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Monobactam R4 E carumonam D EEABEITE & UARMRBREE T 56
PREAE 2 RRET L 72,

AK| 1 g 2EGEMBIERIC one shot BE L 7 BOMBEFEE L L U T-tube L W 1B5
M7z BEH B & BRI RIE U e, MBE PR E IR S 30 57 59.9 ug/ml %R L, 6 R
BT 5.2ug/ml Loz, EHTRERERS 2EBKRE —27{E9.6 ug/ml 2187, %
fo, REI2 g 2FEBE 4 FICMPREL, MBTEES L HEBREE 2 AIEL /2, IF
FBEIIRE 15 9% 140 ug/ml ZRL OB ER L, 3EEE®HIZIZ24.2 ug/ml L %25
720 HEHBS I UHRANBERZXZNZFNI.TT ug/g, 8.06 ug/g THo12,

KE 2 S BIEEURIE 22 LIRS LR, EX56, BRIA, LoB%24, &Y
6BITHD, BIE63.6% L% 5Tz, SFHEFFBRIIFICE VT, BIMERGE 10 GlHES)
28, BRISH, BHEN%THZDIINL, HEEHDESFIFHEL 44, BIMES0%E
% o7, SHEEBIMEFERZNRIL 3L ERPHE 138, BRA T, TR 11tk BREX64.5
%THo7,

%8, 22f2fhc, B -ENEWERL S EREIC L 3 L Bbh 2BRREMRER
FTH oo,

Enterobacter cloacae, Serratia marcescens, Haemo-

T C & (= 3
philus influenzae, Pseuwdomonas aeruginosa #8877

Carumonam (LAT CRMN, AMA-1080) i3 EHEZES
DS L Jc BB M f-lactam H1 4 K| T, aztreonam
(AZT) & & %2 monobactam % & FRF N 2 $1 L W IS
RyERITH 5,

{b2& % Fig. 1 12 L7223, sulfazecin DEA B

EREALFEEHT LI LIV BoncbDTH S,

AL Citrobacter  freundii, Klebsiella oxytoca,

LRHEICH L TBED g-lactam Fl : A& »Z UL
DHEHEFRT—F, 77 LBHES & CREEE N
THHEHRF,

EFRI SR IZTIZES L B mHREERL, €
DHFH T 1~2 BT, KBBAMRRE RO E FELL
TRPCHEE B,

3 7:, EHOREMCOVT, BE b bLLEER
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Chemical structure of carumonam
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Disodium(+) ~(Z)-[[[1-(2-amino-4-thiazolyl}2- [((2S,35)-2
- (carbamoyloxymethyl)>-4-oxo-1-sulfonato-3-azetidinyl] amino]
-2-oxoethylidene] amino) oxyJ acetate

Fig. 1

NH:2

BRYEERR T CHBLIREFREIBO SN2y
272%

bhbREFOEEARITE & USRI
WM 2ERBBIZ OV TR LD T, ZOFHMERE
5,

Fig. 2
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Carumonam NKEAEE

ERIENBERIE X, Escherichia coli NIH] #E
B & 95 agar well ECTITo 72,

1. MER1T

BREMEERSIC, CRMN 1g #% one shot iE
L, MEF S L CETFRBELAEL 2,

XER I ARRTE O 72 B ZERE AT & MEAT & LT fER
T, FEEREE TH >7:. CRMN 1g % one shot
B, WExNTWw3 T-tube & DB S/ ABIT
RN 72, £ RIS 0.5, 2,
4, 6RFRIEICERERL 72,

MmEFEEZRS 30 5% 59.9 ug/ml &2 > 72
OB EEICEAD L 6 % ICIZ 5.2 pg/ml & 7%
> 2o —FAEHFBE LIRS 0~1 B¥fIER 7.6 pg/ml

Serum and bile concentrations of carumonam after 1 g intravenous one shot injection

Time (hr.) 0 0.5

Serum conc. («g/ ml) 59.9

9.6 5.2

Bile conc. (ug/ml)

7.6

9.6 7.4 4.2 3.1 2.7
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Fig.3 Serum and tissue concentrations of carumonam after 2 g intravenous one shot injection

(ug/ml, g)
1404 o (140)
&——@ . Serum
X . Skin (n=4)
100 (103) [a] . Muscle
504
(24.2)
o
X & 5
r T T
1 2 3 (hr.)
Serum (ug/ml) Tissue (ug/g)
)b e bz | 2 3 Skin Muscle
Case
1 — 162 105 60.4 43.2 16.1 (15)* 11.8 (1°50")*
2 131 101 77.2 | 39.0 19.8 4.61(10)* 4.76(2°00°)*
3 202 96.8 | 67.2 | 34.4 — 13.9 (15)* 6.91(1°05")*
4 87.0 54.6 33.6 | 17.8 9.7 4.47(10)* 8.77(1°107) "
Ave. 140 103.6 70.8 | 37.9 24.2 9.77 8.06

* Time after injection

Table 1 Criteria for evaluating effectiveness of an agent on
infectious diseases in the field of surgery

More than 2/3 of the symptoms and signs disappear

Excellent oy
within 5 days after onset of the treatment.

Good More than 2/3 of the symptoms and signs disappear
within 7 days after onset of the treatment.

Fair Any one of the symptoms and signs disappear within
14 days after onset of the treatment.

Poor None of the symptoms and signs disappear or their
aggravation is observed after 14 days.
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ERL, I~2BR%ICIZE— 2718 9.6 ug/ml 2187
v B Y Y Y Y DB, RRZFD L 5~6 FFEHEICIE 2.7 ug/ml &
28 S S| 8| 5| nor (Figa.
2. HEBRBT
s . 3 3 £ g5 FUBIRIGMIMEITRESZ, CRMN 2g % one shot
gg E 8 8 E 2 FEL, METS L UHES (KM, HR) NEEx
28° 2 25| £ meELr
SREMS TN A BT, £EMRETINTIERC
.S 5 3 3 . N CRMN 2 g % one shot 8#E L 7z, KMz H%5 15
-5 b5 S S & & 7, 304, 1, 2, 3EERIBICERML, MBIIERS 10
$~2 BRI SRER L 72,
< 4 BIOFEHMBEREE L, &5 15 5% 140.0 ug/
S E a a | a ml, 30 534 103.6 ug/ml & B THD L, 3 E5RS
3 g S e | g o3 24.2 ug/ml L5572,
- PR (3 49 9.8 g /g, 5P P 13 T
£ .§ - - - . - 8.1ug/g #nL7 (Fig.3)o
c s - ~ ~ - ™
§ s & BR K B &
5% R RS UIERIE 22 1T, B 1361, L 94,
AR o S B = FRII2THE~T6 K, FHEBRATRTH 12,
2 1ga” RBAINRE, BEEL 6B, Wik 4, 7
4 A BN 36, MEAIRE 2B, WikkarErIRk
= | 1€~ ~ o | a | | m1P, BEmAsER IERES L CEEE) 2
g1 |27 ~ SRR | B, mEEAIE, MELIRTHS,
C - BEHAER, 188582g (1g 2EESE) 520
? 0 Ee o B, ik 3g(lg, 3EHKS), 4g (2g, 2ERKRS)
MR e DBERENLPITH > 72, BEHMES Eo o 19
s - B, ¥ 9.5 H, ¥ -#4&5813 10~60 g, ¥ 21.0
-2 |8 § 5 g &2, 15 Bl RIGERE, ftd 7 Hid one shot &%
5 2 ¥ s -,
SE | 88888 £ 7 L7,
2B S SES Y| Y 7 s EPRZIRDO¥IE (L, Table 1 (ORI RHEITHEY,
ESesslad o | KRS X UBOMEREEEL LT, B8,
KROEEEPLESHEDOEELHEDBIZERL 72,
5 G| ARSI LB BERE Table2 DRLI
g"ﬁ . 5% 0 gg RERIEGKRRIR T, BEXL6FIFER 3B, B
23 £ E2) 2| S| 3praflcmBRa®e 0L, WRBIELE 4 P
SE | S | 5 5| S5 mmim, eeEMIA, EM2AITHoR. Wik
S5 | £5E (£33 53| mi| menmRammEs2e, ®H10, Hen
S| SEL |SER SZ|4EE| 200HW, EHE L6, HEMIPIRR | 18
SES |SCR|SC|8CE| Thor, KEMEMER 2Bl L bicHEL, BEX
53] 2= oo me|os| SPUPES2EL R MIE LA SEMT
A - botz, LIzd3->T, 22HHERSF, B9 4,
Sls o = | = | 8 | ooRBE, mB6HIL D, BHEL63.6%

s 57z (Table3),
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Table 3 Clinical effects of carumonam

Diagnosis N:g);}::r Excellent| Good Fair Poor iftf:ctive?;:)s
Peritonitis 6 3 6/ 6(100)
Postc;;;:taotri;gs 4 1 1 2 1/ 4(25.0)
T peritoneal mfection 3 L | 2/366.D)
Postoperative wound 2 1 1| 1/ 2(50.0)
T moratic. infection 1 1| o/ 160.0
Soft tissue infection 2 2 2/ 2(100)
Cholangitis 3 2 1 2/ 3(66.7)
Sepsis 1 1 0/ 1(0.0)
Total 22 9 2 6 14/22(63.6)

FIERBRDEEET H - 1 ERNIE 18 BT, I
B3 10 B, MEERRIE S i sz, SBEE
ANCERRZIR % A% &, BHERLTIE, E colil
Btk 2 BlpsER, Klebsiella 3 HIZ BB LT
HY, P aeruginosa 1 BERN, P. anaerobius 1
BB E 2 o72h3, Staphylococcus aureus, E.
cloacae & 1 BB TH 572, Liz85 T 10 Fich
Z820, BSH, LB LE, EX2H L
D, BREI0.0% &% >72, DX CERERLET
13, Candida % &0 2BREIC L 2RI 64, 38
B, SEESR1BAITHD, SHRE4E], ©oh
216, #2346, BRE50.0%Th-7 (Table
4),

2B 18 B & D HBES N B 3L HRIC DO W TH
BFHIRNRE 42 &, E. coli 5 kRl %k 4 8, %
R 1HR, WAFE 100%, P. aeruginosa 4 Behigsk 2
B, BRMA, TEE 14k, HERB.0%LRD, 7
7 LR 23 RDIEERIZ 78.3% L x o Jehs, 7
7LGEBE 6 BRIV TN O ERL T, Candida
LERE 27z 31 Bk, %k 135, BRMR 7, T
11 B, H%FKiZ64.5%ThH -7 (Table 56

BIER, BRARREMRE

FEBREHRICEH - EAREWERIZA SNk -
2o FEREGHB & ORI KER, BT - BHiRE
% EET O THRKOREMICE 2 2 MBI
(Table 6),

ZORER, FEERE 260 I/MREY 1 Ri3
DI AR E DA SN DRER TB LU T
b, fER 7138581 GOT 1 33, GPT {& 6 »3#&5
#% GOT {& 165, GPT f£ 39 & 2 572, Z DREFIILHF
TErERERL USRS 2EBVRLTBY, £
BWEHZEIC LD AE EOBRZRL E &N, £
ER 10 12D W T b E5HTGOT il 30 255K 5% 81
EERUY, BEELEREKBEELTEY, A
BRI RV LIS AT,

—7, M/MRBAIZER 22 2 & 60, REFiE
0.2 F»6kE5%4.9F o1, ZOEMIRSK
R > BERES T, & DIC &b h,
M/NMEESEAL LIz b D L Bbhiz, Thbb 34
EHREMEIFRBICLIAHDT, KEl L OBRIE
BOREEZD,

% 5

CRMN iz AZT : & & iZ monobactam % & FEiE
NBHFLOERBHEATD 3,

FENx, AZT g7 7 ABMES & VESR
HECHL TIF LA CHEAERRE VY, 774
RMECHL TR AZT A% 2 LOROA
BHEELTwEY, 2HTY P aeruginosa X
LTI}, cefsulodin ® ceftazidime DT <h
FHRENETRT. Z0&d %07 LRMEIINT S
EHOBORE R, T ARABRERY 8-
lactamase (239 2 V> iEHIM 6 & OF PBP IIIZH
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Table 4 Clinical responses to carumonam classified by isolated organisms

. No. of ti
Isolated organisms o0 Excellent | Good Fair Poor Effec 1ven:ss
cases rate (%)
S. aureus 1 1 0/ 1
E. coli 3 2 1 2/ 3(66.7)
_ K. pneumoniae 1 1/ 1
<
'5 K. oxytoca 1 1 1/ 1
Lé Klebsiella sp. 1 1 1/ 1
§ E. cloacae 1 1 0/ 1
= P, aeruginosa 1 1/ 1
P, anaerobius 1 1 1/ 1
Sub total 10 5 1 2 7/10(70.0)
S. epidermidis
1 1 1/ 1
Enterobacter sp. /
Streptococcus sp. ) ) U1
E. aerogenes
E. faecalis
1 1 0/ 1
Klebsiella sp. /
E. coli ' ] ] U1
P, aeruginosa
=
5 E. c‘loacae ] ) o/ 1
5 Acinetobacter sp.
%, P cepa‘cza 1 1 0/ 1
fout C. albicans
E. coli
C. freundii 1 1 0/ 1
P, aeruginosa
Streptococcus D
C. freundii
K. pneumoniae 1 1 1/ 1
Serratia sp.
P, aeruginosa
Sub total 8 4 1 3 4/ 8(50.0)
Unknown or sterile 4 1 3/ 4(75.0)
Total 22 9 2 6 14/22(63.6)

TEROBNMZ kB bDLEREENSDS, &
CIZ B-lactamase 23t 2 EH M X b T,
%7 B-lactamase FEIZ b H TEV, LIz
T 77 ARMHCEBRNCRVWIREN R TT, B
Luo A 7OMRER E L COFRAENEFE S,
bhbh3FFOEH TS L CHERBTICOVL
TR L 12o BEE OMPEBABITIIHRD £
7 ARPUER L IZIZAK R IEA 2o 7, 2B

HABITIIRE 6 B% £ T 2.7~9.6 ug/ml %R
LS, AZT® WH~NEETHo7, L2L, 75
L2EMEICNT 2HVHEN, BLUbhbhok
BCHRTEYBERES 3FAP 2HRCEHNTH-
ez &Y, FENIEERFECOE-TLIVEE
Z 5,

—75, BREAERNZ E. coli %7213 Klebsiella DB
HRE AP EENDEEE Lo 2HDE 6 HT,
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Table 5 Bacteriological responses to carumonam on

isolated organisms

Isolated organisms :i::\ir?: Eradicated | Replaced | Unchanged f;;dw?:/:;i
S. aureus 1 1 0/ 1
S. epidermidis 1 1 0/1
Streptococcus spp. 2 2 0/ 2
Streptococcus D 1 1 0/ 1
E. faecalis 1 1 0/ 1
E. coli 5 1 5/ 5(100)
C. freundii 2 1 2/ 2(100)
K. pneumoniae 2 2/ 2(100)
K. oxytoca 1 1 0/ 1
Klebsiella spp. 2 1 1 1/ 2(50.0)
E. cloacae 2 2 2/ 2(100)
E. aerogenes 1 1/ 1
Enterobacter sp. 1 1/ 1
Serratia sp. 1 1 0/ 1
P, aeruginosa 4 1 1 3/ 4(75.0)
P, cepacia 1 1/ 1
Acinetobacter sp. 1 1 1/ 1
P, anaerobius 1 1/ 1
C. albicans 1 1 0/ 1

Total 31 7 11 20/31(64.5)

Eradicated rate (%) = Eradicated+Replaced x 100
All strains

WIFNLER B L ER TH 7z, W
ERIED 4 BIRAFIBEN TH o2 202, 75 A
BHE L REEOEREREA L, BRI LD 5
TEESTES NI ERTH B, FHIOHBE R~

M DSZORRBBEENBIBE, Thbb, 7
7 LAEHEPRIMEOEMRBIYFEIZ V> £ ThH R
<, INo 77 LARMER L ORBERIYEICIE,
BICDH2EF e OWAEEBICANILENH
EEZ B,

D E MRS 6 FIFESTH -7z 3B, v
N BRET, B2ERRBCLOSOOTEEY
ERITH>Tze TDLIRERICKL TEBE5RES
Byo L ORFEBSLELEbh 2,

BB, FRGCEZERMETH L7080, $EHK

7 2 ARPER LD T LAY ST, KB
BEECEZ 2BV OV EE L RBY, SEN
FrlLiz22805 5, B-tENEIER%IDE
B 1B o7z, EERBRERR TR,
BERELRLL 2P b ERMERCELET 5120,
REBEIFRRC L30T, M/MREED %70
7z 1 Bliz I T T, DIC g bh s o, %0 2H
L bEFEOBEIR R EEZ B,

Lietso> T, 77 slatsic T 2 8ORENT
BOELSME L b, ERERRC B IHALD
HACERLERERLE T 2 BREICNT &5
BERPRT N, SABESBRRECACERLY S
EHThsrEZ 3,
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CARUMONAM IN THE FIELD OF SURGERY
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Carumonam (CRMN), a new monocyclic 8-lactam antibiotic, was investigated for its serum, bile
and tissue concentrations, clinical effectiveness and side effects.

1) Serum and bile concentrations were investigated in one patient with cholelithiasis. Following
single-dose i.v. injection of 1 g of CRMN, serum concentration was 59.9 zg/ml after 0.5 h, decreasing
slowly until it reached 5.2 g/ml after 6 h. Bile concentration showed its peak of 9.6 xg/ml after 2
h.

2) Serum and tissue concentrations were investigated in 4 patients with breast cancer. Following
single-dose i.v. injection of 2 g of CRMN during surgery, serum concentration was 140 zg/ml after 15
min and decreasing to 24.2 xg/ml after 3 h. Skin and muscle concentrations were 9.77 ug/g and 8.06
1g/g.

3) CRMN 2~4 g/day was given to 22 patients with surgical infections. The results were as
follows ; “excellent” in 5 cases, “good” in 9, “fair” in 2 and “poor” in 6, and overall efficacy rate 63.6%.

4) No side effects or abnormal laboratory data related to CRMN were observed.



