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1. HED : ARERASEED Escherichia coli k Klebsiella sp. 12xt 3% 108 CFU/ml #%&
TOR/NREILEE (MIC) X 0.8 ug/ml AT TH -7, Pseudomonas aeruginosa X3 %
MIC D v— 7% 3.2 ug/ml ThbH, BOTERCHENERLI

2. JEHBA : 22 Bl oWCIRHADOBFRRIE Lo, Cefoxitin (CFX) tRBEDFEI
BfTRRLI,

3. BERC{EFRE : ARHYRIEE 41 fiic Azthreonam HER Lico % DEEREIREEL 9 Fl,
HEh 14 B, 2B TH, EL 11 HITHEEE 56.1% Tholo FHENC X3 LBbhsHME
WEWER XD o tcht, BEREEORE L L THFHBREEDO 1AL TAN ) 7+ A7 75—
YED LR HRLI 1 B ERD bl

AR RHIRLFEC R L THE AR LA S REERTHD L EXL bR,

Azthreonam(SQ 26,776) 13 kE A 7 1 7 R T
B% &t monobactam RIEWE L BH hr—B
PHANED—oTH Y, ro#ERLFiglorsy
ThHb, &KX Chromobacterium violaceum OEE
T% B-lactam BBy ZL LTH D, KO B-lac-
MRFAENE L 122 B D TH 5, Monobac-
tam REEHEiz B-lactam BWo 1A% ALk v BEE
RBBRIRI b DTh B, = DI ER LEBOFH

FEENGR IR, FORr TROCEKRACHS
htz & 0 L-threonine 7 &£ 4 K & h e Azthreonam
TH5b,

¥\ P.aeruginosa, E.coli, Proteus, Citrobac-
Serratia e ¥ 75 seHRE (GNB) © #Eh
RHEDYTT LR T H BN, /7 2BHRE
(GPC) % X UHEHE T LTRHEIEHE Y BY
XD 7T ARHEEREER T 5 \WTh in vitro

ter,
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Fig.1 Chemical structure of Azthreonam
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UEDHENRBLRAT WS, F&HE B-lactamase &
X vt dehydropeptidase X LT L BHDTRETH S
ELEBBO—oTH D, FFATowTAEHEER
B, £HRR, HEHRER, —BREERBRLEOER,
LRBWESEYETHZENBDLATWAY,

SE, HA3EFORKEEXZF, ABERC ST HE
B - BERIRN YT o, &2 TREFDOHFRAME,
BEHRC OV TOREERET %,

I. WR&ELURBHE

(1) #EN

NEHRM > BED E. coli 20 kk, Klebsiella sp. 20 £
¥ L O P aeruginosa 13 ¥k ¥+ % Azthreonam @
TE D% B ACEREELSBREY I £ > TED MIC
#PIEL, RPEp Cefoperazone (CPZ) & Dibekacin
(DKB) w2\ THHIE L HBiRET U foo BEEER
over night culture OFE¥ (108 CFU/ml) & 100 #£#%
R (10°CFU/mD) oFH# Al io

(2) BEHBT

BREC TEMFME BT LI 12 EFCDWTiL,
FEREncAFIO 1g »4£BAER 20 ml WHEFEL, 0
34\ F one shot BEL, FhBERH, KLEE
BB, FIRRMD, RiSM3s X O RTEAL YR LI, BZE
ABIELCABRRERCTHE LB COR YL &
BL, FOBREKYDKDEFN —ECTRER > 1o I
LichuiE By BEESEHIREARECAL, Eb
Iz —20°C oRiEL, REFL T

RIEEFHRIET T-tube DFBAINITH, BIVE
HEFT X 5 EAZEMNEE T PTCD-tube DiEA S hic 3
BT BRI BEH BT OV TR Lic, B
FHA—TE & 75 o 7o itk 7~10 B B & KD 1g % one
shot BEL, 1BHICLCEHOLE ¥ HELHKE L
Lo 2D 5H 7H 1 2\ Tid Cefoxitin (CFX) 1g
one shot #E L cross over #{fT Lo

AFOBEMNEC L, E.coli ATCC 27166 ¥ BREL
EFBhy FTHR X ot BUIE B3 pH 7. 0 Miiller-
Hinton agar, modified (Eiken) Z{EH L, EH#EhHEO

ERY, BMAEOHFRTIZ, MERCIE7—A L b i
%, BEH3 XOREZEMBTIx 1/15 M phosphate buffer
(PH7.0) ZA\V o MIERRFRAERRE v 4
MRMTHT Lo CFX OREMNEIREEY Sta-
bhylococcus aureus MB 2786 #k% B\ t- paper disc
B X oo, FHABEH X PH7.0 © Heart infusion
agar, EEMFEOEEE JORBDOERICIE pHT.00
phosphate buffer % B\ tc,

(3) HER{EABK

BEBHIAFEREFEDE—INBIERLE S L OEOHE
RBEC TER D o fo 41 GO SRHOBIES 5\ idfi
BRYFEXNRE L, FFOFBKES JURLEOW
THRHE L, EACHRIBEFRILEREERS A, +=
BRI 1 6, BEEREBEI R, REEp
115, FIRBR IO LD 34, AIRGE3H %
DD B ERIR RO RRBFEN 5 B, Rifige 2 Bl ML
fE1Bl XD 1HTH S,

BERHBEOHEIHBOHTEREC X1, Thbd
EH L 2R E5 3 B CEEERDIZ LA LN HEDD VX
HELCLD, BHE 35 5 B CERERDBLEN
HERELCIHELILLO, RREHLIXEETHRTH
LHDERDHED Z ORI b D, EEHE LT HUED
BECTHERDOHEYLILNED, H5WIMERVE
LD TH B,

1. # ]

(1) HEN

E. coli 20 #koAFhcxd$5 MIC (% 10° CFU/ml £
ETIILHE 0.4 ug/ml LUITiedhh, Lrbrorias
Fix 0.2 ug/ml gt xR T ChHB, THARIHL
DKB ¢z MIC ® ©— 7% 1.6 ug/ml THAHH, MIC
50 ug/ml s ¥Efoix E Rl ED D 6 8k ZohTwao
CPZ iz o\ T & A#Ic 0.2 ug/ml ¥ i3t hbATO
& 100 pg/ml pr & eix Eh bl EOBLZHR T Do
108 CFU/ml 88T, AFICHT5 MIC (33 ~T0.2
uglml ¥ 72z E R F & 72> Tl %o CPZ, DKB Lt
B Ui L SRR DS &V x & 5 (Fig.2,3)

Klebsiella sp. 20 #ic i3 » A#o MIC i, 10°
CFU/ml #@ T3 %D €— 7% 0.2 ug/ml €5 Y, 1
Bra B\ T 3.2 ug/ml i ¥ 7ok £ R UT O Ehl
MIC #RL T\ b, CPZ T3 MIC A% 100 ug/ml L
FO%H 6 kAR HR TS, DKB & MIC o¥-7i
0.8 ug/ml 1w BB A, 50 ug/ml & MIC #ixTHd 4
B R T\ 5o 108 CFU/ml #28T 12 A# K HT5
MIC %% 0.2 ug/ml 7 7ol R LA FOBRA: 16 B TH
%, CPZ, DKB 12 L 12.5~100 ug/ml &\ MIC
BIRTERICH LT b AHK 12 8 h e ENERLTND
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Fig.2 Susceptibility of E.coli 20 strains

Fig.3 Susceptibility of E.coli 20 strains
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Fig.4 Susceptibility of Klebsiella 20 strains

Fig. 5 Susceptibility of Klebsiella 20 strains
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Fig. 7 Susceptibility of P.aeruginosa 13
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(Fig.4, 5)0

P.aeruginosa 13 BRZOWTIL, FHFIOHE L E.
coli, Klebsiella sp. X h &V MIC #7R%, 108CFU/
ml g4 T MIC © € — 713 6.3 ug/ml it %, CPZ
it MIC 0¥ — 713 12.5 ug/ml TH b, DKB Tiz
3.2 ug/ml THbo ZDOFEMAIX 10° CFU/ml H#MZ s\~
TLABTHY, P aeruginosa X1 HHE T 3 F
n5%H DKB p kb BN TH Y, KRWT Azthreonam,
CPZ kisoT\% (Fig.6, 7,

Azthreonam @ E.coli, Klebsiella sp., P.aerugi-
nosa T+ AHE % CPZ, DKB Lit#T5% L, E
coli, Klebsiella sp. OV TIXAKNRLBEBL TV
#5, P.aeruginosa =2\ Tt DKB 235 % BIFHE
A%RL, KWT Azthreonam, CPZ L7z ->T\uw 3,

(2) BHBT

BEREC TERENCAHFID 1g % one shot #EL,
FHRCERIRLCRM M FIRm, RBZERRI, #ABEAR
I BEEERCOVGTORERKRE LA (Table 1,2), i
flid Table 1 W/R3 X 51T FE WL 24~66 KT, Bk
200, &t 10 ITH D, RV LY MELRERRT

EFL 1A THA2, GOT, GPT O REHIIZ Wi d
HAPITHD o RRFCIRH A KT L 72 2% 5 55 0
DSPl, B’DTHIIEMETH > ThE 12 EFOE
Wils LOPWRMPBEY 25 &, HLFHE TR
HOMBROBBLELONWAER 1 5 5 25 KAl 1g
one shot RO MbEE I —FH L T 5 (Fig 8),
JRFERRHCIx, 9 BIDMETARS &, BRI X » B
BRI BH, ELLDT 4.7 ug/ml, FHu DT 93.8
uglml THhH, Fy 29.8 ug/ml &R L7 (Fig 9,
L2, fER 2,12 TR—HMMBEDERASRD HhSE
Lo RIBEBEHIZOWTIZ 0.2 ug/ml A5 100
ug/ml OEXRLUFEY 41.8 ug/ml THotc, —FED
BRZEDOLRT, HLOERMBEEL TV EE2 L
hic (Fig. 100, AHKID REEEAD BT (2 &R EE%
ARLTHED, 0.6 ug/ml H5F 4D TIL 16. 4 ug/ml
Thh, g 83ug/ml ORETHD, IBEERE L
M RE, BZERRHBRE S X ORI 2 & b €L
fEx "L T35 (Fig 11),

T-tube % %\ i3 PTCD-tube A D 10 Flico\ T
TR BRH BT JIE Lice EFIIBRED 7614

Table 2 Concentrations of Azthreonam in serum, bile and gallbladder tissue after intravenous bolus injection

No Serum(Peripheral vein)| Serum (Portal vein) Gallbladder bile Common bile duct bile | Gallbladder wall
" | g/ml (Sampling time) | zg/ml (Sampling time) | zg/ml (Sampling time) | ug/ml(Sampling time) | xg/g (Sampling time)
1 40.6 37.5 0.4 1.6
(105 min.) (105 min.) (95 min.) (80 min.)
9 40.6 36.0 93.8 93.8 5.1
(120 min.) (90 min.) (80 min.) (90 min.) (80 min.)
3 56.3 40.6 10.2 11.7 14.1
(50 min.) (65 min.) (40 min.) (50 min.) (40 min.)
4 18.0 18.8 10.2 0.5 0.6
(100 min.) (100 min.) (90 min.) (105 min.) (90 min.)
5 19.5 19.5 100.0 7.8
(205 min.) (205 min.) (205 min.) (90 min.)
6 30.6 30.6 10.2 81.3 7.0
(105 min.) (100 min.) (75 min.) (85 min.) (75 min.)
7 25.0 34.4 84.4 14.1
(110 min.) (65 min.) (55 min.) (45 min.)
8 22.7 23.4 46.9 2.9 3.1
(32 min.) (33 min.) (65 min.) (80 min.) (65 min.)
9 43.8 43.8 18.8 93.8 9.8
(80 min.) (75 min.) (50 min.) (65 min.) (50 min.)
10 30.0 25.0 11.0 31.3 14.9
(73 min.) (105 min.) (73 min.) (93 min.) (73 min.)
1 40.6 40.6 4.7 0.2 16.4
(90 min.) (75 min.) (45 min.) (65 min.) (45 min.)
12 68.8 68.8 62.5 0.7 4.9
(40 min.) (40 min.) (15 min.) (25 min.) (15 min)




616 CHEMOTHERAPY

APR. 1985

Fig. 8 Concentrations of Azthreonam in

serum
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Fig. 10 Concentrations of Azthreonam in

common bile duct bile
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feEsE BRECILPMAEEREDO IO TH H, Fhx
40~74 BRTHBETH, THIHATHD, BENERFD
BT #s4E & BRHEE 3T D\ Tk Table 312777, EM 1~
71Tk CFX 1g one shot #¥ £ cross over
2 H4T Uico BEHIBEC DTk Table 4 127573, T7c
HOLEBHCRIE L AR O REETBE 5% 2 ~
3R 10 BIFRD 4 FICiBd bh, EEBHIEREMEX
8.4~74.0 (3 33.9)ug/ml THotcs —F, CFX
BED THTIE, REETBERIREHO0~ 287
Plsh 5 GINTRED BN T\ B, REBEHTIEEMHT 8.1~
50.7 (E¥ 22.9) ug/ml ZRL T3,

ERECIBEH BT ERE LT 10 EfC>WTF0 R
TELEBEERCOVWTRA L Thi, ETFKELD
BFEx 5 L Fig 12 DX 5B, T7iibb GOT B

Fig. 9 Concentrations of Azthreonam in

gallbladder bile
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Fig. 11 Concentrations of Azthreonam in
gallbladder wall
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O L EEMTONWTEDOBITR RSB ETEOHKE
NED LR T, ZOEEE GPT kowThvg
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Fig 13 D L8 bTH H, Ky revEs 5 0mg/d
PELUTTHETS &, L)L /EOEW4AT
13, EOREHFC— 7 {Ebo 6 ML, BvEY
LoTuhh, ThbbRE Y A E VEDEVERTE

FHIDBH~DBTITR LB EANE D bh TV
5o MBI AEEB Y & Ao TRRIOBH BT
¥25 L Fig 14 ©LihThHY, HEANER &
BIA AR TRIRT VS, EHFEEDOEELAHO
JEHBT &£ ORICIZBIFA D bhTwislo BiFHE
DAYEEX NI S EEFI L b Acinetobacter anitrd-
tus 2, Enterococcus group 28k S epidermidis,
S. aureus, Enterobacter aerogenes D% 1BkDATT
WThBo Thobb AR O EEDFEC LT
LHEET L\ & ERRL T B, KRS L OR
FicoWC b B L1, Fig 15 Rt Lo, FHO
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Table 4 Concentration of Azthreonam and Cefoxitin in bile after intravenous bolus injection

Hour
No. Antibiotics 0~1 1~2 2~3 3~4 4~5 5~6
1 Azthreonam (ug/ml) 0 10.8 7.4 4.5 0 0
Cefoxitin perm 0 10.0 3.1 1.5 0.8 0.4
2 Azthreonam (ug/ml) 0 44.6 63.6 66.0 44.6 23.6
Cefoxitin perm 9.2 48.2 12.2 0.9 0.6 0.4
3 Azthreonam (ug/m]) 0 5.3 19.2 11.6 9.2 7.4
Cefoxitin pe/my 0 12.2 25.0 14.1 5.4 0
4 Azthreonam (a/m]) 0 20.0 58.0 74.0 65.0 58.6
Cefoxitin pe/m 0 25.0 50.7 26.9 9.8 5.0
5 Azthreonam (/1) 0 0 6.0 18.1 22.4 20.4
Cefoxitin wue/m 6.2 12.0 7.4 3.1 0 0
6 Azthreonam (ug/ml) 0 5.6 10.7 0 5.1 3.4
Cefoxitin mg/m 8.1 8.0 0 0 0 0
7 Azthreonam (ug/ml) 0 8.4 6.2 4.9 3.4 0
Cefoxitin ue/m 4.3 10.3 4.9 1.8 0.6 0.3
8 Azthreonam (ug/ml) 5.0 46.4 57.2 41.4 27.0 21.2
9 Azthreonam (ug/m) 0 9.4 34.4 40.6 25.0 16.4
10 Azthreonam (ug/m]) 0 4.3 29.7 25.0 21.9 19.5

Fig. 12 Concentrations of Azthreonam in bile
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Fig. 13 Concentrations of Azthreonam in bile
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Fig.15 Concentrations of Azthreonam in bile
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Fig. 17 Concentrations of Azthreonam and Cefoxitin in bile

(T.B. >5.0 mg/d])
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WHIEAR & A ¥ TH D, one shot M & HEHRE
FIRERER IO A TH B, FHAKIRKESAR,
RZ 18 HEITHY, F5 8.1 ETHhD, FALER
RiE 6g L b B 60g TH b, F5 20.9g THb
(Table 7),

REFORL 35 FICHT IR T h, D5 bR
BRI 17 4, BpRL 17 ), Candida albicans
PABEIRIA DA 1 HlE i o T B, 35 Bl 28 fIT
BESEHOMEFHRAN L IR T B, BN
RICEWED OB, WAn 5B, 7Rkt 5 Bl B
LI TB o AFIREHHBRBE L LT a-Stre-
Ptococcus, Enterococcus group D4 2 #k, Coagulase
(=) Staphylococcus, Streptococcus faecalis, P.
putida, Flavobacterium sp., A.anitratus, 75 NS
HHRE, yeast like organism D& 1 EABF SRS,

BRBRICED OO, A 14 §l, BB O, &
B 11 AITHHRIX 56.1% THBo Teds 41 R
RIF OV THFS R E S RERANSEA T
%o B1DEMIE No.23 & No.28 TH Y, No.23 ¢
01%&4[:5&&’1@%%’6%%7&%Lﬁﬂ.ﬁﬁﬁ%iﬁ?ﬁtiﬁl
YBEL 1, TOWIBEETHD Z ENHBL, BE+

1 ! 1 LN
0~1 1~2 2~3 3~4 4~5 5~6 hr.

1 1 1 L
0~1 1~2 2~3 3~4 4~5 5~6 hr.
Time

ZIEB VIR 1T LA IR IF IR & R EE L il D KA
DHEERTFieot: (No.28), #20ER 13 No.33 &
No.31 TH b, No. 33 TIIBTHIEE» HEECERL
BEx e LichcdFFE2 R/ E LI, No. 311X FDHIE
BEh EABITREBYIR & KEBEY e SR B BT
&L, BEOEREBHEAKT I ZOBIHAN
RYHVE UL ledBE IR0 No.3l THB, &
3DEMIL No.26 & No.25 Tho, BEEC CHRE
L, BZEBYWAN, LEEYE (T-tube) OffT
SNIENTHHH, itk 10 B B HTHEE L% %
LT te AR BE IRz (No. 26), ZDHEEN B
BERIERDZDNEEOERL I E I T, HE
#BEXV¥I2h A% P. aeruginosa, Enterococcus
group MIEAI Wi dARE % #E5 L7 (No. 25), 7t
¥ No. 26 D4R K. pneumoniae ThH by, WWET
BABECHERLEALR TV 5,

B EREIERC O WTIR LB ED SR Ty,
BRI EEO T 2 Al BB bhitc, T/ b No. 35
CRWTIIRERIO FRRIRY 4% 26 KH 1gx2/A
D 3 AMHBEHIC 12% w ERLAF L OBGREELR
720 No. 7 R BEHEOMBRE TIRE TH LM, FHHE
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Table 6-1 Laboratory features before and after administration of Azthreonam
N Before RBC Hb Ht WBC Plat. GOT GPT Al-P T.B. BUN m
T7 | Ater |020%)| (/d) | () | Can®) | Q0%a)| AU/ | U/ | AU/D) | (mg/d) | (mg/dl) | (mg/a)
1 Before 385 12.1 36.6 8,000 | 16.9 14 11 5.8%| 0.2 13 1.3
After 363 11.5 33.5 4,900 | 18.0 45 33 7.9* 0.1 14 1.1
9 Before 456 11.1 36.0 6,000 [ 16.6 20 16 3.8* 0.5 17.0 1.0
After 396 10.4 31.0 5,100 | 17.6 17 12 4.4*| 0.6 12.7 0.9
3 Before 471 14.7 44.0 | 15,000 | 16.3 14 11 6.5% 0.3 9.3 1.0
After 492 14.1 46.0 | 12,600 | 43.6 43 48 6.4*| 0.3 9.3 0.9
4 Before 453 14.0 43.0 | 13,400 — 28 7 28 0.5 9.0 -
After 420 12.7 39.0 7,200 — 18 26 30 0.5 15.0 -
5 Before 535 16.5 48.2 | 11,500 — — — - — - -
After 487 15.1 41.6 | 11,700 — — — — — — -
6 Before 381 12.4 36.0 8,500 | 27.0 10 9 40 0.4 17.4 1.0
After 326 10.0 30.0 | 11,400 | 47.0 11 33 46 0.4 11.0 0.8
7 Before 331 10.5 31.8 | 16,600 | 21.0 12 16 53 0.5 14.2 -~
After - — — — — 24 27 262 0.2 - —
8 Before 304 10.3 30.2 4,500 | 15.9 15 13 - 1.6 - —
After - — — - — 10 4 37 1.0 - -
9 Before 339 10.1 32.0 2,000 | 19.3 26 15 7.6%| 1.3 12.2 0.6
After 345 9.9 33.0 900 | 24.9 21 9 8.3*| 0.7 - -
10 Before 431 13.7 39.0 | 11,000 7.7 35 15 84 4.4 52 1.3
After 445 14.3 40.4 | 10,900 | 27.0 76 48 165 4.2 30 0.9
1 Before 387 11.6 33.2 | 15,700 | 36.1 55 61 91 0.4 8 0.7
After 389 1.7 33.7 7,900 | 56.5 23 20 75 0.2 19 0.7
12 Before 357 12.0 34.2 | 15,000 | 49.1 37 130 184 - 18 1.0
After 3290 12.9 37.3 600 | 29.4 29 66 94 — 14 0.9
13 Before 474 15.1 45.5 | 18,600 - 48 77 115 - 35 -
After 412 13.9 39.8 7,500 - 104 165 133 0.6 23 -
14 Before 379 11.8 34.2 | 10,700 | 20.4 21 19 106 0.8 12 0.5
After 379 11.6 33.5 9,700 | 49.7 33 22 143 0.5 11 0.4
15 Before 346 10.9 31.4 5,600 | 26.5 35 35 140 1.4 6 0.7
After 342 10.8 31.0 4,400 | 22.4 77 65 173 1.0 4 0.8
16 Before 460 12.7 37.5 | 11,400 | 22.6 428 612 184 3.5 14 0.9
After 478 13.0 39.8 7,200 | 31.9 29 83 109 0.6 9 0.8
17 Before 381 10.8 32.7 6,500 | 24.6 905 545 (1,235 13.6 - 0.7
After 297 9.0 26.3 | 11,100 | 29.3 102 126 341 6.1 12 0.7
18 Before 336 10.5 30.9 | 19,200 | 23.2 101 71 125 0.8 5 0.6
After 208 6.9 19.8 | 22,800 | 18.3 28 7 17 2.1 8 0.4
19 Before 591 16.7 52.5 7,300 | 28.8 44 50 163 0.8 17 1.2
After 561 16.0 48.6 | 11,300 | 35.8 127 286 290 1.4 10 1.0
2 Before 284 9.0 24.9 | 14,900 | 31.4 39 27 1,182 1.3 7 0.7
After 292 9.3 26.5 | 18,600 | 20.2 41 25 1,356 1.6 6 0.6
21 Before 317 10.0 28.9 7,400 | 18.2 42 23 221 7.8 15 0.9
After 344 10.9 31.4 5,400 | 18.3 41 33 203 3.2 10 0.8
99 Before 304 9.4 26.7 | 14,000 | 40.3 40 86 204 1.8 12 0.8
After 385 11.6 34.4 8,800 | 27.3 42 77 199 0.5 12 0.8
23 Before 358 11.3 32.0 | 11,400 - 90 76 1,165 19.3 8 1.0
After 379 12.1 23.9 9,400 - 86 71 700 7.7 11 0.8

*KAU/IL



CHEMOTHERAPY 625

yoL. 33 S-1
Table 6-2 Laboratory features before and after administration of Azthreonam
Before RBC Hb Ht WBC Plat. GOT GPT Al-P T.B. BUN | Creatinine
Noo | o |(x10vam)| (g/dD) | (%) | (/am®) | (10%am®) | U/ | (UA) | AU/1) | (mg/dl) | (mg/dD) | (mg/dl)
Before 305 9.5 26.7 11,200 26.7 27 23 177 1.7 9 0.9
u After 341 10.2 29.3 6,600 33.2 60 58 272 1.0 16 0.9
Before 455 13.5 39.6 9,900 34.5 115 90 529 1.5 11 0.6
% After 470 13.5 39.3 8,800 36.7 22 12 620 0.9 5 0.6
Before 337 11.1 31.6 8,100 21.2 176 89 246 15.3 21 0.9
2 After 357 11.5 32.9 6,300 21.0 101 59 350 9.4 18 0.8
Before 434 12.5 37.4 6,200 21.1 102 31 117 0.6 22 1.0
2 ater | 437 | 12.6 | 37.6 | 7.000| 18.8 | 255 | 210 | 141 | 0.7 | 18 1.0
2 Before 346 9.7 28.5 12,500 9.9 44 45 858 1.7 8 0.4
After 414 12.2 36.1 15,400 15.0 47 34 429 5.2 17 0.5
2 Before 332 9.9 29.5 11,400 51.0 29 6 15.0* 1.4 20.1 0.9
After 345 10.3 30.7 9,300 48.0 37 12 14.4* 1.1 9.4 0.8
20 Before - - - 10,500 - — - - — - -
After - - - 5,600 - - - - - - -
3 Before 401 12.6 - 8,100 29.6 31 36 89 0.4 10 0.5
After 397 12.7 38.4 3,900 36.7 23 22 0.4 11 0.8
3 Before 364 11.8 33.7 6,100 17.8 90 233 94 — 22 0.9
After 390 12.6 35.8 7,700 39.7 64 243 150 - 27 0.5
33 Before 366 8.2 25.3 18,800 - 82 51 115 0.3 13 0.8
After 373 9.9 28.9 6,800 — 124 135 133 0.5 12 0.7
2 Before 453 14.1 40 11,900 60.0 16 21 62 0.5 12.5 1.0
After 420 12.6 37 7,200 38.0 14 22 51 0.4 12.5 0.8
% Before 436 13.8 41.6 9,700 28.7 — — - — - -
After 445 14.2 40.9 8,100 - — — — — - -
%6 Before 322 10.9 31.5 7,600 17.2 13 6 51 0.5 19 0.9
After 316 10.3 30.6 4,700 22.5 23 25 102 0.4 11 0.9
3 Before 402 12.0 36.9 12,000 23.3 12 12 61 0.5 17.9 0.9
After 365 10.7 32.8 5,400 21.1 12 8 — 0.4 13.2 0.7
38 Before 367 11.0 32.6 10,900 22.9 87 99 130 2.3 37 1.1
After 292 9.0 25.9 6,700 38.0 26 43 — 0.6 9 0.8
3 Before 269 9.9 29.4 9,500 9.6 27 6 88 1.2 13 0.7
After 248 8.9 26.8 12,800 19.5 23 9 74 0.7 17 0.9
40 Before 321 9.1 26.0 14,200 7.7 107 159 475 0.7 18 0.6
After 403 11.6 33.5 11,700 16.6 44 47 346 0.7 17 0.4
4 Before 400 13.5 40.1 13,100 42.0 20 8 68 — 9 1.4
After 349 12.0 34.0 9,200 27.6 22 18 65 — 12 1.3

*KAU/1

FRTCVERPDRIBONTE/ETH - EATH 50
TAAY 7 3 A7 5 & —EfEint 531U/l 2 L ERTH
WAUL L ERL T B, BB TIRHOBC X5 R
FEBELEZ Shiend, Mo BTN i
DEF L OBFR EEb Ldte, Lk, 2 EEBIHAH & D
RRY b Lo s BRREMEDO RELEBATH S, T0
i b SRR A D RELTBBH D bhich’, WTh
YERKBIR X5 b0 L Ex b, No 18DEEHD

A AMAEHIREO MM X2 D THDo
1. # =

SEHEIR & 3135 Azthreonam O ERE - EROE
HE ot MEACOWTIARRESBD E
coli, Klebsiella sp., P. aeruginosa W DOWTAEHFR LV
CPZ®, DKB* & 0 Hl% T - 1o E. coli ¢ Klebsiella
sp. XL Tk CPZ,DKB X b BRICHE IR R,
P. aeruginosa \=o\Tix DKB X h H5HEHNTH-
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Table 7 Summary of clinical trial

Age (Mean) 17~80 y.o. (55.1 y.0.)
Sex Male 27 cases
ex Female 14
1gX2 25 cases
1gX3 6
d .
Dose / day 2g X2 9
1gX3—1gX2 1
= 7 days 22 cases
. 8 ~14 days 15
Duration =15 days 4
(Mean) (8.1 days)
Total dose 6~60 g (Mean 20.9 g)
Excellent 9 cases
Efficacy Good 14
(41 cases) Fair 7
Poor 11
Efficacy rate 23/41 56.1%
Side effect Eosinocyte 4 =12% 1

7o L LAAFIIREMELES DKB L he b~AD1H
BERIKETHD, P aeruginosa (I H Tl D
HECOWTL IV ERLHENB OB LELDR
Bo —F, EFUL S aureus ¥izUdET5 GPC %
X U° Bacteroides fragilis %3 U &35 HEEEC
BEHEHENE RISV ERBEVIRT VB, ]
BWARIZ b T4 DR EH O —ok LT Cefsulodin
(CFS)® »pF bhbhs, Azthreonam (3 CFS & Hif
LiF&dE 75 nIEEREICAS BN EZRL, HEKMEE
KEBLRLTVWERTH S,

AFNRBHHE ORI TH h, BHANOBTIILT
= AREFOLHBLEETIILV LML CFX L0
cross over Ti¥ CFX Lt B ERBEPBHBITEXRL,
MEERPFED REAIE LTHERLEX bhic, BHBIT
R Y L v EDOFFEEE, BROME, EREE
LTI W EEYZITL Z LIMMOERERETH D,
Lo LARIBH P HEOFEC L 2 b b T X DOBT
IAETH Y, B-lactamase IZx43 5 REM L & HED
FHEC I DVEETDZENDRVWI ERRLTWDE EE
z bhi,

SR BIED 41 FUERLICRER 56.1% DHE)

Rhr@ohic. BMENEIERIRD bilehoten,
BAREEORTE L LTIFBRES, 74097, 27
7 & —E{ED EHD 2 FIARED bhtc, WE¥HHEL
LTix GPC R X2 ERARANRREL Zbhi, th
LOEMATCTRLBERRE T ERRBRE LT
FHBEHRC A LRI LD THB, Lo LAMDERKE
B dlco TR S aureus 15 LT X 5 BRRE © mE
HIBETERLVIDFESRERELECHS, KicE
FERRYME CRABTHOB AL, GPC, HXkEL2
% penicillin %3#|, Lincomycin, Clindamycin f;}'
EOPRABELLELRDTHA 5,

LIEDRBE X v Azthreonam (¥ P. aeruginosa %3
UL ET 2R 7 sBERBCE EhlciEhy
~RL, B-lactamase L CHBDTRETH %, &H
DOEHBTE CFX LRAZETHY, I - BEROER
FEC ML TLERAERTHS EEL bR, ¥12, Bl
TERC BT LB L 1en d0idied, FENLAH
BRI 3\ TR 3 LR D ST L 1o TR 0 BRYE
THoTHHERAIORELRENBTHHLEx b
<o

X [N

1) £ 30 @ARCEREFELTFARILRS, FEX
v v H o a, Azthreonam (SQ 26,776), X,
1983

2) MIC REEHFTIEAL: BIRFHLERE M
C) BIEEBEHRITE O\ T, Chemotherapy 29:
76~79, 1981

3) BRI, &JIEX BN &, BEEGE THF
R, MERT ¢ A BHEIRI 3513 % Cefoperazone
(T-1551) D & BEET - BERE TR, Chemotherapy
28(S-6) : 609~616, 1980

&) EmmA, FEEKX, BEHER, SKIEX BT
&, BAFAKE : ABHERIC R 5 3, 4'-Dide-
oxykanamycin B (DKB) 0@ b IER
Bk Chemotherapy 22 : 876~882, 1974

5) YEHEFEA, BETE, SIEXK, HAFAS
#£87, B B, BEEH: ABERCRTS
Cefsulodin (SCE-129) o #@h « EEKAIBRE,
Chemotherapy 27(S-2) : 253~260, 1979

6) RIBK:B-57% LARPEDBE O BERRES
IUBBROBRR B-77 4 ARHEYBOLFE
Bk (RKESS, ISELALH, 79~102 -8
AF L ANY p—F A, FR, 1982
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Fundamental and clinical studies were carried out on Azthreonam, a new monobactam antibiotic,
in the field of surgery and the following results were obtained.

1. Antimicrobial activity: MICs of Azthreonam against most strains of E. coli and Klebsiella sp. isola-
ted from the surgical infections, were not higher than 0.8 ug/ml.  Azthreonam was also shown to be
very active against P.aeruginosa with the peak MIC level at 3.2 ug/ml.

2. Secretion into bile : Biliary concentrations were determined in 22 patients. The degree of secre-
tion of Azthreonam into bile resembled to that of Cefoxitin with high concentrations.

3. Clinical results : Azthreonam was administered to 41 patients having surgical infections. The
clinical results were excellent in 9, good in 14, fair in 7 and poor in 11. The overall efficacy rate
was 56.1%.

Side effects were as follows : Eosinophilia in 1 case and elevation of alkaline phosphatase in 1 case.



