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1) RS EEED Azthreonam o332 BETHAMO ©— 71, EEHEE 10°CFU/ml 04,
E.coli Ti% 0.05 ug/ml, K.pneumoniae Ti¥ 0.05~0.1 ug/ml, P.mirabilis Ti¥ 0.0125 ug/
ml LA\F, P.vulgaris Tk 0.0125 ug/ml LLF, P.aeruginosa Tix 6.25 ug/ml iz zhZhiE
»bitc, Azthreonam DIEHIIEEEBC X hEEXh, 100CFU/ml 0 EEHETIRZHE

DIET % RTEEL DI D BD bR,

2) RRIAE 4 B EHKEZ L1, U AMIMKELR LG BEBEKAT 6, SEEEE
Btz 36l BEBL 16, it 17 fic Azthreonam 1@ 1~2g 551 B 2@, 3~23 AE#EEL,
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List, Azthreonam 52 BIE U1 BERISILZRD bivieh -1,

Azthreonam, (-)-2-[(Z)-[[1-(2-amino-4-thiazolyl)
-2-[((2S,3S)-2-methyl-4-oxo-1-sulfo-3-azetidinyl)
amino]-2oxoethylidene Jamino]oxy]-2methylpropion-
ic acid (AT AZT :8&3) 1%, XERA74 7k
WTAMKE hi monobactam RPAEHETHY, 77
ARHEECN L THVWAENYRL, 77 ABREROE
43 % fB-lactamase 35 X ¢ dehydropeptidase wwxt L
TRETHHIENFEHEIh TV, &M@, o
AZT w2wT, BROBEORZHXRUET L LD
C, WBIRERECRS L, BROAFAELBRE Lo
T, TOREEBRET Bo

I. i & A

1. Bresfn bW HERE

HEHMORI X v DBt L7 E. coli 26 £, K. pneu-
moniae 23§, P.mirabilis 28 £, P.vulgaris 12 ¥,
P.aeruginosa 37 $kD AZT wxi3 5% RS B AL
FREFSFERT X hRE Lo JZEREEMIL Muel-
ler-Hinton Agar (Difco) #{FAL, EMEES T 108
CFU/ml & 10°CFU/ml @ 2 Bk & L1z,

2. Bt

FHMED AZT w35 RZMH ML Table 1 125R

TEBHTH B,

BEEEES 108CFU/ml & Licd, E coli 3T~
T 0.78 pg/ml LT AZT i & h EBEAMAESH, &
SFHAHFD ©— 713 0.05 ug/ml TREH LA, K pneu
moniae % 23 Bkeh 18 ik 0.2 pg/ml LITFo ALT
X HREEILEIh, BEUHHOC— 71 0.1~0.05
pg/ml WD Hhtc, P omivabilis (34% 0.1 ug/ml
UTFo AZT i@ X h ZEMFEIE X h, P vulgaris 7T
T 0.025 ug/ml LJFo AZT wTRBMELEZH &
FHAMD € — 713 & iz 0.0125 ug/ml Fiixrhl)
TEHETDZ ENBBd LNz, P aeruginose 31 ¥
th 35 ki3 50 wg/ml LLF oo AZT i X b EFEHHEL
Xh, BREHAHDO ©— 73 6.25 ug/ml L BEDDHI
o

BEEEY 100CFU/ml & LicBa, AZT eHfih
REWOET 3 HEkk 2 2 7e b FFEL, MIC 24 100
ug/ml Ll E#RTEG E coli Tk5kk K pnew
moniae T 6 £, P. mirabilis T3 7, P.vulgaris
TIt 2#, P aeruginosa Ti% 10 ¥R LT
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Table 1 Susceptibility distribution of clinically isolated bacteria to Azthreonam
Organi Inoculum MIC (ug/ml)
m .
rgams size £0.0125[0.025]0.05| 0.1 | 0.2 [0.390.78|1.56|3.13[6.25|12.5| 25 | 50 | 100 | >100
, 10° CFU/ml 1|10 4 1
E.coli 10° CFU/ml 4 | 9| 3 1 RN R
~ [ 10° cFU/mI 1717173 1| 2| 2
K.pneumoniac | 0 cEU/m) 12|74 1|1 1 6
| 10° CFU/ml | 26 1|1
Pomirabilis | oo cpymi| 2 |5 | 1] 2 |1 1 2617
) 10° CFU/ml | 9 3 ;
Pouulgaris | 160 CRU/mI 3| 2| 4 1 | 2
, 10° CFU/ml 1 6 |16 5|52 2
P-aeruginose 105 CEU/mI 12 w0] 3| 7] 4 | 10
B 57 £ 11 B X bR 58 F£6 AT, LK TeEBHYTHD,

BB B B\ i FUR T SLRBE RN ABE U o B E 4
fl, BHESETRLO, CEARNMSESZRLA, &
KA O, BHBEENAI S, BETL16, 5
17 fie AZT %#5 L7, Table 2 iz AZT #5342
BEOFW, A, RYMEZWA, EBEE - AOHE
REE, ALT f5B% —ERR LI

AZT o543, WFhd 1 EE% 100~500 ml ks
B IERBERCEMEL, 1H2E, 605~1204D
R CAHEMTE Lo Tods AZT B 510437 TRPK
GABYERL, RISEHETH B = L L DEET
AIT %5 L1, ek, 49 AZT O EAREBEY
RUIEGID 2 BIFEFE L 12A%, Zh bk AZT %Rk
TERRARL I, BBADERESIC X5 BRRK
DEROFE D b ichicD T, i AZT 2 4AHAE
RCBERERL CRARGRRY ER LR, Thic
IORARGHBSELYRL AZT D5 Ticblch o1
ERREELIh 1,0

BRYROHECEEL T, AZT HB5BIAHE D T &
POREROHEL TS AZT Hhd kb ERD FR
¥RIVCBERES, ALT $HEBIA%RY O ERD
SELRD I BELHEL, AZT HEERERD REEA
ERDIHA, B\ AZT 5 X b B SICER
DEEXADTH AZT fybch HEIERO B 275
BERRR, AZT HEC X - THEROBEL B
CREYRS LR R L HE Lo ¥ AZT HER
RORREOMEL L L BN ELHE L o
5, BEHEOHE L BFLT, AZT OFEIfEAEE
DRAXEML LT, HitEERDBRE TR L ED
FAIT RENEOKBMBER. B - B ER
7 ERIRRER MO Matw L L oo

2 B

AZT %5 Ut 17 o Rtz Table 2 1R L

M iE 4 lhE gy 2 B, EZD 2 0, BlEKET L O
FAMNMRETLE 1O E bIZES), 1BHRENLT
Bl 1 IBRREDRHIE & W RSt D 6 flhE%) 3
Bl RLEZ O, EmEh2 6l BT I 3 fId 2
DIEZD, 10IES, BRELLGILEDOERSDEID
Hbhtco MBEFEACIIHTEX VAL 2 Gl 7o
15 fidr 4 GIIEEHES, 1 0LXE o #E% 1R,
3FNIERR, 5BUIRET, D 1Fliih%z > TEHD
WA ERD b i,

G 1 2B LR % £ 39°C 94D BEE B FE L,
MPIPC+ABPC D 5% 1T 7s - o 4 B4, MKIZET
E.agglomevans % 4y#i7t:72% AZT 2g %51 H 2[@
DERECEEL, HEBA-RAREA A LRI,
DERIOVHVGKELR, SHREEWL AZT 3HH
BETEGHLHEL, CZX 10 4g OIBECEE, @
BIERAEY Ztco ok, DBELI: E. agglomerans
D AZT =435 B 108 CFU/ml ##&< 0.025
ug/ml, 108 CFU/ml #£T 0.1 ug/ml TH 7o

EF 2 BB LSRED B, O, B, e
A pECFEE, MEEERT Eocoli #H@L, CMZ 1
B 4g~8g DHEXTInoTcht 37.5°C PO Feshas
BHEL, HULTTE 3 X0 CRP (D) 23T 5705
AZT ZEL, LML, CRP oEMris
Too Tk, ALT HBEBART TICMPISHBREIbrY =
LTWeD T, MEFRNZEHE» BRI,

FEG 3 (XMRD 5 R uiiEx® A 0F MR, BT AH
> K. pneumoniae T REL7c, AZT 5T X hESIK
FERDEE & RRED B X RD I, ok, KEFIT
BT AZT B5 ERRCHFERRRIE S (BMmERE 7, 700,
FEERR 17%) % Boichd, AZT HEdh|k 4 HEICIRTE
HEL 1

REG) 4 X RE RMIE % &0F, 38~39°C DihiEsk
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Table 3 Laboratory findings before and after adrﬁinistration of Azthreonam
Case | Before or RBC Hb WBC GOT GPT Al-P BUN Creatinine
No. | After (X109 (g/d1) (Lu.) (LU.) (K.A.) (mg/dl) (mg/dl)
Before 415 14.4 19,800 21 17 6.3 9 0.9
Ll Atter 3 1.9 | 16,700 — — _ 60 26
Before 320 10.1 3,500 25 16 8.0 17 0.9
2| After 337 10.8 3,800 28 23 41 14 0.9
Before 368 12.3 25,000 35 77 40.6 105 4.6
3| Atter 378 12.0 7,700 51 74 24.0 37 1.3
Before 322 10.5 13,700 36 67 — _ _
1 After 302 9.5 36,700 45 54 40.3 12 0.4
5 | Before 383 12.8 5,100 14 9 6.3 13 0.3
After 383 12.5 4,100 23 15 7.2 9.6 0.3
5 | Before 393 12.4 10,000 21 9 6.7 7 0.6
After 364 12.0 11,100 15 5 6.8 9 0.8
7 Before 378 12.6 3,700 18 15 7.4 5 0.7
After 389 12.9 4,300 14 10 6.5 7 0.6
g | Before 350 10.9 6,500 24 36 5.4 14 1.0
After 366 11.2 6,800 16 17 5.7 19 1.0
g | Before 423 15.6 6,200 74 24 11.5 14 0.7
After 422 15.1 4,800 218 69 10.2 13 0.8
1o | Before 348 11.5 6,300 16 14 5.9 17 0.8
After 309 10.6 6,100 15 1 5.1 14 0.9
;| Before 342 10.8 11,300 18 13 2.1 12 0.6
After 343 11.3 4,200 25 17 2.0 13 0.6
jp | Before — — — 23 10 7.0 14 0.9
After — — — 22 7 7.7 12 0.8
;3 | Before 332 10.5 5.300 12 4 7.4 4 0.7
After 311 10.1 5,000 18 10 9.0 7 0.6
14 | Before 351 12.0 6,900 23 19 6.6 7 0.5
After 338 11.3 5,400 25 18 5.6 7 0.6
;5 | Before 380 13.7 7,800 17 9 5.7 7 0.6
After 348 11.4 5,500 15 6 5.2 17 0.6
16 | Before 274 7.7 6,200 19 2 3.0 34 1.6
After 273 7.7 6,200 29 5 3.4 1 0.5
17 | Before 250 7.2 12,900 6 10 5.8 28 1.4
After 231 6.1 20,000 13 6 8.3 24 1.8

DRHE, MW X b Peptostreptococcus BOHEL oo
AZT 1@ 2g %61 H 2 IO # 4% fiic - Fons, REVEA
f]”zn?é'f, BRBEREDSEL /o<, HBHLHTL
OIS 1340 10 £0@BY L BUSEZ LT, 6
»A [IENY- 3% Y V&gshs & P.aeruginosa %
BT AZT 1@ 1g %1 H 2 B S CERSEES
UM 22 551 B 2 @i 8 A B2 e DRI A - oo
016154 50 FRIGERSLA REL T\ 5 BET,
BRL YD K. preumonige »4EE AZT 1@ lg 581
H2EDRE 21T 1 o 1 0% RSk s < M2 L HIE,
AT ikt CZX g5 @Iy & 120 KO 04

B 7- K. pneumoniae ® AZT xi3 5 B iEL 108
CFU/ml % 0.025 zg/ml, 108 CFU/ml &< 0.1
ug/ml THoto

ER 7~17 (2 h b REBREPEET, Z0 5 HIES
7RIV 17 PAHIVWTHhIREN 7 -7 LVBEATH
Do FEB 7,8,9,12 D 4 FlizFhd, S. marcescens F&
R TH B MR 3BIFER. 1 FIEDDOREIED
Wico Toks, S.marcescens 13 AZT 5T X h\Th
L LI, BR 3 OlFD 1 AL EHDEFTIL S
Sfaecalis THEEZRDBD O, FER 13 X 16 1%
P.aeruginosa DELEBITH 57, 1HALLRHR, fi
D1 PUIESOEERZIR T, MEFTII1 RS
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D 1L S. aureus EHARHNTED Hivtc, FEF 14 12
P.aeruginosa & S.marcescens DR AZT #5
CXhBROBEE R, S marcescens 1%, P
aeruginosa (XFASDBETH o Tco FEH 15 LEER 14
LRA—EATH Y, HEZEDOH 2 BEHCEFORS,
REMBEL 7ept AZT Of5 R X HERER, RHPO
P. aeruginosa, E.coli X & dwefkLlc, FEMF 10,
1L,17 3 h b JREEA S. faecalis THH AZT O
BERRE UTTREDILERNTH - 723, EM 10,17 T
REDTERDOBBRIR DL Nithole, ¥, IEH
11 T, Bi5ES CZX) wi v+ TR BRIRY
HEL OO TERDED LT HEA Lich, AZT
BEFRIRBD S. faecalis BRITH % - THEMAHRD
bhicoe

HE, 17 fIoERAC2WT, AZT HBERHHBICEBL
TeEERBRE R AT Table 3 KRLA L RO TH B, &
Bl 1wF\»T BUN, Creatinine @ _EFMED Hh Ty
55, REOBl> ZRCEBT 50T, AZT
BELORRBRIITWEDLEEL bR, ¥, E
B9 B\ T GOT, GPT D EHMRH LRI,
REDHBCHELTETH b AZT #5 L (LEHE
LEZ bR B EDREREOEEOM, FdD X >
WIES 31T 3\~ T—@HO IF BRI TS & hi- LAt
i, BRREEDORELILSBDOhihot, T
ALT BE G BMENRRERIGIIL R b i
Motz

III. BELLSTCER

AZT 375 2AEHEC R L THRVWHE D 2 =L, B~
lactamase I 3f U CEHM LY RTC L2UEH L S hTw
55, 4HE, BREHYUELHREIED E. coli, K.
pneumoniae, P. mirabilis, P.vulgaris, P. aeruginosa
#t 126 #Rkeb 112 k2% 12.5 ug/ml ST AZT X b
REMESh 5L, BEEES 10°CFU/ml <l
ELCRZRRERBC TR I N, L Ligsts,
BEEEEY 10°CFU/ml w3 5 & B0 ETY
AT e D EEL, 12.5 ug/ml IFo AZT ¢
REBEEIhDEHT 73 BREBITHZ EMAER A
foo

BMAE 3 4, SOERRRE 2 B, RBEUME 12 flic

AZT 10 2~4g, 3~23 AR L. BRicgy
RHTB X VBRALI 1 ALZR 16 BihER 74, »
CHEH LG, KM, HHEK 43.8% ouERswa
bhico §E, AZT REE5LL 17 8l% 11 flix 03
DEDEMETS ), EREBYETHEMN KSHL
g%, RERIUETIZ 12 Bl 10 firih 7 -5 L@E
BITHBHIn L, BRERY b OBRENSRY Edt-r
B, BRBHROBRIL) > FERO—HE i LTw5 &
Exbhb,

FHRENCERRDRE * 25 &, E.coli, K pneu
moniae, S.marcescens, P.aeruginosa ip ¥ @Y
X3 s R, KT, S marcescens % AIT #
SR L O FRTRE S B HEENHERTD L
s, BHRBBHIEC 3\ Tk S. faecalis gz
RERTEARSL, 5K, S faecalis NERETH
2 TEEBIC R U TR BB BRAVIC § IS0 § T~ T By
ThHY, 77 2BRECRUTHEDZR S fov AZT
& L TIRERDERREE D bhic,

AT BECHSRERIG EL T, 1Hlk—Bko
HRRELHBD ORI LS, MOERI BT,
AZT &5 BIELEIFR, BRREMEORELRD
Dbtk oo

DEDRES L b, AZT 1k 7 5 s e ERIED BiF
R TIEED —2Iin h 85 LD EEL bhi,

(RRXDOEF 35 30 HAKLEREFLRAEALS
RacswTRELR)

X [
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BASIC AND CLINICAL STUDIES OF AZTHREONAM

Fumio Miki, Eur INnoue, Masakazu Teracaki, KaNaME AKIOKA,
Minoru Yosuivama and TeTsuto Murata

Department of Internal Medicine, Tane General Hospital

KEenj1 Takamatsu and Osamu Mivamoto

Department of Internal Medicine, Izumi City Hospital

The efficacy and safety of Azthreonam (AZT), one of the newly synthesized monobactams, were
examined in the treatment of the patients with infectious diseases in the internal medicine, and also
its antibacterial activity was determined in the clinical isolates.

1) The sensitivity peaks of AZT in many clinical isolates were 0.05 p#g/ml in E.coli, 0.05~0.1
peg/ml in K. pneumoniae, 0.0125 pg/ml in P.mirabilis, 0.0125pg/ml in P.wvulgaris, and 6.25 pg/ml
in P.aeruginosa when the microorganisms were inoculated at 108CFU/ml. MICs of AZT were
various depending on the inoculum size. AZT provided less sensitivity in most isolates when the
microorganisms were inoculated at 108 CFU/ml.

2) AZT was injected at 1~2 g/dose twice daily for 3~23 days in 17 patients. They are 4 with
septisemia, one with chronic bronchitis, one with diffuse panbronchiolitis, 7 with chronic cystitis,
3 with chronic pyelocystitis and one with pyelonephritis. AZT efficacy was evaluated in 16 patients
by excluding one patient. AZT provided good in 7 patients, fair in one and poor in 8 AZT
efficacy was excellent microbiologically and also clinically in the patients with infection due to
gram-negative rods. The causative pathogens were frequently changed into S. faecalis in the chronic
urinary infection.

3) No adverse reaction was observed by the administration of AZT beside one case with transient
eosinophilia.



