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Monobactam % #igi#| Azthreonam (SQ 26,776) @
REE « MEBRRPIEC BT 5B

U EE-He B AURK-BER—
+HEHA-R KA-BHFEE
I BRFEFMURBHERE

B 2B
BHEHAFULRBHELE

HLVWERIEMBE TH % Azthreonam (SQ 26,776) DOWRBEFEBC KT 2 HEEYE, #A
HEer LT UTI ik BRI EXFHE L, TOERYLUTICRT,

(1) BEA2%IK L, Azthreonam lg % BEL, 54 © FHMARET 112.5 ug/ml
<, 10 BB O RBEURERIL 73.5% THH, MAEREIIT 1.3 BEITH -7

(2) WREHTOSHEECH TS Azthreonam OHEFEHY 52 x++7 (LMOX) Dth
LHE UTco S. marcescens 23 BRiCxt$ 5 Azthreonam © MIC 1%, $-XT 0.78 pg/ml LIF
Thh, FxrEx€7 (LMOX) DHEAL, 25ug/ml AT TH-7, P aeruginosa 50 FRIZx T
% Azthreonam ® MIC @ v — 713, 6.25 ug/ml THbh, 7xEFt7 (ALMOX) DFEIL,
25 pg/ml THh -1,

(3) HEERRRERIL, 33 AOHMMRRRLEC T 51 HE 2~4g 5 ARSI L D T
Too BERIL, ZH8HI, ALH6H, LLEWSH, EHTH, THEMT, BMELIHATHT 26
FID B MM BRI OWT UTI s o UTI R X b iHix Tk -1 THhIT
IhiE, 586, BRH6B, BHI2MTH-7e Lichi-T, REBDHRILAY THoTe B
BEMHBREBRAD 243, 5 AMRE TELY, HEERELD 11 fiik, Azthreonam © 1.0g/

H2 BHEECHETNEBRELES
(4) 6fIThHTrl GOT & GPT 0 LEH,
Thbil, WL EH L ITERERLE A DR S,

Azthreonam (SQ 26,776) 3 kEA 7 4 7 & TR
ShiHFLWE A4 7OBBER B-lactam EHFAHENE
T, Fig.l o R+ H LT\ %,

X#iz B-lactamase HBH THETH D & & NFHK
T, E.coli, Proteus, Citrobacter 1c&® 77 saH
BRI U, P.aeruginosa, Servatia iz % ¥\ HET
EHLTW AR, 77 ABRRECHEIEECY LT
HEDRBOLWIBED AR b5 a%dDbDEX
RTwBY Cok b iGHIMEAN7 b T a%d
DA BRI BT D\ T3 i R E A S o
hBETrTHrB0T, KFOHES, HABES LV
RE, WBRLE ST BEERP R\ TRE* T
S RDTHET %,

I. E#eikid

(HEm

L ik

SEBREOWALO FCRBRRE L LTORED

10 TH PR T E B R AR, L Lichh

EUVCEEELT, 77ABUEIK 77 ABEE 1
Bk, ¥ X U¢ B-lactamase AR 5 ¥ RFE L LTED,
X BN R RED DO BEI i S. marcescens
23 Bk, P.aeruginosa 50 ¥RiZo\T Azthreonam ¥
X O Latamoxef (LMOX) » MIC #HEL, WED
PEH & iz L, MIC ORI AR LEREF
LEREBIZHE, 108CFU/ml OERX I 7075V 2

Fig.1 Chemical structure of Azthreonam
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—THERLI,

2. fER

BT D\ TIX S.aureus, S.epidermidis, S.
faecalis O 3FHEH LTHCHEITH -7, %
DO ERE TILLARANC LMOX & EEIC D TH L
BEHNED bhtc, i P.aeruginosa (NCTC 10490)
zxt LTt LMOX o MIC % 100 ug/ml LA ETH S
Dt LTAANE 0.39 ug/ml LD THE IR T 71
B-lactamase FEARRICXITAHEN X LMOX L3
R Th -7 (Table 1),

RB¥EED P.aeruginosa 50 £kizxy LTIX, AHFD
MIC BRSO Mg T 3.13~25 ug/ml HEEN ST

Tabie 1 Antibacterial activity of Azthreonam and
Latamoxef against referred strains
MIC (ug/ml)
10° CFU/ml
Strains Azthreonam | LMOX
Staphylococcus aureus FDA 209 P >100 6.25
Staphylococcus epidermidis TAM 1296 >100 6.25
Streptococcus faecalis IFO 12580 >100 >100
Escherichia coli NIHJ JC-2 0.2 0.2
Citrobacter freundii IFO 12681 0.78 0.2
Klebsiella pneumoniae PCI 602 0.2 0.2
Enterobacter aerogenes ATCC 13048 0.2 0.2
Serratia marcescens TAM 1184 0.2 0.2
Proteus mirabilis ATCC 21100 0.2 0.2
Proteus vulgaris IFO 3045 0.2 0.2
Proteus retigeri IFO 13501 0.39 0.2
Pseudomonas aeriiginosa NCTC 10490 0.39 >100
Alcaligenes faecalis IFO 13111 25 0.2
Klebsiella pneumoniaec GN 69 0.2 0.2
Citrobacter freundii GN 346 6.25 3.13
Morganella morganii 1510 0.78 0.2
Klebsiella pneumoniae MS 12 0.2 0.78
Enterobacter cloacae MS 65 3.13 1.56

Fig. 2 Sensitivity distribution of clinical
isolates

P.aeruginosa 50 strains(10°CFU/ml)

1001~ P
/
- s
%
:E Azthreonam
£3 /
S //
<
g 9 5 LMOX
/
© /
z /
3 o
F
E
s
b —Om =0,
o=
MIC(ug/m!)|£0.2/0.39/0.78(1.56|3.13(6.25|12.5| 25 | 50 | 100 >100
Azthre nam 2 5 115 (13| 12 2 1
LMOX 2 1 1 3 3 5 9113 7 6

oTWBDER L, LMOX TitHh— TR ST
100 pg/ml LA EDHKS 6 Bk2Dht, 90% SEM e
B3 Azthreonam #% 25 ug/ml, LMOX -Ci% 100 g
ml & Azthreonam DF» 2 EBEI T\ 12 (Fig 2,

S. marcescens 23 BRiZH LTIt Azthreonam i
MIC <0. 2 2L REZWHEKR, 2SR, MIC O peak i3
0.2 ug/ml~0.39 ug/ml LEDTHENTH 1, —F
LMOX o MIC @ peak % 3.13 ug/ml Th o1z,
90% FEHIEBEX Azthreonam % 0.39 ug/ml,
LMOX % 6.25 ug/ml Lich, Azthreonam DFpiit
L ER T (Fig 3),

(APEHE)

1. HE

fREERLA 2 4&ic Azthreonam 1.0g % 1 [@E#EELT
Erspc MR E, RPBERZRIE L, BEONEL
E.coli NIHJ JC-2 % #%%EH & L & thin layer cup
method T, EFHIIFEKIBEY 1% i LI heart infu-
sion agar (SEBF) HERALIC, EX¥EMBIT 1/I5M
phosphate buffer, pH7.0 OFRiZTIEH L, #ik

Fig. 3 Sensitivity distribution of clinical
isolates

S.marcescens 23 strains(10°CFU/ml) *

100~ ’O’,—o

2)
]
\

Azthreonam /

of strains(?,
o

Cumulative percentage
n
]

MIC ug/ml)|=0.2[0.39]0.78{1.56| 3.13| 6.25[12.5] 25 | 50 100 {>100)

zthreonam{ 11| 10 2
LMOX 21 3| 7 2 2 511 1

Fig. 4 Serum concentration of Azthreonam
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Healthy volunteers (n=2)

Assay method : Thin layer cup method
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Fig.5 Urinary excretion and concentration
of Azthreonam

6000 Azthreonam 1000mg one
T shot i.v.
~ Healthy volunteers(n=2)
E 5000k Assay method : Thin layer
) + cup method
\‘2 Test organism : E.coli
£ 4000F NIHJ JC-2
g 4100 _
S N
2 3000r =
© b
L5 L3
>
B s
g 20001 o
5 l 1 2
w00/ | L =
1 | 2
- O
Time (hr.) 0~2{2~4/4~6{6—8{8~10
Cumulative recovery(%)[40.6[57.3[66.4]{71.7|73.5
Concentration(xg/ml)  [5325]1620] 885628 | 177

DEML, MmiEE Consera, ¥ 72Rix 1/15M phos-
phate buffer, pH7.0 Z{FA L7

2 #R

MR 5 HHic 112.5 ug/ml O peak {ExRL
Fo 30 HETYL 82.5 ug/ml TH - e LIEEIR L
gEfIc 2 pglml kg o7, MBI 1.3 B
HTh-tc (Fig. 4)o

RPBEIL 5% 2 BRR T 5325 ug/ml L€ -7 %
RL, BE IR EHO 40% PERPCHEl S s
8~10 BMIR T 73.5 ug/ml EEBEVBEYRD, 10
B CORPEINERIL 73.5% TH -7 (Fig. 5o

. BK & ®

1 ®ERIOBRHTGE

BRI 57 4 10 B2 b 58 4 10 A ¥ TR BKRFR
LUBERBREO W R BEhC ABE L 7 MM IR R R AE,
SHBMEBETAS X O/RZ 2 O MEK RE K %X
g L1,

FROLEH vk L BN TR RRAE 3 X OV B P Bt
BEBA R LTIAA 1~2g ¥ 1 H2@E#AEFIT5
AR E o S L, T oMEERESRCH LT
Rlg¥ 18 1m2 BMOHER FAE L

BRGDEOHFIERBRE X » TiFlcbhicns, B
HRERYEE O th T UTI BRSO EDIHMmIELED (U
TUTI E¥im) OREEECERLIEMO:
T, B X b 37 MR & In 2 7oo 2R SIEGIEIL
BBITH DN, EHEREEIIED | IIBEORD
DRLRI DR ER KT LT\ 5, EREHED TE
TG & 0D 1 4 & Pl b R KRR AE SE O 0 B HITE
unknown 0 6 Gk B\ 7o 39 FEFIT, AEEMEEER

B2 B, BIMEMEIRBGRRYLAE 26 G, HEMEIRES 11
BITH 1o UTI FLiiT X 2 HIEAFRETH - oD
S HPE S T 45 2 O) & B AE RS RRGLAE 26 B EE
28 BITH - 10

WEERE S Db RE L STD ks (fR%E - gk
BEBISIS) DB R E 2 &+ B BRI R e
(HER) WiV, W, WM EbTHEHELLL D%
5, WEIIMEE LI WHDOE -T2 L DX EL), B
IOWE « W EbTER Lich o cb DRER L L
THE Lo

2. FRIRBUST

FHRE X BEREOHE TIL A BB L %
D 2 GNTER R R Lico BIAEMERIEREGAE 26 FI T,
=536, BEh6Fl, PREHSH, EHTHT, BHY
L EoRE I 54%, D5 LEREDBEMEY 6 fid
4 PNTIEINTH » Tohd, 20UEHERTE ~ S faecalis
L S.epidermidis H %k LT\ 7z (Table 2),
WEHE RS 6 11 G400 3 B LA e 4 L,
F B Wk Lo TR TER LHEI NI, ks
OFERBIT E A EME LT, 3FRTHVTIES
BEDRE~ v+ — 2 iC X BIFE smear OFRITEL A
o mER»ERD ST 5 (Table 3),
BB ER LD 24, Wihd UTI 3
IBHIELARET, 261 bEDEHES RIS
MM R e T UTI JE#i X - THIE LB 7 26
GIDORE T 8 GINZE%), 6 4rE%R, 12 PINEH TR
LHEERIL 54% Th 1o (Table ), BRIZKHT H%)
BT 11 4, S3ELH, T 14 §IT, MR
Wt B ELIEtE(L 10 §, B 101, ERR8FR X
OARETHITH -7

A EERERANC 2B & Tables 0Z&<, B
RIS 19 Bl (73%) TIhbOREHREL 3%
Thoteht, SO BOEHYEREDD 11 fliIs 7
—FADHBLTHAHE LT, ZOFBHERIL 36% &
ERTH 7o L LE 2B LUK 4 BT 4 Bldh 361
DAL TH » 120 3 EUTERNRO TH oo BEREN
BTHT, AT —TAEEBOEEHTILIFLELER
THotohs, HSHDAGITLIBIDRELHT, D 36
BREMNB BRI Tt ), BAERREA S LTI
57% DEEBHRELIL 15

WM R RYUE 26 fIH HAMES W 34 £
T, D55 APBHERED 8 kil bhvic (Table
6)o BRETIL S.aureus D 14k, S.epidermidis D1
B X O S. faecalis @ 2 ¥RAIEHL L7t RRE L ED
MLERIL 50% Litote 777 LEHREITOVLTIL,
P.aeruginosa & S.marcescens LIk ORI 2k E D
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Table 4 Overall clinical efficacy of Azthreonam in complicated UTI (including A.U.P.)
(1g X2/day---cases)
Pyuria N
i Cleared Decreased Unchanged Emca?) on
Bacteriuria acteriuria
acteriuri
Eliminated 1 1 10 (39%)
Decreased 1 1 (4%)
Replaced 3 5 8 (31%)
Unchanged 7 7 (27%)
Efficacy on pyuria | 11 (42%) 1 (4%) 1 (1) | O
IZ' Excellent 8 (31%)
Overall effectiveness rate
D Moderate 6
14/26  (54%)
l:l Poor (or Failed) 12
Table 5 Overall clinical efficacy of Azthreonam classified by the type of infection
. . Overall
Group l,\“' of patients Excellent | Moderate| Poor effectiveness
(Percent total) rate
1 st group (Catheter indwelt) 11 (42%) 2 2 7 36 %
2nd group (Post prostatectomy) 4 (15%) 1 2 1 75 %
Mono-
microbial | 3 rd group (Upper UTI) 0 0 0 0 -
infection -
4 th group (Lower UTI) 4 (15%) 2 1 1 %5 %
Sub total 19 (73%) 5 5 9 53 %
Pol 5th group (Catheter indwelt) 4 (15%) 0 1 3 25 %
oly-
microbial | 6 th gzroup (Catheter not indwelt) 3 (12%) 3 0 0 100 %
infection
Sub total 7 (27%) 3 1 3 57 %
Total 26 (1007%) 8 6 12 54 %
Hkl 85% DHEERNBLNTI, P aeruginosa T 7)o

S5EkABRAEEL, TOWEERIL 80% LER TV
M, S.marcescens L 3B 3MEE LB LICIH T
hii 75 ARHEEFEDOEEREFIETY, 77 Bk
BHEEHEY A be 2 EDOHEARIT 76% LitoT,

BWEHWBET S faccalis 5HREEL L, KW
T P.aeruginosa LUND 7V 7 BEIEREE 7 5 AR
B (NF-GNR) »3%k&%h » 1o by, ToOfli S epi-
dermidis, a-Streptococcus, Enterococcus sp. H\ %

1AL R &ETIE 11 AR EHRTHB L7 (Table

UTI e 45 L1 26 {10 BHHE RESRRSED D2
BEX N7 34 BROHRT MIC RJUE LIckki: 27 KT
ZFOhD 18 # (67%) 1% 3.13 ug/ml LITFD MIC fE
# 5% Lo 100 ug/ml Ll koD MIC fE#R LIS ORS
¥ (19%) T » 1= (Table 8), 3.13 ug/ml LTFo
MIC f& @ # D 4Rz 83% T, 100 pg/ml LLED
MIC {ED#kIT 60% DMLRBTH -1, S. marcescens
D 3BT RTEH LT\ 7oht, Shbickds MC
(2% % 0.2, 1.56 3 X0 12.5 ug/ml L HEHED
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Table 6 Bacteriological response to Azthreonam in

complicated UTI

DTHoto Fh, S faecalis O 2BDEEED 5
LERER LT, MIC 1.16 ug/ml & BIFTH - 178,

Isolates No. of strains| Eradicated | Persist f 1 ki3 100 pg/ml BET® -1 MIC RUEDH
BHTZ D N 5 — 5
S. aureus 2 1 (50%) 1 HbE RODFEFRIITXTHT =51 HEES
S. epidermidis 1 0 (0% | 1 DOAEEINIFRTH - 1o
S. faccalis 4 2 (50%) 2 3. EBIfeB
other GPC 1 1 (100%) AR5 L1 46 fid 1 6] (Case 33) ICEEDRK
. coli 3 3 (1007 =
f on . . ) § 100 /; FErtfo BB ERCEDIOT, 2 ARITHRE G
.p"(‘"mﬂ’”ﬂ v .
N 3 ANE r o
E. agglomerans 1 1 (100%) L L7eh, REHEFIEO LI CIMBRIBE T, &
E.cloacac 1 1 (100%) Table 7 Strains appearing after Azthreonam treatment
Enterobacter sp. 2 2 (100%) in complicated UTI
S. marcescens 3 0 (0%) 3
S. rudidaea 1 1 (100%) Isolates No. of strains (%)
P. mirabilis 4 4 (100%) S. epidermidis 1 (9%)
M. morganii 1 1 (100%) S. faccalis 5 (45%)
P. acruginosa 5 4 ( 80%) 1 Enterococcus sp. 1 (9%)
NF-GNR 3 3 (100%) a-Streptococcus 1 (9%)
Candida 1 1 (100%) NF-GNR 3 (27%)
Total 34 26 ( 76%) 8 Total 11 (100%)
Table 8 Relation between MIC and bacteriological response in Azthreonam treatment
MIC (ug/ml) Inoculum size 10° CFU/ml Not
Isolates ‘l’ Total
=0.2 | 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | “one
S. aureus 1/1 0/1 1/2
S. epidermidis 0/1 0/1
S. faecalis 0/1 1/1 1/2 2/4
other GPC 1/1 1/1
E. coli 3/3 3/3
K. pneumoniae 1/1 1/1
E. agglomerans 1/1 1/1
E. cloacae 1/1 1/1
Enterobacter sp. | 1/1 1/1 2/2
S.marcescens 0/1 0/1 0/1 0/3
S. rudidaca 1/1 1/1
P.mirabilis 2/2 2/2 4/4
M. morganii 1/1 1/1
P. acruginosa 1/1 1/2 1/1 1/1 4/5
NF-GNR 1/1 1/1 1/1 3/3
Candida 1/1 1/1
Total 7/8 4/4 2/4 2/2 0/1 3/3 1/2 2/3 5/7 26‘/34
(88%) | (100%) (507) | (1007) (0 %) (1007 | (507%) | (67%) | (T1%) | (767

No.of strains eradicated / No.of strains isolated
GNF-GNR : Glucose non fermentating Gram negative rod except for I’. acruginosa
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HEOBRIBENTHD LV O BMITH » oo AFIH
ERDERREEDBLORD bhicd DA H kKA
ofil, S-GOT, S-GPT, Al-P ® L& 4405t 6 fIF
phhtcdt, WThb AR E ORI EHES R
(Table 9),

II1. # b
1. EBHRE
FERMEOERXYERELELT, IVHEARI+ T
ARG OB DB WHEFIARD O TE I, &
nbix B-lactamase EAFEL, X B Pseudomonas
2 Serratia K EER LTCOMBNXETHZ LY AN
RLIbDTHY, cephem FRTIIE 2 H#HARMHEE 3
Ak, %7 penicillin BTL & hHDEBITHYD
RENYETHEEAVER IR TE L, —F, @R
1 78 CHR X i Azthreonam (X & D BT - 1o
YDTHBY, EROMERERK Y, FHROBETS
% monobactam FRT, 7 5 »BHEBEECK LTILiF
BECHEARZ b5 A THBHH, TOMOEBTITIZE
AETENR LI E W5 B TR A~ 7
FoaREDOEDEIRTLBHY,
RERPEORKRMLEEORERICOWT, FHIO
HHARYI + 5 2% B LichbhbhORETL ZDF
R¥ES ZENTE T, REHEEKD P aeruginosa 50
Bt LTh MIC @ & — 723 6.25 ug/ml 2% bR
FEOHEKIZHLUTD MIC Thot, ZOREKILE
BT > e LMOX DB (MIC @ v — 713 12. 5~
Sug/ml) % EE-Tkbh, BhicbD: vz, %
TS BRI A AL L e &\ 5 FEEERE (Table 6) 3
ChEDEBMBRFHRYBEX LbD w25,
FEADBHBEL 1g BEEECH 120 ug/ml L&
CIARRESAB LR, 2 REEIC b 40 ug/ml HRL
o RPBERHEBEHICIL 500 ug/ml ¥ EEY, 8
REIETY 500 ug/ml L BENEBOLRI, 8B
¥TIR 73.5% HRBCERIATWBI LI LY, R
TRAREDORHHTD HI B RREPEIC R\ TILE
BRI LS ceniTE b, A%l 1g B 8~10 B
B CH RPIBEE A 40 180 wg/ml & HEIE L Z & X
VA 1.0g % 12 BRIEICHEE LIBETY 24 B
Kb T 100 pg/ml Ll EDW@E,NE S h b L FEX
N2 B S L0 1B 2 B0EEET L EERLEL
HIhz,
2 BReHEt
MBI Rk A EE 26 Plic 3513 5 EHREHE T
54% DEPRT, ZhixpFLbBUGBEE L 7
VB Z0 5 LERED MR R IR TR D LRI
% LEBMENRORD, Eh, 05 BRHEAE,

BETE, FHIHEL EAH— I iF & R sE
Bc UTT ¥ EHUES (26 §1) DREEZHRIT
S54% ThH o1 Z DO RFEILEEFIEHDD UTI e
CTEITHREELE 60.2% L HIIEFEVCKETH -1
B, TREA T —TABBEEGADO,H L b EFOEYR
DERIZLDERbNE, Tichb, BiaDEGTIE
H T —TNEBEEGN 26 Fih 15 § (58%) & %<,
IHIINLDERITE 1 B 36%, & 5N 25%
LERTH-7cZ itk b EBbhb, ZhIHLT,
LEEFTEIHI T -TAEBERAD 422% EHRADHT —
TUBEBRI DEL, ¥r0BERRTIE 1N 50%,
BOBN 37% LB ADEBFHRIENEh T &I
LBEEZOND, RBCBADEG»OHT —T L H
BEGAIXBRTAHAS & BT X 82% (9/11 FEFAD L&
DTHEWLD EeB,
RIEAFIOLEEFIT L HERHR 60.2% ZfbA &L
B LT&5 &, Cefoperazone® (1 8 1g #5 : 174 f)
i3 60.3%, Ceftizoxime® (1 H lg #5 :314 fl) i
67% L\ OIRBTH Y, AHIL Ceftizoxime DFH L
H FE - Turjops, Cefoperazone LRBETH 5 &F
Zbhbde
HEFEHDRICOVWTRD LLETIE 76% DHEAR
MNEOR P aeruginose ToWTHEER 80% (5 kk
RAKHEE) LEBRTEDL LD THH s L S
marcescens B L TIILBRFR L in vitro DHESD
CHARFENDEBE TH - o £ T S.marcescens
DI NIHEFZ TR LTAD &, SRS R
SHEITRTE IO T —FTABBEFANSDOLOT
FHRLOBEIETAAKD MICIL 0.2, 1.56 Bk
0125 ug/ml EREMELEEZORB I E LD, EIEE
Lish»7=Dit, H 7 —FAEECHES HEFILUS D 7
> 7 =K ELBE LD EBbNhB, —F, FAF
ITHIEMERN 76% ERVIZL b oY, BEKDHE
BEFEVKETH - D TIORBEHH LTAE,
£ REH) 26 FlhRRAE DR LICERIX 18 £l (69%)
T, THhIIBERITEETHL D, LLIDSH8F
(31%) CHEXRNVABR, 5B 3 i (38%) niFHE
HFINIDRT, D 5FULTNTERLHEIRT
WhHo DT — T ABERN LD - T D IRR X
THHRELERT, ThHH R TLEDFEHERESI
EFFbDEELBRB,
WEHEFRERCH LTEAF lg ¥ 1HHS\X2H
s LCRHBEY & 72205, 11 SIh2fEST, @A
COEFD, HETAITEIRBEIER L, HRES W
WD BT » Tte, £EEETD 100% V- HEHEA
BohTH D, AFIHEERELZCT LTLEDTEH
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BACTERIOLOGICAL AND CLINICAL EVALUATION OF
AZTHREONAM (SQ 26,776) IN GENITO-URINARY INFECTIONS

Hirokr Tokuvama, Takasur Decuchi, Suunnt Isuiyama, Ryorcur Smimatsu,
Tatsuro Doi, Yosumiro Ban and Tsuneo Nisuiura

Department of Urology, Gifu University, School of Medicine
(Director : Prof. T.NISHIURA)

Yuxkimicur Kawapa
Department of Urology, Fukui University, School of Medicine
(Director : Prof. Y.KAWADA)

Azthreonam (SQ26,776), a new synthetic antibiotic, in the view point of antimicrobial activity
against urinary bacteria, pharmacokinetic and clinical efficacies in urinary tract infection were
evaluated. The results were summarized as follows :

(1) Mean serum peak concentration of Azthreonam in 5 minutes after intravenous injection
of 1g of Azthreonam in two healthy volunteers was 112.5 pg/ml and mean urinary recovery rate
within 10 hours was 73.5%. The Ty, of the blood level revealed to be 1.3 hours.

(2) Antibacterial activity of Azthreonam against urinary isolates were compared with that of
Latamoxef (LMOX). The MICs of Azthreonam against 23 strains of S.marcescens were all under
0.78 pg/ml, while that of LMOX were under 25 pg/ml. The peak MICs of Azthreonam against 50
strains of P.aeruginosa were 6.25 pg/ml, while that of LMOX were 25 pg/ml.

(3) Clinical studies were carried out in 33 patients with complicated urinary tract infections with
daily dose of 2.0~4.0g for 5 days, clinical response was excellent in 8 cases, good in 6 cases, fair in
5 cases and poor in 7 cases,unknown in 6 cases and drop out in 1 case. 26 cases with complicated
urinary tract infections could be evaluated according to the criteria proposed by UTI Committee,
Japan and excellent efficacies were in 8 cases, moderate in 6 cases, poor in 12 cases. And over all
effectiveness rate was 54%. 2 patients with acute uncomplicated pyelonephritis shown excellent in
5 days treatment and 11 patients with gonococcal urethritis with 1.0 g/day of Azthreonam for 2 days
showed all satisfactory responses.

(4) Slight elevation of GOT and GPT were observed in 6 cases and rash with itching in 1 case,
however those reaction were found not to be drug related.



