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RU 28965 ZBEHY 72 & VNI B R BYFF 28

AFEH - KMENT - LFFRX - RAX—
B 2R RS 0 B LI S S 4 1 e

#2074 FRIAEWK RU 289658 %150 mg L ERE 4L 5- MR L 22 ML, DER, WM iM
CRBHZEDAANE LGN, T2, B % WAMMI1300, MAEEER% 2 61, Y8585 FIORE206]
121 B#% 58200 mg, 300 mg 3 & U400 mg DG 2 11V, ROMKLBI:,

DHRAEERIZ S DAMHETIIERDIIL L, AT, HH3IG, 85.0%DHMET, 7, £

BEHETREETI.0XDHYETH -1,

BERIRBRREER B L UREME,» S LAk h ol

C o, MEREDOORBBICHT S MIC ORIBIZL D, 2128k& O KIS L1.56 ug/ml AT
THhN, ABPC, EM X W 1~-28 % HH M L IZIZEENHRBEHER LTV

DEDORR LD, RU 289651 OB FURMEBSE 24 L THAROBWIENR CHL EEL LN,

RU 28965i2 77 v X, MW - 225 7#HTHLL
pREINS-L) RO Ly O—BEERL-BORY
Glerug4 FRAEBRTHY, =) 202 >
EIRIZEOHE AR P ERENE 6D, RIHR
CEBBERW ORGSR OA %, 1 B2HDHKST
TR LERHENBOLND LD TH B,

Bl & ) 58 % b oRH % O ERRBRAE 20812
5L, AFOMKLHR, FEA, BRKREEZ SO
ERBIOVWTRH L) &L b2, THEKEEIREE
106 i SRR AT IS A H 150 mg X B OS5 L T, #+
EHoN- MBS L FOBRAMP~DOBITIONTR
E; | YA

1. EROHR

1. EHREN

fEH L7-RU 28965i2 L) AU A ADIHDY
FrE2-APFV-ZFI-AFNAFTATERBRL
bDT, FD5FR L CaHNOsT, £OHER L
Fig. 10BN ThbH, %5 L7-RU 2896513HE7 1
Vha—7 4 Y /BT, 1RPIS0Omg( D) EEHTS
bDER,

2. FRMEBIUHE

W RES XTI ~T1 kg H T HRERAT,
REEED L VT RBRSRIRBERIOR L Lz, Ff
REPURBBA~ O BT REBFI OB E RIZE VLS
LHRBTIT o720 FREHAT S BERIIRARA L L, $hBk
0BT 24, 1BMIAT 26, 2BEMAT 260, 4 ByROET2
#1, 8 BERAAT 2 6112150 mg S BEIES L7
Wt E AT IR ASARIR L % 2 ml 3REN, $RBHICH
Lo TiEK LTV 2N EOHMEA B L UEiEE %

#0.2 g IRM L7z, RPMMIH#H LTV AMBE TR
BICH—¥TREED, FMMICAN-80T IC THER
FlLo 37, MM LAMBIZ1500 rpm X 105>, 4000
rpm X 10530 2 ELE LML, Mikt HHF 2 — 7ic#
AL, ML FR—80CICTREL.

Z D%, FFOMikT B L UCEBABITREREIZD
WTIRRAEN VKRR SHTFRRTICRE LITo 7

3. HIERR
BEEOWE, TAEAMRES X ML L Table
1OTELThHY, ThHoDF—FIC@PRVDIELD
&MHY, RU 28965NMENREIINPREL BBE
RELD»S L RMABRE L) CLEVERSEORI,

I. BRENBRICNT SHR
1. BEREHX
RO ATHV/-RU 28965& [/ LEHNIT, 15+

Fig. 1 Chemical structure of RU 28965
N,O-CHz-O-CHrCHz—OCHs
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100 mg( N EH Db D E150 mg( M) FHD L DD 2
¥RV,

2. JEHBRL OIS HT

M RBEIL, BME0ELIIA N H61E8 A TICARM
BRE MO R MRS | e TS L
SMHEEBRREESTH S,
HBEENERIZIGRLUEE L1, $72, BEIIH
2 Ti, REREZGHAUBMUAIIO~sT51 MR
HEMROFEG ENTWIBE, w2051 FRIAY
RIGREEORAE X T TA8%, HRYE, WERELAT
LBE, EWMLZERER, AHELAHTIERE, M
HRLTWATREDSHLZMABLURILFOBEL Y
YN L7 B IHoTiE, HONLHBEDMNE
2BONTODDRIIERDEE 1T o712,
5413 RU 28965 100 mg § 3 7213150 mg 8¢ %
#, FRAENIC2 » 71U EDOKE E b IZEORE S
2o 1 B 513200 mg, 300 mg £ U400 mg Th 5,
22720, MENE F S RAB0ICEOKS L, &
SMmMFERE LT AMUAE L, BE3 BMIzES
+HrIEELTS

SERAEL LTI, YMCRE®RORAD BN THRAHR
YBASELNOMRELT,

3. BROUEFE

Fark B D ¥ E X - OB EHRBIE RS R
EEERHFZRALS TR LRAR) (LETVTIT -7
CORETIE, Z5M%KE, 38H, SHEBIUR
ERTHIZRARITY, H5MAKBAICT23HA8, 5
BEOSEESALYRY, 3HHFLAIILUTOLD
% %% (Excellent), 0.3~0.70D % D % H%H(Good), 0.7
UEDL D% ES(Poor) & Lo 372, HEIZEAHE

DiEHhil, FEENDEBRIZLZEEBONRLEDY
(Excellent), A %)(Good), ® <K% (Fair), EZh(Poor)
D4 BREIZTTIT o 7

37, MBREEDH) L, KFRFAIPAERE LK
LTV bDIZM U TSR ETY:, TRMICOR
NETERDRAEFRITALHICLTHRIRML 72, FR
L7-MiHizE 52 TCS H— 5 — 1AL, RERBE
KREL ¥— 1250, BHOTMEB LU MIC DME
217572

37, HEMBIUBREHRTHRIZTRELZAE DMK -
REELIT- 7

4. BRER %

BE5L2PN205INMEHNETETH ), REOMRLL
- 7z(Table 2),

54, 200 mg/ B DFEFIL 4 #1, 300 mg/ H DFER
H514618 X U400 mg/B 2B TH o 72,

H5MMIZ3~7THTH D, FIHY4.8ATH -7,

1) 2hR¥EH M (Table 3)

HBICBUIABRHUER EBHELL, AHUIHA
85.0%, #E%h3H115.0% CHEEII85.0%TH o7,

—%, THRECERIZL HHETIIEL 3 H115.0%,
HE56175.0%, LA 2610.0%, EHZ L, A
il DA RHEIZ0.0% Th 720

2) BEERBIIZABHRHEEM

L0 DERS L UM DS LR L7 b DA Table
4 ThHY, 22ENH61ET TTEYIZIRTH 7
IO DEALERTCER, H. EDHISETHE,
AL LUOERTION DELEY, 40&ENKT
75.0% D, *7:, 208EfH L US0KITE6.7% DHEBHE
%*187-(Table 5)o

Table 1 Serum and oral tissues levels of RU 28965

Time Concentration ( zg/ml)
Case No.

(h) Gingiva Bone Serum
1 0:30 N.D. N.D. N.D.
2 0: 30 N.D. 3.3 N.D.
3 1:00 1.9 0.9 2.4
4 1:00 N.D. N.D. 0.6
5 2:00 0.8 0.4 0.7
6 2:00 1.4 N.D. 4.8
7 4 : 00 1.1 0.7 1.5
8 4 : 00 0.4 0.2 1.0
9 8 : 00 1.2 0.6 0.7
10 8 : 00 1.3 0.9 1.4

N.D. : Not detected
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Table 2 Clinical results of RU 28965
' Body Diagnosis Administration Clinical effect
Case Side-
Age | Sex | weight | Classi- Clinical Prase | Daily dose | Duration | Total | Judgement | Subjective ”
No. effects
(kg) fication diagnosis (mg X times) (days) (g) by points | judgement
115 | M 56 1 Periodontitis 2 100%2 4 0.70 Good Good (=)
2|38 | M 62 I Periodontitis 2 1502 7 1.95 Good Fair (=)
337 | M 76 I Periodontitis 3 150X 2 3 0.90 Good Excellent | (=)
~4 | 40 | M 55 1 Periodontitis 2 150% 2 4 1.20 Good Good (=)
5| 60 M 63 I Periodontitis 2 150%2 6 1.80 Good Good (=)
6|5 | M 62 I Periodontitis 2 150X 2 4 1.20 Good Good (-)
714 | F 52 1 Periodontitis 3 150% 2 6 1.80 Good Good (=)
8|60 | F 52 1 Periodontitis 1 150% 2 4 1.20 Good Good (=)
9|23 | F 39 1 Periodontitis 150X 2 4 1.20 Good Good (=)
10 | 31 M 68 I Periodontitis 1 150x 2 v 4 1.20 Good Good (=)
11 45 M 57 I Periodontitis 3 150%2 4 1.20 Good Good (=)
125 | M 55 I Periodontitis 1 150%2 4 1.20 Poor Good (=)
13 | 46 M 66 I Periodontitis 2 200%2 4 1.60 Poor Fair (=)
14|38 M 54 I} Pericoronitis 1 100%2 4 0.80 Good Good (=)
15 |2 | F 52 I Pericoronitis 3 100%2 3 0.60 Good Good (=)
16 | 60 | M 65 m Osteitis of jaw 2 100X2 5 0.90 Good Good (=)
17 | 61 M 53 I Osteitis of jaw 2 150%2 5 1.50 Good Excellent (=)
18 | 35 M 52 m Osteitis of jaw 2 150%2 7 1.95 Good Excellent (-)
19 [32 (| M 60 m Osteitis of jaw 2 150X 2 7 1.95 Good Good (=)
20 | 22 M 58 m Osteitis of jaw 2 200X 2 6 2.40 Poor Good (=)
Table 3 Clinical efficacy classified by diagnosis
Judgement by points
o No. of (ratio of day 3/day 0) Judgement by doctor
Diagrosis 0.3 ~ Efficac Effi
cases 0.3 | 20.7 Y | Excellent | Good Fair Poor feacy
0.7 rate (%) rate (%)
Periodontitis 13 11 2 84.6 1 10 2 84.6
Pericoronitis 2 2 100 2 100
Osteitis of jaw 5 4 1 80.0 2 3 100
Total 20 0 17 3 85.0 3 15 2 0 90.0
Table 4 Age and sex distribution of patients
Sex
Male Female Total
Age
Q0 ~ 29 1 2 3
0 ~ 39 6 6
B 3 1 :
60 ~ 68 g 1 4
Total 16 4 20
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3) BB L D A7 RR ¥ EHM(Table 3)

SN RE % 3 BECT, ] BRI,
P EMIEE OREATI0SUL 194N, 95 [ 243 i ) B
%, HE5MEEONAI0MLEIOAUT, HIR XL
THRSMEB ORISR EE LA,

HIBTIBEDESLIN, HHEB4.6%, HIKHTIZ
261100% DAL, WO TIL4H180.0%DHERHE
%1#?:0

4) FRMABULS AR IR SERLMR(Table 6)

WAE 3MICHT, 1 MRS HOMITH, 2: 1K,
3 AMUMETAE, MREIOOBITHOFMIEH L 4
$180.0%, M2 0 5U81.8% ARMNIIL 4 BI100% DHZ)
®EIRI

5) 1 B#x5-RBIEEKER R (Table 7)
1 BESRINCEERRR LA DL, 200 mg 5B

4 BI% 4 B1100% @, 300 mg #3581 1401P13192.9%
DREYMBE AN, 400 mg RFED 2 RICHHAIL %
Mo f:o
6) HIYERI(Table 2)
BRE ZRERREFICALh o,
5. BRI
RU 289650 SN LRGN THRICRA L, FRilIRK,
Axrul &, AT b2 o M, /MEXK, Bl
%, HIMmR45 MW, S-GOT, S-GPT, Al-P, ¥ )i ¥
v, BUN, mik2 L 7F=>, CRP, MitIcO&MEL
A
RRETIEpH, ¥/, HMIOERELT- 12,
1) MEPMELM(Table 8) P
EROBEFIZE > TREMERTERA L o7,

Table 5 Age and efficacy distribution of patients

Judgement
. Total
by points =0.3 0.3 ~ 0.7 20.7 (Efficacy rate %)
Age
20 ~ 29 2 1 3 (66.7)
30 ~ 39 6 6 (100 )
40 ~ 49 3 1 4 (75.0)
5 ~ 59 2 1 3 (66.7)
60 ~ 69 4 4 (100 )
Total 0 17 3 20 (85.0)
Table 6 Efficacy classified by phase
Judgement by points Total
Phase
<0.3 0.3 ~ 0.7 20.7 (Efficacy rate %)
1 4 1 5 (80.0)
2 9 2 11 (81.8)
3 4 4 (100 )
Total 0 17 3 20 (85.0)
Table 7 Clinical efficacy classified by daily dose
Daily dose No. of Judgement by points Efficacy rate
(mg) cases <0.3 0.3 ~ 0.7 =0.7 (%)
200 4 4 100
300 14 13 . 92.9
400 2 0
Total 20 0 17 85.0
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2) PRI K

ER6DHRMAGL SR, fGHE b (H)THo7h,
COREBERBEORRMASH), KENT Y bu—1LD
ATEBBHBINTW/ LD TH A,

6. WHHFHMIEB MK (Table 9)

R8P, HESAICAEREELERLTSEN, R
RN T E2EFIESHIT, £0) LEORUTE/E
Bli4BITH o 72, BMHEMPRIZIZERT, HAMRTY T
LIEMIRDE TIZ S. anginosus 1 Bk, S. intermedius 2 ¥k,
a-Streptococcus 3 Bk, 7-Streptococcus 1 B, 7 5 LM
ERDE T2 Neisseria sp. | RO a1 rz, E 7MW
T3 5 LREMEER O P. magnus 1 Bk, P. asaccharolyti-
cus 1 Bk, 75 LBRMEIRM D B. asaccharolyticus 1 ¥, B.
capillosus 1 Bk CdH - 72,

D2VT, RHEIZ2WTEHA, EM, JM, ABPCIZD
WTEDHBE N4 5L, RU 2896513 M #kiZ1.56
pg/m LT THDMBMNTENR b > TV 5(Table 9)o
okl & LB L TABE, KRDHENIZIM & I2IZFE%
T, ABPCOAD 1, EMOEM2HFIILEN TV,

I, EWESTICEEY
TE, AERAOHERZEIOSTILVLLDXHD, K
L OHREHRIAIEDN TS, EZAT, - OBHER
DORRAEHCTHEFE LT, TTHEBHOSICS
WTENRLDOERBYPSORBEICHETELD, 2% D,
HRAME L RAEOREREDENICHEN 2 RTIL
WVARZ FILRRFI LTI L6V ENVR B,
DLT, HEBITHICML TIIHOHELET HFAB DI

NA&, 7, *0EFALLVECEALIZLHETS
KB~ ARDRBWE E b RMFELZSS, 1,
HIERMLZ W LRV TTLLV, $7:, HREED
% OMEERETIX, OS5 THH I L bR LIZER
TH5b,

RU 2896543 6F4 7 5 LBl 8L UREIEEIC
LMD ERTEVDRTWA, 17, BYERIZBY
THHRMEEOH~DBIUIE DO TRVERTHS,

J-F. CHANTOT® 2k B L, = AR > TEH %20
mg/kg, HWEIKEORS LTOMmMSRETY — 7131 85MH
THLHLEBEL TV A, LA L, SEDOHEADHKETIL
F=IDXEDEAMNKESHWETELN-7, Thig,
THRARE MR AL TV B HA, ElF%0.2
g X BHIIERBL:A, ChULOROFRIUILY 2L
{, EDHERFT—NELDbDLEXD, 7, 8
B DM MARIE b 2 BRIl L EHROMENRON, 0
FBIRHB L TOLVDOTLTETHLH, BELEKFD
#5-ME8I210~12B5M CHATRETH B Z EAHEM I Nz,

BRI EDHETIL, EBHEICATVLTNE80%LL
LOEYERELBTEY, LOEBRICLACTELLD
EExT, 37, FRMBICATY, MR, ETH,
B, SRIPE L% NAMELE, LOBICBVTY
HHTEHL)ITHD, x5 EIZMAL TiZ200 mg/ BiX
5%, 300mg/ AR5V E LNV LOEETH-7:
A, 400mg/ HEER 2B TH 70 2H0HD
SHEIITERVA, LTLOHETINLHRI LA
BLOTHRVEHIZELZLNT,

LEMLEDERIE, FALL51385.0%, FHEEHE

Table 9 Relation between clinical effect and MIC of clinical isolates
. . , _ MIC ( z.g/ml) 10%fu/ml
Case No. Diagnosis Judgement by points Isolated organism
RU 28965 EM M ABPC
5 Periodontitis Good S. anginosus 0.20 0.05 0.20 0. 025
ua -Streptococcus 0.78 0.20 0.78 0.10
-Strept 1.5 0. 0.78 0.20
7 Periodontitis Good 7 -Slreplococcus 6 20
P. magnus 0.20 0.05 0.20 <0.025
B. asaccharolyticus 0.10 0.05 0.20 0.1
a -Streptococcus 0.20 0.10 0.20 <0.025
) N S. intermedius 0.78 0.20 0.78 0.05
13 Periodontitis Poor
P. asaccharolyticus 0.20 0.05 0.39 0. 025
B. capillosus 0.39 0.10 0.78 6.25
a -Streptococcus 0.39 0.10 0.39 0. 025
20 Osteitis of jaw Poor Neisseria sp. 1.56 0.39 3.13 0.2
S. intermedius 0.78 0.20 1.56 0.2
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TiRI0.0¥ ED LR D RVWRIRERL T, (B

7o, BRMBIERER G2, MM, RREOHR
PHOILRIERLEDRARLIRALNRT, E6ICH X [ 13
ERELCRHB SN 12BKOMIC ¥ AD L, 25 1) ABFHT B ORI MUAE 123 T B A MR DB RY
$1.56 ug/ml LT TH Y, BWHENESL-TWAS EERIZONT, . HBERDOERIZDNVT,
Edthdol, WM 1 (1) 125~144, 1982

BE, RU 2896543 C1BESRIRM SediE (23 L TR BN 2) CHANTOT, J-F. et al : Antibacterial activity of Rox-
KoRERL, BERAL 2, MHMIIHT2EN G ithromycin : A labolatory evaluation. J. Antibiotics
+HCHELTE), HAMOBWHAEWKTHLLED 34 : 660~668, 1986

RU 28965 IN ORAL INFECTIONS

YosHio Hisano, TAazuko SAToH, Asao UENO and SHolcHI FUKUSHIMA
The Nippon Dental University, School of Dentistry at Tokyo, Department of Oral and Maxillofacial Surgery I

We conducted basic and clinical studies on RU 28965 in oral surgery. Distribution of RU 28965 in plasma, gingiva and
mandibular bone was good.

RU 28965 was administered to 20 patients with oral infection at a daily dose of 200 ~400 mg. The results obtained
were good in 17 cases and poor in 3 with an efficacy rate of 85.0%.

No side effects or abnormal changes were observed. The antibacterial activity of RU 28965 against clinical isolates
was almost the same as that of JM.

From these results, we consider RU 28965 to be effective against oral infections.



