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# kB AR BH H P
Rk FERKENR
B O & F
RARFRBE h RAZ R

H7EEERNEFTHS fortimicin DHEH & ¢ M T siF 2RI POV THRE L7,
B RED GM Wit Servatia {RIFHR 108 ¥kis X UFMEEK 20 £k, GM fitth: P.aeruginosa 27
Bk, E.coli 50 ¥kicxt 3 2 HilH T, EMERE 10%/ml ¢ GM © MIC % 12.5~6.3 ug/ml @

E.coli ©wxt LT3 HIn 2 ByRE® MIC Th -1,

P.aeruginosa =xt+% MIC (2 GM kb

%50, Serratia ®5%H GM fittekk (MIC 50 ug/ml Ll k) wwxt LTikA# D MIC 7%, 10%/ml
T 12.5~25 ug/ml, 10%/ml T 6.3~12.5ug/ml L3 ¢RTuste,
b FRETHRIN - BEETiE, &F) 200mg fFEROMmEHRET 30 H{ETEY 20ug/ml T

B0,
TOFHRFBENRRL 62.7% Thoto

KW-1070 (fortimicin) X, XM CHERIAE-F LW
7/ RBGRALEFTHD, 77 AREBRECTLE
CHEDEZREOMN, BEELTT7 IV EBEREERTR
FELEROI DR EAEDLDOERETH D ENHIF
Hh 518, P.aeruginosa w3 AHE LTS,
Serratia L CTRIFENET SR TV 39,

DTAROHE N & X ORI - B> TRE L
REYRET 5,
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- L JEsk

WK BED Serratia 128 ¥k ({R7EHE 108 bk, HFrhfkk
20 %), E.coli {£fE#k 50 £k, P.aeruginosa {#1ikk
27 BRIz o\ T, fortimicin OB/NREFHILEE (MIC)
ZUE LI, MEETHREFRESLIERERCEL,
FREREC X 0177 - 7o BEEWE LT, 24 Fefisg
BEW (9 10°/ml) 3 XOFD 100 fEHRIE (#9108
mh) %M, ZThEh MIC %HIE Lz,

ks, R GM % X U—#F ¥kt AMK o MIC

AR TH Y 5. 1pg/ml OERRL, £HFEAERIL 1 4BEMTH-7, 8HRIE

JUEL, FHEIOXN L BT LI,

2. JERE

SEIRBCHE LT E.coli 12, 108/ml T GM 0
MIC 4% 12.5~6.3 ug/ml DT % b, fortimicin D
B L Table 1 \WRT L3 THD, 10%/ml BMERS
@ MIC % 25~12.5 ug/ml T, 10%/ml $EHERETIT 12.5
~6.3ug/ml T Ho 7o p, GM DFM 1 ~ 2 BRI\
MIC TH -1,

GM (it D P.aeruginosa, Servatia \=xt3 H&HK| &
AMK o#iEx Table 2 \ZiRT& % h Th %, P
aeruginosa T3+ 5 A&%F| o MIC 12, >100~25ug/ml
Thb, AMK & GM T LRRHENSE > T\ B,
Serratia Tix, GM © MIC »3 108/ml #£#& < >100~
25ug/ml ¢, AMK }2IER U TH »1cht, AH
» MIC (%, 108/ml ##& T 25~6.3 ug/ml, 10%/ml #=
T 12.5~3.2ug/ml Lich, GM X b 3BYREBET
ERhTeie,

Rz GM it Serratia (REF¥EF X O BRIR 7 BEST A ER

Table 1 Susceptibility of E. colito fortimicin and GM

MIC)
Drug >100 100 50 25 12.5 6.3 3.2 1.6 0.8 0.4 (ug/ml)
L 10%/mI* 45 4 1
Fortimicin

10%/ml 30 19 1

10%/ml 23 24 2 1
GM

10%/ml 39 10 1

* Inoculum size
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Table 2 Susceptibility of Serratia and P. aeruginosa to fortimicin, AMK and GM

(MIC)

Drug >100 100 50 25 12.5 6.3 3.2 1.6 0. 8 (ug/m))
10%/ml* 9 12 3 3

AMK
10¢/ml 1 2 19 4 1
10*/ml 4 20 3

Sernatia Fortimicin
10¢/ml 4 7 15 1
10%/ml 14 10 2 1
GM

10°/ml 3 1 8 10 5
10*/ml 2 2 8 5 4 6

AMK
10*/ml 2 5 6 4 10
10*/ml 14 2 8 3

P. acruginosa Fortimicin
10%/ml 11 1 3 12
10*/ml 18 3 3 3
GM

10°/ml 3 3 14 4 2 1

* Inoculum size

Table 3-1 Susceptibility of Serratia (GM resistant stock cultures) to fortimicin and GM

MIC)
Drug >100 100 50 25 12.5 6.3 3.2 1.6 0. 8 (ug/ml)
| 10v/mre 1 50 28 2
Fortimicin

10¢/ml 1 45 34 1

10%/ml 66 12 2 1
GM

10°/ml 13 46 19 2 1

* Inoculum size

Table 3-2 Susceptibility of Serratia (recently isolated cultures) to fortimicin and GM

MIC)
Drug >100 100 50 25 12.5 6.3 3.2 1.6 0.8 (ug/ml)
10*/ml* 10 10
Fortimicin
10%/ml 7 11 2
10%/ml 2 1 4 12 1
GM
10¢/ml 2 1 4 10 3

* Inoculum size
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2, FOMIC %, 10%/ml 4T 25~12.5 ug/ml, 109/
ml £/ Ti 12.5~3. 2ug/ml THbh, BEK, FEK
DORECEZRREDbRith -7, GM O MIC L D HBET
11, BEEIIEEAL GM © MIC % 50 ug/ml L) kT
HbH, FHODOMIC h12 ~3EHETRTVLEA, T
1z GM » MIC 7% 108/ml] ## < >100 ug/ml @ 2
& 50ug/ml O 1 HROWMERELSOKTIIL LA GM
D MIC 21 BT <hTis,
II. % -8 it
1. BRARENEE
SREXEIT B. subtilis ATCC 6633 X\, WE» »

FEZI DTl at,

B. subtilis ATCC 6633 % 105/ml 1z7c3 X 5ic HI
X (D) TBU, &+ —1Lic10ml L, 8
R, H o THIC X DRE Lo

Fortimicin DiZE#WIT, MABERE O fod ik
Consera (H7K) *FA\~T, 100ug/ml M biEAFRT
0.2ug/ml ¥ COWE AR, FRHREMEO DL
%, PH8.0 OMBEH®R » B\ T AEoREREYH
WL T, ERMEEER L, By H ., 7TRICER
%, TFiRIEL, £0#% 37°C T 18 BefHERHE L
IEXED E EHEAL, FiX 20 £, 50 4%, 100 &%
R LUcBEZSWTHIE L,



CHEMOTHERAPY 277

NOL. 29 S-2

Fig.1 Serum concentration and urinary
recovery of fortimicin (200mg i.
m.)

(mi/ml)
30 Serum concentration  (ug/ml)
Case (34 [ 1| 2|4 |6 |8
o—e|M| 16 | 14 | 11 5.8(1.0(0.3
o--—o|F| 16 [12.5/6.6 | 5.0] 1.1[0.42

x—x|T| 28 | 20 [12.5/4.6]1.4]/0.8
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2. WBERIVERFE

BEBA 3G (BE : & 72,74,56 kg) ioK#| 200mg
%%E Lto

ZOMPRETREE 30 2, 1 KR, 2 BeRd, 4 BERS,
6 5, SRFfE DA MERXTE L, RPEBEEIL 0~ 2B/,
2~4 BEfE, 4~6 B, 6 ~ 8 BRI DBEA I OWLT JIE
L7

RPEIRRIRERE L ORBLMTRPBEL D
ST CORFEEEYEH L, 5B 5 EIR
EXFE L,

3. EKREHE

i) MmAgE

Fortimicin 200mg fFks © MR Fig 1l 125
TRV THB, 3FIOFHETHS L, BEHIHT
20 ug/ml, 1 BERE 15.5 ug/ml, 2 E5RSIME 10.0 ug/ml,
4 BFEE 5.1ug/ml, 6 BEEIME 1.2 ug/ml, 8 BERI{E 0.5
sgiml Thote, EYFHERMIE, 136504, 1.585
M, L4BRT, FHL4BRMEFESRE,

ii) RePEIRER

%A 200mg R, 8RERIE CTIGIFY62.7% T
Bt

L. # ®

Fortimicin BAEAPTHRINAF L7 3 7 B
BRUEHT, 75 aalEcH L OB HE R~ 27
FIARFRTN, FORBRT I s BEEETELEE
D5H AAC)-I LN DT RTRBEETHBZ &EThH
DI, 7 GM ® AMK :BRWHEM <, BEMEP
BERBML LW EThTW3Y,

AFNTOWTIRSY 28 [0 F &AL FRILEF 2RI

TRN Sh, &FRMBOMMLEE S i, o

T, AHFIAY P.aeruginosa ixb+ A NG 2 &,
Serratia i LTix GM & AMK ol MIC %R
T2, GM [itth D Serratia w2y THIMNT% &, AMK
LELITREMER LIS LA IhLY, ChbD
Bt bhbh ot L iR LTH - 12 AF| D MIC
1% E.coli, Serratia -1, 108/ml Jpefli¢ 25~12.5ug/
ml, 10%/ml {&4iC 12.5~3.2ug/ml THH, GM &k
Bic T 5B AL LA, AMK L@A#Bc, GM
D MIC 2% 50 ug/ml LI GM [igth: Serratia it L
TREXMELRET, FHRAOHENLT ShTur,
b MTRTARIN - BEMETIR, &FH 200mg FFEEH 30
S THPREEXFY 20 ug/ml ZRL, RPEIREKIZFE
¥ 62.7% (0~8 Bf]) &, o7 s / REERAEH
LREILERBDORIh 21, . .

X 3

1) NARA, T.; M. YAMAMOTO, I.KAwWAMOTO, K.
TAKAYAMA, R.OKACHI, S. TAKASAWA, T.SATO
& S.SATO : Fortimicins A and B, new ami-
noglycoside antibiotics. I. Producing orga-
nism, fermentation and biological properties
of fortimicins. J. Antibiotics 30 : 533~540,
1977

2) OKACHL R.; S. TAKAZAWA, 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) 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. An-
tibiotics 30 : 552~563, 1977

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

5) £A28EIBRLFEREFES, FER v HO v AT,
KW-1070, 1980

6) HKEJ/\RS, FEHMY, B|EHET : KW-1062
B+ 5 XBWMEERAPRE. Chemotherapy 25 :
1961~1965, 1977

7) KBS, REHE#FT, BEHTF : Sisomicin
AT HEREN, BEIRAPTFE. Chemotherapy 26
(S-3) : 113~117, 1978



278 CHEMOTHERAPY OCT. 1981

—

FUNDAMENTAL STUDIES ON KW-1070 (Fortimicin)

Kinacuiro Suimizu and Teeper Kumapa
Department of Internal Medicine, Tokyo Women’s Medical College
Katsuko Okuzumr
Central Clinical Laboratory Tokyo University Hospital

The in vitro antimicrobial activity of fortimicin, a new aminoglycoside antibiotic, and its absorp-
tion and elimination were studied in three subjects.

The antibiotic was found to be less active against E.coli and P. aeruginosa than gentamicin.
However, it demonstrated a moderate activity against gentamicin-resistant Serratia spp., as MICs of
gentamicin were 250 ug/ml, while MICs of this antibiotic were 6.3~12.5 ug/ml.

The serum concentrations in three healthy volunteers after intramuscular injection of 200 mg
fortimicin averaged 20 gg/ml at 30 min. and declined with the biological half life of 1.4 hours.
Mean total amount of the antibiotic eliminated in urine within 8 hours corresponded to 62.7% of
the administered dose.



