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Fig.18 MIC distribution of Azthreonam and other cephems

Flavobacterium sp.27 strains
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Fig.19 MIC distribution of Azthreonam and other cephems

A.calcoaceticus 64 strains
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Fig.20 MIC distribution of Azthreonam and other cephems
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Table 1 Serum and sputum levels of Azthreonam after intravenous drip infusion for one hour
Serum level (ug/m})
Weight Time

Case Name Age (ilgg) (hlrs) 0 1 2 4 6
Case 4 Y.N. 28 65 38 17 11 6.2 2.5
Case 5 M.S. 59 58 38 21 15 8.4 1.0
Sputum level

: Weight Ti

Case Name Age (ilgg) (hl:S —-1~0 0~1 1~2 2~4 4~6
Case 4 Y.N. 28 65 0 0.4 0.7 0.7 0.12
Case 5 M.S. 59 58 0.15 1.0 1.12 1.7 0.6

Fig.21 Serum and sputum levels of Azthreo-
nam (Case 4, Y.N, 28 y.o., M., Cystic
bronchiectasis)

0.6 Z
0.5 e
0.4 (0.4) 20—5
0.3k 4
0.2 \\ 10 §
0.1+ E

wn
-1 0 1 2 4 6 (hr.)

ii. #5&E BEHE Z5HHE

1 BRI, 9fTIX 28, S5GITIE 4g &L, =
MxE - & 2B THREHIE LT £k, AEIRS
B TERAT AN ERITL, BUETHDZ L&
HTHRE LT,

BEHAR 5 Ah D 14 AR, #REEREIX g »H
56g THo1o

iii. ZHEHE

KEOERDEFE L, FHREI Tt TOHE
X, BIROE, HR, #EB, B¥, EALSTREES
ESSBRER, BWRXHEMR, 4R A0 (F$
%), MikfE, CRP /s ¥ ORIEMR, HPRiE Ly

Fig. 22 Serum and sputum levels of Azthreo-
nam (Case 5, M.S., 59 y.o., M., Bron-
chopneumonia)
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Table 3 Laboratory findings before and after administration of Azthreonam
RBC | Hb | PL | Eosin. | GOT | GPT | Al-P | BUN |(Creat. | y,p |
No. 10*/mm) | (g/d1) | (10*/mm)| (%) (1U) (IU) | (IU/L) | (mg/d)) | (mg/d) | - ¥-GTP
1 Before 427 12.7 47.9 2 23 15 117 8.9 0.8 38 10
After 423 13.2 32.4 4 24 16 105 9.6 1.0 36 9
9 Before | 458 16.2 21.5 5 23 7 77 16 1.1 51 44
After 446 15.1 21.6 2 24 23 97 13 1.1 46 41
3 Before | 469 12.7 43.1 0 16 5 144 10 1.3 45 10
After 466 12.0 40.6 0 29 21 132 13 1.1 44 18
4 Before | 456 14.4 45.1 1 22 14 176 11 0.8 53 1
After 471 14.9 45.2 1 15 11 162 10 0.8 22 6
5 Before 464 15.3 45.1 0 22 29 186 11 1.2 32 28
After 486 16.1 40.4 0 40 49 168 12 1.2 38 18
6 Before 488 13.1 18.8 0 18 11 162 16 1.2 52 22
After 490 13.6 19.6 0 14 9 139 14 1.0 44 24
7 Before 376 11.7 42.2 1 24 4 75 22 1.3 38 18
After 364 11.2 23.4 1 19 5 82 29 1.0 40 18
8 Before | 404 12.1 36.6 2 17 6 121 13 0.8 55 31
After 412 12.2 30.1 3 18 11 114 16 0.8 51 24
9 Before | 278 9.0 23.7 7 16 3 67 27 1.8 62 18
After 311 10.1 25.9 3 19 5 71 28 1.9 39 24
10 Before | 473 12.9 26.3 0 23 14 134 14 1.3 46 23
After 468 13.0 25.5 0 54 41 146 15 1.0 44 41
1 Before | 393 11.3 34.7 5 11 4 177 33 1.4 38 18
After 339 10.5 35.1 4 16 3 168 24 0.9 40 16
|p | Before | 343 | 12.1 | 20.0 3 30 27 147 | 14 1.0 46 31
After 388 12.1 32.4 3 18 8 133 18 1.0 44 24
13 Before | 424 13.8 48.7 3 66 85 223 16 0.9 66 48
After 420 13.6 31.4 3 75 51 194 17 1.0 58 39
" Before | 479 14.3 30.2 4 16 3 134 14 0.9 39 23
After 490 14.8 22.9 1 18 9 112 11 0.9 41 39
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LABORATORY AND CLINICAL STUDY ON A NEWLY DEVELOPED
MONOBACTAM ANTIBIOTIC, AZTHREONAM

Masaru Nasu, Jun Goro, YoichHiro Goto, Takavosur Tasuiro and Taxkasmr Itoca
Second Department of Internal Medicine, Medical College of Oita

Experimental and clinical studies’ were carried out on a newly developed monocyclic B-lactam
compound, Azthreonam, and the results obtained were as follows.

1. Antibacterial activity.

Minimum inhibitory concentrations (MICs) of Azthreonam against 643 strains recently isolated
from clinical specimens involving 58 of gram-positive cocci, 300 of family Enterobacteriaceae, 206
of glucose non-fermentative gram-negative bacilli and 79 of Bacteroides fragilis were determined
by the standard method of Japan Society of Chemotherapy, and the results were compared with
those of other B-lactams, Cefazolin, Cefotiam, Cefoperazone, Cefmetazole, Latamoxef and
Ceftizoxime, which were determined at the same time.

Antibacterial activity of Azthreonam was generally higher than those of the other compounds
except for gram-positive cocci and Bacteroides fragilis, especially against family Enterobacteriaceae
and Pseudomonas aeruginosa.

2. Serum and sputum levels.

Serum and sputum levels of Azthreonam were measured by bioassay method in two patients with
respiratory infection to whom one gram of Azthreonam diluted in 200 ml of Solita T No.3® was
intravenously administered for one hour. Serum concentrations reached the peak levels of 38 pg/ml
at the end of infusion, and went down to 1~2.5 ug/ml six hours after the drip infusion.  Sputum
peak levels 0.7~1.7 pg/ml were obtained two to four hours after the end of infusion.

3. Clinical trials.

The efficacies of Azthreonam in 13 patients with respiratory infections and one with pyelonephritis
administered intravenously 2 to 4 grams per day were excellent in four, good in four, fair in four
and poor in two.

Adverse reactions were noticed in two cases with slight elevation of transaminases (GOT, GPT),
but they were quickly recovered after cessation of Azthreonam therapy.



