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RU 2896570 EA%H) - BRI AT

BILHED - MOFH - AAKZ - WAEH - CREZ
AMKER—ABERE, ERBEN TN KEH

# L (PR S N/: Erythromycin #iKEOROHTEHRTH S RU 28965122\ T, XMy, B

ﬁiﬂ‘]ﬁ?’f *ﬁ - f:o

- RU 28965DKEIK T MM ICH T2 MO RMEL/E T A, €D MICwo A S. aureus, S. pyogenes
-0.78, S. pmeumoniae, H. influenzae 12.5 ug/ml TH N, E. faecalis TIxWAEREMRAH {, MICeo »¢
3.13ug/ml Th oo TN O EMBFICHIE L 72 Erythromycin @ MIC L 8T B &, RU 28965411~
28R H 5> Tz LA L, Midecamycin acetate d MIC & BT B L2~ 4B kBN THE D, Lincomy-

‘ cin & (X E. faecalis & H. influenzae (X3 HH M A > TV 72,

Bige 1 BN, MASHR+ M3 100, MWk 7H, MWER2 OB RU 28965% 1 H0.2~0.9g,
A~M4AMBERALLEC S, ER28, ADH3H, LLHXSF, HEFE LM THLEIRS0% TH
ol REMITIZS. preumoniae, S. aureus, M. preumoniae (2 X 5 b DIZE%h, HHTH o7 Bl

CERREEOREN 1 AROLNN, BRREBOREEDHEIBD O 2L 57,

FHLLRAR SN -MAR~ 7054 FRAEWKTH
A RU 28965(LLF RU & M8)id, Fig. 1ISRT & 512,
Erythromycin A (EM) ® 9 i ® Ketone % 2-methoxyeth-
oxymethyl-oxime LB L2 b DTHE, £ZT, #0
HBAXY b7 LXEM EEHTH Y, HBHHEM &
AEPETH LD, BBICKET, EO2 TS ¥
RLDOBRFFERICRFTHL EbR TV, MR
L) BOMETRESE SN, LAbE0LEEEMA
FTEMERC, MEBBITHLBIFLI ENG, Eh/:
mvivo RMRHLL bV bh TS,

TEIT, bhbiiE RU DBKRIREICHT 2B
FHET DL E b1, PR mRAAE ) BRRIGE L7 L
SOBRHE ERERAOEE, HHEBICOVTRILY:
DTRET 5, ‘

Fig. 1 Chemical structure of RU 28965
,0-CH2-O-CHz CH>OCH3s

N

1. HERRUF&

1. MEHNE

UM KZEE— R R KRB R SR 1 TERRHE 2
L RES N7 S. aureus 2THE, S. pyogenes 268k, S. pneu-
moniae 14¥k, E. faecalis 278, H. influenzae 27THRIZ D\
T, B LEMEZMEEICHR L TRU RUMBEL
L T ® EM, Midecamycin acetate(MOM), Lincomycin
(LCM) DB/ FH FEIE R BE(MIC) 2 Bll5E L7, EHMDE
BiZIAS /- VEREHL, 1/I5M Y CBRIERE N
(pH7.2) CHR L7, HEREH# L L Tid Mueller-Hinton
KK (BBL) # B\ 7oA, S. pyogenes 't S. preumoniae
DERITIIERMERN%E 5 %I BLHIZ/mMLb
D%, H influenzae DL X3 EHIZ5%Faal— ¥
KEEME L72b DXz, HBHEETILS. aureus & E.
faecalis TIRBIURERA 713 v (HK)T—RHESE
EL-LVDERBEBREATIOREIZFRL- VD
(Inoculum size : 10 cells/ml & KiR) Z AV>, S. pyogenes
& S. pneumoniae T i3 Brain-Heart-Infusion ( Difco) T,
H. influenzae T3 Fildes % 5 %ML b D T—H&
WA L /- FH (Inoculum size : 108 celis/ml & &)
RV,

2. BRFFE LBIERDE EONE

HRAI614E 2 A HF12A $ COMICAMKELE —AF
YESLIMR LG, WEE+ER1H], KREXRTH,
A% 2 FIDFHIBIIC RU 2 EA L, %V)Fﬁﬂfﬂl%b Bl
EROFELBEL,

RUDHES5 & - 582 1 0100~300mg, 1 H 2 [,
1 HE & LT200~600 mg % ZEMEFICIRAI S 42D %E
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ME LA, M 1IAIEZVL4EDHES b1 -
Too $GAMIE 2 MM IR % RAIE L7,

BERZI RO I AREROG ¥ L REBDHE, B
ERMOEKILICE o720 THbY, BEERDER L
LI, BENOME, REEMOEKLDALNTIS
DEHERIEL, &S, VAMBNOEMMIZART
Hol:bDE[ERIE L1 BREEROUBNALNT
LRERMOLBAA+FD L &L HUERDYBA
DTS bDE[CRHARIE LIz, 8612, BYIE
ROEBCREDMRDIERLYAONL D 572bDE
[ERhe Lo $£7°, RUDMBMEUDHDKR, 722 id
TANAMRRDL &, EROBILCREHDI O
SRMAH ST o I WEAREIE LI

BERICOVWTRBENRAE LM ELLIS, I
WEARE L MiKELEHIRESL TEHLETEMICE
L, TORMOEEEREL .,

2B, AROEKAREBEMICII2051 FRIR
HRIAESERICHRG STV AEMINRNBE L 2
2 TWAHY, BIERDOXRIZEE L/EH(No. 1)
LRFFADOPICANT,

I. & |
1. ERARSMEM IS HIEN

AKBETOBEKRME LT H SN EEKICOWT
RUDMIC #BIET A E L biZ, FEEFIZHIE L7 EM,
MOM, LCM O MIC & HeBidt L7z,

S. aureus 27¥% TiX, Fig. 2 ® X 52, RU 2234k,
85%#%0.78 ug/ml TH N, FNIEH 12100 ug/ml LA LD
Wt Th o720 EM 1385%7%%0.20~0.78 ug/ml T, D
KER57120.39 pg/ml TH Y, ZFDIIH1E25&E100 pg/ml
DEDOREBKRT, RUDHH ] BHES > TV72o MOM
3248k, 89% £%0.78~3.13 ug/ml Th o727, EDK
B3 421.56 ug/ml THH, RU D1 REEER TV,
LCM i3 KB4 4%0.78 ug/ml T, RU &IIZE%TH -
T2o THHD100 pg/ml LLEDRERIZV N b ZZER
HTho7

S. pyogenes 26¥% T, Fig. 3D & 12, RU 13228,
85%$%0.78 ug/ml LT T, £N% < 120.10 ug/ml TH
ote E72, BDD15%i2100 wg/ml LLEDOREHK TS
5720 EM i2238, 88%7%0.10 ug/ml AT TEDFKA L
7%0.05 ug/ml AT TH D, % $25£100 ug/ml AET
RU DEH 1 BRI LS - Tvr 7z, MOM 1288% 70.39
ug/ml YL Tdh o 7275, RU A1~ 2B BN T 7,
LCM (2248, 92% #50.78 ug/ml LLF T, Z0% ik
0.05 ug/ml AT TH Y, RU H1~2KBEF > T 7o, &
NHoDEH OKIZVTN 100 xg/ml L EORHET,

RU & XZARHETH o720

S. preumoniae 14¥ T2, Fig. 4 DX I, RU 212K,
86% A%12.5 pug/ml T TICBLELFHLTHEY, 0.39
ug/ml AT 138, ST%Tho7. 272, RN D2Hu
100 yg/ml A LORETH 5 720 EM 12 7 5, 50% #¢
0.05 pg/mi LAT T, 86%4%3.13 ug/ml AT TH Y, RU
A2 % > TVirzo MOM 1386% 4112.5 ug/ml AT C
& 57275, 0.39 ug/ml 2% { RU DS LERTL
7zo LCM 1289% #925 ug/ml AT T o 7245, 0.20 g/
ml 2% { RU DA% > T2 /2o RU Mtz
NOERFE bXERETH o120

E. faecalis 2T# Tix, Fig. 5 D X (2, RU i118%,
67%%%6.25 ug/ml LT TH D, FNH{121.56~3.13
ug/ml Thoteo 72, YD KIZT XTI vg/ml
UEDRMETSH 5720 EM 1267% H51.56 ug/ml LATF T,
D% 130.78 ug/ml ThHhH, RU H¢1 BEHE > T 12,
MOM 367% 73.13 ug/ml LA F T, K8853451.56 xg/ml
Thh, RU LIZZTFETH 57, LCM 125 5%.25
~25ug/ml THH, RU A 3BEBELEENT VS, Th
HNOMERMMERKIZ TR TEEMMETH 72,

H. influenzae 27T# Ti2, Fig. 6 DX )i, RUIRTX
TH25 ug/ml AT T, %< 133.13~12.5 ug/ml Th o
720 EM {3 ~XT12.5 ug/ml LF T, 1.56~6.25 ug/ml
2% <, RUM1ERES o> TV 72 MOM 1212.5 pg/ml
LTIz 68, 22%i23 &F, % {H25~50 ug/ml TH
N, RUM3BPEENTW o LCM bFEA EH012.5~
100 ug/ml THH, RU HER TV,

2. BERZHF EEIER

AHKEE—AH TERSNHR 1A, WREE+E
R 1B, ABEXRTH, BWHRE2HAOH1HIRU £iE
L7z, fEBIIZ Table 1278 L7225&d 678 £ TN
Fo6pl, KFSHT, KEIIBkgnHT0kg Thol
Mo DEBERBEDH L bDHEHEEh o120, B
LM (EL TV 2 EE 2 HND b DIdAREEK ChRE
£, AEIXWME L LOMEMKS, BRHLSLENS
FTH 7o BONERELEZLONS LOHRIS
N7=DX3FIZT XY, S aureus, S. pneumonice, H.
influenzae NE 1 FITh o 720 FDIEMIZHEMDH
Mycoplasma prneumonice ¢ % B L EZ G- DH3IA
T, 9b 1 FIIEEN S S. preumonice HHRH SN T
7o MEEEH+ &S0 1 Hid, BMERMS, CRP R
WEESZRIZ LD H. influenzae HEFRB S h, BREL
THBERE SN, OLICRBEIERICINIH
B SNz, $7-, parvovirus IZX T AHEAEHLN
201 FHh, TOY 1L AEOREESIERUO
BENEBL L1, 2612, BREORELHITLLA
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Fig. 2 Susceptibility of S. aureus (27 strains) to RU, EM, MOM and LCM (Inoculum

size : 10" cells /ml)
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Fig.'3 Susceptibility of S. pyogenes (26 strains) to RU, EM, MOM and LCM (Inoculum size :

: 10° cells/ml)
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Fig. 4 Susceptibility of S. pneumoniae (14 strains) to RU, EM, MOM and LCM (Inoculum size : 10* cells/ml)
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Fig. 5 Susceptibility of E. faecalis (27 strains) to RU, EM, MOM and LCM (Inoculum size : 10° cells/ml)
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SbDb 3FB T

RU QAR L EARIMIZ 1 B0.2~0.9g, 4~14BM
Thote BRI BPY 2EDFRTH S 72,

BRI TIRARD, Bk + BB TI %
il i, REXROTHCEIED 2O A2
B, COER3MTH o, EHED 251 TI3 1 Blate
PHMT, 1HEHCHEETHERRTH 27, 24
TREYIHM, ARIB, LLHRWSH, WERELH
€, AREEO0% ThH ol 1 ARESRICL HYED
ERIIOVTIRELGHTED ST,

HEFNHR LA E, BREORHEN L DT}
ENEHDIVIRERINALNTEY, BRBROAD
BBhol. T, M pneumoniae 123t BILED LA
ARV ThOENO A TH 720

AERE LTEREDZEARD H /-8, #5Pik#
Wkl T, RUBRSHEOBKEREMROLE 24
=DM Table 2THh A A, METE/-EWHETIERUIZE
HEEDhBRERBOON LN 575 GOT, GPT D
LABIL parvovirus IZL BAEHEEZ LT,

o * 3
RURK LSKHARSNA-EM FREKTH), TOHE
NIREM L A%T, BAHEICUESNAEFTHS

twbhTwa'a, £2TRUDEMI, BEERMRN Y
727 EVRUDEKRIMNIIHTIAN S EHEL,
WBEIZHIE L7 EM, MOM, LCM DiLM ) & LLemns
Lo ShonERIzbADbAIBRERELTWE72
0J4 FRERRUEDMURTHS, RUDMIC 2Ab
&, S. aureus L U* S. pyogenes MD85% 120.78 ug/ml LA T
Thh, &I, S pyogenes DRES130.1 ug/ml TH
2720 S. pneumoniae Ti30.78 ug/ml LT i357% Tdh -
7286 12.5 ug/ml AT ABE% T, T 46 DIFIE 35 MY
EOREKE LTEWY 5 LABMEIRMIZH L Tidemy
EnrHWOABHBE VLS, LAL, 100 ug/m LA L
DORUHEMT TICISHOFELTVA I LICHELTS
CLENHD, T2, BEDONRIFBEFEDTE L LT
£\ H. influenzae |2 13 KEB53#$3.13~12.5 pg/ml & #
24 5T ie S HIZE. faecalis 12X LT $62%%%6.25
pg/ml LT E BN E A DH - 724, —F T, 100
pg/ml LA EDRHE¥RA33% b H > DO FHBETH 5o
ChoDOBKEEM DREH LT HE, wTh bl
~2BkPEd5 5 Tr/zhs, MOM & Tid 1 BKREkENRIZH D
Tohoto T7:, LCM &2 H. influenzae & E. faecalis T
IZRUDSIIBDICENA LD TH o 7275, ENLUSNOE
HTIIZIZA%ETH o720 ThHDTIOT 4 FREM
112100 % AV R EMMEAFIE L TV 72,

Fig. 6 Susceptibility of H. influenzae (27 strains) to RU, EM, MOM and LCM (Inoculum size : 10°* cells/ml)
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CNODBME ZE O TH O /oM &L
TadeE, HMTEPLALLNTH AL, HEIZ, bhbh
DRETELD -7 HHISHT 5 RU DN S % MICo
TATAbLEL, B catarrhalis 0.39, B. pertussis 0.05, L.
preumophila 0.125, M. pneumoniae 3.13 ug/ml TH Y,
S IRAR B MRS A S NI A BB E
z Ao %7:, B.fragilis % C. difficile 7z & DAL M (2
HLTHLHA%0.78~6.25 ug/ml TH Y, HBHIRHEM
HT&htEZOLND, FDIIH, C. trachomatis 2 N.
gonorvhoeae (= b NDH 5 DHBHLN TV 5,

RU OBRIY, HEitic oW TIRRMTE2h o725 b
NOhAERICHICBALBARIIDVWTALE, #
A DM S D4, 150 mg T5.60, 300 mg T
8.07 ug/ml D¥— 2 AT G 2BEMKICIBONT
B, FwEFMIZH6.28M T, 1285M % $1.95 3.02
pg/ml EV o MR FRENERESN TS, SOl
WP IR X EM DS DK S BT, FREMAk(, 1T
RSP L LDELRREO MIC UL LIZEHFS
nTsh, 1820, 128MEBORS T+ EHIM
HFTEXBY, LIL, ZOLEDUEMMEL T TORMR
kit RI26.9, 6.3% THY, EMIIH~XDERIFELR
S>TWAHLNDNL HDEET, KAmLEHLATY
5o RUDMEMBITE LTIR, BELCREAEK~OB
TORBMBIFRE I THBY,

RU DEERIGH X%, [EXE, WHELZ EDOFR
BEPFEOLB T Eh o720, ER2H, A% 36,
RREWS B, HEREELIBGIT, EHBFAMEI726D
DEDHEIZN% & RLRERTH 72, SNHIZDOVTIL,
B EAER LR O IR 3FREYE L LT RU G#%
R L7 b 0D, MEBRCHREEL V- - ERKBE
DODIZL BERDPEBTH 7L EZTL LV HDAS
Hh, EHRELEL(LIZEV D, BREDHLNIZT

E7: 0D M. preumoniae (2L HEEZONLLDTI
0, AHBNEH, T,

LERHTOABFRO RUDEYHE £ 25L, &
MRS, MikT80%, MMEKHEBPIETI%E L,
TEY, WRECITRMEREICSH L 7-METI220%0iE
Lo TWAH, 1 BIER5RFIBEKZR TI2400 mg 4%
'FRENB3% & ABDENT A, RS REFDHEDMIZIL
HorikHMizBOLNEV, BREFIBKRHRTY
S. preumoniae, S. aureus TI385~BT%DEHETH),
H. influenzae E DD 7 7 LIBERETI261% L EL L
h, REMBPDPEIZIZ50% EIEEIZL > TWh, T,
IMEDMELHRTOREN T L (R L THEY
REBIZHELOVBEEENLZOLNTV S, bilvbhOfE
FULC DOREED TV — TDERAN BN o 12100, K%
ENEr 7 EEILND,

BIER, BRREMNOEMICIOWVWTIE, BENZMN]
FUNBO Nk o, LEL, ThITOREAT
1215126003854, 2.5% DRIEALBNBOLA TV,
FNELIITH, REFE WBTREL EOMHLEE
KTHbH, 7, BRKREMERHY L LTGOT, GPTD
LR, HEEREEMEBNEVL S THS,

DEDZ EHS, RUIBHBRBZBEREET, 77 4RH
R M. pneumonige 2 LI LA GDIIHLT, 10
100~300 mg, 1 H 2@D#KS T, KL OHDLER
HEIBONDLENVZ D,

X [
1) 350 B X {LEREFEIRE, FEIVFVTL
IV, RU 28965, #fH, 1987
2) CHanToT, J. F.; A. BRYSKIER and J. C. GASC : Anti-
bacterial activity of roxithromycin . A laboratory
evaluation. J. Antibiotics 39 : 660~668, 1985
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LABORATORY AND CLINICAL STUDIES ON RU 28965

YosHiro SAWAE, Yukio KuMaGal, TosHiyuki IseiMARU, Koji TakAGl and TosHIYUKI NiHO
First Department of Internal Medicine, Faculty of Medicine, and School of Health Sciences, Kyushu University

We performed laboratory and clinical studies on RU 28965, a new derivative of erythromycin(EM), with the following
\iésults.

1. Astimicrobial activity

MICs of RU 28965 against various clinical isolates were determined. The MICso was 0.78 ng/ml for S. aureus and S.
pyogenes, 12.5 pg/ml for'S. pneumoniae and H. influenszae. The MICeo for E. faecalis was 3.13 ug/ml and 33% of these
strains were highly resistant. These values were lower than those of EM but higher than those of midecamycin acetate
and lincomycin, except for a few strains.

2. Clinical efficacy

One patient with pneumonia, 1 with pulmonary tuberculosis and combined infection, 7 with bronchitis and 2 with
pharyngitis, were treated with RU 28965 at a daily dose of 0.2~0.9 g for 4—14 days. Clinical response was excellent in
2, good in: 3, fair in 5 and unknown in 1 patient. The clinical efficacy rate was 50%. RU 28965 was more useful in dis-
eases due to S. pmeumoniae, S. aureus and M. pneumoniae. As an adverse reaction, mild oedema was observed in one case.

There were no abnormal findings in laboratory tests.



