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I/ BEGRRTAEYET, o7 ¢ 2 EEsREYE
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I. & #®

1. KW-1062 o#iEH

B BIE 1L, Heart infusion agar (pH 7.2)
W, BACERES S ORECHET, FRARE TR
olco IRISHMEEIT 1 SEBEBEWRE R L,

1) BIBEO KW-1062 RH:  HEmkamEeEse
BRD RS Aiv — 213 1. 56 ug/mlic B b, 32 ke 29
iz 3. 13 ug/ml LITFOREETREBRIEShic, GM,
DKB, TOB: D&% MAMBI% 25 &, ThZh Xt
¥ — 73 1.56 #g/ml, 0.78 ug/ml, 0.39 ug/ml i b h
T3 b, KW-1062 1% GM & i2iFHBI L7cAs, DKB H~X
1%/, TOB i 2 FRENE LS - folsks KW-
1062 100 #g/ml M Lo #EE I L= 1 ¥k GM, DKB
@ b [ R A& 7k Lic (Table 1, Fig.1),

2) BfigdRE o KW-1062 @tk 5 Bkl & R
i 16 BROREZ AL 0. 2~6. 25 ug/ml T, BEZHE
— 213 0.39 pg/ml o &5 h, 16 Fhrh 14 Bz DIERE
DT CREMRIL S, REZMMBITIIKW-1062, GM,
TOB (LAHBAME A R &S hte s, KW-1062 13 DKB X b 1

Table 1 Distribution of susceptibility of P.aeruginosa to KW-1062

MIC (ug/ml)
Drug Strains i ‘ 1
0.2 | 0.39 | 0.78 | 156 313 | 625 125 L2550 | 2100
|
KW-1062 32 2 L7 15 | 2 | ! 1
GM .32 2 8 u 2 I U
DKB 32 15 |1 ‘ 2 ‘ S|
|
TOB 32 6 | 15 ‘ g | 2 1 1 ‘ !
Fig. 1 Comparison of antimicrobial activity
ug/ml P. aeruginosa
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Table 2 Distribution of susceptibility of Klebsiella and E.coli to KW-1062
Klebsiella
z MIC (ug/ml)
Drug | Strains
! 0.2 | 0.39 \ 0.78 I 1.56 ’ 3.13 l 6.25 ‘ 12.5 ‘ 25
KW-1062 16 | 2 12 1 1
GM 16| 15 1
DKB | 16 | 14 1 1
TOB P16 | 10 4 1 1
E.coli
KW-1062 16 2 |5 8 1
GM S U: 1 6 7 2
DKB T 2 6 2 1 5
TOB 6 | f 2 1 6 4 1
Fig. 2 Comparison of antimicrobial activity
ug/ml Klebsiella
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1 ) ] L L 1 1 : 1 1 1 ] L 1 1 1 I 1 1 Il 1 1 1 1 1 1l
0.2 0.78 3.13 12.5 59 0.2 0.78 3.13 12.5 50 0.2 0.78 3.13 12.5 50
KW -1062 pg/mi KW -1062 pg/ml KW -1062 pg/ml
s /ml
Ke/m E. coii
50 - - _
12.5F - ®a» © ~
= I el 0
©3.131+ é . :_C:g |
ot - ® 7 el
0.78} . L
0.2 L
L 1 1 1 —d 1 L 1 L 1 1 1 ) 1 L 1 - 1 1 1 L l L
008 T3 125 80 0.7 078 3.13 125 50 0.2 0.78 3.3 12.5 50
KW -1062 pe/ml KW -1062 ug/ml KW -1062 pg/ml

EFREMAEECSTI2HEINIT Sh T e (Table
2, Fig.2),

3) KBEo KW-1062 @zt KIBE 16 PROJK
ZHESAT 0. 39~3. 134g/ml T, 1.56 #g/ml T &334
Y — 2 %R Lo 3% v — 212 GM, DKB, TOB & 31
1.56 ug/mlic &b tedy, FREZMEAEBIA Hid KW-1062
& GM 2R UREOHBE N TH S »Y, DKB izl ~2
%, TOB i3 2 B P B /1138 - % (Table 2, Fig.2),

2. KW-1062 oW, B

AR 7e & O R e Bk . B. subtilis PCI219 %
#ER & L, Disc #iTHIE L, 7s¥s Standard i%, A
MEFRK & 1/15M BEReE R (pH 7. 2) @ X 5 Fi%
BREAR X © 37X T 1/15M BB R 2 A L,

7RI 300, 1, 2, 4, 6, 8 BRI
LCHEL, RPSREImHER 2, 4, 6, 8K ETD
HEERZ & 2R &AL THIE Lo BRRIZFSEE
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RepEEERE O A d 5 TR LT,

mPEE  mPRER/NE 6 oW THIE Lo
4 etk KW-1062 (fEkg¥47- b 2. 0mg 1 BIFHHE, 2 Fi
ik 1.0mg FHE L, HEROBE LY — 21330 5Kd
b, 2.0mg/kg FHEEHFTIXF 8. 25 4g/ml, 1.0mg/kg
HERATILFE 5. 35 ug/ml TH o,

REEBIT TR L h 2 650, 2 BRI30S T, BEX
B L, 8ERI%TIE 2. 0mg/kg HEFIF 0.23 ug/
ml, 1.0mg/kg % FIF5 0. 33 ug/ml TP - 7= (Table
3)0

Table 3 Serum levels of KW-1062 in children
after intramuscular administration

A:S.M. 4y. 13kg M
B:K.N. 810y. 25kg F
C:N.O. 10y. 23kg M
D:R.0. 13y. 46kg F
E:K.M. 7.8y 22kg M
F:M. U. 13.8y. 46kg F
‘SOmin‘ 1| 2‘ 4‘ 6.8hrs.

A single dose of 2.0mg/kg of KW-1062

A 7.80 |5.80(3.201.10 | 0.41 {0.19ug/ml
B 8.80 |7.40|3.50|1.20|0.21 |0.14

C 8.00 |6.80|3.13|0.88|0.37 |0.15
D

RebpBEf gL 2. 0mg/kg AHEG 4 G, 1.0mg/kg #
B 1 Bl oW TRIE Lic, Mt 8B & ToORFHE
&I 2. 0mg/kg FIEFITIX 15. 3~62.85mg T, HHiE
R 58.8~71.7%, Fi5 66.4%, 1.0mg/kg FHEFIT
X, BEMR 27.7mg, PEIER60.2% TH tc (Table 4),

3. KW-1062 oKkt

INERREERRYE, b BbRLMEE 1 61, B2 2 6,
BNy 160, SEMIRE 160, 55 M LAFORELR
Ao

FERIIERSE~1RIPADONET, #ERIX1H
8~50mg (4% kg %4 v 2.0~6.2mg), 2 [ERCHEHE
Lo e RIRKIGIT I S TR 9 BRI, 1830
mg, 3 [EGFET, WMAFT1H 30mg, 2EGEHFEEL
oo TeREERIENIE 6~17 BEITH 570

BESRILAEL L HE L (Table 5), KIS
oW TiRNR B,

fEF 1 FfiE 3HE, %ZE

Table 4 Urinary excretion of KW-1062 in child-
ren after intramuscular administration

l 2 [ 4 l 6 { 8hrs. i total 1recovery

A single dose of 2.0 mg/kg of KW-1062

s a0 | 500! a20 200! 1002 Al s 95} 7.50 1. 76‘ 0.09mg | 15.30mg | 58.8%
40 800420200 | 1.60 |o. B | 13.80 13.80 3.00 2.8 1 33.48 | 66.9
} 8.25 ] 7.00 ! 3.51 | 1.29 ] 0.65 '0. 23 ug/ml C |11.40 16.00 3.12 2.46  33.00 | 717
| | ‘
A single dose of 1.0 mg/kg of KW-1062 D | 21.60 21.60 12.25 7.40 | 62.85 | 68.3
E | 5.00 |5.00 ‘ 3.40 | 1.90 | 0.72 |0. 48 ug/ml | 66.4%
F | 570 |4.50|250]|1.35)0.580.17 A single dose of 1.0 mg/kg of KW-1062
‘ 5.35 | 4.75|2.95 | 1.63 | 0.65 .0. 33 ug/ml F|15.00 8.28 2.66 1.76mg 27. 70mg‘ 60. 2%
Table 5 Clinical results
. . ) KW-1062
No. | Patient Age Sex Disease Organism Daily { ——— Ciinical ST
dose* urati response | effect
1 K. M. 3d. F | Septicemia | Staph. aureus 8.0 (IM) 6 days . Good —
Klebsiella (2.2) !
GM(#) ‘ ‘
2 Y. M. 9m M | Pneumonia | Staph. aureus 30.0 (IV) 13}17da s | Good —
Cerebral | P.aeruginosa 30.0 (IM) | 4 ¥s
palsy GM (i) (4.1)
3 K.N. | 1y.9m. F | Pneumonia | Staph.epidermidis| 20.0 (IM) | 12 days Good —
GM () (2.0)
Strept. viridans
4 T.M. | 2m.15d. | F | Empyema | Staph. aureus 30.0 (IV) N14davs .~ Good —
GM(4#) 30.0 (IM) | 5/-%98Y
(6.0) |
5 S.F 4m M | Cervical Staph. aureus — | 50.0 (IM) | 11days  Good —
abscess P. aeruginosa (6.2)
GM (i) |

*:mg, ():mg/kg
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4 THEE 3,820g, A% X mikrtH% HECRD
Toledh, £%3 HBR/DNERhCER S hic, BWKREALK,
EF DTS 2T - 7ch, HHIERE, BHET,
BHHES, RENXHEEATAI IR, BEYV ALY Y
fE 19.4mg/dl X 5, mEs#E < T Staph. aureus,
Klebsiella pneumoniae, WHEE, #EE, RX b +h X%
t Staph. aureus H ¥ Utc, BUMAE & 2H KW-1062
4.0mg 1 B 2 BIFHERK. 4 AECIXmFPE D HEL,
BE Ve ED 11 2mg/dlE i o foo REFTIXKW-
1062 (EF AT CET $E% T o TWich, EROHEZ
1<, T&RkeL, KW-10625: 54, WREE, FEfEhStaph.
aureus HiH%k, 6 Bo®L5ETHIELA (Fig. 3),

EB 2 Mk 9HA, BR

#2:8RETL b 38.0°C DFE, B, WEHH, Vv
BEEC TR EZEIRAB Lic, s BIRITAEKS
7 BCBEHEREDOZE % 5 13 T\ 5,

ABEEE, TR, SRRSO XL, MERA, WKL

#, KW-1062 1[5 15mg, 1H 2 ElA7HE TRY L
too ABZEF DWEIRELFC CStaph. aureus, P. aeruginosa
R L, #5455 B B3 BEER 2R Lichd, MR
X b ® P.aeruginosa OEKIIHALRILH 5720 #5113
B B, B VIRFT R, BEIRER 0HE R Ric b b
ik Uiehs, TREEESE T P. aeruginosa, Klebsiella
Mkicd, O KW-1062 1 § 15mg, 2 EOHERT
ol 54 BEIZE b, 8 BRORE
Tk L (Fig.4),

fEF 3 Bk 19V A, &R

2 BREED b, B4 39°C DREE KL LD,
ERETHEEY 5 Thic B eIk Lic, iy
BEFC TR LM Sh AR L, Ebic KW-1062
1 8 10mg, 2 [EIfE, #4552 B B3, Lol
ko X &, MREREZFERC T Staph. epidermidis, Strept.
viridans %I Lic, #4512 H BRI, A LHT O
RIEH WL BRERIBE LD 12 HRTHR S

Fig. 3 Case 1 Septicemia 3d. F

12/9 12/12 12/16 12/23 12/29
°c KW -1062 8mg/day LM.
40 EB:l:u-f:Eght therapy
39 Pediatrics

38
37 /\/\/\,\/\/\/—‘\ﬁ’\/\mﬁ/\-‘

Hematoemesis ++ ++ ++ ++ + = - Z _

Serum
bilirubin 9.6 11.019.417.4 11.2 6.2
WBC 25200 11400 12400 12400 9600
CRP .é_)h (=) (=)
taph. aureus
Blood Klebsiella (=) (=)
Throat Staph. aureus E. coli Staph. aureus Strept. viridans
SStrhept. vé'ridans E. coli
taph. 7 idi
Stool Staph. aureus E.pco[eipz ermi lsStaph. aureus E. coli
. E. coli Klebsiella
Urine Staph. aureus
Fig. 4 Case 2 Pneumonia, cerebral palsy 9m. M
8/23 8/31 9/7 9/14 9/27
R T[KW-1062 30mg/d. LV. 30mg/d. LM.
60+ o - ]
50- 39
40+ 38
30- 37
20+ 36
Cough + + + + -
Wheezing | ++ + + + + -
Ab. phy.
{findings ++ o+ + + + %
of chest
WBC 11700 11000 11900
CR"IEh ) (=) ()
roat "-f”,f;",‘,f"ﬁ.',",f,?,,),,,w Ps. cerazinosa(+ Poaeruginosa- Ps. acruginosa Strept. Strept. viridens
Neisseria(++) (+) (+) Klcbslla viridans ~ Neisseria
Sputum Staph. aureus(++) Ps.acruginosa (++) (+)
Psacruginosa(+) Klebsiella(++)
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Fig. 5 Case 3 K.N. Pneumonia 1y.9m. F

12/12 12/19 12/26  12/29
«c|_KW-1062 20mg/day LM
40

Cough ++ + * -
Wheezing ++ + - -

WBC 26700 9300 6700 6100
ESR 97,118 74/110 20/40 11/30
CRP 4+ 2+ — —

Throat

culture S”’Ph cpidermidis Strept. viridans

GM (+++) , KM (++)

FO Y Y A4

%’:F’J.E:LTC (Fig's)o

EF 4 B 2 H158, TR

BRI X VR, BB D, EECTREZSTT
Wiedl, 2 HETX D EELIEGR, Kb s  REEE
FreF X 5T s TeledREE, ABE LTz, Bl VRETR
b7 b O BREERIC X b AIRFg L 2, EHb e KW-
1062 1 § 30mg, 3[E4EIEE L, Drainage (T
Lico MBH X b OBRHES Staph. aureusT GM L%,
KM i B C & - fzo Drainage JE{7 % MK %R, B
H X b @8k Hico 55 B BiCIiXE H b Staph. aureus
batElich, BIKIERSBHRLe®, 10 BE LY
KW-1062 1 | 30mg, 2 [E5 EIfHERCERE, 5 HET
Fik L, ZOEBBIFERT, A 22 HERERLE
(Fig.6),

fEB 5 GEEMRE 44A, BE

5 BAT X h ESEHIER & 38.0°C 0F&bH, EFELY
505 LB, ABELlc, RBREMC TR
Staph. aureus i, KW-1062 1H 25mg, 2 [EfHEE,
YIHBEIR 2 11T Ui, 255 B B WX EIRER 3 5 3
P.aeruginosa % #:H, HE58 B BWITIEHBHERL,

et Ll otco 7ok P aeruginosa i3 GM RRSHE
TH T

4. FIfEH

m¥E At R, AR, mEr7vA7 35—+, BUN
SREHBCE W THCRE L, BRI EIT
HDIXBEHO NI 5T

I. ¢ % v

RIBHEES 7 AEHEET X A EERYYER, Fhbd
DEL VP EAOEBERELERLLTRFL O H1EG
RS THBEORARIY B\ HET 3 7 EHEER
EHORR, BRC L > TIhbioThLERELE
BELBOBEILZMLi-Z LREETH S, )

L@, KatEhtc KW-106213, HEHOECILEE
ikt L GM r[E#EETH %4, DKB, TOB icizo®
F ot LD LIRS LTk GM, TOB L A&E
T, DKB X )RR Shiclifiy 2 oo —F, KBHE
1xf LTk DKB, TOB i, GM LizigRIBEDH
BHERTZ EXR G 5T

KW-1062 oW, Hhfta AT, 2.0mg/kg 11E%
HEWC T 30 4 EH 8. 25 ug/ml, 1.0mg/kg §5iETFEH
5.35ug/ml OMAFEE Y — 2%~ L, MIC % EEBHE
BEXDTENTE R,

RebgEC DT % 8 B % Tic 58.8~T71.7% ok
WRER LI,
HEDOERRFCRT, BUAE, ik, Bk, B
B LCkefBmsisER % %2, 1H 2.0~6.2mg/
kg 05T, HEEHl, EROBHEL R LDBZ M
T& T,

AHF| O/ T HHBIEFER ROV T, SRIES
DEHC XD VEM DD, SEIOFHEORRICE Y
Do, 2ECAT b S ERE S, AF O
PEEE, BEENLEBOBRNOLESNARSOOh D LT
HTHbBo BWFARB LT EQREF IR EDLRT

Fig. 6 Case 4 A.M. Empyema 2m.15d. F
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Wighes, 73 7 EEGRER OB LEIERIERT 1974
&Y, SHROEARFC—BOEEN L bhhiEinbd 2) NARA,T.; . KAWAMOTO, R. OKACHI, S. TAKA-
s SAWA, M. YAMAMOTO, S. SATO, T.SATO & A.
° MORIKAWA : New antibiotic XK-62-2 (Saga-
X ik micin). I. Taxonomy of the producing orga-
1) OKACHIL R.; I. KAWAMOTO, S. TAKASAWA, nism, fermentative production and characte-
M. YAMAMOTO, S.SATO, T.SATO & T.NARA: rization of sagamicin. ibid. 28(1) : 21~28,

A new antibiotic XK-62-2 (Sagamicin). I 1975
Isolation, physicochemical and antibacterial 3) #23MARLFREFAFAALZMRE, FEY

properties. J. Antibiotics 27(10) : 793~800, vAy v all, KW-1062, 1976

LABORATORY AND CLINICAL STUDIES
OF KW-1062 IN CHILDREN

Taparumi NisHiMura, YasusHr Kotani, TosHio TAKASHIMA
and Kenji HiroMaTsu
Department of Pediatrics, Osaka Medical College

The authors have carried out the laboratory and clinical studies of KW-1062, and the results were
obtained as follows :

The sensitivity was measured by the plate dilution method with 32 strains of P.aeruginosa, 16
strains of Klebsiella and E. coli isolated from patients. i

The peak of KW-1062 distribution was at 1.56 ug/ml for P.aeruginosa. The growth of P.aeruginosa
was inhibited in 90.6% at a concentration of less than 3.13 #g/ml, while that of Klebsiella was in
87.5% at a concentration of less than 0.39 ug/ml. The growth of E.coli was inhibited in all strains
at a concentration of less than 3.13 ug/ml.

KW-1062 was given at a single intramuscular dose of 2.0mg/kg b.w. to 4 children and of 1.0 mg/
kg b.w. to 2 children.

The maximum blood levels reached at 30 minutes after administrations of 2.0 mg/kg and 1.0 mg/kg
b. w., were 8.25ug/ml and 5.35ug/ml, respectively. The blood levels at 8 hours were 0. 23 #g/ml and
0.33 ug/ml, respectively.

The excretion rates of KW-1062 in urine within 8 hours were 58.8~71.7%.

KW-1062 was effective in all of 5 cases with pediatric bacterial infections.

No side effects were observed.



