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RMESHBIC BT 5 RU 289650 %REHY - ERRAIMET

A - EARLE - EBY - FKEHKED
WANER KE M LB E

FLw=wro054 FRIAEHKTH S RU 28965(RU)DEMERRIZBIIDRB 21T 72,

1. BRERTMEARFED S. aureus 250 BRD MIC % RU, ) 2074 < Y (EM)IZDWT, 107/ml 4
THIE L7 RU, EM & &2 2 8T, RU I20.78 ug/ml 1Z65%, 1.56 ng/mi (Z89%k, 100 ug/ml LA
EiZ908k, EM 120.39 ug/ml (21458, 100 ug/ml LA EIZB4KTH o 7o

2. 79 MIZRU20mg/kg ¥ IR 72 A D304, 1, 2, 4BsMkOMiRPA, EMPIREL,
#£2.80, 2.76, 2.23, 1.67 ug/ml, 1.64, 2.62, 3.42, 2.69 ug/g(iBKR)(n=4)THh 7,

3. kb 48U RU 150 mg MRS L 7= 5 A O R M AR EE/ MLl A 1, %0.92/3.58( 1 BEMI40
k), 4.56/N.D.( 1 B§M40431%), 0.87/2.87( 2 BEMIk), 0.73/3.03(REM 2 Bk, ILi 2 B#M30

FHk)THo7

4. SHEBNIEMBREIGU TR LA L. ERSH, ARSH, BYH2ATH7, 1
BUITHMALNT . STTIT - HAANKDERREMOREEDIIBOO LD 572,

RU 28965(BLFRU) I LV 14AR= 05 1 FRI
EWMETH5H, FHITEM L EROMEANRS PV ER
L, invito il BMREMIZE L, BBRICKELRC
L, BIUCT BT L, REFLEMBITHEERT L
&b, inviEHIIERDT 70514 FRIE
WRIZH L2~508F ChTw b,

48, EMBHER CORTLITIBEEBRLOTUT
ICHBET 5,

1. HEEH*
1. EMSREFEL D FMEINTS aureus 1233 T 5
N

BAEHKFEMENR, ARBELVIHLIER
MATREHED S. aureus 2508 A L, B&{LEHRE
ZOEREIZH LT, 10°/ml BHEEEO MIC % RU, EM
IZDOWTHlE L7z, WMERAKEH & L T Mueller Hinton
broth (BBL), #llE A %E# & L T Mueller Hinton agar
(BBL) XV /o 320770 9 — Il THEMEIT- 72,

2. 79 MIBIFBRUDMIKN, RMPARED LB

200g RO IA Ay —%MET » FOEAIZ, RU(20
mg/kg) ¥ E/H T — T VIZTHRE L7z, SEFMICMIK
M, EMARELRIEL. &5%3057, 1, 2, 48
PIIC, BEEM4CEY 18 E LT — 7 VHERTIZIRIO,
BHL, BREHEL-REELERRL -, LiFIoR
BRI LBERBE L EMIZETHREIISATREL
7ML, PBS2 & (v/w)EMA T, Polytron &
FEZ2FAHF—IZENFET 24 XL, 1BEHBE
L7=#%4C, 10,000 rpm, 105M&EiLL, £DOLELH

B e L7z, EMAREIRMEE LIEMOENEER
S0 M L7 Micrococcus luteus ATCC 93415k % R
FHEL, BB » THEICTHME L, BRmBEXA
WMEFRENIL, RULTEF=FYALTHRLI000
pug/ml OFRFEHEERL, TAE0.1M ) Y BIERE
W:7b=PUN=4:1 CHERAKL,

3. E MZBIFARUDMHEA, EMPAREDLE

WEHCFEH BN TARLZBE 4 BUHAI RU 150 mg
1 @S Ltk MhiciRm, RE L7, LBRENE
XdHr:oT, 7 v MMiKEERN, EMBERESLFE
ik, REL-EMEHELELVFERICED MELK
#wL7

4. BRERKES

HAERAZEMEH TER L EMBREEIZHA, +
tbhb, TAK2M, MIF, BEMEREIN, K%
%2 61, {LIRMEMBER, SHBEE 1FEALL.

1 HiEA R 2 1200 mg, 1081T300mg THD,
VTR BS BRI 2 PR TH 5 72 HRHTIHERE
SO THLEOTRNHNIC L ) 2 Shi. HEE
#E LT, 2MREETIR, 5083 TICHE EBEX
BLEL, KELAY, LOURLLCHD, SBELL
F-3MELESEL, TEE(SHEICHESALY
DEBRL)ETICEE, THRBLAY, AELLPH
2, i ERE L, BitRERETIR, THEE
Tk, EVUAELEY, KBRLAD, COoUBELP
A%, 148 B ECIEE, EHRELEY, SEEL
RER, TnUNEESHE LT,
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1. EMEBERIREL D) TSNS, aureus 12T 2
i )

Table 1¢Z RU, EM @ MIC(10%/ml HH#) &R T, V¥
no 2MEDRFHIIY — %R T . RUI30.78 ug/ml i
654, 1.56 ug/ml 12898k, 100 ug/ml KA L IZ90%k, EM
120.39 ug/ml 12145%k, 100 ug/ml LLEIC84KRTH o 72,

2. 9y MCHBITHRUDILINA, BEMPAIIRE D L8

Fig. 1, Table 2i37R T, 304, 1, 2, 4BeMMD
kPSR L 4 IEP¥T, £h&h2.80, 2.76, 2.23,
1.67 ug/ml, FEMPIMRAEIX].64, 2.62, 3.42, 2.69 ug/
JEER)THY, =2 i2mikpI305%k, EMA 26
METH 70

3. B MIBITD RU DMK, F2MPIHMREE D8

Table 312" KEMPIRAEE( pg/g)/ ML PIIMBE( g/
m)it 4 HEN£H0.92/3.58( 1 BEM405-1), 4.56/
ND.( 1 Bsf4043#%), 0.87/2.87( 2 BsMi#%), 0.73/3.03
(BEW 2 BERAT%, M 2 BEMI303 &) TH o 72,

4. GRERRRE

Table 41Z/R . 1264ICHERI L, E&5 8, HEh5H,
EM2ATH o2, 1BUSTHMSALNS, IFTHT-
AR OBRREEOREER RO ONLE o7z,

I % "

RU @ §. aureus (244 ¥ A MIC(10%/ml )3, &
KA THALRTVWAT L 2Ny - XRLTW
5o 100 ug/ml AL DOWERPESRIE, SERIICBVT
RU 36.5% (966#kR), EM 35.2% (966#:H), bhbh
DOFERTYH RU36.0%, EM33.6% D LN, BEH
WO —2THBE EMO0.39 ug/ml, RUO.78 ug/mi(£
ERE) & 1% EMOANF CRTw 5,

RU %7 » }i220 mg/kg PIAR & € /:BEDMikPI, KM
ANIRENDE — 2712 F N ¥12.80 ug/ml (3053 k), 3.42
ug/g( 2HEEMMR)TH D, MikPIRE I T 2B MAik
EDL(EMBITR)DY — FB§I21.22TH o7 —MIC
27054 FRIAEHRIZEMABITHRY L Eh
T2, XHLEOHMEAL TV S,

t b TORE(RU 150 mg BEHR S ) Tz, EMBITE
123828 T0.26, 0.30, 0.24, F350.27& 7~ +D
BELHBL TS S, LAL, £2E%KETORU 150 mg
HEXSEOMARED Y — & 13 2 BEM{%5.60 xg/ml(n
=24)THhH, t FCOBEMBITRINENT L EEM
PiREL.68 ug/g &2 D, EMBRARTHBALE LSS
aureus NIEZHER OBRIXIZIZH/—TE& B,

T b P TCOEMBITRIIKRELZENALNRTY

Table 1 MICs of S. aureus (250 strains) from skin infections (10%/ml)

MIC
Dr 0.05 0.1 0.2 0.39 0.78 1.5 3.13 6.25 125 25 50 100 (#g/ml)
Drug
RU 28965 3 65 89 2 1 90
EM 12 145 2 1 5 1 84

Fig. 1 Serum and skin levels of RU 28965 after oral administration to rats
Micrococcus luteus ATCC 9341

(ug/ml or g)
4

31

n=4
20 mg/kg

172 1 2

4 (h)
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27, #0BHELTUTOANELLND, T M T
DOMATIIABEFRICHIE L - MO - 7B E L LT
WA, P TORNIZHIEMTOENBITETHY,
Iy FPTHRLRBITEL, EMAREDY -2 i2MikHA
THOY-2 L hihBRTALATVAI LY, £

Table

2 Serum and skin levels of RU 28965 after oral administration to rats

DENTLOTIRZVIEELLND,

BRI 1200 RR S O, ARHS O, #R2MT,
AU LI0M(83.3% ) Th 7. K2, AHHADS L,
M 317 S, aureus D MIC H100 ug/ml LAk & BER
MM IFUIBVT AL, ThED 3 RIIBERT

=4, 20 mg/kg

Micrococcus luteus ATCC 9341
Time () 1/2 1 2 4
No.
1 3.01 3.01 3.23 1.66
2 2.37 2.7 2.42 2.01
Serum
3 3.78 2.59 0.13 1.69
(#g/ml)
4 2.05 2.71 3.12 1.30
Mean1S.D. 2.80£0.76 2.7610.18 2.231+1.44 1.6710.29
1 1.24 2.39 4.89 3.15
. 2 0.98 2.78 4.47 2.58
Skin
3 2.65 2.29 0.40 2.89
(u#g/g)
4 1.68 3.03 3.90 2.15
Mean 1 S.D. 1.641£0.73 2.6210.34 3.4212.05 2.69+0.43
Table 3 Serum and skin levels of RU 28965 after oral administration in humans
n=4, 150 mg
Micrococcus luteus ATCC 9341
Serum Skin
No. (#g/ml) (min) (1g/g) (min)
1 3.58 100 0.92 100
2 N.D. 100 4.56 100
3 2.87 120 0.87 120
4 3.03 150 0.73 120
Table 4 Clinical summary
. . Dose . Clinical Side- Laboratory
No. | Age | Sex Diagnosis (mgXday) Organism MIC result effects data
1| 4 F | Folliculitis 200 X 3 S. aureus 0.39 Good (—) N.D.
2 | 56 | M | Folliculitis 300 X 8 S. aureus 0.39 Excellent (=) N.D.
3 16 M | Furuncle 300 X 8 S. aureus 0.39 Good (—=) N.D.
4 27 F | Furuncle 300 X 7 S. aureus >100 Excellent (-) ND.
5 | 68 | M |Furuncle 300 X 7 S. aureus >100 Good (-) N.D.
6 | 28 | F | Acute paronychia 300 X 7 S. aureus 0.39 Excellent (-) N.D.
7 41 M | Phlegmon 300 X 6 Good Diarrhea N.D.
8 | 21 M | Infectious atheroma 300 X 8 S. aureus 0.78 Poor (—) Normal
9 | 62 M | Infectious atheroma 300 X12 CNS. 0.2 Good (—) N.D.
10 | 28 | M | Infectious atheroma 200 X11 Poor (=) Normal
11 | 67 | M | Secondary infection 300 X 8 §. aureus >100 Excellent (—) Normal
12 | 37 F | Secondary infection 300 X 3 S. aureus 0.2 Excellent (—-) N.D.

N.D. : Not done
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»Y, EERMOROBREMNBLU~2 051 FRIX
EWROHETHHEN L IO AEERY LAERL
Wb DL EMEND,
REAELTRIBICTHSALRS, FHIZLBE
EbnABRREMORBEERYIZ, HITLA3MIBW
TRIO LML oo EMKEBMMBRAEDEEE 2
1 5. aurens DEFUHT 2 MICOFH S HABE, #
6% & &0 5 RER MR IZIERTRI & 2 201, B2MH
PO¥kiZ, EMPREORRH AN 1 A300 mg TiE
REMIIITEELND DL RbNA,

X [

1)

2)

3)

W35 B A LEMELIR], FIRD VRV YL
Vo RU 28965, #km, 1987
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BASIC AND CLINICAL STUDIES ON RU 28965 IN DERMATOLOGY

Yasuo Yamamoto, HiroYUki TAMAKI, MASAMI IKEDA and JIRO ARATA
Department of Dermatology, Kochi Medical School

1. We determined the MICs(10%/ml)of RU 28965 and EM against 250 strains of S. aureus isolated from skin lesions.
MICs of RU 28965 were 0.78 ug/ml in 65 strains, 1.56 xg/ml in 89 strains and =100 xg/ml in 90 strains. MICs of EM

were 0.39 2g/ml in 145 strains and 2100 xg/ml in 84 strains.

2. Serum and skin levels of RU 28965 after oral administration (20 mg/kg) were determined in rats. Serum levels
were 2.80, 2.76, 2.23, 1.67 xg/ml and the corresponding skin levels were 1.64, 2.62. 3.42, 2.69 ug/g(wet skin)at 0.5,

1,2 and 4h after administration, respectively(n = 4).

3. Serum and skin levels after oral administration (150 mg) were determined in humans. The ratio of skin levels/

serum levels was 0.27(n = 3).

4. RU 28965 was used clinically in 12 cases of skin infection and the following results were obtained : excellent in 5,

good in 5 and poor in 2 cases.

As to side-effects, diarrhea was observed in 1 case. Laboratory data were normal in 3 cases examined.



