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5y MICANEE Y (20mg/kg) Lz KW-1070 i3 55 fh b 22t BZIREh, 15 2
G rRME 30 ng/ml At LU MR 30 S Th ot ¥ B EDMICLF DX
MU, & KT HLEE~ DO— B DDA H T 36\ T MBI IC L LRIES B, 104D
SRR 5. 4 B & EHEITH - 1o EHHIBIKILIRTH b 48B5M ¥ TIo KB R S h B

thd B IR Bh PN RS TED » 72,

xecELE, b KW-1070 % 100mg/kg S5ARAERE

Lt 2 X ORE Y v R ORI RE SR L% 4McBbh, 22ug/ml iRLI, Z0OLE
DEMFALRME 6. 8 BRI Tlih DM M 50 L bl hEh ot
LL skt KW-1070 04 kBRI MO 7 ¢ 7 RIHERAEHR E—H LT 1,

KW-1070 (fortimicin) i3 Micromonospora olivoa-
sterospora =X b EEXh, HLW7 ¢/ RBGERN
EMBETHBY, KEML Figl oLER#EIZ LD
77 AEHRECRCHENYTL, KHEOHE A~
7 b R,

HABBC O W TRAEGES®RC I 2RNER»T T
BEZHRTWB2Y, §EH, EFELX KW-1070 5~
F (M0 xAVTRIR, 41, Btk X URPREHO
HEXREL oo ¥ HENKX amikacin X Y EET
bh, EBREECOVWTLIRITHRBIRLET /R
EERAEDEOFTRRIF V- LRESA TV 2%,
rZCBEYE AEFBEZCMELTT » PEBTIEAN
OBfTH, FThEerty ST AIREFY v ANOBFT
HT oW THBREL o

Fig.1 Structure of KW-1070 and its
derivatives
KW-1070 (FM-A) : R=COCH,NH,, R’=H
FM-B:R=H,R'=H

iso FM-A : R=H, R’=COCH;NH,
*Site of radioactivity
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1. KW-1070 Es&0HE

BC-KW-1070 2 BA LI X > THEBAR X h, K
st 1.84uCi/mg Hffi, HEHMLFHOME 96%, ILF
BIMEE 96% DL DOXHERA Lico, TDL¥KRE L HRE
hitc “C ofif@% Fig.l WL,

2. BERBEORAUR IVEEHE

AR, 476, HRfERCIIHBSHEEA 0.2 4Ci/mg )
flit?ssd X5 k@ “C-KW-1070 *HFR L, i+
-5 757 4 —Bicit 1.8uCi/mg fHffio 0%
ZO¥EEHARIKCER LI, REY v BITEZ
B T2 KW-1070 (583mg Affi/g) %4t BEBARCE
L 175mg Hifi/ml L5 X5 R/B LI, BR, 7
1, BEtERC kT, B5 8 20mg fifi/ke, BF
) v ABTHERIC K TiRik 5 & 100meg Jffi/ke T
EHEABREICH 0.2ml HHHARESH L,

3. AN

RUR, 475, HRlERL Wistar BT » +, #
H 200+10g DL 0% 1 FHSEHER Lic, £ERIH
@ UT, BYRBEOBRRSH LAY BlcsLTH
F L,

ME U v BTHERCIL Hartley REAEEENE £V
£, POHKE 350g TEARHOER L O¥—F3
e LTHERLR,

4 MR

BIR, 4, BEERCH W TREYREHE, 5 15
30 2 1, 2. 4, 6, 24, 48, 72 BSRcMiEERMmL, B
BREEY T o700 MBI~ Y vAEL, 15i3%0
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rMEY P ERERREMIC Lo bR b= — 7 A REE
Te, BBL, OBEDE XD~ Y AUH LI ESHE
TR LSEOHE L THB, AEY v, MR
goELE, FOEHELYIN LEZEXVMLTELRD
FEERYREE L. PHERNALA Y vy RIRT
Bicsd, AEEIVEFXYER LAV IAZA
hp B2 L EEEE T T, At vy PERAV
T, ¥RLE, HEREFRRT L, BREMNO* + €
59 —#35 2% (0.4mm¢px10cm) T D IR X
HRIRERE S Y v AL, TAa—A 5 vy T THE
Lo SHLREARIVARKCE v €7 Y —FTHER
Y v EERRULEHEL, BEEMEREAKE L,

5. BEiER

REIUCHIEHRER, KRHr-—CTHEELI,
Rix 0~6, 6~12, 12~48 F¥fE]Z &0 k& T TEHRIRL,
HIEENFHERERR E Lic, BHHZS » b2=—7F
AREBTCBBEL, T =2 v — v 2 v RT LIS
¥RE LeOb, F—-r<wvr—v RETE LKBRER
%, LROFETEYLEEK 0~6, 6~12, 12~48FF
M &R LAERARE L,

6. BstEDORE

M4, RicX OXKBEERETIED 0.2ml 2EE +
yrvFvvFr—2— (rY bv X-100: b L= v
1:3, DPO 6g/l) 7Tml AL, BEFM 0.3ml %
GMBERERGE S vF v—va v hy v x— (Aloka
LSC-653) = X » TAKRFBOBHELIE Lic, Wiz
FIZOWTIE, 100~200mg ¥ FREBEF v T Lt %
v ¥4 —(Aloka ASC-111) X hMB L A+ v
%y vFvr—x— (POPOP 0.4g, DPO 4g, »+7 %
v 100g, A= 150ml L0842 %7 - 100ml 1=
CHFHvEMLT 1,000ml £33) 15ml wEMR L
T, AREOFER X HESELRIE Lic, MK, HIE
HEYL 0.2~0.5ml BRI LIGA ¥ 8, HHE,
YYTINFFRY LA - I D EROFETAR LI,

7. REF—+FOASTT 4 —

EYREHE, 1, 4, 24 BREICKBRIEX®, F51741
A-7+4 b VEEDTHE Lo ARBLET 3% X0t
8% IrFxvrFrerm—RTLhABL, HES
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7y AN, bRTHESSEHEOG LB XD
ERR I N 2§ O

8. Ry o

WC-HE) KW-1070 #r5.4%, 0~6 35 XU° 0~24 IRih]
DERICOWTIRPFRMY OH A W7o, R 10ml %
TIEAMERSS 1 4 v A AR TRC-50 (NH,*) 20ml 23§
I 100ml DKIZL Y H 7 & TRk IN7vE=
77K 100ml © “C-KW-1070 % X 0°% o A8 % i
TRl BohiEERM 2ml ¥ TRET CRMAL
Bk T pH3 & L1, T DEWE Y A7 v—1F
(Merck #t#4, Kieselgel 60) Eic 2+, + CHCly:
iso-ProOH : conc. NH,OH 1:2:1,v/v) OEHERTR
Mg, 7r7a® (myva i) THXRBEIEAH
v PENE L D BGHEDRER T8> 10

9. FUAMALI)T 9t

=A%, PO LRR Lol KW-1070 S HH Y v
s KW-1070 (2 RA LR LIF A1 L7 T

A B TER L,
II. ® B8 # R
1. Mu¥EhiRE

5 » MiT MC-KW-1070 ¥4 Lic & & Of#f-hiRE
% Table1 3 X0 Fig.2 Rl #E5#, 3T
Ze BRI TV IEHREY R L, RiMik+H
BEZHES 15~30 Sicik bh, EHEAERRI
29.3 4, WHEEEEE (KD i3 2.4x102min~?, Zuh»
T oNHEE (Vo) 1x 460ml/kg ThHoToo

2. BBASH

LB PRSTEE O BRSZE by Table 1l wiRLi, ¥

Fig.2 Plasma levels of *C-KW-1070 in
rats administered 20mg/kg i. m.
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Table 1 Distribution of **C-KW-1070 in various tissues of rats administered 20 mg/kg i.m.

Concentration® (ug/g or ml)

Tissue 5 min 15 min 30 min 1hr 2hr

Blood 16.52  3.06 16.50t 2.61 15.10+ 0.66 7.94% 0.66 152+ 0.27
Plasma 20.83% 5.44 30.13+ 2. 14 26.66+ 1.05 13.99+ 1.53 260+ 0.44
Brain 118t 0.34 2.18¢ 0.39 1.92+ 0.26 1.41+ 0.48 0.31+ 0.09
Eyes 3.89+ 1.15 6.85+ 0.99 461 1.27 468+ 0.85 1L15% 0.2
Thymus 4.30t 0.93 6.18t 1.29 512+ 019 4.92+ 0.96 .07t 0.23
Heart 6.28% 1.12 7.61+ 0.93 7.12¢ 0.38 4.02x 0.32 0.87 0.13
Lung 1412+ 4.73 9.49% 1.65 18.72t 4.16 6.85x 1,10 2.08 0.19
Liver 3.3+ 1.43 6.60+ 0.51 5.34t 0.26 310+ 0.30 1.58+ 0.33
Kidney 35.58+ 9.19 81.82+ 7.47 190.03+ 53. 86 65.68+ 13.66 73.84+ 37
Adrenal gland 6.23+ 2.23 6.66x 139 26.05+ 4.27 12.96+ 4.9 3.76+ 1.05
Spleen 2,95+ 0.64 7.02+ 0.64 14.14+ 2.50 6.99% 2.12 2.48+ L 19
Testis 1.372 0.52 3.00+ 0.36 4.37t 0.64 3.35¢ 0.71 0.68= 0.05
Muscle 3.63+ 1.48 3.70+ 0.89 3.67t 0.46 3.04+ 0.74 0.61+ 0.10
Skin 2.74% 0.42 8.42+ 2.16 9.32¢t 0.72 7.69+ 1.93 2.48% 0.55
Bone 4.40t 0.92 3.02+ 0.31 4.95+ 0.63 427 1.00 L21+ 0.39
Stomach 2.44% 0.72 3.76+ 0.47 4.93+ 0.73 3.45+ 0 ¢l L79= 0.29
Small intestine 7.22+ 2.18 12.68+ 2.60 16.53+ 4.74 10.62+ 3.84 .92+ L70
Large intestine 4.49+ 1.30 5.15+ 0.93 12.29+ 524 5.89%~ 2.70 3.32+ 1.78
Caecum 2.76+ 1.72 3.95+ 1.17 3.15+ 0.74 3.20= 1.28 174 0.4
Content in stomach** 0.10+ 0.04 0.16+ 0.08 0.22+ 0.04 0.09+ 0.01 0.05+ 0.02
Cont. in small intestine** 0.34+ 0.09 0.59+ 0.04 1.16+ 0.64 0.63t 0.19 0.94+ 0.22
Cont. in large intestine** 0.14+ 0.09 0.33+ 0.08 0.36+ 0.20 0.32+ 0.44 0.10= 0.06
Cont. in caecum*®* 0.16+ 0.05 0.40+ 0.03 0.62+ 0.18 0.26x 0.11 0.12= 0.03
Site of administration 267.54+138.05 | 111.10+ 55.31 47.10%+ 15.02 19.37+ 10.71 6.21+ 3.21

4hr 6 hr 24 hr 45 hr 72hr

Blood 0.10+ 0.05 0.16x 0.08 0.08+ 0.04 0.04+ 0.05 0.06+ 0.02
Plasma 0.24+ 0.09 0.39+ 0.11 0.04+ 0.03 0.05+ 0.02 0.04+ 0.03
Brain 0.13+ 0.02 0.09+ 0.01 0.05t 0.02 0.04= 0.02 0.05+ 0.02
Eyes 0.24+ 0.15 0.50+ 0.19 0.32+ 0.10 0.20= 0.09 0.20+ 0.14
Thymus 0.41%+ 0.08 0.43f 0.12 0.26+ 0.04 0.26= 0.05 0.27= 0.05
Heart 0.26+ 0.04 0.23+ 0.04 0.19+ 0.08 0.18= 0.06 0.20+ 0.10
Lung 0.72+ 0.09 0.66xt 0.07 0.43+ 0.09 0.40+ 0.10 0.42+ 0.08
Liver 1.26x 0.15 1.35+ 020 0.62+ 0.07 0.58+ 0.12 0.60+ 0.08
Kidney 71.04+ 8.77 76.62+ 9.46 74.82+ 6.00 64.02+= 8.70 56.30+ 6.00
Adrenal gland 3.87T+ 1.37 2.23+ 1.80 1.11+ 0.59 3.40+ 2.51 2.22+ 0.4
Spleen 1.7+ 0.75 1.29+ 0.41 1.24+ 0.42 1.18+ 0.22 1.30+ 0.50
Testis 0.28+ 0.08 0.28+ 0.05 0.23+ 0.02 0.18+ 0.07 0.13+ 0.02
Muscle 0.20+ 0.09 0.17+ 0.06 0.11+ 0.06 0.08+ 0.02 0.13+ 0.09
Skin 0.86+ 0.17 0.92+ 0.20 0.63+ 0.08 0.58+ 0.18 0.50+ 0.11
Bone 0.68+ 0.31 0.52+ 0.11 0.51+ 0.30 0.50+ 0.20 0.40+ 0.13
Stomach 0.74%+ 0.18 2.21+ 1.34 0.57+ 0.23 0.36+ 0.15 0.24%+ 0.04
Small intestine 4.78+ 1.61 2.31+ 0.73 1.10+ 0.29 0.84+ 0.56 0.42+ 0.05
Large intestine 2.33+ 0.8 3.04+ 0.84 2.05& 0.58 1.36+ 0.67 0.64+ 0.10
Caecum 3.34+ 0.70 6.46+ 0.94 2.43x 1.24 1.05+ 0.77 0.54x 0.19
Content in stomach** 0.05+ 0.04 0.07+ 0.03 0.00+ 0.01 0.00+ 0.01 0.08+ 0.10
Cont. in small intestine** 0.24+ 0.05 0.19+ 0.10 0.11+ 0.05 0.05+ 0.03 0.03+ 0.02
Cont. in large intestine** 0.06+ 0.05 0.16+ 0.11 0.14+ 0.04 0.08+ 0.07 0.14= 0.09
Cont. in caecum®* 0.48%+ 0.17 1.81+ 0.81 0.52+ 0.29 0.26+ 0.16 0.11+ 0.05
Site of administration 2.42+ 161 1.79+ 1.52 3.08+ 2.80 0.39+ 0.29 2.2+ 174

* Mean+S.D., ** The values are expressed as percent of dose (%).
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Fig.3 Concentrotion of *C-KW-1070 in
the kidney of rats administered 20
mg/kg i.m.
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Rl Utco TSI\ TIRIB DO I LE R 1E 12
DL, FOMA&L B N (T 1k 5.4
BTt otee SMLBEMNC (AT 2 KB btk 0.5
BEHABKTE Gt 2.4% THotce “C-KW-1070
T, MW LIt B0 A~ b0+ 7T T 4 —
% Figd 12t Ute, #eb8k LIRS, BE,
W WA~ BR, OB I B RAE
Pighote, 4NN TEBLIT s <, MR 4 gt
MEM A BT, 24 B A DOLMBL T b
DR DI BHBEDIR & A A% LTu i,

5. i Qi o Mk

W 5. 0~6 NN EIR L £ Rep A3 %E TLC
LTRBA LI & 2 OBSEN % Fig. 5 iR LT, RE
{tthThs KW-1070 LR U Ry fHICIZITHE— D A H
v PERBD O, 24 MM E CIREIR X RIC DWW T
b ARRDER 870

Fig.4 Autoradiograms showing the distribution of radioactivity in
sections taken from the left side of male rats after intramus-
cular administration of 20mg/kg of “C-KW-1070, (a) 1 hr.

(b) 4 hr. (c) 24 hr.
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Fig.5 Thinlayer chromatogram of urine of
rat (0~6hr.) Solvent : CHCly : iso-proO
H:conc-NH,OH (1:2:1, by volume) Plate:
Kieselgel 60 (Merck) Samplse (urine)
was treated with IRC-50 (NH ")

601

40+

20

Radioactivity

Origin Front

- t

@
KW-1070 M B
977 0.6%

Table 2 Urinary, biliary and faecal excretion of

HMC.KW-1070 in rats administered i.m.

Time (hr.)

0~6 | 6~12 |12~24 | 24~48 | Total
@ Urinary 79.3 7.7 2.1 3.2 92.5
S excretion| +6.4 | +£3.3 | £1.1 | £1.4 | £3.4
S |Biliary | 0.26 | 0.03 | 0.02 0.31
§§ excretion| +0.24 | +£0.01 | £0.01 | 3¢ | +0.24
5 |Faecal 10 18 | 1.3 | 41
A excretion +0.6 +0.5 | £0.4 | £0.6

6. ELE, PCEBTAAFY vABITH

A%, iz KW-1070 100mg/kg # A5AIPITES L
- L X OMETRE, 3IUANEY v EY Table3
VR Ut MMAEREE S 1 BRI — 71T L
141.3ug/ml R L1, ¥ — 7 BaETHEL, HERF
B (T, (& 48min, ZpFoRmEHE (Vo) &L
T 270ml/kg #{Btc, i, WEHY v EPRER,
BEARBRBICE - 7ITEL, 0L & DORGRER
22.0ug/ml T, HEERY (Ty2) 2 6.8 hr TH-
1o

I11. = ®

KW-1070 %5 Lo, MR 5HAA:
SECHCRINE N T, 1570 ICE&EMERIRE 30ug/
mlizE L, LSEwEEEE (T 29.3 7 THK
Lo 20X 5 iclishBiEix o 7 3 2 RS RIAED

M iF—H LTt E 1, ZMAFORYREND,
5, MictsiFn~= b+ 2y, M 49.5% ZRAV-ThE
WisrhefE i 5 KW-1070 0B EZRD D L, #
1.4 16 4T 92.2%, 1I5MT 89.0% &7ch, ¥pho
J o e AE(E T B 2 LR ERTS, ThIL to-
bramycin®, sagamicin'® (& TL BEERTWV3,

MW < oMz, KW-1070 2K 2L, i
Wl e icid Ltc, @84+ — 524 77 A kTitk
st A bt b+ 5 KB~ O H RN ED DBIINE
HHND NI Hish THES, AN T IX A i)
OWYHEL % Lz, =D X 57 Bi4us sagamicin i
BT LABR, 7§/ MG RIIAEHA L STRED
W THOMY L o BB DA+ G ERETHT
e G RIS X, ) el hiBRErRT1
o@%’é(&l&%x bhd,

7 i BRI E I I HER Y RT L Xl
STV BN, KW-1070 1 28I % THRIAT
VB 7 REEARITAENEA O 5 b RLATEELE
¢, ribostamycin L[E%L LIS BETHH LS
hTuwaY, 71/ REEREDE O FESGE
B IV A FBORMEIERTHL N HEARORE
RS T EN LI > TV DD, REY v &Y
N LR OB L NEEME & OBAEZR<LD
CHE Y v SRR EE R BIE LTc, KW-1070, 100mg/
kg ¥ T E ., b ICHAARYS 4BR%RCEOARE
) v igchiREE 22 ug/ml (X gentamicin (100 mg/kg,
19ug/ml) X b %<, amikacin (50mg/kg, 27ug/
ml) I hi{Eh - 7op, KW-1070 O ¥ MM 6. 85F
Rz, FXFE%Fl TR TV-5 gentamicin O 11
Bl W EVETHD, LrL, BIOERTIT genta
micin T2\ T4 M 8 B5RY (100mg/kg i.m. %
rx., P)LBLRTE D, ¥ 1- gentamicin X HEE
HED{EL - gentamicin C, (IRHFY v AP EECE
VT gentamicin EEAL\LZ L LBMEIR TS,
Lttt THE SR RA S5 BETHREY V<]
iSRS R, HAERMO M & RpICHT R
GRIHLEFLTHREIRLLOLELLRD, TL
<, MECRT D BRI &= ST, ) VE

Table 3 Plasma and perilymph levels of KW-1070 in guinea pigs administered 100 mg/kg i.m.

Time (hr.) Concentration (ug/ml)*
Tissue 1 2 4 6 8 16 24 48
141.3 83.6 9.9 3.3 0
1 . . 40 0.06 0. 0.04
Plasma +12.3 +12.2 +1.6 +0.6 +0.02 +0.01 :0981 +0.01
. 9.13 11.07 22.00 12.38
P . 6.27 3.11 . 0.10
erilymph +3.13 +1.86 +8.49 +4.12 +0.72 +0.83 -_-*_10.5'{8 +0.03

* Mean +S.D.
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ESLBDEINRTWBDT, EYOBHRMES, B
EFECEYOBATOFERBIC L > THEIID L
DEBbh3d, TOX5LBEOKBNEI AT KT
HLARR 7 EBERAAHEOBFHHIBEMD
BENOECE S LEREND,

i 3

WEY v ~BAERYHEREC B RAFEERR

B¥EERETEEHRFEIRBRHLET,

X k

1) NARA, T.; M.YaMaMoTo, 1. KAawamoTo, K.
TKAYANA, R.OKACHI, S.TAKASAWA, T.SATO
& S.SATO: Fortimicins A and B, new ami-
noglycoside antibiotics. I. Production organ-
ism, fermentation and biolobical properties
of fortimicins. J. Antibiotics 30 : 533~540,
1977

2) OKACHLR.; S.TAKASAWA, T.SATO, S.SATO,
M. YAMAMOTO, I. KAWAMOTO & T.NARA: For-
timicins A and B, new aminoglycoside anti-
biotics II. Isolation, Physico-chemical and
chromatographic properties. J. Antibiotics
30 : 541~551, 1977

3) GIROLAMI R.S. & J.M.STAMM: Fortimicin
A and B, new aminoglycoside antibiotics.
N. In vitro study of fortimicin A compared
with other aminoglycosides. J. Antibiotics
30 : 564~570, 1977

4) EGAN,R.S.; R. S. STANASZEK, M. CIROVIC, S.
L. MULLER, J. TADANIER, J. R. MARTIN, P.CoOL-
LUM, A.W.GOLDSTEIN, R.L.DE VAULT, A.C.
SINCLAIR, E.E. FAGER & L. A. MITSCHER: For-
timicins A and B, new aminoglycoside anti-

5

6

7

8

9

10)

1D

12)

13)

14)

15)
16)

17)

18)

19)

20)

biotics. III. Structural identification. J. An-
tibiotics 80 : 552~563, 1977

% 28 [l B ARALERE¥ L, HE Vv Hov 4]
KW-1070, 1980

St =, #IRE, EMfE AERMK: KW
-1070 DREBBIHIZ 313 BRIL, FHid X U Bk
iz 2o\ T, Chemotherapy 29 S-2:176~181,
1981

OKUMURA, S.; T.DEGUCHI and H. MARUMO :
Biosynthetic incorporation of methyl groups
into fortimicins. J. Antibiotics 34 : 1360~1362,
1981

miEE HOABE, A7EMXK : *H-Fortimicins
DFLA AL Ty« 1, Jap. ]J. Antibiotics
33 :1125~1128, 1980

B, HMmMA, AT#HHE : Tobramycin
AR, BEM, S, M, B2, “C-EH To-
bramycin & X 38 %, Chemotherapy 23 : 900
~907, 1975

BHBE, ¥IRE, RAEH HOBRE: KW-
1062 Bk ORI - 457 - HEitt, Chemotherapy
25 : 1880~1887, 1977

KEER: 7 1 /VEEERAYE RN,
BFES 32 : 1540~1549, 1977

MATSUOKA, H.; M. SUzZuk], Y. ToyopA, K. Na-
KAMA & H. Takenaka: Quantitative evalua-
tion of streptomycin toxicity on the vesti-
bular sensory epithelia Relationship be-
tween function and histological changes.
Proc. Barany Society : 410~414, 1975
KEES  HEHEEOREMF» O R EBEN
XHo BFIFEZHF 21:968~979, 1979
FEDERSPIL, P.; W.SCHATZLE & E. TIESLER:
Pharmacokinetical, histological and histo-
chemical investigation on the ototoxicity of
gentamicin, tobramycin and amikacin. Arch.
Oto-Rhino-Laryng. 217 : 147~166, 1977
BHMBE, HARE: kREx data

Fox,K.E.; R.E.BRUMMETT, R.BROWN & D.
HIMES: A comparative study of the ototo-
xicity of gentamicin and gentamicin C,.
Arch. Otolaryngol. 106 : 44~49, 1980
DEGUCHL, T.; A.ISHII & M. TANAKA: Binding
of aminoglycoside antibiotics to acidic muco-
polysaccharide. J. Antibiotics 31 : 150~155,
1978

SCHACHT, J.: Isolation of an aminoglycoside
receptor from guinea pig inner ear tissues
and kidney. Arch. Oto-Rhino-Laryng. 224 :
129~134, 1979

ALEXANDER, A. M.; I.GONDA, E.S.HARPUR &
J.B. KAYES: Interaction of aminoglycoside
antibiotics with phospholipid liposomes stud-
ied by microelectrophoresis. J. Antibiotics
32 : 504~510 1979

LurT, F.C.; V.PATEL, M.N. YUM & S.A.



188

CHEMOTHERAPY

KLEIT: Experimental aminoglycoside nephro-

OCT. 1981

—

1979

toxicity. J. Label. Clin. Med. 86 : 213~220, 24) SILVERBLATT, F.J. & S. KUEHN: Autoradip-

1975 grasphy of gentamicin uptake by the rat pro
21) MHEENMF, wERY), KEFR—LL: Sisomicin ximal tuble cell. Kidbey International 15:

DIY A, Fy b, 12UBFEIRIR, HM B 335~345, 1979

ite Jap. J. Antibiotics 32 : 312~324, 1979 25) TULKENS,P. & A.TROUET: The uptake and
22) kM M, JLTEMEK : KW-1062 7 ., b M5 intracellular accumulation of aminoglycoside

B ORIN, <A, Chemotherapy 25 - 1875 antibiotics in lysosomes of cultured rat fibro

~1879, 1977 blasts. Biochem. Pharmacol. 27:415~424,
23) KUHAR, M.J.; L.L. MAK & P.S.LIETMAN: 1977

Autoradiographic localization of *H-Gentami- 26) Kosek, J.C.; R.J. MAZZE & M.]J. COusINs:

Biosynthesized *C-KW-1070, a new aminoglycoside antibiotics,

cin in the proximal renal tubules of mice.
Antimicr Agents & Chemoth. 15:131~133,

Nephrotoxicity of Gentamicin. Lab. Invest.
30 : 48~57, 1974

THE PHYSIOLOGICAL DISPOSITION OF C-KW-1070

AkiNnoBu INoue, Suyuzo Oxkumura, TakasHt DecucHi

and Hiroruto Marumo

Pharmaceuticals Research Laboratory, Kyowa Hakko Kogyo Co., Ltd.

was administered intramuscularly

in rats (20mg/kg), and absorption, distribution and excretion have been studied.

UC-KW-1070 was rapidly absorbed from the administration site to show the highest plasma level
of 30pg/ml at 15 min., and was eliminated with a biological half life of 30 minutes.

The drug was highly distributed in cartilageous tissues and was mostly eliminated in 4 hours. The
radioactivity was localized at the kidney cortex for long period with a biological half life of approxi-

mately 5.4 days.

small.
No metabolite nor degradation product was found in the ruine collected for 6 hours.

Transfer of KW-1070 into the perilymph in guinea pigs has been also investigated.

HC-KW-1070 was exclusively excreted into urine and biliary excretion was very

4C-KW-1070

showed the highest level (22.0ug/ml) in the perilymph of guinea pigs at 4 hours after administration
(100mg/kg, im) and was eliminated with a biological half life of 6.8 hours, which was much longer
than plasma elimination half life of 50 minutes, estimated simultaneously.



