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Prtk g, N NF, RN L A
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i. Serratia marcescens 15 ¥z i+ 5EH

Fig.1 w4 ME3#EF e+ 5% MIC ofE %R L 1o
KW-1070 (2 fb#ic iz LTCHBRAE I S D, 0
MIC /3#ilt 1.56 75 6.25 iThfc b, HERD X 512
3.13 1 b 6.25 It — A b, ¥ GM 50 ug/
ml DKB 100 ug/ml LI ECiiftE% /R L1z 2 BRicxf Lk
WHENIE R LI, B, ZThOEkD AMK cxt35
MIC |t 6.25ug/ml THo1oo

ii. Klebsiella pneumoniae 25 ¥RiZXI3T A EH

Fig.2 w&BEEH=NT5 MIC OEE R L1,
KW-1070 o MIC 4 #ii 3.13 736 12.5ug/ml ic
72h, ZOE— 7% 3.13ug/ml TH 72, GM & Hil

homogecnizer
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Fig.1 Cumulative percent of MICs
against S.marcescens (15 strains)
(inoculum size 10% cfu/ml)
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Fig.2 Cumulative percent of MICs
against K. pneumoniae (25 strains)
(inocnlum size 10% cfu/ml)

(%)
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iii. Escherichia coli 98zt 25 EH

Fig.3 icZEEHicxT5 MIC oEx = L1
KW-1070 @ MIC %% 3.13 726 12.5ug/ml &3
D, TOY— 7% 6.25ug/ml THFEHEEL, €—2
{ET1EE»DG 2 BRESBHEICD 1o,

iv. Enterobacter 10 BRizxt3 A2 HEH

Fig. 4 i & EERcT5 MIC O * 5= L1,
KW-1070 o MIC 413 3.13 225 12.51H b, O
v—7133.13¢g/ml TH ot ¥~ 7{ETHS & DKB
LRBETH- T

v. Proteus (Indole positive) 7 Bz 3 2 &7
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Fig.3 Cumulative percent of -MICs
against E.coli (9 strains)
(inoculum size 10° cfu/ml)

KW-1070 3 51
GM 5 4

AMK 4 5

DKB 3 4 2
KM 4 31

Fig.4 Cumulative percent of MICs
against Enterobacter (10 strains)
(inoculum size 10% cfu/ml)
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ug/ml CTRHEENED bhtc, &ERiCxt L AMK, GM
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vii. Pseudomonas aeruginosa 33 BRizxt1 2 HE

B

Fig.7 w £ @¥EHwxt-+5 MIC Ot % R L1,

KW-1070 o, MIC 4% 1.56 25 >100 ug/ml =3

Fig.5 Cumulative percent of MICs
against Proteus (Indole positive)
(7 strains)
(inoculum size 10° cfu/ml)
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Fig.v Cumulative percent of MICs
against Proteus (Indole negative)
(6 strains)
(inoculum size 10% cfu/ml)
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Fig.7 Cumulative percent of MICs
against P.aeruginosa (33 strains)
(inoculum size 10° cfu/ml)

(%)
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Fig.8 Tissue concentration of KW-
1070 Wistar/JAC rat 3 n=5i.m.
50 mg/kg. Bioassay cup method
B. subtilis ATCC 6633
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Fig.9 ic 27 &%, %, fHE 45kg OBHEBRERD
BETEE 200mg #HFEL, TOKOERNITMES
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Hb, MEFREZ 16.8ug/ml R LA, TDEFRY
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Fig.10,11 e Rk E 3 X OCRATEFRE DRy
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FeEERBEnT 1.68ug/ml ThH-Tlo HERERIC
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Fig.9-1 Serum concentration of KW-
1070. Y.H. 27 y.o., F. 45kg
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Fig.10 Serum and bronchial secretion
level of KW-1070. Case 1 K. 1L
36 y.0., M.60kg Chronic bron-
chitis
KW-1070 200 mg % 8/day i. m.
(#gl/sml)

5
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Fig.11 Sputum level of KW-1070. Case 1
K.I. 36 y.0., M. 60kg Chronic bron-

chitis
KW-1070 200mg X 3/day i. m.
(ug/ml)
'52.0
= \ A\ N
£ N \\J ~
@

11‘1‘?*?????91
I

\\ 1/11

da

A\

LR

utum volume
o

& 10
(ml)

RTHBETH » o

PR 2R RRALE 14 BUFER) 3 6, H%D 10 I, £ 14
Thoto FLHHLUEDEHRIIY 93% Thoto
EAFEGNIIER 7 TH D, FFIRERIE CEBERE,M S
BEEIRE I hieh - ed’, REFMR « BRERCS

SBERED ORI ICDTESE L, ¥R
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FITTRTHERTH > o

S. marcescens HRKE L THEHH, EH 21200
THl 5, Fig 12 wfBFK %R LIk, 65 BOEM,
BE S6kg, WEERI DI - BEAZUE 0 FEHEL
ot 2 7 AR D IBMSROMInE B ha K8 L
STCTe D YRHBAMABE L s 5 1o ABRRREEHITIEBM T 1
BWERE X 30 2» 5 40ml & 5 h, BEgEE®EMNG P
aeruginosa MM Ihic, ARk, MREBHEREHY

Fig.12 Case2 H.T. 65 y.o0., M. 56 kg Chronic
bronchitis

(d
20/ X1 l 2l 23 24 28 26 27

s
]
]
g
©n
S 107 - Scrrat!a marcescens
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2
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t 3
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18/X1 28/

W5 I NBEKRERCHFADRTID, £TOERBUOVHE
BoMmE & HwEREEE T S. marcescene 107/ml )
o hic, ¥ RFR,» HREN 4X10°/ml #KHH
Sh, SHLRRERIGOHEEDL ZLRICDTEFERCLS
BUIELROTHE LY LEFI YIS Lico KHIR
Lth, BABEIECHICHESL, BREROHE), REE
DIET, CRP 2IZ U & THRIERIGDET & MR
BEOHRBLRRDONICDTELEHE LT, FEL
B S.marcescens x5 F|D MIC 1 6.25ug/ml
THYH, FAFCKT LICRATRPREDR 10ug/ml %
2T,

i, RERRRYE

AH OB EFLTXTHET, 1 BFREEIL 400mg D
ATHoTco I0FIDRBREFIEFEL 5 H, H2 34
2RE%R) 2 FITEHONR I oo B EDORRY R
L-BRRIT 80% Thb, LOHMIESR 18, 22 T
Hotloo BIED 18 XEKAE E. cloacae =it LT
Kipirb X h, E.cloacae 135k Licht E. coli wHR
& Lico MB35 EF| D MIC i E. cloacae 3.13
upg/ml, E.coli 12.5 ug/ml ThHotco FIfER 22 12
R P. mirvabilis Tyt L CEFID B E T hich, GPB
BRARYE LBKER - MERIGCEEOHE,N L LR
T=DTRRLEE & Ui, P.mirabilis wii$5 A&
MIC 1% 6.25 ug/ml TH-7to

6. EIfem

Table 2 T AF|H 5L F OB E/H ORERML T L
o WEE Lic 24 SEAID 1 B EE 12 200mg 5 5
600mg T, #EHEILS LS 14 A, BHEEER
1,400 75 8,400mg Th-1too

BRERRE, FHOBWER LB BFHRAMEIE
Dbhhishotc, Fic 24 FIFABMCENRE R
Teflidie, SORFFBREMBC KT HEIRE S
FiEfT S hich, REEREZZEDIR -1,
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Table 1 Clinical results of KW-1070
Age B.W : . [Underly Causative organism Methodof| Daily | Dura- | Total Clinical| Side
No.{Name| Sex| Diagnosis ing . administ-y dose | tion |dosage
(yr.) (kg) isease (MIC : ug/ml) ration (mg) | (days)| (mg) effect |effect
Chronic ) P, malto hilia, 10/ml : Excel-
1(K.1.| 36 |M| 60 |phronic. | (o | £ mallophs im. 1200x3| 7 | 4.200 | 1o | O
Chronic ) S. marcescens, 10’/ml : Excel-
2 |H.T. 65\ M| 56| pronchitis | ™ | =0 (6.25) Lm.200%21 6 | 2.400 |yene | O
Chronic Lung | H. mﬂuenzae 10’/ml . Excel-
8 |S.T.| 86 | F| 38| pronchitis | cancer| —() (N.T.) im. | 200x3 6 | 3.600 | ene =
Chronic . H. influenzae, 12X10%ml | .
4 |T.T.) 68\ M| 50 | \onchitis B | Se X0, (NT) im. 1200x3) 7 | 3,800 Good | (3
Chronic ;
5 |S.N.| 69 | M| 50 bronchiolitis =) N.T. im. 200%3 6 3,600 | Good (=)
Chronic :
6 |S.T.| 44 | F | 49 bronchitis =) N.T. i.m. 200%x3 14 8,400 | Good =
Chronic .
7 |K.T.| 69 | M| 47 bronchitis (] Unknown im. |200%x2 8 3,200 | Poor (]
Chronic = K. pneumoniae :
8 |S.K.| 63\ MI 38| pronchitis | | 5x10/mi—q), (NT) | ™ [200x3) 14 8.400 [Good | )
Silicosis K. pneumoniae )
9 |H.T.| 72 | M| 49 | with (] (+H—), (N.T.) i.m. 200X 2 14 4,200 | Good =
infection
Silicosis . I
10 |H.K.| 73 | M| 55 | with ) (ff)-_{’(ﬁf"'(”ﬁ'lli"f im. [100x2| 14 ! 2,800 |Good | H
infection ' Tt |
Acute .
1(T.1.| 58 |F |47 g€ o | A Unknown im. |200X1| 7 [1,400 |Good |
Acute Chronic . i
12 |H.B.| 57 | M | 58 | 1/ O hitis hepatitis Unknown im. |200%3 8 | 4,800 | Good |
13| K.M.| 68 | M| 44 | SFEwith ), Unknown im. |200x3| 13 |7,800 Good | )
14|H.M.| 61 | M| 46 | SPE with =) Unknown im. [200x3| 10 |6,000 Good | B
15N.K.| 76 | F | 57 | Cystitis ~[Diabetes Unknown im. |200x2| 5 | 2,000 Good |
16 | T.N.| 84 | F | 47 | Cystitis Anemia Unknown i.m. 200%x2 5 2,000 | Good (5}
it Bone | E. cloacae, >10°/ml .
17 |Y.N.| 87 | F | 40 | Cystitis fracture| —(-), (N.T.) Lm. 200%x 2 5 2,000 | Good (=)
Chronic | E. cloacae, >10%/ml
18 [K.M.| 70 | F | 42 | Cystitis rheumatoid]  (3.13) im. [200%2 5 2,000 | Fair ()
arthritis | —E. coli, >10°/ml, (12.5)
- Atrial E. coli, >10%/ml : ‘ Excel-
19|F.Y.| 8 | F | 50| Cystitis \gpconl =55 (3.13) Lm. 1200215 2,000 |ene | )
A }E) coli, >10%/ml /i
. cute . morganii >10%/m ; Excel-
20 |T.H.| 59 | F | 52 | Cystitis hepatitisl K. pormoniaeo 10°/m] im.200x2| 5 | 2,000 xcel| o
=), (N.T.)
o Vulva | E. coli, >10%/ml : Excel-
21 |S.N.| 74 | F | 40 | Cystitis cancer | —), (6.25) im. |200x2| 5 |2.000! Excel-|
N P, mirabilis >10%/ml
22 |T.H.| 43 | F | 48 | Cystitis | (6.25) im |200x2| 5 |2,000 | Fair | O
—GPB
23|Y.S.| 69 | F | 56 | Cystitis @ | 3t qurens, >10%/ml im |200x2| 5 |2,000 |Excel|
Acute ) E. coli, >10%/ml . Excel-
24| T.N.| 53 | F | 63 | elonephritis | ) | =) im. [200X2| 6 | 2,400 1e;§e [
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I1I. & L3

A, TEEIEE, AR &L OXKMERY, AT eA
FRIOHA, oI T X ABEEREREETIC
f£5 P.aeruginosa %X U & 15 75 AMEPEIRERK
BOMFENFRTHML TS, 2hb 7T AMEHERE
RPAEICR LT B-lactam K, 7 ¢~ ECBEARIAE
KR IR T TE— AV LRTWASY, chbXK
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Labcratory and clinical studies on a new aminoglycoside antibiotic KW-1070 (fortimicin) were -
performed, comparing the results with other aminoglycoside antibiotics (GM, AMK, TOB, KM).

The antimicrobial activities of these drugs were examined against several respiratory pathogenic
organisms. The peak value of KW-1070 against Serratia marcescens was about twice that of the
other aminoglycoside antibiotics. However, the antimicrobial activities of KW-1070 against
Klebsiella pneumoniae, E.coli, Enterobacter, Proteus, and Pseudomonas aeruginosa were almost
the same as those of the other aminoglycoside antibiotics. The peak value of KW-1070 against
Pseudomonas aeruginosa was only about half that of the other aminoglycoside antibiotics.

When 50mg/kg intramuscular injections of KW-1070 were administered to rats, the tissue
concentration attained the peak fifteen minutes after administration. The concentration was highest
in the serum (200ug/ml), followed in descending order by the kidney, lung and liver at their
peak. High level concentration in the kidney remained even four hours after administration.

When 200mg of KW-1070 were given to young women with pyelonephritis, the serum peak level
was reached thirty minutes after administration (16.8 ug/ml). And when 200mg intramuscular
injections were administered to a patient with chronic bronchitis, the highest peak level of bronchial
secretion was 10.4 pg/ml two hours after administration, and the sputum peak level was 1.68 zg/ml
at the same time.

In the clinical study, KW-1070 was effective in 93% (13/14 cases) of the cases of respiratory
infection.

Side effects of this drug were not observed in any of the cases. KW-1070 was evaluated to be very
effective and safe, compared with the aminoglycoside antibiotics already in wide use.



