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Fig. 1 Chemical structure of RU 28965
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Fig. 2 MIC distribution of RU 28965, EM, JM and MDM against MSSA (38 strains)
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Fig. 3 MIC distribution of RU 28965, EM, JM and MDM against MRSA (38 strains)
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Fig. 4 MIC distribution of RU 28965, EM, JM and MDM against E. faecalis ( 40 strains)
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Fig. 5 MIC distribution of RU 28965, EM, JM and MDM against E. avium (30 strains)
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Cumulative percent

Fig. 6 MIC distribution of RU 28965, EM, JM and MDM aguainst E. faecium (15 strains)
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Fig. 7 MIC distribution of RU 28965, EM, JM and MDM against H. influenzae (36 strains)
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Fig. 8 MIC distribution of RU 28965, EM, JM and MDM against P. aeruginosa (50 strains)
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Fig. 9 MIC distribution of RU 28965, EM, JM and MDM against A. calcoaceticus (54 strains)’
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Fig. 10 Serum and sputum levels of RU 28965 after oral administration
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Fig. 11 Serum and sputum levels of RU 28965 after oral administration
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Fig. 12 Serum and sputum levels of RU 28965 after oral administration

3.8

4.1

68 y.o. M, 54 kg

1.6

Chronic bronchitis (ml)
Dose 100mg - 10
0.12 S
‘/ =~ <L Sputum
t', T -~

s L-‘ cfemm——- L o e eeee
0.06 0.06 L1

- - T T T Ll L
1 .2 4 6 8 12 (h)

Fig. 13 Serum and sputum levels of RU 28965 after oral administration
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Table 1 Clinical response to RU 28965 in respiratory tract infection
Case | Age, Sex Clinical di ) Dose B o WEBC Side-
No. | Weight inical diagnosis (mg) acterium in sputum CRP | Response elfects
1 69,F Pulmonar‘y fibrosis 150 X 2 X 7 Normal flora 20480 [ 1 (+) (+) (=)
43kg | + Infection Normal flora 10640 | (—)
54.F +
2 Pneumonia 150 X2 %7 Normal flora 1901 1 (+) (-) (-)
40kg Normal flora 4640 | 1 (+)
39.M Normal flora 7080 | 3 (+)
3 Bronchiectasis + Infecti 150 X 2 X 7 —
4dkg ronchiectasis + Infectin Normal flora 5280 | 1 (+) (#) (=)
68, M H. i +
4 65kg Chronic bronchitis(RA) 100X 3% 7 influenzae ( +) ;;;g : EI; (+) (-)
56, M S. iae (H
5 Chronic bronchitis 200X 2X7 preumoniae (#) 10850 15 (+) (#) (=)
55kg Normal flora 4730 (=)
6 62,.M Pulmonar‘y emphysema 200X 2X 7 Normal flora 5300 (2 (+) (+) (<)
66kg | + Infection Normal flora 5620 | (+)
4.F Normal flora 7070 |1 (+)
7 Asthma + Infecti 150X 2X7 -
50.5kg sthma niection Normal flora 6960 (=) (+) =)
73,F N
8 Acute bronchitis 150 X 2 X 7 ormal flora 6530 11 (+) (-)
56.2kg Normal flora 7210 (2 (+)
57, M ) ) ) H. influenzae 7410 | 3 (+)
9 B Inf X2 X -
6kg ronchiectasis + Infection 200xX2X%x7 Normal flora 6080 | (=) (#) (-)
Table 2 Laboratory findings before and after administration of RU 28965
Case RBC Hb Plts. Eosino GOT GPT Al-P BUN S-Cr
No. (10Y/mm*) | (g/d1) | (10"/mm®) (%) (tu/L) | (tu/L) | (1u/L) | (mg/d1) | (mg/dl)
] Before 411 11.7 22.7 1.5 27 6 135 12 0.9
After 394 10.9 23.2 2.8 35 9 153 15 1.0
2 Before 355 11.8 18.9 1.5 42 16 135 12 0.8
After 342 10.8 29.5 1.3 69 17 117 12 0.8
3 Before 494 12.7 26.3 3.6 22 4 146 13 1.0
After 429 11.2 28.0 4.0 23 12 136 13 0.9
A Before 451 13.3 36.8 4.8 20 8 178 15 0.7
After 463 14.4 47.8 3.7 22 16 143 13 0.9
. Before 482 14.8 23.8 1.8 28 16 166 11 1.0
After 502 14.8 28.6 2.3 18 17 181 10 0.9
6 Before 423 12.1 21.8 2.8 19 17 121 10 0.7
After 441 12.5 30.2 1.3 28 26 153 9 0.8
7 Before 544 16.9 24.3 10.3 20 18 149 0.7
After 544 16.1 22.8 13.7 26 21 160 10 0.8
8 Before 386 13.2 28.3 - 22 200 15 0.8
After 411 13.3 21.9 - 15 156 14 0.9
9 Before 486 14.0 30.8 2.5 20 11 192 18 1.0
After 504 14.3 26.5 1.6 18 9 168 16 L0
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AN 200 mg £ REORS L 7RO RN 0P ik ix
6.5ug/ml T, MAEMKIZ6~8BEMIZDH Y, TR
49 P i BE 120.35 pg/ml Td o 720 ZH100 mg 5D
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27

EM 400 mg O SBE L B L T, M - BREPIRE
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FRAR 25 MR AAE 9 Ut T AREIR R R IZARE6% TH
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1AL NTDS, ELOICERICEL 7,
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BHAH G NI EM ¥k RU 2896512, HERD MLs HiZ
HRURCHERYR LB DL LAWETE, SROMPR
BAAE (AT HRIRF L LTOMBFIALZEND B
DLEZLNT,
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N, RU 28965, 2, 1987
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LABORATORY AND CLINICAL EVALUATION OF RU 28965(ROXITHROMYCIN)
IN RESPIRATORY TRACT INFECTIONS

Jun Goro, YoicHiro GoTo, HIDEAKI SHIGENO, MASUMI IKUTA, TAKAYOSHI TASHIRO and MAsarU Nasu
Second Department of Internal Medicine, Medical College of Qita

We carried out basic and clinical studies on a new macrolide antibiotic, RU 28965, in respiratory infection.

The in vitro antibacterial activity of RU 28965 was evaluated and compared with erythromycin(EM), josamycin(JM)
and midecamycin (MDM) using 301 clinical strains of Gram- negative and - positive bacteria.The MICs of RU 28965
showed good antibiotic activity against Gram-positive bacteria(inferior only to EM), but not so active against H. influen-
2ae as other MLs.

Serum and sputum concentrations of RU 28965 were investigated in four patients with chronic or secondary bronchi-
tis. The results revealed the incomparably good absorption and long half-life of RU 28965 as compared with existing
MLs, resulting in high blood and sputum levels over a long period. Nine cases of respiratory infection were treated with
RU 28965 at 300 mg or 400 mg/day and the clinical efficacy rate was 56%.

As to adverse reactions, there was 1 case of GOT elevation in the laboratory findings, but no other abnormalities were

found, and no problems were noticed in terms of the drug's safety.



