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AR SIS 81T A RU 289650 M%) - BRAERIBRET

14 ARKER - HEAMIEH - OB KT
AHPEE - HR IR - WHXH
WOl KA R4 B D1 RS A B2

HEAR—HE - LRI K - & ERGA
Vb & T IR A A SRS SR B R R S A

EFHRE - HAEL
RFHRA 7o be oh 4 O e s 4

RU 289659 L1 A ML~ DFBFT & BRIKMRET %17 - 72,

1. BREEBEE AR E L TIRMEANCEA150 mg 2 MR S, (RMIBFICIRILL 7-8A, FABIC
DEBITRELHE Lo REBLIRMLA-BEMNRLD1-O/1T 7 X30H D, EHANREIRTEYHE
T3041.3 ug/g, 60944.2 ug/g, 12052.4 ug/g, 180514.7 ug/g. 240532.7 ug/g, 300534.9 ug/gd
L U360532.7 ug/g THH, JAEMIRAEI260570.6 ng/g, 120570.7 ug/g, 240530.8 ng/g & & V30053
3.5ug/g Thoto, T72, MEPIMEILIB0~24053AF <, BMEIZ2405T4.9 g/ ml ZIRLT,

2. RU 28965% O EHSRISIZ 3511 5 2R RAIECOB ICERH L7, x5 ®I13200mg T 7243
00mg ¥ LEREEL, 8- 4 2T RAMEOIRS L7:e BOES 2 61 % BV 725861 h 50 454
HLLET, H%E86.2% Th -7

AEDOKRFIIAZRE L ) 2RI TRE LR L 72, S8EFI 326 A 6 BMKHHREI S N63@HEH ST
BEXh, RU 28965DITE N A RET L7z REEDED o727 7 ARMHENAEES L URAERICH
LT, RU 28965i% Josamycin(JM) & F]% D MIC 34T » 7=,

BIERADRBILL {, BRRAETIE S-GOT & S-GPT NEE LAFIA 1 fla 25, K5P

EFRIZEFREERNIC L 570

4m, HFLLAREN4BAR 70514 FREH

RU 28965%, CIRESEIRIZ BT 2 Mgz 20t L CIE
BL, #OHAMGLEEHLBRMICKRITTHEL b,
FFOHEA, EEBLUCMETRELMEL-DTHDb
2 THET %,

1. ORERBIT

1. £BAHE
BREEKEBAE LR L LIKHEATIC RU 28965,
150 mg ¥ 2O 5%, RiEL L TRERICHE % R
L, RU 289650MEAMBITRELME L. RRIE L
THRREBER IR b TV MR P RELRE L, %
B, BKIZIERL WM Eh, ARIEKRDEN TH2,
WAEAY  HWAL0, HE 3, MPELIIRE, WbEHIIA
SRR A3, AE 6, MIFISKE, BFIFK
+‘ERE A9, TES, MBIRKTEFRELS,
I 4% ch iR BE I E Tiadk0.2ml iZH L, FFE@AK
0.5ml, FAFIEEEF MY Y LiBEW20 4, BEETF LS

ml ¥z, 23MiRE L. £DiKk, 3000 rpm, 205
M, 4CTERLTEL, TOLELZREAL, %A
L2bD%0.1MY) »B&FHW(pH8.0): 7T F=}FY
M(4:1)IZEMLUTREE L, &ABEMETIE
HERErERUEHRICED Y L, EELERI.3m
{20 A, homogenate L7-, Lik650 mg #E IR, &
MRS FY L0 1m MRBHELL, DVTEEBK
1.5ml EREBETF02.5ml 200k, SHICHEL £
D%, 3000 rpm, 3053, 4 CTELTELITV, .13,
IFVEBOAERBLTEREZEL, 0.1M Y v ERH
W(pHB8.0): 7 F=F YL (4:1 N ICEMLTAREL
Too REEOMBEHEOMEREIL, REBE LTM lute-
us ATCC 9341 % Fi\>7- M@ 5 » 7D bioassay I THT
275

2. Mk

A #1150 mg % 5% ) M 4 iR FE 12 P39 T30571.6
ug/ ml, 60%3.2 yg/ml, 1205+4.7 pg/ml, 180574.8
pg/ml, 240534.9 pg/ml B & U°30053.0 pg/ml T, #
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PIPIRAE133051.3 ug/g, 605374.2 ug/g, 120532.4 pg/
g, 180574.7 ug/g, 240532.7 ug/g, 3005+4.9 ug/g # &
0°360532.7 ug/g T, AR PIRAEI3605+0.6 ng/g, 12057
0.7 ug/g, 240%30.8 ng/g H & U300433.5 ug/g TH -
7=(Table 1),

I. ERERAVERN
1. AR, REHiEL L URYE L
R IZIEFM60E11A ~IEM62E 8 A £ THMICHER
FREOBSE, Vb IHIRESBMIC TR B OR
B L URFIFRFRR R QRN O 3 R R
LSttt ERETH D, ERIGRL LR
TT, HTIIHB278, 336U, 7o LT R
EPRHRYERELB//-TONL L, K5MGERDH
ANV KIHO ORI S NIER2T & 2 B LARERPEH

TR SNIAEFIATO 2 B % B { S8BT - 7=(Table 2,

3o KBFITIIFE LN HAMMRNG, B A
FEKNBIE X BN AFRIBITH -7 KGFH
#3200 mg % 1 B 2 @I TH - ¥ KOFANED
BEL7-6D 461 L0°1 H300 mg(532 )0 b D54HT
bt

KRGS L A ROYEE, - QRSSEIRIRIC
BIFAMERROMRH CERY (28, B ED
5 3 A%DOAR M E G MMGB ORI LIMTERLT
Kor:, S0.3% %D, 0.3~0.706 DA%, 20.7%
BRME L, £7:, BEL L THRER MR ERED
BUCEBHTELEY, (1%, LA BLUEDD 4B
ETtio 70

2. (SRR

WERDF— s T LOTALE, SRFHTIAE
RIS T10~ 192 DREE A & P EEAE DBRIEH95% Th
1, phase I TI3EITHIA36% B L RN DIEFIS7% T
fGh¥TI3% TH - 72(Table 3, 4),

1 B200 mg #x5 L7: b D i oA % 3 6, AR %
16T, HR5HMII3~SHMTHo7c0 SNHD 4FEDR
DHERRIZ L HEHEIRER 161, AH3IBIT, EBE
HELER LB, ARIPTH -7, EHBAD LW
DTHYHERIRE LD o7

1 H300 mg $%5-Ti3 4 [ B¢ . il k2st), SO
R LINGIE L UEI R FEISHIT, K5HM
133 ~8HMTH o7, HEEMIZLHFMTEL 7 H,
#3964 & UER) 8 B THRIESS.2%, FHEHET

Table 1 Plasma, gingiva and mandibular bone levels of RU 28965 after oral administration of 150 mg

Time after
administration 30 60 120 180 240 300 360 420
(min)
Plasma 1.610.7 3.2%¢1.1 4.711.3 4.8+1.2 | 4.9%1.8 | 3.0+0.7 2.9 3.9
(n=6) (n=6) (n=8) (n=3) (n=5) (n=5) (n=1) (n=1)
Gingiva 1.3+0.4 4.2+1.9 2.410.4 4.7+0.4 2.710.8 | 4.9%1.0 2.711.1 4.4
(n=6) (n=6) (n=7) (n=2) (n=6) (n=5) (n=2) (n=1)
) N.D. 0.6+0.3 0.7+0.2 0.8+0.3 | 3.5%+1.4
Mandibular bone - - -
(n=2) (n=3) (n=7) (n=4) (n=2)

N.D. Not determined

Table 2 Distribution of age and sex of patients

Age No. of cases Male Female
15~19 6 2 4
20~29 9 2 7
30~39 14 5 9
40—~49 16 8 8
50~59 6 2
60~69 1 2
70~79 2

Total 58 26 32
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TER 6B, FHRha2Bl, LLHEY2HBLUERNIHT,
ARHLL L 124801 THZHH88.9% TdH - 7z(Table 5),

3. MIEFRRET

WRATT 5 RBISBHU R 3200 & MIEARIR &, ART63%K
DWATM S 7 (Table 6)o #5HMEMBReP AT MMM 28
¥(44.4%), MAMEM3ISHK(55.6%)Tho/o HFAMM
DT a-Streptococcus NT168(25.4% ), MNHEMTIE
S. intermedius 118k(17.5% ) MBI S T2,

S MEW63 ¥ X L T RU 28965, Erythromycin(EM)
BIUIMOMIC RHEL, TENDBEEIHERLL
(Table 7)o RU 28965DILMAIZEM £ 0 b 1~ 2H%
2500, M LEIZIZHESTH o7z, MINERN OS5I
Systemic Bacteriology 12 & % & T AAH V1S, S. inter-
medius & S. constellatus (SEFRPED S. milleri group IZA
NBENEETH, TITRESITHIMAMNE LTHR
o720 7 sensitivity DEEA LT AL, OBAL KR
&N 2 Streptococcus ROMMELABLODIIL, S
intermedius & S. constellatus DR PEH IV 2 V@HIZH
5, SEOMEFEORIICBNTL, THENIe-Str
eptococcus NDEIS0% A2 074 FRIEBE TH-7-DIC
L, FMENTS. intermedius & S. constellatus SEH12
KRR EEbTr 2k THo7, T2, HAMRT T4
BERELSAETL7 051 FEEIHN50% A LI5S,
B MERRICX$ B RU 289650 MIC 130.78 ug/ml LA T
Thot, WAMEICH LTS, RU 28965i21.56 ng/
ml U TFTCLEnN%NRE XMHIE L.

4. BIER B L UBIRRE
RU 28965#% 5 & ARIMEA R SEMICED L »

2720 BERMREMTIES-GOT, S-GPT DEE LA
FBH NS, FRREICEHEEZHNBREL
BBOLN ST

I % »

AR B ORI RU 28965 % 150 mg PIAR &+,
mY% - g+ & UCPAPIRE L ME L7 Table 1iZ7R
L7c&H s, €= THPIPIiRE s m s iR D%
BETHH, RRANREIIH%BRETH -7

7, EROBMKNME Tit Bt it Rk mcOM I
AL, EDIIREALDERMZBWT 1 H300 mg NS
MeEhTEH, RITHRSIATHE, SHEANUE
TIEZ 7 H(13.0%), HH39M(72.2%), m#H8H
(14.8% ) THRESS.2% Th o7, 17, FHEHET
12D 6 1(11.1%), HH26(77.8%), LoHH2H
(3.7%), ELH4H(7.4%) THYEII.9% TH 120

KENCADELALL I HEHARAETIE, HERA
#i 922801 Ti378.6%, MBI K11HTI290.9%, Ak
151 Ti393.3% Th - 1o

FULHRYEERIZL Y RHF SN TV HEDHEWEK
YHBLTALE, HRES, BER FRETFLRLH
B—ThWERERARE DB TH 5, KFOMLE
PMETAHAILIITRETHA 9, Amoxicillin(AMPC) I
DWnTit, ALY D29IFIZ B TERN27.6%, %
51.7%, ®%20.7% T & o 7o BRL- 25000 (CVA/
AMPC)IZDWTid, EHLY BIUHRLY ORELE
FFLZ-44B i BT ER6.8%, H#63.6%, %%
29.5% T& o 7=, Talampicillin 22V Ti, £4 K6

Table 4 Scores by point system before administration of RU 28965

. Evaluation by criteria
Points Total
Excellent Good Poor
10~14 5 23 7 35
15~19 3 16 1 20
=20 3 3
Total 8 42 8 58
Table 5 Efficacy rates of groups I ~1II at daily dose of 300 mg
No. of Evaluation by criteria Efficacy Doctor’s jud, Efficacy
0. 0
Group rate i rate
cases Excellent Good Poor (%) Excellent Good Fair Poor (%)
1 : Periodontal infection 28 4 18 6 78.6 4 19 2 3 82.1
1 : Pericoronitis 11 2 8 1 90.9 1 9 1 90.9
I : Osteitis of jaw 15 1 13 1 93.3 1 14 100
Total 54 7 39 8 85.2 6 42 2 4 88.9
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DIFIZBVTER25.0%, HRS50.0%, EHE2H25.0%T
# o720 Lenampicillin It DWW T, 4 K6 D1026|
l:;:‘h‘t%ﬂbZS.S%, H2h61.8%, ERKI2.7%THo7
Cefaclor 122V TI, HASD DTOBIIC BV THRH25.7
%, HR57.1%, WM17.1% Td o7, Cefadroxil THZ,
KE LY DASHZBWTERS.9%, HH71.1%, &R
20.0% Td o 720 Ofloxacin i22W\ Tk, KX¥&” Bk
UBALY OME L KT LA62HIc BV TERI6. 1%,
HR62.9%, M¥21.0%TdH o7, TMS-19-Q 122N T
i1, 4RO D21081IcBVTER4.8%, FH2H64.3
K, MH20.9% Th o 1o SH, RaAWLHMIE
LAPC, CCL & i3 IZRSOBMTH 57
ARBICBWTRH L e3knMATME N, BT
DIMBELAD L, HAMMTIEY 5 LRBIERKE A 22
%(34.9% )T, £D 5 L a-Streptococcus 1X168(25.4% )
ThHoloo EMAMMEIIRTESN, F0) LEHEKIC
BRELSNADILS. intermedius D11 (17.5% ), P. mag-

nus 8 Pk(12.7% ) Th o 7o ThOHDRMIZ, DRI
MBRDTMEB LT Y S LB & MIEW AT E A
ETHIETHRFOVDMEL L —HK LTV,
STMEM DWW T RU 28965, EM, IM O MIC % ifllsE L
7:(Table 7). €M T HIM I ELBT S L,
RU 28965i& M £ (3(2[H%, EM & h 2% - TW/,
WA o AMMERE IZH L TEHEH D MIC FAid -
MR L, RU 28965120.39 ug/ml & >100 ug/ml 2,
EM 120.1 ug/ml & >100 yg/ml {2, M i20.39 ug/ml &
>100 yg/ml I2¥ =2 &R L7 SO 054 Nttt
W10 7 ¥kAS a -Streptococcus T - 72, AW IZx
L Ti& RU 289650 MIC 120.2 ug/ml iZ¥— 2 %R L,
EMIZREBL DD M LIZIZES OB HER L,
SEIOBEMRICE TS M N7z a-Streptococcus DFIHK
e 054 FREENALNRI DD, BEHKIZH
+ 5 RU 289650 MIC 120,39 pug/ml Th o 72, %72,
a-Streptococcus DRIEROMMBAGENIZ OV TIZSHE S

Table 6 Isolated organisms

Organisms No. of strains
S. aureus 3
S. pneumoniae 1
group G Streptococcus sp. 1
a -Streptococcus sp. 16
Aerobes b4 -Srrcptococ‘cus sp. 1
Corynebacterium sp. 1
K. pneumoniae 1
Neisseria sp. 2
B. catarrhalis 2

Sub-total 28(44.4%)
S. intermedius 11
S. constellatus 1
anaerobic Streptococcus sp. 1
P. assaccharolyticus 5
P. magnus 8
P. prevotii 1
Anaerobes P. anaerobius 2
Peptostreptococcus sp. 2
E. lentum 1
B. capillosus 1
F. nucleatum 1
V. parvula 1
Sub-total 35(55.6%)

Total 63
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Table 7 MICs against isolated organisms

Organism

Drug

MIC : 105 cells/m

(p2g/ml)

<0. 025

0.025

0.05

0.1

0.2

3.13

6.25

|_50

2100

S. aureus

RU 28965
EM
M

0.39[0.78 [1.56
1

‘

S. pneumoniae

RU 28965
EM
M

1

1

group G Streptococcus sp.

(1

RU 28965
EM
M

a -Streptococcus sp.

(16)

RU 28965
EM
M

Y -Streptococcus sp.

(1)

RU 28965
EM
M

——— NN

Corynebacterium sp.

RU 28965
EM
M

K. pneumoniae

RU 28965
EM
M

Neisseria sp

RU 28965
EM
M

B. catarrhalis

RU 28965
EM
M

S. intermedius

RU 28965
EM
M

o s [

~

S. constellatus

RU 28965
EM
M

o O

anaerobic Streptococcus sp.[ 1)

RU 28965
EM
M

P. asaccharolyticus

RU 28965
EM
M

P. magnus

RU 28965
EM
M

S G —

P. prevotii

RU 28965
EM
M

P. anaerobius

RU 28965
EM
M

PCP!OI"!F‘OCOCCMJ sp.

RU 28965
EM
M

E. lentum

RU 28965
EM
M

B. capillosus

RU 28965
EM
M

F. nucleatum

RU 28965
EM
M*

V. parvula

RU 28965
EM
M

* . Not determined
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FRLVWRAENULETHLLEDbNRS,

EROBRER RSBV TED G, BEREMN ;
A% b S-GOT, S-GPT NEE A1 flicBHLN: 5)
Do, BRI GICL D EERXONDRBILRBOONL
hal

OBNBREIRICBITHARAE, hSEYEEHE LR
BBAE IS T B AL, BER=I) R €724
AOEFNPNAENTVE, L L, ThLBRENE 6)
KWAY T LAREIERRE, MAMEERTHIZ MO
ng, 2ous4 FRIEMR O EMREE L TRER
BihbtEXOLND, LHIL, HERD22OIM MR
AR SV THRGE - BBRKE, MBRIX - mPiREEH 7)
B EHMBESE LTRENRT /2, RU 28965
i, ChoDMBERETH-OICARENI7205
A ERAEWRT, EROERBENELBELT, in
vite DHENIZOWVTRIZIZASETHELDD, REF
RERAORIY, MW\ ihiREE, RvEMEERTY.
ARAORRIZBVTH, THEICHT 5EH D MIC & 8)
IMERSETHo: DD, AR - MTHREHS
bh, BRESKS 1 H300 mg x5 THRE.2% LR
FLEERIBON, 7, BRFZHBR~NOBRIIZELD
BEROVEREN, INREHIFTELENLERD
b, i 9)

DEDEE,S, RU 2896513t Ft - QSRR
Bit oM ICH LTS TR EEI OIS,

X [ 10)
1) ®3# & AFEH B R KLKKER:HE
HERAE ST A RAEWROBHRUELEEIZOV
T, WHEWHEE 1:122~160, 1982
2) higwE, & R—, XEx—, EALTRF 11)
ARTITA, PHRIEN, HEE—, HKEW, L
% E:FOBFEMEEICHITS Amoxicillin
(BRL-2333) DA REY), ERARABFZ. Chemother-
apy 21 : 1649~1654, 1973
3) HHE Ik, AE—, EHH—, KEER &
BEAM, AR K E #—, LH E:.0BH 12)
B 9 0% % % £E (2 #F § A BRL- 25000 (Clavulanic
acid-Amoxicillin) @ f fii # 8%, Chemotherapy 30
(Suppl. 2) : S633~5639, 1982 13)
4) HRIE#X, FEDE, KILF, 8 E £F
BI§E, 4 AKER : BRL-25000(Clavulanic acid-

Amoxicillin) D M) - KK MET, Chemother-
apy 30(Suppl. 2) : S640~S649, 1982

A ARRER, thik W, HEK—M, RE—W,, H
BOo%, MEEI, SRS, I M, KE%
B OEAEERIC 81T S Talampicillin O %7
B9 - ERRAORRGE, MR IJE S MERE49 : 656 ~ 664

1975

4 ARKRR, WH E, K-, AR— AH
HEE, ARESHEME, (LA F R - OBRSAEER
MYSEIZ BT D Lenampicillin DEFH M. Jap. ).
Antibiotics 38 : 1468~1508, 1985

AN, WAEEE, R M, SRR, R
E# @K, £4KKEE KERE HFH
R, RENBE, Ki%#8E, HAHRF, A B,
AR, HWE=, skl SXEH: 0B
MEFFRIRIC BT A Cefaclor D EBER I U1 BEFR
f#&fo Jap. J. Antibiotics 37 : 1006~1022, 1984
KW, H M—, KHFNK WEET, €A
M, AWkwg—, FH L, LFE TFERF

HHFS . OB EREIRMERIE IC3 T 5 Cefadro-
xil D4 AR, Chemotherapy 28 : 506 ~ 510,

1980

KW, Fkmw—, HH L, & %— LF
I : OBARFURRSSE 1343 5 DL-82800 %3¢
B, BEFKBIRF%&. Chemotherapy 32 (Suppl. 1) :
S1059~S1069, 1984

AL, KEFLE, HREFE, LHEH, K4
AKER, #EAR—B: OB EHIRICHIT 5 DL-
8280 D HBEHY - BEIK M F. Chemotherapy 32
(Suppl. 1) : S1070~S1083, 1984

4 AKER, BH £, WA—H RESMW, &
#—, AE—%, AFEH AREAR RATE,
IR ¥at, BEEE, LH—E EROBNEERE
BB AFH<r 054 FRIEDR YA TMS-
19-Q - O §ENEEFRRIMRET, JPN. J. Antibiotics 38 :
615~633, 1985

STHE, RSB, K4KKREE, LF-—X, &
DIEK - st MR fE A & OERFE 8B & EHRT
M, BHIEMES: 121~134, 1986

350 A RfLEREFESRE, FEI VKT L
Vo RU 28965, 2%f, 1987
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BASIC AND CLINICAL STUDIES ON RU 28965

J1ro Sasaki, MASATAKA UEMATSU, TOKIKO SEKIGUCHI, YOSHIHIDE OHTA,
SATOSHI SHIGEHARA and Fumisapa TomiTa
Department of Oral Surgery, School of Medicine, Tokai University

Kazuo SHiiki, NoBuo YAMANE and TOSHIHIRO YOSHIDA
Department of Oral Surgery, Iwaki Kyoritsu General Hospital

AxiHiro KANeko and KENjI MORIHANA
Department of Oral Surgery, Ashikaga Red Cross Hospital

We conducted basic and clinical studies on RU 28965.

1. Distribution of RU 28965 in plasma, gingiva and mandibular bone was measured in patients given this agent oral-
ly at 150 mg. The peak concentration in plasma was 4.9 xg/m! at 240 min, in gingiva 4.9 xg/g at 300 min and in man-
dibular bone 3.5 xg/g at 300 min. ’

2. RU 28965 was given orally to 60 patients with orofacial odontogenic disease in a daily dose of 200 or 300 mg b.i.d.
before morning and evening meals for 3~8 days. The results obtained with a daily dose of 300 mg were excellent in 7
cases, good in 39 and poor in 8, the efficacy rate being 85.2%.

The antibacterial activity of RU 28965 was determined against 63 strains isolated from 32 cases. RU 28965 showed
good antibacterial activity against Gram-positive bacteria except macrolide-resistant strains.
3. Neither side-effects nor abnormal changes in clinical examinations were observed except one case of slightly ele-
vated S-GOT and S-GPT.

In view of these results, we consider RU 28965 a useful antibiotie in the treatment of acute bacterial infections in the
odontogenic region.



