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Fig. 2 Sensitivity distribution and cumulative curve of S. aureus

to TE-031and other antibiotics
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Fig. 3 Sensitivity distribution and cumulative curve of S. aureus
(DMPPC -resistant strains) to TE-031 and other antibiotics

(Inoculum size : 10¢cells/ml) n=20

1007
807 TE-031
g
2
$ 604
g ,‘/ .-
2 v
3 cCL A
2 404 P P
E 4l e TAMPC/ BAPC
E ;
20-
Dre | <0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 100 >100 Gug/m)
TE-031 1 2 5 6 1 5
EM 2 6 4 2 1 5
MOM 5 10 5
JM 1 7 7 5
AMPC 6 1 1 1 2 4 5
BAPC 33 31 9
CCL 7 1 2 4 4 2

Fig. 4 Sensitivity distribution and cumulative curve of S. aureus

(Penicillinase - producing strains) to TE-031 and other antibiotics
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Fig. 5 Sensitivity distribution and cumulative curve of S. aureus

(GM-resistant strain) to TE-031 and other antibiotics
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Fig. 6 Sensitivity distribution and cumulative curve of S. epidermidis
to TE-031 and other antibiotics
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Fig. 7 Sensitivity distribution and cumulative curve of S. saprophyticus
to TE-031 and other antibiotics
(Inoculum size : 108cells/ml) n=10
1007 © s
80+
g _—
5 60
2 TE-031
Q
=1
[
2
£ 40
3
g
S ]
204
ViTe —F - { f T v T r v T v r v
Drug <0.05 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100 (ug/ml)
TE-031 2 4
EM 1 3 2 4
MOM 2 4 1 3
JM 2 2 3 3
AMPC 1 1 5 1 1 1
BAPC 1 1 1 5 1 1
CCL 2 1 6 1
Fig. 8 Sensitivity distribution and cumulative curve of S. pneumoniae
to TE-031 and other antibiotics
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Fig. 9 Sensitivity distribution and cumulative curve of S. pyogenes

to TE-031 and other antibiotics
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Fig. 10 Sensitivity distribution and cumulative curve of S. agalactiae
to TE-031 and other antibiotics
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Fig. 11 Sensitivity distribution and cumulative curve of H. influenzae

to TE-031 and other antibiotics
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Fig. 12 Sensitivity distribution and cumulative curve of C. jejuni
to TE-031 and other antibiotics
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Table 1 Summary of clinical trial of TE-031

Administration Sid
No. | Age | Sex Diagnosis Severity Daily dose Duration Organism Efficacy ef:’ejt—s
(mgXtimes) (days)
1|7 M | Mycoplasma pneumonia Mild 100X 2 7 N.F. Excellent -
2 | 65 F | Mycoplasma Pneumonia Mild 100X 2 14 N.F. Good -
3 | 56 M | Mycoplasma pneumonia Mild 100X 2 14 N.F. Good -
H. influenzae(+)
4 | 55 M | Pneumonia Mild 100X 2 7 } Good -
(—)
5 | 4 M | Pneumonia Moderate 50X3 5 N.F. Poor -
6 | 55 F | Acute bronchitis Mild 150X 2 7 N.F. Good -
7176 F | Chronic bronchitis Moderate 150X 2 7 N.F. Good -
N.F.: Normal flora
Table 2 Laboratory findings before (B) and after (A) treatment with TE-031
No RBC Hb Ht WBC Platelets GOT GPT Al-P BUN S-Cr
' (X10Y/mm?) | (g/d1) (%) | Umm®) | (X10Ymm®) | (1U) (V) (1U) | (mg/dl) | (mgsd))
1 B 356 12.4 34.5 5200 23.8 30 28 241 18 1.1
A 352 12.4 34.1 6100 - 29 25 220 17 1.0
2 B 348 10.9 33.8 9000 39.1 17 16 166 12 0.7
A 404 11.8 36.5 7400 40.6 17 11 160 13 0.9
3 B 447 14.1 41.5 5100 32.8 32 26 - 10 1.1
A 455 13.9 42.6 4600 48.2 30 25 - 10 1.1
4 B 392 12.6 38.2 13800 47.7 29 29 244 16 0.9
A 372 12.3 36.8 5100 51.8 25 24 177 12 1.0
5 B 459 14.6 49.5 9500 38.1 30 26 237 17 0.9
A 435 14.2 43.8 8900 29.2 29 25 262 12 1.0
6 B 433 12.2 37.0 6200 29.7 20 15 215 10 1.0
A 412 12.0 36.2 6400 22.5 20 21 185 13 1.0
7 B 37 11.8 35.5 6900 29.8 18 12 255 15 1.1
A 381 11.9 36.4 6300 24.3 20 15 232 15 1.2
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PRECLINICAL AND CLINICAL STUDIES ON TE-031(A-56268)

Mieko Kawal, SETsuko KURISHIMA, RIEk0 AMAGAI, KoTARO TAkAsHI, SATOKI HoNMA, TAKEO ToYODA,
TakAaNORI YUHARA, TAKANORI FujiTa, Kazuo MizukosHi, TosHiTo Toco, TosHio Fukul and MasaTaka KAaTsu
Department of Internal Medicine, Kasumigaura National Hospital, Ibaragi

We performed preclinical and clinical studies on TE-031(A-56268), a newly developed oral macrolide antibiotic de-
rived from erythromycin.

The antibacterial activity of TE-031 was determined with respect to the following bacterial strains : S. aureus, methicil-
lin-resistant S. aureus, penicillinase-producing S. aureus, gentamicin-resistant S. aureus, S. epidermidis, S. saprophyticus, S.
pneumoniae, S. agalactiae, H. influenzae and Campylobacter jejuni. The results were compared with the activities of EM, JM,
MOM, CCL, AMPC and BAPC. TE-031 showed excellent antibacterial activity against all strains of S. aureus, S. epidermi-
dis and Campylobacter jejuni, as did EM, JM and MOM. TE-031 was very active against S. pneumoniae and S. pyogenes, like
AMPC and BAPC. Against S. agalactiae, TE-031 and AMPC showed the most potent antibacterial activity, and were 3~4
dilutions superior to JM and MOM. Against H. influenzae, AMPC and BAPC were most active, followed by TE-031 and
EM.

In a clinical study, a daily dose of 150 ~300 mg of TE-031 was orally administered before meals in 2 or 3 divided
doses for 5~14 days to 7 patients(acute pneumonia 5, acute bronchitis 1 and chronic bronchitis 1). The clinical response
was excellent in 1, good in 5 and poor in 1. The clinical efficacy rate was 85.7%. No side-effects developed and no
abnormal laboratory findings were observed.



