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35%, AWIIN65%, RO DBMED/z, ¥, FRICL B EHESNIRERRROOW D57

1 5 RI2KM300 mg A5l & R 27,

F7-, MEERAICIS0 mg BOKS LABEOMAPMRAEIX 1BEMBICE -2 &2 N#5.2 ug/g, %

7= ik I IRBEI26.2 ug/ml TH o 72,

RU 28965127 F » AD NN - 27 F 7HIZBWT

RRanHLVBOOEER I 071 FRALNT,

BICHBEMEATR TBIBICLER S0, fER
N=r7054 FOS~6EDMTRELBLEATE,
POFOERMOH TRHEMERWC EXHE ShTw
b 372, ARZ b ARTY AuTq L s EHEUT
MIC $i2iZE%E L SR TV 5,

Lo T, SERARENS 7 LRNRETHH L
BE(, TLAREBE~OROLSAOSE 2L, 1H
EEROBACE WEAERRBBE LAV ERESH
LAFNL, W - - OBEROBBAEGHE & LTHHE
LLOLERIND,

EE G IRIARI SO OBELMKA B X Uik ik B O Hl
FLibil, OBBEERE RS LRTFLE&ALH-
DTHET B,

1. MEAREMELCONT

1. fiEE

BRERZH O, LOMP L ARRBOKELHRITH
BREHIRNBET, B4:4DFH8H, HEIZI6~
83kg, F3962 kg DEBATH 5,

FH D5 12150 mg FWATICEDORS LA, Hlk
REEASR 514305, 1850, 2BMBIU4REME L
BINHE LT, 37, REOHBEYRIIHIORS
B E L, S@RNE cRrARISEED o7,

MRORBUTFEAIE LT200mg & LEES L U8 2
KEEMEmER L LA, BRAOKEEL#ITH0
LEBAOBRKIIITDY, BHEERERT L,

e B X ORI ICERE L 22 BRAR ML 43 & 4 DERED
FHRICAN, BEHIZ—40CHUTIZBHEL,

M5 it Bioassay BEI= & h BEL N (BK)BIERTICE

WTRPIZIT o 0

2. e

Table HIRT T K, @APMEIR 1 BEMKEICY—
s e N#5.2 uglg, 4 BEMMRICH#1.9 ug/e LWV
B &R LA, $7-MikPIREbRFEMLEARERL, 1
BEM AT — 7 T6.2 ug/ml T o 72(Table 1),

I. BEARNR S S UEMRE

53R I RALEE KO BN B8 — MBS R % 8
H61E3 ANL 6 AT TN 2BOBREERED
36, FiEREAGE4BMUAICthO< s 251 FRI
EHOFEG I TWIBE, w2054 FREAERIC
ﬂﬁﬁqﬁﬁ@bbﬁ%,H-ﬁ&&uﬁ%mbbﬁz
Hiddh 5V EEF THLTEENDH WAL L VIR
LhDBEL EE RN LI ET20fERTdH 5 (Table 2),

HEHRE L-BEE I A ROBARERIORENK
ZHRHEXKES 2L L OCE B WARBET DD
RS AR OEEREIIRENEEIHE L
0, E28 - HERBART L HLBHENRERED O
EWLEREAZELLTVWTHEHERKE, B35
BRT OO REDECRNARI-RIEOABIIHD S
NDTHb,

#5RP L URAER, ERICE L THELEDHRIZ
& h1AR200mg(100 mg$E 2 ), 300mg(150 mg £E 2 )b
L U400 mg(100 mg $E4 )& L, BRB L Y A0S
IZEOHS L, 22750, MERBEOTFIC LML
) B G 28FT L7,
HEHMEMEIZ3 BoERS L, TORERIIEL
TiEmL7zzAS7 BEILAE L7z, M, 3HBEHERICR
BN E L CHRBBETICRRE S, PNl T- 7
%, LEICE UL TRLE &2 RKT L
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Fl, EntEERICHELEERIZTERLONDNH
RENTHB Lol 727350, REROMITHRY
B OYENEBRVTLEROADBA RN L7,

37, RFTLRIZIEELIN £ DML BICIE L TITW,
FORFIIMERICHMICRA LRBIIMFORE L L7,

BERIRE R & LTREMERSRT HRIC, mE—
B L LTRMERS, meaXE, ~< b2 M,
BmMRK, mu®, moE% FororYrEMLE,
WHenemE L LTBUN, Mik2LT7F=riel, M
BEIRE & LT GOT, GPT, Al-P, R¥ YLK &,
RIS pH, REBH, RML L, £0O#I2 CRP, Mt
LEEHE L. TOME, EXREHEHALBL/ME
DBOIBETEREL OMEM S, MFEZL, MFERE
wH LY, MEMBE, L Ly, S3MENSH D,
Bo2IMENDD, DSEMTHETHILE LT,

MW EOOREIZ, K& L THSKIEMED & RIS
L DR MC DOV THTY, SR LFARM, WS
HEOFIES L UEH, EM, JM, ABPC ® MIC iZD\»
THIE Lo #, ZREIHFTRASBWRREL > ¥ -1
BVTEPWYICHRLEREEIMEEICL DERBL,

O HRHE

FERR R O E IR B ROBNBESOMEHRHRY
EERES 26 LT ANKE, ROTICHYEIZ &L AR
EBOEBKHMICL L IHEBEICENITo 70
MERATEDHERERICH LENEEEIZICCTED
Ln-mHkIzE ), BENOBEROESKOME, %
5% 3 BH(T2BM%) DB EROEKROMERD, #5
HOM /5 OMA0. 3T %+ E%h, 0.700 % &%,

FOMERYE 3B THET 5HETHAH(Table 3,
4),

HLURIZEDEMPYTEEIL, BREKXIEHIOR
BMICHML76DLEY, BHOMHBLALDLES,
UWHLNIURDEMERLI-CDEL LKL, &k
DBHLONLEDN 726 DEXMBD 4 B THEL L,

7erfL, BHRBELZLIZEDHUACTRNIITHE T2
k&L

37, CThODYBEHELRBIERB L UBFERERK
ILEBREMUMIZEY, KROBKRYHRANY, *%
ICME, ME, ©CME, 7, XIS BB
THEL,

N. BEXK R

KGBRIED) 12 Table 5O TE {, BHI2H, TiE8H
D20 TPHERIZ46.3RTH Y, AEIIBHTY
61.8 kg, THEF3951.9kg, &F1Y57.9kg CHBHIE
VW] %7K L7z (Table 5)o

HE5HREBIL Table 6ISRT LI, B1¥IM,
oA, LEIVTHTHY, T/-18HK5K1
Table 70 & {, 200 mg2 #1, 300 mg9 1, 400 mg9
PITHY, MBEEFAI2ELTION, 13~17456 H,
184 LA E 4 ATH - 7=(Table 8),

KRICERER R IZ, AR TR Table 9ICRTIEL,
EMTH%, HM3IR6SK, =L L LFEFICEN
BRTH-7

HUEROEMIZ L D HEHETIE Table 10IZRTTE
<, EX9IP4S%, AWHS%, LLHEHS L UEL
LLEBOTRIFLRERTH ST,

AL Table 11IZR$ T K, FEICHELR
55%, @R 7H35%, LLREL1HS % LENIERT

Table 1 Serum and gingival concentrations in healthy volunteers after 150 mg oral administration

N Time Gingiva Serum
0.
(h : min) ( ug/mg) (pg/mi)
1 0: 30 2.72 Mean ND Mean
’ ’ 1.7 - 0.2
2 0:35 0.73 0. 40 ~
3 5.62 3.30
1:00 5.2 6.2
4 4.81 9.06
5 2 00 1.25 a1 1.60 21
6 2.86 2.69
7 2.59 5.03
4:00 1.9 4.4
8 1.22 3.80

N.D. Not detected
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Table 3 Standardization of evaluation of clinical symptoms
(Japanese Society of Oral and Maxillo-Facial Surgeons)
Less than 37C
From 37 ~ 37.5C
From 37.6 ~ 37.9C

1. Body temperature 0

1

2:

3 : More than 38C
1

2

1

2

2. Fatigue None
Present
3. Anorexia None
Present
4. Redness (local fever)
a. Intraoral 0 : None
2 : Gingival redness around one or two teeth

4 : Gingival redness around more than three teeth, or redness in neighboring tissue
(buccal mucosa, mouth floor, etc.)
b. Extraoral 0 : None
1 : Redness or local fever in extraoral area
2 : Redness with local fever in extraoral area

5. Swelling
a. Intraoral 0 : None
2 . Gingival swelling around one or two teeth
4 : Gingival swelling around more than three teeth, or swelling in neighboring tissue
(buccal mucosa, mouth floor, etc.)
b. Extraoral 0 : None
1 : Swelling of extraoral area
2 : Swelling a more than hen's-egg size of extraoral area
6. Induration 0 : None
1 : Palpable facial induration
2 : Induration with increased skin tonus

7. Pain
a. Spontaneous pain 0 : None

1 : Moderate pain
2 : Severe pain

b. Swallowing pain 0 : None
1 Present

c. Oppressive pain 0 : None
1

Present
8. Trismus (limitation of jaw movement)
0 : More than 30 mm
1: From 20 ~ 29mm
2 : From 10 ~ 19mm
3 : Less than 10mm

9. Lymph-node findings

o

No finding, or swelling without tenderness
1 : Movable swelling with tenderness
2 . Fixed swelling with tenderness
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RRERARTE (2 3% 5 BROARE 13 150012 BAT IR 72 8¢, R THE
BABICKIEL B DA TTRERLEHRE L L o, O
HIBERANS Do 2 OBNIBO LD o2 S
L5, '

B Fig. 1ISRTIEC, ZMICL ARSI
ARIRBOSR Lol '

R E LM Table 12078 &, MBHEOS -
oA CMERNRE LRE LD, €055 150k
FERRLTE, o256 RERERANDS S 2R
BRRAEN L ZBOTRMOBVEFNTH 72, £H
CEMNIZBRRSMHENSL, 720, 6HM15ITH
D, FBRIHMLMEEROLDOTIZ4MIB, 3

me2piTHh, MBMMBRHIZ LD o7, TIMLA
1MDY L, MMEERLA G DI a-Streptococcus 5 ke

3k 7-Streptococcus 2 PR 2 ¥R, Comynebacterium sp. 2

BRIKTHD, SRM%KLE b EM B8 L00M 12t
ABPC IZSEETd - 72 (Table 12),

HERIMFICERIC LR L HXOND L DRI HIED
’&ﬂ‘o r—'o

V. % "

WARNE & Uik iREDRE IRNEFA D2, &
HICRERABATIZ200mg LA b &L,
MEIRLLE N EHE SN BH—FE OB IZITBI R,
Tibb, REEORENTLL, PROWMICE HHiR

Table 4 Case card for this trial
(Devised by Japanese Society of Oral and Maxillo-Facial Surgeons)

Treatment date Beginning day Day 1 Day 3 Day 5
Body temperature 0123 0123 0123 0123
General
. Fatigue 12 12 12 12
condition Anorexia 12 12 12 12
Intraoral 024 024 024 024
Redness
Extraoral 012 012 012 012
. Intraoral 024 024 024 024
Swelling
i Extraoral 012 012 012 012
Local Induration 012 012 012 012
findings Spontaneous 012 012 012 012
Pain Swallowing 01 01 01 01
Oppressive 01 01 01 01
Trismus 0123 0123 0123 0123
Lymph-node findings 012 012 012 01
Total points
Table 5 Background of patients
(‘; f:) Mz;le Female Total Bodz'k\;;Ight M?le Female Total
270 2 2 4 =275 1 1
260 1 1 270 1 1
=50 2 2 4 =265 1 1
240 1 2 3 260 5 1 6
=30 3 3 255 1 1 2
220 3 1 4 250 3 4 7
210 1 1 =245 2 2
Mean (y.0.) 45.6 47.3 46.3 Mean (kg) 61.8 51.9 57.9
No. of cases 12 8 20 No. of cases 12 8 20
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Table 6 Classification by diagnosis

Total N P Dose Symptom points
i . otal No- ase (mg/day) Day 0 Day 3
Diagnosis of cases Ratio
(%) No. of cases No. of M No.of | Mean Mean (@/®)
ean
(%) cases cases | @ @
beriodomi 1*] 5 (60)| 200 | 2 122 | 6
eriodomtitis | g (45)| 2 | 2 (20| 300 | 4 | 311 |13~17| 3 | 11.6 3.8 0.3
group 3| 2 (2] 400 | 3 18s
. L 1 3 (75 200 122 4
Periserotinitis
4 ( 20) 2 1 ( 25) 300 2 350 13~17 11.0 4.0 0.36
group
3 400 2 18s
osteomvelit 1| 5 (72)] 200 122
SIOMYEMS 7 (35)| 2 | 1 (14)| 300 | 3 | 357 [13~17| 3 | 177 6.6 0.37
group 3| 1 (1] 400 | 4 18s | 4
1 13 ( 65) 200 2 122 10
Total 20 (100) 2 4 ( 20) 300 9 335 13~17| 6 13.6 4.8 0.35
3 (15) 400 9 18= 4
*1 . Aggressive 2 Stationary 3 : Tendency to remission

Table 7 Classification by dose/day

) ) Symptom points
Dose Total No. Diagnosis Phase Day 0 Day 3
(mg/day) of cases No. of cases No. of cases No.of | Mean Mean Ratio
) (%) (@/®)
(%) (%) cases [6)) [©)
I*| 2 (100) 1*| 2 (100) |122 2
200 2 (10] 1 2 13~17 10.5 4.0 0.38
1] 3 18<
I 4 ( 45) 1 4 (45) 122 4
300 9 (45 1 2 (22) 2 3 (33) 13~17 2 13.9 5.0 0.34
I 3 (33) 3 2 (22) 18= 3
I 3 (33) 1 7 (78) 122 4
400 9 (45)( 1 2 (22) 2 1 (11) 13~17 4 14.1 4.8 0.35
Il 4 ( 45) 3 1 (1) 18 1
1 9 ( 45) 1 13 ( 65) 122 10
Total 20 (100)| 0 4 (20 2 4 (20) |13~17| 6 13.6 4.8 0.35
m 7 (3% 3 3 (15) 18 4
*1  Periodontitis group *1 . Aggressive
I Periserotinitis group 2 Stationary

[ : Osteomyelitis group 3 : Tendency to remission
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- Table 8 Classification by initial symptoms score

’ Total No. Diagnosis Phase Dose (mg/day) Term (days)
“Symptom
: ints of cases No. of cases No. of cases No. of M M
. ean ean
das (%) (%) (%) cases " 2
I*| 6 (60) 1" 7 (70) 200 2
122 10 (50) [ 0| 4 (40) 2 1 (10) 300 4 320 4.2
‘ I 3 | 2 (2) | 400 4
, 1 3 (50) 1 3 (50) 200
13~17 6 (30) I 2 3 (50) 300 2 367 4.8
il 3 (50) 3 400 4
. ' I 1 3 (75 200
18 4 (20) I} 2 300 3 325 5.5
I} 4 (100) 3 1 (25) 400 1
‘ \ 1 9 (45) 1 13 ( 65). 200 2
Total 20 (100) I 4 (20) 2 ( 20) 300 9 335 4.7
m 7 (39) 3 (15) 400 9
*]1 Periodontitis group *1. Aggressive
I & Periserotinitis group 2 : Stationary
il : Osteomyelitis group 3 : Tendency to remission
Table 9 Clinical point method
: Total No. Diagnosis Dose ( mg/day)
Evaluation of cases Periodontitis Pencoromtls Osteomyelitis 200 300 400
. (%) group group group
Exg%l!%nt 7 ( 35) 3 2 2 3 4
0%, | 13 (65) 6 2 5 2 6 5
R | o
Total 20 (100) 9 4 7 2 9 9
. Efficacy ratio : Symptom’ points on day 3/day 0
Table 10 Doctor's subjective judgement
Total No. Diagnosis Dose (mg/day)
Evaluati f Periodontitis | Pericoroniti Ost liti
valuation of cases eriodontitis ericoronitis steomyelitis 200 300 100
(%) group group group
Excellent 9 ( 45) 5 2 2 1 4
Good 11 ( 55) 4 2 5 1
Fair 0
Poor 0
Total 20 (100) 9 4 7 2 9 9
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EAMRFESN, KL, WhPREIBONLIEIZL
LPHMBENT v 7B LUBIERARIMRATIN, BE
KGR TI3200~400 mg L fhd~ 705 1 F O YR
DFEBHRSRN20~40% B TLBIAHTH -7

—ARIZ - W OBFESISRIEL, BOTHEE LN
DHEETHORMERL D OWIZL - TRRAELT S
ek, IBEMTIREBEVALLBEYBRTHLI L
DFRA &T, M — AR DA% M — R e AR S % #E T
ORMEN, &5\ ME—WEEDOH 5 MUK EE—
ORMEE~ZHLTVDZ LBV,

—%H, TREBRIEDOETMBTE L RTHIXEDTHA
EHT T LR ERTH D,

L7225 T, E—RIRELDB~NEAARIZANRY b5
LHLL, RTHY T LARUREIIBRIEOF DT
HHr L, BRMEN~DOEBO LWL, T:40%
BERLTHLHLOROREGTRELR I &k EDOFRMEHHE
oz, S, EFIZERLIZEHLALDOELT
KB ITo7

2T, ZRRBRIZ2BIOATH R L THEF 2B L 2
VLBV, FRYERRE L UELEOERIZL BN
FEELEGIZI0BDENETH - LiIdBFFML T
ELXzwbDL#E2 b, £, TONBELEDED
Wk, EESEIHTYH 3 HEFAHATFEH0.37L
FFIBENZ L EHERD HN(Table 6), S HIlHKS
RIZDOWVTiE, 1HE200mgRE Tz 28I bABE
FEAELDT EEWBITIEd - 7785 3 BBEFESI
0.38, F7-FHE5AKIL3.58THY, 300 mg 5D
9FITIX3 ABFL0.34: X5 AHI.9BTH D,
400 mg HEFD I B TIFENFN0.35:4.4BTH I,
SEMOIHEFARBIURSARICEELBO LY,
o7:(Table 7), 7, FABROFLAFTIRIZELUTO

106ITix 1 B PHRE5 R0 mg X5 HH4.2HTHY,
1B~17A %06 FITIEENEFN367 mg - 4.88, 1844
rHEDAFTIIENFNI2S mg:5.58BTHh, 58
& Z5EABRNBREEEL ViIIMESEDHNT:
(Table 8),

PEEbh, - - OBNHFAROBESE Tiz, B
Tix 1 H200 mg, WAL YOREFTIX300 mg, %2
BITI2400 mg A MY L B S N1,

RIHEREDMR T, XRRTRIBIFSEHERS
BUAE D o 7255, 6B 3FAYT S HhOEBTORAE
HEZBELTIbDERB DN, LA L Streptococcus
sp. DRENRBRENSTFRL VB2 LIiEB S
(AN

37, DEOH&RIINHE, SNE, BAH, KWH,
WRBH B LUOBABOGEREK EtBBUR—HL
72

V. ®& ]

W - OBNAEEBIZBIT A RU 28965DEERKIEA
DERHL, ROBREB,

1. SR AIZIS0 mg OS5 L-BOWANRE
21 B ATY — 2 TH5.2,4g/g TH Y, FEBRIZHE
L 7= ik s il 134962 pg/ml Th 5720

2. YFAROBERRAE06IKS L, BAROBS
HELONADRDRHEEEIIL LSV THRAES.
1TV, ER7H135%, HRI3GI65%, WRhh L DOSEY
B,

3. AL B EEZONDAIERHIERZOON Yo
72
4. 5 RITKM300 mg HMY L ¥EE SN,

Table 11 Usefulness

Total No. Diagnosis Dose (mg/day) Term
er|
Evaluation of cases Periodontitis Periserotinitis Osteomyelitis 200 300 400 (days)
(%) group group group
Remarkably
satisfactory 12 ( 60) 5 2 5 1 6 5 4.8
Satisfactory 7 ( 35) 4 2 1 1 2 4 4.1
Slightly 0
satisfactory 1(5) 1 1 6.
Unsatisfactory 0
Very 0
unsatisfactory
Total 20 (100) 9 4 7 2 9 9 4.7
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RU 28965, A NEW MACROLIDE, IN ORAL AND MAXILLARY INFECTIONS

HirosHi TakAl, KaTsuvosH! IKEsHiMA, Hirojt Ozakl, YASUYUKI OKADA,
TsutoMU ASAKURA, HirosH! YosHIDA and AKIO NAGASAKI
First Department of Oro-Maxillo-Facial Surgery, Tohoku Dental University

| infections, and its gingival concentration.

We studied the efficacy of a newly developed macrolide antibiotic, RU 28965, in acute suppurative oral and maxillary

Clinical efficacy was judged according to the “Standardized evaluation of antibiotic efficacy in oral infections” devised

by the Japanese Society of Oral and Maxillo-Facial Surgeons.

The result was excellent in 35% and good in 65%. In view of these findings, we consider a desirable dose in oral and

maxillary infections to be about 300 mg/day.

For the bacterial culture tests, pus was aspirated from abscesses of 6 patients. The following strains were isolated :

a-Streptococcus 6, Y- Streptococcus 3, Streptococcus intermedius 4. Peptostreptococcus magnus 3, Corynebacterium sp. 2 and

some others. In those strains, co-resistance against RU 28965, EM and JM was recognized in 3 strains of a-Streptococcus,

2 of 7-Streptococcus and 1 of Corynebacterium.

The peak gingival concentration 1 h after administration of 150 mg was 5.2 g/ g and that of serum 6.2 .g/ml at the

same time.



