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Azthreonam (SQ 26, 776) o 5% IR B R FE T x5 BRI FE IR A4 3¢

WmREH-HIER-

KF£H-EHMNE

KREEE- AXHBE - KHFLZ
WL KR MR PR E
(EE : RBLZEED)
W —

PR L 7 37 7 R A B 04 R B
(Eff : BWE—HR)

# L\> monobactam RZIi4K|TH D Azthreonam IOV TEEN « FERORF 2Tk O

Bx8i,

1) REE¥D 75 AEHE 125 et s A% 0 MIC #JIE Lich, E.coli, Proteus sp.,
K. pneumoniae =X LT, FEHIENIHENIXE L TR, P aeruginosa, S.marcescens i
LTI EEORE IR R Lice ¥7- MIC % LMOX, CAZ X i# L7chi, E.coli, K. pneu-
moniae WXL TIX, ARLfbo 2K &I12iEAETH Y, P aeruginosa, S.marcescens XL
Tk, CAZ X v 530D LMOX X hEh T i,

2) 36 GIOWMHMRBEPECAHF 1B 2g & 4~15 AREEE Lic, UTI ELhFMERE T X
HEHIATREAE G 25 B, &%) 4, BEY 11 TRABDERL 60.0% TH-1,

3) UTI BHHOBERHRTIX, BHMBERLET 63.6%, BEERRPT 33.3% ThHo7o

4) AEIR SRR X huic 29 Bk 20 £k (69. 0%) M RE Shic, BHEFITIX, P.aeruginosa
(71.4%), # D> Pseudomonas sp. (16.7%), S.faecalis (33.3%) LAHITXTBREI I,

5) BEMEEREZL L IERDONILh -1, BRREMBORE L LT, S-GOT, S-

GPT o LA 4 BB bhtc,

6) FHNL S ARMEC L EMERBBRPECHS), »oRENEFTHD LELLAI,

Azthreonam (SQ 26,776, L\ F AZT :®&3) i,
1980 i KEA 7 4 7HTHBIRLHLVWEER B-
lactam RFLEHFITH %, Figl OgERXE2HF L, oF
ik CiaHpNsOgS, T, 5T 435.44 THhH B, 75
AR ESLT 5 B-lactamase ¥ X ¢ dehydro-
peptidase i TRETH b, P aeruginosa # &L
75 ARHRECEVCHENETT ESh T35, £
bhbhxEgEREBERRE S L AZT 2ERALELD
T, ETOEWURS LT, FOBEKRELRET
%o

I. # & X

1. KB

RUGRRIIED Ol RIF LT 7 7 & I&HEREE 125
B, 3 XUOMEHEHEKTAH B E.coli NIHJC-2 1%, &t
126 #RiZ DV TAF D MIC % A A{LEFEF K FRERD
R CTHIE Lic, MIERERERAREC LY, #H
EREx 108/ml T, Bt RREHRIE AR (= v
AA4) wAWT, FiopfeT LMOX, CAZ » MIC %

REL, KH & DOHBEXTIR>10

2. ERFER

AR OL BB+ 5 MIC % Tablel Rl
E. coli 27 BT, 24 kA% 0.1 ug/ml LT OREFRE
FHARL, 3 100 ug/ml M EOBERMETH-
=0 P.mirabilis 12 #Ti¥, 0.1ug/ml LATOREH
B & 100 ug/ml LAk O BERELK & s »h, B
1.56 ug/ml L 50 ug/ml @EhFh @D LI,

Fig.1 Chemical structure of Azthreonam

0, SOsH
N N~

0 H..——Lcm

C—-—C—NH H
\ !

|

0

H3—C——COOH

CHs



789

CHEMOTHERAPY

yoL. 33 S—1

I € I €& 6 0 A'S)
€ I T T v ¥ ¢ ¥y S 1 XONW'T
2 ¢ € ¢ ¢ 1 9 8 [ECERTIFAY
00I=0S Sz S2IS3'9 €I'€ 9S'T8L0 680 20 1°0= ([w/37) 1IN
»
V) —~— \\ Q
NXONT ===~ Ky 1% 3§
WEUOIIYIZY) e i =
5
lo =
[
3
409 &z
=3
Qs O&
©
Mm
00T ~

[W/ Q[ sutedys )z Swodsooipw g

S31B[OSI [BOIUI[D JO uonInqIIIsIp A31a1ysudg g 314

I 1 ¢ Il oI 2 YAl
€ 9 ¢ S XONT
H 4 ] L 9 weuoa.ayjzy
[ G S21SZ9¢el'e9ST 820 680 20 T°0S ([w/37) DTN
—=
qz Q2
3
£,
N LA
g
S
409 Te
=3
IND)——— a2
XOWT=---- 08 _ &
weuoaayjzy oo
—00T

[Ww/,01 sutenys Jz vsourdnion g

$21B[OSI [EOIUI[D JO UOIINQUIISIP AJIAlNsUag ¥ ‘Sig

YAS]

T 1 T e 1
I I I ¥l XONW'T
1 1 ﬁ Avﬁ ENGO@.:.:N/\
00I=0S G2 S'2LG09 €IE 9ST8LO6ED 20 1'0= (1w/37) DIN
! oz 2
ZV0 ——— / £
XOWT ===~ / o =
WRU0IIYIZY —— ] m
| .
I {0 %3
\ 23
A Hos OF
%
= door T

~E\oo~ sutea)s L[ opiuownoud 'y

s23je[osl [ed1Ul]d JO uolInquiisip Ajtarlsusg ¢ 3rg

2 I I €I oI AR)
3 L= LI XONWT
m QN Eaﬂowu—_ew<
00l= 05 62 S2ISz’9 €I'E 9T 8L 0 6020 1 0= (1w/37) 51N
o
0z E]
ZVo——— 5
e . W
XOWT----- / oy <
Em:ou,:tNﬁ\l \ °
o T
-
[, o =4
1/ o
/ 408 <%
e .|.|||h0|\h|\|K~L 1* % i
00T

1W/,0T sutexys ;g 2700 o1

S93B[OSI [BJIUI[D JO uoNNqUIISIP AIIAIIISUSS g BIg




790

CHEMOTHERAPY

APR. 1985
Table 1 Susceptibility to Azthreonam
=0.1| 0.2 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | 2100 | Total
E. coli 24 3 27
P.mirabilis 7 1 1 3 12
P. morganii 4 2 1 7
P. vulgaris 8 8
K. pneumoniae 14 1 1 1 17
P. aeruginosa 6 7 8 4 2 27
S. marcescens 8 6 1 2 2 3 3 2 27
E. coli NIHJC-2 1 1

P.morganii 7 ¥Ri33TXT 0.39 pug/ml UFHAL,
P.vulgaris 8¥RIXTXT 0.1ug/ml LLFTHDH, |
B RIFILEREREY R LI, K pneumoniae 17 ¥k
T, 1582 0.1 ug/ml LIFCH -t %7 P.aeru-
ginosa 27 ¥RkTIY, 3.13~25.0 pug/ml IZITHZE S
ALTWieA, 28k 100 pg/ml L EDOBERETH
2 71ce S.marcescens 27 ¥kiX, 0.1 ug/ml LIFDRZ
PEfRD S 12.5 ug/ml OFSERZMKE CLL DML
T, BEHERED E.coli NIHJC-2 1#k% 0.1 pg/
ml LT O RIFIREFHSY R L1,

WICEHF| & LMOX, CAZ & OREFHMBEIX R Lic
(Fig. 2~Fig. 5),

E.coli i LTiZ3HELIZITRZEDE N 7= HiE
HERLIeH, AZT Mo 2% X b HEFHER TV 1o,
K. pneumoniae Zxt L TH 3% & bBER - HEHER
Lichs, AZT L LMOX i3 CAZ X h#1%EERT
7co P.aeruginosa \Zxf LTk AZT 13 CAZ X h42%
oo, LMOX X bR Tk b, 80% MIC 1% 12.5
pg/ml Thoto, Fio S.marcescens Xt LT3 CAZ
Ibvgsb0n LMOX X hiER Tk b, 80% MIC i1
# 3.13 ug/ml TH 1o

II. B K & #&

1. MNERIOERER®

R LI A B 2 B0 R PR WA PR 25 8t 3 X OV % DB BR
WREBEFHCABE R OB MV R B REIIEBE 36 Bl AH
lg %EiS 2 [ED one-shot #ET 4~15 HREKRS L
oo BEISE 30 B, Z6BIT, FEWNT 20 D 84
W%, ¥ 62.0 B TH 7= (Table 2-1~2-5),

2. BIRZE

FF2®E L 36 i, UTI FEHEFMERED X5
FHEFTEEREGINE 25 Bl TH 7= (Table 3), FERILEL)

4, B%) 11 THRAEDHRIL 60.0% TH-1,

UTI RREBEBIOBZHRTIE, 1% 50.0%, 28, 3
B 100%, 4% 40.0% THHEBERLTII 63.6% L4
BISHETH »7cdy, S8 0%, 6% 100% CHEE
EHTIX 83.3% LRRTRThoTeo 18, 58
DHT7 =T NVEBEFTIE 12 FlFS5H (41.7%) 7%
ZTH -7 (Table 4),

3. MIEFMLIE

AREEERT ORI BEEIET 29 Bk THo7e (Table
5) P.aeruginosa 7k, T Dftd Pseudomonas sp.
6 Bk #3865y » foy Flavobacterium sp. 3k, Serratia
sp. 2#k, E.cloacae 2#k, Acinetobacter sp. 1#,
K. pneumoniae 1%k, A.zxylosoxidans 1%k, P.mir-
abilis 1%k, P.morganii 1RRIITXTREINLD,
P.aeruginosa 2 ¥, Pseudomonas sp. 58, S fae
calis 2BRMHEHEL, BRERIX 69.0% Th-To

77 ARHEOBRERIL 72.0% (18/25), 75 »HBit
BTk 50.0% (2/4) THb, 77 ABHEOREERY
BREMN 0T, FRREHMBEER S faecalis 4%
T U» & LTE 8HETH - (Table 6),

4. EIfER

AHIC X B & Bhbhs BEMEIERR 36 fl bK
BRIkt BIRREBEREEL LT4AMEDT
VAT I F— XD LANBRD LRI, EHTIX 0B
HEEME, BEEA, BB, BEHH AR
BE LTHhHY, S-GOT 25-881U/], S-GPT 19-73
U/l L ERL, #5#&T9HAG S-GOT 451U/ S
GPT 1341U/1 & R LT\ i, HFiEBI X D ERLE
LLEZLRBN, AFEOBRLESEETSAP
Feo HEBI1012 28 %%, EREBLFEBETH Y 8RN
w2 F Fic, Pull-through F#i% 2 Tl ize S-GOT
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Table 3 Overall clinical efficacy of Azthreonam in complicated UTI
(2g/day, 5days treatment)
P " H .
yuria Cleared Decreased Unchanged Efflca?y on
Bacteriuria bacteriuria
Eliminated 3 5 12 (48%)
Decreased ( %)
Replaced 1 2 1 4 (16%)
Unchanged 2 1 6 9 (36%)
. . Y ” Y Case total
Efficacy on pyuria 7 (28%) 6 (24%) 12 (48%) 95
@ Excellent 4 (16%)
Mod 1 Overall effectiveness rate
I::] oderate 15/25 (60%)
[: Poor (or Failed) 10
Table 4 Overall clinical efficacy of Azthreonam classified by type of infection
No. of cases Overall
Group (Percent of total) Excellent | Moderate | Poor effectiveness rate
1st group (Catheter indwelt) 10 ( 40%) 5 5 50%
2nd group (Post prostatectomy) 4 (167%) 1 3 100%
Single 13 1§ group (Upper UTD) 3 (12%) 1 2 100%
infection
4 th group (Lower UTI) 5 (20%) 1 1 3 40%
Sub total 22 ( 88%) 3 11 8 63.6%
5th group (Catheter indwelt) 2 ( 8%) 2 0%
I.\‘hxed- 6th group (No catheter indwelt) 1 ( 4%) 1 100%
infection
Sub total 3 (12%) 1 2 33.3%
Total 25 (100%) 4 11 10 60%

30—1671U/1, S-GPT 27—4331U/1 & [-§ Lt-7-FF
EE A 5T 14 A Bizit S-GOT 201U/1, S-GPT 42
UL LE#HELIce 7 r— e VIKE OMBLE 2 bR
BOFHOHBL L BEETE A otco SR 24 12 63
W HEREBE LTEBSEEND b AFRECZ L) S-
GOT 17—481U/1, S-GPT 14—501U/1 & -5 L - 7]
BEMEM D B, Lo LEMAEIZT 7 Akicit S-GOT 25
IU/I, S-GPT 361U/l L IE#{t Ut fEMI3114% 35 &%,
ERRBEBERE A, AFIZS 6 B B ABEYREANTRTT,
FO®REERHETL, it 14 BREEE LI, S-GOT
18—108 IU/I, S-GPT 13—1241UJ1 & LB LT\ vioie
HIFEHEFI S L7 B Biziz S-GOT 321U/, S-GPT

581U/l & S-GPT OEELFXEDBDATHlo
AEEGUL T, FBL L BT D B0, AHOPE
ELBETEIehr sl
III. # i

AZT 35 LS BRI hic B-lactam RIAHTHS
M, F O F DR EH & monobactam IZAHE IR
Monobactam &, Mg SEL Sh, EXO=FH
penicillin &4 &5\ % cephalosporin &# &Rk
n, B-lactam BOZ L hiss = L@, Thbb
HERYHTS Bacteria 2JFE® B-lactam #| (Mone:
cyclic bacterially produced B-lactam) LS BEHT
H%o ¥ fo Azthreonam D&FuE, B-lactam ROF
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Table 5 Bacterial response to Azthreonam in complicated UTI

Isolates No. of strains Eradicated (%) Persisted
P. aeruginosa 7 5 (71.4%) 2
Pscudomonas sp. 6 1 (16.7%) 5
Flavobacterium sp. 3 3 (100%)
Serratia sp. 2 2 (100%)
E. cloacae 2 2 (100%)
Acinetobacter sp. 1 1 (100%)
K. pneumoniae 1 1 (100%)
A. zylosoxidans 1 1 (100%)
P.mirabilis 1 1 (100%)
P. morganii 1 1 (100%)
S. faecalis 3 1 (33.3%) 2
S. epidermidis 1 1 {100%)

Total 29 20 '69.07) 9

Table 6 Strains appearing after Azthreonam
treatment in complicated UTI

Isolates No. of strains (%)
S. fecalis 4 (50.0%)
Enterobacter sp. 1 (12.5%)
P. morganii 1 (12.5%)
P. maltophilia 1 (12.5%)
P. cepacia 1 (12.5%)
Total 8 (100%)

: regardless of bacterial count
#TH% Azetidine 3, Threonine H 5 AR I hic
monobactam TH 5 & LICHKTH, AFOMOEE L
LTILTO X5 i sniZ T bh s,

(1) 75 rEHETHLRRE, KABE =77
A, =vFRAyE—, €5 FTELHLTHVIEN
BRTH, 77 ABHER JOESHECH LTINS
TIHE,

(2) #£%& B-lactamase 35X U° dehydropeptidase
KR LTEDTERETH 5o

(3) HIRAB R OMALFL 1.63~1.85 K
Thho FLABHNKE GO E  Rep~BEtE S h,
£E5% 24 BT 60~70% P RPIEIRE B,

(4) 2fL¥BRRTHD D7 VAF —RIGDRS
RIEEBD BRI,

bhbhi3x#o MIC % 7 5 B E - TRIE
Liehs, E.coli, P.morganii, P.vulgaris, K.pneu-
moniae CRIEECBENL-HBEHERL, P aerugino-
sa, S.marcescens w3 L CiLhEEOHENERL
%o ¥t E.coli, K.pneumoniae, P.aeruginosa, S.
marcescens 335 MIC # LMOX, CAZ o MIC
EHBLIR, fimBest LTk, AFIMo 2F1&3

EREOERHENERL, Bk LT, CAZ
Ingsbon LMOX X oERTWL,

SEED TIRAA O BRSEER T 5 MIC %
CEZ, CMZ, CTX, CPZ, CAZ, LMOX } H# LT\
5h% E.coli, K. pneumoniae \zxf L Tix, CTX & &
LIt bERICHEIRZRL, 80% MIC (14 0.1 ug/
ml THhotzo S.marcescens, P.mirvabilis [Txf LT
BAFINELER, 80% MIC XrhEhfy 0.78 ug/
ml &% 0.05ug/ml THhot, % P aeruginosa
Tix CAZ Wk < HiENR2RL, 80% MIC i34y 12.5
wpg/ml ThHoteo, UED IS 7 5 aBMEICF LT
3, AFIGEFECENICHEIEE L TS0 L,
75 ABRHEEEXT5 MIC i3, S.aureus, S.epider-
midis, S.faecalis & 3z 100 ug/ml LI ETHDH, W
BINCE » Tt

EEpRpET v, UTI SERhaRMEd « X 5 FPf PTAEiE
@l 25 Gk, Z35h 4, BE 11 TREFDEL60.0% T
B o Too RIERERIE DRI OV TR B MEEREH T 63. 6%,
ERERLETIE 33.3% Thotoo = b ¥ £EHEFY
LHET B L, BEERERCRTAEDRIL > TV
Y (REEH TR 49.5%), BINZEFRAFEOKMTH >
o

¥ 7o MBI R T, 29 BRAR 20 Bk (69.0%) 2Bk
WX h, P.aeruginosa (71.4%), * Dfth ® Pseu-
domonas sp. (16.7%), S.faecalis (33.3%) LIhL
FRTMYE Lo & o THETAER, 77 25EE4
el 2 8k (50.0%) PMEELTWA 2 & T, &EEFD
T3 108 KR 52 #k (48.0%) AEEKL TV 5%, TO
coll, mtk UTL wkir 5 77 s O EEED
EXRET 0o bamRees, AFIL in vive T
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BT/ 7 aBHEC LT, MIC 26T Ihs - SEbhb 021561 (2.6%) THY, #10 B-lactan
L EDRBENYE LT\ B ATREN B 5, FIVER L KB L TORVBEL X LR TS,

BESRIFAR2AL be@BDdohkhoent, B o ML ) RFIEMERBRIE, #icrs ipp
RREMBORF L LT S-GOT, S-GPT 0 L{H 461 HLLDLORHAR, P ORECHEATELL0LE,

TR DONe 48105 B 3FNEI—BUEDOERTH Y, oY (e

oD 1 BIEET - B XUOMEB B THEMATH -1 X &

SEEHY T 1,521 Bl 32 Fl (2.1%) EIfEAM D BR{EFEREFS BB LRE (MIC) g
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FUNDAMENTAL AND CLINICAL STUDIES ON AZTHREONAM
IN COMPLICATED URINARY TRACT INFECTIONS
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Bacteriological and clinical evaluations of a new monobactam, Azthreonam, were performed, and
following results were obtained.

1. MICs of Azthreonam against 125 clinical isolates were determined according to the criteria of
Japan Society of Chemotherapy.

Azthreonam was very effective against E.coli, Proteus sp., and K. pneumoniae, and moderately
effective against P.aeruginosa and S.marcescens.

Azthreonam was as effective as LMOX and CAZ against E.coli and K. pneumoniae.

With regard to P.aeruginosa and S.marcescens, Azthreonam was less effective than CAZ, but more
effective than LMOX.

2. Azthreonam was administered to 36 cases with complicated urinary tract infections at a dosage
of 1.0 g twice daily for 4 to 15 days.

According to the criteria of the UTI Committee, excellent and moderate effects were obtained in
4 and 11 cases among 25 cases evaluated.

3. Concerning bacteriological response, 20 of 29 strains isolated before Azthreonam treatment were
eradicated and 8 strains appeared after treatment.

4. No side effects associated with the administration of Azthreonam were noted, but the level of
S-GOT and S-GPT increased in 4 cases in this series.



