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KW-1062 icf+5 2, 3 o#at
B R KRBT 35U B BB AT o\ T—

N BRINFR-FHEM
AT AR RR RN E R
FRXHF-EH B FEZRE-RBET
B R S SRR B N R B

KW-1062 i3 ffiss T3 (b)) BREPFERCE VTR
R.& 7 Gentamicin(GM) C;, @ 6’-N & Methyl Z:a%
BAINALF7 ¢ /HEHT, HEARZ I A, KR
B GM e ¥ b THEEL T 5 2%, BEfRs X 0BEk
AGM X EvE vwbhaY, bhbhiXiG B ILE
() L h RHORBE 5 1F, 2, 3ORHEITHR-DT
ﬁﬂm:'fz)o
I. #ME&LTFE

1) BRERSEERCKTAHEN

E. coli 4%k, Pseudomonas aeruginosa 3%k, Enter-
obacter 1%k, Klebsiella pneumoniae 2 ¥, Klebsiella
oxytoca 13RI DO\WT, (LFEREFSEICHE U TRNR
BREIL®E MIC) 2% Lic, FRAMIZ Y S+ Y
4 %K pH 7.4¢, BHI overnight growth ¥k X%
1072, 10™* FHFKE 1 AT & 56, 37°C, 24 K%
BHRHE L, FRANERARAFIS I GM Thb,

2) FEMAOT FyREEMESC ST 504, BR
PR

RE 2kg B ORRE Ao HAT FYRE 209P
¥k#% BHI 18:fE, % overnight growth 5ml % 100
ml o BHI iwhnz, 3RMREBEREEL, WELER
a7k T 3 [EELLEES, Optical density 550mu T
0.7 TR LICHIKE Lico ZDARRIL 10%/ml TH
bo ZODHEK% 0.5ml KEREACHEE 24 R AH
F7ix GM 3mg/kg RHHEL, BOLD 3FHCTT,
FREFRZN 30 47, 1REMH], 2R, MBI
BEW A BRI E RIS Ulco BRI L TcIiE & X O IR+
OHFAFF IVEORERXNET L LD, HoKE
BT AT o T IREBEADRBICOWTE, Fl
?C%ﬁ?%o

0, BEEOHAEFIRE B i Bacillus subtilis
ATCC 6633 BrxHBEHE &+ 5 Paper disciExR AT,
Standard 1% pH 7.0 o 1/15M BEEEEE R CIFEL Lo

R LMK 0wl =2=%y L2 — A (R
AR wink, BAL, 84MEhE S TR
R THAEA, e TlilELE P Py

VBRI o
3) KA
HRR R AL AR JURBE N RN TR L THABX S X
UCRBREPIES 1 AICRS L, DRBICEIFRAOFE
’:’."&?‘J’Lﬁ‘.o
II. B |
1) EBRRGEERORZH

Table 1 Sensitivity of clinical isolates to KW-
1062 and GM (ug/ml)

N — M Kw-062 | GM

Q’C““m sizel10s) 1087|104/ |10% [108/ 104/
Organism Source ml| ml ml ml ml ml

CSF 3.1 0.8 0.8 6.3 3.1 1.6

E.coli 3.1 1.6 0.8/3.1 1.6 1.6
Urine [12.5/3.1/ 1.6 3.1/ 1.6 1.6
6.3(3.1 0.8/ 6.3 1.6 1.6

Pus 12.5 6.3} 3.1]12.5/ 6.3 3.1
Urine 12.5 6.3 3.112.5/ 6.3 3.1
Blood 12.5]12.5 6.312.5]12.5| 6.3

Pseudomonas
aeruginosa

Enterobacter TR2YDEE"| 3.1/ 0.8 0.8 1.6 1.6i 0.8

Klebsiella | Blood | 1.6/ 0.8 0.8 1.6/ 1. 6} 0.8
pneumoniae | Urine  [12.5 3.1/ 0.8 6.3 1.6 0.8
6.3 0.8 0.8/3.1 1.6 0.8

6.3 0.8 0.8/ 3.1 1.6 0.8

6.3 0.8 0.8 6.3 1.6 0.8

6.33.1 0.8 3.1 1.6 0.8

3.1/3.10.83.1 1.6 0.8

. 3.1 1.6/ 0.8 1.6 1.6 1.6
ﬁi’;}’;ﬁ;”" Bloody 1 6.3 0.8 0.8/3.1 1.6 1.6
6.3 0.8 0.8 6.3 1.6 0.8

3.1 0.8/0.8 3.1 1.6 0.8

6.3 0.8 0.8/ 6.3 1.6/ 0.8

6.3 0.8 0.8 6.3 1.6 0.8

6.3 0.8 0.8 6.3 1.6 0.8

3.1/0.8 0.8 3.1 1.6 1.6
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&% Table 11275 L7, BHI overnight growth
HOAEHKIT 108/ml w45 DT, 1073 107 FRiXE
hEh 108/ml, 10*/ml ks %, 20 1AE&EToRE
FBLIDTHDA, L 108/ml, 10%/ml, 104/ml &
LTHERLI, ok K. oxytocaid BELIfRHIE L TEEE
SR TELBEOEFEILHEEERCBEE IR OT
BB, FOREHNERISOLZATHTHD),

KW-1062 £ GM o MIC i3 EZ XA bhitd o1,
WL DEEEEYROTE, MIC fEA 1/2~1/8 &
TFL7zA%, 108/ml 104/ml oD%, 4 KW-1062
s\ T, 108/ml & 105/ml DDOZEI H/PIVE IR

nghk_o
Fig.1 1z 108/ml 35 X ¢ 108/ml iz 3515 KW-1062 &
GM o MIC p#E% 7 Lichs, 108/ml¢ GM 2%, 108/ml
T KW-1062 0 i FEWEASAR DT,
2) FRREEET FyRENBEREKC KT MF, K

R

AERTIIHRERECMEIBAT S & TR &
fLBHDT, FD XD IRFRIZERSN Lico Lichi s TR
CERREOENRLN, KW-1062 30 433 5, 1 BRREF
6, 287 M, GM 30 7%,
6 Fo#E#s Table 21T/R Lo ERFHORTHRNA

1 BB A 7, 3RERIEE

Fig. 1 The correlation of MIC between KW-1062 and GM on various clinical isolates

ug/ml [ I ug/ml
12.5| Inoculum size 10°/ml 3 12.5|  Inoculum size 10°/ml 1
6.3 1 6 1 6.3 2
Z 3.1 s | 4| 1 Z31 1
1.6 1 2 1.6 12 | 2 5
0.8 0.8
08 1.6 3.1 6.3 125 08 1.6 3.1 6.3 12.5
KW -1062 ug/ml KW -1062 ug/ml

Table 2 The blood and cerebrospinal fluid levels of KW-1062 and GM, and CSF Sugar/Serum
sugar ratio after an intramuscular administration of 3mg/kg in the staphylococcal

meningitis of rabbits

30 min after administration 1 hr. after administration 2 hrs. after administration
Drug Seruml CSF | Sce ?i{n SCuSgFa/r Serum | CSF S%ii{n %Li?gsa/r Serum | CSF S(ie ?‘E{n SCuSgFa/r
ugfml | ug/ml ‘ 9% |Serumgy| “&/ml | #g/ml | Tor T Iserumgs pg/ml | pg/ml | "o Igeimos
1221 | 0.48 | 4.0 | 33.1 9.3 | 0.56 6.0 | 48.2 | 1.85 | 0 0 43.7
Kw-| 135 ' 0 ) 59.4 | 13.0 | 0.36 2.8 | 45.8 | 1.92 | O 0 41.3
1062 | 10.8 ‘ 0 L0 51.9 9.0 | 0 0 59.4 | 1.3 0 0 57.1
3mg/| 13.8 ‘ 0.44 | 3.2 | 34.0 8.6 | 0.4 4.7 | 54.3 | 2.1 0 0 54.8
- kgl 112 | o 0 32.8 | 10.2 | 0.61 6.0 | 40.6 | 1.98 | © 0 51.0
L M. : 9.8 | 0.4 41 | 389 | 17 |o 0 39.0
| 1.05 | 0 0 57.7
ﬁ‘;eg'e?_ 12.28| 0.18 | 15 | a5 | 99| 039 | 39 | 406 |17 |0 0 49.4
14.5 | 0.51 3.5 | 35.6 6.4 | 0.71 | 11.1 | 55.6 | 2.6 1.2 46.2 | 44.7
11.5 | 0.89 7.7 | 38.8 7.3 | 1.4 19.2 | 42.1 | 3.1 1.65 | 53.2 | 39.3
GM | 109 | 076 | 70 | 3.7 | 7.6 | 0.77 | 10.1 | 50.0 | 45 | 1.72 | 38.2 | 33.8
3m§/g 11.2 | © 0 34.9 | 10.1 | 1.45 | 14.4 | 44.4 | 4.0 1.8 45.0 | 26.1
LM | 138 | 0.53 3.8 | 39.7 6.9 | 0.59 8.6 | 52.4 | 5.7 1.25 | 21.9 | 34.8
9.1 | 0.61 6.7 | 44.2 9.9 | 0.52 5.3 | 44.9 | 3.9 1.18 | 30.3 | 38.2
18.0 | 0.59 3.3 | 36.8 88 | 0 0 61.4
“‘r‘;eg‘e\ 12.7 | 0.46 1 4.4 37.5 | 814 | 0.78 9.6 | 50.3 | 3.97 | 1.47 | 37.0 | 35.8
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Table 3 A summary of the patients
KW-1062
Case 3‘3}’ ) . |Causative IV injection . ! Adverse
No. Age/Sex ght Diagnosis organism Daily mg/|Daily Total Clinical course Results rea-
k Dose |10 |1 mesamount ctions
(k) (mg)| & (mg)
UTI Ps Three days after
3y (recurrent) . treatment bacteriuria
1i9m M 10.5 Cerebral aemfo-sa 40 3.8) 2 400 diminished and on the Good | None
palsy t 5th day, pyuria
The local redness,
13 Mandibular Ps swelling and pain
2 |5 IIM| 41 cellulitis |~ 160 {3.9| 2 | 1,200 | diminished from the 6th; Good | None
m AML erug a day and patient became
inos afebrile on the 9th day

o, 1POFRREROWTERCHEELER LD
DTIXILNDT, 304, 1B, 2RHEOBThZhE
HNRRIL 5T D, EDORDBEGEEIIOT Lol
BB T SRR g O = ) TR R 5 —1RE
ELTHELELLDTHD, bhbhOREERRES T
B HFHEX 65.5% Tholo LichisTLRAIFD
POBREOMEAYEL LTwit#HEINBN, 50%
IFod iz, KW-1062 304 2 3/5, 1B5MLIRE 4/6, 2
BEREIRE 3/7 TH DX LT, GM 30 58 7/7, 1K
R 3/7, 2 B3R 6/6T, FEETATD 1 RRHIBELER
Wik KW-1062 BED S EIETH »Too BRI A
13— R B B L AME T 3% L EETHE, o
FET T KW-1062 0545 1 BReRIFELAAM T B S D
O HEREN ST E WS T LD,

KW-1062, GM 0 &BERIIC 313 % Mirh, SahigeE
SEEOHB % Fig. 2 1R Lic, MABEIXmEL I3

Fig. 2 The blood and CSF levels of KW-1062
and GM after an intramuscular admini-
stration of 3mg/kg in the staphylococcal
meningitis of rabbits

ug/ml
15
——— Serum level
. CSF level
N ® KW-1062
AN X GM
10 \\\
L \\
N\
AN
\\\\
\\\\
5- AN
RN
\ x
\
hY
I
0 —
b 1 2

Hours after administration

ERAET, BTV ZIE GMOAMETAETE LW
SHISILD oo BERFIREL GM TIRIELAICRE
TEDH LT, KW-1062 Tl HHETRERAMNS L,
DX 5B ST LS BBRERELOEWH LIRS
e ot HADFTAHTS, FHETHTS, HKRT
BEX GM 0 25E<, KW-1062 135K F~DBTA
ZLVORELT, LD OIS B Lo TIX /WA
k/Eu,Hd’)tho

3) FEEIRZDE LEIER
FRLOR26ITH S, TOMES Table 31z, #
fEtaAr{E% Table 4 1I2/R Lo

FEG 1 VRPN BRI 2 BRI S, BEEMREBR
P RMLTWBNET, BAoPEREFERALTHE

Table 4 Laboratory examination

Case No. } 1 : 2
Duration of treatment ’
(days) 10 8
Days after treatment 0 ‘ 10 | 0 11
. Protein — | % — —
Urine |
WBC/HPF Many 55~10 0~1|{1~3
RBC X104 | 413 . 386 | 193 | 220
Hb g/dl| 8.3 8.2 6.3 7.7
Ht %| 30, 3| 19| 24
WBC x 102 51 ‘ g0 8 12
CBC | Neutrophils 9% | 23, 69| 13| 32
Eosinophils % 1 1 0 0
Platelet x10%| 37.2 | 54.1
Leukemia cells — — 11 1
Blood GOT U 20 21 11 21
chemi- | GPT U 12 10 14 24
Stry | BUN mg/dl| 15| 16| 21| 16
ESR mm/hr 5| 1
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S —BEENC BT 5 DZ D Ps. aeruginosa 1 X 5
BEITH B, AT 5 KW-1062 » MIC % 12. 5ug/
mlTh o7, AF 1[0 20mg % 1 H 2E#kE, 108F
%, PIEH3 HEWEH 10 LITFL/keh, 5 BERERR
BB LN, BEFIET AHRBR U, BEIRERRKE
DEGHLBRAEDHTELWETH 528, BHELREXE
DHREN ot BRI LY, ZhIMBOFREF DS
ELRBETHD, —IAHThHolctEx2bhb,

FEB) 2 X AT B BEER M FIMR I TR E K 2 A0 LICE
FIThb. AFIREHRCHRBERL, ELEEM Ps. aer-
uginosa ThbHZ LHHB Lic, AFlo MIC 12.5ug/
ml, Sulbenicillin (SBPC) 100 ug/ml Ll kT H 570
Predonisolone, Daunorubicin ##5.dr, Fe#h, T
DRk, IR, EREE¥iL, Ampicillin % 7 BE#H S5
3% 3 FtED Yk, Cefazolin (CEZ) ¥ XOAK DB
FIWCEF Lic, CEZ 2Bith6 HE2 S SBPCREEL T
W5, DHHRBBE—BETREAY L, SHENDE
EE#L e, SBPC & E L RIFFCFEE, KPR
BHELILLD, 9BARTHL, SFALTW20TH
FIREE LY, EENDEL T CEZ BEYHT 5 LixE
z2bh¥, SBPC 3 BFFHEENLBEBELIITLD TS Z
LB X0 MIC fiat 100 ug/ml LETH s7cZ EnbE
25 , KFNEDTH Tl EX D DN EYLTHS
5, A#NE 8 BRITHRIELT, SBPC & & L, KFKiF
1% 5 B B HABR Lic, ZD# SBPC 1T Licic
Ihbbd, BORBELL TS, i 2D
B X - TRFTROZ BT, MRS iFE L,
BEOREIT oL eh oeh, BFed T 5 Htitso
5T, #EE HBROFzIIL,

TGl & DRERBCAFNC LD LEXL DN BREEY
DY, FEF 2 TIRFEHH21TH -7 BUN 23 H# 16
LIET L (Table 4),

DhEbtn2fiThsr, MELIEDT, EIFERD
oY I NSy o

1. # ®

AHFIL GM L A—OEREY b b, ERKZEER: D MIC
SHHIEFAETHS L vbhdl, bhvbh o5k
DOEBRTH GM Loz & A EERBD LRI 5
foo Tetd MIC B EEEELD ABREOHEY RITT
ZERERORDBEIATHBN, bhbhopET
EEEE 108/ml Tix GM @, 10%/ml Tl AF o
MIC 2MEWEERE D st LOHLEZDEIIZ LTI TH
D, WEBRZED DTGB DI DORIC LD D
DOhdEhic, WTRC LTHEKRKCENY oz s
DLDEIELLNRT, AF& GM OHEINCITEH e
WEEXTEX X RWEEDbR S,

AF O~ v AL KT HBEASHIE, mE M, 5
W, FoIET, o7 3 7EEGLAKETHD, mFE
EEGM X b %5 v — 7pVEL, ETARIMERHT
»AHD, LhrLe riekld b cross over DR TIX,
CEEFAKIOC— 2 DHMREL, M EREFREERIEAR
# 1.77, GM 1.88 ERTY, bhbh D FRECET D
MEEH#EBOEMEEUL TS, LrLbThiel
THZDEIBEC/BBEDL DT, $FTO
BB HE Y, AFloeERGMLGM EELLT
WhEWZ X5,

FREH b b TREHBTCE LT GM L of
B B e ENTRD bl (Table 2) D TH B 2D, ¥
T ORBIMEGENOE URBROREILEC IS
DTV ERFTALENRD D, = DEROLKMHIX
eV BEHTH Do o ZITRBANDEEDOEARH
WORBUTIIHY R BHEEL, — BT DREH
CIXHRAD B, L —EOHEEXEALLELTD
HEAORZ D HFITXEGENBELTH A 5, Licdis
TEROFTHEMZELWCHRELESD 2 & X ARAETH
Bo LHBEADMILHETHIHELLTOEAD
BT R D 5 WILRETR S, iothb EHMRFBT
DREED, BA2OFATELTLLFT LWEENRS
WE BV BYDT, = OREDOSEERTIZEE O i
XBKRENRHEEDOREY D Z LIXTER REFTR
CoWTRERREBTH S A, BRI ROV T
AR EERE YN ETE SR EOHMBERXE LRI »
7eDT, —IGEREEXIIEL, MELAOFEE, BERHE
FTHEERE LItz AR LD L, HREMELESER
H60YH L Tk GM 1EEEEED 1 FORT, b
hbhDOEERRCET 5 TFIHE 65.5% 1»bELXT,
FTAEFORRETHIEAN R s Tt Bbh 3,
BERPEMBELL D B 2 BEREA OB LT3 DL
ThiE, 304, 2BMEIBE T GM 0 A%, 1RRRET
X KW-1062 05 p3gids o 7e 2 L1278 5o TRIC S Db
bOLTHETRE, MENELESEREL b, LokH
BHTHLAFOTE» CEL, FBREnREL 45%
AT o fEBNCREE LT HRET, TDME 4 DPITORE
DEEHEEDIZLA L GMOREELY#Z 5 S D27
Mol twEz L, LofivisdscLTh, ®
X HAFNLGM X W HRFBIAINE D EELDONEY
THH 5 AFDERPBTTOWTL, ZHKIED
REICIT 5BHED L ZBERNDNEROERBREYD 5,
AME L GM L ABCBINEVWE L THHDTHBA,
GM DfEinbEL D &, EHRFRTOEREELLA,
WROKERTHA 5, hETIX 3mg/kg HiET, H#E5
BAtA% 1 HAB 1.1~2.2ug/ml, 2HE 2.4~5.6ug/ml
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EEWENARINTWAS, GM o T 0 Rt
o REDRBTHS, HRFBRECIEY, AL
Mich OBGEENZDLRENnE, 1FITOEERD -
THARBHETEWVY, 3L2HBEOHFNE N E1E
BrE®RT2d0L3T5E, GOITEIN 570 g L K
T 5, BRI 2L EDCAGCICETS C L1k
TE7\A,, GOITEIN 5N FDZ L ¥ AHIC KX DD
L, HOOREHTS GMOEBIABCHETEST
B55ERBRTED, TOEIXLIHLIORETORE
LHEUTH S, DEDEAHDELD L, AFLLHE
LDHCRIBERCERT B AT EHERTE B,

LD ET I EBGEOMKRPBITIEERY D - T
YART5T, 2HFREOXTHELHFET L Lz TE
W EIRTOAESDNG, EoERIZE L TEAFORE
KIGHA LEOMMEREL 5 DTkl LA D &
A LCERIIUTOARD B, Thbb7 3 /7
BORKRFBTEXRTIRFC 2w TRABETHS
2, 2L LIBATRRTHY, FFEGMCEX LR
WHDEEZ LR TER, LD S ELOFEAE
IR 2B 5 L ThiX, REBTO XWFHEED
HIEDOTEEM S B A 5, CHRISTY & FISHMAN!®) |3—
BMYEOMKFBITEXETAETFELT, 1) EEk,
2) ZFE, 3) MEBALDOHAR, 4) pK, 2bFT
Who AFIE GMAZhLDOHERBELTENRD B, H
DVIMMLOBEFHNET 5D, SEOBRANEETH
%o

EERRBIC DT, NETRARDETEELDRD
FEGIA DI, 2BI0MBICIEE ot LAL 26
EH XD THRDOEFNTHD, ThOHREHTH -1
ZER—EELFETE 5, 2EEHVTORNR O B
T, FERERRRYE 54 Bl 63%, REGRREE 49 Hid
75.5% DERET, EPERE O D BHAGNEEE
RTWBZ EEEETIE M) OFREELELDR
Bo NRBFTIZ 30 Bt 90% DERRTH 510

EERCDWTIL, £fEG 566 FlF 9.9% it A b h,
5HHIR0.7, #IE0.2, KE0.5%, BEES 4%T,
BRI TORR, BEHIGM XD L{E,h o1, bh
b 2B BRENTFTH sl Lo, BIfE
BERDIeH 5T,

7 3 7 EREAZY T ARMREREYEC K U THEAD
HEFITHDD, TR BHEHOLDTHEMBA,ND
B0 bBAAEGNC X - T, BEWERALD - TLHIEMN
BN EEBERINDFGED DD, —RENCIIKE
D EoFEHEIRHE, BHEODIOITRHEGR T,
AFIOBH I NIEABIR EFLRTT LRV 25 bAx
XhBHH, SETORENSHRT, P &b ERngk

HEH L TwWB DL ELbh, BRATERLKFR
ERTHELERIZDBTHA D, B SEDEFDER
NEEIhB,

IV. # E ]

¥7 3 EEGTAEDE KW-1062 o THREL,
U\‘F@%%%ﬁf\:o

1) FHOHEKTEEY 7 2aHERE 23 i35
BN GM L iFRABE T, FWREE T GM a3, 108
ml EFETRAFIRETE X 5 S w B,

2) REHET FyREHMELYREVT, AFlEL
O GM OBIRFBITR R Lic, AR O EES X ot
Z OB GMIZELUL Thiic d 2hvb b3, BiKE
BTRXGM DA AT R Toic, L LA L b2 5
S ORCIBUHERMEACEN TS - LIZRBLEEL LA
oo

3) Ps.aeruginosa = k% 2 FO/NBREYERC 1 H 4
mg/kg % 2B SEERS Ui 1 BIIEBEME/ N R R E A
BT F O RE M R RGE, 1 BURBT B BBk B M
CEHLETHRABRA T o, 26E3ERT, BifE
HEEDLMh st

FRXPORERET Vv RERBERC s 3 3
o, Y R B T SEBR AR BB L 7

X [y
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STUDIES ON KW-1062

WITH A SPECIAL REFERENCE TO ITS TRANSFER INTO CSF
IN EXPERIMENTAL MENINGITIS IN RABBITS

Yuraka Kosavasur, YosHiro Morikawa and Tsunekazu Haruta
Department of Pediatrics, Kobe Municipal Central Hospital

Fumio Teramura, Ken Urpa, Akiaisa Saito and YossHiko HATTORI

Department of Pediatrics, Shizuoka Central Prefetural Hospital

Experimental and clinical studies have been conducted and the following results were obtained :

Antibacterial activity of KW-1062 against 23 strains of clinically isolated gram-negative rods was
almost equivalent to that of gentamicin.

Transfer of KW-1062 and gentamicin has been studied in experimental staphylococcal meningitis

Although the serum concentration and pattern of its change was similar to that of genta-

micin, gentamicin showed a higher transfer rate into CSF than KW-1062.
The following two cases caused by Ps.aeruginosa were treated with 4 mg/kg/day of KW-1062,

which was divided into two doses.

One patient who had cerebral palsy as an underlying disorder

had recurrent urinary tract infections, and another mandibular cellulitis associated with AML. They
responded satisfactorily to the drug and were entirely free from any adverse reactions.



