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Fig.2 MIC distribution of AC-1370 and other

Fig. 3 MIC distribution of AC-1370 and other
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Fig.4 MIC distribution of AC-1370 and other
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Fig.8 MIC distribution of AC-1370 and other

Fig. 10 MIC distribution of AC-1370 and other
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Fig. 14 MIC distribution of AC-1370 and other

Fig. 12 MIC distribution of AC-1370 and other
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Fig. 16 MIC distribution of AC-1370 and other Fig. 18 MIC distribution of AC-1370 and other
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Fig.20 MIC distribution of AC-1370 and other
cephems
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Table 1 Serum levels of AC-1370 after intravenous drip infusion for one hour
(ug/ml)
Case Dosis Drip infusion After drip infusion (hr)
No. | Name | Age Sex B.W ® 1/2 1 1/2 1 2 4 6

1 S.A. | 54y. F 42 kg 1 57 66 51 43 35 16.2 7

4 T.F. | 60y. F 56 kg 1 56 58 46 38 29 15 6.3

6 YS. | 62y. M 64 kg 1 - 60 - 39 25 16 8.6

7 T.M. | 64y. F 44 kg 1 - 74 - 50 32 16 7
Mean 1 57 64.5 48.5 42.5 30.3 15.8 7.2

Fig.22 Serum levels of AC-1370 after intravenous
drip infusion for one hour
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Fig. 23 Sputum levels of AC-1370 after intravenous
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Fig. 24 Sputum levels of AC-1370 after intravenous
drip infusion
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Table 2 Effect of AC-1370 in respiratory infections
Dosis (g) Lab. data
Case[Neme|  Clinical Doss @ Bacteria ! Chest | Res- | Side
No.| gex diagnosis lgglsll); Days ”gg;eix: in sputum WBC |CRP| ESR X-ray ponse | effect
S.A. H. influenzae (++) 6,900 [3(+)| 95 Slightl
1 | 54y. |Panbronchiolitis 2 8 | 16 i i i T ov)::d (+) =)
F «-St., Neisseria 6,000 | (+) 21 1mpr
TY. P. aeruginosa (++) 7,300 | () 15 .
2 | 40y. |Bronchiectasis 2 3 6 i I 1) ! |Unchanged | (7) If::}ﬂ::on,
F P. aeruginosa (++) | 5,200 | (=) | 12 €
LA. ) S. pneumoniae (++) | 7,200 |2 (+)| 72
3|55y B;Z:::l:nia 2 101 20 ¢ ¢ ¢ v iNr:a;:J):/ed ) =)
M P E. cloacae (+) 4900 | (=) | 25 |"™P
T.F. } H. influenzae (++) 8,500 | (=) | 25 .
4 | 60y. B;z::‘:ma 2 |10] 20 : Vol lsml’g'r‘;lvye g O
F |P a-Strept. 6,700 | (-) P
M.N. K. aerogenes (++) 4,000 [3(+)| S8
s | 59y. :“‘;‘l':f] “1‘3;“2:) 2| 7] 14 ' v | o] v |Unchanged | ) | (9
M & ca. -St., Neisseria 8,900 |2 (+)| 24
S. pneumoniae (++)
Y-S | chronic H. influenzae () | 1001 12T Hgpiony
6| 62y. bronchitis 2 | 1020 ' ¢ ¢ ' |improved S )
M s 4800 | (- | 19 |'"™P
TM. H. influenzae (++) 6,100 [3(+)| 39 Slightl
7 | 64y. |Panbronchiolitis | 2 | 7 | 14 ' ' T B e/ I CO B )
F (=) 4500 [ (=) | 21 ['™P
K.A. . K. aerogenes (++) 9,400 (3(+)| 60 .
T R IR £ PO || o
M (=) 6,300 | +) | 70 |'™P
Y.L a-St., Neisseria 5,800 | (-) 16
9 | 60y. B;Zﬁ:::i 2 8 | 16 ' ' 4 i ?::a:)’;e d ) | (=)
M |preumonia a-St., Neisseria 5,700 | (=) | 33 |'™P
«-St., Neisseria,
Y.S. Pne i Candida 5,500 |2(+)| 85
10 [ 7sy. | _t‘;l";”‘a 2 |14 | 28 ' I t |V Unchanged | (+) | (o)
M |(Withlung ca) «-St., Neisseria, 6,700 | (=) | 46
Candida
T.A. Pn:eumonia P. aeruginosa (++) 6,400 |2 (+) Slightly GOT 1
11 | SOy. |(with 2 |16 | 30 i i i improved (+) GPT 1
F | bronchiectasis) P. aeruginosa (+) 4,600 | (-)
S. aureus
S.M. . 4,600 | (¥) 60
12 | 51y. |Bronchiectasis 2 | 9| 18 f influenzae ! v oy [N () |Nausea,
F i 3.900 | (=) 68 changed Vomiting
Not tested ’
SM. . H. influenzae (++) 6,100 |2(+)| 90 .
13 | 63y. g"m“}“?t, 2 |19 38 : R B i TR S
M ronchitis =) 6,7_00 +) 32 P
S.M. Chroni P. aeruginosa (++) 10,300 | S (+)| 167
14 | 6sy. | °“}'1?t. 2 |14 | 28 f ' + | 4 |Unchanged | (=) | (=)
M |Pronemts " | P. aeruginosa 6,200 |5 (+)| 150
Yo Acute pneumonia 11,900
7 (with postopera- i Not !Not _
s :Ay tion of stomach 2 13 | 26 |Not tested Not tested| tested Not tested ™) =)
cancer) tested
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Table 3 Laboratory findings before and after administration of AC-1370

Case RBC Hb Pl Eosin | GOT | GPT AL-P BUN Creat LAP | 7-GTP
No. (10*/mm?)| (g/d) |10%Ymm?)| (%) | (IU) | AU) | AU/L) | (mg/dl) | (mg/dl)
1 Before 457 13.7 48.1 0 11 8 154 9 0.7 63 23
After 428 11.9 21.4 0 16 11 149 9 0.8 48 15
’ Before 437 13.8 32.7 0 17 9 141 14 0.7 51 14
After 414 12.8 279 0 15 4 149 8 0.7 49 7
3 Before 409 13.1 25.9 0 22 7 97 18 1.1 44 18
After 403 12.8 26.2 3 33 25 83 13 1.1 35 12
4 Before 475 15.2 0 16 5 228 19 0.9 54 14
After 462 14.7 0 20 17 180 11 0.9 58 14
5 Before 360 20.6 1 18 11 162 9 1.0 61 11
After 384 23.4 0 8 7 172 12 1.0 39 8
6 Before 405 13.8 24.3 2 13 3 135 22 1.2 41 16
After 396 13.0 30.3 0 18 8 94 19 1.1 43 15
7 Before 473 12.5 31.3 1 25 15 192 25 0.9 60 40
After 441 11.8 29.2 3 26 8 158 16 0.8 50 20
g Before 421 11.7 31.6 1 16 9 152 12 1.0 39 11
After 447 12.5 48.7 1 20 9 182 15 1.2 42 10
9 Before 448 15.0 46.3 9 18 9 13§ 17 1.1 57 42
After 477 15.2 22.2 6 16 7 126 18 1.1 56 28
10 Before 464 13.5 34.8 4 12 7 146 20.8 1.2 30 10
After 463 13.3 339 1 23 26 130 16.5 1.0 28 18
11 Before 446 11.7 28.7 0 20 11 234 27 11
After 442 13.7 (29.6) () 53 54 10.1 1.5 34 21
12 Before 436 11.7 16.7 1 37 27 170 14.1 0.9 39 21
After 438 12.0 9.5 1 28 13 160 7.8 1.0 36 18
13 Before 464 14.0 24.6 2 14 6 138 12.9 1.3 38 12
After 417 12.1 27.0 S 21 11 134 14.8 1.1 41) | (12)
14 Before 216 4.7 23.6 3 23 10 97 23.7 1.3 30 7
After 296 7.4 51.0 4 19 6 96 18.9 1.8 31 10
15 Before 309 9.6 14 11 43.2 282 276
After (398) (12.4) 12) ) 42.1) (322) | (291)

(  ): Data during administration of AC-1370
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Fig.26 Case 3: LA, 55y.0, M
Clinical diagnosis: Bronchopneumonia
(Middle lobe syndrome)

()
391 AC-1370
1g X 2 X 10days
381
37
36
19/N 24 30 4/V 8
Sputum S. pneumoniae( ) E. cloacae( +)
culture C. freundii
WBC(/mm3) 7,200 4,700 4,900
ESR(lh) 12 28 25
CRP 2+
Chest
: g% g% g%
129
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ENBNT, MIREBFELIENIGHIZIT, HGHISEEE
RIGLTHEMINETHS ),

BIfERIS, 1BICRIEL A SN, KA 18
BEICIE% L 72, GOT, GPT#E LR 16, EL,
WErEAZ & 1172 1A H » 7255, T NLEPHIZER

L7,
REIOKRNENRE, BRARMR, BRI, (35 0B HE
o7 aBEFEAMLERIZH Y, 72 in vitro 12

B 5 aMilagse, B mEREERED TUE, superoxide FE
RN TUE 7 &R RN 1EE, RBIRIEL T C R
Ebbrzenrs ”MW% EIC I E RN FE =R+
T LB LR EZ FTHREEINDINEREITHA 9
tEbns,

Fig. 27 Case 6:Y.S.,,62y.0.,M
Clinical diagnosis:Chronic bronchitis
(With chronic emphysema)
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A LABORATORY STUDY OF A NEW CEPHEM ANTIBIOTIC,
AC-1370 AND ITS EVALUATION IN THE TREATMENT
OF RESPIRATORY INFECTIONS

MASARU Nasu, JUN GoToH, TAKAYOSHI TASHIRO,
JuNICHI SUETSUNA and TAKASHI ITOGA
Second Department of Internal Medicine, Medical College of Oita
TsutoMu YaMAsAKI and KuNio NOMURA
Third Department of Internal Medicine, Oita Prefectural Hospital

A laboratory and clinical study on a third generation cephem antibiotic, AC-1370, was carried out, and
the results obtained were as follows:

1. Antibacterial activity: Thé minimum inhibitory concentrations of AC-1370, CEZ, CMZ, CTM and
CZX against a total of 650 isolates from recent clinical materials, i.e., S. aureus, coagulase-negative staphylo-
cocci, S. faecalis, E. coli, C. diversus, K. pneumoniae (biovar aerogenes), E. aerogenes, E. cloacae, S. marces-
cens, P. mirabilis, P. vulgaris, M. morganii, P. rettgeri, P. aeruginosa, P. fluorescens, P. maltophilia, P. putida,
A. calcoaceticus, Flavobacterium sp. and B. fragilis, were measured by the method according to the Japan
Society of Chemotherapy, and compared with each other.

The antibacterial activity of AC-1370 was ranked at about the middle of all antibiotics tested, and it
was shown that this drug was the most active against P. aeruginosa.

2. Concentrations in the serum and penetration into bronchial tree: Four patients with respiratory
infections (weighting 42 to 64 kg, and aged 54 to 64) were administered with 1 g of AC-1370 by intravenous
drip infusion for one hour. The serum concentration of AC-1370 reached a peak of 64.5 ug/ml on an average
at the end of the drip, and then decreased steadily. It reached 7.2 ug/ml 6 hours after the drip, with a half-
life of 1.6 to 2.1 hours. The sputum concentration was measured in three of the patients. It reached a peak
level of 1.6 to 3.1 ug/ml two to four hours after the end of the drip.

3. Treatment of respiratory infections with AC-1370: A total of 15 patients, consisting of eight patients
with chronic respiratory tract infections, 6 with bronchopneumonia and pneumonia, and one with lung
abscess, were treated with 2 g daily, divided into two equal parts, every day, for 7 to 19 days. The efficacy
of the treatment was evaluated as good in nine, fair in four and poor in one, and it was not evaluable in one
patient because of adverse reaction.

4. Side effects: Out of the 15 patients, one complained of rashes and itching; one complained of nausea
and vomiting; and slight elevation of GOT and GPT was found in one patient. These adverse reactions were
quickly improved after discontinuance of the drug.



