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RU 289650 I EEPIMMIBITICM+ 2 XMMIME £ 17 L HBRIC, ETNMRMAFRAEIZOVTLR
L,

OEAMRBITORN I TIERTRIEREEI0L LR E L, MITIZ150 mg BEHRS 217V,
R ICRELIREL, Mk, BE, BRAOKMBELHE L. FOER, &5 2 Mk Mk
(F394.9 ug/ml), WEI(FI1.7 ug/g), BRH(FH1.6ug/e) L HEHERE OHVMERL, 85 88
MIRIC LB T R LT 7,

—%, BRMABREORIIIOBNBRRRREREISE LR E L, ERAONRIBIED
WAL B, MIROWMTRERL 1], BIHOFERMNIATH-7:, 1 BRS5RIZLH
300 mg(150 mgX2) T, H5HMI3~12BMTH - 7. HMYRYE IZOBNERBEDRIHDEN
EXERICIDAMNBEIREICLOIPDRUETE#ETIT o720 FOME, ABHETHETH - 7213
PHIBWTIIE IO, AW 76, EWIFITHYERIT ThH 72, EEEICL HHETRISHIGH
6B, RRHRTH, EL2FTHIEIO% T o /oo ERRT MR a-Streptococcus 2 #, S. inter-
medius 2 Bk, S. constellatus 1 ¥k, 7-Streptococcus sp. 1 ¥k, P. magnus 1 ¥k, B. gingivaris 1 ¥k, P. asac-
charolyticus 1 ¥k, P. anaerobius 1 ¥RAMH S 7z, BIER, BRRREMORKIZOVWTIZ, |5

S-GPT HSEE L5 (19—+48) L 7-fEBIAS 1 BIRED H M7z i3nit, HICRERALNRLeH o7,

RU 28965375 ¥ X, VN 225 7#ICENE
RENIHLVUARS IO 1 FRAEMK TH 5,
A #i2 Erythromycin & F OB ARS PV, HLEH
ERL, BRICKELCE, BULPREIHGOND D
E, SHICAFLARBITELRTIILLD, TOBK
WHRBIMR SR TVRBY,
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BtV TRE LD THET 5,
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1. OBPRERBITICET 5 XR0ORE

RU 289650 O BEAMEEBITORETIE, BRRFEE—
OBAf 222 L THERSEHREEEI0RENRE
L7zo tRoE#iAT, ZEBIBEIC RU 289654 150 mg %40
£5L, 305~ 8 BMBICKMEOKEEYZII VLS
REAI~NOR B REE: % B HEERB T IS CTIREZ 1TV, B
B, FE)EHEMLA. $-RARCRONET, I
mETML, BtkL L7
BoNBREIFTENEFIZAN—80CICTREL:
®, BEIL LN BRI T Bioassay I & D
FHMA DRI L IE L7

2. BERMREICOWVT

A RAEGIZ19854E 11 8 A 519864 6 A ¥ TIZRAIAL:
FE—OBSNE 225 L2 OB RH RN 4 MR B 15
BIT, TOARIEIBHOWMBEMMES 5, MW
HREX16, ENXOBERINTHL, 2BhH0
BER, WH - OBNAHEARAEYRYDEHELHES (2
LHANMFMOBELEEICLINE I, SIHETIZIONL
E, EOIBTIRISEUEDLDEFRE L7 (Table 2),

SERIT20R D 665, MERNIIBHESH, K T7HTH
27 RBHBICEI Y2054 FRREWRICIHT A
ARELEC L-BENHHER, 7LILF—FRKER
ZLRTVHK, EMLL - R - BT, HEER
BOBREDH HEH, FROFEVOHLLMEL LU/NR
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7:t%, 7:73H12 TCS(Tripticase soy broth) ¥ — % —iZ A
h, KERSHEERELY ¥ —ICAFL—ELTREL
Toko PMEATE SN/ MIZDOWTIE, RU 2896543 &
U* Erythromycin (EM), Josamycin (JM),
(ABPC)? MIC Dl 1T - 70
TR AED, RGHB LRSS %I R,

Ampicillin

FFHREE, WAEL LIZ oWV THIERRE 175 7

O | E

1. OBAARSITICNT 5 ERREICOVWT

BG2HMBICIHMEIT > B TR - Fah4.9
ug/ml, BPIHET - T91.7 ug/g, MREMS - £y
1.6 ug/g EVTROBMIZBOTOMWMETR L7 %,
EYREIZODLLNICEMY LTV, RS 88Mkic
HBEIT S BICBOTOHRMIMEEL 5T/
(Table 1),

Table 1 Gingiva, bone and serum concentrations of RU 28965 after single oral administration of 150mg

No. Sample Time Concentration (ug/ml® or ug/g)
Gingiva . 30 0.8

1 Bone . 30 2.1.
Serum © 3 0.9°
Gingiva . 30 0.3

2 Bone .30 0.2
Serum .30 0.5
Gingiva 1:00 0.3

3 Bone 1700 1.4
Serum 1 :00 0.6°
Gingiva 1 : 00 0.5

4 Bone 1:00 1.2
Serum 1 .00 0.4
Gingiva 2 .00 1.8

5 Bone 2 .00 2.6
Serum 2 .00 5.0°
Gingiva 2 00 1.5

6 Bone 2 .00 0.6
Serum 2 .00 4.7*
Gingiva 400 0.9

7 - Bone 4 © 00 0.3
Serum 4 100 2.8
Gingiva 5 110 1.1

8 Bone 5115 0.6
Serum 5 : 10 2.4*

" Gingiva 8 & 00 1.7

9 Bone 8 : 00 0.8
Serum 8 : 00 3.6°
Gingiva 8 . 00 2.1

10 Bone 8 . 00 0.6
Serum 8 : 00 5.7° . .
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2. REMREICDOWVT

1) B E
= ANHETRTH o L1 BV T, MEAME 3
AR 1M, ARG, KW IATHDETY, Wi
WAL TIER L FITHRE 100%, WRTIZER 14,
HOOM, WU2HITHYEBYTH), 2HTIREY
I, BB 7TH, EWIATHDERITI%TH /-
{Table 2, 3)a:.

2) EREHEDR

EBREIC L SUENTRETH - - 15AOKR & KRBT
icAhbl, BEAEMEIMTRIARDLIN, AR 3 N,
N IPTHDE0%TH), WERFAXRTIRRL L
IATHDEO X, BRINTRARSH, LH%3
%, Y 1ATHDEEXTH D, ISALETIRARE

Bl, 2HH 7O, BYPIOTHYHEOS TH -/
(Table 2, 4).
3) MM ERIRN
S5O & 0 108RAMH ST EDAMRIE a-Streptococe:
us 2 R, S. intermedius 2 ¥R, S. constellatus 1 ¥, 7-
Streptococcus 1 ¥k, P. magnus 1 BR, B. gingivalis 1 %, P.
asaccharolyticus 1 Bk, P. anaerobius 1 Bk TH 72, T h
LM ISy % RU 28965 MIC 120.10~0,78 ug/ml
EMOMRMEERL, EM, M &I2IZFMTH o /9"
ABPC {2 L T4 5 TV 7z(Table 5)o
4) BER, BRREMORESBICONWT
fEFI 14 TEK| #5112 S-GPT NEK LA (19—+48)H¢
BHONAH, FICHKRERGRSY, TOMICIIRIE
A, BRREMOREIIBD LN LA 5 72 (Table 2,

Table 2 Clinical results of RU 28965

Administration Point Overall clinical
Sex . Daily Total . Numerical Clinical effect evaluated Side-
No. | ' Diagnose Duration
Age dose dose (days) Day0 | Day3 rating effect by attending effects
(mg X times) (8) doctor
‘1 | M-23 | Periodontitis 150x2 | 3.6 12 14 - - - Fair (=)
‘2" | F+47 | Periodontitis 150% 2 2.7 9 10 - - - Fair C (=)
3 | F-60 | Periodontitis 150%2 0.9 3 15 8 0.53 Good Fair (—)
4 | F+26 | Periodontitis 150X 2 1.2 4 12 0.17 Excellent Good (=)
5 | M:23 | Periodontitis 150%2 1.65 6 14 12 0.86 Poor Poor (-)
6 [ M-23 | Pericoronitis 150% 2 0.9 3 10 0.2 Excellent Fair (=)
7 | F-27 | Osteitis of jaw 150X 2 0.9 3 19 9 0.47 Good Good (=)
8 | M:20 | Osteitis of jaw 150X 2 1.35 5 17 12 0.71 " Poor Good (=)
9 | M:37 | Osteitis of jaw 150%2 1.5 5 16 11 0.69 Good Poor (=)
10 | F-63 | Osteitis of jaw 150%2 1.2 4 25 11 0.44 Good Fair (=)
11 | F+66 | Osteitis of jaw 150%2 2.1 7 20 14 0.7 Poor Fair (=)
12 | M-39 | Osteitis of jaw 150X 2 0.9 3 15 9 0.6 Good Good (=)
13 | M47 | Osteitis of jaw 150%2 1.5 5 15 7 0.47 Good Fair S-GPT 1 (19-+48)
14 | F+61 | Osteitis of jaw 150X 2 1.2 4 17 8 0.47 Good Good (=)
15 | M-37'| Osteitis of jaw 150 2 1.5 5 20 4 0.2 Excellent Good (=)
Table 3 Diagnosis and clinical effect according to numerical rating
Clinical effect
No. of Efficacy
Diagnosis Excellent Good Poor
cases rate (%)
( 0.3) (0.3 ~0.7) ( £0.7)
Periodontitis 1 1 1 3 2/3 (67)
Pericoronitis 1 1 1/1 (100)
Osteitis of jaw 1 6 2 9 7/9. (78)
Total 3 13 10713 ( 77)
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Il mbiRENS O, EHERNDORBIT b REF
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%, A, WFEEMPORDIRELHE LA, RS
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EnPTho@dicBVTo MW lERL, ShiER

MESHTVAHDERISOVTOKRE RS S L,
Josamycin(JM)400 mg OIS H DO L b MK PR I25Y
EM1BMIZY— 2 2HOND 6DD, 1.54g/ml LXK
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(ABPC)500 mg O SMT b RS54 1 MM 4.0 4/
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SOORERDLE, ARHENKRTH 72 13MSF
3G, HRTH, EYHIATHNERT%TH/:
(Table 2, 3)o —F, EBEICEHHETIXHHOM,

Table 4 Diagnosis and overall clinical effect evaluated by attending doctor

Clinical effect No. of Efficacy
Diagnosis .
Excellent Good Fair Poor cases rate (%)
Periodontitis 1 3 1 5 1/5 (20)
Pericoronitis 1 1 0/1
Osteitis of jaw 3 1 9 5/9 (.56)
Total 0 6 7 2 15 6,15 ( 40 )
Table 5 Susceptibility of organisms to RU 28965
MIC ( ug/ml)
No. Organism RU 28965 EM M ABPC
10 10° 108 10¢ 10 10¢ 10* 10¢

7 P. asaccharolyticus 0.39 0.20 0.05 0.05 0.39 0.20 <0.025 | <0.025
12 a-Streptococcus 0.39 0.20 0.10 0.05 0.39 0.20 <0.025 | <0.025
S. intermedius 0.39 0.39 0.20 0.10 0.39 0.20 0.05 0.025
13 S. intermedius 0.39 0.39 0.20 0.10 0.39 0.39 0.05 0.025
S. constellatus 0.10 0.10 0.10 0.10 0.39 0.20 0.05 0.025

14 P. anaerobius 0.78 0.39 0.20 0.10 0.78 0.39 0.10 0.05
a-Streptococcus 0.39 0.39 0.20 0.10 0.39 0.39 0.10 0.05

15 y-Streptococcus 0.78 0.78 0.20 0.20 0.78 0.78 0.20 _0.10
P. magnus 0.39 0.20 0.10 0.05 0.20 0.20 <0.025 <0 025

B. gingivalis 0.78 0.78 0.20 0.20 0.78 0.78 0.39 0.20
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pOoHR 7B, X2 B THZIA0% TH o 7:(Table 2,
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fLKEIEEL L7, £EH9 Tix3 BE#MAI0.69L
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TRBENBH LK TR L AOTRN L LY ERD
BELLT:, REVEROLNT,

RU 289650 ERFR - MERR{C 3+ 5 M F R ICOW
tadk, B-77 % AFRHEWR(ABPCHIIRED LD
OEM, M & 3I1ZFEEHEE(MIC 0.10~0.78 ug/ml) DR
FoRESMER LI AFIZY T LN, WA,
Mycoplasma, Lesionella, Chlamydia % &'42 R B

ERLY, IR ERLETAILOMEL A

HhY, MMENICHATHLIEELOND, 4D
WEBRDBSE L RMROMBPEAD L, THEHKD
BONLERINBRHETHR 1O, RR4PIEH/NF
WEERL, WEOMIC—KAHALNT,

AR OBERE LTIZ2.5% WM, THZ DML
BER, RELEIMESNATVDE A, SEOMRE
ATREMIBOLN Dol MEREMORE L L
T GOT, GPTOLAL EMHMES ATV A, 4
BIOMREF TS 1 BUZEKIZS PO S-GPT DK L
AIBDOONIZ, LBIDEMRTIRESRISHRELTT
WB Lo loA, BICHRERITRERAP 27,

BlE&Xh, RU 2896513 A MBBIEDIERIZH 5T
AWLENTHILEZ LN,

Fig. 1 Laboratory findings before and after administration of RU28965
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RU 28965 IN ORAL AND MAXILLOFACIAL INFECTIONS

YosHiro MATsul, ATsusHl NAKAMURA, TakasHl OkaDA, TAut NakakUMA and KEN-icHi MicHi
First Department of Oral and Maxillofacial Surgery, School of Dentistry, Showa University

We administered RU 28965, a new semisynthetic macrolide, at an oral dose of 150 mg to 10 patients, whose oral tissues
were then bioassayed for concentration of the agent. The peak concentration was observed 2 h after administration. This
decreased gradually but was still comparatively high at 8h. RU 28965 was also administered to 15 patients suffering
from oral and maxillofacial infections and its clinical effect was studied. Results obtained were as follows :

1. By objective numerical rating of clinical symptoms, the efficay rate was 77%.

2. The following strains were isolated from 5 patients : @ -streptococcus 2, S. intermedius 2, S. constellatus 1, ¥ - strepto-
coccus 1, P. magnus 1, B. gingivalis 1, P. asaccharolyticus 1 and P. anaerobius 1. Antibacterial activity of RU 28965 against
these bacteria was similar to that of erythromycin(EM )or josamycin(JM), but inferior to that of ampicillin(ABPC).

3. No side-effects were observed in any of the cases. Clinical examination revealed slight elevation of S-GPT in one

case.



