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CHEMOTHERAPY
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Sisomicin s AT 5 BRI BFZE

LB OFRAICK - FHE B REHEA - £

Z4 « ILBEHA « #AEHE - KBRS

RRERSERKEH M

Sisomicin ¥ Micromonospora inyoensis Y. b g
EhicH Aminoglycoside H|T, H—pEanbith,
(bR Gentamicin Cia IS TELL TV 5,

RPN MEEACIIBIROGIE spectrum #F L,
Staphylococcus %2 Serratia [JHAD4£FE gram MR
BT LT Gentamicin & [F%H 5z Fh Ll EOHE
fER%RAETS L vbhTa,

RN, B, @7 12flio Aminoglycoside #i&
FRTH B0, BHEFAICIE Gentamicin LRZEH 5\
2R NBEOEENY, i Gentamicin ¥ X UMBOH
#IBEH Aminoglycoside #X b bBEDH 8 R
BEN B L IR T\ 5,

4[E, Bxix Sisomicin oW TEBIRN % 1T
5 &b, PRRBHUEC T % A F D BRREHL & 3
Al

I.;h ™ A

1. BBHE

ek i E. coli, Klebsiella pneumoniae, Proteus
mirabilis, Pseudomonas aeruginosa #£&50kk%s X O°
Serratia marcescens 7 BRIZ2\ T, Sisomicin DHE
% AR LEREESERRC Ul WA R CRl
L1, F7: Gentamicin (GM), Dibekacin (DKB),
Tobramycin (TOB), Amikacin (AMK) % X 08 KW-
1062 ORPIFEEHIERE MIC) bbb TREL,
Sisomicin DFN L B LTz, T EBERIT 1 /IR
By 71 2 v TI0I FR L TAV .

2. PR

E. coli wxt$+ % Sisomicin D g1 Table 1, Fig.
1 kiRT &L T, 0.78~3.12 pg/ml © MIC %R
L7z it GM, DKB, KW-1062 X b 2 f&% %5
T18M, AMK X 2BfE@hC\~52%%, TOB kb
132 BYFES B B TH Do

Klebsiella pneumoniae xf3+ 5 A&F| o MIC &
Table 2, Fig. 2 o= & K, 0.39~1.56 pg/ml /4L
oo ZOREE GM, DKB, TOB, KW-1062 X b 18
F&, AMK X b 3B T\ 5,

Proteus mirabilis 1Z%} LCit Table 3, Fig. 3 »Z

Fig. 1 Correlogram between Sisomicin and
Gentamicin
E. col: 50 strains

E
D 50
12.51 .
s 3.12- .
0 000
o0 ..': o0
0.78
=0.2
<02 078 312 125 50
Sisomicin pg/ml

Table 1 Susceptibility of Escherichia coli to aminoglycosides

(50 strains)

MIC (pg/ml)

Antibiotics
<0-2| 0.2 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 125 25 | 50 | 100 [>100

Sisomicin 5 26 19

GM 11|25 | 7| 1

DKB 2 | 25 | 2| 2

TOB 4 0 | 3 13

AMK 2 | 32 | 14| 2
KW-1062 1 32 14 3
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Table 2 Susceptibility of Klebsiella pneumoniae to aminoglycosides

(50 strains)

MIC (pg/mD)
Antibiotics
<0.2| 0.2 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 | 12.5 | 25 | 50 | 100 |>100
Sisomicin 1 22 27
GM 2 42 6
DKB 30 9 11
TOB 3 45 2
AMK 11 38 1
KW-1062 4 36 10
Fig. 2 Correlogram between Sisomicin and Fig. 3 Correlogram between Sisomicin and
Gentamicin Gentamicin
Klebsiella pneumoniae 50 strains Proteus mirabilis 50 strains
E E
S~ S~
o0 %
X BN 50
12.51 o oo
G 312 5 3.12- o 332
0.78 U e . .
=0.2
02 o078 312 125 50 <0z 078 312 125 50
Sisomicin pg/ml Sisomicin pg/ml
Table 3 Susceptibility of Proteus mirabilis to aminoglycosides
(50 strains)
MIC (pg/ml)
Antibiotics
<0.2| 0.2 | 039 | 0.78 | 1.56 312 625 | 125 25 | 50 | 100 | >100
Sisomicin 5 13 17 15
GM 14 8 19 6 3
DKB 1 12 13 10 14
TOB 21 17 4 1 3 4
AMK 1 13 11 18 5 2
KW-1062 3 19 22 5 1

<, AFlo MIC i1 0.39~3.12 pg/ml THMHLTHE
», GM, DKB, AMK, KW-1062 % b 1~ 2 EfEfEh
LB TH B, TOB X v iz s HHEAECH - 7o

Sisomicin @ Pseudomonas aeruginosa {Zxt3 5
Bz Table 4, Fig. 4 @i+ &< T, <0.2~>100
pg/ml LR MIC A% /R Lich, %o peak 1% 0.78
pg/ml By, 125 pg/ml F 13 F AT TT8% D

RRBERHIEIhic, = OB GM, DKB, TOB,
KW-1062 & RE%»F i1 ~ 2 BfE@h, ¥4 AMK
I D3 BREBEEh 5, —F, AW0k+H GM
@ 25 pg/ml pE iz Fhl ko MIC %R L1208k
OWTHK & DREZHMBIR 2B &, Fig. 5 o 2 & <
GM ri3zcR%ZEThHsH, AMK X niinib S5
ﬁ"cﬁ'fk—o
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Table 4 Susceptibility of Pseudomonas aeruginosa to aminoglycosides
(50 strains)

MIC (pg/ml)
Antibiotics
<0.2| 0.2 | 0.3 | 0.78 | 1.6 | 3.12 | 6.25 | 12.5 | 25 I | 100 | >100

Sisomicin 6 1.6 3] 4] 2] 1 1

GM 1 71 18] 7] 3 3 4 6

DKB 40 14| 12 5| 5 1 3 | 6

TOB 3|3 | 3| 3| 1 6 | 4

AMK 1 101219l 7| 6| 2 2
KW-1062 5 | 17 | 6| 4| 3| 2| 2| 1 10

Serratia marcescens 7 BRCXT5AF|D MIC 1%
Table 5 o= &<, 1.56~6.25 pg/ml /ML Tt Fig. 4 Correlogram between Sisomicin and
2, A DIE<, H  0 HERC I\ TR OB Gentamicin _

Pseudomonas aeruginosa 50 strains
TETE 5T,
I, % IR, B it

1. WEGE 50-

1) IMmARE o e

EBEF 3 flic. Sisomicin 25 mg R X' 50 mg
%, ¥ b0 fEELEEEE 3 flic Sisomicin 50mg ¥ X
U GM 60 mg #rhZh 1 B LB g E %
FhFhn cross over THIE L7o —J, Creatinine
clearance (Ccr) 52.5ml/min % X8 45.0 ml/min @
BRREREEE 2 Blic &K S0mg % 1 EIFHE LAERD
MFRELREL, BEEEE (6 61FH) oxthik

pg/ml

12.5

GM

3.12 e ofe .

0.784 388

&Lf:o §02'
IMAEEL Bacillus subtilis ATCC 6633%k% BREHE <0.2 078 312 125 50
L L, EELFCIT pH 8.0 O BEREENE A i\ i cup Sisomicin pg/ml
?%’Clﬁﬂ% LTCO
Fig. 5 Correlogram between Sisomicin and Gentamicin
Pseudomonas aeruginosa (GM : MIC=25ug/ml) 20 strains
50 . = 504
12.54 12,5+ HH
M L] Ll
2 312 =
CHRS b 3.124
0.78 0.78+
<02 <0.2
<02 078 312 125 50 =02 078 312 125 50

Sisomicin ¢g/ml Sisomicin #g/ml
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Table 5 Susceptibility of Serratia marcescens to aminoglycosides

(7 strains)

MIC (pg/ml)
Antibiotics
<0.2| 0.2 | 0.39 | 0.78 | 1.56 | 3.12 | 6.25 125 | 25 | 50 | 100 | >100
Sisomicin 4 1 2
aM 41
DKB 1 2
TOB 4 101 ] 1
AMK 1| 5 1
KW-1062 10 5| 1
2) Rebbit B X 50mg % 1 @HE Lo M REHERIL Fig

R EEEZE 3 filic, Sisomicin 50 mg ¥ X 8 GM 60
mg % 1 EIFFERO M EERECEE LT, RIHC0 ~
2, 2~4, 4~6EEORPREXIEL, ZOfEC
REXFEUCRPEHEEXEHR LT, FHELOULD
EER 6 BRI F TO RAPEURER L R,

BEm P EE O E L R Bacillus subtilis
ATCC 6633%% i\ o cup BIZ X -7

2. B

1D Mg

LR 3 Bl cross over T Sisomicin 25mg

Fig. 6 Serum levels of Sisomicin
Healthy volunteers
N=3 (cross over)

E 8
S~
o
3.
T/2 (hrs)
6 - O—050 mg, 2.37 (1.97~2.63)
C ®—© 25 mg, 2.12 (1.89~2.54)
wn
o
>
L 44
£
=]
-
[}
wn
2 -
1/21

hrs

6 WRT LT, MAPEED peak (LIESH VoI
Zbh, FOMERFRERFH3.03 (2.0~4.0) pg/ml
#X0%5.60 (3.8~7.0) pg/ml THoto, LI, KH
DB E & b PEEREE TN EhFEHE2.12 (1.89
~2.54) B3 X 02.37 (1.97~2.63) EHEID MK
# (T/2) @A LT, 28RSk zh Eh¥50.07
(0.05~0.1) pg/ml Eicotc, MORERERE 3 FIC
Sisomicin 50 mg ¥} X" GM 60mg % cross over T
1 EfHE LB b E#HBIIFig. 702 &< T, &
55 VRS 2 h FhEy 5.03 (3.1~6.0) pg/ml kX

Fig. 7 Serum levels of Sisomicin
Healthy volunteers
N=3 (cross over)

9
S~
Qo
Ry
T/2 (hrs)
&——e Sisomicin 50mg, 1.99(1.77~2.33)
6 - o------ Gentamicin 60mg, 1.79(1.63~1.99)
2
3]
>
2
g
)
b
1)
n
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O 5.62 (4.5~7.25) pg/ml O peak {ENRELIT, L
%, KEoRficon CiiPREREE £ h Eh ¥
1.99 (1.77~2.33) B§fF L 01.79 (1.63~1.99) HFH]
o T/2 TRALT, 1L2E#ECRThZhFE 0.08
(0.05~0.1) pg/ml % X ¥ 0.06 (0.05~0.08) pg/ml &
Teoto

Cer 52.5ml/min ¥ X ¢ 45.0ml/min @ BESREREEE
#iz Sisomicin 50 mg # 1 [BIFHE: LAcBRO fi-pigREE#E
Bix Fig. 8 &< T, peak fEILH{H TS olE
g 9.8ug/ml, $63 CTi3 1 Refdigic 12.7pg/ml TH
olce L, TFEE SRHIORBE & b M RE L
B Ui, FRHEE S BEEBEEEDO TIUCH L TEE
#RL, T/2 3FEE LT h2. 96K s X 0'3.0485f &
BEREEEE6 florh (F192.238MH) L TER
PERDBhitc,

Fig. 8 Serum levels of Sisomicin
50 mg I. M. inj.

—é 154
&
o
BN Renal function T/2 (hrs)
/R‘ Normals 2.23 (1.77~2.63)
LAY Cer 52.5 ml/min  2.96
\‘ Cer 45.0 ml/min  3.04
\\
104 '\‘
\\ \ Ccr 45.0 ml/min
(2] \
$ v
E \k\
p \
3 N
b Ay
54 ‘o \ Cer 52.5 ml/min
RS
Normals
(N=6)
1 2 4 6 12
. h
Time vs
2) Redtt

fREEREE 3 #ic Sisomicin 50 mg, GM 60 mg %
cross over TLhZh 1 [EHE Lic RO R Fig.
IRTTIELTHB, RPBERRY O 2 KT
peak A& bh, ZOMHEIEELTHEHTE 156 (148~
160) pg/ml ¥ X% 144.6 (96~172) pg/ml T, K
DR & & HITRPFBREDOWA D H LRI, TR 6 K
¥ o RPEINRILEE TFH78.4 (70.2~85.1) %,
BRETIXT4.T (69.9~83.4) B TH -1

Fig. 9 Urinary excretion of Sisomicin
Healthy volunteers
N=3 (cross over)

— . _ ~\
£ 300 o 100 ®
= Sisomicin N\
e Gentamicin
8
200 g
2
n
—_— - ')
14 H >
) I 8
= | beeeas I ] 7 o
[ H 4 =
g H o
= [ 2
= P K
100 i : g
/ H =1
2 : ©
/ T
’ < -
/ T
/e =
/
/
/
/
y
0- -0
0 2 4 6
Time hrs

m®®HoREse

1. ERGE

{6 2.5 kg RO AR FE % Sisomicin 30 mg/kg
/B (53), GM 30mg/kg/H (5F) H#5D2HK X
UEBRAEKEEOMBRIC T, ThZh k2] AR
TE L, 5P ERENDHE cage N THE
L, &, REAKLORERS lysozyme (LZM) 1242
HEgC, MmfRFEEFR (BUN) 321 A GHK T H#ic
BIE Lo B2 TR WRA S X OYR B AAVIR R
Tle o1,

2. B

FRu AT Sisomicin OBk L IFTHEL KR
LI TDO LB TH S,

Fig. 10 Body weight
30 mg/kg/day I. M. inj. for 21 days

— Sisomicin
— Gentamicin
----Control

Days
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1) &

EBTOGKEOLTIL Fig. 0 cabhsblel, 8
138 % Ti% Sisomicin, GM 5.5 & & 1 B4 INME A % 7=
L7chs, DRI, LA GM 5Bk ik
£ 2 AU CE T OEAIBD b htc, —F, R
DRI 2R E U CIEFHCH N L,

2) WRE\H

Sisomicin, GM  #¢ 5.8 TO RE T 1 B E TLl2ia
Peio s UIEBMEREE, 2 2 BURRCEBRE ik + 2 25
B Lot sy, AEBRD LR E bICREHD
HW e BIERE A B i h - 7o (Table 6),

Table 6 Urine protein
30 mg/kg/day I. M. inj. for 21 days

Days after administration
Drugs No.

7 14 21

1 +* = =t ko)

2 - b s e

Sisomicin 3 * = o + +
4| - # + +

5 = - + e

1 =+ - o b o

2| =+ + + +

Gentamicin | 3 + =+ + +
4 = - £ +

5 o = v o =

3) R lysozyme (LZM)

FEEBAARTD LZM fli% iHc, Sisomicin, GM #
LBt D LZM D% H i 25T % BIR TRUR Lic D
7% Fig. 11 TH %, LZM 0Ptk & iy 544
2 H B3 5ifE0#70% S 3mL, £ D # b 80~
140% DM Z R Lz, T/, Sisomicin 3 kO

Fig. 11 Urinary excretion of lysozyme
30 mg/kg/day I. M. inj. for 21 days

Increment
+120{ ' A g
2 s
+80 R i
e—=e Sisomicin
o----0 Gentamicin
+40

GM (3.8¢ 5-BRIAEE LU A 730105 & 3T AL IR M % ok
THTHHHZ EBRBEI NI,

4) IRFEEF (BUN)

BUN (3 #fic lbX T Sisomicin, GM #5113
WCETHEMOMER A A bR, i GM E580 13
Tk 50 mg/dl DEfEER LA (Fig 12),

Fig. 12 BUN
30 mg/kg/day I. M. inj. for 21 days
mg/dl
50 e
307 L]
, [ ] (e}
] o 8
o A .
20+ A ® ©
B N
J
T T T
Control Sisomicin Gentamicin

5) HOMEEHBR

Photo. 1 (328 T IRHC 313 % - FE0 B o HRAYFT R
Th %o MBRICH~% & Sisomicin, GM £ 5BEDH
KHEILBAEL, FIBFOBEAREDBRI,

Table 7 % Sisomicin, GM #5580 BT R4,
SRERAIL Mesangium o #44:, JEALIRAIE L Bedifaon

Photo. 1
Gross findings of kidneys
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Table 7 Histopathological findings

30 mg/kg/day 1. M. inj. for 21 days

Drugs No. Glomerulus Ptzol:ﬁlr::l Distal tubules Co(lil:cctt;ng Interstitium

i e s o - o —
o% - 4 + s =

Sisomicin 3 - 2 4~ o ot
4 + - * = +
5 -~ + + B -
1 - + * + -
2 - + +~t £~ -

Gentamicin 3 - + rLis 22 +
4 - + + v +
5 + + + - *

=+ : slight + : moderate * with focal necrosis

20, SRALIRAIAE 2 D IRER ¥ f i FIAE, VBV
R OFfEs O oRER X - TR E, 2k
L (=), BE (=), $FE (+) TERLIKLLODT
BHBo

Sisomicin, GM # 5 & b I T ALIR M © 2 Lh M i
DIPALIT AR THD » 122y, FOREITEE 7\ LPE
E—G&oﬁ:o

F 7O BB EE O 5 2 TRICAEREZT
Zbhishotc (Photo. 2),

Photo. 2
Microscopic findings of kidney

A

Sisomicin Gentamicin

Pk, FREACTOSEOHRE KRS B Sisomi-
cin OBFHHIZ GM D Lh LIZIFEBETHA 5 L
%gh'ﬁ:o

V. B8 K B #&
1. X%
Table 8 Iw/R$ & <, FPRERYUES 4 (IREH: R

Bege 1 6, MUEEPERGZE 4 B1) 3 X OURBRIBGYELLH] (B
PEIBEIESS 4 B, 1RPERENESS 4 B, BbEEREK 2 6l 18
BT AG) D196 (k9 B, 106D
Sisomicin # R Uiz, E4DM123~84F (P
49.8%) THbo

2. fHERITES B OV AE IR

AF|o 1 B AR 100~150 mg % 2 ~ 3 [EIC /)
B Utco AL 6 ~19A M (F59.9A ), {FMk
X 700~2150 mg TH 5,

3. plst

1) R REYE

5§ 2 B CikFF Klebsiella pneumoniae, E.
coli WFRME & LTI S hiend, fbo 3 BICifEE
EARTH 5o 5 BIF 3 BICHRITH - 1o, i
BB 2 A5 2 6] GEBI4, 5) TRERRDITME
G5/l <P

2)  IREEIEGE

TR RGSE1ABI D JFR L E. coli 5 4, Pseudomo-

nas aeruginosa 4 4, Klebsiella pneumoniae 3 f,
Proteus mirabilis ¥s Y. 0% Serratia marcescens 451 #
T, 05 BbIE LB12@RCK3% Sisomicin @
MIC % 0.78~6.25 pg/ml TH - 1o

HREBREA 7 H PICRTEEIR 3 X OYIIR O T 23
KLtcbDrHE), TOMimah s LTARFDOEKRESR
PHELIcE T A, HR 9 B, 445 BIlo BT,
HRBIDNRE, BRI T 4 B 1 61, 1SR
% 4 B 3 B, B RE Y 2 Bl 2 Bl X OB
B A Bib 3Bl X ThHY, WHO5FNIVTHLR
Bh T —F NEREHD D IEBEBEET HEBETH
Slce EIARBIOFEREHINFIL, E. coli 5Bt 4
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), Pseudomonas aeruginosa 4 B3 B, Proteus
mirabilis %5 X 1% Serratia marcescens (341 Hl+ 1 5l
TH s, Klebsiella Tk 3 BIFRAEZBNL 1AL A5
high o7,

3) EIfFA

Sisomicin {#fic X % & BN 5EIER (B « EE
RELOFR) 1RO Eh sl T, FHEE
FARTHC M L g —# GRiER, HifiRes X oh
&%, Hemoglobin, Hematocrit), Im¥1k% (GOT,
GPT, Al-P, BUN, Creatinine) 7¢ & DF#HEREIC S EE
ERDILh T,

V. & %

1. HEN

Sisomicin ¥ Staphylococcus aureus ¥ X V%< D
gram [EMBRECHE spectrum #F L, & L& Pseu
domonas aeruginosa 1Zi¥. Aminoglycoside F|D 7h»
THERICHENERTERATH L LI TV 5,

YOUNG 5V 3, EEIRSEED E. coli, Klebsiella pneu-
moniae, Proteus mirabilis, Pseudomonas aeruginosa
s X O Serratia marcescens 5083 % Sisomicin
» MIC % GM, TOB ¥ L 08 AMK 0 Zh & kst
Li-& = A, Sisomicin ¥ 2 pg/ml ¥ 73 FR LT T
%L OEBORE AL L, Serratia marcescens T3
GM i\ 450, FhllftoL{ERE T GM, TOB
XD 2fEFRRTITL ~2 BfE, AMK X b i34 BfER
EERCHENIERLCEREL TR, WAITZ b2,
KLASTERSKY 5% $RAKDEMCH % Z &L w@BD T
%o

H A DFETH Sisomicin DHE L, E. coli Bk
Ot Proteus mirabilis LTk TOB o frh X v =
\Fot-bDD, Klebsiella pneumoniae 33 X. 08 Pseud-
omonas aeruginosa %} LTt GM, DKB, TOB, AMK
#$ X0 KW-1062 /g & L RENE I BR TV 5 Z LA
BHNTH T,

LichioC, HENDMEL BITARNE gram kg
BERYIECK L CHERSR LB b0 LEX LR
%o

2. RIX, Bk

NEUL® I XY, BHBEE R (Cer=100 ml/min)
5filic Sisomicin 1 mg/kg & HHE LA-EROF i
EEVIIESME304T 3.26 pg/ml o peak fEHIRL, LIgk
1.86f¢fID T/2 b > THALICEHE LTV %o
¥7-, HUMBERT 55 k@K A A# 1mg/ke,
RODRIGUEZ 5% {3 40 mg/m* kL, ThEh¥ig
2.270%fE3s X 02.0FfH D T/2 T, NEU LOBHE LR
BomF@E#BLY R L, bk RODRIGUEZ HIiLE

AR L b 20 mg/m? FHEREOK 2 £5 0 MPREES
BoOhICEHR LT D,

FAxDRETY Sisomicin 50 mg FHERED BERBA
DOMEE AR E L 25 mg HEROLhON 2
DEZRL, BSa7r dose response HF@RD LI,
F7, AFlE GM omPREH#BY LR LIzt
%, peak fi, T/2 L3 WEZEAKETH D LD
NTH T,

Aminoglycoside F|D{EA~DEEHNL, KBH LB
(F & LTREMBTFR) #ALTITbh 3, %
DM EEIBEECERECI VB DHBY L5,

K~ 13 Cer 45.0~52.5 ml/min O BHEEREE EHZICA
¥ 50mg #HELICE A, MAPREIEEEERS
DFERCHLUTHEET, 2 T/2 3893 RCER L
o

NEU 5% % X 08 HUMBERT L2 iz Fh Cer 30~
60 ml/min 3 X 0% 46.1~53.2 ml/min DOBEEHEEZIC
A% 1mg/kg #HET S L, MpBRETEHELES
CHLTR SEBETH -7, T/2 12513 Ti35.6-20.6
B, BETIR5.2~6. 8B TH o e LB TE Y, &K
2DREI DI B T/2 DERLALNR D,

L7chio T, AFBREREERECHE AT 5B
¥, fio Aminoglycoside k[A%, EHIRC fAEE
wHRIET % I & BWERHBE LDt D BE I B E W
EThHH5,

Repgetta 25 &, BERATOARA 50 mg fHkEHk
6 B3 ¥ T RPEINERILFEHT8.4% T, GM 60 mg #j
TR Fh &% SIS TH » 7o HUMBERT 5% OB
BEEEECRFHEA 1 meg/ke HHEHO0 ~ 6 KHOK
th[EIERIZ73.4% &£, B~ DEBCELIL TV 5,

LAk, Sisomicin XBE~RFBITARFRID, &<
I RBBYEC N U CREEIRIS A R T& 2 3HAITH
%o

3. BEMOKRH

Sisomicin 3% Aminoglycoside F|TH B E, B
ST AMEYEGATHI LI TERVA, EROHIAER
DBHEMC AT HEYERIED TAKERH G T TOR
HEENE <, BT LSERCA LICREFR LT
B, T THERAZe MERAEOK106 (30mg/
kg) &\ 5 HERIEEIR BECE VB 5B TAFIOBEl
PRE Lo IR HEFIC & 5 BEZIIICITEALIR
MEREE L LCHET 5, SIMRAEES Y g
e % R lysozyme {EOEE) S fFe CTHE L,

5IC. Sisomicin, GM % 30 mg/kg, 21 HREIMEL
T ARBRD DI, WHREHE b ICEARAE R
DI HMBD FALO BALIC A THlids o 7o hd, TORE
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BBRE~hESETH), FLHHAMCERDOEZILLR
e otco TotE L, Rep lysozyme BRI 5B 2
AE X DHEMUILUD, F0HL80~140% D8 IR %
M Lo LB R R RIEREE O HB AR
BT AREEEZ B,

X X A FEERBYOBEC L - T RAEB L
AHILN TV 54, beagle REFAWIKEY = V) v 7
HBFEFORMS Sisomicin & GM OB EMIZFABRE
Tholcb\vd, Livl, FFOHHEML GM oth
LRAED, BHOVRERIDVECHRTD -1 T B
PARRY B7 DEEKBRDBMEI N THBDT, BIKE
JACBEL Tixfi> Aminoglycoside HIFAFICHEHE
BORLELEZ b, '

4. EEIREUSt

FER S RRYAE 5 B, REEBHUEL4BI D198l Siso-
micin % 1 H 100~150 mg, 6 ~19H KEIfEH L T126c
B2, 7 OICERHORE LB, BHARBNTS D
HBEBIEEL, ERCRRBRLIED 2 61 GEH
4, 5) ZESEBEETHEATH - o, REE
BYFED 12T SR EDAN S A bRl
2, chbiMnEEE cEBEY» T~ 7 A EH FEF
6, 7) BIUHWEE GEGI8) DIEMITH -7, 8K
BITIX 8 Bl 6 FINERITH o 7chl, =D 5B 5 Gl
b OEBEBEBDILERTH -0 ¥ EREFIC
ZTd, Klebsiella pneumoniae OIER (EEFI6, 8,
10) 2, FAFIORRECRT5 MIC 2iEh TWwiced
HOTLOANECHK - DX FE L D EBEERYE
LTkbh, BPETHEAIRBCL b0 LBbh
%o BEBDZ &<, Sisomicin i3 FRERYLED ¥ A &
LCHREERER LE B, & Btk BRRY
fEH B \ITRIREEPF R BRYIECH L TIX, 18 3~
5mg/kg OHEANLETHS 5,

B2 DSEDORNERD HI12, L EXREWERX
BRIhr -, ETEAERIELXETHY,
BEEEERECIIE QCKERERVLETH B,

ie ¥ U
Sisomicin EOWTEFORN BT - TR, LT
DT L EEREBI.

1. HEH

E. coli, Klebsiella pneumoniae, Proteus mirabilis
Pseudomonas aeruginosa 4508k X 0% Serratia ma-
rcescens T #kD Sisomicin 1Z%t3 5RO MAIE, E
coli 0.78~3.12 pg/ml, Klebsiella pneumoniae 0.39~
1.56 ug/ml, Proteus mirabilis 0.39~3.12 ug/ml, Pseu-
domonas aeruginosa < 0.2~2 100 ug/ml, Serratia
marcescens 1.56~6.25 pg/ml Th b, E. coli 8Lt

Proteus mirabilis 33 % # 8 1% Tobramycin
X bR sF o128, Klebsiella pneumoniae %5 1% Pse-
udomonas 121 Gentamicin, Dibekacin, Tobramycin,
Amikacin, KW-1062 7z & L [H%E, HAWIzhbXb
2\ BB BB,

2. RIR, Bk

1 fRE

EHBEEEHZC Sisomicin 50 mg % 1 EIFHE LB
DOIihRED peak XL 3.8~7.0 pg/ml
ZRL, DERA U C12RRICI 0.05~0.2 pg/ml &
R otoo MAPERIAIRL.77~2.636H TH 5, BikpERE
SR it B I ¥ R AL, creatinine clearance
45.0% X O° 52.5 ml/minDFEA T L £h2.96% X U
3. 04RFRIC IER: LT,

2) Repbkit

Sisomicin D Rp~OHEIRIFC, BEEEEET
AR 6 Rl E TI270.2~85. 1% D RPEIRRH R B
hice

3. HEk

KAEXFT Sisomicin Ok L iFTHEY, &
B, FEH, B lysozyme, MHRBEERKE IOBD
FREFEHRROLED DERF LR, FHOFEER
Gentamicin Dt h L IZISABRETHH 5 LR IhT,

4. EERBUE

R BRRYGE 5 B, REERYWEI4BIDET19Bc  Siso-
micin 2FEHL, FH126), &% 7 Fl0oBREEL B,

BlifERR L K@D bhish o1,

X [

1) YOUNG, L. S. & W. I. HEWITT : Activity of five
aminoglycoside antibiotics in vitro against gram-
negative bacilli and Staphylococcus aureus. Anti-
microb. Agent. Chemother. 4 : 617~625, 1973

2) Wairz, J. A, E. L. JR. Moss, C. G. DRUBE &
M. J. WEINSTEIN : Comparative activity of Siso-
micin, Gentamicin, Kanamycin, anb Tobramycin.
Antimicrob. Agent. Chemother. 2 ; 431~437, 1972

3) KLASTERSKY, J., A. HENRI, C. HENSGENS, L.
VANDENBORRE & D. DANEAU : Antipseudomo-
nal drugs: Comparative study of Gentamicin,
Sisomicin and Tobramycin in vitro and in hu-
man volunteers. Europ. J. Cancer 9 : 641~648,
1973

4) Neu, H. C, G. B. ApPEL, M. F. PARRY, G.
J. GARVEY & G. JACOB: Pharmacokinetics of
Sisomicin in normal patients and those with dep-
ressed renal function. Infection 4 : S 403~S 405,
1976



128 CHEMOTHERAPY JULY 1978

5) HUMBERT, ‘G., J. P. FILLASTRE, A. LEROY & cin. Antimicrob. Agent. Chemother. 7 : 38~41,
G. OKSENHENDLER : Pharmacokinetics of Siso- 1975
micin in the presence of normal and impaired 7) PARRY, M. F., H. C. NEU, G. J. GARVEY, C.
renal function. Infection 4: S 393~S 402, 1976 ORTIZ-NEU & G. B. APPEL: Sisomicin therapy
6) RODRIGUEZ, V., G. P. BODEY, M. VALDIVIESO, of serious gram-negative infections. Infection 4
& R. FELD: Clinical pharmacology of Sisomi- : S 439~445, 1976

CLINICAL STUDIES ON SISOMICIN

YasusHI UEDA, FUMIO MATSUMOTO, ATSUSHI SAITO, MASAHISA OHMORI,
KoOHYA SHIBA, TAKEHISA YAMAJI, HIRONOBU IHARA, TERUO OHTA
Second Department of Internal Medicine, The Jikei University school of Medicine

During experimental studies and clinical trials with Sisomicin the following results were obtained:

1. Antibacterial activity

The antibacterial activity of Sisomicin against clinically isolated E. coli, Klebsiella pneumoniae, Proteus
mirabilis, Psedomonas aeruginosa (50 strains each) and Serratia marcescens (7 strains) was examined.
Range of minimum inhibitory concentrations (MICs) was 0.78-3.12 yg/ml against E. coli, 0.39-1.56 pg/ml
against Klebsiella pneumoniae, 0.39-3.12 ug/ml against Proteus mirabilis, <0.2-2100 pg/ml against Pseudo-
monas aeruginosa and 1.56-6.25 ug/ml against Serratia marcescens. Sisomicin was slightly less active than
Tobramycin against E. coli and Proteus mirabilis. Against Klebsiella pneumoniae and Pseudomonas
aeruginosa Sisomicin was equally or slightly more active than the other aminoglycosides.

2. Absorption and excretion

1) Blood levels

In patients with normal renal function, 30 minutes after a single intramuscular injection of 50 mg of
Sisomicin, peak levels of 5.6 (3.8 to 7.0) ug/ml were reached. Twelve hours after injection the levels
gradually decreased to 0.05-0.2 #g/ml.

The serum half-life was 1.77-2.63 hours in patients with normal renal function. In patients with impaired
renal function with 45.0 and 52.5 ml/min. creatinine clearance, it was prolonged to 2.96 and 3.04 hours
respectively.

2) Urinary excretion

Urinary recovery of Sisomicin in patients with normal renal function ranged from 70.2 to 85.1% during
6 hours following injection.

3. Nephrotoxicity

Nephrotoxicity of Sisomicin was studied in rabbits by checking body weight, urinary protein, excretion of
Lysozyme, BUN and histopathological findings. Nephrotoxicity of Sisomicin appears to be similar to that
of Gentamicin.

4. Clinical results

Sisomicin was administered to 19 patients, 5 with respiratory tract infections and 14 with urinary tract
infections. Responses to therapy were “good” in 12 and “poor” in 7 cases.

No side effect was observed.



