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KW-1070 (Fortimicin) =i A 3 5 2EsfY - B8 REYBFZE

B X-BREX-EIM—
B ORA-FREX - KEFFE
HoEE-RINK—- % &%
FEAEX-BA B-KFE X
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L PR 0.8 SloE Lt
WEBZ - SERT K %
ke®TF-®HAMT
KR A R B

# aminoglycoside RiL4# KW-1070 (fortimicin) izD\ T, XAPEARY - EEERAIKH 20 /-

DTRET S, EhEkk 22 #rioxT 5 MIC i,

75 AEHE, BEEEL, gentamicin (GM)

I b 1~3 BE T\ too EEIRER 833 8kiICDO\VTi2, 75 ARBMEEREE S. qureus 12 GM L L~
£y, 75 LREEBED S marcescens, P.rettgeri 3 LU P.inconstans Ti3&F|H»A GM X b
BREPE DY R LI, ¥ E.coli, C. freundii, E.cloacae, P.aeruginosa % &7 ¥ H3E
MafsE, Vibrio parahaemolyticus, Aeromonas hydrophila, H.influenzae 7z X Tit GM A8
SE R T\ T, 12.5ug/ml #REUDOBRE TS L, S marcescens, K.aerogens, E.coli, C.
freundii, E.cloacae, E.aerogenes, P.vulgaris, P.morganii ® GM @tk D+ X Tiz &#H

REZMRR LI,

200mg FFEHOMA ¥ — 7 fHix 1/2~1 BEEIHicH b 16.5~26.0ug/ml T, #HEEHE 685K B
d 3.2~11.0ug/ml R L1, FAMBABTRED ©— 7 fHiX 2.8~6.8ug/ml ThHo1,
E.cloacae = X B EED K1z 400mg fEH R 109/ml oI h T 7o AEiL, HEH 6 6F

BBt 108~104/ml w4 L1,

I 0 22 RR T 20 ) & [REK YW 3 flic &% 18 200~400mg 1 H 2[6, 5~14 MBS LI L 2
DEYRIL 66.7% Th-1o BIFAE LTI, 28IcBEED S-GOT,S-GPT 0 L&A bR,

KW-1070 (fortimicin) (%% L\» aminoglycoside
RHER|IT, Micromonospora olivoasterospora < X
> TEEEh, LEMEEFHRMS fortamine (Fig. 1)
%A L, aminoglycoside R{F{EH O RIELBERD 1>
THd AACB)-I v 7252t E2hB5DHRTH
b, MORFEBERCIZEETH B, oKL
LR, KBREAR7 7 4%7TL, /771K
HRECHVWHE N2 AL, GM g L HEHET
L, ¥, FFAOBEERTE, RARMLEFLEOTS
M amikacin(AMK) X b €<, BEZSEZE 4 amino-
glycoside RILAHKOFTHRIEVE TR TWBY,

SEbhbRIEEFCOWT, HESD, mekE R
thiktds X U RPHBEROBER S LCBRABITRED
HEBOBIRE, b URPRERRPE, REBERECRS
LEBAOBEKRHRE, s IVEFARSVLWTRHFLLD

TRET 5,
I. BB ER

1. HEN

D MEEH®E

BERFOEUEE 22 ¥k & BEREIKS BEE 833 Bk (Sta-
bhylococcus aureus 53, Citrobacter freundis 27,
Escherichia coli 53, Klebsiella aerogenes54, En-
terobacter cloacae 27, E.aerogenes 27, Serratia
marcescens 54, Proteus vulgaris 54, P.mirabilis
54, P.rvettgeri 27, P.inconstans 27, P. morganii 54,
Vibrio parahaemolyticus 27, Aeromons hydrophila
54, Acinetobacter anitratus 31, Flavobacterium sp.
23, Pseudomonas aeruginosa 53, P.cepacia 12, P.
maltophilia 55, P.putida 13, Haemophilus influenzae

5) 2w T, BARLEREFLERERYESVT
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Fig.2 Correlation of antibacterial activity

Fig.1 Chemical structure of KW-1070
between KW-1070 and GM

qﬂl P rosamine
CHNH, HO NH; o (g/m)) S.aurcus (53 strains)
>100 1
NH; OCH, ]Fortumine 100 1
0 ISNCH, 50
! 25
OOC\CH,NH,} Glycine 5 12.5
O 6.25
C17 HasNsO6(M. W. 405.49) 313 .
KW-1070 DB/ REFBIERE (MIC) %52 LT, GM 1.56 18 2
DFh & B Utco B AR & LT Trypticase Soy 0.78 315 7
Broth (TBS, BBL), JUsEfsishe LTk Heart Infu- szzz 1111
sion Agar (HIA, BBL) % {#fj L, Proteus P/ 1FiX '

BTB X (P %A\ 72 EMERI 10 cells/ml
CER LT, ek H. influenzae OERIEME LTIL 5
%7 4+ V7 AW e in DST FeRKh%x L, HEEHE
£ 10%cells/ml 35 X U 108 cells/ml OEHEX Al 1o

$0.20 0.39 0,78 1.56 3.13 6.25 12.5 25 50 1?0 l/00<

D)
KW-1070 wam

2) EBREK

ExEdkic 3t T 5 B 1% Table 11258 L, KW-1070
it GM LRABDIEEBHEARZ PS5 2%FL,
BHE GM LHEILT, 77 ABHE BHEEEL,
1~3 BRES S MIC %R L1, #3 L7 Bk,

O

Table 1 Antibacterial activity against standard

strains
MIC (ug/ml)
Strains
KW-1070 GM
S. aureus FDA-209P 0.39 =0.20
S. aureus SMITH 0.78 =0.20
S. aureus TERASHIMA 0.39 =0.20
S. lutea PCI 1001 0.39 0.39
S. lutea ATCC 9341 0.78 0.39
B. subtilis ATCC 6633 0.78 <0.20
E. coli NIH]J-JC-2 3.13 0.78
E. coli BHN 3.13 0.39
E. coli KP 0.78 0.39
Sal. typhi H 901 1.56 =0.20
Sh. dysentheriae ~ EW-3 1.56 0.39
Sh. flexneri 2a EW-10 3.13 0.78
Sh. flexneri 3a EW-14 3.13 0.78
Sh. boydii EW-25 3.13 0.78
Sh. sonnei EW-35 3.13 0.78
K. pneumoniae PCI-602 0.78 0.39
K. pneumoniae DENKEN 0.78 <0.20
' A. Hquefaciens Y-62 1.56 0.39
P. vulgans ATCC 21100 6.25 3.13
P. aeruginosa KOBAYASHI 25. 3.13
P. aeruginosa NCTC 10490 12.5 1.56
P. stutzeri 0.78 =0.20

Fig.3 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.4 Correlation of antibacterial activity
between KW-1070 and GM
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Table 2 Antibacterial activity against organisms isolated from clinical materials
MIC' (ug/ml)
Strains E{]"mgg Drug T -
N =0.20(0.39|0.78|1.56|3.13|6.25|12.5| 25 50 | 100 >100
S. aureus 53 KV&~I\1/?70 14 2; 1? 2; 16 3 l 1 f
o KW-1070 3 1 14 3| 1 l
E. coli 53 GM 2 |21 | 28 1] 1
| |
C. freundii 27 | KWI0T0 o || BIMT 11
K. acrogenes 54 KV(V,&,? 70 1 23 2§ 2; 2? 1 1 | 2
|
KW-1070 1 26 |
E. cloacae 27 GM 6 17 1 3
E. aerogenes 27 K\’é&/? 70 1 17 ; ? 17 | 1
KW-1070 27 | 25 2 ?
S. marcescens 54 GM 4 9 1 1 1 4 8 16 10
. KW-1070 1 19 27 7
P. vulgaris 54 GM 6| 13|12 4| 6| 4 6/ 3
P. mirabilis s | KVEM0 sl al ol B 121"
. - 3 9
P. rettgeri 2 K s 2| 8|1 1 1| 5| 1
P. inconstans 27 KV\(._/,&’? 0 1 2 1 lg ? ; ; N 3 é
. KW-1070 1 9 33 11
P. morganii 54 GM 1 8 | 22| 12 1| 4| 4 1] 1
V. parahaemolyticus 27 K"&w 70 8 l'} l; 9
A. hydrophila sa | KM s S B 2
A. anitratus 31 KVé-l\l/}ﬂO 2 1 12 lé 14 13 3 1
Flavobacterium sp. 23 KV\G/-M)N 1 f g g i } 3 g
P. aeruginosa 3 | KEGT 2RI A I I
P. cepacia 12 K%'IMWO 1 1 1 % lg
e KW-1070 2 4 9 5 11 8 13 2 1
P. maltophilia 5 GM 4 20 5 6|1 |13l 2|1 \
P. putida 13 K\gﬁﬂo g 1 2 2 4 3 1 1 8

P.aeruginosa KOBAYASHI [U/hiY, +XT KW-1070
12.5pg/ml TOBRETRE XML L7,

ZRE O BRI BRI 32 Bif% Table 2 iwiR
L, fR&EHEED KW-1070 L GM & D#Bg% Fig.2~21
CRER LY. 772 BHEED S aureus |3 KW-1070
3.13~6.25 ug/ml = 81%, GM o 0.39~0.78 ug/ml
I 74% LT, (B L 28, FHIE b 100 ug/ml
DEOBEMEYT L, 75 ABRBREIC ST,
KW-1070 100 ng/ml L) EDOEEMEEIX, P.incons-

tans 1%k, Flavobacterium 6%, P.aeruginosa15#,
P.cepacia 11 ¥k, P.maltophilia 1#kizHhbh, GM
100 ug/ml LA EDEEmMEEIL, E.coli 18, C. freu-
ndii 1#k, K.aerogenes 2%k, S.marcescens 26 t,

P.rettgeri 12 ¥, P.inconstans 8k, P.morganii
28, Flavobacterium sp. 8 ¥, P.aeruginosal2 t,
P.cepacia 10k, P.putida 9 Bz & Hhte, KW-1070
=GM DHEHEX R LIS DL, S.aureus 53 HH1
¥ C. freundii 27#keh 34, E.coli 53454, K.
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Fig.5 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.6 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.7 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.8 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.9 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.10 Correlation of antibacterial activity
between KW-1070 and GM

P.mirabilis (54 strains)

(g/ml)
>100

100
50
25
12.5 1
6.25 !
3.13 36
1.56 312 4
0.78 6 15
0.39 11
=0.20, 1
=0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
KW-1070 (ug/mi)

GM




336 CHEMOTHERAPY OCT. 1981

Fig.11 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.12 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.13 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.14 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.15 Correlation of antibacterial activity
between KW-107Q and GM
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Fig.16 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.17 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.18 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.19 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.20 Correlation of antibacterial activity
between KW-1070 and GM
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Fig.21 Correlation of antibacterial activity
between KW-1070 and GM
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aerogenes 54 Bkth 5 #, E.cloacae 27 34, E.
aerogenes 27 #kh 2 ¥k, S.marcescens 54 # 39 #,
P.vulgaris 54 #kh 26 ¥, P.mirabilis 54 #eh 2 #,
P.rvettgeri 27 ¥k 15 ¥k, P.inconstans 27 #keh 20
¥, P.morganii 54 ¥krh 11 Bk, Acinetobacter ani-
tratus 31 ¥k 18k, Flavobacterium sp. 23 #eh 21
¥k, P.aeruginosa 53 ¥krh 12 #k, P.cepacia 12 ¥
8 ¥k, P.maltophilia 55 ¥k 18 #k. P.putida 13 £
F 12 BRIz A bhtohs, Vibrio parahaemolyticus, Ae-
romonas hydrophila |3 £k GM D35 X B IiE
HAEmLTs

12.5ug/ml #REEZHORA L LT KW-1070 & GM
T HB Lok o s, KW-1070 BR2H T GM fittmis
1%, C. freundii 3%, E.coli 2#, K.aerogenes 3 i,
E.cloacae 38k, E.aerogenes 1%k, S.marcescens 38 |
¥k, P.vulgaris O ¥k, P.rettgeri 14 #, P.inconstans N
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Table 3 Minimum inhibitory concentration of KW-1070 and other aminoglycosides against
Haemophilus influenzae (54 strains)

MIC (ug/ml)
Drugs 100 50 25 12,5 6.25 313 1.56 0.78 0.39 0.22
KW-1070 1 4 21 25 2 1
AMK 10°/ml 1 3 12 34 3 1
GM 1 3 36 11 3
KW-1070 1 2 5 26 20
AMK 10°/ml 1 1 3 24 24
GM 1 9 36 6 2
Fig.22 Sputum and serum levels of Fig.24 Sputum and serum levels of
KWw-1070 KW-1070
(/zg/ml)(ml)zoo mg i.m. (1g/ml) (ml)
7 / Sputum level of KW- 1070(gg/8r)nl) s 40 200 mg i.m.
i it N ' 6130
5 et 5 Sputum level of KW-1070(ug/ml)
Vol f t 1 ~
g 20 olume of sputum(ml) ; 2 )’/“"‘5) -
. S
2r10- 2H10, " Volume of sputum (ml)
1IF |k 1 / :
— T
Oamd— 10 1T 12 T2 3pm 0

am9 10 11 12 1 2 3pm

Thin layer cup method
Medium sueLLEr mToN
Indicator str. I B.subtilis

(ﬂgé;nl) (26) (25.2) PBS,pH7.8 & Human serum (ug/ml)
20| (15) 20 (20) Serum level (1g/ml)
ig Serum level (u.g/ml) (n (13) (10.5)
p 10 (6.6)
5 .
—3 7 6(hr) —— 7 6hr). -
M.Kat059y.0.F.,40.5 kg, Chronic bronchitis H.YaMaNAKA 66y.0.F,32 kg, Chronic bronchitis
(Cole pulmonale)
Fig.23 Sputum and serum levels of -
KW-1070 P.inconstans 1#¥k, Flavobacterium sp. 12 &, P.
(ree/mD)(m1) 200 mg i.m. aeruginosa 12 ¥k, P.cepacia 11 ¥, P.maltophilia
3tk P.putida 4k TH - 7, FANZ 100ug/ml L
Volume of sputum(ml) LoBEERREY R LIERIE, S. aureus 28, P.inco-
Sputum level of KW-1070(ug/ml) nstans 1%k, Flavobacterium 6 ¥k, P.aeruginosa 6
Axmem —eex(2.8) #, P.cepacia 10 Bk TH »1:o H.influenzae 54 i
» #t325 KW-1070, AMK 35 X O GM o5 fi% Table 3
_j—mpm (iR Lico H.influenzae 13 KW-1070 3.13~6.25 ug/
(1g/m1) ml iz 85%, GM 0.78 ug/ml iz 67% 4+ L1z, KW-
30 Serum level (1g/ml) 1070 i, AMK L REZOHE N XH L, GM L EX
201 (16.5) 2~3 &% % MIC %R L7 12.5ug/ml #BREHDOR
i (12-5)(9.2) FLTrL, MHEFKIEEEE 10%/ml 2\ T KW-
5 52 (32 1070 1%, AMK 1¥TH b, ZB@EE 10%/ml Kkl
0L T 3 ) hr.) Tix, KW-1070 38k, AMK 2&TH -1 GM ZiX
C. SuicemaTsu39y.0.F,43 kg, Chronic bronchitis £ TRERYT Lt
148k, P. morganii 6 #, Acinetobacter anitratus 1, 2. MPRER IUCBRABIT Z&E |
Flavobacterium sp. 1%k, P. aeruginosa 1¥, P. putida 1D MR EHE BT

SBRTH 1o WAL bICTELKIL, S aureus 28, RIBREH_AFhC AR Lt{ﬁﬁﬁi""i& 4 Gl & H
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Fig.25 Sputum level of KW-1070
(1g/ml) ("'9200 mg i.m.
30|

Sputum level of KW-1070 (ug/ml)

5i

4}20)

Volume of sputum(ml)
e Es)

3

2110} /o Rt S S
amg 9 10 1I 12 1 2 dpm
T.Tanaka48y.0.F,31 kg, Chronic bronchitis

200mg AFEEH, 160ic 1/2, 1, 2, 4 R LU 6MIH,
2Pz 1, 2, 4 LV 6RSHIBCRERSIY IR L, ¥
LIBHMI L 2BRYER I L6MME T THRILL
Too BHED 1 PUXAFEN 1B S L i 2R A BB ¢
SREMIH ¥ TR LIc, MAERENE I A, %
FABTRECI PHT7.8, 0.1 M ) v EEHK XAV T
EREp8 A VE8 U, Bacillus subtilis ATCC 6633 %
BREEE L1 Cup B=THIE L1,

2) B

K| 200mg B Lo OEEABTY Fig 22~
24 DLz, FRCRE LcmpBEY FTERICRLL,
Fig.25 i XBEEABITORRUE LIcflZ R Ui, M
BREDOY—7{HEix 1/2~1 BsfIBiwc b b 16.5~26.0ug/
ml D%, HRACTHELT6RMAIIL 3.2~11.0
ug/ml DIFFEEER U lco BRABITEREL 8 KA
BEThE W&, ©—7{HIL 2.3~6.8ug/ml %
LT,

3. Rebdkitss X RS HAEK O BHHE

D HEEAHE

RERYFED 2 ] (Table 4 OFEER15 % X UEEHI17)

Fig.26 Urine level of KW-1070
(ug/ml)(;gl)2

~Volume of urine
(ml)

—l' .
=="1" Right urine
eve

(ug/ml)

3 4 5 6(hn)

15 Serum level of KW-1070(ug/ml)
10 \\"\o

T 2 1 6 (hr)
a78)s

(ug/ml) (ml)

~,

|/ Left urine-i;;el(yg/ml)

Volume of urine (ml)

2 3 4 5 6(r
E.Hama172y.0.M, 42 kg, Cystitis
(Pulmonary tuberculosis) Catheter (4)

Fig. 27 Urine level of KW-1070 and
viable number of Enterobacter

cloacae
(1g/m1) (ml)
400 Tg.i.m.ueo) 107} 4500 {100
A . y 190
af oy [ e oo o
107 cloacae 170
10+ 300160
10%+ 150
10 - 200 140
10°F Volume of urine 130
102, ‘ 4100 120
v 110
021 2 3 4 5 6(hr.)
(1g/ml)
60 (60)
50 (48)w Serum level (sg/ml)
40,
30
20
10 (19) (21)
Yori s 1 6 (he)

R.MaTsuo76 y.o. M, 41kg, Cystitis
(Lung cancer) Catheter (+)

ZAKINGES O MBS X O Redkilit & TrucfES> R
RO HEEZRE LT

72 BT 42kg DAL VAT — T FERFZOREKE
RIEB GEBI 15) 1A F| 200mg HEH 1, 2, 4 KX
U6 BT EBSANCERM L, EEREL Y 105R L
IZ GBERIERIR Lico 27076 BB F 41kg v v h T —
7o RER O REEPIE GEF 17) k% 400mg #5
EL, E® 1/2, 1, 2, 4 FIU6RHEBICERMmL,
Rix1/2, 1B5RE B LIS 1 BERI S L 6 BERIERIE L, IR
th E.cloacae D EE R ERINCHE Lo

Reps LU MAFIREDRIE XFLEDOHE » » 7T
5o 7, IRPABRENE O EERBIZROHE L Rk
) vEREEIH R VTR Lo

2) Bt

A% 200mg FHEE 0 HE GEG 15) O RpHEtHES
% Fig.26 o LEICHRER, TRICLERER, FEc
MABEE # R Lo HRIZRPHEEE O ©— 7{Hi1X
2~3 Bl b 120ug/ml THotoo ERDO E— 7
& 3~4 Rl b b 178ug/ml TH -1z, ARPIC 1[E]
200mg 18 2 [@ 5 BEMHEIC TRG P.oretigeri, S.
marcescens (L{HK L, WWRIIEHTH » 1,

A %] 400mg 5 GEI 17) © R BEilifE & E.
cloacae DY Fig 27 O LT, FoMmbREY
TR LI, RPHEBEIHER 1~2 BRE
—72H H L OfEIL 460 ug/ml TH » 1o, FHERT 108/
ml BB Eh Tt E. cloacae (151K 1/2~1 B
Fl& b 104~105/ml E~NEA L, #HEE 6 BHEE ik
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Table 4 Clinical effect of KW-1070

- Dosis :
Name Clinical : Chest Side effect
No. Age, Sex, Wt, diagnosis &g&);{ Bacteriology WBC, CRP, ESR x'“)’ Effectl “Remarks
M. SuGciMoTO 200X 2 | Normal flora 7,200 (B 6
1 Lo | i ! B bt Mohangea | 0| 0
54, M. 51 yst ik 4.0g 6,000 3H 4 | .
K. Kojima : 200X 2 | P. aeruginosa, few 7,000 4+ 122 | 4 .
2 h(‘f;‘;g::g‘; synd.) (10) | H. influenzae, few Al;?:glte ? =
21, F. 44 ync. 3.88 l 8,900 25 82
F. TANIGUCH! |ppaumonia ? 200% 2 | Normal flora 10,450 4+ 30 | Nt
3 (PIE) @ ! changed | ’ =
47, F. 46 3.8 7,800 &) 18
K. NARITOMI 200X 2 | S. pneumoniae ()| 17,100 6(+) 139
4 bronchopneumonial (14 ! 1 } | |Improved |(+#+) =
68, F. 46 5.6g | Normal flora 6,600 (- 76
D. FUKUOKA |bronchopneumonia| 2002 | &: pneumoniae 4 | 11 900 1) 29
5 (Prostate hyper.) | (9 | mﬂ“"’"fae (+) | |Improved |(4+) &)
68,M.43 | (CPE) 5.68 | Normal flora 7,300 ) 18
C. SHIGEMATSU 200X 2 | P. aeruginosa ( Ht) 6,500 1+ 58 |,
6 Chr. bronchitis (7) ! i Lo changed - (S
39, F.43 2.8g | P. aeruginosa () 7,200 2+) 60
T. MORIMOTO .1 200%2 | H. influcnzae () 9,600 7+ 68 i
7 B(rBREl;opneumoma (@) | I | |Improved |(4) (Hgg]@%ﬂﬂ
39, M. 80 3.6g = 6,500 ) 14
T. HASHIMOTO 200X 2 | Aspiration 11,700 5(+) 150 |
8 Lung abscess ® | material | ] |Moderately) =
69, M. 42 3.22 | No growth 5,900 2(4H) 140 P
M. TAKAHASHI 200X2 | H. influenzae (H+) | 11,200 3+ 106
9 Chr. bronchitis (7) ! l ! | |Improved |(-+#) (]
48, F. 41 2.8g = 5,700 1+ 63
Y. SATO . 400X 2 | Normal flora 6,800 2(+) 53 §
10 Ppﬁu}fggnll:sma” (7) ! l I | |Improved [(#+)| & M)XCESCF
20, M. 55 P 5.6g | Normal flora 7,300 (9 21
T. MIYAZAKI Bronchopneumonial 200x 2 | Normal flora 3,400 ) 56 Slightly
1 72, F. 36 (Bronchiectasis) 2(.78)g ' 5'1'000 (i) 511 improved (H e
S. KOBAYASHI L b 20(07 >)<2 Normal ﬁlom 5,lsoo (T) 3l2 Not
12 ung abscess =)
46, M. 48.5 2.8g 7.100 2 42 | Cchanged
T. TANAKA . 200X 2 | Normal flora 6,900 3+ 80 Not
13 Chr. bronchitis (14 | Vool b 1 hanged | H
48, F.31 5.6g | Normal flora 8,200 3+ 107 | c<hanee
Y. MIURA Cystitis 400X 2 | Enterococcus ( +) 4,200 O 8
14 KARTAGENER's (5) | P. mirabilis () ! [ 52 =)
20,F .47 syndrome) 4.08 | Enterococtus. a few 4,600 5 10
. P. rettgeri (++)
15 E. HaMAI Cystitis 20(05;(2 S. marcescens (++) 5,800 3(1—) 9l0 (4) Balloon cath.
72,M.42 | (Pul-tbe) 2.08 & 6,800 29 =
F. IDE 400X 2 | H. influenzae (+) 5,700 ) N
16 Chr. bronchitis 7 I i ! ot 4 | (%) [
71, M. 48 5.6g | No sputum 5,500 €éxamine
R. MATSUO " 400X 2 | E. cloacae (H+) 13,000 55
17 C Eﬂrﬁg cancer) (5) . | 1 (4) Balloon) cath.
76, M. 41 4.0g | albicans, a few 8,800 48 N
18 S. KAWASAKI Pnfumonia ) 408 0>)<2 Normal fllora 8, 1700 (I) 212 Slightly " o
41, F.49 | (Lungcancer) | 750 | Normal flora 6,400 (0 32 | mproved
I. YOSHIDA 200X 2 | Normal flora 8,200 & 28 Slightl
19 Lung abscess (8) ) i Lo ightly () -
39, M. 64 3,0g | Normal flora 5,600 () 20 improved




VOL. 29 5-2 CHEMOTHERAPY 341
Table 4 Clinical effect of KW-1070 (Continued)
Name Clinical 81°Sis) Bacteriol WBC.CRP.ESR | Chest |gerecq| Side effect
No.| age Sex, Wt. diagnosis Toat);l acteriology CRE, X-ray Remarks
: 300X 2 | H. influenzae, a few 9200 &) (+
20 Pneumonia (8) [ Improved |(+4#)| GOT 21—61
25, M. 69 4.5¢ (] 6100 () GPT 27-90
300X 2 | H. influenzae () | 14500 8+ 76
21 Pneumonia 14 ! Improved |(4#) =)
66, M. 60 8.4g =) 6600 () 40
200X 2 | Normal flora 6800 3(+)
22 Pneumonia (8) l Improved () (]
23, M. 60 3.2g 7500 )
300X 2 | Normal flora 9300 5(+) 56
23 Pneumonia (8) 1 ! Vo Improved |(+#) (&)
28, F. 48.5 4.8g 7300 )
Table 5 Summary of clinical effect of KW-1070 3. KR

Disease Response | )l (+)| (+) [ (=) | (7) [Total
Pneumonia 8 2 11
Lung abscess 2 1 1 '
Chronic bronchitis 1 1 1 1 4
Pulmonary infarction| 1
Cystitis 2 1 3

Total 9 5 5 2 | 23

Efficacy rate : 14/21X100=66.7%
102~104/ml Bz ¥ TR L1z, TekAflicit 16 400
mg 1 A 2EHE K TS5 BAEEREK E. cloacae (3 H%
L, BRIAYDTH -1
II. RS HR

1. HNFEG, BEHFELIOCRER

RBAEF AR X OBERRCAR L 23 Ao
FRER XURBRBIELY R R E Lico NRIEF DR
i3 Table 4 iz —3& L TR L1z, 23 Fishifize 11, Atifbis
i 4, BHEKETX 4 MEE1ISITEKA3ITH-
o

BREFEILAHET, 1 @RS E 200~400mg, 1 H
BEEFL 2@y FEAE Lic, 54 5~14H, 8
LBt 2.0~8.4g THoToo

2. HBHEEE

BRSEOHER, FHARLHKOAMERS, CRP,
IYEfE, 4R EDOREMEL, FTRERIYE T2
VIR, W, WK, SRR S ORRBERCER
ER, BEAMEONRY, RERPETIXREE,
Riic Lo AEIER, RPEEONRES X CLERR K
ERXBEIZ LT, BAMCEDS (), F% (), =%
B (+), &£% (—) O 4B HE LT, retrospe-
ctive IZHEAREE/RDDIX (?) L LTEHK L

FIEF DR AR TCERB B % Table 4 DAMIZRL,
%® summary % Table5 jz/R L7, BtiZe 11 Al¥E
%8 HRO, LLHER2 EXHOFIUHETHELT,
> THEHUEIZ8HT, HFHXHFIL 80.0%, MMILIRLE
TIX4BFEL 2, LOPHEY 1, £H1T, HHRX
50.0% TH ol MUEIABEZRL, 40FED 1, AY
1, °°H% 1, EX1 T, BHERIX 50.0% ThHoto
Btk 3B, B 2, B 1T, EHERIL 66.7%
Thoteo 2EDERRIL 21 GIOHERTHEFFHZLL
kix 14 BIT, 66.7% TH o1

4. BlIfeR

Table 4 DEWZEIERADHE - UEMEIEAXRL
120 TEB 7 Tix S-GOT DRED LR ML Sh7-h HBs
RS AR Bk T H - 7o FEBF 20 TL S-GOT, S-
GPT OBREDLRMNALKIA, FOMIIEH L EIE
BRADLRIEH -1,

5. FEGIER

LAF Table 4 D7eh X b 4 FEERIOEBEEL R ~NB,

fEfl 4 681, o ERIREMT : [ Mg

FAF0 55 48 12 A7 HERX b M, Do, %R (KK
#) MAHBL, B 55 F 12 A 11 BRBXKREBE O
R, REBEYHBIAUBAARL I, BBV RE
TIALIMEE THFCREELRD L, HRAER
ZETIX S.pneumoniae ¥R L 7o, RHBEOERRS
BRI, 5 4 A 73T GM(+),DKB(—), TOB(-),
AMK(—=), T&h» 1o KT 39°C 05#, CRP6(+), #
hfE 18 139mm, HmER 17,100 & KEA RAEE
Thoto KW-1070 200mg # 1 A 2 @fHEY 14 B
fisoteo BRERX Fig28 CRLLX>clhBvE
%, BEERK IVCRERMROKFLFED L, BRE
S. pneumoniae % gk L 1o,

BIfFR S B/D O high o to,
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Fig.28 No.4

OCT. 1981
68 Y.O., F. Fig.30 No.6 39Y.0,,
46kg, Dx Bronchopneumonia F. 43kg, Dx Chronic bronchitis
RN RERTI N Y 17,18,19,20, 21,22, 23,24, 28, 26,27 2,29 10/1 12 1819 25262728
R IO T w2 T T T4 Toe (;%) [e89-S_Zsx2___ TRW 1070-200mg <2y
37

36 Drug Sensitivity
ABPC(H+ H)GM(+)
CER(+4 HIH\H( )
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Fig.29 No.5 68 Y.O,,
M. 43kg, Dx Bronchopneumonia, CPE

1978.,27,28,29.30,31, 1,2, 3 4,5,6,7,8,9,1011,12
(1‘3 [ RV T B0 <2 day Tor 14 Taps

17 S —t

36} Drug Sumnmy
H inf ABPC(+ICER(HAMK(H TOB!+ )
K prew ABPCI-CER (HAMK (HHTOBI ¥
5 prew ABPC(-ICER(-)AMK (408!
23/Dec. S Jan. T Jan

Sputvm H. iefluenzae (++) M mflyenzae (~ ’
K prewmonice (+) K presmoniae (-
S pneumonine HMI S.preumoniar(-)

H infleenzae(-)

CRPIi-) ) =y
ESR 29/72 8744
WBC 11900 7300 700
Ehﬂpi 3_ 425 §°
i i 4 31
GPT? ?
BUNI2.8 10.6 .0
Creat. 1'1 1.3 1.1

7ER 5 68, Ho EAKZM : LW LS

FRfn 50 £9 AE X VKRB THUBAREEZL T
Wi, BBFNSS 4 12 A 10 A X b R PERCGIE) 2
WeeL, 12 A 23 BEZZHC THUBARLE Lo
Wy RETIATHECEEE AD L h, BHRAEKR
#Zciz H.influenzae, K.pneumoniae # B L 7o A
Bzeg, KT37°C o %# e CRP(+), AMmER 11900
REREX TS oo KW-1070 1 Ew 200mg 1 H 2
T 14 BMGERAL o

FapR il Fig.29 WRL X5 CREY BBk XU
REFTROUEN B D b h, KEFDO H influenzae,
K. pneumoniae O & LERE S hic,

172U &8 S pneumoniae X L Tk h £
DEEITHTH %,

G L EIERRAED D hich sl

fEf 6 39K, o FEKEH : BUEKE
23

FAfn 52 £7 A~9 ARBHEKEZRCTTHE 1 HARR
REEF 53 & 10 A~11 BE 2 BIABE & 7 » oo FRFA 54
£1AHE L) ST RER 1B 80~100ml & 50
L, B mE S MR L oo, B.54 £1 A~10

36
e d e )

Fig.31 No.7 39Y.0, M.
80kg. Dx Bronchopneumonia (Dia-
betes mellitus, HB-Ag (+4))

szoF-b 2 2 23 2 25 2% 2z waMr2 3 405
' /\rmm.ua.n"u.. —

w T\

37

34’ \A—M

Drag seasitivity (disc)
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AS3MEDOABRRE -1, RBY BRBIFPTHEIC
BREREOMAN AL, BRAFRE T, P.aeru-
ginosa % 107/ml LA IR L 720

EERiE @i Fig30 mLck dic, ik, REFRR,
R, RRLRORFIAOCKTEYG THo o ik
AXFlomhRES I UBRRABTRE R Fig.23 iRl
1o

BEIfFRERD LRI o oo

= 7 39i%, B, HEKZHE : REXMAE
MRFN 54 £2 8 17 B7 L a— A SHEEREY, B
72, WIS L UERAHBE L, BMS4E2 A20B8Y
BARE koo RBVHGRTIE, EEHFLIEXE
Ar—KLTEEE A bh, BREFRETR H
influenzae ¥ B L 7= ARzt o2 b KW-1070 1
[ 200mg 1 B 2@AFECTYBREERL =

Ea @i Fig.31 iRl X 5ic, ABzR KT40.0
°C ¥CELLRBRLEAAMEA3 BT KT36°C A1
THLI, TRy RES ICRERCLHELBD
bh, BEHED H.influenzae kL oo
EFEAGI S-GOT 51 L EELAXB/d D, &
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FPlEtk 29 L EHWHE & 7s» 72, 7o AP Hi2 HBs
NEBHEOBRETH - 1,
II1. # ®

WHF, HAEHBEORE IS X ¥ L, aminoglycoside
FROERNL, RIREBRELILLDETE 7T LM&H%ER
BRRE, MEHRREY AL LTHREYTTBHH
TV 559,

4&E, HAETHR I K - KW-1070 (3, iR
fortamine # HFL TV, WHB A7 IS4 %%
L, ¥ic7 7 s[REREICRV IR %R L, GM itk
BN E AL, Bk - FEREELEVCIIAEDR
LERTV B, '

gL, FHFONENI % GM Lo R3EH & LTHER
FOERERE & BRIRA K & D 53 BB o0 U T Hlef i %
Il -1%

ERRic OV TIL, 77 AR, BMHELL, GM
ICHAEANL 1~3 BERES > T o, FHEERKR B
et TARENR, 75 A BEEKE S. aureus (3 GM
LN 2~3 BEHHBTH -0 77 2EHEE D
W Tit, S.marcescens, P.rettgeri ¥ LU P.incon-
stans TIXAFH GM i H~EBR TV B, 12.5ug/ml
YREWDOBFLTHE S.marcescens 12, GM it
BLTXT 6.25ug/ml LITiw/fi L, K.aerogenes
Tik, GM XL 2HBELIBETH - 7oA, GM it
HHRdL 2T 3.13ug/ml LUITFizfHL LT, F 7ofilic
E.coli, C. freundii, E.cloacae, E.aerogenes, P.
vulgaris, P.morganii ® GM WitEbkd T X TRSMH
¥Rl THIZFFAGMUMECHENOH B = &
R LTWB, L L P.aeruginosa, P.cepacia 35 X
U Flavobacterium sp. 123 12.5 ug/ml L) D itk
DB EX D, HEMML TS RIBERBEE T L
TRHRIDEVHHETELVLDLEEbN B, H. in-
fluenzae |3, GM |[ZH~NT 2~3 BH 2 MEH AT L
1%

AF| 200mg FFE LIcHE O MPRE D ©— 7 {Hik
1/2~1 BBz $ b 16.5~26.0ug/ml T, I 6 0%
BHICd 3.2~11.0ug/ml OMmpiEREY R Lico ¥7-
BRNBITRED € — 71X 2.3~6.8ug/ml &, K5
DBTIIRIFTH - 70

E.cloacae iz X % BBt 461z % L 400mg #5140 Reb
SRR L, B 1~2 BB © — 2 {# 460 ug/ml
AL 10%ml BinBH Eh T RIS 6 BER

Bz 102~10¢/ml w4 L1

23 D PRI BRI B X O IRBA MR YIS, 1 [A] 200~
400mg 1 A 2[@l% 5~14 AMEY Lo & &0 BIKZHR
i, BRHETRES 21 FEMAH 14 AN FALET, £
DHERRIL 66.7% TH -1

MK - 2 B &, H.influenzae O 54, S.
pneumoniae O 14|, K.pneumoniae & H.influenzae
DBRERYD 14, P.rettgeri L S. marcescens NP4
YD 1 UIRERI RN 2B, P.aeruginosa O 11
IZBRE R R A B e h - 1o,

AR RGN O M FRE, TR IEKR A 3o X UM
EMA DKM Tix, S-GOT, S-GPT D#ifED LR % &
T2 BDEMICERLRBIERIZA L Db h 10 &
D5 H 14k HBs HR & MMt TH - 120

DEDKER X b, AFEGM EHELT, HEHDOMA
THEIEDH, GMWHED 7 5 ABH B ECHED Y
FTaose, BEOLRVGFIS LD, BERMCHERR
%ﬁﬂ&%‘i p)hf:o

X K
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LABORATORY AND CLINICAL STUDIES ON KW-1070

Hikaru TaNakAa, Masao Nacasawa, Koicut WaTaNase,
Keiko Cuo, Naowmr Ito, YosHiTeru SHIGENO,
Keizo Yamacuchr, Kinicur Izumikawa, Tuneo Tsutsuwmi,
Masao NakatoM:, Masaru Nasu, ATsusHr Sarto
and Kouer Hara
The Second Department of Internal Medicine,
Nagasaki University School of Medicine
Katsuniko SawaTArl, CHikako MocHipa, A1 HavasHi,
Sachiko KitayiMma and Kazuyukr Sucawara
Department of Clinical Laboratory,

Nagasaki University Hospital

Laboratory and clinical studies were made on KW-1070, a new aminoglycoside antibiotic with
the following result.

The in vitro antibacterial activity of KW-1070 against 22 standard strains and 833 routine clinical
isolates including gram-positive cocci, Enterobacteriaceae glucose non-fermentative gram-negative
bacilli and Haemophilus species was compared with that of gentamicin. Against most of these
organisms other than Serratia marcescens, Proteus rettgeri and P.inconstans KW-1070 had comparable
levels of antimicrobial activity, generally slightly less than that of gentamicin. KW-1070 had
relatively weak activity against Pseudomonas aeruginosa strains. KW-1070 showed good activity
against gentamicin resistant organisms other than Psexdomonas.

KW-1070 was administered intramuscularly at a dose of 200 mg to four patients. The peak serum
levels were 16.5~26.0ug/ml at half to one hour after injection. The level ranged from 3.2~11.0
pg/ml at 6 hours.

Enterobacter cloacae in the urine of a patient with cystitis began to decrease from the initial 10®
cells/ml to 102~10* cells/ml for the first 6 hours after intramuscular injection of 400mg, and peak
urine level was 460 #g/ml in this patient.

Twenty patients with respiratory infections and three with urinary infections were treated with
KW-1070 by intramuscular injection. Fourteen of the 21 patients responded satisfactorily to the
treatment and the effectiveness rate was 66.7%.

Adverse reaction was noticed in only two cases with slight elevation of S-GOT and S-GPT.



