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EEFLPPFRCOVT, HF1HRY Tk, —REHEERAY
KL, FoiEHE% Gentamicin 7t ¥ © ThE L
o P3WT, H2WE LT, FOENMELXT vy I B
L O~ v A COEKNSAN, Rk, BERBST, €5
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I. RBEMESIUERRAE

1. DGREEY : KW-1062 (IpfiRgEs) # v, (EH
TAHEIL, AREK, ARK E foid M/15 BRI
(PH8.0) THM L TH\ o

2. PG TR X ORFHEIC W T« fhE 200g §i
#® (GEE 6~7) DOREFHEY: Wistar %5 » bR X O A
H 20g Atk GEEY 5~6) DEHMEN: dIN R~V ADL
RERIE 5~7 ILIc DT, KW-1062 ©» 5% X"
10mg/kg (R 1% X0V 2mg/ml) » B#IRA, K
HRAD 2 EERETCEHELIEHLEL, 10
43 2053, 304, 60 33 X0N120 4w, FEEDIR &
PO L CERIMmBR, FERE, B BB M (NS
IO POKRBRBA), BOE5H TRTZHERS IV
EiEEHEL, HXH3E3T2ehreHE (Img ¥
T) #%, M/15 SRR ER A ML T, SEDR— 1+ (5~
20%) #fEb, 3,000rpm (950X g) T 15 &0k
LT LR B b O mEFCoWT, AWniEi:
'%HU%LTCO

RebPEe BT 2 KB, T v M2 T, 13F 15ml
DEKEEOY VIR AT, BEMCARL, 20~30
Sigic, KW-1062 o 5~50 mg/kg (JE #§ 1~10 mg/
ml) %, BEIRAD 5 WIZKBBARPICES L, 0~30
4, 30 r~1 Befdl, 1~2 W§RE, 2~4 B5R, 4~8HSMs
LU 8~24 K] DFE R A AL, M/15 BEEAL ML T 20
~200 SRR LIcd DIRDWT, AMEE 4 flE
L1

3. ReREME : Fibo KW-1062 o 50 mg/kg 3§
7 9 rOBERYEKELT, AXy b7 41 s (HE
L) W Sul AL, Zmweki s Ax) -

Tve=T=1:1: 10 FELZREMAL LT, 16~18HKF
Mg (10~1lcm) LTHL h - ##E%, B. subtilis
PCI 219 #pa3BaE & L 7o, MBHERLE, WHEE
PR No.51A 2 Luwwic Lic i, 4°C T 30 4B
HBERLE, EERSIVARy b7 4 v ARKRE, 37C
T 16~18 Bl L, WRBEHILEMD, Rf ¥4 &
¥, EHEEFO Rf L HREE L,

4. BRFABAT : BFIFRS » + (£ 20H) 135K
2, KW-1062 o 5mg/kg #REIRA I XHRRE
5%, 2 BRI, SEBIIRE VI L CERMEE, TR0
B LT, Fhig, BRfF, BEWML (FO B E L % paper
disc I L, EHTHE L, HEBRTEE L it
XO®ELL), WM (RO RFOFEEIR % Yk
L, W LA AMELXEME THEDL) BIVEKEYS
HE, BREUE, BRFRBZIIAEObOX—EL, Thth
BEL, M/15 SREEK T o %x—+ (20%) &
L, BEODHEL LR LFER XOMmEconwT, 4
My TE M & BIE L,

5, AR OWTOHERK: e miE (7.0g/dl)
KXowvomig (7.2¢g/dl), v o717 5 v (3g/d)
& KW-1062 k43K %, Seamless cellulose tubing
(Size 8/32) (H % 0.6cm, 1/2 g 1.0cm) (Visking
Company) » B\ V& (4°C) £ Amicon me-
mbrane cones CF-25 (7 32V« 75— f—A}
V3IFy ) ZAVCEORAEAS (1,800xg, 60
4, 4°C) TR, KIS LUBRKEZORMRKDLE
WEAEMEND, HARB IUBEERYRDI,

6. SEBEEOWTORE : ERMARLEFC, KW-
1062 o 10 ug/ml, M/15 BEFLEE R (pH2.0~9.7) 2
ml #Ah, F» M/15 BEREEKA ML 7 v ek
A, ERIXFy X DEBBAL lipid (5 bX D 4
W, W UiRD S, SEROARKEML THE
PR—+EFED, 4°C T 5,000rpm, 15 5 fEE OS5 L
T, WHEARR E R E, COBFE, KB ER LK
BHET, ¥ 3~4 [E#EDEL, LEO lipid »HAAR
P AR, KEBCREL, BHOBRIL, SRic 2~3 0
MKEL, ket olborfvic, 1EBRCLE
lipid 3, HOKBREFELkho%k) 1ml 2 Ah, &
BT 60E/5r, 18, ZFRESVTRELC O,
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3,000 rpm T 15 4 (4°C) M@ LABER T\, KB
DEMFERENY, R—BIETT -7 M/15 BEeiE
BOHDOLD LB L, SREREZER L,

7. HEMEEREMRIE B EE B. subtilis PCI
219 % (BTFFER) 2AWCEEY » 7B X 0HE
disc 3T, LR DOWT, FOEWEMEE %
JE Lo

II. £ B K #&

1. WG

1) Sy OBE

a. half life : {k& 200g A48 DEF HEY: Wistar %
S v b+ 18 5~7 Ttic, KW-1062 o 5mg/kg % B
PR F 7 KBRS P EEST 8%, 10 43 15 4, 30 4, 60
BRIV 5 OMFENIRE R X O ESHRALH N IERE
T half life %, Tablel IRTER D TH 5,

half life 1%, mFPIMERE Tk 8.23 4 (iv) & X O
37.26 4y (im), %7, HANBE TIX 20.56 5 THD,

Z O O HEFRKIT 0.0842 ug/min (iv-1fn i PIEE)
¥ X U° 0.0185 pg/min (im-1f iF W E) 7t b *
0.0337 ug/min (im-FHANRE) Thot, Licdio
T, KW-1062 (X2 b F AL l, i, H
AREHCI D, THALMRIRIN S,

b. WBRASH: LRDOF v Pk T B BBERST
1%, Table2 310" Fig.l @ LdTEEHTH S,

1213 half life % La>-3H5H, #BIRAESEE T 10
S8 IOHRNESHEETIR 20 5 TORERBER, &
FRASIESTRE T, i > B0 > B> A > s T O
VIAREREE T3, BRE> M > 5B GEHEAL) >
fig> B > O IETH 5,

Tishb, Bk, BEAREIOLENBEID
EETHY, &, FERBERE LD TR,

2) <=VADEE

a. half life: 4% 20g ko ddN Z~v A 18
5~7 i, KW-1062 ¢ 5mg/kg 35 X O 10 mg/kg %

Table 1 Half life of KW-1062 in rats and mice

Elimination

Animal Route (nl?;/sﬁ 2) Fraction I(r;;g/arlrlﬂc:rn;') (,ug}:in) Hagillll)fe
i.v. 5 Serum 188. 80 0. 0842 8.23 0. 9863
Rat i.m. 5 Serum 41.51 0.0185 37.26 0. 8741
i.m. 5 Muscle 26. 05 0. 0337 20. 56 0.9905
i.m. 5 Serum 24,92 0. 0221 31.22 0. 9970
i.m. 5 Muscle 65. 22 0.0523 13.25 0.9116
Mouse i.m. 10 Serum 61.29 0.0238 29.00 0. 9996
i.m. 10 Muscle 75.23 0.0320 21. 66 0. 9995
s.C. 5 Serum 34.69 0.0303 22.80 0.9827
s.C. 10 Serum 84.22 0. 0379 18.24 0. 9661
Table 2 Distribution of KW-1062 in rats (5 mg/kg)
(ug/ml or g)
Route &ﬁe) Serum Liver Kidney Lung Muscle |Muscle (inj.)
10 90. 38 0.18 25. 20 2.74 0.56 -
15 51.88 0.38 19. 50 2.40 0.51 —
iy 20 30. 20 0.27 17.55 1.97 0.23 —
30 16. 60 0.30 16. 14 1.41 0.19 —
60 7.20 0.36 8.72 1.17 0.26 —
120 2.63 0.44 6. 69 1.06 0.16 —
10 45.19 0.33 23.91 5.09 1.73 22.28
15 53.09 0.31 31. 36 5.32 1.69 12. 80
20 29.16 0.50 32.58 4. 20 0.96 11.39
o 30 25.87 0.57 29. 87 3.29 0.72 9.45
60 18.12 0.38 10.12 2.44 0.50 4.59
120 5.80 0.32 4.52 0.80 0.37 0.41
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Fig. 1 Distribution of KW-1062 in rats (5 mg/kg)

— serum
—o0—kidney

ug/ml or g i.v. i.m. —o— lung
100 _ —0=—liver
—e— muscle
—x—muscle(inj.)
Half life 8.23min Half life 37.26min
10f L
Half life
—~—. 20.56 min
1+ L
£-N
%f—m\a\u
0.1 —— 1 1 1 L1 | L |
10 20 30 60 120 10 20 30 60 120
Time (min) Time (min)
Table 3 Distridution of KW-1062 in mice
(ug/ml or g)
5 mg/kg | 10 mg/kg
Route | Organ I e - - — e : :
10 20 30 60 (120min 10 20 | 30 60 120 min
Serum | 1917 16.72| 12.26  6.62  0.77 } 49.04 37.67 2946 1470  1.05
i | P |
Liver . 074 054! 050 050 032 116 0.74 0.52 0.48  0.35
_ ' Kidney | 28.95 17.68 | 14.08 18.55 11.50 36.73 | 65.68 27.68 33.11 16.04
1. m. 1 1 i | |
Lung 270 253 254 220 1.69 15.27 16.86 13.25 8.25  4.19
Muscle (inj.)  44.27 17.42 15.53 14.42  2.32 55.87  38.53 38.92 11.07  7.46
Muscle | 653 7.15 6.49 3.34| 242 7.41| 1L.73 1258 4.19 1.9
" Serum 2309 18.82 16.58  5.22  0.41 47.41| 40.03 36.40 7.60  1.46
Liver . 090 097 0.8/ 067 045 0.94 0.8 1.07| 080 0.25
s.c.  Kidney 29.39  42.56 36.67 37.81 6.79 | 55.30 | 78.42 44.44 | 37.04 | 15.57
| i [
Lung | 915 1102 10.90| 6.16 258 | 20.83 20.09 18.88 15.73 | 4.53
" Muscle 7.39 589 48| 440 420 911 7.86| 693 575 4.05
' Serum 1.3 1.34, 194 18 L1l 090 132 115 074 0.74
 Liver 0.39 | 0.58 ‘ 0.52| 0.47 0.37| 039 0.56 0.82 0.55 | 0.31
. Kidney 3.46, 4.09 4.24| 253 327 129 139, 128 208 253
| | | |
p.o.  Lung 3.37| 2.25 E 1.69| 450 1.14| 1.41, 1.89 1.42| 1.66 6 2.05
' Muscle 2.06 | 1.86| 1.47 \ 1.86 1.20 1.40 232 184 2.18 263
' Duodenum 2.31 ‘ 2.8 179 1.6l i 0.91 6.14 234 219 1..08 1.09
' Tleum 08| 142 130 0.8 3.22| 161 139 4909 28.21| 1.27
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KA & 7S Sl P, & % ik fRn el
#®, 1075, 20745, 30%F, 60 4;¥s X O 120 45 O ifiLiis ik
ik X ORGSR NS © o, half life (3 Table 1
CLdTERDTHSD,

half life (%, MifPEE <k 31.22 % (5 mg/kg-
im), 29.0 47 (10 mg/kg-im), 22.8 %} (5 mg/kg-sc)¥s
XU 18.24 43 (10 mg/kg-sc) 7o B ONC A NS T ik
13.25 4 (5 mg/kg-im) ¥ X O 21.66 4 (10 mg/kg-
im) Thb, ZOBEOWLABUE, Mns M §E T,
0.0221 xg/min (5 mg/kg-im), 0.0238 xg/min (10mg/
kg-im), 0.0303 ug/min (5 mg/kg-sc) %5 X 0% 0.0379
ag/min (10 mg/kg-sc) 7¢ & ONC A P T 0. 0523

ug/min (5 mg/kg-im) ¥ X ¢ 0.0320 #g/min (10mg/

kg-im) TH 5%,

Ll lowitizs v tOFrRELLBXRD L, 1ZIE R —F
[ TH B, half life T, FEHERIC X 54, #IRN<
KR <ANDIETH b, HERBIEE R R IFEMANT
HESRTH 5tco ok, HHRMICIXDZEIZLEAELRD
e -1,

— 7, FENR G OB O ML T, 10~120 570
B, 1.90~1.11 pug/ml T, EROFGEEEEC L,
BHESPCALL, Lich - T, BED SRR S iy
» -, half life B4 Lix Lieh - tco

b, EEANSAT D=7 A B 1T DRSNS A
1%, Table3 /i EkhThb, WSS X O
JFESHE oW R b, i NEEEELR, 10 4% peak
LUCHi U, BB BRI M YRS o £ huc bt
FIL, BT & 0 EETH 5 ik, Wb K E
TH -1

MIS NI 1343 half life 4 L3050 C OB AN
ARG, WIANTESRET, WA (S =B = iy
> > > BPBE, 3 X OV PSR T, B> i
> il > 5 A > O IE T 5 - 7.

—Ji, BENEGRETE, IMIEN S X O N,
10~120 FDORITIZ & A ELET B DR h 5T,

2. RSk

thdi 190g Rt o (R v Wistar 27 5 - 165
Ptic, KW-1062 o 5mg/kg # filiRINTTES 5 L0 5~
50 mg/kg % i W INTESHL, 0~30 4, 30 3 ~1 5,
1~2 W5RE, 2~4 W5, 4~8 HSlH]3s X OF 8~24 o Ji
rhgfiltiy, Tabled 1 3 d LR THDH, foks, 5H#
FARFECORIRE LT E LD T, PDHEEININC KA (1
i Lico L7eh o T, KERIRRERICTOREIZE R Len
>T1s

24 Wb ORI X, 61.55~77.39% THh b, ¥f
G O G RIC X 5 L Bbh b EiE, 3EAELD
Ao, HIRNTESHEE TR, 0~30 e, FRPNTEST
FETIL 0~2 BRI Zh Zh, FPEM o gkt x
RTuwb, LLans, #iko ks, KW-1062 7
HNTHRH SO T, 1313 30% Db DI, 24
DB Tsd0LE1bh5,

50mg/kg E NS L2 v P OKICOWT, kg2
v b7 Akh, (REMEO IOV THR L,

Fig. 2 Bioautograms of KW-1062
solvent ; CHClg : CH3OH : NH,OH=1:1:1
(bottom layer)

adsorbent ; Spot film (Tokyo Kasei)
test org.; B.subtilis PCI219

front

original

KW -1062
(10ug)

Rat urine

(2—4h)

Rat urine

(1—2h)

Rat urine

(0—1h)

Table 4 Excretion of KW-1062 into urine of rats

Bioassay (%)

Dose Route 0~0.5

4~8

(mg /ke) 0.5~1 1~2 ' 8~24 hrs | total
5 i v. 34.91 11.51 7.61 4.11 5.11 3.59 66. 84

5 i m. 13.06 12. 59 7.95  T.77 10.92 9.26 6155
10 i m. 872 | 13.42 1222 14.83  15.61 5.17 69. 97
25 i.m. 14.36 11.57 8.07  20.45 15. 56 7.38 77.39
m. 16. 27 6.84 70. 71

50 i.

16. 28

14.17

11.08
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Table 5 Migration of KW-1062 to fetuses of
rats (5 mg/kg, 2 hrs)

Table 7 Partition coefficients of KW-1062
(Bioassay)

i v. ‘ i.m. - Biolqg.ical Partition coeffitfients

Cord blood | sg/ml| 2.07:£0.030 | 1.63:£0.170 actVIty | CHCly/buffer | liPid(rat)/
serum  sg/ml| 0.83:+0.050 | 0.65:+0.081 2.0 6. 45 0.1937 0. 2600
kidney | #g/g | 0.05+0.015 trace 3.0 6.17 0.1356 0. 3740
Fetus| lung | 4g/g |0.12+£0.014 |  trace 4.0 6.12 0.1897 0. 2826
liver | uglg trace trace 5.0 6. 46 0.1739 0. 4072
drain | ug/g trace trace 5.5 6.25 0.1700 0. 4520
Amniotic fluid | #g/ml| 0.40:£0.050 | 0.41::0.051 6.0 6.28 02640 0 4500
‘ 6.5 7.42 0. 2391 0. 7840
Placenta L uglg l 1.04+0. 151 i 1.15+£0, 122 7.0 8.77 0.1822 0. 6851
Maternal serum 1 #g/ml ’ 3.11+0.150 } 4.43+0. 250 7.5 13.60 0- 4481 0.9160
8.0 13.90 0. 2888 0. 8740
C.b. /M.s. % 66. 55 36.79 8.5 12.95 0. 2620 0. 8800
F.s./M.s. % 26.69 14.67 9.0 13.40 0.2818 0. 8870
C.b. : Cord blood, F.s. : Fetal serum, M.s. : 9.7 13.00 0. 4280 0. 9340

Maternal serum

Fo VR OSul #BHELICARy b 740 a%, 2w
RARLAI AR =L B7vE=27=1:1:1 OFE
ZAWT, 10~18 KB LA DIt oWT, 4 42
RBIEE T, TORREMRIEGEEY RS, Fig.2 22D
— B ThHBo ML LTHW = KW-1062 o Rf 0.333
xt L, 0~2 BRIk, 1ER—MEBFLIES 2 &b
hio

3. MRfFARBTT

B RIEPR Wistar %5 » b, 1B 50, KW-1062
5mg/kg #REHIRP ¥ X KBEMEI P9 1 HESE, 2B
McoBEmiE KB BHn BEnE BEEES
IOEKANBES XOBTRIL, Tables itk
Th b,

FHRPIESRE T, BB > BAME > BRF I > 6K >
RIS BFBROIETHS v, HRAEHETH IR
FARFTH B2, RFESENBEIEBRETH -1 B
RIS IR & D b b R BITRIE, BHE LT 36.79
% (im) 3 X0t 66.55% (iv) 7x b O' e fA 7 Mg cik
14.67% (im) 35 X O' 26.69% (iv) THotzo LI H
- T, KW-1062 137 » M JAFANIBTT 528,

B.a/P.c. (lipid) #=0.9060
B.a/P.c. (CHCl) »=0.3801
P. c. ~CHCly/lipid #=0. 7492

ANIEET » tOZhI DD, SORERENADR
B E 7o\,

4. GHASZHCEETS 1, 2 ORFIROWT,

KW-1062 ORGSR D - & bEWEER S, M
EEALOFBE R XOFEAECOWTHRE L,

1) mEESLOEAE

FORMEEE (4°C) B XOFEENE @°C) Tk
L7 KW-1062 L e + M, vovmEsIOys 7
73 v L DA RREIX, Table6 KRTERDTH B,

KW-1062 © 10 ug/ml O il DEARIT, &
ORAERETIZ10.57% TH H, vyYIERS LTy~
TAT I VT 19.16% R LU 27.82% T, FD5H
DIRIF 30% DEEAMGEOMBEC X - T, EWFEHESE
EHETDIIDOTH oo HELXELT, FEENED
BERIE, BERRILRARL, FER X IE XD
30% THotco LiioT, KW-1062 121 EEE & iE
ETHN, FOBREIXEPD TAH 7t {, i ® Amino-
glycoside RIEWED L KMRA—EHATD 5, s,

Table 6 Binding of KW-1062 to serum protein

Ultrafiltration Equilibrated dialysis
Protein conc. (g/dl)
Binding (%) Recovery (%) Binding (%) Recovery (%)
Human plasma 7.0 10.57 + 1. 368 3.68+0.512 — -
Bovine serum 7.2 19.16+1.726 5.7340.433 6.78+0.935 1.70+0. 250
Bovine albumin 3.0 27.82+1.084 6.80+0.716 6.95+1.024 3.13+0.433
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BIBEEOHEEY 13, FYAMEE B X O PEETE
T, EMTATIVEIVOY Y TAT I v EDREEIRE
BHRHL, vOTATIVTREITAT I VOERIZ
BN, BEXNEWERRTEY, REDOERLA
—ﬁﬁf§oko

2) SEGHK

KW-1062 o lipid (5 v b) /B2 & % (pH2.0~
9.7) 33XV 7 v vk A JBEEEER (PH2.0~9.7) &
] 5 SEEHIE, Table7 Wi+ L b TH b,

pH 2.0~9.7 ToAM2EAEM, pH8.0~6.0 TIk
pH i3igtfI L TE T L, pH6.0~2.0 Tikizig—&E
THY, BEEXLDT pHB 0 oz hic kb, &
1§ 45% Licolco DELREITIE, Z DEMFAEREE
lipid (3 » b)/BEREER & ORTIE, JIEHBERAD
nich, 7w ekl s/ BREEKEOR TR LTLD
*Eﬁé%i%kfbhtﬁi)\o‘ﬁ:o

1. E£RE LTS

KW-1062 ©F » b3 XV~ 7 ATO EANENELR BE
L#o F » FTO half life 12 5mg/kg # FRPIESEE
T 8.23 5 ThYH, GM? 5mg/kg HIRMNIEHFED 6.85
BN, PR LBEANLbR, FOBDME
BRI KW-1062 i 0.0842 pg/min TH Y, GM D
0.0612 ug/min IZHH X, EWERZ LD L,

wZ, HAPNEHTFEOME AR E C o half life 1
37.26 58 X OVESHEAL T half life i 20.56 53 TH
D, HARESCI D ISBEREND Z M5 hdibh
2o

ERASMAL, mERNBE XV SEETHY, BEA
gL, R EL oL ORALRCI B ¥ iy
Too Th B OBUFEIE, Btk KW-1062 % fv Ao REfE
B LI —FH LT3,

—F, YV ATOHANENE X K TEHFFEO
half life 3 XOMERBIE, 7 » FOXhiz i EMU
LTW5, BERC X ZRINOR XX, HIRNESRE>
ETESE>SGRNEHBEOIETH Y, bk, BEE
% 5~10mg/kg & LW, MEBERNEES XOHHENE
FEL, peak fETIY, BIERFBCHALTHL, L
Lichib, EOREHTIE, OEAR S X O BENEE
12, BROIERABEFTLLN, HELMTEETD
slo LT, BEND ORI & T IWE
5 hdibitice

5 v FPRBPEE Y, 5~50mg/kg HEFIRAES TR
IOWAREHBEOVLTHER\WTD, 131F 70% TH
b, B#EEDHVIHEERIC X 5EZEZSRD 5T,
OB, WERIESHTEN (EIRPEHTETIZ 0~30
5, B LIOHRAERETIE 0~2 Bt h b,

F v MRFPREMEDOIERL, Zewvki A &)
—V i BT vE=7=1:1:1 (FE) #BH# & L
WEI7v~ 7 ahbIIHE R T, RAEOELH
KIEE® 5 X OBFIBEBI O D i X o T HE S h
Twb,

F v FIEFABITR (28RE) 3, BEmEREE
D XY, BE#HmhEET 66.55% (iv) ¥ X U8 36.79
% (im) 7cH U BRFMEPIRE T 26.69% (iv) X
W 14.67% (im) THhoteo TDE, BIFEEREES
I OFERABEXMEETH - 7,

HRERCECEIEY b ofiEERS L OFAIL, Ebh
HTHL, &l v bFLOEARIZ10.57% TH 5
DL, vMmiETIE1.16% THH, BEEC X HE
BROMENLONI, 2D XD, HAERIMEL, *
fo, BWEDZLNAEFER, HMEBEOWIEIC X 5H
& LRA—EHRATH 5,

lipid (7 v b)/BEEEET 35 X 07 » vk A /B
BEWC KT 5 SRR, FhFR0.26~0.934 3% X
T 0.1356~0.4481 T, \»Thd 1.0 IFTHY, FiEd
BB D B TH BRIBEME DA NED 5 pibh 523, lipid
(3 v V)/BBER T, pH 2B B, SEHERK
3 1.0 WE S\ oo

DEoHEsEXh, KW-1062137 » B X<V AT,
BARNEHTISRIRZh, M5 HEAE Tl
KT 50, BIROFEZTEIRMES > TS > HRHA
FHOIETH Y, MEBERNEES XOEENEER, &5
BRISHOIL, mEREET D NERRNEEEE
ThHoto —F, AL XABIUIEDSTH 100

RehBEitER (24 BERE) 2T 0% TH Y, F0BF
EXEY (2BH) cdtIhic, 7 v FEPR, KRB
WEIER S high 5o

7 v MRFABITER (BHMEMENIEE & © [h-2 B)
X 36.79~66.55% THholco FDEE, FAFEEPIEE
BEDLDTEETH 1o MIFEELDOHEERE, € b
M¥ET 10.57% TH b, VLM TIE 19.16% THH
lipid i35 4EEFIL 1.0 LTFTH Y, pH 2L
T2 ESEARED 1.0 CED 7,

X 5N
1) WY, WEETF, BREE, RAeKE : Ami-
noglycoside RyFi4M'E : KW-1062 g+ 53

BEOTE H1/; —REEFER.
Chemotherapy 25 : 1851~1862, 1977

2) FEAEM, PERIET: MEMEIFH T 5 &
RIB%E, s tnBErhiie H 18 Gen-
tamicin & Sulbenicillin 35 X ¢ Cephacetril ®
12 %\, Jap. J. Antibiotics 29 : 1019~1034,
1976

3) WAERX: HAMEOLEENBIRCE T 2 LR
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WHE H1E NEEH L OEAR OV T, 6) BB %, hl—R, BHEAEE, BHEE, BN
Chemotherapy 21 : 38~44, 1973 - ' BEsg, IZMEE, KB i, RBEAR, ZIUER,

4) tk#E T, TAHE, BHAER AEHEKX: Ami- KEBTF, AIUERK : ABHEKIC I35 KW-1062
noglycoside RiL4EMHE KW-1062 O iER, DOHE S, WIR - HE, B X OERIGH
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PHARMACOLOGICAL STUDIES ON KW-1062, AN
AMINOGLYCOSIDE ANTIBIOTIC
II. DISTRIBUTION, FATE AND EXCRETION

Harvue Aratani, Yasumitsu Yamanaxka, Hipekr Tateisar and Suizuko Kono
Department of Pharmacology, Hiroshima University, School of Medicine

Hiroshima, Japan

Distribution, fate and excretion of KW-1062, a new aminoglycoside antibiotic, were investigated
in rats and mice. When rats were intravenously and intramuscularly injected KW-1062 at a
dose of 5mg/kg, biological half lives were 8.23 and 37.26 min, respectively. The biological half life
of KW-1062 in the injected site of muscle was 20.56 min. KW-1062 was well absorbed from muscle
and rapidly eliminated from blood. The serum level and organ levels were proportionally increased
with the doses applied, and all organ levels were lower than the serum level. KW-1062 was hardly
_ absorbed from intestine. The total amount excreted in 24 hr urine of the rat was 70% of the
injected amount. The cord blood levels were 36.79 to 66.55% of maternal serum levels in the pregnant
rats. The fetal organ levels were very low. Approximately 10.57 and 19.16% of KW-1062 were
bound to human plasma and to bovine serum, respectively. '



