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Azthreonam (SQ 26,776) DR EEEEFEICH T HHEESE

HAAEL & ERAX- KREFKER
mHXRER-NE E-FERT
ETFEHKREL=AH
EEEA-BEHERZ
Eh oM ERE AR

EX E-FEXRBR - AKATR
b EFE SRR

B L\ B-lactam JRHL4EMHE Azthreonam %, HRBREPIE 24 0] GAEMMA 13 6, i
3, UVEAMAEIEXX66], [EIRE2HD 2, 18 1g 7oL 2g, 1 A 2 @S5S

EL, UToERZEI,

D BERDROHETIE, EH7H, B 13 §l, 2XEH26, EH2HT, HFHRIL. 4%

Thoto

2) BAEOREIN 16 flh, 15 fIA 75 ARMERPTH >, EHEEIZ I (56.3%)
ThoToo P aeruginosa i LU Acinetobacter 2\, MEHAIHRIZADRILH » 70

3) 6MIDIERT, GOT, GPT, Al-P D LEMNZ LA, 5 Ui ERPRIER X - THifEcE
Lo 1 AIRELBER (BL) AR bR, RERSEFTETH 7

ERBFEER SUVBBERLEL D, FFAXRRBREPGECN L, BhiEBEIEH bR,

Azthreonam (SQ 26,776) 1%, XETCHREIhLHFL
VBB R B-lactam RITEWE T, %% f-lactamase ¥
I vt dehydropeptidase ¥ LEBED TEETH 5, £H
1t L-threonine » 58K h, 75 A EHE TH 5 FB
B, KB, Proteus, Enterobacter, Citrobacter,
Serratia, Haemophilus influenzae, Klebsiella i}
CHLTHWHAENLRTH, 75 2BlES XK
HEIE S LT, FIEIMNE W E W SRR FT 5129,
Fh, KAXHE, SEEE fXely, B5EBre
ERAILEEVCIFRESAB SR, ZTOEHT 1.6~
2.0 BERITH B, AT, BEACKRBEBT
TRRFCH# IR DY,

SHEES L, FAYFRBRRECHBHERL,
ZOBEKEX D AEYHE ERERTOVWTRHLED
THRET %,

I. MR&ELTHZE

BT E9 R X B8 ET B ¥ CoMic, BF
EHAEE=NF ¥+ X CHEEERFRGRCABR LcEE
T, BRBRPELZHESh, 75 2BHEI RAEL
LTgbhic 24 BlenRE Lic (Table 1), iGE#E
DERIX 31 EH D 90 RIS b, FHERIL 556 &%
T, B 17T B, kETHTHS,

KEOMNFE, MEMM% 13 #, FLEBE3H, O
FAMNMTESL 56 B, [EIIRIE2HTHD, It
B, AFIBGHBEMERESHBL, UARERY
Pk LRBAFIO 1 I, REEDOITOVTRLL
(Table 2),

16 BWUT © BEE, BHTEELEE BEOTHE
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WObBBA, BIFOBA, AFIZ LB EARLEYE
EFE DO ER 7 VA F—DEED HBHEEIL, HE
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. % £ %

Azthreonam 1g 7¢\» L 2g % 100~300 ml OB
BB EIERCEHEL, 18 2@, 60~90 4h3T
EEEERTIcot, 1 B 2g B5GIX 194), 18 4¢
BEGIL S BITH - 7o HSHRNT 7 B S 20 AR
REERI 14g 15 T8g RRAK, BRAKHOKLER
EELT, MOMEHIER, HAER B - BEH,
e K LOFRE, #v—=sr7 ) vBRFIEN
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Table 3 Evaluation of clinical efficacy

Lab?rator‘y {md (evaluated day) Normal Moderately abnormal Severely abnormal

clinical finding
improved improved .

Body temperature (4 th day) ~<37C -— 37<~38C -— 3BC=~
2 point 2 point

WBC (8 th day) ~<8,000 -—  8,000~10,000 =-—— 10,000=~
1 point 1 point

CRP (8 th day) — or £ -— 14+~3+ - 4+~
1 point 1 point

ESR (11~15 th day) | ~ < 20 -— 20~60 —_— 60=~
1 point 1 point

Chest X-ray* (11~15 th day)

*Less than 2/3 of the extent of infiltration before treatment : 3 point
Less than half of the extent of infiltration before treatment : 9 point

Evaluation of the total point :
More than 15 point : Excellent
More than 10 point : Good
More than 5 point : Fair
Less than 4 point : Poor

Table 4 Overall clinical efficacy of Azthreonam

Items | Excellent| Good Fair Poor Total
No. of

>0 7 13 2 2 24
cases

% 29.2 54.2 8.3 8.3 100

Efficacy rating 83.4%

III. % & # =
BRMSHRO¥IZER, 4B, HMmERE, CRP, HiklE,
BRXBEEVIEEL LT, Table 3 oLt £S5 C
fTieotes Thbd, FREFEEC L1, TF, BEER
%, BEREYHRE L, Azthreonam B 5FEOE(LY,
FHUERCAKL LTHRBL, &34 15 ALl
%, 10 SLLE 15 SRR AL, 5 SLLE 10 AKiEY
PORE, 5 ARBYEDEHE L, BEABOBRER
RERE B, FREYDEE LB -LOTIE, FONE
YE-T, Bk BERY BRR ALK LOTHEO
WTRABHE Uiz,
IvV. & *®
L GReZE
RAERYRHE T, 2876 (29.-2%). B 13
8154 2%), =A% 261 (8.3%), E%) 20 (8.3%)
T, B% 83.4% THh 1 (Table 4), F1-, WEE
T, 1 BREER 2¢ OEF (19 F) O B R R

84.2%, 1 B 5B 4g DEFI (5 H1) DAL 80.0%
THote,

2. MEFHHE

gt HEOZ{LiL, Table 51CRT &5 0 TH B,
HERAEYRE LEBLDIX 16 AT, 1562375 4
BHEERFETSH > oo REABEDOHKIL I (56.3%),
TEES5H (31.2%), BWRRERLAL D24
(12.5%) TH 1o K. pneumoniae,
E. coli, E.aerogenes, C.freundii 7c ¥z B\ ShE M2
bhtchs, P aeruginosa, P.maltophilia 5 X U8 A.
calcoaceticus RTHHEITRBTH » 12,

3. EIffFAR IVREMERE

FHOLZEMRRA TS BT, ER, KEMm MK
DAEFHREE, Ricwo0T, &E5R), &, %ol
e EL 3EBE LI, R TIX1BIDORELYFX 7=
7%, metoclopramide &Iz X h RKEFFEA L L, #hieik
EARETH » 1o REMBRBE L LTIX, GPT L&A1
I, GOT kX GPT o LkHA 44, GOT, GPT,
Al-P=ED LR 161, REABE/LA 16, BUN#
ELAN1OICERD bhlc, FFEERESZECTRY L
MEBEETHY, 2 BIIKREC L > THRCHIECEL,
2 I IREE S LOFFEEF O RS CRE, 1 Gk
Szl hEE, 1 AIRERLTRETH -1, REAR
HA bt L BUN ERIZVWTh—@KTahh, KHL
DEBEIIRBTH S, KM, S-creatinine, MiEL v
Y4 € viTiy, Azthreonam 12 X % & Ehh 5 BREMED
T ADB R 57,

ZAEFID Azthreonam 5 Rk DM A (#E 2, Table
6 ICRT LRI THD, EELDOBETIL, REMBRF
DHEBEIX 24.0% LERHLRT,

H.influenzae,
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Table 5 Bacteriological response to Azthreonam

Isolates N?' of Eradicated | Persisted | Replaced (organisms after replacement)
patients
P. geruginosa 3
K. pneumoniae 2 1 (A. calcoaceticus)
H. influenzae 2 2
E. coli 1 1
A. calcoaceticus 1
S. pneumoniae 1 1
B. catarrhalis 1 1
K.pneumoniae 1 1 (S. pneumoniae)
H. alvei P. maltophilia
C. freundii
1 1
E. gerogenes
K. pneumoniae
E 1 1
. aerogenes

P. aeruginosa

X 1 1
K. pneumoniae
E. cloacae 1 1
S. liquefaciens

Total 16(100%) | 9 (56.2%) | 5 (31.2%) 2 (12.5%)

4 BER%

EHRHEER LOREME L W AFOEREYHETS
L, B 48 (16.7%), HH 13 Fl (54.2%),
2H Y50 (20.8%), IsL24l (8.3%) T, HEAX
tX 70.9% T&H »71- (Table 7),

Iv. # =

EE, fIEWEODEE LViES, BPexdT5H8
BB REE T2 B EREROBE - EEOME, Zi#h
ABDHEMc LTk b, BRIKDEFTEBT 5 PREESR
FEDBAI KB L Lico m o TR e RYUED E

Table 7 Gloval utility rating of Azthreonam

Items | Excellent| Good Fair Poor Total

No. of

cases

4 13 5 2 24

% 16.7 54.2 20.8 8.3 100

Utility rating 70.9%

BT 75 ARERER SR T 5 BERER
ZHEEL, TOHEELRP LTS, ThiHL,
75 ARMBEIT X 2 RR ISR SIE L IRk,
BILRED T\ B, FER X D 7T ARHEERIECH
LT, %% B-lactam K7 I 7 EEBEA R AENEH
xxh, TCREEBROSTHEBIRT V%, LA
L, ThbEMoLH X aMigEo HEe, BRRAR
X BBREEDOTALLF BB E L > T o
Azthreonam % ¥ 7-icBi% X 7= monobactam F%&
RAEWET, EEEO 77 2AREEEHE X ORECH
L, & 3#/&D cephem RHEMECHE S & bEHDHK
W, EDTRVCAENYRT, £, 77 ABREENE
435 &% B-lactamase ¥ X U° dehydropeptidase i
L TEDTRETH B LichisT, 2D LHH
Azthreonam DM, 75 ARKEERC X 5FRE
RYGECH LT, BKHWHRE SN,
ZELIRE, £, TREF WEXKRERZEY
FREERIERD S, 75 ABRKEIC X B RRBRRENF
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Table 6 Laboratory findings before and after Azthreonam therapy
Case | RBC | WBC | Hb Ht | Plat. | ESR CRP GOT | GPT | Al-P | Bill | BUN | S-Cr. Urine
No. |(10%an))| (/mm®) | (g/dD) | (%) | (10%om?| (um/hr) L) U)  |(K.AU)|(mg/dD)|(mg/dl)|(mg/dl) Protein| Sugar
B.| 521 |10,800| 16.0 | 45.3 | 32.9 44 4+ 18 19 7.8 0.4 | 10,9 | 1.0 — —
1. A.| 471 | 6,800| 14.6 | 41.3 | 38.0 24 1+ 33 51 7.5 0.2 [ 13.1 ] 1.4 — —
B.| 307 | 7,500 9.7 | 28.4 | 25.8 3+ 17 5 6.5 0.3 | 14.0 | 1.0 - —
2. A.| 344 | 4,200 10.5 | 32.0 | 26.7 — 22 12 5.0 | 0.3 | 10.7 | 1.0 - —
B.| 329 | 8,400 9.7 | 36.0 | 19.0 28 5+ 16 9 9.0 | 0.4 | 19.2 | 0.9 + —
3. A.| 385 | 5,200 11.1 | 35.0 | 17.0 22 + 60 47 9.3 | 0.4 | 17.3 | 0.8 — -
B.| 419 | 9,300| 12.4 | 39.0 | 25.0 92 6 + 21 18 14.1 1.8 | 17.3 | 1.0 + .
4. A.| 406 | 4,200| 11.8 | 37.0 | 13.0 87 2+ 21 11 13.8 | 0.8 | 16.8 | 0.9 — -
B.| 391 | 7,700| 14.6 | 42.0 | 40.2 53 3+ 28 13 4.8 | 0.9 | 10.6 | 0.9 — -
5. A.| 385 | 6,800({ 14.0 | 39.0 | 28.2 9 - 50 49 4.1 1.1 14.8 | 1.0 — —
B.| 328 | 5,300( 11.2 | 31.7 | 34.7 23 1+ 15 16 5.1 0.5 | 13.5 | 0.6 - +
6. A.| 387 | 6,500f 13.1 | 37.3 | 23.4 28 - 9 9 4.4 0.4 | 17.3 | 0.8 — +
7 B.| 359 [17,800| 12.1 | 34.0 | 20.7 | 131 6 + 15 11 6.0 | 0.5 | 14.9 | 1.3 — -
* A 388 | 4,700| 11.6 | 38.0 | 36.8 27 + 26 20 5.8 0.6 | 14.5 | 1.3 — —
8 B.| 389 | 6,900| 13.9 | 39.0 | 15.8 47 4+ 34 33 15.2 | 1.1 | 26.3 | 1.2 —_ -
“ Al 398 | 4,900( 13.5 | 41.0 | 24.1 15 - 88 99 12.3 | 0.6 | 19.7 | 1.1 - —
9 B.| 412 | 7,800| 15.2 | 44.0 6 4+ 17 15 7.9 1.4 | 18.1 | 0.6 — —
“A.| 426 | 4,600| 15.4 | 44.0 | 16.4 6 - 30 34 10.7 13.4 | 1.0 — —
10 B.| 429 |11,900| 13.7 | 39.0 | 41.9 98 4+ 20 13 6.8 | 0.6 | 13.5 | 0.7 — -
" A 433 | 7,300( 13.7 | 40.0 | 39.9 50 + 45 38 13.7 | 0.8 | 22.4 | 1.0 -
1 B.| 341 | 6,900| 10.3 | 32.0 | 14.0 77 6+ 16 18 6.3 0.8 | 24.0 | 1.3 + *
" A 307 | 5,300/ 9.5 | 31.0 | 21.0 18 1+ 8 11 5.7 | 0.6 8.6 | 0.7 — -
12 B.| 496 | 8,400| 14.4 | 41.9 | 17.3 65 2+ 20 13 12.6 | 0.5 | 13.3 | 0.9 - +
" A 447 | 7,500( 12.8 | 38.3 | 16.7 30 1+ 24 24 13.7 | 0.4 | 12.9 | 0.7 - —
1 B.| 299 | 5,300] 9.1 | 29.0 | 14.0 60 1+ 16 6 6.3 0.6 | 14.4 | 0.7 = -
“A| 262 | 4,900/ 8.6 | 27.0 | 16.0 53 1+ 12 9 8.4 | 0.8 7.2 | 0.7 + —
1 B.| 429 (10,400| 11.8 | 35.5 | 23.7 | 102 5+ 21 12 12.8 | 0.4 | 18.6 | 0.8 + -
TA| 435 | 8.400| 12.4 | 37.2 | 15.9 | 100 =+ 24 22 12.9 | 0.3 | 10.6 | 0.8 - -
15 B.| 462 | 4.300| 12.8 | 38.2 | 24.7 20 — 10 6 40| 0.3 | 13.7 | 1.1 -
" A 450 | 4.600( 12.7 | 37.2 | 23.6 43 2+ 15 10 3.9 | 0.4 | 13.9| 0.8 - —
16 B.| 365 | 7,600| 10.5 | 31.2 | 19.6 | 119 5+ 49 32 10.3 | 0.6 9.9 | 0.8 - -
“A| 390 | 7,000( 11.1 | 33.3 | 47.5 | 115 1+ 23 18 7.8 | 0.2 | 12.5 | 0.8 - -
1 B.| 463 |14.600| 13.0 | 37.6 | 19.7 31 2+ 9 7 7.5 0.4 | 17.8 | 0.9 + -
“A| 476 | 7,300| 13.4 | 40.6 | 27.9 26 + 28 30 6.7 0.2 | 11.5 | 0.9 - -
18. B.| 411 [10,100| 12.6 | 38.4 | 30.6 71 4+ 13 12 3.8 0.7 | 18.4 | 0.9 + -
Al 414 | 7,800| 12.5 | 39.2 | 31.2 85 4+ 15 11 3.5 0.3 | 19.3 | 1.1 + -
1. B.| 522 | 8,200] 14.7 | 45.5 | 26.1 20 - 12 6 6.6 | 0.3 7.2 | 0.5 + -
A.| 488 9,100 14.1 | 42.4 | 28.5 21 — 13 11 8.3 0.1 5.2 0.7 — -
20. B.| 449 116,400| 11.9 | 35.2 | 32.5 72 5+ 16 15 9.5 | 0.6 | 14.0 | 0.7 — —
A.| 482 [19,600| 13.2 | 39.1 | 39.6 38 3+ 12 11 8.9 | 0.4 9.2 | 0.5 - -
21 B.| 389 [10,900| 12.2 | 36.5 | 11.6 33 2+ 29 32 7.0 | 0.7 9.7 | 0.7 — +
Al 424 [10,300| 13.4 | 41.0 | 11.8 32 2+ 34 34 8.6 | 0.5 | 18.1 0.5 + —
2. B.| 518 |11,800| 14.6 | 43.5 3.1 30 1+ 20 9 9.2 ] 0.7 | 11.8 | 0.8 - -
A.| 467 | 6,400 13.3 | 39.4 | 19.6 32 24+ | 115 72 9.1 0.4 9.5 | 1.0 — -
23 B.l 392 | 7,500| 12.6 | 40.0 | 21.0 20 1+ 14 15 7.5 0.8 | 13.4 | 0.9 — -
\AA 393 | 8,100| 12.7 | 40.0 | 17.0 26 1+ 29 38 9.6 | 0.9 | 13.8 | 0.9 + —
2%, B.] 383 | 8,200| 12.5 | 36.6 3.4 96 4+ 23 7 5.2 | 0.4 | 13.4 | 0.8 + +
Al 360 | 7,000{ 11.9 | 34.8 | 33.4 85 1+ 24 12 4.9 0.4 | 16.9 ] 1.0 - -
2. B.| 448 | 5,400 12.9 | 36.8 | 27.3 12 — 17 11 541 0.4 | 15.8 | 0.9 — -
Al 474 | 5,700] 13.3 | 38.4 | 22.5 16 + 21 8 5.2 | 0.4 | 15.4 | 0.9 - -
B : Before treatment, A ! After treatment
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bhic 24 e L, AFl2g/BieL4g/BEEEL,
83.4% DEMEIN B SN, Fi:, Table 5B X
Sz, BEABELFEEIRI16FH 15 HITIE, 774K
BENDEEINT B Z b, BAETHEAS DK
BHODREGIH, 77 ABHEC X5 EREBERLETH
E\W S aTREM A B B, Azthreonam ¥, P.aeruginosa
B 77 ARERECY LTULER TH- 1o by, P
aeruginosa T3 A HEFHIRIRIRD b i - 1o
L L, GIBERRYE 3 4IF 2 flicik, BHEEKTADR
7 ELBERHBENEDLNTE Y, MEDT—HD
FERITETHHD, %% DBERAXERTHRET
HLENSS D, —F, Acinetobacter i ¥, D7 ¥
v BEIEREENM: 7 5 A RMEREC X 2 ERL 2 BIERD
bhihs, BEARERYEELEVRIEEIVTHA
5o

AFIBE L HEIER & LTORERIZ 1 Flic LhaRd
Lhish oo, BBRBREMOETICE LT, it
EN6FICHERL, BETH»IBEIRTILLTL
WTH A, i, FEEA® BUN BE LA —@
HIBL-Z &L, BEEAFICEEND B NEMNTFHIE L
Nl dbDEEZ LR,

LAk, Azthreonam DEERERICOWVTHRE 2N 7
Py, AENL 7 7 ARMARE X 5 RRERAECIIER
TRREERET D, 77 ABEECHIERCINE
IHBAEVIHEARS 7 A LOBHEYR T 5%
LM > TEDHERE LT, MoREWBEELHDFE
REBREYIE, EREECHERE) L /7 ABERETR
BRYIFEVR TN 2 BE, BEEOBEKERYIE
MERRBETE L OCLEITZLENDD, T, &
KIDBIEOHIMIC K 5> BA T, FEOHBEEL DR
BTHA D, TinbbEAFIE, FiliithBEO—o &
LT, £&ELTY I 2BHRET L2 EREFRYAEE
N BRERTZ ENBMT bR, §%, FHIOKG
KT AHREOWT, LEESBRHT LT 2
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CLINICAL STUDIES OF AZTHREONAM IN
RESPIRATORY TRACT INFECTIONS

Masao Tamura, Takedisa Murakami, KoHTarRoH ITAKURA
Mikio MaTtsul, Atsusui Komuro and Takasur ITon

The Third Department of Internal Medicine, School of Medicine,
Iwate Medical College

Nosunisa Satod and Ryojy OcaTta

Department of Internal Medicine, Kanan Hospital

Hirosur Kuramitsu, Katsura Moriva and Kazutosur Gomr
Department of Internal Medicine, Kitakami Saiseikai Hospital

Azthreonam, a new monocyclic 8-lactam antimicrobial agent, was intravenously administered to 24
patients with respiratory tract infection including 13 bacterial pneumonia, 3 lung abscess, 6 diffuse
panbronchiolitis and 2 bronchiectasis. The daily doses were 2g or 4g in two' divised dose.  The
results were as follows :

1) Concerning its overall clinical efficacy, 7 patients obtained excellent response, 13 good response,
2 fair response and 2 poor response. An overall efficacy rate was 83.4%.

2) In 15 cases of the 16, causative organisms isolated, various gram-negative bacteria were
pathogens. ~ Among them, 9 cases (56.3%) were eradicated their pathogens after treatment.
However, for P.aeruginosa and Acinetobacter, bacteriological effects were poor in our cases.

3) Abnormal laboratory values were noted in 6 cases as increased transaminase and Al-P but in
5 cases increased values were transient. The other side effect, nausea, was tolerated during administ-
ration.

From these results, it is concluded that Azthreonam have a clinical benefit for gram-negative bac-
terial infections in respiratory tract.



