
Pr.vulgaris 6 1 1 33.3
Pr.rettgeri 5 2 3 100.0
Pr.morganii 11 1 6 4 63.6
Pr.inconstans 2 2 100.0
Proteus sp. 27 6 10 11 59.3
Klebsiella sp. 35 16 13 6 82.9
Enterobacter 16 3 7 6 62.5
Ps. aeruginosa 66 14 29 23 65. 2
Serratia 16 : 5 68.8
Flavobacterium _ 2 1 100.0

Other GNB 13 ’ 1 4 61.5 69. 2

Total 292 97 117 3 75 73.3 74.3

Mixed infect. 42 16 18 1 7 81.0 83.3

Grand total 368 126 147 5 90 74.2 75.5
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Table 9 Eradication effect (only the cases in which bacteria were
isolated and follow-up was done)

. Effect (2
Cases Dl;:g; ance | Decrease | Unchanged Sl;g%;tion o lgi/::p. T
1sap. Decrease

Staph. aureus 10 5 5 50.0

Staph. epidermidis 6 5 1 1 83.3 100.0
Streptococcus 8 8 1 100.0
Enterococcus 5 3 2 60.0
Other GPC 4 4 2 100.0

Total 33 25 1 7 4 75.8 78.8

E. coli 92 75 9 8 3 81.5 91.3

Pr. mirabilis 10 4 4 2 1 40.0 80.0
Pr.vulgaris 8 6 2 75.0

Pr.rettgeri 9 3 2 4 9 33.3 55. 6
Pr. morganii 8 6 2 75.0
Pr.inconstans 2 2 1 100.0
Proteus sp. 26 16 10 2 61.5

Klebsiella sp. 46 39 3 4 6 84.8 91.3

Enterobacter 18 8 4 6 6 44. 4 66.7

Ps. aeruginosa 68 32 4 32 9 47.1 52.9

Serratia 14 7 3 4 4 50.0 71. 4
Flavobacterium 3 3 2 100.0
Other GNB 11 8 3 2 72.7

Candida | 3
Total 315 209 29 \ 77 48 66.3 75.6
Grand total 348 234 0 | s 52 67.2 75.9

Fig. 3 Clinical effect classified by main
pathogens

’ Slight
PZZZ Remarkable mmmmn impgrovement

Improvement

No
Improvement — improvement

Staph. aureus 13

Staph. epidermidis

E. coli

58 ‘

Proteus sp.

Klebsiella sp.

Enterobacter

Ps. aeruginosa

Serratia

FFEEE I E. coli T 76.9% % 3 H Staph.
aureus TIE 40% L2REL, BREDHRC I TD,
Staph. aureus, Proteus mirabilis TRR% - T\ %o

WREHERCTEEETL o1 #1 (Rt 36 4, 18k

Fig. 4 Eradication effect on main isolated
bacteria

P23 Disappearance

Decrease [: Unchanged
Staph. aureus 10 V//?/////////;—
= _—_—_ "I

Staph. epidermidis

\

E. coli N Wl

81.5 91.3

= &h

on|

Proteus sp. 63
Klebsiella sp. 46
4.8 91.3

Enterobacter 18

Serratia
0

66.7
. 71
L

0% 50%

o cuammmm

4
L

: 100%
55 4) 0 5 HLERRE, AFHEDRWEMR 11 Fl0
ZThHH, E%h 32 B, HH) 38 4, £&H 21 HIT,

TTYDEHREDFTCE Y, FEhLerwTd, SHET
13 36 Bk, %%h 28 6, ER6 6, EEH26UT 94.4%
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DEWEGRNE LR TV 55, BUEATOEDRIX
58.7% &1E\o RLUBNIIRE, BIBALC B TEhE
N 73.7%, 87.5% DEHREBTDHZ LIXHEKD D
BREEL D, KELERE L OB ST
b i, SEEE T OEKERE T BHIRREE,
Proteus vulgaris, 7o X hVEVo L d» L Pseudomonas
ZHRWT 61.0% DEMERYED B & X, Klebsiella
D 83.9% LIKCHAERDHEREVZ L 50
ERARIHIR TS, SRR C D REBRERGAED Y
B ES HDTW2H, FEREE BBRERLCLE
WHTHb. LHELTFEMNBREED 2 AIZLAEHDTH -

Lo

DIV,

BRED D b, BHHNRRPRECENBIL 5T B, S
B Lt BREREDE, BREDFIX Rt KEH Bdin
RAERCIAREEY ST 19 BITEHTH, &
%8 Bl, ©LRELR), LXK 26T, ALK 78.9% TH
oico TEEREFITIE, BIRSE, REDRLTHEELR

DL EABHEEIR (OHBH RS RL BMRL WIREE

ERRAR, BRE, BFAEERD) oRGUEC X35 KW-
1062 DEEREE Y —3Ed < 7o 2%, KB EREA,
BOHER & din o BB MERBIESWERC IR ) OFR)

RABOLRTEY, FLBREINCH T, Pseudomonas,

o
HRRER SR TR % 30 41, fL3 4, Ft 33
BT, E%h8H, HBxh18 4, &L T HITHRIETALO%E
. Bl EAERSE
= K X %

KW-1062 0REIfFR% BHEG & HER SIS0 TH

L7

KW-1062 # brhic,

b0 EERO B L
EG, BBVIX, BIKEREENLEEHBE;OEB XL
TiERI %, BIERBBESE UTAETE2ER LI 7t
B, ThbDERCHREMBOLEEN, HLMEELD
PO LB LM Shicd OXEIER X &M Licas,

—J KW-1062 0FIfEMA & LT Ik » o FEFIC 34T

KRR KFEFERHE—PIF

LRI R E LG s o

B%o

Table 1 List of cases encountering side effects or abnormal laboratory findings after
i.m. injection of KW-1062 (classified by departments)

Klebsiella, Serratia, Proteus [Biz2>\TdHHRFD%
s o T AR BT 5o

%, KW-1062 #5 L 0RRBIRO R ICIEF DA

FHIEREAT 566 Fih, {5 OEIEAOHE L EX
56 Bl (9.9%) TH5 (Tablel), /s, =D 5 bHEAMM
FHERE LCEIEBORDbRIDIL 146 (2.5%) T

AFNLT 3 7 EBEGERIEAFI 0D, KdRECT
ZEIEA, SUNMEREEELEL bR D, T DOHEIK

[7Z2] .
T Q < . -
— Department = ,% g EE = B ] & Total
— E2 ) & |REE| & | Bg | 4EE
= L7 ° S R <] I3 5 Py
o B2 & |d8&| 5 |85 | 88 | Cases ()
Total cases 126 28 66 250 40 56 566
o 21 0 9 16 3
case (%) (16.7)| (0.0)|(13.6)| (6.4)| (7.5)|(12.5) 56(9.9)
T | Tinnitus 1 2 1 4(0.7)
g E Impaired hearing 1 1(0.2) 6(1.1)
é S| Dizziness 2 1 3(0.5)
12}
g Eruption 1 1 1 3(0.5)
g Pain on inj. site 1 1(0.2)
& g Numbness of the upper arm 1 1(0.2)
'*;-' Chest compression 1 1(0.2)
Headache 1 1(0.2)
Ear-ache 1 1(0.2)
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g Elevated BUN 7 1 2 3 13(2.3/3.5)*
2 § Elevated serum creatinine 1 2 3(0.5/1.8)
£ | 2| Proteinuria 1 2 3(0.5/0.9) | 19(3.4)
g | — .
“|'g Hematuria 1 1 | 2(0. 4/0.6)
g‘ o | Glycosuria 2 i 2(0.4/1.9)
S| g| Elevated S-GOT 4 4 6 | L1 15(2.7/3.8)*
2 =l i
o e Elevated S-GPT 4 | 4 6 1 1 [16(2.8/4.2) 23(4.1)
§ 53| Elevated Alk. P-ase 1 ‘ 1 1 |3(0.5/0.9) ’
>
5 .3 | Elevated LDH | 1 ]1(0.2/0.5)
g T
= "é‘ Decrease in RBC, Hb, Ht 5 l | 5(0.9/1.3)* 6L )
. B | Decrease in neutrocyte 1 ‘ 1(0.2/0.4) )
* (9 of total cases/% of cases tested)
Table 2 List of cases encountering side effects or abnormal laboratory findings after
i.m. injection of KW-1062 (classified by daily doses)
T Dose 20 40 50 60 |80 [120 160 180 240 360 | Total
— mg| mg| mg| mg| mg| mg mg mg mg mg Cases (%)
Total cases 3133|217 (333|976 5 l 701 566
ol3/ololsal7lo/1]2 0
case (%) M) 0.1 O] (10) (1.D)| FHLHAHES) @) 56(9.9)
'S | Tinnitus 1 3 . 40.7)
52| Lmoaived heari |
5 Impaired hearing | ; 1 1(0.2) 6(1.1)
S 5| Dizziness 3| | 3(0.5)
T - . — ‘ —— -
g Eruption 2 1 | ~ 3(0.5)
g Pain on inj. site |1 * | 1(0.2)
> ﬁ Numbness of the upper arm 1 1(0.2)
g-' Chest compression 1 ‘ 1(0.2)
Headache 1 | 1(0.2)
Ear-ache 1 ‘ 5 1(0.2)
|
£ | Elevated BUN 1 8 3 1 113(2.3/3.5)*
2 ‘g Elevated serum creatinine 3 3(0.5/1.8)
£ 1 32| Proteinuria 1 2 3(0.5/0.9) | 19(3.4)
& | '§ Hematuria 1 2(0. 4/0.6)
:g' n | Glycosuria 1 2(0.4/1.9)
£ | g| Elevated S-GOT l6 |24 1) 2 PS(Z' 7/3.8)*
S g Elevated S-GPT 7 13 511 16(2.8/4.2) | @n
5 52| Elevated Alk. P-ase 2 1 1 3(0.5/0.9) '
s ;
£ 5 | Elevated LDH 1 I | 10.2/0.5)
a ‘ ‘
2 2 | Decrease in RBC, Hb, Ht 5 \ 5(0.9/1. 3)* 611
E% Decrease in neutrocyte 1| 1(0.2/0. 4) '

* (9 of total cases/% of cases tested)
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Table:3 List of side effects (in cases of special administration of KW-1062)

Administration method

Number of cases

Side effects

Symptoms l Number of cases
Intravenous injecfion 13
Subconjunctival injection 1 Conjunctival degeneration 1
Infusion to operation wound 4
Intrapleural injection 2
Intrascrotal injection 1
Local application & spray 4 Eczema at sprayed region 1
Washing 4
Inhalation | 2
Table 4
Antibiotic KW-1062 Gentamicin Dibekacin Tobramycin
Total cases treated 566 966 972 751
) Cases (%) 56 ( 9.9) 84 (8.7) 138 (14.2) -—
S t
ide effects Episodes (%) 80 (14.1) | 123 (12.7) | 147 (15.1) 80 (10.7)
'S »| Tinnitus 4(0.7) 3 (0.3) 2 (0.3)
'§ qz Fulness in ear 1(0.1) 1(0.1) 1(0.1)
8 8| Impaired hearing 1(0.2) 3(0.3) 3(0.3) 12 ( 1.6)
= Dizziness 3(0.5) 12 ( 1.2)
; Eruption 3 (0.5) 9 (0.9 6 (0.8
w | Pain on injection site 1(0.2 19 ( 2.0) 39 ( 4.0) 16 ( 2.1)
£ Numbness of the upper arm 1 (0.2
2 Numbness of the lips 1(0.1)
g Chest compression 1(0.2)
> %)
n & | Dyspnoea 1(0.1)
g Nausea, Vomiting 4 (0.4) 3(0.4)
Loss of apetite 5 ( 0.5) 2 (0.2 1(0.1)
Pyrexia 3(0.3) 3(0.3
Headache 1(0.2 3(0.3
Ear-ache 1(0.2
Diarrhoea 3(0.3)
Acute renal insufficiency 1(0.1)
§ | Elevated BUN 13 ( 2.3) 9 (0.9) 21 ( 2.2) 12 (1.6)
g Elevated serum creatinine 3 (0.5
» | & | Proteinuria 3 (0.5) 6 ( 0.6) 1(0.1)
&, E Casts in urine 1 (fo.1)
g S | Hematuria 2 (0.4 1(0.1) 1(01)
= Glycosuria 2 (0.4)
>
£ | § Blevated S-GOT 15 (2.7) 34 ( 3.5) 29 (3.0 } 18 (2.0
5 | 5! Elevated S-GPT 16 ( 2.8) 26 (2.7) 23 (2.4) '
S |85 Elevated Alk. P-ase 3 (0.5 2 (0.2 2 (0.2
= 3 Elevated LDH 1(0.2)
g
§ Decrease in RBC, Hb, Ht 5 (0.9 3(0.4
2 Decrease in platelet 1 (J0.1)
'g Decrease in WBC 1(0.1)
2 | Decrease in neutrocyte 1(0.2
Increase in eosinophil 1(0.1)
Prolonged prothrombin time 1(0.1)
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SUMMARY OF BASIC AND CLINICAL STUDIES
ON KW-1062 CONDUCTED IN JAPAN
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The physico-chemical properties, antibacterial spectrum, antibacterial activity, distribution of MICs
against clinical isolates and in vivo activity of KW-1062 proved to be similar to those of gentamicin.
Safety evaluation of KW-1062 in animals revealed that its toxicity is lower than that of gentamicin,
especially on the eighth cranial nervous system and the kidney.

Clinical trials with KW-1062 were carried out on the basis of the above pre-clinical studies and the
results were reported at the new drug symposium of the 23rd East Japan branch general meeting of
the Japan Society of Chemotherapy. The cases collected and analyzed by the symposists on that occa-
sion consisted of 136 patients with internal diseases and 388 with surgical ones and KW-1062 was
found to be effective in 73.5% and 74.79% of these cases respectively. Of 566 patients subjected to
KW-1062 treatment, 14 experienced side effects and 48 had abnormal values in their laboratory findings.
Taking it into consideration that the subjects of this therapy were far advanced in age and suffering
from intractable infections associated with complications and underlying diseases, we think of these
results as fairly satisfactory.



