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RMEEIBIC BT 5 RU 289650 HRERY, ERRHIIRET

AN - AR B - T
EFMILT - HR 2
DB LY AC 27 B e 27
(EfE: 9 AKR)
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] LI 787 . T R B R

# L V> Macrolide L4 A TH A RU 289650 K MEL IR THXRK), HKKIRET LT 57

1. MMM RN & 1) M L 7= Staphylococeus aureus(S. aureus)iZ5t+ 5 RU 289658 & Uf
Erythromycin(EM), Midecamycin(MDM)?) /N5 FH 1k i BE (MIC) 2 Bl L 7o MIC ZHiid v ¥'h
b Rk L R AR TR I, RO Y — 2 12 RU 28965, EM, MDM T0.78 ug/ml,
0.39 ug/ml, 1.56 ug/ml T 7o RU 28965% EM 01.56 ug/ml LAT DMEHRMKIZ L 612 24D
64% Th o7,

2. 9 MIE#Z20 mg/kg &EOHESG L, MikHiRE, EMPAIREDKFS L bicassay B THE
L7z BEMPIREIL 2BEMMIC Y — 2 E L, %5 1 BM& L ) MikPiREN]. 1~2.3t5D@ME LR
L7 '

3. 33FDOMADEMMAERIAEBEICEAH % 1 B200~400 mg %5 2 RAIIXS L, 258%(75.8%)
A%, “EHEKT, “ELCEE, “DRIVEE OBRMFEOoNT, BIERIR 1 HICKENXALNT,

RU 28965i, 75 YR, WtV 2253 7#I2LD
BB S/ H LV 14 BB Macrolide RITEWMR TH 5,
FEARY MV, invito TEIZER EM & FEHT
5N, BICKET, PREORINE & UMBBITHEIC
R, O in vivo FLHE 112 HER D Macrolide #| & h 1%
htTwaY,

4E, bhbhiaEH OBEKDRE S. aureus 1234 5
HEAH, 7 MEOKRSHOMmMED, EMNIRE % ilE
L, RRMICEMAHRIHEBEIEALOT, UT
LEDBEEHRET 5,

1. e EHZE

1. R

FILARZEREMEHZBWT, 19865 9 AH» H19874 3 A
ICRHEMEEFR L ) RSN S, aureus S0BRIZAT T 5
RU 28965, EM, MDM DiH ) % B R{LERFEE ST
HFIZTHIE L, BREERIZI0° cells/ml & L 72,

2. 7y bBLUL oM, EMAIRE

Wistar %F » b (H, 200 g Bi#%) % B>, RU 28965
20mg/kg ¥ HEICTHROKS L, SIEE1#ELT,
304, 10§, 2RFM, 4 BRMGICEBIIR S b iRM, &
LICHHAL, REHEEFRELRRL /-, MBIIIFRT
3,000 rpm 2053k L, MiE%REL 7z, EMIZE T

B %+ Rk, BERTISgrRINYITH
YL, EBAIEAK%11.5ml DX Polytron XEZ+ 4
H—CEERL, Z0650mg xR AMKEST ) TL
O.1ml %A ML, 6 1IEEK2.5m LHHLF
N2.5ml A MEHEL, 4T, 3,000 rpm TI0FHILL,
ML F LB LML, ChE40CTEREHICTE
R4 24, 0.1 M Phosphate buffer (pH 8.0) & 7+ }
ZMIVD4:1BEW0.1ml 2Nz, ChEEMAR
ERERE L7,

FEmRERARERRENR, 7 b=FIAT
RU 28965% &M L 1,000 xg/ml DEEFEH L HEL,
M PiREER & LTO0.1 M Phosphate buffer(pH 8.0): 7
b= bYW (4:1)T, MEPREBELTT v ML
#HTHRIRLTI0, 5, 2.5, 1, 0.5, 0.25, 0.1 ug/ml
DEESH AL Lz, T/, FEFEE%0.1M Phos-
phate buffer (pH 8.0) T&A R L T0.25 ug/ml DiEH %R
BL, V77 L ABEEE L. BREEICHE Micrococ:
us luteus ATCC 9341 % WV TR ELHFER L, &5
HICKRE T 7R CRESE2RDT I RS
(¢8mm HEMMHE)E, V7 7Ly ARICRESHE
22BOF 4 A2 (AL)%EX, &%, BIEAEEH
AEY, V7 7Ly AELHVTHRIEMEEMEL R
ERmEEERL, FRICLDREEZHH L
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Rt HEOMIE

X=Xa—Xc+C

o X MIERIEME

X A IEREDOTY
L %o RIS TBY 7 L ABEOEY
C :TRTDY 77V AEOEY

$7:, AF200 mg & FHROBE (58, 50 kg) t23%
51, 3EMikICmM & BT IR & Bk LA REM 3R
L, BELEAHICEBL bicassay ¥ THRH O
pHIEL %

8. BRERORE

WLk EHRAERS & CRILTRMAREMBEES L
RASRLL b D B NI M SRfE B I SH L, RU 28965%
1 200~400 mg %5 2 AW S L. RSMMIZ3 A
pErL, RAIE LTS5 30%, 7HE 108%, 14
HigicH, ERRLNBZSNLERL - ERUEBEEL
##(Cured), ¥ L ¢ @& (Remarkably improved), #
% ) %% (Moderately improved), %42 ¥ (Slightly im-
proved), 7°% (Unchanged), ¥ (Aggravated), ¥ L
¢ % (Remarkably aggravated)? 7 kR CHE L, B
RO BELBE: L. NBHOREILERD DO
PARfTOT, NERE, homEN, SUEROERL
Rdpole, RANE L THRSRMERTEFTRIC—BMERS

R LTV, MMERZHR ERMEIL(Eliminated), —#iH
5 (Decreased), 7% (Unchanged), M3Z{t(Replaced),
ARBH(Unknown) D 5 M CTHIE L 72e E 7, THELEE
PU IS & ROBRERE & M1T L7

I, & »

1. BREHEM(Fig. 1)

REK 5T M S. aureus S0¥ (2t 3 & RU 28965, EM,
MDM & MIC FA DY -2 it, #h#hn0.78 ug/ml,
0.39 ug/ml, 1.56 ug/mlizHH, EMARS L\ LA
L, RU 28965& EM 1.56 pg/ml LA F DS MERKIZ &
LICLHKNE4% TH o 7:o MDM IZHT 2 M & H~EKIM
SN ~28F > T,

2. 79 PBLIUE MLiRP, EMAIRE(Fig. 2,

Table 1)

FHEEHNT » PEMAREDOETHMIE, 1M
RXhapsME ChikPRENL.1~2.35HMEERL,

1 B¥RI#£122.05 ug/g DY — 2 1B L 1o tk, BIFICRD
L7 5 v MMk iREDETFHMEIZ, 3057#%121.36
ug/ml DE =27 BL, PR DRIFICKD L7

—7%, & FTOAR3HM%OmM#P L L UBEMAR
FEIX, ENEFNL.Tug/ml, 4.88 ug/g T, EMARE/
¥ iR 122.87 T 5 o

Fig.1 Sensitivity distribution of clinical isolates of S. aureus (50 strains, 10°cells/ml)

(%)
1007

Cumulative percent
e
S
1

—— RU 28965
——EM
_____ -MDM
Dre~°| 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 (ug/m)
RU 28965 2 29 1 2 1 15
EM 2 28 2 2 16
MDM 3 2 122 1 10
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3. BEIKM.M(Table 2, 3)

UBOBF G L, 10l REAROI OB ke L
7oo MRATIT RIEGISIBIOK B OMRIE, BLk8H, M
56, AL 36U, (ZRTEMATE 1 BI, INGIETENRE 3
B, Sk 160, MM MBE% 1 Bl BT 16U,
WA 2 ), MBI 2 60, TLARPEITER& 1 61,
ZRER S FITH o2 1 BELHE 2200 mg A€ 8 fi,
300 mg 2360, 400 mg A2 FITH » /oo MMM
B ia40), EL(SMTHI, M s pl, £
1B, ABAp, MEIHFT, »khiEll Lok
MAEI275.8%(25/33) T - 7o MBFMBHR L, WEE
PIZ 8B, NEII 3B, TBII226ITH -7, MiHEE
1372.7%(8/11)Th 5 720

BIERIE 1 BIGAEDI 3 )24k 5 6 Ak, MEL AN,
BNONE IS, HEHRFIITRETD - 72, KK
Hehlk 3 BfICIHK L7, BRRREMRHE L, fEH 212
GOT LA (15—481U/L), REBOMBI(——1), fE
B1512 GPT D LEH(7—=391U/L)HA LN,

o * =
ERMEREFEDOSRE I, RELYICED L, M Wik
fE, “WEbo72" BAK, &5, @WK, BRMET
12100% 3 € A% S. aureus T, BB TIZH60% AT S.

epidermidis, #114% N7 7 LEHKETH Y, Ry
TIE#145% A S. aureus, #J18% H% S. epidermidis, #)
40%N Y5 LIBHKRETH > 720 —77, BE, EAMK
IR, RO MENER T LA
MEAEZONDY, S aureus IIMOLE SN B
BRI L TR E MIERERICHBIZ S s,
25| WA TH B & MIC 1.56 ug/ml LT ORZ it
54.2% T, 100 ug/ml LA L DRt tE#1236.2% TH 5,
EM LT AL 2BREELLEEILNLY, Tho
X, AEbRbOFT - -BEERBROER L AKTSH
o120 %72, S. epidermidis TiX, MIC #¢1.56 ug/ml 2L
TOMRSHIZ65.5% & S. aureus & ) b LW EHE
LENTWAEY, LAL, 77 LBEREICH L TEHAIIR
WA AED, WAETIIHMHBRYT R ENER
+, =L 2i¥, B. fragilis Tix MIC 6.25 pg/ml LT D%
S ¥k1273.3%, Peptostreptococcus &, Corynebacterium
RT3 L A E100%5%0.39 pg/ml AT DOREHKTH
6].5)0

&T, BERD Macrolide HIXHBUFRELD, #
EE» S OB BN D 5720 LA L, FHIZHKIK
Rt cEn, BAK MM, WEHYICLDE,
AH|150 mg & EM 400 mg RO 5 %O Bm MR P RE
2N E110.31 xg/ml, 0.88 ug/ml TH A, Macrolide

’

Fig. 2 Skin and serum levels of RU 28965 in rats

(ug/g or ug/ml)

Male Wistar rats (n=4 or 5)
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AEAL, EMAREIMTRELFELLAVICET 2
pEROATVRY, LA ST, EMARE b RN
FroERTAELLND, SEBTLLT » FTORK
MARES, &5 1RMEL) MKPREDL1~2.3
EORMEER L FHRIOEMBITORIFE% ) »ath
1o & EOEMARE IR, BEORE Tid ki
EXDBEO L OHED o 1285, bhbhOfio7: 16
EBWTiE, AH|200 mg PIARS 3 550 ) 2 0 PR 13
4.88 ug/g T, FEMPIREE/ L% P IRAELL 122,87 & BT
ERMABITER L.

37, BROFPRABITOREY TiX, EM X h{E
N, MEA/SHREEILIZ2].87TTH B, K612, 7Y RIS
Bit 5 S. aureus BHERY TIZEM & Bvrin vivo i
wHERT

BRZIRIE, “Do B ULEnbnizeEnTs.8
R TH o7z, AN OMWE T 5 MBrLum, 1k
TR T R A o 72D IXMKIRV, BIERIZ 1 BlICK
EAHR LRI, BERTHRTALHICHE Lo BIR
REMBYE T2 Bl FMBEREAA SN A, Shigk
KA TRMERIID 0L BbN b, #EED Macroli-
de ¥li&, 7 FORMICHTHEREIMEGTHL 20,
LB R R ) 17 T IR SedE < AR I D 18 B A8 A o 729,
EHOMBBITORITFE, invivo B HDR S ¥ # 2
&, BRICHMLKENS, BRSY ASh~<B L1,
EREOBRTD], WAMBLEORE IO L BM
RELED—DOTH A,

RU 28965 EMEHERICBWTHAL XN BN
%o

Table 1 Serum and skin levels of RU 28965 after oral administration of 20 mg/kg to rats (n=4 or 5)

Hour No. Serum ( ug/ml) Skin (ug/g)

1 3.20 1.96
2 N.F. 0.57
1/2 3 0.48 N.F.
4 0.83 0.99
5 0.92 1.65

Mean 1.36 + 1.08 1.29 = 0.54
1 2.20 1.29
2 0.32 2.31
1 3 1.10 1.44
4 0.48 4.50
5 0.45 0.72

Mean 0.91 £ 0.70 2.05 £ 1.33
1 0.78 0.66
2 1.20 1.71
5 3 0.90 3.90
4 0.75 0.99
5 N.F. 0.78

Mean 0.91 + 0.18 1.61 £ 1.20
1 0.38 N.F.
2 0.57 0.69
4 3 1.80 1.95
4 0.55 0.90
5 1.10 0.63

Mean 0.88 + 0.52 1.04 + 0.53

N.F. : Not forming inhibition zone
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X [ 4) W K. w2094 F, {LEMEDOHR, 3:
1) %350 H R{LEREFERE, HESCRIYYL 1025~1032, 1987
o RU 28965, BEfE, 1987 5) JEAN-FRANGOIS CHANTOT, ANDRE BRYSKIER and JEAN-
2) FEHKRER, ILARREE, BB EMERRICE CLAUDE GASC : Antibacterial activity of Roxithro-
HamEMROBIK. EMBOMBRK, 26: 721~ mycin : A laboratory evaluation. The Journal of
739, 1984 Antibiotics, 5 : 660~668, 1986
3) #EBT, KARC, $H % BERD: %K 6) BN 9, MENREK: EMMNSREICHT AN
BEICEDMERE. EMBESM, 8:949~952, LW 205 4 FROMWH, Progress in Medi-
1986 cine, 6 : 3197~3201, 1986

LABORATORY AND CLINICAL EVALUATION OF RU 28965 IN DERMATOLOGY

ATsunoBu OHARA, OsaMu AKAGI, Hiroko KANzakl, AkiIKo KANAMOTO and NozoM! NOHARA
" Department of Dermatology(Director : Prof. Nozomi NoHARA ), Okayama University Medical School

SHIGEO UMEMURA
Department of Dermatology, Okayama Shimin Hospital

We basically and clinically investigated a new antibiotic, RU 28965, in the field of dermatology.

1. We compared the minimum inhibitory concentrations (MICs) of RU 28965, erythromycin (EM) and midecamycin
(MDM)bagainst Staphylococcus aureus (S. aureus) isolated from skin lesions. For each drug, the sensitive and the highly-
resistant strains were clearly separated. The peak of the MIC distribution profile was 0.78 ..g/ml in RU 28965, 0.39 ng/
ml in EM and 1.56 xg/ml in MDM. In RU 28965 and EM, sensitive strains with MICs of less than 1.56 xg/ml made up
64% of all strains. B

2. We gave 20 mg/kg of RU 28965 orally to male Wistar rats and measured skin and serum concentrations of RU
28965 by bioassay. Skin concentration peaked at 2 h and was 1.1~2.3-fold higher than in serum at 1, 2, 4 h after dosing.

3. We administered RU 28965 orally to 33 patients with skin infections. Twenty-five patients were assessed as

cured, remarkably improved or moderately improved. One patient complained of soft stools.



