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LR ShIc 7 3 7 BEGRIIENE ThH5 KW-1070 (fortimicin) o Hny - BEIRAYS
BB Lico BEMABRBIL I v A4 — - TEH 200mg 35 X U° 400mg fFRARFSIC L
5 MEFRRE, KPHtEY ME Lico %) 200mg XK O MEHRE O € — 7 {#Ei2, 30 5%
T 7.6ug/ml &R L, A 400mg HECEWTHRIZY 30 Hic Y — 71 21.3ug/ml 2185
, LadBIbAg dose responce 238 bivtc, RAHHIHCOWLTizE#A 200mg HEDBE,
5tk 12 BEINICRSEDOKI 97.0% ikt S h, 400mg F5EDBAIITH 68.8% R Hift
Ahtc, BBAEMNE T-tube drainage Efirh DIEFIIC AR 200mg FHEEDBEHHRED L — 2
{2 2 BRI T 4.5 ug/ml KR Ui,

M se O O, HRHE OO, MAMIMEPIRRIMEE 5 0, MLARE 22 B, WM X O REBRBIES D
D 1HI0F 27 FlicFF|D 100mg~400mg * 1 H 1~2 [, 2~12 ARGAREE L, BE
BHETEL S, FH 15 Bl EH6H, THIFTH -7, &AL BEIfEAE LT GOT,GPT

¥ XU BUN o—@tk, BELERAGI*& 1 HIZRD 1,

KW-1070 (fortimicin) i, NARA HLIZ X hRE X h
HFLWT I EREERILE R ©, Micromonospora
olivoasterospora " HLEAL I h BV, KA\, K r5
LAEEBRECHWIENDRYRL, LRBEOHEA< 2 b
AEHsTWDB, = hiX, {LE¥##E L pseudodisac-

charide: W5 Fifl i ERZ b2 edEEX bR BEY,

FOFRGRERNT, BEALhTW57 I 7 EESGR
HAEHETIELT 5BED 5 b aminoglycoside 3-ace-
tyltransferase IZ X 5 TOHX 7 FribEhBicT &
¥, TOMOREHERCEE TH %50 LIcdis T,

gentamicine, amikacin, dibekacin 7¢ & &322 Rt
i, ThoEFACHTIMBERCHL TLHVRE
wrfifEsh s, XL, REECHE T2 H/HED @,

gentamicin X b %5 5, RIY, HEiic & 0 HEIRE

i, o7/ EBRERIARLRAET, RAARAKRS
haZ b KRPRHESIhZ, Lal, BEECES
EEFOBEAR, o077 i VEEERRERALD
FELA PRV DLRAOKBEE L 50 549,

bhbhit KW-1070 o thix i E* RIET 2 L b
T, ThE¥ABEREACEALZOT, *0EEYH
beRET 5,

I. KW-1070 o aHRE

HWPIBRERIEL, B. subtilis ATCC6633 Bx#igsE
RELTH2RBIRY » TETHIL 1o, ok, miH
BEOE¥EIX Monitrol %, [EHrhgEoEETI
1/15M phosphate buffer % (/ L7z, R, pH 8
phosphate buffer #IiZ T 20 &R L CTHIE L1,

1. KW-1070 om#E+#E (Fig.1)
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Fig.1 Serum level of KW-1070 (Cross over)

(1g/ml)
30.0+

=Om= 200 mg n= 3 im,
g {00 mg #=3im.

051 2 4 DR )

5
[Dose]No.[ Age] B-W(kg)| 0.5 2 | 4 [ 8 [12thre)
T{W| & o[ 8.0 492
20| 2|38 83 -3 Sof 1.8 (0.
mg{3[3] 6 KIRNIEN
Average Al e7]2.2]0.
1[U] 6 17.5[135|7.6] 2 K]
400 2|35 53 25.0(17.0[ 7.0/ 21| 0.4
mg|3[%] 6 17:0[13:5]7:2)1.8] 04
Average TaTe7[73[21] 05
(ug/ml)

RERA 341, cross over %2 T, KW-1070 200
mg »B\ T 400mg % 1 EHAAERS LickomFF
BEYRE LI, A#| 200mg 1 [EIfFHEH © Mk FRE
D¥— 271, 302HKICFE 7.6 ug/ml HRL, 8RR
Tb, 0.4ug/ml R Ll, ¥/, F— volunteersic,
AK| 400mg 1 EFE L& EOMFEHRED €~ 271X
®ixh 30 /T, Ty 21.3ug/ml HRL, 12 KR
#izd 0.5ug/ml AJPWEI N, L2 I dose
response 3%,

2. KW-1070 o Repgkit (Table 1)

LEREERA 3L OWT, MiEFBE s RBCRS
Bt R RE Lo TORKE, 12 B COR LB
Rix 200mg HERE OHE 97.0%, 40mg FHEHF T

Fig.2 Serum level and biliary level of
KW-1070 200mg i. m.
(1og/ml)
20.0¢

O Serum lovel #' 3

ok o= Diliary lovol n=2
o if
ToF
ook
" oF
4.0
3.0F

2.0

n
051 2 []
(hrs)
Sample|No, [ Age [B.W.(kg) | 05 | 1 | 2 | 4 [120hral
1 I [H 55 7.7 |10, . 9] 2.2
Serum| 2| 55| 50 7.6 | 8.6/7.0]55]28
Kvrage 77159 75
T[4 55 Trace| 3 1.8
Biliary| 2 | 55 | 50 Trace 2.4[3.4]27] 13
Avrage Trace] 28] 435] 271 16
sa/ml)

IBRIEF#ifgc T-tube drainage AT INIcESE
24k T, #itk 1 ABEA 200mg 1 EHELL
#om@dis XUBRHHREYRE Lic, TORKR, M
HRRED C— 713 1 BEME TEE 9. 3ug/ml 2R L,
FEH B D v — 7 {Hi% 2 BE K T 4.5 ug/ml 2R
Lo D X5, BHPRARMFCHESRT, P LEL
THit X h, MEFREOHEFDELBLNI,

II. KW-1070 OBk iR

KW-1070 %#5 X hic AR FIRO BRI 27 6
T, F05bbHIEES 9 Fl, BE9fl, AEKER
RRYE 5 B, MERRE S 2 F, FRIES X O R B RRSEE
£%1fTH% (Table, 3, 4, 5), FF1EHFRIZ
200~800mg T, 1~2 Bl THAEREE L, #

68.8% *ml, ®EEOHMEFDHIT, BRI LE SR 2~12 B, #54EET 1.0~9.6g LD,
hBX5THhHs, KRIICHEKRSDREY 25 &, BBEEIMTIE, EZ3
3. KW-1070 o H+RE (Fig.2) B, BR5H, T~H1G, BEIGH, EX26, B
Table 1 Urinary excretion of KW-1070 (Cross over)
Dose No. Age | BW. 0 ~ 2hrs 2 ~ 4 hrs 4 ~ 8hrs 8 ~12hrs Total excretion Excre(t)i/on rate
S [(yrs.)| (kg) (mg) (%)
1 44 | 69 106.6 55.7 40.8 12.7 215.8 107.9
12 35 [ 53 79.2 52.7 42.6 8.8 183.3 91.7
200mgf
3 30 65 64.0 46.8 58.8 13.3 182.9 91.5
Average 83.3 51.7 47.4 11.6 194.0 97.0
1 44 69 93.8 63.0 46.8 24.4 228.0 57.0
2 35 53 148.5 97.2 T 75.9 17.2 338.8 84.7
400mg|
30 65 94.5 85.5 52.7 28.8 261.5 65.7
Average 112.3 81.9 58.5 23.5 242.7 68.8
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Table 6 Criteria for evaluating effectiveness of an agent
on infectious diseases in the field of surgery

Excellent | The principal symptoms and signs disappear
completely within 5 days after onset of the
treatment

Good More than half of the symptoms and signs
disapper within 7 days after onset of the
treatment

Fair Any one of the symptoms and signs dis-
appear within 14 days after onset of the
treatment

Poor Either none of the symptoms and signs dis-
appear or their aggravation is observed after
14 days

500, 220, AEKREPIRRIGE 5 fldk, HZH 161

fgh 4 B, MRIEE KD 2§l & M X U R RYE
DEDOED 1ML, 0B THo0, ok, BRHE
O¥|5E1, Table 6 OHMTHE > TEM LI, Fio, T
B0 1 ARELCHEEO L DEENFIEI b DT
Bbo LEOHBEEKEICE L7 b oAt Table?
T, 27 G, EHSH, B 154, EB6H, FH1
FEinh, ENLEBH2GbEEYRITHO 1 H|%
< & 26 Bl 20 B, 76.9% ThBo = h bERAD
5 DRIEFHIHBRENTE CTH -7 b DIt 20 FEAHT,
27 BRD MIEH SYBE X hoico A BER AT AR RIT,

27 BRER 188k, WA 28k, FETHT MEBIU
By LIcb DD HE L 74.1% & 15 (Table 8), %
o, DBEEFIESIKZI R, Table 9 1cit X 51, KIBE
RIE6 PIFERS 0, BHR 16T, HLHE 100.0%

MBRED 7 HICit, BHHS56, EX26T, FHR
71.4%, Pseudomonas BTi3.5 A% 4 0, &% 1
PIT 80.0 DELRTHD, FLTHE2H, SE1H
QLIRS TH -1, H.inflaenzae O 1fH\izERT
b’)ﬁ:g

Table 8 Bacteriologic effect on isolated organisms

Organisms |Eliminated | Decreased |Unchanged|  %*
S. aureus 0 0 1
G(H cocei 2 0 0
E. coli 6 0 2 75.0%
K. pneumoniad 4 1 2 71.47,
P. mirabilis 1 0 0
P. vulgaris 1 0 0
C. freundii 1 0 0
Serratia 1 0 0
P. aeruginosa 2 0 1
P. cepacia 0 1 0
H. influenzae 0 0 1
Total 18 2 7 74.1%

*Eradicated + Decreased

III. ® % A

FH 5 X DEL, BHL S OBCBREERAYE
Lich DA 16) (case 8) @Bdbbhiz, fciil, FERC
FEREEYRBD 7~ VR LEL, 2BERTE
R Gk L, AFAFE 1 3 v L CEE LK
@, B ERE Ric X OKRERB (Table 10) o
T, AFBEHIC GOT,GPT 0 LR b 1-fEH| (case
3) XU BUN DO LF LIcfER] (case 13) #:DkD
1013 omde, TORFHEI—BETHVEETDH
ol2e ¥to, 261 (case 4,9) KIFBERMEY BWadbt-pt
FEREITHTH 5,

% oft,, GOT,GPT DRHEE%RR L1z 7 fEGI(case 4,
13,14,19, 24, 26,27) %, ZEBREBRCThEhFL ¥
FFBREEEY L b o ERITH b, EFIC X BEIE

Table 7 Clinical efficacy of KW-1070 for infections in the field of surgery
Infecti Number Clinical responses
niections of cases Excellent Good Poor Unknown
Peritonitis 9 5 1
Intra
abdominal 4 3
Abscess
Perineal and 5 2 2
Subcutaneous
Pyothorax, mediastinitis, 5 1 4
Pneumonia (postoperation)
Others 4 4
Total 27 15 6 1
ota 7
76.9%
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Table 9 Clinical effect classified by isolated organisms

Organisms Excellent| Good Poor
E. coli 4 1
K. pneumoniae . 3
-g P. mirabilis 1
[
'S Serratia 1
%;c P. aeruginosa 2 1
A H. influenzae 1
Subtotal 4 8 2
- Pseudomonas+ a 2
S
z Klebsiclla+ a 2 2
% Proteus+ a 1
‘g E. coli+a 1
= Subtotal 1 5 2
Total 5 13 4

ALiZELT W FOMOBEREMTIZIRT XD
thatce
Iv. # ®

KW-1070 3 AREOHE A7 S a2 EL, B
75 ARaMRE s X U gentamicin B e T 5 8
BHF R, 2OREMERAEZ DD L VbR T
510, Lichi->T, EEABIRBECIEI RS
EHD1oTHY, FFDERDE LRI OGRS
THbLMERoT, T LT, BEL 8 flk LU HRIRE
R2BITILBERTH Y, MEFNBRIL 74.1% &
FThTwas, ¥, XBE, MAEE TVHE =
Hit L0 77 A BHERE N T5 S BEIBRDR B
81.8% LEVWAKRERL, »O0E Shi-FEEC
MTHHEN S, BRHETIE 80.0% OEWERRMN

ORI, EhedFT, 7§/ EMERFALERITHS
TlXh, BB EBEESHEMEIERLL
TORERM, F5va7 i F—¥E BUN —f it B
EERAYISORD 1 FIBbI-1id T, AFOELHEH
Wohhditotco Ak, 1 A5 EA gentamicin ©
BIECRATHWBR b b, TOREENENZ
hicz & X b, RIREC T 5 Hil{EAL, gentamicin
IOk, NfEShs L&D,

X L

1) NARA, T.; M. YAMAMOTO, I. KAWAMOTO, K. TA-
KAYAMA, R.OKACHI, S.TAKASAWA, T.SATO &
S. SATO : Fortimicins A and B, new amino-
glycoside antibiotics. I. Producing organism,
fermentation and biological properties of for-
timicins. J. Antibiotics 30 : 533~540, 1977

2) EGAN,R.S.; R.S.STANASZEK, M.CIROVIC, S.
L. MUELLER, J. TADANIER, J. R. MARTIN, P. CoL-
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-
biotics. III.  Structural identification. J.
Antibiotics 30 : 552~563, 1977

3) OKACHL R.; S.TAKASAWA, T.SATO, S.SATO,
M. YAMAMOTO, I.KAWAMOTO & T.NARA:
Fortimicins A and B, new aminoglycoside
antibiotics. II. Isolation, physico-chemical
and chromatographic properties. J. Antibio-
tics 30 : 541~551, 1977

4) GIROLAML R.L. & J. M. STAMM: Fortimicins A
and B, new aminoglycoside antibiotics. 1IV.
In vitro study of fortimicin A compared
with other aminoglycosides. J. Antibiotics
30 : 564~570, 1977

5) % 28 BIBREREFLFE > vHAC VL]
KW-1070, 1980
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CLINICAL STUDIES OF KW-1070
IN THE FIELD OF SUGRERY

Takamt Uepa, Mixkio Funmoto and Katsujt Sakat
The Second Department of Surgery, Osaka City University Medical School
Norivukr Kawasata
Department of Surgery, Ashihara Hospital
Axira Sawapa
Department of Surgery, Osaka City Momoyama Hospital
Susumu Dot
Department of Surgery, Osaka City Kita Hospital
Takeya Sasaki and Sapakunt Maepa
Department of Surgery, Fujiidera City Domyoji Hospital
AKINORT Masapa
Department of Surgery, Jotochuo Hospital
Yuzuru MorimoTto
. Department of Surgery, Morimoto Hospital

KW-1070, a new aminoglycoside antibiotic, was given to 27 patients with various surgical infec-
tions, and the results obtained were excellent in 5 cases, good in 15, poor in 6 and unknown in 1
case. Its effectiveness rate was 76.9%. Among untoward side effects, these were included liver dysfu-
nctions (increased GOT, GPT values) and renal dysfunction (increased BUN values). Serum and
bile levels of KW-1070 and its urinary excretion were investigated in 3 healthy volunteers and
2 patients, using the thin layer cup assay method. Following a one shot intramuscular injection of
either 200mg or 400mg KW-1070, the mean serum concentration showed 7.6ug/ml as peak at 30
minutes after administration of 200mg, 21.3pg/ml as peak at 30 minutes after administration of
400mg.

The mean cumulative urinary was 97.0% (200mg, i.m.) and 68.8% (400mg, i.m.). The mean
biliary concentration was 4.5ug/ml as peak at 2 hours after administration of 200mg. The authors’
assessment of KW-1070 is that it is an effective chemotherapeutic agent for various surgical infec-
tions.



