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BeA LN CTX &V %Y, CPZ LH~NTYL 2 ~ 3ExIS
BELEIETH - 12,

P. aeruginosa 28% Tl 1.6~25 pg/ml OEFIZ A
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Table 1 Susceptibility of E. coli to AC-1370, CPZ, CTX & CEZ
(30 strains)
£0.2 0.4 0.8 1.6 3.2 6.3 125 25 50 2100
AC-1370 1 5 15 2 2 5
CPzZ 13 9 1 1 1 4 1
CTX 30
CEZ 9 5 8 3 2 2 1
Table 2 Susceptibility of Klebsiella to AC-1370, CPZ, CMZ & CEZ
(26 strains)
£0.2 0.4 0.8 1.6 3.2 6.3 125 25 50 2100
AC-1370 1 2 6 8 2 4 1 1 1
CPZ 11 5 2 7 1
CMZ 9 7 2 3 1
CEZ 3 11 4 1 3 4
Table 3 Susceptibility of Enterobacter to AC-1370, CPZ,CTX & CEZ
(30 strains)
0.2 0.4 0.8 1.6 3.2 6.3 125 25 50 2100
AC-1370 2 5 7 1 2 13
CpzZ 6 7 1 ) 2 1 4
CTX 15 1 2 4 3 4
CEZ 1 2 27
Table 4 Susceptibility of Serrtia to AC-1370, CPZ & CTX .
(30 strains)
£0.2 0.4 0.8 1.6 3.2 6.3 12.5 25 50 2100
AC-1370 1 4 4 1 5 4 11
CPZ 1 6 8 4 1 1 4
CTX 11 3 7 1 ) 2 1
Table 5 Susceptibility of P. aeruginosa to AC-1370, CPZ & CTX
(28 strains)
0.2 04 0.8 1.6 3.2 6.3 12.5 25 50 2100
AC-1370 2 4 8 8 5 1
CpzZ 2 1 15 4 4 1 1
CTX 1 S 6 4 2 5 S
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Table 6 Serum concentration of AC-1370 (1 g, iv)

Time (hr) [1/12 | 1/2 | 1 2 4 6 [Ty,

Concent- |[KA | 96.2 (41.8 (269 |12.6 | 5.7|3.5 (1.88

ration
(ug/ml) [SA [121.5[51.5(32.7|20.2|11.6|5.3 |2.55

Table 7 Urinary recovery rate of AC-1370 (1 g, iv)

Time (hr) 0~2 2~4 4~6 0~6

KA | 698.6 158.4 579 9149
Recovery

me) s | 6696 | 1411 | 753 | 886.0

KA 69.9 15.8 5.8 91.5

Rate
(%) SA | 670 | 141 75 88.6
Fig. | Serum concentration of AC-1370
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aeruginosa 3 & U S. faecalis & Servatia O i & YT
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5 EIZ&H 5% 7 F 78RR 100ml (2 58 L 305
~ 1B I CaliEL 72, 58210 1~2g T1
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Table 8 Clinical results of AC-1370 therapy

Case Age . . Dose Bacteriological Clinical Side
No. Segx Diagnosis Days effect effect effect
34 .. 1gXx2 P. morganii
1 F Acute pyelonephritis 7 GH) . (=) (+) -)
80 . - 1gXx2 E. coli
2 F Chronic pyelonephritis 6 . . O *) =)
S. faecalis
74 . . 1gx2 (G N € | +
3 F Chronic pyelonephritis 13 Serratia ) (=)
(G2 FE . (+)
82 . e 1gX2 Ps. aeruginosa " 5
4 F Chronic pyelonephritis 7 ) ) ) =)
E. coli
65 . 2gX2 Klebsiella + =
5 M Acute cholecystitis 13 @ _ Not +) (=)
examined

B2RE4&EL, #5883 6 ~138, B%E5&I312~52¢g
TH-72,
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I3EERIE R, MEBEOWENAEDL L CHEFIIRIR
FEEL, &5 (), AM (+), AW (1), B
(=) EHEL

FEB 1 3BT RBRNER T, ERERE L L T
N—F vy MEVHN, B AT —TLER-EL T2,
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HEREL ., %5144 BE THRL, KROEELA
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37%dr o7z, KRN L 2EIERL £FITREHLH -
72,
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PURY T LN TbN, SEFREEN KR EEEHTRE
b,
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Table 9 Laboratory data before and after AC-1370 therapy
1 2 3 4 5
B A B A B A B A B A
RBC 434 434 430 437 349 336 400 420 384 393
Hb 12.3 129 13.1 13.2 9.6 94 119 123 12.8 13.1
Ht 38.2 393 40.0 41.0 31.0 28.4 36.3 35.7 40.0 39.0
WBC 11,600 7,600 12,100 6,500 11,500 6,200 7,400 5,500 13,300 8,200
GOT 11 12 16 15 19 17 15 17 34 15
GPT 6 13 12 16 13 12 6 4 45 16
Al-P 1.7 7.5 7.2 5.3 39 4.1 8.2 7.6 18.2 13.4
BUN 10.1 8.7 26.2 16.9 345 299 17.3 14.1 134 12.0
Cr. 0.8 0.8 1.0 0.9 0.6 1.2 1.0 0.9 1.2 0.9

B : Before therapy
A : After therapy

MIC #7RT L DA 5 kA LN, £ixaYic CPZ, CTX i
HRDG BEMETH - 72, P aeruginosalZx L Tl
CPZ LIZZRIFDHETH - 72,

TR, HedticBIL Tz 2Bl DWW THIEL 2h%, £
BRI AR, PRYPEINEEY & 2EETOME L 1313
FTH - 72,

BRRARIC DV TR IR BB R YAE 4 Blic D THRGT %
1T~72. E. coli, P. aeruginosa, P. morganii HE K& T
b REGITII BRI L RED IR 5 N2 hS, S, faecalis &
Serratia DIEB) T3 Serratia |3 TR L 72, #5212 1 [E
lg 1 B 2 [l#&5 TIRBEREYAE TI3 & W REY F L Lz,

REERELAEIZDWTIZ 1B TH > 7205 E. coli &
Klebsiella DI HEEGI KT L TEHITH - 72, LLED

BEPRRE I3 £ E £ O BRI 3 T HITITREROS
MABEZIN TS, Ly LAEORKE TIHENEL D
D2 D TEHES LIER 2B 2 FETH b,

EER B L VBRRRABERFE I DV TUILBlics T
FRYPY (R REOW A

LAk, RENIHE AN b7 4h 05, BN
BT CNTEY, BIGEYIEL OBRYAUEH R % FA
ELTHERATE LD EEDN S,

X R
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FUNDAMENTAL AND CLINICAL STUDIES ON AC-1370

SATosHI OHI, TEPPEI KuMADA and KYOICHI TOTSUKA
Department of Internal Medicine, Tokyo Women’s Medical College

We made preclinical and clinical studies of AC-1370, a lately developed cephalosporin antibiotic, in
internal medicine.

The MICs of AC-1370 against clinical isolates were such that the MICs against E. coli were in the range
from 1.6 to 12.5 ug/ml, with a peak at 3.2 ug/ml; the peak MICs against Klebsiella, at 1.6 to 3.2 pg/ml,
and the MICs against Enterobacter were bimodal, with peaks at 1.6 to 3.2 ug/ml and not less than 100 ug/ml.
The MICs against Serratia were distributed widely in the range of 3.2 ug/ml or more; and those against
P. aeruginosa, in the range from 1.6 to 25 ug/ml, with a peak at 6.3 to 12.5 ug/ml.

Two healthy adult men were injected intravenously with 1 g of AC-1370, respectively; and the levels of
the agent in the blood were 96 and 122 ug/ml in 5 minutes, 42 and 52 ug/ml in 30 minutes, 27 and 33
ug/ml in 1 hour, and 3.5 and 5.3 ug/ml in 6 hours. In other words, the half-lives of the agent in the blood of
these subjects were 1.88 and 2.25 hours. The rates of recovery from the urine were 91.5 and 88.6% during
the first 6 hours.

Five inpatients, comprising 4 with urinary tract infections (1 with acute pyelonephritis and 3 with
chronic pyelonephritis) and the other with acute cholecystitis, were treated with AC-1370 to evaluate its
efficacy. E. coli, P. morganii and P. aeruginosa were the pathogens of 3 of the patients; another had poly-
microbial infection with S. faecalis and Serratia, and the other also had polymicrobial infection with E. coli
and Klebsiella. The patients with urinary tract infections were given 1 g of AC-1370 by intravenous drip,
twice daily, and the patient with cholecystitis, 2 g by intravenous drip, twice daily. One of the patients with
urinary tract infections showed an “excellent,” and the other 3, a “good” response, and the patient with
cholecystitis, a “good” response to the treatment.

Neither any side effects of the agent were observed nor any abnormalities were found by laboratory
studies.



