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Fig. 1 Chemical structure of Sisomicin
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* Table 1 Sensitivity of clinical isolates against
Sisomicin using original culture

#g/ml aefz;g. cfii Kleb. mI:r vtlt}g. Ent. | Ser.
0.4 2
0.8 9 3* 3 3
1.6 14 1 1 1 1
3.1 2 3 1 1
6.3 8 3 2 1
12.5 1 2
25 1 3 1
50 1 2
100
Total | 36 10 6 7 3 5 5

* including NIH]J

1 DX 5 TREHOEK T MIC f#i% 0.8~6.3 pg/ml
oA Lichs, 126 pg/ml LGtk L 2t dh B
BRI T2k (15.3%) kkasdbhic,

GM X0t KW-1062 L pffio MIC HoERE*R
R+5E, Fig. 2 L5 TlREAYEFZITET 585

Fig. 2 Correlograms between MIC of Sisomicin and GM or KW-1062
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BhORETHID LRI NI, ¥=FOMITAL
MIEREMED R ED BRI,

EEER MR D BERT S = 1 2 /5 X = 5 ¥k Sisomicin &
X35 R A BERERR 2 Bk (Mac, FH) L L deflEL
Too "I 7 B2 —Fy b RERAL~M 275 X<
WA THHID 100 pg/ml 25 2 EFFRIIEIE
BL, <A 275 X<0@Eix CFU 1 10¢/ml iz
BIOTHBLTEME L, 5~6 AHNBAL (M
LB A CHIE LicA, Sisomicin (33X TD<=4 27
5 X=HRiC L 100 pg/ml DRBB|E TLHENELR
Xiedrotce (Table 2)

2. [ X CRAPBE

#ABTBIERLL (FO B s\ TIMEEN T %8 2 ~
3 EETH, BHTRTEKIC 50 mg 58 Sisomicin ¥

Table 2 Sensitivity of clinical isolates of
Mycoplasma pneumoniae against

L, BRChhs X ORPBEYTIE L, JEE
% B. subtilis ATCC6633 %\ 2 HEH » 7HIC L »
foo FORME Table 3 0 X 5T, MPREIZELL
R L, OXBITH4RCIER LT\ o, Kbl
Bov—7HNE50BhT 13 pg/ml KB LT
£ N

3. HRH

BRACIIRES, <1 277 X<ffifkd, &
O X b DKL LRBE LR LAES 1, REBER
E3 (5B 1Ak 2 @fE) OB ER L, X
1R 50mg 2 EFHERTRY, 7~14EHEERAL
foo IEBD—KR% Table 4 FRT, MOHAKISEE
BN 3 BlSL Ehico HRILEELTED L, Y
7, RFR2, BH1 Thoto BFHELTIZLA
C2BEMOBERTRAL DDEVDRLND 5 Topi—

Sisomicin Table 3 Serum and urinary levels of Sisomicin in
patient F. O. after 50 mg i. m. injection
Strains MIC pg/ml
1 ~100 Goms | 2.5 5.5 14.5 20.5 2.5 3.5 48
2 >100 Serum
3 >100 level 5.1 4.4 4.2 3.1 2.4 2.1 0.92
(pg/mb)
4 >100 =
5 >100 Chr 5.5 16 20.5 28.5 39
Standard 1 >100 Il_Irinle
eve 6.0 4.8 13.0 1.9 1.4
Standard 2 >100 (pg/ml)
Table 4 Clinical results with Sisomicin
. . . causative ;

No. patient diagnosis orgenisms dose effect side effect remarks
1 MT 47F sepsis Klebsiella 100 mg x 11 days Good — Cefoxitin
2 WH 22M | pneumonia M. pn. 100 x 8 Excellent — —

3 KT 28M | pneumonia M. pn. 100 x14 Fair dizziness —
4 IH 40M | pneumonia M. pn. 100 x14 Fair — —
5 SA 34F pneumonia M. pn. 100 x14 Good — —
6 KW 53M | resp. tract inf.| P. aerug. 100 x 7 Poor — Bay f 1353
7 MS 48M | u. t i Kleb.>108 100 x10 Good — —
. indwel.
8 BN 48F | u. t. i. Kleb.>10° 100 x13 Good — catheter
9 BN 48F | u. t i E. coli>10° (100 X 7 Good — ditto
10 YK 39M | sepsis E. aerogenes |100 X 1 Good — Bay f 1353
(AML) 150 X 6
11 FO 30F chr. pyelone- Klebsiella 50 mgx14 times] Good — dialysis
phritis, sepsis affer every
(SLE) dialysis
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Fig. 3 M. T. 47 yr., F. Sepsis, Liver abscess
8/30/9/1 3 5 7 9 11 13

C ]C
Cefoxltm 2g X 3/day iv CEZ
4% Sisomicin 50mgX 2/d im to surgery
5\ /\ i \
38 /\
gl AWAN AN
Klebsie Ua3
stel —_ _— —_— p—
from blood + +
WBC 7300 5600 16700 17300 11800
GOT 43 33 24
GPT 39 21 16
BUN 213 16.7 226 15.2

* (MIC to Sisomicin 0.8 gg/ml (0%)
MIC to Cefoxitin 6.3 #g/ml (100x)

fEF1, M. T. 47 F. BumiE - FFi% (Fig. 3)

FRRUTAEIR G YR AT 5 FHchd, FOHEs« Rl « X
e EESEE S D2 LT, SI4E8 A26H X W H
B, 28> 2 v ZEERETABR L, IiFX b7V 7
=S REP LI, 8 A30H XY cefoxitin 1 H 6g 4
3WEAHR LS, REDEE IPOEREE LR
THo7=DT, 981HXD Sisomicin 1 § 100 mg 4y
2HERA LI, 9 A3 ArbPoEiXRELRY
—BTF#Ll, Lihrl, *ORBORS Y 2 H MERH
i, AP LR aiRLich, mPoRIHE Lich
otce & CHIBBOFEENFELIABANGRN Lic, &
B ptEREChH AN ER LB S hic,

Fig. 4 I H. 40 yr., M. M. pneumonia
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— ]

Sisomicin 50mg>< 2/d.im
38
/\/\ AA
36 i VA A AN
Cough 777~

WBC 5400 4200 3400
GOT 82 38
GPT 64 51
Al-P 135 145
M.pn.CF <8X 64><

ESR(lh)59

8% B0 AN T

fERM4, I H 40:]' M. =4 2 735 X=fiigk (Fig. 4)
51469 A16HRE - % - B HBERLIVDTI A22
BABE Lo Slsomlcm 1H 100 mg 42 % 14A M
B Lo REWIBRACTEEL, X HRE L BRCFER

Lo BHES S R EDLRIHKECHED LI, =1
275 X< CF HikOoFEDO LRYZ LD, &8
Bia R LI A0 b2 hR) L HE L, BIFARh
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Fig 5 K. W. 53 yr., M. Encephalitis

8/26 9/1 5 9

c Bay f 1353 2gX 3/day iv

40- ——

39- Sisomicin 50mgX2/d. im

38

37

36- * T
sputum  P.aerug. #* # # 23 #
from trachea Kleb. + +
RBC 422 291 212 236 316
WBC 19900 13000 14100 7000 5400
liquor cell 30/3
GOT 26 28 34 29
GPT 21 24 58 25
Al-P 3.5 2.7 5.6
BUN 19.0 14.6 20.7 18.9 15.2
Cr 1.5 0.8 0.9 0.8
urine prot — - - + -
sugar - - -
sed. RBC 1/10 1/3 1/3 1/2  1/3
WBC 1/1 1/1 19/1 2/1  >30/1

melena . mrrr7rmrrrrrroeres
#MIC to Bayf1353 ( 0X 100 ug/ml
100X 12.54g/ml
% ¥MIC to Sisomicin ( 0Xx3.1 ug/ml
100X 1.6 ug/ml
% 3% ¥MIC to Sisomicin ( 0X1.6 ug/ml
100X 1.6 pg/ml

fER6, K. W. 53 M. g (Fig. 5)

514F 8 A16 0 3% - MAEE CABL, 8 A18AKE
Bl - REWBY 7~ T A0 REShic, 8 A23HYIE
O X D RIBE LR Lico T Bay f 1353 % 1
H 6g 43 BETHMR LI, L LERRLKT 50T
9H2HXb Sisomicin 1H 100 mg 42 HE*HtH
Lico L LBHAIR X » T HRIBE OBRHNIERE LD
TR L HIE Lico BERBITSH 5 - EIfERO BRI
NE LV, —BMwe GPT oLA%wH LD, KRTHE
LDH o kR % &,

Fig. 6 Y. K. 39yr., M. AML, Sepsis

11/20 % 24 26 28 30 12/2 4 6 8 10 12141618
4g Bay f 1353 12g drip iv 8g
i S

Sisomicin —————
75mgX 2 ICI‘}) 2g im
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/\ A /\ Steroid

37 yv Y V Vvvv Va2 22224
Org.from blood(+) +H )

WBC 88 45 500 1000 5400 7600 10900
X-ray

film a%

GOT

GPT 67 86 77
BUN 28.1 12.6

Cr 1.0 0.8
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fEFI10, Y. K. 397F M. SR8 QIR « Rt
(Fig. 6)

HI% CABRERP514E11 A 198 & 384°C, 20H
40.1°C L b, 21 M¥EEEHED S, E. aerogenes % iE
B L7z, Bay f 1353 L ffFC, Sisomicin O 1
B 150 mg 42 Tf7\, b CP &#BMMLIEY L1,
MmAROBEIRHEL, KRB TRE L, BWEARRED
ot

Fig. 7 F. O. 30yr., F. Chronic pyelonephritis,
SLE, Sepsis under hemodialysis

12/131618 212325 28 31 1/4 6 8 111315 18

IR did vl
.C sisnon,]uici; oo o o o oo oo o o
39 me
3 A AALAANAANAMM VI
36
Org. from urine Klebsiella" S.epidermidis
/ml >10° 1.4X10° negative 1X10*
Klebsiella™
from blood (+) (=)
WBC in sed.>30/lhpf >30/1 14/1 >30/1 22/1
WBC 12300 13000 10000
BUN  74(24)® 88(32) 58(17) 103(23)
Cr 7.6(3.4) 9.2(3.6) 8.0(3.2) 9.6(4.0)
GOT 66 79 60
GPT 73 113 81

Al-P 28 34.6 22.2
* MIC (0x) 0.4 pug/ml
** MIC (0x) 0.8 pg/ml
@ Before dialysis (After dialysis)
J Hemodialysis

§E6I11, F. O. 30 F. SLE « (8B F 46 « Bl i
(Fig. 7)

SLE w2 X 2 BEBLDI®HE 2 ~ 3 D M#K FEHF %
5 TWWBEETH LA, SIEI2AIBEREI 7 V7Y
=35> 10°/ml, 1216 MEHERI DS I7 VTV =5%
KL, £DOHX b Sisomicin #&£FIKTEHEKIC
50 mg ZEHEL, 12A18H % CUEMT Lico FRux
380°C pATF&ieh, X hEIXHEEL, RboED
Boh bR e, BRI EHE S M, Blih—8
iz GOT, GPT O ER% & ki,

TeBEER2, 3, 4, 5D 4Bk T Sisomicin
BEMERTHEEBREWTA—Ud 2 — X~ X BHH
BRERZTILIcNERREDILD 5T,

EAS KIS WT 2 BHBE LABALLBVDE WY
Faiid, 2 EMR KRBTk Lz, Sisomi-
cin #5 L OBFRNBETE WD T Table 4 ducid
ﬁ LTCO

FIEBNC 357} 5 FEHNEIERT & R TRAC 31 B R
EH % Table 6 iIc—KEKL LTRT, EH 1D AL-P
FRRFEEBICHERTSEELLR, EMI00 GOT,
GPT ERIIMER SN TH, FFERER T
B ERAFIETREETH - oo IEBI6 © LDH LR
EEZ“% 'C’b el 7"Co

I. & "

Sisomicin OBBIT L b\ Wb B 75 ABREEER7
327V avy FREAEHES, GM 1268 E 5T
Amikacin (AMK), Dibekacin (DKB), Tobramycin
(TOB), KW-1062 L&+ T6 Moz 5RE ST,
ChOEDMOFEENRECHEL LB LA TH

Table 51 Laboratory findings

1 2 3 4 5
Cases
b a b a b a b a b a
WBC 5,600 | 11,800 6,500 | 5,300 | 5,900 | 6,600 | 5,400 | 3,400 | 7,300 | 4,900
RBC (x10%) 418 469 485 499 456 438 403 392 420 430
Ht (%) 37 43 44.5 45.5 43 40 42 39 38
ESR (1hr.) 52 3 8 4 7 26 59 105 28
Urine Prot. + - - - - - + - +H -
Urine Sugar - - - - - - - - - -
Sed R 1/2 sf 1/3 1/all 1/15 1/all 1/4 1/1 1/4 1/3
Sed W 2/1 4/1 41 2/1 1/1 8/1 1/1 2/1 1/1
GOT 43 24 14 21 13 K7 82 25 16 23
GPT 39 16 11 17 13 30 64 26 13 16
Al-P 12.5 23.5 4.5 4.8 3.0 8.7 13.5 10.9 5.1 6.8
LDH 310 580 250 290 390 320 460 350 310 360
BUN 16.7 15.2 15.4 10.5 23.3 17.1 14.3 13.1 17.4
Cr 1.3 2.0 1.1 1.2 1.2 1.4 1.1 1.1 1.1
b : before a . after
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55, FIEID R TIIEE 7 7 sBHEEEILOERD
Rigsicoh, $AMEHIEZRCL, £hThoBERK
DOWTERREHD S v v /7RETEEETHZ N
HMbhTwb, ek zif TOB RBELSI V-1
s e 5w Az, GM & Sisomicin {3235 F 7T,
Sisomicin {34 VY F =BT e T Y AT d o & HEE
HEDETRT LW BENRD B, &1 Sisomicin
BEEHTL-LLBEHTHYREOEEN -
WEWI AL DB, FRBRAVBRIECH T 5 IRER
% Sisomicin & GM LDEITL 55 LRRE T I
WTODH Sisomicin 333 <h, MMOBER Tl Le)
nleE\ 58,

BEpR K ERe A C12 Sisomicin, TOB, GM =% 0D
BIRSHEOBRRIIELUL, AERFIELEALAKOM
hBEA 5 5 &\ ) S, LA L Sisomicin
TRLEL, GM HERIEVETIRILIALNEY,

B IRANC IR R D » 5 MBER D BET,
& GM % HEHE LR TRBBRIILI L 5 TH
otohl, WHEER X AEHS X UCBERROFAEN Siso-
micin D347 < BIfER d ik fc & Sisomicin i
BRI BERD B KLT GM Lo his b #
HxhTwsh, BEDO DKB, IHBEHRES A
TOB kD HBRBcZ L, AFDOFHi% 53D
B BHTBHZ ENTEILY

I B0 BREE I KL Lo, — BRI H
EEMCWCHER VT F=v2 )75 vAEER
i 7 v7 I = VRES DR SR IRD D HELRE

Sisomicin

TRTWBR, EEARET D EBM2.010 ~2.6%12
BITH 50, BEFECIEWCWhIRI VT F=Y
BREO2fECk), BEHBREOBRC LS LW
5 12) °

73779 3vy FREEHEOFMAEDERLBERD
—ok LTH 8 REthEREE & B 0BT
BT bRh B, BERC KT 3R TIXAFOMEE
LaL GM, TOB LI LTRKEWHCEL, BRE
FAEIRWEWCOESYZORRCIHL bN D Z LA
BrXhkd,

M2 WF R A LCTERICEVbiF s 2 LidEb
HTEEEZ & TH DA, Sisomicin OFFOWhic Kk
RHE X 272 B ARSI EFI O FEMMER T h T
Keiedhd Lhi, LAl GM HE KRECH
mLowbs4H, ThboEEok#Ls 2 AMK
BRMMOF LY GM ELl7 s 7 7Y 2 vy FREAE
MR EMEYET A L0 b, GM L3tEhicis
BRAND D L THERMLTWELS TURAEBIRWT
B5d

<4 275 X=fliged 4 FUTWTHh b BERYLLEEHE
Ehich, in vitro OREREHABIER» LIXARIX <1
a 75 A<igiceThh, BRBRCLSLELD
h3, LorL, BARECH LTHREYRBRELAKRE
WHEXHbHBbARIL,

W # 7]

FHLWT7 I/ 7Y avy FREAHHE Sisomicin &

DWT2, 3DREETIRVROBME X7

Table 52 Laboratory findings

6 7 8 9 10 11
b a b a b a b a b a b a

13,000 | 5,400 | 8,600 | 10,200 | 7,400 | 5,400 | 8,000 | 7,700 88 | 7,600 | 12,300 | 9,200
291 316 386 369 360 365 363 387 220 438 214 229
27 33 36 38 36 35 38 39 23 46 22 22
31 30 79 76 45 37 27 25 11

- - - - - H#t H#

3+ - - . - + +

1/3 1/3 1/6 1/1 4/1 31 1/1

19/1 | >30/1 2/1 1/1 | >30/1 >30/1 7/1
28 29 16 9 16 31 60 66 7
24 25 24 9 11 67 86 73 48
2.7 5.6 6.8 5.1 4.9 10.8 28 18.1
440 670 480 210 170 1,080 760
20.7 15.2 12.4 13.3 14.4 28.1 12.6 74 103
0.9 0.8 0.5 0.5 1.0 0.8 7.6 9.6
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STUDIES WITH SISOMICIN

KEIMEI MASHIMO, OTOHIKO KUNII, KAZUFUTO FUKAYA, SHOJI NAKAMURA,
YOsHIMITSU FUKUHARA, MIKIO KIMURA, KUNIO YAMATO, KOICHIRO IWATA

Department of Internal Medicine, Institute of Medical Science, University of Tokyo

Sisomicin, a new aminoglycoside antibiotic, was clinically investigated and the results are as follows:

1. The sensitivity of various gram-negative bacilli, isolated from clinical specimen, to Sisomicin was
tested. For most strains, MIC values ranged from 0.8 to 6.3 ug/ml. Eleven strains out of 72, with an
MIC higher than 12.5 ug/ml, are considered resistant (15.3%). The antibacterial activity of Sisomicin in
comparison with those of Gentamicin and KW-1062 was found to be similar. A tendency to cross-resistance
was observed.

2. In a subsequent clinical trial, a total of 11 patients, 3 with septicemia, 4 with mycoplasmal pneumonia,
one with P. aeruginosa in sputum after tracheostomy and 3 with urinary tract infection were treated with
Sisomicin.  Clinical results were “excellent” in one, “good” in 7, *“fair” in 2 patients. One patient did
not respond to therapy. Transient dizziness was reported by one patient, and some abnormal laboratory
values were noticed.



