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1. In vitro 3L 1] : C. trachomatis BRHERK 2 ¥k 3B & UBEFR T MEL4PRIZXT 35 RU 28965048 71 % il
E L7, EBRE L7 DKIZAHT S MIC, MLC {2 Z£h#N0.14g/ml, 0.2 ug/ml Thotzo T7-F
#iZxt T B MIC, MLC ix £ #10.05 ug/ml, 0.78 pg/ml Th N, WtkiZt LMVIHAENER L7
BB PR #1442t 3 B MIC 120.05~0.1 pg/ml (25345 L, BEHOIM £I(31ZF% T, MINO &
EM* TC L DF RN E N T Lo MLC 120.1~0.78 ug/ml (2% L, IM & I(2ZE%T, MINO,
EMXI D 1ERZLEBN, TCEH 4 FIZEEN TV,

2. BRERRYRRET - RU 289654 B FREXA S LU FERWABEIC 1 H300~400mg 2, 3~14H
Mix5 L, BRHELRE L. THEEHTEICL 2B IGKEERER6.7%(2/12), FEMHEHER
H$81.8%(18/22), TMHH o 7 I I THIRES80.0%(12/15), itk F=HERO0%(0/1), 7
FIVTHFERERSIN(5/6)TH otz RERIIBITZ23IABHEIIL2HKREOHIEIR
22.2%(2/9), THEYEIZLHY 537 DHEAEIL88.9%(8/9)TH -7

BI{ER 124561 1 1D A IZ5EME, KRASFIR, WHBWBRMEO LN, BEARAEBENREEHIL
GOT BLUGPT DEELR, YL OBELANEAZRIFIEDONT,

RU 28965ix 735 ~ &, Mt N, 277 7HHFERT
MRESNAFLVEOZ705 4 FRIAEWHTH 5,
ARz 20w DI E2-A PFI-T XD
AFNFF L LATRRLI-ODTHD, TOILFHENR
% Fig. 1 15k Lo AR ORRIZBEBEREICZER,
N2 r05 14 FERAEWK LD GBINARL, FiK

BHEVE STV, TMEANRY 74, HEE
Tétlii x4 eidi%E L <, Legionella, Mycop-
lasma, Chlamydia (233 L CHLENAEERERT
EAHE SR TVAY, T ©

40, bhbhidInk ) 258 e AT 5 RU 28965
@ C. trachomatis {2333 % in vitn JREH X BETH L &
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. #MELVFHE

1. C. trachomatis \=3F% % in vitro S 7

C. trachomatis D B&(D/UW-3/Cx)# L U F #(F/UW-
6/Cx)M 2 Bk e WK E L, Z DEROMIZEAS D
oy T Wealt: ToLin ali I om X S I1280: prk 31
& L7 fHEMIKE LTIt McCoy AL % BV, SR
DRE I T TISHEE L2 iE 12 T2 72, 4X10
cells/ well ® McCoy #2121 X 10" IFU O C. trachomatis
EHEELIZL MR SE, /ML RU 28965,
Erythromycin(EM), Josamycin(JM), Tetracycline(TC),
Minocycline (MINO) @ 5 #i ¥ #) % i & 72 DMEM # 5%
HEMZ, CO M vFanN—¥F— YHWTICTHEL,
7285 B i DB ABRTER % FRIE T 5 & KK O RN IE
% MIC (minimal inhibitory concentration) & L 720 ¥ 72
B OGRS TIE, MERT2REM R (WK T R LL,
WER K% 4 £ 2\ DMEM 5512 B ¥ U T48EF M58
L7-#42, TT8AY9ZM5 L7 elementary body (EB) D
EYRIL, EXBRERICBWTH EB DML T
M LTV /- %K 0%/ E % MLC (minimal lethal
concentration) & L 72,

2. BRIKMRRES

IRFIG14E 1 A 2 HBRFI614E 3 A ¥ TIZAMKFIEFH
WREH B L UBMERR O R 2R L 7B Rl %42

B, FEBERH, 4506 RU 28965% A L 72,

HEHiEd AR % 1 @150 mg %2 L200mg, 1 H 2[4,

8 - 4 RENCRORS Lo 5 WM IR RRIE Tid

3~7HR, FERERBAETIZT~14EMEFRAIE L7
HEORTEIR, REI-RFERETLHDOT T L%

Fig. 1 Chemical structure of RU 28965
N,O-CHz-O-CHz—CHz—OCHa

9- (0~ ( (2-Methoxyethoxy) methyl}-oxime) erythromycin

LTHEHAMRPMN)AD 7 7 LB RADH X T
BN L, S5123WHWYT trans grow 2 ENF TR
L, BGMRTHM - AEEiTo7%. SHIKENID=~
D—~EEEERA D REKERICANTFRAOL 2%, —
20C TR LNTRABERE L ¥ — B L,
[t s —ToE%EL7. C. trachomatis DML, R
HMELIZFEREICswab 2ISAL, B(OAESHEHER
LR IRALM L, HEBRIKE(Micro Trak i) B
S UMM EIETIT ) CERRAIE L, £V T hhie
MMED & D% C. trachomatis BYAE & BT L 7z, MRLSE
®Eiti1x, RPL7-REL 2 SP-transport medium iZAH
—80C IZMKi R th, HREHKERMEWERE KM
L, McCoy MRV TiTo/e SHIKTVLT 75X
2, — MOV T b B TITREZROREL 2.
MRYUEIXBERAREPLEL, THEEHNFED
(Excellent), #H%(Good), 2L H%(Fair), ##h(Poor)
NDABRMWTHEL., SHIZKEEBIU I FIVTH
REEIZBWTIE, TR UTIRERK YT L
KRB L, H—HELITo7 H—HEIIRERME
POHEDOHE, FLHORSE L UPIRP(400{5H%)
% 7:13 smear (10005457 ) D PMN D¥B L8R L L

T2 HIEXEHIZ Table 1OTE L ThHbH, FTHYNE,

PMN DERRTRATL (ED/:. HRHEARES
EHETIIRTAH, SE—HETIREEREXRDESE
AELT3IEA, 77 IVTHRELROBEFAELT
7HRB& L7
MmOk
- SHRIEHBHY
RO THW
SLICESROHHES D
P
SLICEARIIHSH D
$ALBB
-2l
IR % 713 smear # PMN
4 =30/hpf
3 :10~29/hpf
2 5~9/hpf
1:1~4/hpf
0: 0 /hpf
REMEITOVTIRAENEIER O, —BOES
T - ELFEOREMOEIZET CRF VT

I. R’ "
1. C. trachomatis 2% 5 in vitro SLE NI
RU 28965, EM, JM, TC, MINO @ C. trachomatis =
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#epk D BB L UF BRIZH$ A MIC, MLC % Table 242
R L7 RU 289650 D ¥zt 3 % MIC, MLC iz #h#
0.1 ug/ml, 0.2 ug/ml THH, MIC 12 HEEH D M
EF% T, MINO L EM: TC EDOFRMITM %L
7:o MLC 138 & L, HMIEH| & E~N1~3iF 2L ilth
T,
FAFHRICHT 2580 MIC, MLC iz E#h#h,
0.05ug/ml, 0.78 ug/ml T Y, EHIMDL¥KTIZD
BE TR R R L7,

RICEAR BRI T B0 6 5 KK O MIC,
MLC 3% #FNEFNFig. 2, 3120 L7:. &HOD MIC
120.05~0.1 ug/m! {23 L, JM &13(Z1i]5 T, MINO
EEM-TC EDPMMILE N LR L2, 72 MLC i
0.1~0.78 pg/ml {23 #i L, £EDE—2130.2 g/ml (2
hh, IM EIIZFE%T, MINO, EM & 1) 1 FFIZ LN,
TCLh 4FIFEENTN,

2. BRI

ARAHR G S 7z500 ) b EHEIZ L HBIRRRD
HENTRETH - ZEFNIL, KEMRERI2E, JEdkE

PEIRAS 2222050, [ riUIAER T BIT, (Aal4IBITH - 12,
BB IR 50650 ) i D68 % BG4 LY 72450012 v T
B L7ce S 0asBIn# 9 i fl- -% % Table 3~5
Wi L7z YINE3SHI, 4ottt 7 60, 1PIUERIZYMESL. 20k
LH27. 9 TH D, HLHIMNERHOHALENTH
726

1) Fifi

M IRE 221260 0 9 & itk ol HL R i 2 8 5, kil +
77 ITRRI 3B, HKE+ILT ST X IRiRIE ]
BITdh o 70 TEIDBARILAI2 260, 2XAi%h 2 6,
B2 8 T, {i%¥16.7% Tdh - 7:(Table 6), JI:ikiki
HIRER2BID ) b7 5 3 27 HMmgz1260, 75 3
CTHILVT 7oA 26, 2577+
Reid 1 B, MO MRY L2 6], MAEMORE S hLh
2126 DIXSFITH 270 FRIOBEKZNRIZFEL 9 HI
AR, ©RHL2H, EXH2HIT, H%HH81.8%T
Holo SNILY T I THRBERISENIC T HEH
DEERHFIIEH 4B, FA%8HI, LRHH 16, BL
20T, HHEB0.0%Tho7zo Tkl - s 53

Table 1 Criteria for evaluating clinical efficacy in male urethritis by committee's assessment

Bacteriological response Eradicated Persisted
Clinical efficacy Excellent Moderate Fair Poor
Organism — - _ +

. Macroscopic - - + + or —
Urethral discharge - "
Microscopic 0 or — + + +

* . Polymorphonuclear leucocytes (PMN) in urethral smear or first voided urine

PMN 0 - +
Urethral smear
0 1~4/hpf 25/hpf
(% 1000)
first voided urine
0 1~4/hpf =5/hpf
(X 400)

Table 2 Antimicrobial activity of RU 28965 against C. trachomatis

G Type D Type F
Antibiotic
MIC ( ug/ml) MLC ( xg/ml) MIC ( ug/ml) MLC ( ug/ml)
RU 28965 0.1 0.2 0.05 0.78
EM 0.2 0.39 0.1 1.56
M 0.1 0.78 0.1 1.56
TC 0.2 1.56 0.1 3.13
MINO 0.05 0.39 0.025 0.78

Inoculum size = 1X10'IFU/4 X 10* cells

Test strain

Host cell McCoy cell

D/UW-3/Cx strain and F/UW-6/Cx strain
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Fig. 2 MIC distribution of RU 28965 and other antibiotics against clinically isolated strains of C. trachomatis
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Fig. 3 MLC distribution of RU 28965 and other antibiotics against clinically isolated strains of C. trachomatis
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YTWRERT BT BRI R ER S H, AR
B, CLHEIBT, HEHEE5.7% Th o 7:(Table 7),
FEEERTHAOI LKERRIZ1B, 253718
Fi2 6 BITH o7z, WHEMTERER 1 Gl HEH
OERBDRIEDIBITHHEOX, 27 IV7HFE
BERCOUIMTAMEDRIIED 16, A4, &
1T, H1E83.3% Tdh o 7:(Table 8),

2) H—HwE

UTI FREGBE—HEERRKRIZL ) HBEITETH -
KEMERERIZOMT, 3 HBHTEICE AHAMRIE
EWMLIB, RCHBIMN, EHTHT, REAEYHSR
11.1% T& - 7=(Table 9),

29 IVTHRERIEIGIANMTRETH), 7HE
HEICL BEBRBRIIED SO, 206, CLHM 1
B, B 1HT, REFREI7.8% THh - /:(Table 10),

3) EMFHHR

REKIZBIT DMERFNRRITH— Y21t L,
MO EBIIFAIE LT3 BBYE, C. tachomatis
BILUEDOHOMENIMAIE LT7 BB T TRITL
7oo MR DTHEES 9 PR 2BRIHA L, 22.2% ThH o720
C. trachomatis |22\ T i3, MKEREAFTHRTVE
VWEBIIZ B\ Tid Micro Trak iEDM R ERA L, @R
EORRN—BL2h o EFTIX, EHH0—HDOKR
TR THNILC. trachomatis L LR L 7=, C.
trachomatis DiH KL 9 Bk 8 BRIHA: L, 88.9% TH -
7z(Table 11),

FRIATRICBITS 3 BEHEIC L HM DL
15kHiHE2< 0%, C. trachomatis D7 B BHEIZ X
HIHKEIL 2 B 1 BRiHAE L, 50.0% T - 7:(Table
12),

Table 6 Clinical efficacy of RU 28965 in gonococcal urethritis

. No. of Clinical efficacy Efficacy
Isolated organism -
cases Excellent Good Fair . Poor rate (%)
N. gonorrhoeae 8 2 1 5 2/8 (25.0)
N. h
gonorrhoeae 3 ] 5 o3 (0 )
C. trachomans
N. hoe:
gonorroeac 1 1 01 (0 )
Ureaplasma sp.
Total 12 0 2 2 8 2/12 (16.7)
Table 7 Clinical efficacy of RU 28965 in non-gonococcal urethritis
. No. of Clinical efficacy Efficacy
Isolated organism -
cases Excellent Good Fair Poor rate (%)
C. trachomatis 12 3 6 1 2 9/12 (75.0)
€. trachomati 2 1 1 2/2 (100 )
Ureaplasma sp.
C. rrachozan's 1 1 1/1 (100 )
Other bacteria
Sub-total 15 4 8 1 2 12/15 (80.0)
Other bacteria 2 2 2/2 (100 )
Non-bacteria 5 3 1 1 4/5 (80.0)
Sub-total 7 5 1 0 6/7 (85.7)
Total 22 9 9 2 2 18/22 (81.8)
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Table 8 Clinical efficacy of RU 28965 in cervicitis
Isolated . No. of Clinical efficacy Efficacy
ated oganism

g cases Excellent Good Fair Poor rate (%)
N. gonorrhoeae 1 1 0/1 (0 )
C. trachomatis 6 1 4 1 5/6 (83.3)
Total 7 1 4 0 2 5/7 (71.4)

Table 9 Overall clinical efficacy of RU 28965 in gonococcal urethritis by committee's assessment

(3 days' treatment)

Bacteriological response Eradicated Persisted
Clinical efficacy Excellent Moderate Fair Poor
N. gonorrhoeae - - - +

) Macroscopic - - + + or —
Urethral discharge - -
Microscopic 0 or — + + +
No. of cases 1 0 1 7

Overall efficacy rate :

1/9 (11.1%)

Table 10 Overall clinical efficacy of RU 28965 in chlamydial urethritis by committee's assessment

(7 days' treatment)

Bacteriological response Eradicated Persisted
Clinical efficacy Excellent Moderate Fair Poor
C. trachomatis - - - +

. Macroscopic - - + + or —
Urethral discharge - -
Microscopic 0or — + + +
No. of cases 5 2 1 1
Overall efficacy rate 7/9 (77.8%)
Table 11 Bacteriological response to RU 28965 in urethritis

Isolated organism

Bacteriological response

Eradication rate (%)

Eradicated Persisted
N. gonorrhoeae 2 7 2/9 (22.2)
C. trachomatis 8 1 8/9 (88.9)
Ureaplasma sp. 1 1* 1/2  (50.0)
Other bacteria 1 1/1 (100 )
Total 12 9 12/21 (57.1)

* . 3 days' treatment

Table 12 Bacteriological response to RU 28965 in cervicitis

Isolated organism

Bacteriological response

Eradication rate(%)

Eradicated Persisted
N. gonorrhoeae 0 1 0o/1 (0 )
C. trachomatis 1 1 1/2  (50.0)
Total 1 2 1/3  (33.3)
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4) ®eH

REMICM L TSI TIRET L 720 BIERIZ45615 1
Bl (Case No. 37)(2.2% )i D A5AM, AT, AW
WBAEED bl BREREMORE LR IE GOT B&
U'GPT DEBE LA (Case No. 1), KUY Ny OBEL
. (Case No. 38) 2t & 1 fliciBa 51 7z(Table 13),

I = »

RU 289651 LV 0= 2074 FRITEMKRTH
D, MEARZ PILEBEVin vitro LK S EM & 134T
HLvAt, WRRICEELZS L, BRIUIEATWDL L,
SHICRFLHEBBITERTI L EDS, invive i
WhHiteRkN<2075 4 FRERIZH L2~5015N T
Wh, AflE L MIEORS LIZBEIZE, RO
054 FREMICHLBVLFREIE SN, 7~108F
MompEaBE R, 128MF ToORPEINEIL6~
9% ThdY UEDL ) LML AT HEH D C. trach-
omatis (ST HinvimiIENDERETHLEH IS,
STDELTNBFREABIVTFEHRTFRIMNTIEH
WL O ICREMIC O ERET L2,

C. trachomatis (23X 5 in vitro SR D X M€ L -8 R,
Btk L L7 D #RICH T 2AH O MIC, MLC i2Eh &
1o0.1 ug/ml, 0.2 ug/ml, F7-F ¥RIZH ¥+ % MIC,
MLC i3 # L #10.5 ug/ml, 0.78 ug/ml THh, WL
BRI LMV D 2R L7ze RICEE S MIKRIZHT
A A H| D MIC +30.05~0.1 xg/ml, MLC {30.1~0.78
pg/mlIZ5A L, MIC IZHLBER D M & 131XF% T,
MINO & EM - TC £ D MMHE I %R L7 MLC i
M L Ii2ZF% T, MINO, EM L h 1 EIZ LN, TC
LN 4BFILENT O/ T7-FHF L in vito TN.
gonorrhoeae \Z b BN XA LTHEHY, STDELTHE
FREXBIUFERERICEBRDRIMEFTE, R
107

4@, bhbiizaH % 1 B300~400 mg, KL
FETIX3~TAM, 75 IV T7RELEL T HIENERSE
ETIR7T~4AMEET AL EFAIL L, EEEY
FIZL BRBERICBITHHZEIHRENL6.7%, FFiKE
#81.8%, NIHLIFTITVTH0.0%ThHoto F5
FERICBIHIEDEIKENREOY, 277IFTH
83.3% Tholo FRERIINTIFEOHRL—E
DEREIZEISWTFMT H720, BREUTIHES TR
HPORERHELEEARICER L THE—HEEZT-7
HEREHEL Table UIRLATE L TH B, HER K
EHEME LT3HE, FREMIRFERIE LT7HE
Thb, 58, FEREHIZELTEZ 7 IV T7THDAH
ERETHh o7 H—HEILL Z2REEHRIIKRENY

11.1%, 27 3J7H17.8%THY, EHREHYT LT
FSOMER L7,

MAEMENRRIZRERIZBITHIKEDHE %L
22.2%, 29 IV TOHKKIL8.9%, FFEREL
BITLKEOMEEIZ0%, 77 I TOHAEIR
50.0% Tho7zo AEDMRED, 77 377 BRAEI
3t L TIEER D in vitro S NAL { KR E N, BVl
R RAMED SNrzo LA LIKEBYAEIZR LTI, in
vitro CIR S N7 M DI A S R BOBALHR
1R SN h o7 C. trachomatis (2334 5 in vitro
FIm SRR BV Tid, TC, DOXY, MINO X ¥+
FSHA 5 L RERCEM L EDT SO T 1 FRER
M, B-TrILRCT I EMERER L~V
WHERTY, BEDESA, 753V 7THREEICHL
Tid MINO & DOXY #f first choice & ShTHH, ik,
RBLIUFFIHA ) RERZTLAX-DSB
BEICHLTIZEM AR EIh TS, 77 ITTHIK
BRIGTAHAING IEROENEBIUIFTIITO
MERELADE, WEEICLN 27 I THRIBE, %5
B, 52 ENL LR 5 TWbA, MINO,
DOXY Tix 1 H200 mg, 7~14B M DIEMAE {, MINO
TIRAEHE.2~100%, 77 I 7THEES.7~
100%%%, DOXY TixH%h*88~100%, 77 I I TiHk
HIB~100%"> &, FMEBEOBHFHELIVU 7 T3
VTHEEEYRLTWVS, $7-EM b 1 H1000mg, 7
BERS T2 7 I 7DHKEIINBY” LEN/EETR
LTw3, 40, bhbhdKs L7 RU 2896507 7
IVTHRERICBIAHEMEEEEYETS.0%,
B—UETTIT.8%, 77 I T TDOHEFEIL.9% L BYEF
ThHotlzo T-FERNOBRKTORKTS, 1H300mg7?
AMZESICEAY TIVTOHREEIRNRY LWL
100%0 L BN EEZRELTEY, 753V 7HRER
IS S 1517 3L S AERE 3. /[MEIE {17 & -3 )
nEEZLNI,

BIERI245@h 1 B1(2.2% ) I2D A FH, REATK
AR RRAGZD LN, EELODIRLED 7 B
KREBMORFEEM I GOT B LU GPT DEHELR,
VY NY  ENEE EANERZR1IFICEHLNRID
ATHoT,

DEBON-FERB LD, RU 28965i% C. trachomatis
3T B NEBFT, STDELTDZFITTH
RERFIRLOLTHERENRRES - FERERICH
hhOoRELEREEZLN,

X [
1) $35EAFRLEREFERE, KRV KITL
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RU 28965 IN UROGENITAL INFECTIONS

MasatosHl TANAKA, NoBuo QGATA, TETSURO MATSUMOTO and JoicH KuMAZAWA
Department of Urology, Faculty of Medicine, Kyushu University

SANSHIN HARA
Department of Urology. Sanshinkai Hara Hospital

HirosHl NAKAYAMA
Nakayama Urological Clinic

SHinzi URABE
Urabe Clinic

KAzUNARI NANRI
Nanri Urological Clinic

ToMoKAzU NAKAO
Nakao Clinic

ARIAKI NAGAYAMA
Department of Microbiology, Saga Medical School

The authors performed basic and clinical studies on RU 28965, a new macrolide The following results were obtained.

1. In vitro antimicrobial activity :

The antimicrobial activity of RU 28965 against 2 standard strains and 14 clinical isolates of C. trachomatis were deter-
mined. The MIC and MLC of RU 28965 were 0.1 and 0.2 xg/ml for standard strain D and 0.05 and 0.78 ng/ml for stan-
dard strain F. Thus RU 28965 showed high antimicrobial activity against both strains. The MICs against 14 strains of
clinical isolates were distributed from 0.05~0.1 xg/ ml, which was similar to the range of the control drug, JM, in-
termediate between MINO and EM-TC. The MLCs were distributed from 0.1~0.78 ng/ml, almost the same as JM and su-
perior to MINO and EM by 2-fold and to TC by 16-fold.

2. Clinical study :

RU 28965 was administered to male patients with urethritis and female patients with cervicitis at a daily dose of 300
~ 400 mg for 3~ 14 consecutive days. The results revealed that the clinical efficacy rate determined by the attending
physicians was 16.7% (2/12)for gonococcal urethritis, 81.8% (18/22)for nongonococcal urethritis including 80.0% (12/
15)for chlamydial urethritis, 0% (0/1)for gonococcal cervicitis and 83.3% (5/6)for chlamydial cervicitis. The eradication
rate of N. gonorrhoeae was 22.2% (2/9)in urethritis, measured on day 3 while the rate of C. trachomatis was 88.9% (8/9),
measured on day 7.

As adverse reactions, headache, anorexia and flatus were observed in only one case out of 45. As abnormal laboratory

findings, mild elevation of GOT, GPT and birirubin was observed in one case each.



