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Table 1 List of volunteers

Body weight
Volunteer Age
(kg)
A 21 63
B 22 62
C 21 61
D 22 56
E 24 61
F 22 60
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#7T 2 8B 2 Bacillus spp. R ESERE L 2 o 1055,
Enterobacteriaceae & Enterococcus spp. ¥ F IZKE L%
BErMrFL,

4) K7 747 DiZonwT
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Bacterial log count

Bacterial log count

Fig. 1 Changes in bacterial flora in feces of healthy volunteer given RU 28965 (Volunteer A)

Anaerobes
RU 28965
.. X
91 S 150mg X 29
N3
N
84 . \\ O eeeen Total Anaerobes
VoSN GPR
77 \
(H \ R fragilis group
\ \.L ¢ Lactobacillus spp.
5 & / N\, . ; B
: Ny
$ \ L ! £\ Fusobacterium spp.
4 "\ \‘/ ) / / GPR (Lecithinase ®)
“. /.'\ “‘-' /
\ " I. I .:.' //
34 S ;
\ / / S
N\ / \ / o
24 | } ! | )
T T T T 1 T T Ll
Before 2 8 15 22 29 36 43
Days after initial administration
Aerobes
RU 28965
9 N 150mg X 29
s .. Bacillus spp.
8 ‘s\ ) \‘ .
\n R AR N
\e P I
77 \ \{\ < S
I’ -/ .\-
. Rt N
5 e / g, Total Aerobes
6+ i \ AR R Enterobacteriaceae
5—
4 Enterococcus spp.
34
2 | Yeast
T 4 T T 1 T T L
Before 2 . 8 15 22 29 36 43

Days after initial administration



194

CHEMOTHERAPY SEPT.

1988

Bacterial log count

Bacterial log count

Fig. 2 Changes in bacterial flora in feces of healthy volunteer given RU 28965 (Volunteer B)
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Bacterial log count

Bacterial log count

Fig. 3 Changes in bacterial flora in feces of healthy volunteer given RU 28965 (Volunteer C)
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Fig. 4 Changes in bacterial flora in feces of healthy volunteer given RU 28965 (Volunteer D)
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Fig. 5 Changes in bacterial flora in feces of healthy volunteer given RU 28965 (Volunteer E)
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Fig. 6 Changes in bacterial flora in feces of healthy volunteer given RU 28965 (Volunteer F )
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Enterococcus spp. VR ICHR MR L MR L, WIC
Enterobacteniacese NE L VIl HMOMM & R 7o
5) #7574 T EIIDWVT

K374 7ETRBEESABNCRERT IZHhIT
THRENNOREENRELC clu/g & 20, TOHE
ERT 1M AT TIO~N cfu/g DB EHEFL 72,
LA LEERT IABICRIERTOERICRE -2, S0
M, B. fragilis group XM ICREBE TH - 72, Bifidoba-
cterium spp. 131X X B BB CHPEOFICIIRON LK
Lh, HREXKTIBETOHEBL 2H 57 F. van-
um-F. mortiferum group IR EXIM %@ L TBH LN,
BEAMEREMAIREIC B E —BL, B R®
OMBERLL, FAMEOREBLXESBENGH
Foch b B REL0° cfu/ml BBEE 2 h, ik 1 METH
RPCTCOMMKIZEE L7, Enterobacteriaceae HH (21
BOWMTH 5 7o Enterococcus spp. TIXIRWIZL B8
ELXRBORIHBBOLNI-N, XX 1 BE TS
RBolo. HEIZL B Candida DM, E/AZDH LN,

6) XIY»F 14T FIZonT

RKI/T 47 F CRAEARERTHICHKIAMNHE,
FRUE L QICHEBIIREE ), HERTHREAMEE
BB LUHAMBRBIIMXMNOME £R L7, EH
Mith, &S 1EM T2 Bifidobacterium spp. A5k L 7=, B.
fragilis group XX 2 B BISIT—BFBM L =A%, £
BB EDOEN % & 7o F. varium-F. mortiferum
group XXMM & & I L 7oA, IRIEETRIZIZ
BHBRUT & & o720 5FRMEE T3 Enterobacteriaceae

PRI L L bicRI L, BEPILE L bICEALT
& 72, Bifidobacterium spp. b IEM T 4 HETHHBL
/3 AP A

2. RU 289658512 & & REOHROBAL & REA

C. difficile 8 & U C. difficile D-1 XK DM

TRTORI V7 4 PI2BNT, REPBLUARK
ORBASENORME ) B 2 2BRIMRE NI,
Lt T, TRMREBObNEN o7 RV T
£T7ADLF ETHREMNPHLRERIMABELT, WY
ROBEBREDOKMED S b C. difficile DIMS L UD-1%
EOMMIZBHETH o 72 (Table 2),

o * »

HEMEOBS D OREREEROELLE 26T,
HERMBES 2L 2 BAEEROEOREIR, RFIOR
WARY b4 LA, FOGARE EFOBAT
DEREHLEZEIWVRE S,

RU 28965i27 5 v X, Wl 17 7HEARTH
U X 7z Erythromycin A D LD b ¥ %2-2 ¥ ¥
I FEV-AFNAFILTRBLAEOLDOTHS, 5K
FOKME LT, FORRBHMNE, RBROUE, MM
BLANSITON, TYROZS Yy ERBOABAN
2 r5h, HEERBEYRTILIAONTVEY, XH
& DRI TIE, RU 2896513 MANENEEHMORE L
PR NEVRETHHTLZ LRI R 7Y ¥
(2 HIZ10° cfu/g LLEFEFET 5 B. adolescentis %0.05
pg/ml WTORECREMRIE L7z X7 B fragilis

Table 2 Detection of C. difficile in fecal contents of healthy volunteers

Volunteer Medication Before During After
Organism day 2 | day 8 | day 1| day 8 |day 15| day 22| day 29

A C. difficile _ _ _ _ _ : _ B
C. difficile D-1 toxin

B C. difficile _ _ _ _ 3 3 3 3
C. difficile D-1 toxin

C C. difficile _ _ _ _ 3 a 3 _
C. difficile D-1 toxin

D C. difficile _ _ a _ _ 3 N B
C. difficile D-1 toxin

E . C.'dtfﬁcile ND. a _ : 3 B ND. B
C. difficile D-1 toxin

F C. difficile _ _ _ 3 3 B _ _
C. difficile :\D-1 toxin

N.D. : Not done
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group DR H % 1.56 ug/ml & 50 g/ mi(10° cfu/ml £
)T L7ze 7N WHEET D C. perfringens
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Z D RU 28965ND MMM 1233 B MIC & 4 DM M
DRFEHRYHBT S L, B adolescentis DIZEIZ & 5
22 MA, Fusobacterium spp. DIXHWIZ L B H H W
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BOBLALH W S 7z, B2 E KN O Bifidobacterium
spp. (AT A ¥ L SV HiiERIE, K074 TR
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3 72 B. fragilis group i3 READEFRE N L%
AONBEEPHDLVIIZEPERICROLLVENRE
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TR (R AW A

LEHRER L E L TB I 5 C difficile |- & 5 THIE
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RO WEBELMBN—2Th b, C difficile 125 5
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PEZONTWA, DEDRINEKTHY, bOH—FHit
PHRFETH 5, {LERERICL > THELS B ERT,
FEOMIZRA LT C difficile DFRINRF, EHEFLT
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T7o, ILERERIC L W REL S BEANT, LPBEE
LTW5 C difficile XREWBT LI ENE 0T e R
H5ETHDONAEHFTH 5%,

SEDKRT 7 14 7 Tik C. difficile DIEFEMED N
Goli, ELTHERIZET 71 TREDLNTY,
TR SN REONRMATRTH, tLAXEHK
FIZL D EBEIEL 2 AR TR, BESE, Sul-
tamicillin REDO b F BRENMAEOLE +R5T L7,
Sultamicillin &KFE Z X 72K T » 7 1 7IZ&E LB O

Bole LEIBLIN, ZOERFTILEDHRHHE
&, %% 6D Bay 09867, Cefixime (2813 58KT
12, SEMBAICKHMLERER L RETHIET, %
DERMEREEDLZ VT, EDOHEHICC difficile 2
BEBSNDZDONHTH 750, ZOENTIHREY
M -—HE b C. difficile DU T E uh oz,
LEorimn o, RU 289650 1 H300 mg 2 5329A M
REORSE, X8 H, REMR BBLIUAT 1B
=2 et HAE MR ENB L Tt RO
F(1/100#2 )0 A 251 a R T Z LG NT:, #
DHMDOEAL % R 5 L Bifidobacterium spp. D /0 1%
ET, 2HMOBETIEPIL%IMB TOLIRENOKE
BRI LZhoT, E-MIRMIC, ZOXBMMES
TATDOREHKIEIZE L (KDL ) e 2L E
%4 L /=5 Fusobacterium spp., B. fragilis group M D@ #
LAXLVOBMLZEL BB SN,

X [

1) SHARH—0B, B8 BRIt =.7
Wo =9 AA454751)—No. 6, BAEEKR
K, ¥, BM4E

2) V. L.SUTTER et al. : Wadsworth Anaerobic Bacter-
iology Manual, 4ed. Star Publishing Company,
California, 1985

3) HIEMHKLFEREEERE, HEZ V£V 94
Vo RU 28965, 2R, 1987

4) INEEEBHE . RU 28965D kS E IS8T 5 in vit-
ro B L&V in vivo LB N2 LR, Chemothe-
rapy fxiR

5) EH—E, EOBK, IHELZ BESBEL
Clostridium difficile, €5 » A5 4 7, 25 (12):
798~810, 1979

6) LEF—H, /HELT, EORK: EAEBE—
MEFOIHH S, BERE A4 - 1039~1049,
1984

7) ELFK, ff. BAY o 9867 DB ADBAE
E#K IS T 5%, Chemotherapy, 33(S-7):88
~99, 1985

8) R X, #2: Cefixime(CFIX) DR ADKA
W ¥ x4 5B, Chemotherapy, 33(S-6):
169~179, 1985

9) MHE#T], ftb: Sultamicillin &8k 58 O HRE
BLLUBAAEECRIZTER, RiEE
59( 7)) : 749~765, 1985



VOL. 9% -8-4 CHEMOTHERAPY 201

EFFECT OFL RU 28965 ON INTESTINAL BACTERIAL FLORA IN HEALTHY ADULTS

KunitoMo WATANABE, KAkUYO SAwA, HARUKI SAWAMURA, KAZUKIYO YAMAOKA, MAKOTO AOKI,
Naokt Kato and Kazue UeNo
Institute of Anaerobic Bacteriology, School of Medicine, Gifu University

We investigated the effect of a new macrolide chemotherapeutic agent, RU 28965,0n human intestinal bacterial flora in
6 male volunteers. The drug was administered at a daily dose of 300 mg in two doses,totalling 29 times. Quantitative cul-
ture of stools was conducted eight times altogether : at pre-administration, during treatment and up to the fourth post-
administrative week.

Reduction in the bacterial count reached a peak 8 days after initiation of treatment, at completion of the treatment or
one week later, though individual differences were observed. The reduction rate of the total anaerobic and aeromicrobial
counts was from 1/10 to 1/1000 as compared with pre-administration. As a qualitative change in flora, early disappear-
ance and delayed recovery of Bifidobacterium spp. was particularly observed.

No abnormal growth of C. difficile—regarded as a causal bacterium of pseudomembranous enteritis—was observed dur-
ing the treatment.





