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Sisomicin (3KE > = V v 7 CHBIRHF LT
3 B RH4ERIC, Micromonospora inyoensis X
hEA IR, {LF#EERIT Gentamicin Cia ITE» T
LT3,

FHRDRRENTOHRE AR 2 P VIZEEE T,
Serratia B KD 75 »EMEBER LT Genta-
micin (GM) LRA%b LA Eh EoE N H L
TWw5b, P

BHEOEBIEKRD 7 ¢ / EGRIARILALT,
BLBEBRCTABMEET 5o

It Sisomicin OB HM:, Carbenicillin (CBPC)
% Sulbenicillin (SBPC) iz X 57&1{t, BEERHRC>
WTHRE Lo THRET B,

I W ¥

Sisomicin & GM DOFEMEL KT H5ENT, 15
3FDOFRER AL, 1) Sisomicin 100 mg/kg FHEEE L
2) GM 100 mg/kg FHEERD 2 B}, 10AKERG
ExfTicy, EXE, RHR, BUN, s v7+=
v, BHEBBCOWTHE L,

1) GEZEE €0 1 E—ERECEELZIE L,
Fig. 1 o<, Sisomicin BHER CILEEERH T &
AElehhotcnl, GM HEFTI1I R4 BHRCET
U 102 BRRREE L ) Bor i KRS L BD
o

2) RHR:#ERERL, ~~aIVEART 4 v 7 A%
AWTEAREMRDOEFEE T, Sisomicin FHEERF
T 1 ACERRP THOBEARELBDICH, BEAE
BT, mMRBFEAERDRIEI 5T, GM
HTR, ERRDP TR L 1 FCEHNMKB2 BE XD
HOBARYRD, o2 P TIRBREFCHE ETH
ot ¥, 1 PRBREFCHOMRYBDI,

3) BUN, M%7 v7 5= v | IEHBAMAT, LB
5, I0A8HE), IR hRMmL, BUN tmiFs v
7F=vERAELR,

Sisomicin SR TiX 3 P10 58D BUN 3% <
BECER LT, 30me/dl LITFTHh, miE7s
V7 F =32l ERRRDh o, GM R T
ik, EBRRTRE CEEBR-2ACKS VW TIOEED
BUN 3#8ic LA L, 92& 725mg/dl THotz, ¥
o, ME7 v7+=v310ARC ERZRD, 8.5L 2.6
mg/dl TH -7,

4) BEEME : 10EIB OHERTO 1 BERCKRELE
B, WBYHEH LI, PAS &t HE fufad L, %0
EEE T B L,

Sisomicin FFEERE T B O—E D R LBk
2t RS, REEBECIZRAENBE L T i,
GM HERD 5L, EREMR4 BRCET L1 BT
BB O RS EEARTIE & A LB TV oo 10
B#OMmE 7 v7 = v 85mg/dl THo711HT
%, BBEORME M0 2ELEH T, B
S TWBEZBRMED b, BDD1HTHRM
B LEMBROBRENA A LI, EREO 2 PENTRE
DT 5T,

PEog#kE b, FRCKIFS Sisomicin OFEM:
12 GM X HEWC EXABABLMER ST,

II. CBPC % SBPC (c& 3 Sisomicin DF;E{t

pH7.8 © 1/156M-PBS ¢ Sisomicin & CBPC ¥ i
i3 SBPC #®RL, BMKREEH Sisomicin 10 pg/ml,
CBPC % SBPC 200 pg/ml ¢icn X5 BABE %
fERL, 37°C CRBNCFERL-BCEFY » 7%
AT Sisomicin DEHBEFRL TN, REE & L
T CBPC % SBPC ZH& i T, Sisomicin IZiFER
ZWDOEIRSMED Klebsiella pneumoniae Hyp#EY B\
oo )

Fig. 2 o<, REKI2RHE S Sisomicin OfF
WETHADK, CBPC LEALLBAKIE, 248
o Sisomicin DIEEBRFRIL63%, 48R5RHIE TIx38.
5% TH 1o SBPC LEA LIHAIC S IZIERAEO K
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Fig. 1 The nephrotoxicity of Sisomicin and Gentamicin in rabbits
Sisomicin 100 mg/kg GM 100 mg/kg
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Fig. 2 The inactivation of Sisomicin by Carbenicillin or sulbenicillin
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BT, 24REREIETT0.7%, 4ASREMHEIEE T41.8%B TH oTco
M B K R &

#htiz Table 1 ofn  FPRERIRNAE 3 4, REXRH
fE2 6, M ORES 1 flost 6 flic Sisomicin %
AL, ‘

A1 - IBABEE X HZHK, BRI ETHD, 51
£8 AL AERCETN, BELXBDHL kT
fedic, 52E 1 ARiBHKEIZROLET TABE Lico B
KRR TS5 ARMIRE & Streptococcus pneumoniae
*4#EL, 18268 X b Sisomicin 150 mg/ B OFfER
BEIA Uiz, £ D%, IBMESRARMWH LD, RE1IE
Blicot, ¥t, ABE2+Tho7c CRP2I2H2
AL, HRELHFLI

FER2 : 26FE IR FER L, 329F ¥ TABTRHR
¥, ATEBfe L@ r R, 5, 6FML V&
BRI BTh, BEMAHBEL, SIEL2ZATH L Y W%,
TNk, UKES, PP EREEDNERE Lo WIkPRR &L
LCEodr524E2 AT HEREZL, EDbRRARL
foo B REKEINRE, RIKKMRE ik
FhREEEEE C, BEHRIEEIC 38\ VT Streptococcus pneumo-
niae B LTo 288 HXb Sisomicin 150 mg/H
OEBEYBMBL, 108X b Cephalotin (CET) 4g/H
O EEBEL O Lic L 2 A BRERZEE L,

FEBI3 : 5148 6 B 25 B S RTE R B M O BT
TABI Lo ABRREX b R#DFHEL, WHBXEERT
£ BRI gy b, 28H X H» GM 200~
240 mg/H, SBPC 15~20 g/H, Cefazolin (CEZ) 12

g/ B OB RE AR, BE XD Enterobacter HVyHES
hicizdic7 B3 B X b CEZ % Doxycycline 200 mg
JECEE L, L L, BEEALLT, BWHRXRKRE
HCTREOIAYRD, KRKIEE T Enterobacter L
Klebsiella %4110, 7A11H X b Sisomicin
225 mg/H, CBPC 15~30g/H, CEZ 12 g/HDOHfAIC
BE LI, ¥, FURORBICX b B MR 1,000/
mm?® STFRBEDL, FhRREALRbRIE T,
7 A TA L b BmEREAS 1,000/mm® LlELich, HFH
BRABIMLTL 5 L BBEA L RO, B X
BHECIERMEFCERAYRS A DRI, L Lk
LTS L, 8 B EARIZLHEAMLI, 8A
15Hk. CBPC o#&wsikl, 9 A3 AKX CEZ o
# 54k L1, Sisomicin (39 A4 HX b 150mg/H
CRESh, 180 CHANEREERT LI, 8ATH
X hRITER(L, 9 ATaR: CRP g#tL
foo FOBDOEBIIERT, HIRIRTLETIIH 50
BEclah, 12A20HCGRBE L

A4 SRR YIRS, MECERROLE
CREAOFIRA V¥ a ) VORBERGF T, 50412
BEXbDave—ARRBEIR-T, 514 AR X
D LT LEEENHBT A X5k h, 6 A22ARCAR
Lico ABZRED RIS T 10°/ml OKRBEY#ED,
R antibody-coated bacteria (XEFHETH »7co 6
H28H X b 7 A21H ¥ ¢ Nalidixic Acid (NA) 2g/H
PHREL, MERI—ENELUCHABRIIFR L 7
F29H cHREE CEOAROBROXBEY SREL,
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Table 1 Clinical evaluation of Sisomicin
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882 H XY Sisomicin 100 mg/H ¥ #HEL, MBERE
IRERA3HA& Licd TL2 A M CHRELXR T Lo

FEBIS : KII10ER X b BRROBE TIRELZT, 4
FEANCRFERRIELRD D, DERMEA LTl 51
E£3ATHIYASNE DBR SR 25ERRY
B, AT HREZ LI, RRCRREZZED, FHER
BET T 107/ml OXBEL ML, Sk T NA
2,250 mg/ B &5 Eh T\ b, 9 B28HIR ABE L,

3 HREERDOPHERER CRBE 107/ml 48 L,

10A 2 B X b Sisomicin 100mg/B¥#HEL, 4 BRI
MIBERGHERL TR, BRIBE Licldic, 168H
THREBEYRT Lico T0#% 3 @EOhHREE TIIABE
B RT, FROMERERBD o1,

fEBI6 : 0FHTLHEFZEBIN, 6FRIC KBIIR
FARE LW Ih, FERvdbhic, 514E5 A25HK
BB CRBIR A BN LRI IASHIVESE
WEL D BROHBE L, 108 CKBABAABE L1,
130 D M¥EH;H T Enterobacter HifyEXh, MK
ABg s gEbh, 21 HICER LT & 1, Bz PC-904 7
g/BxBEL, BARFICE LN, 88X h2HDOH
2, REVCHBRL, 2952 L, $0%OIMm
WEIH CHU Enterobacter %738 L, 10A5 B XD
Sisomicin 225 mg/H%&HEL, 208X h» CBPC 14g/
AEBtH Lico Z0HOBRITIEFE T, 380 M Ty
BT Lico IEHROR G HIEH O MR TIEIIS
BEXhT, 128 8 HIGBEE L,

lEnfnd, #A3ti%6 #lic Sisomicin #{EHL, 5
BlicHZD & HE Lico

rvE #%# B

20 HR, ki, HBINE SOEELLOERE
F X BERRRS, drug fever LB DLhicH
wico ¥to, Sisomicin FERHEOBRER ST Table 2
o< T, Wi, #E, BUN, mFs v7+=v,
BB RE B e Bdlehr 5T,

V. # i3

Sisomicin D{bEFHEEER I Gentamicin Cia DT
BLULTED, 4, SONBR_ERETHEILBE LM
BREBDOHRTHBP, v bIBT 5 IMBRER RpEIR
KH GM LiiFHEL WD,

B 3s1) 5 BEMEIC O TS Robbins H9 D4
BHBHH, FhiekhiE, 5 » b T Sisomicin i
GM I b 3 RMEMlanME iz <, RCREECX 3
EFILIIEE L o T, BT e KRIC KT 2F
HEHEB T, Sisomicin OFH GM L h B LM
RS RS T o foo BIIBERETR - ER
CRIT5H7 § 7 EEGRITER O B RO Ry
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Table 2-1 Labolatory data before and after the Sisomicin therapy
Eosinophil RBC Urine

No. | Case WEBC (%) (x10%) Hb (g/dD) protein glucose cylinder
before | after |before| after |before| after |before| after |before| after |before| after [before| after

1 T. S. | 8,900 | 9,300 2 4 465 | 487 | 14.3 | 14.3| — - - - - -
2 T L 5,900 | 8,800 2 2 445 | 433 | 14.0 | 13.7 | = - - — - -
3 T. M. 450 | 2,000 0 0 270 | 362 | 9.8 10.6 | + + + + - -
4 F. N. | 4,400 1 361 11.0 - - - H#t - -
5 K. S. | 6,300 2 344 10.0 - + - + - -
6 Y. S. | 8,600 | 9,000 5 3 309 | 361 |10.5|10.3| + + - - - —

Table 2-2 Labolatory data before and after the Sisomicin therapy
Serum creatinine| Serum bilirubin R
No. BUN (mg/dl) (mg/dl) (mg/dD) GOT GPT LDH Al-P

before | after | before | after | before | after |before| after |before| after |before| after |before| after

1 14 8 | 0.8 | 0.9 17 | 18 | 11 | 10 | 148 | 207 |28 |22

2 19 15 0.9 1.3 23 35 14 39 | 200 | 279 |14 17
3 14 9 1.3 1.1 2.3 0.8 26 35 12 21 | 216 | 304 | 4.3 | 8.8
4 18 17 0.4 0.3 12 11 6 7 | 156 | 198 | 3.4 | 3.5
5 15 16 1.2 1.0 0.5 0.3 11 9 6 7 | 260 | 220 | 8.2 | 4.6
6 14 14 1.2 0.7 0.4 0.8 28 25 15 13 | 322 | 350 | 3.1 | 3.9

B15% L, Sisomicin L FNICELLEHEARZ bV
PHEHEET S GM, Dibekacin (DKB), Tobramy-
cin (TOB), KW-1062, o<, GM, DKB 253 B8
HHE L, k¢ TOB, KW-1062, Sisomicin &
BEoBHEE»ETHLOLEELLRD™Y,

7 37 st Rbi4Flo CBPC #% SBPC kX 5F
B 2WTRINBOFMIBRENRD 5%, Th
iz X ¥, Kanamycin, Aminodeoxykanamycin, GM,
DKB, TOB”, KW-1062® ¥ CBPC % SBPC LA
L, ¥ incubate ++ 5z X h EHEMNETL,
Sisomicin HRIEDERTH oo = DIEMDI S5
ETR128RILL L incubate L7gWEAEURWDOT, B
%, BROCRKIMECRbEWERbh b, LA
L, Sisomicin & CBPC % SBPC »{EA&L, ERH
PR LUTHRAEBET 5 LI 5 RETH D, %
o, REFBREREEECHRMOEFNHATIHET
AR TERED 7 §  REARAEFIRELINS
DT, #EREHEMNLY, BEHBLERETLEN
DB BHENIE

FAITIPR IS RRGE 3 41, IRERSREE 2 1, MBEHO
PIlEs¢ 1 Blic Sisomicin #{EHAL, 5HICHR T, El
TERRE Abhithole, T TEATREC LA
A MR A B LI LIRRED 1 41 & MBSt O PIBSE D

16, %4 1H4.9, 47mg/kg %54, BAMBKEL,

BEBE AR T, BEICRI Licz L Th B, Kk
DEEFIRH B E, %21 BESE 3mg/kg LT T
BHH, 4mg/kg PIEXHEE LD D -2,
DX 5 KRR LB AHEREE Y B EY
DERBBYE L b5 L, BEED K\ EERYE
Flciz GM LR 4~5 mg/kg/ B ORI TTEETH
A5,

>
[

VI ¥ BB

F.3£12 Sisomicin O'F&EH:, CBPC 2 SBPC 2 X %
RELOFE BEREBRCOWTERR L, KOBRYE
o

1) FKEicsiH 5 Sisomicin OEFEME GM kb
BE 50T Egh 5 Too

2) Sisomicin & CBPC % SBPC #E®&AL, 128
MLLE incubate 33 &t X b Sisomicin DFEHIT
@—F LTCO

3) FPREEREYME 3 Bl IRERERYUE 2 41, MIEMOA
B4 1 BIDE 6 Flic Sisomicin &L, 5HKER
TH 1o

4) EIfERI 6 Fitic @ A bhitd oo

X 3

1) AEESTF  $25E 0 R EREEERE FXY
v#yw AT Sisomicin —HE H—o 1977 (KE)
2) REIMANN, H. & R. S. JARET: The Chemical
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FUNDAMENTAL AND CLINICAL STUDIES WITH SISOMICIN

HAJIMU TAKEDA, MASATOSHI NIWAYAMA, MORITO IWANAGA,
ToMOKO KABASAWA, YO TANAKA and YASUTAMI KINOSHITA
Second Department of Internal Medicine, Niigata University, School of Medicine
SHIRO KAWASHIMA
Department of Internal Medicine, Niigata prefectural Tsugawa Hospital
MASANAGA TAKATO
Department of Internal Medicine, Nagaoka Central Hospital

In the following the results of experimental studies and a subsequent clinical trial are summarized :

1. Sisomicin was less nephrotoxic than Gentamicin in rabbits. Blood urea nitrogen and serum creatinine
of rabbits treated with the drug did not elevate after 10 days. Renal lesions observed were characterized
by vacuolation of tubular cells in the renal cortex. Intramuscular injection of Gentamicin caused azotemia
and necrosis of tubular cells.

2. Carbenicillin or Sulbenicillin was incubated separately with Sisomicin. The residual activity of
Sisomicin in this mixture was assayed by thin layer cup method. Both penicillins inactivated Sisomicin
after more than 12 hours of incubation.

3. Sisomicin was administered to three patients with bronchopulmonary infections, two with urinary
tract infections and one with bacterial endocarditis. The patients received the drug for 12 to 70 days in
doses of from 2 to 49 mg/kg/day. All patients, except one with bronchiectasis, responded well to therapy.
No adverse effects attributable to the drug were observed or reported.



