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NE IR SRR YE IS BT B Azthreonam o EBERY - FE KRBTSR

BABER - FHERX- AR B-NEEA
BB E-EABRE-EYIEMN IR
BRI K ¥ AR LT RAT P

Azthreonam (X, B-5 7 % LBRD A% LTS5 monobactam HEXE TS, #%kD B-57
ZLFEIIEELNBEBL B RIS, 28RD B-7 7 2 aRHAERTH Y, TRBRLEC
BFLAFIDMBE T % BEOCHRRITe -1

PRI RPEDO ETEHRFEEC AT 5 AFID MIC (X, Haemophilus influenzae 0.025~0.10 g/
ml, Escherichia coli, Klebsiella pneumoniae, Enterobacter DIZEA EDEKT <0.20 ug/
ml, Pseudomonas aeruginosa T 0.39~6.25 ug/ml & 75 nlatkiEEE o % CRWHED Y
WLt 77 AEMERETH D Branhamella catarrhalis 123 0.20~3.13 ug/ml LER TV 3
M 77 ABHEREICN LTRSS 225 ug/ml TH o1,

TFREREPIE 17 SEGIR AKI TR L, WSEMICR VT, AFOMmPEE, BRHEEY T
Lo MPFFINTIE LA ED 70 DRHRTHBH, GBHECTIERCERT 2HEANED bhi,
BERF~NDBITRIIBUETREEIET 1.2~1.5%, AT 7.6% Thbh, XD B-57 44
FEBLDETH » 7o MEFMZHRI, 16 EF 18 #h 15 BARE Ih, BERYHETE, £
13, RRXFR3, MY TH-1 FHHHAGF 2 FIEAEN REI A EELEBEEC
LBFEHHILE X i, Streptococcus pneumoniae 2 BRIIRE I WY, ERBERAFEC S
DHFFDFEATHD, BEALARL, HRMOBVERA TS, RRERPECK VT, 75

APR. 1985

LAEECR T ARBYLELET 5,

B-7 7 2 afoRETERE LS, i, M- B
HEORECRITL SR XA B-5 7 » 2%z, *
DREBETCHRE SN BT S, HEOMYOHE
XD B-7 7 2 AHIBHGRRE, HEROMBKA T
BRI T A EE, R OB RELY L6 L
B, BEEEYIRELLLOR, KD B-57 54
FERFHCREIERETRTLONHBE LTV 3, &
|, XBR74 7t vFrclRshi Azthreo-
nam?), (—)-2-[(2)—[[1—(2—amino—4—thiazolyl)—2—[((2
S, 38)-2-methyl-4-oxo-1-sulfo-3-azetidinyl)amino]-
2-oxoethylidene JaminoJoxy]-2-methylpropionic acid
%, monobactam FRE{EFHFIh T3, B-57 % o1
DAEBREETD, HRD B-5 7 2 aRBWH L1z L
SHEORILDZEEMD B-5 7 2 2K TH D, KANL,
77 LARERECED THEANBEL, B-5 7 24— 2
KRETHBM, —7, /7 2BHRE L BItE 2
EAERBENE REMWEWS AT, %D -5 »
LHERERVHFH R 5T, 71 2 EEEARO
PERC AV vWbh T3,

X T, B, PRBERPECET KA D LB
&, BROFREYRET S L Bitie, A%

ERE L1,
I. FE&ELUHH

[1] in vitro iEH

(1) MEBFHFEHECATIHREN

FREEPIEEEEHEOERIERY 1T 107ml Lk
B &, W BRI D BARE e Streptococcus preu-
moniae 48 ¥k, Staphylococcus aureus 21 #, Bran-
hamella catarrhalis 26 ik, Haemophilus influenzae
538K, Escherichia coli 94k, Klebsiella pneumoniae
21 ¥k, Enterobacter spp. 10 £, Pseudomonas aeru-
ginosa 30 B AT, HA(LEREYAEERcE]
TERRTERAREC X W R REREL B (MIC) *
E L,

BRI, S. pneumoniae %5 L % B.catarrhalis
¥, 5% BRBiigHEMmYSIN Mueller Hinton Broth [BBL],
H.influenzae 1%, 5% REM{LM¥E RN Brain Heart
Infusion Broth [BBL], #®D{ho iz Mueller Hinton
Broth [BBL] # i\, 37°C 18 BsRiEskt FhFhiE
—DEARIEIC T 108/ ml i FR UTIER Lo

REE PRI FAsE Y, Mueller Hinton Agar [BBL]
R\, S.pneumoniae } B.catarrhalis Tit, 5%
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ERgnRm H influenzae TX, 5% REMHLM
pRmMCTIEBL, 2 €v /- 747 -y DI (R
wig] FRBYAVCTHRELZEGEL, 37°C 18 K
T MIC B L7

(2) BREE a-A b VT E Iy h AT IHE

p)]

HRERAEEEEREN O 210"/ ml K I hic a-
BIMEREERE 37 BTkt 5 MIC 2JE Lic, WE
RO REFREOBE LA UHE TR, #
BERFEEC, 5% BERMELTIN Mueller Hinton
Broth [BBL], REZMRITEAEEMIL, 5% BREMEMA
i Mueller Hinton Agar [BBL] & F\ 7,

[2] HERA - BERRE

(1) HEREBENEED B

BRI 5w, AL -SH 2 HT57 1 VBTEH
ELShB o LR EH LEDT, BHED+E U F 4 X4L
BEROWTRBED HEDOBRE & 1T70 - 7o

BEREL, E.coli ATCC 27166 ¥ #E# & T %
Bioassay ¥ T1F 75\, £Z#1iX Antibiotic Agar 11
[Difco] AV, BEZV—+ [BAELEMR] ¥ {FEH
L, 17 b ORI 200 pul & LT, ZEEMBH
FRBINE, MER X O IEBEAEE T Azthreonam
FERkt=br— A THRLUTER L, ZTOMITIXE
K% 1/15M PBS pH 7.2 @ THR LTS Lic, E¥E
WL, BRNERFEC L - TRD, ZREOEBEYEH
L1,

BREAEEOBFICL, HAEWERERDSEXIRE
EEENOERLcH 50 ml OEZHE» L, Azthreo-
nam FR% 10 pl/ml X0 1 wl/ml E7e5 X 5whn
X BREMBOBEEL, == S—HL « hESHFAF
- [BARHE] #FH, 20% N-7 L -
Te74 v [FHBED % 1/5 BHEMLTHEED 3D
DFE AT IEFIER D e h 1775 - 120

(2) 5, vEEREE

Wistar %5 o b, +AEH 100g OKERIICAH
Nmglkg LAY, BIEAOC 1 BE3 IR BEIBRL,
W, B BF, BRAH L, B 4°C c ORES ¥
REOEL B L CRE L L, MERERD 2 £E0
UI5M PBS (pH7.2) %N T2 e « hES
A~ [RAREE) wToL LRt & Lo

(3) EERBIc %13 5 ek - Wbl s

BRI RBRYERE 8 e s\ T, AF 1~2g &
TEER SR by B & Mgl hil B 2 AR RS AOIC T L
Ro MARNL, $Rlifk 4°C TRRE S @ M H A HE LTS
ELto BRI, DRESRAMRE, & 3% — 1 CIREEE
BLTHIE LRt & Lt

VAT 4V

[3] E&Rezs

(1) X&ER

SHEREZRL, k2, BESEILS, BHEMR
TXZHh2, [EZWEES, » X OEBEMKELOH
17 FEFIO P REBERGIERZ K L CTARIOHRER 177
’)f\io

(2) B3 -#5E

AE 5L, LTEBEBECTT A, 1E 1781
2g, 1R 2@, 4HM25 10 BEOHEEX Tt >7 &
BEREIT 10g 25 40g KE 5,

(3) BERHROHE

AFEIEER, b, BEBCATERR ) MEEEY
FEi L TREABEORE, BAEOHERDOBRETRL,
B - MERT RoH%hE, BREREFMROBE,ND, IO
HIERAENT L b, %% (excellent), A% (good), =
RF%) (fair), E%) (poor) O 4 BRETHE LI,

(4) BlifeRofE

BEM LN MEmEREROBRE L i, MK
HHRE, TBBERE REEL STy, EIfEA
DFERBE LT,

II. R ®

[1] in vitro HIESH

(1) S.pneumoniae (Fig. 1)

AF|o MIC #AaiE, 6.25~>100 pug/ml 2h b,
48 ¥k 39 #kAHY =100 ug/ml T, ABPC o 0.006~
0.78 ug/ml wH LHE LS - T i,

(2) S.aureus (Fig. 2)

AF|D MIC ¥, 21 #k&HTXT =100 ug/ml TH
h, AECHTHIEIL RDLIRAE,I -7

(3) B.catarrhalis (Fig.3)

A#Fo MIC i%, 0.2~3.13 ug/ml HHL, ¥—7
¥ 8.13 ug/ml T, FD4HFL CPZ WiEVWSDTH -
7o SEID 26 B 24 BRX B-F 7 X A—ABKET
ABPC &3 iEHNEBH, FEUX, B-77KxA—A
DEEIz X5 MIC DEiLieh -7

(4) H.influenzae (Fig. 4)

A#ID MIC £ 0.025~0.10 ug/ml DOR\FEHE
whb, 10 o p-7 7 2 2 — A4 ABPC MHEEC
W LTHBDTRFLFAENIEZR LT

(5) E.coli (Fig.5)

<0.05~0.39 ug/ml © MIC *7RL, SBPC, PIPC
CHAFEECBRIFICHENITH -7

(6) K.pneumoniae (Fig.6)

21 #keb 19 #Riex LTy, 0.20 ug/ml LAIFo MIC
< E.coli [ SBPC, PIPC it~ Bh-MEHTH
0.78 ¥ X U* 3.13 ug/ml OEHKLY £ « 1 EkAD

kel f:o
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Fig.1 MIC distributions against respiratory pathogenic S.pneumoniae
(48 strains)
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Fig.2 MIC distributions against respiratory pathogenic S.aureus
(21 strains)
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Fig.3 MIC distributions against respiratory pathogenic B. catarrhalis
(26 strains)
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601
st
40
30F
20r
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L
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Cumulative percent of

—_—

1 —--‘1” ! L=, L 1 ] 1 1 o -
MIC(ug/ml) 0.006 0.013 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25
Azthreonam 1 3 7 15
CPZ 1 1 2 5 13 4
CMX 1 3 4 1 2 6 9
LMOX 4 9 12 1
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Fig.4 MIC distributions against respiratory pathogenic H.influenzae
(53 strains)
X 100 e e
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5, 60
aE
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Fig.5 MIC distributions against respiratory pathogenic E. coli
(9 strains)
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MIC distributions against respiratory pathogenic K. pneumoniae

Fig. 6
(21 strains)
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Fig. 7 MIC distributions against respiratory pathogenic Enterobacter
spp. (10 strains)
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Fig.8 MIC distributions against respiratory pathogenic P. aeruginosa
(30 strains)
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Fig.9 MIC distributions against a-Streptococci isolated from sputum
(37 strains)
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Fig. 10 MIC distributions of Azthreonam against respiratory pathogenic bacteria
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Fl 301

E p

3 20 7

10
1 N T L i L L
MIC(ug/ml) =0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100

S.pneumoniae 1 1 1 6 7 32
S.aureus. 2
a-Streptococei 2 4 2 29
B.catarrhalis 1 3 15
H.influenzae 27 26
E.coli 2 4 2 1
K.pneumoniae 3 8 8 1 1
Enterobacter spp. 2 3 4 1
P.aeruginosa 1 5 19 4

1%, WFh B BERACRREREEE X BETH > 7

(7) Enterobacter (Fig.7)

10 ¥R 9#kIT <0.20 pg/ml © MIC T, 1Dk
25 ug/ml TH b, SBPC, PIPC I lt~IEH W BIFTH
271

(8) P.aeruginosa (Fig.8)

A#D MIC i3 0.39~12.5 pg/ml HHL, €©—7
it 6.25 ug/ml <, SBPC, PIPC k b L EBhi-HEH
e

(9) a-xtv7S b=z, % (Fig. 9)

A#D MIC %Y, 25~>100 pug/ml T, 37 #k
31 KM 2100 pg/ml TH Y, S.pneumoniae \Zxt3 %
REH A% T, o B-7 7 2 ¥ X hHEINT
FERIL 5Tt

(10) Azthreonam DHEIRD ¥ &

AFlDZD MIC % ¥ LT Fig 10 KiR$, AFII,
H.influenzae %14%, P.aeruginosa ¥ &is7 7 A&
BRI BB IR RL, ¥, 77 sB%
RETH% B.catarrhalis w b HBEHBER TV B 75,
77 ABREREICIE, 3 EA EHENYRIRVEWLS
BRTH -1,

(2] #Em - Bk

(1) BEMEROKE

SEER L E. coli ATCC27166 % BRER & T 5
Bioassay T, 0.1~200 pg/ml DA RETHETH
b E=hm o LERERE ) PBS FREREMRIT
BERE—FK LI,

BRAERE O LR e ORI, SRR E + v
¥~ 25541, HIEFAE PBS £RC X5

B AFRRTIOMIEMAZE L ELIT—F LI, N-
TaFN e VAT 4 VEMZIEEE, BREAR£LE
BRI hich -t PBS HEHRIEIC N-7T FL « VAT 4
VvEIMXIBES, BIEA PEHERTIZEND, K
L N-7€FL « YAF 4 VOBEBENELENRD L
DEEZ BRI, LIchioT, UBOEBERTEZH:-
T, N=-7 wF1L « YAT 4 VIMERAET, BRIIEHES
BRI THRECFARATHILE LI, ¥, K
BITCOFERECHIc-Th, 73IVBAVOBKLEORES
X—ERET, AEAEKD T N VBB,

(2) 7. MEEAEE (Fig 1D

ARGEREE 15 9 TlEs X CEEEREESD,
wWTFh b RAEEXZRL, B 18.4pg/ml, [MmEE 14.8
pg/ml, FF 12.4 pg/ml, i 11.5 pg/ml DJETH b,

Fig. 11 Tissue levels of Azthreonam in rat
(n=3) 20 mg/kg i. m.
(ug/ml)
20
r—Kidncy
Serum Bioassay :
15 [} Test organism : E.coli ATCC 27166
Medium : Antibiotic Agar 11(Difco)

4 (br.)

15" 30° 1 2 3
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Fig. 12 Serum concentration of Azthreonam

Fig. 13 Serum concentration of Azthreonam

1g d.i./2 hrs.
, (ug/ml)
(Mlnooml) 120 120.7
90[ 9.4 110 2g d.i./1hr.
’l 100 S.0.{. 58y.0.52kg
8o / K.M. m. 78y.0.60.5kg 90 Tntl 14
70k // Tz 1709 80
60 /// 56.1 70
50~ // /,; 60
L 50
“ / ”,// 5.0 et "
30 / / e % Hl%( d.i./gl;rs. a“
m. 74y.0. 51k ! R
20 / S.F. 1;27:4_1.'“5’1& 20) ;,/ SN Tz 242
10—-’/ 10 ’/I
<0.05 { 4 3 i 5 M A N A
(hr.) (hr.)
Fig. 14 1.M., Male, 78y.0., 50 kg, Chronic pulmonary emphysema, Gout
7/21 7/22 7/23
6 10 14 18 22,6 10 14 18 22,6 10 14
(ug/ml)
s (120min.) (90min.)
putum 21 A threonam lgd.i.
]ev:]s Serum Peak level 56.1ug/ml
o
Azthreonam
1+ 0.86 0.77
- /\/\/\/\
(ml) o
Sputum 2 .
volume 2
7
%
0 %
Sputum  (H influenzae 5 % 10°/ml (=)
culture MIC : 0.05ug/ml
BEi3E AT, 2BRIT Lug/ml LTS/ h, 48 FH|THER T o\ MR h IR B & BRI IE L

R LS TRIBEAETH - 1,

(3) EERBIC RT3 MR & R

AHK| 1g 2 Bl CagiER 5 Uic 3RO Moy
HeB % Fig 12 wird, 3EFE, 70 BRoEKE T
HoHH, MPREE-7{EIL, 91.4 »5 550 ug/ml
T, IMPERFHRL 69 226 118 HTh-70 BEH S
FEGIR RS MY 4 I Ui 3 EEGID Ml fEHe
Br R Fig 13 ioRxT, 2g 1B SEMERS6
T, M —7{E 121 pg/ml, mFEREY 74 HTH-
7o 1g 1B AREEIT, Y— 78 65.3 ug/ml, ¥
15.6677, 84 W%, #H 4dlkg DEEMEBOBAL, 1g
2 BSOS T, Y — 7ff 78 pg/ml, EHM 162 HT
Zb’)‘f:o

7o A FEBIDO MR LR BEOHER Y Fig 14~1T
*%o Fig 14 & 15 2R L1 H.influenzae BRPHIT
2, BRREE Y- 7{EXEhEhR 0.86 XU 127
ug/ml TREAED MIC 2E&ErcERLTED, &5
2 B, BAEIIELISE LTV, Figl6 D
T.O. fli%, FFECESMATHY, lg 5 THRPY
— 7 fE, BEMET 0.83 ug/ml, PIRRAYMERT 1.58
uglml TH o1, Fig 17 o T.K. flit, Mscadt
Ll THh 5 2%, &K 2g 70 HTOAREMERY
T, MARE C - 7 {E 136 ug/ml, MgEdRE -7
10.4 ug/ml T, EHED H.influenzae \IBEHTHR
Lo 753, AIEGIOE 1 EEREH 5.5 BHET
RehEUREIS 47.4% THh o1
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Fig. 15 K.M., Male, 78y.o0., 60.5kg, Bronchiectasis, Old pulm. tbc,
Diabetes mellitus

7/21 7/22
118 22,2 6 10 14 18 22, 2 6 10 14 18 22
(ug/ml)
s (90min.) (120 min.)
]pe‘:,t:lr: 2—Azthreonam 1g d.i.
of Serum peak level 91.4ug/ml
Azthreonam 1.25 1.27
1.01
1+ /\/
<0.05
(ml)
Sputum 2
volume 1 %
oA 0 /Y
Sputum . (=)
H.influenzae 1X10°/ml
culture MIC : 0.05ug/ml

Fig.16 T.O., Male, 54y.0., 58 kg, Chronic bronchitis, Hepatoma

7/20  7/21 7/22 7/23
18 22,6 10 14 18 22,6 10 14[1”ﬁ 22,6 10
1
(ug/m) (90min.) (120min.)
Sputum  2t-Azthreonam lgd.i.
levels (1.58)
of »
Azthreonam et
vd
rd
= 0.72 0.83 Ve
<0.05
(ml)
Sputum 2}
volume ’
B > 7
M 7 gap
S
cl:‘;:::ie H.hemolyticus 4 X107/ml

ARORHSBT AR L7- 5 OO ©— || >100 sg/ml © S.pneumoniae 1XBAF L1c

7B, BR, BAE, MIC, MESMHRELEEDT
Table 1 wiRT, 1@ TFRERREATBAR, Tib
b BRPRE ¢ — 7 I NFRE C - 2 B2, 115
%~1.53% T, WAHITE, 7.6% LBERT LI,

fm*e&g Y- 7 ENRLED MIC ¥BE L CBE
R, TRTREEIEEL TV B, AHREHC H
influenzae, P.aeruginosa, S.pneumoniae O 3 HE
PRERD SR S h T o Bl SEE %D S.F. T
% MIC {E2% 6.25 ug/ml X BEHKPRE Y — 7 B
10 EDMETH B P aeruginosa BE I hi-ht, MIC

|

T
|

[3] ERKHHRES
| A CHREER T 5k 17 EROEE R Table 2 12,
Eepki R % Table 3 &R7,

(1) RLEER IOCHEFNE

BREEERC THERAEYHRE TE R - ok
ST a0 1%L 16 ERADHERKAEE 18 O
HENMEYNRY Table 4 TiRT, 16 EHIF 15
Bl B—EEREYy, 1023 H.influenzae, S. pneumoniae,
P. aeruginosa O 3EC X HEBRHERLTH - o HIE
BIDIEEE L MBS ER 2D &, H influenzae 7% 11
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Fig.17 T.K., Female, 53y.0., 51kg. Pneumonia, Lung cancer
7/11 8/11
12 14 16 18 20 22 0 2 4 6 8 10 12 14 16
T T T T T T T T & T T
Azthreonam
2g d.i.(70min.)
(ug/ml)|Serum peak level 136ug/ml
urinary excretion (5°30')47.4%
10
10.4
8.—
Sputum 6
levels
o 4r
Azthreonam
2_
0
(ml/hr.) g
Sputum 4
“volume
0 H.influenzae
Sputum culture IXIIO“/ml (_)
Table 1 Peak. serum and sputum levels of Azthreonam in patients with respiratory infectiops in relation to
bacteriological effects
Single Peak level (ug/ml) ; i logh
Name B.W. Diagnosis dose Causa.twe MIC Bacteriological
(kg) (g) Serum | Sputum | Ratio organism effects
T.K. 51 Pneumoniae 2 136 10.4 | 7.6% | H. influenzae 0.10° Eradicated
Chronic 0.83
T.O. 58 bronchiti 1 NT |,(1.58) H. hemolyticus Eradicated
ronchitis (bloody)
Chronic H.influenzae 0.025 Eradicated
S.F. 51 bronchitis 1 55.0 0.63 1.15 | P.aeruginosa 6.25 Eradicated
¢ S. pneumoniae >100 Persisted
K.M. | 60.5 | Bronchiectasis 1 91.4 1.27 1.39 | H. influenzae 0.05 Eradicated
Chronic
I.M. 50 pulmonary 1 56.1 0.86 1.53 | H. influenzae 0.05 Eradicated
emphysema

BRERLEL, ZOTXNTHAFFTREI N, RWT
S. pneumoniae, P.aeruginosa 4%
% 2#THY, B.catarrhalis 3 2RELBRE IR
S, P.aeruginosa % 1#REREE, 1 BRBHE, S.pneu-
moniae (L2 ELRAEF XM TR & T
B otco Haemophilus hemolyticus O 1 #RIIBEI L
too LIchioT, 18 Bk 15 HRERE, 2KFE, 1
BHEMOERTHD, Lhl, BEYGEYLBE, S
pneumoniae DD 1 HIL, BEROTIIBEHTH D,

Fig. 18 @ X 5 CEREEE, WBRAEMIL /s & DREt
b, D S pneumoniae ZIEOBKETIIAL, B

B. catarrhalis,

SREZEEZ DR, FEADOBKEITHLORKHRE
feotee LichiaT, RAECHTSHEFHHRL
% 17 ¥R 15 BRIREE T, AHR 88% PR TH 10

(2) BERHE

e RISk S E 4 Table 5 wiRT, & 17 EAT #
%13, REW3, £ 1 THYE 6% OHEKTH
foo BRILSAD 4RI O\T, BRAERDOREROR
#ix Table 6 RTo S.N. fliz, MIC 3.13 ug/ml
D P.aeruginosa »EKET, A# 1g 1B 2ER
ETREN MR TR TH - oo AERIL, RRICE
KD ER LB B AR E L ABETHY, ThET
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Table 4 Bacteriological effects of Azthreonam in respiratory infections

Causative No. of Bacteriological effects

organisms cases | Eradicated Decreased Persisted | Superinfected
H. influenzae 11 11
H. hemolyticus 1 1
P.acruginosa 2 1 1
B. catarrhalis 2 2
S. pneumoniae 2 1 1

Total 18 15 2 1

Fig.18 K.K. Male, 66y.0., 63 kg, Pneumonia

CPZ

Azthreonam 1gX2/day
(c) 38 1g X 2/day

arw\

3 AN NN

Sputum 20

CPZ 2g A1 A 2 EOHEHETLHENHERL TV eV,
AHOMEHERBEETRE LTV, BEFTERR
BB Lish »feted b EX bR, FEANDEDHFRER
13, BAED MIC HeeEETH- T & &, ERD
BT LB R AT 5 B AR K LES B
lg Ebkeh otz biehd LHEI D, S.F. BT,

—Ll—m_dq—_erﬂ__ MIC 6.25 ug/ml @ P.aeruginosa ¥ THREI 1A,
(vn?ll}liey) lg >100 gg/ml @ S. preumoniae LRI NOERE S
(ml) 10T MIC >100 100 ug/ml 3, AFIAHENERIL 7 7 ABEREL BRAED
Sputum 20— ~ ol T EHBERRETH > 128 L%, K
culture 10::.,—‘ S.pneumoniac \\\‘ §b@ﬁﬁﬁ§ﬂ%bllﬁi D EEETH Do T.K. #it T.O.
Neutro. (=) FIE, W FhLEABIARRSC L VRESA TV
HPF % bbb, B, W PRERT S OREST
T S TR LHES RSO THY, &4, W
WBC 12100 T SO ERAEREREHR LTS D LOEARA
CRP 2+ + LR UFopt, C o 2EERIE, 4 B X005 BRIO I
ESR(r) 58 1 IR D B THRRISS & M LIS R piE LD
L, BECHRRB LI, BEBEYEX T IEEXD
1 hbo
; \ (3) EIfeA
g &@E D Azthreonam #EFEML 17 Flic T, g -
Table 5 Clinical effects of Azthreonam in respiratory infections
) ) No. of Clinical effects Effective
Diagnosis cases | Excellent| Good Fair Poor |rate (%)
Acute bronchitis 1 1 100
Acute pneumonia 2 1 1 50
Chronic bronchitis 8 6 2 75
Chronic bronchiolitis 2 1 1 50
Bronchiectasis 3 3 100
Chronic pulmonary 1 1 100
emphysema
Total 17 13 3 1 76
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Table 6 Summary of 4 patients with insufficient clinical response to Azthreonam treatment
Clinical ] ] o Causative Dose Bacteriological
Name effects Diagnosis Underlying diseases organisin MIC (g X times X day) effects
S.N. | Poor | Chronic bronchiolitis | Gastric cancer | P-aeruginosa | 3.13 1x2x%9 Persisted
H. influenzae 0.025 Eradicated
S.F. | Fair | Chronic bronchitis Hypertension P.aeruginosa | 6.25 1X2X%X7 Eradicated
S. pneumoniae | >100 Persisted
T.K. | Fair | Pneumonia Lung cancer H.influenzae 0.10 2X2X4 Eradicated
T.0. | Fair | Chronic bronchitis Hepatoma H. hemolyticus 1X2X5 Eradicated

LENEIFRRE<RBD LAY, T, FERSCER
THLRLNIBERBREBERTLLLED L L -
oo
II1. = 3

ERCRTHRYIFEDEFILELBDOR T B EE
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L& e b, P aeruginosa TDMD 75 ARMEEDL R
ZRHEML, 77 ARBRUEREVEAEOEHY HH5 X
SIIE> T B, Lnd, 83K EHKEZRCMAT
\X7ck S pneumoniae HE 1 (LOBEIE TH-70dbD
2, BOEDHIEDOFEY T, A THEAMSELZLATYE
#1602 H influenzae Lic> T\ 5, BiZ, 77 s
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H.influenzae oD 15% itk TEMBEEIIHEH L T
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IRCARIIEEBLER L 0D LB SR, Ln

L—HTik, 77 2B RECHEN YR LA LR
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55 PR RYIEC N T A ERACBEYET A L0
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KO RIS EPFERRECTHHE N O WE LS
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BIO 7 - 2FIHHERCH LTHERFNTIZEALRAL
HEAERLE o
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LABORATORY AND CLINICAL STUDIES ON
AZTHREONAM WITH SPECIAL REFERENCE TO
RESPIRATORY INFECTIONS

Keizo Matsumoro, Yosuio Uzuka, TsuvosHi NAGATAKE,
Naoto Rikrtom:, AtsusHl Takanasui, Mikio TacucHi,

Masakazu Takasuct and Kiwao WATANABE
Department of Internal Medicine, Institute for Tropical Medicine,

Nagasaki University

The laboratory and clinical studies on Azthreonam, a new synthetic beta-lactam antibiotic with the
new structure so-called monobactam, were performed in the lower respiratory infections.

Azthreonam was widely active against gram negative bacilli and gram negative cocci, but poorly
active against gram positive cocci. Azthreonam inhibited almost of all isolates of respiratory
pathogenic gram negative bacilli, such as Haemophilus influenzae, Escherichia coli, Klebsiella
pneumoniae and Enterobacter species, at less than 0.20 #g/ml. And it also inhibited Pseudomonas
aeruginosa at less than 6.25 ug/ml and Branhamella catarrhalis at less than 3.13 pg/ml.

Seventeen patients with respiratory infections were treated with Azthreonam. In 8 patients of
them serum levels and sputum levels of Azthreonam were measured. Serum half lives of the drug
were about 70 minutes and increased in aged patients. The ratios of sputum peak level to serum
peak level ranged from 1.2 to 1.5% in patients with chronic lower respiratory tract infections and
7.6% in a patients with acute pneumonia. Fifteen of 18 causative organisms in 16 patients were
eradicated by Azthreonam therapy. Thirteen patients were cured, three patients were partially
proved and only one patient showed no change by this therapy. So, the clinical effectiveness of
Azthreonam therapy in this study was 76%. In two patients Streptococcus pneumoniae could not
be eradicated by this drug. No adverse effects were observed.

From these results, it was concluded that Azthreonam is one of the effective and useful antibiotics
for the treatment of respiratory infections, but it need to be administered with cautiousness against
gram positive cocci.



