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Fig. 1 Chemical structure of RU 28965
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EBLUHMAOBITREOMMEERL T3, RU
28965 1 %2(150 mg) PIRR K O i P EE 13 2 7% 0 XS
oxNtHbN, 1 EEMMTIE.55 4g/mi( 261), 2BEM
§4.62 ug/mi( 5 61), 3EEMIM2.73 yg/mI( 3 BY), 3.5
EM{#2.70 pg/mi( 1 B1), 4 BEMIFES.95 ng/mi( 2 B) T
Holte HAMAOBITREICBVTHIXLD XD
LA, OERKARAOBITRES 1 REMMATY
0.70,ug/g( 261), 2BEMM1.31 .g/g( 2 B1), 3 BEMIfM
0.67 ug/g( 2 1), 3.5B¢M1HO.67 ng/g(161), 4 BeM
W2.07 g/g( 1B TH Y, EFRFRBAOBITIRAE I
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U FR121E, RU 2896512 S. aureus 1233 L T66.7%,

S. preumoniae (231 L T100% DEIHLBT, 75 LR
BLEOENHAEIRT6.9% Th o720 —F, MEBEAN
2 FVHND P. geruginosa 2B TRROWTNROAET, M
BENDRIBEYHTH o7z, BREABEICBVTIXENE
Hi366.7% Tho/l2o CDER, FFOY 7 LEH%E, B
HHICH T 5 REM LB LR (HEE)IL66.7% T

Table 1 Serum and tissue concentration of RU 28965 (150mg p.o.)

Case Time Serum Tilssue concentration Ratio
No. Sex * (h) concentration Tonsil Maxillary sinus (Tissue/Serum)
( pg/ml) (png/g) mucosa (ug/g)
1 F 1:00 0.4 0.42 1.05
2 F 1:00 8.7 0.97 0.11
3 F 2:00 4.5 2.30 0.51
4 M 2:00 15.4 0.31 0.02
5 F 3:00 2.0 0.67 0.34
6 M 3.00 3.1 0. 66 0.21
7 M 3:30 2.7 0.67 0.25
8 F 4:00 10.2 2.07 0.20
9 M 2:00 1.1 0.36 0.33
19 M 2:00 1.8 3.1 1.73
1 M 2:10 0.3 3.68 12.30
12 F 2:55 3.1 1.01 0.33
13 F 4:00 1.7 0.29 0.17
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Fig. 2 Serum, tonsil and maxillary sinus mucosa concentrations of RU 28965 (150mg p.o.)
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Fig. 3 Penetration ratio of RU 28965 into tonsil and maxillary sinus mucosa
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Lhldols

o * ®
FEAEGERRRO SRR, SHLMRERE R,
uB BB RIZE VTS, preumoniae, S. aurens, PR
BURKRE S CHEBEHERIZB VT S. pyogenes D
Streptococcus /B, S. aureus 2 DY 7 LETEREM, B
AuidEnEESRE LZREBRBRHAHE b HH VY,
RoTRERD MBS IZH LTIZ, 75 LRBMEIC

+TRRMEO Y RINL, Lo vRlfERM R, RLL
TRATE&A054 FRIAAMRIVWEIMARLR
bbb, ML IV LNV 275 7HIMBL
Erythromycin A A* & DAHH T A RU 28965% H Mty
MR RO MAAE A L, ERN - BRI LT o
oo TDRRD LN RBNEBKI B O, Tabb,
R T RMEEAIRE 2BEMTY — 21281, F0OFYM
WRE4.62 ug/ml &, HBH) & LWL IER (M ik
BITERL, MIMA~OBITIREICHL Tit, DR
MR 2 BEMIC TH1.31 ug/g, LHIRGIEAS
2.38 ug/g £\ ) MIRBITIEASB O N, 6D,

Table 3 Clinical results of RU 28965 treatment
. Clinical effect Efficacy
Diagnosis - Total
Excellent Good Fair Poor rate(%)
Acute suppurative otitis media 1 3 1 5 80.0
Chronic suppurative otitis media 2 2 7 11 36.4
Acute paranasal sinusitis 2 2 100.0
Acute tonsillitis 2 6 1 1 10 80.0
Acute pharyngolaryngitis 1 1 100.0
Total 7 12 1 9 29 65.5
Table 4 Bacteriological effect of RU 28965 treatment
Organism Bacteriological effect Total
Eradicated Replaced Unchanged Unknown
S. aureus 3 1 2 6
Staphylococcus sp. 1 1 2
§. pneumoniae 3 3
Single S. pyogenes 1 1 2
infection Group G Streptococcus sp. 2 1 3
P. aeruginosa 2 1 3
H. influenzae 2 2
B. catarrhalis 1 1
S. intermedius 1 1
S. aureus + Staphylococcus sp. 1 1
P. pseudoalcaligenes+ ] |
Vibrio alginolyticus
Mixed E. faecalis + P. stutzeri+ ] i
infection P. aeruginosa
Staphylococcus sp.+ i |
P. aeruginosa + Providencia sp.
Normal flora 2
Total 13 1 7 8 29
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AT 6D TMS-19-Q D600 mg 22 AUAAE O 3% 5 0 M 4%
RN Y — 7 4553 H1.24 ug/ml, MNALMAS1T IR
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BN 1T 7205, TORKR, HHEIZERELNE0.0%,
36.4%, 100%, 80.0% Th o7, ChEIToWENT
EDFBEENIC BT S, BRI LARE
DEVIBMELIE R R ENETIE, ARHI6.4% &
OOEEKTIIH o7 THIZFERIHEMTH S P. aerug-
inosa DHEMMB X REREHMNFF4FICRONTS
D, ShER{EAYDEST.1%ENLNRETEIRKR
Tholo 1 HIESRIZML TI2, 200 mg, 400 mg %
S5H#M) L% BRJIDOBRHRIA+5TH-7 1 H
300mg D2 AR5 T LA LBRYEIBORLC L
12, RO - HRE LB, HECHETLIO0
LEXD, T9FEPUCRERIZRD LT, BRI
EEORKELBOLERAO ko2 LI, FHOKE
HOBNWCLERTIIBONTHE, w2051 FRIR
HERTIR, SR AFMEREITIEE SNBHI LA

Bornt, KENICLDFREREMREL4 XL e
#FEINTWAY, KL, RU 28965i3N /-4 - Miks
L VBN ERL, £05 4, FMEmEs
SORERNL BB LNLY o 7:2 L SORMIL,
1 B 2 AORORSTHI BRI LS i
Ly, $REAERHERTORMECANOLALE
APEDE &, KHIH MERE ORI 3 |
ABPORL RN THLEER LN,
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BASIC AND CLINICAL STUDIES ON RU 28965 AGAINST OTORHINOLARYNGOLOGICAL
INFECTIONS

TsutoMu MaTsuzaki, KATSUNORI Fukupa, TETSuYA SHIMA, KAzUNOR! ITo, AKIHIRO UCHIZONO, YOKO IMAMURA,
MasaTo UsHikal and MAsARU OHYAMA
Department of Otorhinolaryngology, Faculty of Medicine, Kagoshima University

KEel Ocawa
Department of Otorhinolaryngology, Kimotsuki Ishikai Hospital

Y asuicH1 OHHORI
Department of Otorhinolaryngology, Kokubu Central Hospital

Kazuaki Ocawa
Department of Otorhinolaryngology, Shinzato Hospital

We performed basic and clinical studies on RU 28965 in infections in the otorhinolaryngological field. The results
obtained were as follows:
i-1. The mean concentration of RU 28965 after oral administration of a single 150 mg tablet was 4.62 yg/m! in serum,
1.81 ug/g in tonsil, and 2.38 xg/g in sinus mucous membrane.

2. The efficacy rates were 80.0% for acute otitis media, 36.4% for chronic otitis media, 100% for acute sinusitis
and 80.0% for acute tonsillitis.

3. No clinical adverse effects or abnormal laboratory findings were found.



