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I. RRCKTIRBHICONT

1. ERBitkls JUHE

1) KW-1070 : BB TRt L h B X0
7-¥382 8 Lot. 2 F 015 EH, 1) 200mg (Hffi) 0¥
KEEH LTW530% 100mg/ml Ligd X5 Y
KTHERL TRV,

2) AMK: EAEHEKRASH L VHREIhTV51
¥k 100mg (Hffi) OBKREZER LTV 5 D% &H
KT 1ml b X5 EHLTHAVWG

fhE 2.2~2.8kg DHBREYR b ] DAL TH
FL, 3P 1IPHLLT, T X5 4FT, 10
HRE#EB KW-1070 ¢ AMK DY 1778 » 1,

1) KW-1070 : 150mg (Fifffi)/ke/B HHIERF

2) AMK : 150mg(Afifi)/ke/ A BHERF

3) KW-1070 : 300mg(F3fffi)/ke/ B A ER

4) AMK : 300mg(FIfffi)/ke/ B #HERF

Zhb 4 BTOWT, TROEHEYHERE L1,

1) #ELEH: ER—ERXICGEYRIEL, TOF
Bx A&t

2) RETR : ESBEBRTIAOEHKT 1 HE F TO1

EMEAREYHEL, Hemacombistix ¥A\T&EH
R & MR DK E B,

3) MiE7v7F=:EHAKE, EHMKS 10
B CEBR,»EBIR, oML, JE L,

4) FHESKE : 4% 10 BECEROGHE L Hlt
L, ¥08HK% 10% wr<=y vHETEEL, HE %
XU PAS Hufar L, XEBEYBELI,

2. FEBRIK

1) KW-1070 150 mg/kg f5i:%E

Fig.1 EMD X5, AhERZ2ATEE LN ORY
L, 1 \FTREAETEEN T, BAREMRIZE
LAFHBRET, MFs7v7F=voEEOLERLAD
nishotc, BEKE T, L 252 H0EMFHE
LMoz, BAxnabh, ¥, RATECH
SABRAREENRTWBEZAL D1,

2) AMK 150mg/kg f5ER

Fig.1 Ao X 51, ik hEE 2 {TEELND
BAL, 1 HATREALEERN oh -1, BARELMEK
HECHBRT, nEs7v7F=v0REDOLERLAD
hich oo, BEAKE T, ENRAE EEEROB:
Zefaft, BAhrAbh, Z< FHicRATRCy 5 ARA
BEYZEDbhi,

3) KW-1070 300mg/kg f57ERE

Fig.2 EMO X 51z, 4EZ 1P THERLBHLLD
O, EREBELIRTHCZEALEDY R, 27
THLIA LRI ERD I, BAR L MRZEREFCS
PEIHELATHB L, LhL, mEs7Vv7F=7
R3PFRCHEEDO LR Y ED b ot BRKE T
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SEERAE EEARORaAL, BAAEETH -2,
4) AMK 300mg/kg fiER
Fig2 MO X5, GEI1IFTHLMHIYR

Fig. 1 Body weight, urinalysis and serum

* creatinine in the rabbits injected

150mg/kg/day of KW-1070 and
amikacin (AMK) for 10 days
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Fig. 2 Body weight, urinalysis and serum
creatinine in the rabbits injected
300mg/kg/day of KW-1070 and
amikacin (AMK) for 10 days

KW-1070 300 mg/kg/day  AMK 300 mg/kg/day
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e, 2HTIRTEALEME RN T, BEARI

I {T8RK L D +~HiciB®», MImR S H~Hc
Rdten, o2 REAR, MRESIITEALIHE
Lighotco M7 v7 = viREARLMROHEAL
A7 1FTC, 10 Bz 5.2mg/dl LWL LBYE
e, MO2PRL LR Ler - 1, WEMET
i, BAR, MR AHBEAL, Oisv7F=vokRBL
1T, £é&LTEMRMET LMo, Wi
NEYPT, LIALZARIERME-TWBHEIHHLE
hice ¥, BLORMERIC Y 5 ARAZXEXERTY
o YD 2T, AMRMATERMRORL, K
KNEHTH -, BEIALKT, RAOBKED Y S
ARAED SBTLrRbhid -1,

II. BEDHRIZOLT

1. fEfIE XOHE

FEMIWTROEREREOAREE T, MERNRE
LW Ihic 4 ERT R KW-1070 251, ¥0
Rk LUBRIFERICOWTRE L1,

BEIL 68 L 83 BMOMAEDBIER XU 26 L 56
BOZUBEBADOLED 4B TH-1, KW-1070 0
BEILABETTobR, 1 B 5 E3200mg X2 T,
#EMENL 8~14 BRI TH - 0o

BROYE L, EBREOHLNLBEBRADES T
MEDOHEADHEY X MEFHLE & BB R0k
EEYACBERVHRO_ENSER L, EREYRE
TEED > R DEATIHMEFROHZOLY L
T~ BRABHRCOWTRIRECERAYRA
L, E%, A%, 2R, 90 4BEECHTCUE
L7

i, TVvA¥-RIG, BESE BEHESE ERE
fEEL L DRIFFRIC YW TERFELBEL, Btk
R, g1, FFEERER &%V, KW-1070 SEkpis
DEYHBEL, KW-1070 i X5 & Bhbh b BAEHOH
i3 [

2. BUK
 BIEGIC OV TOMEEIR Table 1R Lic, Mi%D 2
BV Th b EE CRBBABRBKFOEE T, W
RAEREIALH Tt 05 S, EF1IZR
2, U BTXBELTCORERE 2D
ridine 18 2g DfFEX 9 AMTR - e BB L,
KW-1070 w BEE Lic L S AMML, HHIIIZ LA LN
Klt, %h, KW-1070 # 5 1 BRESOBWBX HBEE
TiX, REBHIRIEBEERLTE Y, BRODRIED
& Lico fEGI 2 1 XBE T2 & # % Hh, cefoperazone
(CPZ) 1R 2g OREY 12 BT e » bt ERYT,
lincomycin 1 B 1.2g DfFEL KW-1070 DA% R

cephalo-
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Table 1 Results of clinical trial with KW-1070
C . : Underlyin : Dail Duration | Bacteriological | Clinical | Side
Ko, | Name | Age | Sex | Diagnosis | “icry ("8 |Organism| gotage | (day) effect. | effect (e
1 JY 68 M | Pneumonia %)Yﬁle)ﬁention Unknown|200 mg x2 7 Unknown Good §one
2 | MT. | 83 | M | Pneumonia C.V.D. Unknown|200 mg X2 11 Unknown  |Unknown{None
Acute ; :
3 M.A 26 | F pyelonephritis E. coli 200 mg x 2 11 Eradicated |Excellent |None
Acute ; :
4 F.K 56 F pyelonephritis D.M. E. coli 200 mg X2 14 Eradicated |Excellent|None
Table 2 Laboratory tests before and after KW-1070 administration
Case| RBC | Hb | Ht Eosino.|Baso.|Neutro.|Lymph.| Mono. |Throm-|GOT|GPT| Al-P |S-Bili- | BUN [SCrez-
WBC bocyte rubin inine
No.| [(x10%(g/dD)| (%) %) | %) | %) (%) (%) | (<109 | (U) | (U) ((K.A.U.Y(mg/dl)j(mg/dl)}(mg/d))
) B | 390 | 10.1 {33.0|22, 700 1 0 87 10 2 37.5 | 25 | 16 9.2 0.7 18 0.4°
A | 404 [11.0(35.5{11,500 2 0 78 17 3 37.3 31| 23 7.3 0.4 9 0.4
) B| 353 | 9.9|31.0| 6,700 4 0 68 22 6 26.4 | 49 | 31 5.8 0.3 10 0.6
A | 366 |10.4|32.5| 6,800 1 3 65 22 9 27.6
3 B | 400 |12.3 [36.0(12, 400 0 0 88 7 5 20.3 17 | 13 4.8 0.8 11 10
A| 386 |11.5(34.5| 6,800 3 1 44 48 4 34.3 14 | 17 5.4 0.3 9 0.7
s B | 497 | 14.3 | 44.0(13, 200 0 0 72 22 6 24.9 17 ] 10 8.1 0.4 12 0.5
496 | 14.1 [42.0{ 9,900 4 1 36 54 5 33.7 7 7 6.3 0.3 14 0.7
B : Before administration, A: After administration
Ztco L L, et WEBXKEXORWEEE LM III. * ®

/P, KW-1070 & CPZ 1H 4g LOBtHEEEL
T X0, MBBEECHH, WRXHERORFEIEY
DRSBTS, BFRIVERID D - fcfo bR
BRIHETEL L,

fEF 3, 4 TABHCIH»EHBETRT wThi
ABRICfE T nalidixic acid % cephalexin *#4&
ERTWIENEYTH T, 201E bz KW-1070 f5iE
BAfats 2, 3 B THEAL, RPRBELHELIC, BKR
BIZhRITERD & Lo
LEDEish, KW-1070 0B * HAEYHELE
KR HTTHETS &, MBE¥HIPHRETE R
BOBRLLAEBETRD 2 FlTXTHELE DN
w3, BERODETIE, EH26, A146, HE
TEE 1 FIOBETH 10
BlfeAico\Tix, Tablel HmicmLickwsh,
FlE bl Bdbhich ot

KW-1070 £ 53T » o RmERY, mEER
~< 7Y, b, AMmMERE, BMEkE, /Mg, GOT,
GPT, 7oV 7 A7 52—+ (Al-P), MBHLEY
revvE, BUN, s v7F=v (S-Cre), #—o+
75 nDEER%Y Table 2 1077 Licst, KW-1070 12 X %
LB ABREEOREIES Abhlth ol

4

Aminoglycoside iAW EICHE LI-BFED 121
BEELNSD, RELRBEHRIATVSTXTO
aminoglycoside R4 BERORENTIBFERYYL
BLTERYY, toRBCKHTABFEHEOREL, 4
FTDLEIAH, EDEE e b TIBEROBRBEYER
bLTWbEBbh3, Ticbb, BRLBFEEOHY
N — 71 paromomycin, gentamicin, dibekacin f,
KT, :
-7, 3%FHBITI1ZAMK, bekanamycin, lividomycin;
BELEBEHOFVDIT streptoniyciuj
ribostamycin TH -7, BLF HEOKV-I/1-T
TiX, FRIC 100mg/kg/A% 10 AEEAHETH L,
MmE7v75F=vidERBCLERL, EREFTCRCTS
RRLALNI, BEMEN 2BEBCE 71— 7T,
100~120mg/kg/H, 10 HROHE T, MNFE27v7F
= VO ERR R VCRENSS - 120, BAKkETINE
R Loz, BArEnT, —HEER
fasoTud bz hbabht, BEEMNIBECEN/
r—7 T, 150mg/kg/H, 10 BREOFETH, 0K
7v7=vDEREL{ A5hY, 300mg/kg/H, T~
10 BMIOHETIE, mEs7Lv7F=vnERL, A
X o TRERRFTRETHIRES ZbM, BbLE

tobramycin, sagamicin, sisomicin D 7»

kanamycin,
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B DF\ streptomicin £ ribostamycin (% 500mg/
kg/H, 10 BMEROHETL BUN D ERIZIZER L
anh?, BEBB T, ECRAE ERARONML
HEHET, —MORRDOLI B L HCTHENRLAT:
T Ehhots

LREOFRERIC B TS KW-1070 & AMK 0B M0
HEETiz, KW-1070 oFtepribInicEV L5 TH 5
7 IS —FICRT B LBbht,

ORBCETIHRUEERBRYBWR OB L2
5&, BtEOM\ aminoglycoside RFT4EMHE (2 —A%
cHEN LML, T, BEOTHWHIEHHRTHRT
PhVRERCHARBESMETEIITT, BN
BUNBLERAYETD L B BETH - TLRS
v HAEHBRD R ELHE A2+ 5 4 R
5, AEABT, BEFROBE L BHEOKE, BEMD
RBO 40X FHCHMEL, BRI BERELDOTHA
5o

< o Mg+ KW-1070 ofi@Hiz AMK 7
EXDb4ah, BRECHEBEEEL, BEEY
£HLTEBEEbh, AMK L L RSDOEKRHE T
FHTEXD,

L b1z KW-1070 #EERRiIC iV TRy, EMH D
1, FORENS KW-1070 oAl FRHT5 = &
REETH-1, LL, ARROLEEH OMEF
BRTIX, 77 ABEHE 85.7%, 77 ABAKE 76.3%
DEMAREZD, BIRNBR TIX, PRBRYETS. S5
% RBRPIE 72.1% OFHBEHLWY, i, BIfF
R &2 2B, LUhE, HB) ORBUL 947 flF5
Bl (0.5%) L&Y, HBKBREMBREFTIE, FRRER
HEVBEL%< 2.3%, %\ T GOT & GPT ntg
L5% T, ZOMOREEORERI 1% UT (0.1~
0.7%) THo1=D, ZhbDERKKL », KW-1070
DERMEREEI K- LBbh 3,
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ATRER, WEFZM, £ & RE T, &
@, WMEXNA, MEtK, Lmak, LR
Z, WHRIL, LKHF : Aminodeoxykanamy-
cin DKM T & VI KNI, Chemothera-
py 17 : 1689~1696, 1969
RE T:HAEFOBWBIECHATIHE &1
#, Kanamycin & 0.4% sodium alginate ¥
EOBERI X 5 MBENB I 2\ T, AR
59 : 500~511, 1970
WWERFZH, fE+K, +H ¥ BE T, ™
H¥H, BIUE®R, )IBLEB, ATHRE: Vista-
mycin DAY 7 & VI HIKYPFE, Chemo-
therapy 20 : 59~65, 1972
ez, RE T, BUE®R, JIGEHM, f
B+K, T4XR, ATHRE, Bf B A%
# : Dideoxykanamycin B DX @y & 0iC iy
KE9WF %, Chemotherapy 22 : 804~809, 1974
WEFZzE, BRA T, BEWE®R JIBLE, &
XSFE, fIE+KR, KTHR, MR B, AE¥Y
# : Amikacin (BB-K8) It L Bt
FEOMFPBRE, Jap. J. Antibiotics 27 : 366~
369, 1974
WiFEZzwW, RE T, EWESR, JIBEE, &
XFE, 88 F, FHEHTK, T£XR, ATHE
K : Tobramycin OZgay, EEKRMFR, Che-
motherapy 23 : 934~945, 1975
RE x, B, fMEIK, BEUER ¥k
FE, WRaT, ATRE, WEEZ#@, £KHE
o : KW-1062 o Zg#89 7c & 0N B 5K 19 BF %o
Chemotherapy 25 : 1943~1951, 1977
HHE T EFELE URB—EHCI>BE
#—, Geriat. Med. 18:809~813, 1980
KEES : 280 AKRLEREELIEL, FER
vy 41, KW-1070—FE25 84—, 1980
JR #F : 55280 A R{LERE¥LKBE, FEY
vHEL v aI, KW-1070—FE K, mE—, 1980
Bk B RABEBXRLCERE¥LKEE, FE
v#Ey v ual, KW-1070—EIfEF—, 1980
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COMPARATIVE NEPHROTOXICITY OF KW-1070
(FORTIMICIN) AND AMIKACIN IN
RABBITS, AND CLINICAL EVALUATION OF KW-1070

Hazimu Takepa, Yo Tanaka, KouicHi Wabpa,
Takao MoriMoTo and MAsaAkl ARAKAWA
Department of Medicine (II), Niigata University,
School of Medicine
Osamu Sexine and Nosuki Aokt
Department of Medicine, Shinrakuen Hospital

The nephrotoxicity of KW-1070 was examined in rabbits, comparing with that of amikacin.

The rabbits were placed in individual cages and given only “okara” without water. Each of two
aminoglycosides was administrated intramuscularly to three rabbits at a dose of 150 mg and 300 mg/
kg/day for 10 days. The rabbits injected 150 mg/kg/day of KW-1070 or amikacin did not cause
marked proteinuria, hematuria, increase in serum creatinine and proximal tubular damage in light
microscopy. On the other hand, some of rabbits injected 300 mg/kg/day recognized marked pro-
teinuria and hematuria. Serum creatinine increased significantly in a rabbit injected amikacin,
while it did not increase in the all rabbits injected KW-1070. The proximal tubular damage was
more remarkable in the amikacin-injected group than in the KW-1070-injected group.

For the clinical evaluation of KW-1070, the drug was intramuscularly administrated to 2 patients
of cerebrovascular disease with pneumonia and 2 patients with acute pyelonephritis. The patients
received KW-1070 in a dose of 400 mg/day for 8 to 14 days. Three patients responded well to the
therapy. No side effect was observed in any patients.



