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B AZB1F 5 BAY 0 9867 (Ciprofloxacin) &% 5
DEFRNHAEE~NDE

AR F-sHE- L R-HPH—
HEEE - BH K- EHEX - RERE
A fR-WEL F - AHES - AL
Bk BT
ARKKFEFI/NRREBHE

FLLRARENZF /) VANVK BROSERIMERTH 5 BAY 0 9867 ¥20~254%, AES3~
80 kg DREFEH2081+H K101 1 B100 mg $t % AE % 3 M A200 mg T2 AE% 3@, 5 AMEN
5L, &kS5MMKATS, 18, 5MAK4 % KSET1, 3, 6, 0AFRICBTI2&HEL—
HMEFIIOXHFEAMER T HEE YA 5 E L LI Bioassay & HPLC ETHEFBRE 2 H
E, BLEE»OFHEL 2L OME T 5 BEEEREL0 cells/ml TOERBRTH L EWN, AE
BB LUEADBHRREMBE~NDEEIOVWTRELAL A, KDL EEREIELNRL,

1. 106021 HE100mg X 3, 5 BMRS LHEDEHFEIZ BT 5 Enterobacteriaceae 13155
4 BEREPI»LSBESNTY, RE5ET 1, 3B%EZ1HDAH0 cells/g 105 cells/gx R L,
BERTIOBHFEHEHTIZL0 cells/g BT, RFMABAIOEBICEBEL 225, BLH, £LTH
BRI AZHEICRAEIFEL TV A LRV AT, RSB ZGETI08 %12 Kiebsiella sp.,
Citrobacter sp. B & U Enterobacter sp. D BEBIA L 2 2H[ICH Y, ZOMO T T ABRHRE IR
BB LR B EARBI LN TELRD 57, 7T LEEES Staphylococcus sp. i3F L W& iz %
{, Enterococcus sp. 133X 5B 4 Bk, IRE5®RT 1, 3HETHESI 2D, RERBANIL~NE
BBV THHNEL, HERTOHEZEL WV FHTRRSMABMOERICEBL 2248, BLICAHL
BAECRBERTIOR R O SRR L BUOEK L RS 2 Wb H Y, Candida sp. 13FE L WEAL
2RO o1, WA E D Bacteroides sp. B & URBMAMERIISEMICALIEEE LV EWVZ
%2 <, C. difficile 32BN SR SN D57l —HEMETOMEM I Enterobacteriaceae T 5
T 6, 108 # Kiebsiella sp. DADFHEFNEL 2 2EMEEL, TOMOBEE~OHBIILHM I
UL, RELZ2VW—HEFTLHAMEROREIRI>EEZ LRI,

2. 108121 BE200 mgX 3, 5 BEHXS L7234 D2 ME T Enterobacteriaceae 13355 Bt 4
Bi%1BI0AA10 cells/gBERL, HERT 1, 3AHKELBA» 65N T, HERTI0BR
YR BI0 cells/g BT, REMBAMOBEBICEIBEL 2245, BB, &L THERICAHLHE
HEHELTVw2 LRV T, KSRABENICHZEERT 6, 108 %I Klebsiella sp. DFBERIHE L %
ZEMICHY, TS T ABEEBERREGIN L2, BEABIENTELED 1, VT A
FEYEH T3 Staphylococcus sp. D¥X 5Bt 4 B2 GRS RT I HXO IREBTHM I 2 i E
BB 2 RTBIHE , Enterococcus sp. i FHTIIVTROKREHR 107 ~108 cells/g & TEAL
R ho e, BACAIBERGMAB4IBEIORGFRTORKDAREATRIESh 2 VA
HIZ@BL T ABIHDH Y, Candida sp. 13F LWEILRBD L h o oo WAMEBE T Bacteroides sp. 3 &
URBEHERESAMICABEE LRV IIZ C, C difficile 3E2FI» 508 s, —5K
FETOMEHELSRFETOLMIELL, LR hBELZV—BEET L BAIERRORE IR
2rEZLNTI,

3. Bioassay (2 &5 1 H100 mg X 3 RESBRI0FIORFEHME SRS 4 B, RSRTL,
3, 6, 10H#%&~TF19222.7, 248.9, 42.0, 2.1, 0.1ug/g T, HSGHRT 1 BB BHIREL
TL, 1 H200 mg X 3 581061 T OFIRAE 2 & £496.5, 553.7, 104.0, 1.7, 0.05ug/g T,
RiEWESRT 1 BEMR OB, M5 BRI Dose response 24 b 7,
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4. HIRD2HGEBFEFES BB S HPLCETORBRBRE TIZ 1 H100 mg X 3HGFHOK
Emth4 Bk, 58T, 3, 6 HEOTIIK4213.6, 322.6, 44.0, 2.8 ug/g T, HERT
1 H#EA R OB VIRET, RSRTI0A R EFIAIREBRIUT, 1 H200mg X 3HH5HIIH5H
fh4 B, BERT 1, 3AKOTFYIEK4616.4, 636.6, 58.2,4g/g T, LIEWIZXSHRT 1 HE
MROEL, HEHRT 6, 10BKELBRUBRUT Tdh o 724%, MHK5EEMIC Dose response A*
by, EMIZH S L Bioassay HEICHNXPL LB WEE BT AHEIIH 5 72,

5. RRBGBIOHEEN O FRES N FEL OME 3T 5 HEHEE R0 cells/ml T D ARH| 0 EH
BEMTR, Y7 0BMRESL 077 2BHEEL L IZSB I TORE L ABIZENL MIC %
RL, SHNREEBEE I LICOTREFER, K5, HERTHO MIC DEV ¥ & 705, LR
TELHMPEANTIRER 2D 570

6. BIYERIIE 1 AR100 mg X 3 x5BT 1), BIEREMSE, FTHHE 16, 200mg X 35
BCHREER, RESE1GICHB, HAOBKREBE~OEETIZI00 mg X 3HFS5HN 1 FiC

GOT DRERE LA AL NI,

BAY o 9867 (Ciprofloxacin) 3% KA v d/xf 1)L
HTRREEINZF LX) A NVKE U BROSKINE
HThb, FOILH¥ %12 1 —cyclopropyl— 6 —fluoro—
1, 4 —dihydro— 4 —oxo— 7 — (1 —piperazinyl) — 3
—quinoline carboxylic acid—hydrochloride—monohydrate
T, Fig. 1IZ/R L - % #F 5 Norfloxacin (NFLX)
EM LT3, KHI2 7T LBHERE O Staphylococ-

cus aureus (S. aureus), Enterococcus faecalis (E. faecalis),

75 LBEMEERE @ Neisseria gonorrhoeae, 7 5 LFEMEFE
B Haemophilus influenzae, Escherichia coli (E. coli),
Klebsiella sp., Citrobacter sp., Enterobacter sp., Proteus
sp., Seratia sp., Pseudomomas aeruginosa (P. aerugino-
sa) R HRRMEE D Bactervides fragilis 72 £ 12 %+ LIEIE <
BNFEAEEL, 3L ALOBETRREDSHM
HH TH % NFLX, Ofloxacin, Enoxacin & Y Ll /1 7¢
2~ 4fFeeg (AR OKRE L-FEnmb
B 3 ~ 5 BRI L RVEMAH 51 (Fig. 1),

FH T I BEIC19844E 0 453200 H AL FHEF R A &
XHREBWTHFES Y RI T LIZL o, £
DEBRMRET B L UBATOBRFMARBL 5L TW
%', FL7:H it BAY 0 9867 DILE N & B~ DAT
BLURPEINEOBFE L h 371, KH % e MRS
LIS EREAMEE~ORE»+FELONL I

5, BERACEORS L, RENAHEEOLS © BT,

FRIOREFIRE B & OFE 4 O FHERII T 5 FHIES
HRELERT S L & ICEHERERFTLEDOT, 20
BEEBRET 5,
1. EBMHELUHE

1. BEANMEE LS

1) gH

205K A &5 258%, PR EES3 kg A &80 kg 18 B 5B 14 2065
ERRE L,

2) FEHERKESHE

MRE06 FEFICIOB T O 28 Ich, T8
BAY o 9867 100 mg $8, D 8fi2iX BAY o 9867 200 mg
SEEXFHL, SHLL1IE1EY 1 B30 (BAREK),
5 HMEHRZEOKRS L1,

3) EEAMMEENIER

WE B M5B b5 MG S5, 18, &5
BA%G 4 BT%, &5#8T1, 3, 6, 10B%kE L7

4) BENMEEEIE S

PERE S ICHMED 1850.3g #RIL, Ky nLHk
EEKETCTLCRIEL, 200.3g 254 1cBRE
# (Brain heart infusion broth (Difco) 37 g, Resazurin
0.1% alcoholic solution (Wako) 1.0 ml, L—Cystein—
HCl - H.O (Wako) 0.5 g, Bacto agar (Difco) 1.0 g,
Deionized water 1,000 ml) ®9.7 ml 2 Ah, & iR
%, VI h oML Dilution buffer A (KH:POs special
grade (Wako) 4.5g, Na:HPOs special grade (Wako)
6.0 g, L—Cystein—HCl -+ H:0 (Wako) 0.5 g, Polysor-
bate—80 (Katayama) 0.5 g, Resazurin 0.1% alcoholic
solution (Wako) 1.0 ml, Bacto agar (Difco) 1.0 g,
Deionized water 1,000 ml) TI00f5EXBEA IR L, MRk
ELEDNE40.1ml % 5 %REBMEM I PEA agar
(BBL), Staphylococcus agar No. 110 (Eiken), 1.5% Bac-
to agar (Difco) §ll SF broth (Eiken), DHL agar (Eiken),
NAC agar (Eiken), Candida GE agar (Nissui) I2 # L& h

Fig. 1 Chemical structure of BAY o0 9867 (Ciprofloxacin)
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®IKL, 30T, 48BFRIMTSAETE, GAM agar (Nissui),
Bacteroides agar (Nissui) 2% ®#KL T, 30°C, 48R
BEEEL, BLAOME I 2EBORAELIT L LD
CHEHORE % ER L 7:»%, BERTER 1 Bacteroides sp.
FTOREICEL EDT, % BREIKFIZ CCFA (Eiken) %
AVERH T T37C, 48BFRIET#E L Clostridium difficile
(C. difficile) D BEERAT,

2. HEDEHRENE

) ¥ B

HEPHESRE & Fl—020Bic> 2 BBREL R L
B, ¥4bbik5RkES, 18, k5MK4 8% &
5871, 3, 6, 0B%OBEKMELFRUEMEIZO &
BAY 0 9867 DEXRET AL L bII, 2HEGEHD
ZS5HUIDOWTHPLCET L REOREX1T - 720

2) WEARE

REAEEENECHAVARET 2bb 2R ELKG
TFTTE(MBLAZLNDL gi20.1M 7 T BEREH N
(pH7.0) 9.0ml /0% & CRFAE, 4CTHLTHE
(3,000 rp.m., 104) L, Z® LkiF#%0.45m O Milli-
pore filter TiFifl, ZDiFMW ML L, HibkoEHA
RERIEHEIHE S 720

(1) Bioassay &

E.coli Kp # REBE & ¥ 5 Agar well T, Kt
Heart infusion agar (Difco) %M L, #Eiefh#Riz BAY
09867 ¥0.1M ) L EEMRE M (pH7.0) THMLIEM,
BRAELFARCERMBENICALBE T THRL THIE
%, B 1 gilB35BAY 09867 DIREXHAH L7,

(2) HPLC &

HPLCHEIZ L ARFBEOREIELL, T4bD
BERAE0.05 ml 1225 mM ') >~ BRKIEHE £ 10% KBE1L T b
F—n—FFNT L EZYLKBHETpH 3IZHEL
Solvent A ¥ %, #010ul 2 WBHEMBGIr O~ 7T
7 ($8FE . BiEBUERT CTO-2A R, # 54 [ Waterstt
WA T DI A 7OK TNy 2 Cs ATV LAE
3.9mm id. X30cm, FBEHE . Solvent A & Solvent B ¥
GbhbTE M MU EIMLIZLAGD) IEALM
E L7

3. BEHIKEMERER

EERRS Candida sp. B & UBERMEE 120V TIHEHA
BEMRAEL T, ZOMOEHETIL BAY 0 9867 O
1 B#5 ®300 mg 3 & U600 mg X 5-8 & b (2 5Pk
#5, 18, %5MK4B% K5ET1, 3, 6, 10
Ao s nr-flis OBMED 1 % at random (2ED
BAY 0 9867 NEEH X E L 72,

1) Mg

(1) BAY 09867 1 Hi&100 mg X 3 #x58%

75 ABYERRE 12 S. aurens 338k, Coagulase—negative
staphylococci 368k, E. faecalis T6Bk, Enterococcus faecium
(E. faecium) 208k, Micrococcus sp. 16BRDEF181%k, 75
LPBEMEARE T2 E. coli 658, Klebsiella pneumoniae (K.
prewmoniae) 14 Bk, Klebsiella oxytoca (K. oxytoca) 1 ¥k,
Klebsiella ozaenae (K. ozaenae) 1 ¥k, Citrobacter freundsi
(C. freundii) 168k, Citrobacter diversus (C. diversus) 4 #k,
Enterobacter cloacae (E. cloacae) 9 ¥k, Enterobacter aeroge-
nes (E. aerogenes) 6 ¥, Morganella morganii (M. morganii)
2 #, Hafnia alvei (H. alvei) 2 ¥k, Serratia marcescens (S.
marcescens) 4 Bk, Serratia liquefaciens (S. liquefaciens) 4
¥k, Seratia rubidaea (S. rubidaea) 1 ¥k, Pseudomonas sp.
9 Bk, Acinetobacter sp. 1 ¥k, Bt139%k, #ET320%k % 3t
RELS

(2) BAY 09867 1 H&E200 mg X 3 x5

75 LEMEERE 13 S. aureus 248k, Coagulase—negative
staphylococci 41 ¥k, E. faecalis 54 Bk, E. faecium 34 #%,
Micrococcus sp. 7T BRDET1608k, 7 5 LABEMHEHRE TIXE
coli 658k, K. pneumoniae 258k, K. ozaenae 1%k, C. freun-
dii 258k, C. diversus 3 Bk, E. cloacae 3 ¥k, E. aerogenes
7 Bk, M. morganii 4 ¥k, H. alvei 2 ¥k, S. marcescens 1
Bk, S. rubidaea 1 Bk, Plesiomonas shigelloides (P.
shigelloides) 1 ¥k, Pseudomonas sp. 2 ¥k, Acinetobacter
sp. 18k, Bt1418k, #EF3018kEMRE L7,

2) ERIBEMEREF &

A A L EREF BB ERERERETCNE
Lo T b5 VT OB G 5 Mueller-
Hinton Broth (Difco), &5l E 5% 4 i3 Mueller—Hin-
ton Ager (Difco) %*fEM L, % it HHd & 1210
cells/ml DA TOBEMEEML 72,

4. BER B & UBERRE

BAY 0 9867 #5-20B112 > & & 5B H » 6 5RT
10B% E CORMEROEBELBE T L L i, 5
AR L KGR TR B O P AR - —ARMm GRIMIRE,
NEZOEYE (Hb), NvF2 )y ME (H), HOL
KM, BHMIRESE, MK, 7o bos o,
7 —hH AR (E#, M), nigErnRt RE
B, A/GL, BYUNME Y, BaLzxFa—u, b
7Y+ 714F, GOT, GPT, ¥ -GTP, Al—P, LDH,
BUN, Creatinine, MHEEMHHA (Na, K, Cl, Ca), M
), BLURKRE (pH, &A, ¥, yovy /-4,
ki) *EBL, BRKREBE~OHLEYF v L1

I. & "

1. REMMEE LD

1) 1 B&100 mg X 3 #4561

(1) 2RME
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a) 5 B%ETS B

Enterobacteriaceae ™ E. coli i3 28D 1 Bl H» 6 5 BET &
1, M IBE1.0X10* ~4.0X 107 cells/g iz H b, F
3¥1.8X 107 cells/g, Klebsiella sp. & 1 Bl & A$2.8X10°
cells/g, Citrobacter sp. i3 2 A% 44.0X10%, 2.2X10°
%7 L, Enterobacter sp., Hafnia sp. $ & U Sematia sp.
BE1FIPOREB SN ZNRFNI.6X103 1.7X108,
3.0X 106 cells/g T o 7=, Enterobacteriaceae AT H 5
E 2PN 4.2X10° ~6.4 X107 cells/g iz dH h, Fi51.9
X107 cells/g T, ZDHD 7 5 LEEMIZHE T3 Pseudo-
monas sp. A% 2 BIIZ1.7X10° #3.0X 10 cells/g 738 2 h
AR

77 LRYEE A Staphylococcus sp. 13 7 BlD SRR S h
6.0X10% ~1.0X10° cells/g # 2 L, F3Y1.1X10° cells/
g, Enterococcus sp. & &I AT2.7X 105 ~1.4 X 108 cells/g
Bz d ) F33.4X 107 cells/g, Micrococcus sp. & 3 Bl
Ao HESN1.0X10%2 ~4.0X 10 cells/g, Candida
sp. R7HID oSN, 2.0X102 ~5.0X 10 cells/g,
F3g1.3X10% cells/g TdH - 720

B E B Bacteroides sp. 13 2 BAH37.0X 108 ~9.8 X
10° cells/g, F3¥J4.9X10° cells/g T, C. difficile it B H
ENY, BREARMEBIE T NTH2.5X10° ~2.0X 10
cells/g A R L, FH1.1X 10" cells/g Tdho 7:
(Table 1, Fig.2),

b) &5 FthRI1 A

Enterobacteriaceae H E. coli (33X 5 FARAHT 5 B I8 X
Nl o7z 161A56.4 X108 cells/g 277 L, 2B151.4X
10° ~1.0X 108 cells/g 2 b, x5 BILGRT S B2
SN 9BIF 161 2ERBERVES, 16k 2 REEEY
B, FHI32.1X107 cells/g THR5-FHH 5 BOFY
BB EFATH o720 Kiebsiella sp. 13 4% 5-F%47T 5 A IS
RSN 1 B0 HH 2 BB VB D2.1X107 cells/
g 2L, Citrobacter sp., Enterobacter sp. 3 & U Proteus
sp. & 1BIroAFMSNR, ThENI5XI05 1.1X
107, 2.7 X106 cells/g T, Hafnia sp. & Servatia sp. 134
& n B 57z, Enterobacteriaceae KT & % & 25 H¢
1.4X10° ~1.0X10° cells/g iz b, 1 G135 B
B S Bicl~ 2 BBV ER, 29 BlizF&A S B E
BERL, F1132.4X107 cells/g T, 5858758
DFHLRAL A - —DEBKTH 570 DD T T L
B4R T3 S BA%AHT 5 B 158 S N 7: Pseudomonas
sp. D 2BIp 1 FIDAH1.4X10° cells/g 2 2L, FED
B¥THo7,

77 LB S Staphylococcus sp. 13 3XG-BILARTRR M &
NITBIF4BIDLDADOFMICLEEED, F05 b1
BUITRS-FAMERT 5 BIcH N2 RV Bi%k, 260t 2 B

BELUEECER 16EEUOEETH 72, Entero-
coccus sp. 12 EHAH1.6X10° ~1.0X 10° cells/g i 1,
RS RARI S Bt~ 2B 2 BRBER VEE, 161453
ERECEYE f78ERE»EUOERT, F1.3
X108 cells/g ¥R L, &5 RGATOFHBEBIELL 72,
Micrococcus sp. 13k 5-FMGRIS B ERZ 572 1 DO A A
1.0X108 cells/g * £ L, Candida sp. 335 FHEI 5 B
R CE o228 MA7-9BI» o FBES N,
1.0X10% ~1.1X10* cells/g, F394.8X 10 cells/g T,
5 RMEEI S B OFHEKIEL 7,

A MEE B Bacteroides sp. £%15%1.2X 108 ~1.5X 10"
cells/g T, HX5BMER S BIC~X1F» 2 BEREE HE
% 9B REIBEUOEE FI19i33.3X10° cells/g
T, 5 HR%EIS BOTFHEKLEFRET, C. difficile it
SRS o, REAMEBIE T NTH7.0X108
~2.3X10" cells/g3iZH v, REFHLERIS Bilk~1
BAs 2 REBVEE, I BV EE»BUOES, Tk
8.5X10° cells/g T, X5 F%EHET 5 B O FHE I EM
L7: (Table 2, Fig.2),

¢) ®5Hk4 Ak

Enterobacteriaceae 3 EH 6 3B ENT, Fofho s
7 LREMEARE T i3 Pseudomonas sp. XS BAEHT O 2 &
EHICRIETE LD 57 1 BIDA4.0X10%ells/g%k iR L
72e

7 7 LEETEE T Staphylococcus sp. 13 ¥x 5 BAGARET 1 B i
TSN/ ABIR LB &AM 4 BIA5.0X102 ~6.0X 106
cells/g T, AIERKGHABAIIB L) IBRREVE
2L, FHIR7.1X10° cells/g T, HKGMBLAT 1A D
FEEK L FA, Enterococcus sp. 2 1 Bl5 6B H s hy,
29 F1421.0X102 ~1.1X 108 cells/g ¥7/RL, ZD 95l
1 BIAIRSEAMAET 1 BN 2 RV ES, 5Bt
SEMELEBVEY 3FIFEUOES Fiizl.1x
107 cells/g T, &5-FAHET 1 B OFHEEIEM, Mic-
rococcus sp. IR G BABERT 1 BIZ o MES N7 1B L ftb 2
BID A H2.0X10* ~2.0X 108 cells/g ¥ B L, BIZi3$k
S RthET L F&E DB, Candida sp. 11355 BI6587T 1 B
RSN 98I 2B2 6 58T &3, #7651k 5
BRI 1 B L AE»BUOBKTH - 70

B MEE F Bacteroides sp. 13 £H551.0X 108 ~9.4 X
10° cells/g Bz b, 5-FMEET 1 BicHA~ 1 BIA 2 By
BEVERTH - 7255, RE5HMHERIS B L RESOEN,
F19133.2X10%ells/g 2R L, HE5ME1 B LRGN E
BT, C difficile BB I N h o7, BEBEHER
FTANTHS.0X10° ~1.4X 10" cells/g iz d b, x50
BERT 1 BICHA 1 B35 2 BERHE VBT H o 7 A4 5.5
PRI S HOBBME B, FHEBIL5.4X10° cells/
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Table 1 Bacterial flora in total feces of healthy volunteers administered BAY o 9867(100mg X 3)
(5days before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. K.N. M.H. AY. MM. TA. TS. YM. S.L KY.
Age(y.).Sex 22.M. 21 M. 22,M. 25,M. 21 M. 21.M. 21.M. 20,M. 21 M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *1.3x107 4.2X10% | 5.2X107 | 4.0X107 | 6.0X108 | 3.0X108 | 6.4X107 | 5.0%10° | 1.0X10* | 1.8x107
Klebstella sp. 2.8X10° 2.8X10¢
Citrobacter sp. 4.0x10* 2.2X10° | 2.6Xx10
Enterobacter sp. 9.6X10° 9.6x10%
Proteus sp.
Hafnia sp. 1.7X108 | 1.7X108
Sermatia sp. 3.0x108 3.0x10°
Enterobacteniaceae | 1.3X107 | 3.0X108 | 4.2X10% | 5.2X107 | 4.0X107 | 6.0X10% | 3.0X10% | 6.4X107 | 5.0%X10° | 1.9%X108 | 1.9%107
Plesiomonas sp.
Pseudomonas sp. | 1.7x10° 3.0X10* 3.2x10°
Actnetobacter sp.
Staphylococcus sp. 8.0%x10? 1.0X10% | 4.0X10* | 2.0x10* | 1.0X10% | 3.0X10% | 6.0X10% | 1.1X10°
Enterococcus sp. 1.4X108 | 2.8x107 | 2.0X108 | 6.5X107 | 1.1X10% | 3.0X107 | 2.7x10% | 2.7x108 | 3.7X105 | 7.2X107 | 3.4X107
Micrococcus sp. | 3.0X102 1.0X10? 4.0x10° 4.0X10°
Candida sp. 5.2X103 1.0X10° 2.0x10* | 5.0x10* 2.0X10% | 3.0x10* | 1.0X10* | 1.3x10°
Bacteroides sp. 6.0X10° | 5.4X10° | 9.8x10° | 9.5%X10° | 1.5%10° | 2.7X10° | 3.0x10° | 2.9X10° | 7.6X10° | 7.0X108 | 4.9%X10°
Total anaerobes | 1.2X10™ | 1.3X10'° | 1.3X10'° | 2.0X10' | 4.3X10° | 1.8X10'® | 3.8X10° | 1.9X10'® | 7.6X10° | 2.5X10° | 1.1X10"

* cells/g
Fig. 2 Bacterial flora in total feces of healthy volunteers administered
BAY 0 9867 (100mg X 3, 5days) (N=10)
Enterobacteriaceae Enterococcus sp.
D Staphylococcus sp. E Total anaerobes
12 "
Enterobacter sp. Citrabacter sp. E. coli
10 4 Proteus sp. Serratia sp. Klebsiella sp.
| H. alvei

Logio (bacterial numbers/g feces)
(=)
L

0

administration

[T

2 \ | g 5
5 days 1 day 4 days 1 day
before before under after

8.

6 days 10 days
after after
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Table 2 Bacterial flora in total feces of healthy volunteers administered BAY o 9867(100mg X 3)

(1day before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. KN. M.H. AY. MM. TA. TS. Y.M. S.IL KY.
Age(y.) Sex 22 M. 21.M. 22, M. 25.M. 21, M. 21 M. 21 M. 20,M. 21 M. 23 M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *9.6X10° | 6.4X105 | 4.6X105 | 5.1X107 | 4.4X107 | 1.4X10° | 1.0X10* | 3.4x10° | 1.0x10% | 8.3x10> | 2.1x107
Klebsiella sp. 2.1x107 2.1X108
Citrobacter sp. 9.5X10° 9.5X10*
Enterobacter sp. | 1.1X107 1.1x108
Proteus sp. 2.7X108 2.7X10°
Hafnia sp.
Serratia sp.
Enterobacteniaceae | 3.4X107 | 6.4X10% | 4.6X10% | 5.1X107 | 4.4X107 | 1.4X10° | 1.0x10® | 3.4X10% | 1.0X10® | 8.3X10° | 2.4X107
Plesiomonas sp.
Pseudomonas sp. | 1.4X10° 1.4x10?
Acinetobacter sp.
Staphylococcus sp. 1.0X10° 7.0x102 | 1.5X10° 1.8Xx10° | 1.0x10°
Enterococcus sp. 3.3%105 | 2.0x10% | 3.3x105 | 1.0x10% | 9.0X10® | 1.5X10% | 8.9%X10% | 1.0X10® | 1.6X10° | 1.0X10° | 1.3x10%
Micrococeus sp. 1.0x108 1.0x10°
Candida sp. 3.7X103 2.7X10% | 1.0X10% | 2.4X10° | 1.1x10* | 1.0X10* | 1.2Xx10® | 1.0x10* | 6.5x10% | 4.8x10%
Bacteroides sp. 4.0X10% | 5.0X10% | 3.0X10° | 4.0X10° | 3.9X10° | 1.2x10% | 6.0X10® | 1.3x10° | 3.8X10° | 1.5X10'° | 3.3x10°
Total anaerobes | 7.0X10% | 1.7X10° | 3.8X10° | 6.9X10° | 6.2X10° | 3.5%X10° | 1.0X10° | 2.2X10% | 1.6X10'® | 2.3X10'° | 8.5%10°

* I cells/g
Table 3 Bacterial flora in total feces of healthy volunteers administered BAY o0 9867(100mg X 3)
(4days under administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. KN. M.H. AY. MM. TA. TS. YM. SIL KY.
Agely.)Sex 22 M. 21M. 2.M. .M. 21 M. 21 M. 2AM. 20, M. 2AM. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli
Kiebsiella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Servatia sp.
Enterobactenaceae
Plesiomonas sp.
Pseudomonas sp. *4.0x102 4.0%x10
Acinetobacter sp.
Staphylococcus sp.| 5.0X102 | 2.0x10* | 8.0X10* 1.0X10° | 6.0X106 | 7.1X10%
Enterococcus sp. 1.0X105 | 6.1X10% | 1.0Xx10% | 1.1X10% | 1.7X10% | 3.0X10% | 2.2x10% | 3.0X10' | 6.9%10° | 1.1X107
Mictococcus sp. 3.0X10° | 2.0x10* 2.0X10% 2.0X107
Candida sp. 3.0x10¢ 1.0X10* 1.0X10% | 1.8X10° 3.1X10° | 4.0X10* | 3.4X10% | 2.8x10*
Bacteroides sp. | 6.8X10° | 1.2X10° | 5.7x10° | 9.4X10° | 6.7X10° | 2.0X10% | 5.0X10® | 1.2X10° | 5.0x10% | 1.0Xx108 | 3.2x10°
Total anaerobes | 7.1X10° | 4.1x10° | 9.1X10° | 1.4X10'° | 1.0X10'° | 5.0X10% | 1.5X10° | 4.8X10° | 7.9%10® | 2.5X%10° 5.4%10°

* I cells/g
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g T, HSRBH LI ANFYLFLA—-FY—DOHKT
# -7 (Table 3, Fig.2)o

d) &5#T1HEK

Enterobacteriaceae T3 1 BlH & Serratia sp. #33.0X10*
cells/g DBESNI=DAT, D7 LBREIRELRE
SN hol,

75 LEMEE R Staphylococcus sp. 13X 5-BAGART 1 H I
SEES N 4B 2 B Lo 2 FIAT.0X102 ~1.0X 108
cells/g %R L, BI&ED 2814 1% 5FMEARI 1 B &
D SEREBVER, 1 BFIXEBOEL, Enterococcus sp.
E2HAHRIMTEY, b8 HIIR4.6X10° ~2.5X10°
cells/g T, T 8FIH 6 FIAIGHEA1 BIZ~2
B EBVYEK 20xRAGE>ELOEK FiHid
3.9X 105 cells/g TG MLART 1 B I~ I EBEEVE
BrE2L, RSMGERMS B ABL T 2EREECER
T o 120 Micrococcus sp. \¥Ix5-FtART 1 B & 13 R % -
7Z2Bh oIS B 4£3.0X10% 1.6X10° cells/g,
Candida sp. 133 5-FAtAeI 1 Bio RS N/ 9B 16
MPOTEETET, Mo 8BIH 1 Bl SHMEH N2
BRESVER, 162 2BERECEYK 6FIrRE»E
PO ERL 7,

B KM & Bacteroides sp. 13 &) 4%9.0X 10 ~7.9X
10° cells/g B2 1, &5H%AET 1 BIZHA~ 2 FA3 &

BLEE VB, 8HIAREA»EUNER, &5 MR
5HEHBLTSAKT, FHRMIEI.TXI celis/g
RL, R5EBAT 1 BOTFHERELRAETSHY, C
difficile 3R S Nz h o7z, REKEREBIETNTH
7.0X10% ~1.0X 10" cells/g #RizdH b, $%5FALERT1 A
CHA 1B 2 BERBVWEB R B LA, 55 H
DEFE IELL, F1i35.0X10° cells/g T, #Hx5H
BRI BOFHELERMLA—T—DEBTH > 72 (Table
4, Fig.2)o

e) KERTIHK

Enterobacteriaceae T % Citrobacter sp. 1 Bl H 53.3X
10° cells/g THES N DAT, ZOMO T T ABRMRE
FE; Ta oy (R IR AN

75 LIGHEE T Staphylococcus sp. $IXSFRMET 1 HiC
SEEsn-ABF 2B BlD RSN, 1.0X10
~2.0X 10" cells/g T, Bi&ED 2 Fld 1 6 3% 5 RAH
1HICE~NZEREVCEYR 108U OEE F9
7.0X 103 cells/g, Enterococcus sp. & 1 BlH & 578 s hy,
ftb 9 B1122.1X10% ~3.0X 107 cells/g HKichHbh, D9
Fiep 1 Pl 5-EAT 1 BICHN2EREHVER, 46
MLEBULECEY 4F2EUOEY, FHids5.2
X 10 cells/g T, ¥x5-BtART 1 BOFHERICH~N2EK
P A o 72 A%, R5BAEHT S HOFHE KL GB|ELL,

Table 4 Bacterial flora in total feces of healthy volunteers administered BAY 0 9867(100mg X 3)

(1day after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name ™. KN. M.H. AY. MM. TA. TS. YM. SIL K.Y.
Age(y.).Sex 22.M. 21 M. 22, M. 25 M. 21, M. 21. M. 21 M. 20, M. 21 M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli
Klebsiella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Sernatia sp. *3.0x10¢ 3.0X108
Enterobacteniaceae 3.0Xx10* 3.0%10°
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylocaccus sp. 1.0X10% 1.0x108 1.0x108 3.0x102 | 2.0%107
Enterococcus sp. 3.0x10¢ | 1.9%x10 1.0X105 | 1.0X10* | 2.0x10% | 1.0X10% | 4.6X10° | 2.5%106 | 3.9%10°
Micrococcus sp. 3.0%10? 1.6X105 | 1.6X10*
Candida sp. 1.7X10° 1.3x10* 1.5X10% | 1.3%10% | 1.0x10% | 7.8X10° | 2.0X10* | 2.0X10* | 3.6X10*
Bacteroides sp. 6.0X108 | 2.4X10° | 7.9%x10° | 7.6x10° | 4.1x10° | 5.5%10° | 2.1X10° | 3.0X10% | 9.0%10* | 6.5%10° | 3.7x10°
Total anaerobes | 1.5X10° | 8.7x10° | 7.9%x10° | 7.6X10° | 4.1x10° | 5.5%10° | 2.1X10° | 2.3X10° | 7.0X10® | 1.0X10' | 5.0%10°

* . cells/g
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Micrococcus sp. IR S5-FARI O 2 RE B ISR S h /-6l
CWRBRR S 1BIDOAHT.0X10% cells/g %7~ L, Can-
dida sp. X G BRAERIO 2RERICHRES W e o701
Bl L5 1 BICRIBE N 9BIR 7T BIL o RS
n, 4.0X102 ~1.1X10° cells/g T, HED 7 HIiE T~
THE5RGA 1 BOEKE RA»ELY, FHix1.9x10
cells/g C, x5 BtAH 1 B OFHERICEBL .

BS54 B & Bacteroides sp. i £HA%9.0X 108 ~7.1X
10° cells/g BicdH h, WFN b ZS5RHBRT L B L A&ED
FU OB, F19134.6X10° cells/g TGS MtERI 1 B
DEHEBEREGEEZZEL, C difficile 3BRHB S d o
7o BEEEMEBILTNTA2.2X10° ~1.7X 10" cells/
gRIZHH, VTR LIXERGHE 1 BOBK L RE»E
£, F3599.7X10° cells/g T, X5BItARI 1 HEH L FE
LA—¥—DEBTH -7/ (Table 5, Fig.2),

f) Z5RT6HK

Enterobacteriaceae 1 E. coli 3 3B LS /-l &
¥392.0X102 ~2.0X10° cells/g T, T 3F& 185
A 5-BARART 1 B I 3 BBV, 12 B
DB, Klebsiella sp. 3R 5BALERTO 2 REH ICKRE
N1 &2 HAS1.5X 108 ~6.2X10° cells/g ¥R L,
AEESHBET 1 Bic~N4 BREBEVEKT, Cito-
bacter sp., Enterobacter sp. B & U'Serratia sp. 3% 1 b

HFNEFN2.7X10%, 3.4X10°% 6.0X10% cells/g 578 =
72, Enterobacteriaceae R TH % & 3 FlH H (3 &
g, M7 #1122.0X102 ~2.0X 108 cells/g 3T, =D
7B 5 B3k 5-BAMEET 1 B OB BN 3 BFELL HIE
<, F3ix2.0X10° cells/g ¥ 2L, #&5MMAAT1 B O
FHEBK N 2 BB <, &SRR 5 BHOFHHEEK
LHNXTHREBT, oMo s 7 ABREERETHES N
ol

"5 LM & Staphylococcus sp. (¥R 5-FGRET 1 B I
RSN 4BIF 3G S BIrogRESR, 08B
121.0X102 ~1.0X 10° cells/g ¥R L, BI&ED 3HIF 1
Blixtk 5 BA%AET 1 Bicl~4 BRESVER, 2HERE
PREUOERKT, FH1.0X10° cells/g Td > 720 En-
terococcus sp. X EHAT2.0X10* ~1.2X 108 cells/g |2
b, HEMMEET 1 B3 B 2 RS LKV,
THARE P EPMOEE, F9i31.4X107 cells/g T,
%5 %A1 B OFHEBUELLL 720 Micrococcus sp.
BHRSEERT 1 IR S h 7Bl 3R E 572610 A
OB INE4L£3.0X102, 5.0X10? cells/g, Candida
sp. BIXG-FEAT 1 BISRE S /- 9B 6 Fld 5 58
Eh, To6flidvIn b IX5HEEET 1 B & RE»EL
DHEE, FI191.8X10* cells/g TIHR5-FLERTI 1 HDFH
BicgEp L7,

Table 5 Bacterial flora in total feces of healthy volunteers administered BAY 0 9867(100mg X 3)

(3days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. K.N. MH. AY. MM. TA. TS. YM. SI KY.
Agely.)Sex 22.M. 20M, 2M. 25 M. 21M. 2 M. 21.M, 20,M. 2AM. 23M. Mean
Body weight(kg) 75 80 72 67 73 2 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli
Kiebsiella sp.
Citrobacter sp. *3.3%10° 3.3%10¢
Enterobacter sp.
Proteus sp.
Hafnia sp.
Semalia sp.
Enterobacteriaceae 3.3X10° 3.3X10¢
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. | 1.0X10* 2.0x10* 1.0X10* | 1.0x10* 2.0X10% | 1.0%x102 | 7.0x103
Enterococcus sp. 3.0X107 | 2.1x10% | 2.8X10% | 3.0x10* | 1.4x107 3.0X10% | 3.0X10* | 2.8X10% | 2.0X105 | 5.2Xx106
Micrococcus sp. 1.0x10? 1.0X10
Candida sp. 5.0X10* | 4.0x10% | 7.7x10° 1.0x10 | 1.1X10° 6.0X10% | 1.3x10* | 2.8X10% | 1.9%10*
Bacteroides sp. 3.2X10° | 5.2X10° | 3.8x10° | 6.1X10° | 9.0X10% | 5.8X10° | 5.9%X10° | 5.4X10° | 7.1X10° | 2.7x10° | 4.6X10°
Total anaerobes | 3.2X10° | 9.2X10° | 1.7X10' | 1.6X10' | 2.2x10° | 1.1X10'® | 1.1X10'® | 1.1X10% | 1.3x10' | 2.9%10° | 9.7X10°

* Ccells/g
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B KM H & Bacteroides sp. 13 2B A57.0X 108 ~1.1X
10'° cells/g B2 & h x5 FRGARTIC I~ 1 FlA% 2 B PE &
WHERTS - R SRR 5 BOWKICEL, 185
SERIEFEVEAKT, RSMMAISBOEKEHEBELTY
FEETH Y, F39i133.6X10° cells/g # E L, X5
A1 BOFHELERET, C dificie 3B Sh
o, BEBAMERIZTNTAL.4X10° ~1.8X10"°
cells/gBIZH N, WINhoZERMABET 1 HOEK LM
B2EY, F3Hi138.7X10° cells/g T, EMHE1IAD
FHERMULA—T—DOBEETH - 7= (Table 6, Fig.
2),

g) &E5®RTI08%

Enterobacteriaceae F E. coli 13 3P 6 BET & ¥, fth
7 B1134.0X 102 ~2.0X 108 cells/gRicH h, D74
o 2 Bk 5-FARAET 1 B 0B BICH A~ 3 BRBHE VK,
5 FIzRIEMEUOEL, F359132.0X107 cells/g T,
5 RGERT 1 BOFEYEEELRE TH 5 72, Klebsiella
sp. IR G BALARTRI S 7 160 &t 2 B AS1.0X 10¢ ~
1.4X10° cells/g 7R L, A& XRS5 HKAT1 B OEEK
WZH~ 3 BRPE{R <, Citrobacter sp. 131X SRR D 2 18
BERICEEINBIEERL 572 4BIH1.0X10° ~1.0
X 108 cells/g, Enterobacter sp. 133X 5-BAARTI D 2 BRE R
R &tz 1B LA 4 BAT9.0X 107 ~1.0X 108 cells/

g TFIYL.1X10°5 cells/g ¥ 2L, BIERXSRMET1A
DB~ 3 BFEE (, Sernatia sp. DX S FMHRH S
BIZA#E S - Bl—DB129.0X 102 cells/g BRI S 1z,
Enterobacteriaceae T A 5 & 2B H%4.2X 102 ~2.0X
10° cells/g b2 & 1, #x5-FAMEHT 1 HICHA~SHld 2 &
LU EEVWEY, SHAXRE MEUOEE, FHi2.0
X107 cells/g T, REMMHT L BOTFHERMLA -5
DEBTH 7o ZOMD T T ABRYERE T Pseudo-
monas sp. WX GRBHTO 2REB KRB S hfl L i
B% o7 1815 51.0X10° cells/g M S h 7,

7 LEEYER B Staphylococcus sp. 1335 BARARET 1 Bic
BSR4l L2 FIAT1.0X102 ~1.0X 108 cells/g
AL, BiEO 4805 1 Gl 5B L ROEICH
NEEEEC, 160k 4 RSB, 2BLIxREA»EML,
F391.0X 107 cells/g TdH o 7o Enterococcus sp. i3 2H
A2.1X10° ~1.1X10° cells/g iz v, X 5BAH 1
BOBBICH~N2HIM IR, 3642 KRS LE
WEH, FHIR1.2X10° cells/g T, H5RBRM 1A
EE R & FEB T, Micrococcus sp. 33X 5-BMART O 2 B
EHIZOBINABIE E3R% 57 1 HIA1.0X 10 cells/
g ¥ 2 L7 Candida sp. WIS FAMEHET 1 BISRE S h
9B 65 & At 1 FIA7.0X102 ~1.0X10* cells/g % 7R
L, BiED 6 Blizix 5T 1 B OB & R&E»EL,

Table 6 Bacterial flora in total feces of healthy volunteers administered BAY o0 9867(100mg X 3)
(6days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. K.N. M.H. AY. MM. TA. TS. YM. SIL KY.
Age(y.).Sex 22, M. 21 .M. 22.M. 25,M. 21, M. 21 M. 21 M. 20,M. 21 M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *1.0%x10° 2.0%X10° 2.0X102 | 2.0X108
Klebsiella sp. 6.2x10° | 2.4X10° 1.5x10° 1.0X10°
Citrobacter sp. 2.7x10° 2.7X10%
Enterobacter sp. 3.4x10° 3.4X10?
Proteus sp.
Hafnia sp.
Servatia sp. 6.0X10? 6.0X10
Enterobacteriaceae | 6.8X10% | 2.4X10° | 1.0x10* | 1.5X10° | 2.0X108 6.1x10° 2.0X10% | 2.0x10°
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp.| 9.0X10% 1.3x10% | 1.0x10% 1.5X10° | 1.0X10° | 1.0X102 | 1.2X10% | 1.2X10% | 1.0X10°
Enterococcus sp. 4.2X10% | 2.0X10* | 2.4X10° | 2.7X105 | 5.0X10% | 3.0x10% | 3.9%10® | 3.0X10 | 2.3X10* | 1.2x108 | 1.4%107
Micrococcus sp. 3.0x10? 5.0X10? 8.0X10
Candida sp. 4.0X104 1.0x10* 1.0x10° | 6.0Xx10* 3.0X10° | 2.5%10% | 1.8X10°
Bacteroides sp. 8.0X10% | 1.2x10° | 7.1x10° | 4.0%108 | 3.0%10° | 1.1X10' | 5.9%10° | 1.5%10° | 7.0X10% | 5.3%10° | 3.6X10°
Total anaerobes | 3.7X10° | 4.9X10° | 1.5X10' | 1.4X10° | 9.1x10° | 1.8X10' | 9.6X10° | 4.6X10° | 3.6X10° | 1.7X10% | 8.7X10°

* . cells/g
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F133.8X10° cells/g T, X5FLAR 1 B OFHHEK
ERAETH -7,

B Z M B Bacteroides sp. 1& & H14$3.8X10° ~1.1X
10 cells/g RicH b, £FXGHEBRT 1 HOEK LR
BrEL, F1126.0X10° cells/g T, X5 BRI 1 B
DEHEBEREEZEL, C difficile 3FBES N2 h o
7o BIBABEBIT T NTAHH.8X10° ~2.1X10° cells/
giichh, 1B RSMMERT 1 BICHN2EREHCE
BAERLLY, X5R%AHIS BOBEBIIEIAT, #96)
BREMAGEH L BOoEK LRG> EMY, F19i21.3X
101 cells/g T, x5-FtEATI 1 BOFHERIZEMUL -
(Table 7, Fig.2),

(2) —Ep¥EE

a) S5 FWATS B

Enterobacteriaceae H E. coli 3 EHBETCHES N D 5
ZZEL1B»SRETEY, B9 61132.4X10°5 ~1.0X
108 cells/g 312 ), FI392.1X107 cells/g T, Klebsiel-
la sp. 13538 T & 3" Citrobacter sp. i3 2 BIH K 45.7X 109,
1.8X10° cells/g %7 L, Enterobacter sp. i3 & L9,
Hafnia sp. 13 1 6D A H51.2X 10° cells/g, Serratia sp. 13
2B LT RS, £41.6X108, 9.2X10° cells/g T
& o 72, Enterobacteriaceae R T H B & £H)H33.1X 108
~1.0X10% cells/g S iZdH b, FIH2.3X107 cells/g, #

OMD Y 5 LEHARE T L Pseudomonas sp. H5 1 B &
4.0X10% cells/g 2 L 726

7 J LBYEHE B Staphylococcus sp. 13 6 Flh o H & 1
6.6X102 ~7.9X103 cells/g, F391.5X10° cells/g, En-
terococcus sp. 43 =B HT4.5X10* ~7.3 X107 cells/g 382
&Hh, FH1.7X107 cells/g, Micrococcus sp. t& 1 FlD &
A51.0X 10¢ cells/g, Candida sp. ¥ 4 BIZ 58 X T,
fib 6 B 121.7 X 10° ~6.0 X 10* cells/g, F351.1X10*

cells/g TH 572,

HA B Bacteroides sp. 13 £H1232.0X10* ~1.1X
1010 cells/g 12 b, F3§3.5X10° cells/g T, C. diffi-
cile WK T & ¥, BEAMEERIT~XTA8.0X10° ~
2.6X10" cells/g IKiZdH b, F1.3X 10 cells/g T,
EHRMIZHD L ERFEORBIEMUL 72 (Table 8,
Fig. 3 ),

b) &5t 1 B

Enterobacteriaceae FE. coli \3¥x5-FMhuEIICHE s h
Dot 1B MR 7226 A73.1X10° ~3.0X 10® cells/g
Bichh, %EDIGIF 1 FIAESFREH S5 B OB
N2 BB, 2622 BREC, FH1x3.5X107
cells/g T, &SRS BOFHERLAETH - 72,
Klebsiella sp. 13 1 B & 5 & B & h5.0X 108 cells/g,
Citrobacter sp. WX ¥X 5 FERT 5 BICrRES h7z 2 Bl 1

Table 7 Bacterial flora in total feces of healthy volunteers administered BAY o0 9867(100mg X 3)

(10days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. K.N. M.H. AY. MM. TA. TS. Y M. SL K.Y.
Age(y.) Sex 22, M. 21 M. 22.M. 25M. 21, M. 21 M. 21 M. 20, M. 21 M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E.coli *1.0X10¢ | 1.2x10% | 4.0X10? 2.0X10® | 3.6x10° 2.0X105 | 1.3X10% | 2.0X107
Klebsiella sp. 1.0x10* 1.4X10° | 1.0X10* 1.6x10*
Citrobacter sp. 1.0x10¢ 1.0X108 1.0Xx10° | 1.2Xx10* 2.0X10%
Enterobacter sp. | 1.0X10* 9.0X102 | 1.0x10° 2.0x10* 2.0X10* | 1.1x10°
Proteus sp.
Hafnia sp.
Sematia sp. 9.0X10? 9.0X10
Enterobacteniaceae | 3.0X10% | 1.2X10* | 4.2X10% | 1.0X105 | 2.0X10® | 3.6X10% | 1.1X10° | 4.2X10* | 2.0X105 | 1.5%X10° | 2.0X107
Plesiomonas sp.
Pseudomonas sp. 1.0X108 1.0x107
Acinetobacter sp.
Staphylococcus sp. 2.0X10% | 6.0X10% | 1.0X10% | 1.0X10* | 2.5X10% | 1.0X10® | 1.0X107
Enterococcus sp. | 1.0X10% | 9.0X106 | 8.8X10° | 6.7X10% | 1.1X10° | 2.1X10% | 7.6X10° | 2.5X108 | 4.4X10° | 1.4X10° | 1.2X108
Micrococcus sp. 1.0X10% | 1.0x10°
Candida sp. 1.0x10* | 7.0x10% | 1.8X10° 3.4x10° | 1.0X10* 1.0X10* | 2.0Xx10° | 3.8x10°
Bacteroides sp. 4.7X10° | 6.3X10° | 8.6X10° | 6.0X10° | 2.1X10° | 7.1X10° | 3.8X10° | 5.5X10° | 4.9X10° | 1.1X10'° | 6.0%x10°
Total anaerobes | 1.2X10' | 1.1X10% | 1.9X10° | 1.0X10'® | 5.8X10° | 1.9X10'° | 8.2X10° | 2.1X10' | 1.3X10'% | 1.4X10% | 1.3x10'°

* I cells/g
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Table 8 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (100mgX 3)
(5days before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. KN. MH. AY. MM. TA. TS. YM. SIL KY.
Age(y.) Sex 2.M. 21 M. 22.M. 25, M. 21 M. 2M. 2 M. 20,M. 21.M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *3.3X107 2.4X105 | 4.0X10% | 6.6X107 | 1.1X107 | 2.0X10° | 1.0X10® | 3.1X105 | 1.0X108 | 2.1x107
Klebsiella sp.
Citrobacter sp. 5.7X10° 1.8X10° | 7.5x10*
Enterobacter sp.
Proteus sp.
Hafnia sp. 1.2X108 | 1.2X10%
Serratia sp. 1.6X108 9.2X108 | 1.1X10¢
Enterobacteniaceae | 3.3X107 | 1.6X108 | 2.4X10° | 4.0X10% | 6.6X107 | 1.1X107 | 2.0X106 | 1.0X10% | 3.1X10% | 1.2X107 | 2.3x1(7
Plesiomonas sp.
Pseudomonas sp. 4.0x10 4.0x10°
Acinetobacter sp.
Staphylococcus sp.| 1.7X103 6.6X10% 1.7x103 2.5X10% | 7.9x10° | 6.6X10% | 1.5X10°
Enterococcus sp. | 2.1X10° | 7.0X108 | 1.0X10° | 7.3X107 | 2.1X10% | 3.0X107 | 1.4X10° | 1.3X10° | 4.5X10* | 6.0x107 | 1.7X107
Micrococcus sp. 1.0X10¢ 1.0x10°
Candida sp. 6.9x10° 7.3x10° 1.7X10% | 6.0X10° 2.0X10* | 1.0X10* | 1.1X10*
Bacteroides sp. 1.3X10° | 5.3X10° | 1.1X10'® | 3.7X10° | 1.0X10® | 5.7X10° | 1.1X10° | 2.0X10® | 4.6X10° | 1.5X10° | 3.5X10°
Total anaerobes | 1.2X10'0 | 1.5X10'° | 2.6X10'° | 2.5X10'° | 1.9X10° | 2.4X10%° | 1.8X10° | 8.0X10® | 1.7X10% | 2.1X10° | 1.3X10'°
* cells/g
Fig. 3 Bacterial flora in partial feces of healthy volunteers administered
BAY 0 9867 (100mg X 3, 5days) (N=10)
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2 1 - é
I X/
7 % ’//4 4
0 A /A & B2 A o 5
5 days 1 day 4 days 1 day 3 days 6 days 10 days
administration before before under after after after after



VOL. 33 S§—7

CHEMOTHERAPY

111

Blefh 1 FIASE48.0X105, 5.0X10° cells/g T, A&
B S5-BAMERAT 5 B OEBUEL, Enterobacter sp. & 151
D HH35.8X 108 cells/g ¥/~ L, Hafnia sp. & Serratia sp.
R S Wiz o 72, Enterobacteriaceae £ TH 5 & &
FIA3.1X 105 ~3.0X 108 cells/g MiZH v, FI33.7X
107 cells/g T, XG5RMKEIS HOFH LR LA —Y—D
BHEEL, #0005 LBMHIEHE L Pseudomonas
sp. PG5 BRI S BER L 572 1 BIDH123.0X10°
cells/g THES 7o

75 ARBYEE S Staphylococcus sp. 131X 5-BALGERET 5 B2
Bz 6605 260 L Mh1BIA56.6X102 ~1.0X10°
cells/g T, BAIZED 2HF 1Pl HSHABAIS HOEK
Eh 4R, 1BUIEEMBLL, Enterococcus sp. & 25l
A51.7X10° ~5.0X 108 cells/g 3R 0, %5 FALART 5
BOEKICH~NLFIH 3 RFECEK, 9B FEIE
AL, F196.3X107 cells/g T, $%5BILAHI 5 B DT
BB ERABTH o 70 Micrococcus sp. \$IX5-BAsEREI 5 B
LRu o7 2 BN EA1.0X105 3.3X10° cells/g % 2
L, Candida sp. W33 5-F84RI 5 B RES 7z 6 Bl
550 & Ath 2 B A3.3X102 ~2.0X 10 cells/g T, A& I3
VTN L RSHBIMOBEKE FE»EL, F198.1X10°
cells/g T, &5 FERHIS B OFHERICEUL 72,

WAMEE & Bacteroides sp. 1325 471.0X 108 ~9.8X

10° cells/g 3Rz h, T XTHIZSHLERI 5 BB E
El& »EE, F192.7X10° cells/g T, HRHAMERELIE
5G5S ANERIC X1 B 2BRBEEmVESK, 1
BlAS 2 BRRE BV B, TH132.8X10' cells/g T, 5
BRI S HOFYLALA - —0EKETL, &% T
BRI ) SEEORE L FUOMEMICH 572 (Table 9,
Fig. 3)o

c) &5 4 Bk

L@ & [ U < Enterobacteriaceae 1338 S hd, £D
D5 ABRHREOREBTE 2h 570

75 LREYER B Staphylococcus sp. 1335 5-FA%AHET 1 B2
SEEIN-3BIP 1B &1 BIABL£2.0X108, 3.3X
102 cells/g T, BIEIIX5-BA%HEI 1 Bl 2 EREEHV
B %R L, Enterococcus sp. i¥ &FI#$3.3X102 ~1.0X
108 cells/g IR T, ¥ 5-FA8ARI 1 B OBEBIZH~ 6 BlA 2
BBUEE<C, 4BxEAE»EY, FiHir1.0Xx107
cells/g T, 5 MKl BOFHEHEREEEL,
Micrococcus sp. 3578 8 Y, Candida sp. 335 BALGHT
m & 76IF 661 LAl 1 BIA2.3X10° ~1.0X10°
cells/g %R L, BIENHD 1 HIIX5MABALIBOE
B~ 2BEBVER, SHERA R UOEE, F
#131.1X10° cells/g T, &5 F%EI 1 B O FHEK L
D 2ERREE D o 7oA, G FRGHET 5 H O PRI IIE

Table 9 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (100mg X 3)

(1day before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name TM. K.N. M.H. AY. MM. TA. TS Y.M. SL KY.
Age(y.) Sex 22, M. 21 M. 22 M. 25,M. 21 M. 21 M. 21, M. 20 M. 21 M. 23. M. Mean
Body weight(kg) 75 80 72 67 73 2 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *3.0X108 | 1.4X108 | 1.1X10% | 2.0X107 | 3.0x108 | 3.1X10° | 1.8X107 | 3.6X10% | 3.0X106 | 2.0X10% | 3.5%107
Klebsiella sp. 5.0X108 5.0X10°
Citrobacter sp. 5.0X10% 8.0X108 8.5X10°
Enterobacter sp. | 5.8X10° 5.8X10°
Proteus sp.
Hafnia sp.
Serralia sp.
Enterobacteriaceae | 1.4X107 | 1.4x10% | 1.1X10° | 2.0X107 | 3.0X10% | 3.1X105 | 1.8X107 | 1.2X107 | 3.0X10% | 2.0X10% | 3.7X107
Plesiomonas sp.
Pseudomonas sp. 3.0X108 3.0Xx10°
Acinetobacter sp.
Staphylococcus sp. 6.6x102 | 8.0x10¢ 1.0X108 | 1.1x10°
Enterococcus sp. 1.0X10* | 1.4X107 | 1.7x10% | 1.0x108 | 1.0X107 | 1.0X10% | 4.0X106 | 5.5X105 | 1.2X10° | 5.0%108 | 6.3X107
Micrococeus sp. 1.0x108 3.3x10° 1.0X10°
Candida sp. 2.0x10* 9.9X10% | 1.0X10* | 2.0X10* | 3.3X10% | 2.0X10* | 1.0X10* | 8.1X103
Bacteroides sp. 2.0X108 | 2.0X108 | 2.5%X10° | 4.1X10° | 1.5X10° | 2.3X10° | 7.0X10% | 5.2X10° | 9.8X10° | 1.0X108 | 2.7Xx10°
Total anaerobes | 3.0X10% | 1.4X10° | 5.1X10° | 5.4X10° | 3.1x10° | 4.1x10° | 9.0x108 | 1.3X10% | 2.5%10"* | 1.3X10° | 2.8X 100

* 1 cells/g
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L7,

B B & Bacteroides sp. 13 2F1453.0X 108 ~9.1X
10° cells/g¥BIZH VD, TXTHIXGFHLERT 1 BOEKE
F&A»EU, FHixd4.3X10° cells/g T, %5 1
BLREIGOEEEEL, C difficle 3BRE S h 57,
RSB 2BIA1.6X10° ~2.6X101° cells/g 1=
by, XSRABAI 1 BICAN1E»2EBEECERT
b o ARG RILERET S B L IVEMOBEET, F57.9%
10° cells/g #7R L, $%5-Ff6RT 1 B OFERIRL,
EERBICHD EEEBORKICEBOBEMICH - 7
(Table 10, Fig.3),

d) &5#T18%

% 5-585 4 B% L R U < Enterobacteriaceae & % DD
77 LBRURERSB S h o7,

7T LETEE P Staphylococcus sp. (31X 5-BtERT 1 B I
B &7z 3B 1 Bl &A%1.3X10° cells/g 7R L,
O 1B ER5RMEE 1 B OEEISEM, Enterococcus
sp. 4B oo ST, 66131.3X10° ~1.0X10¢
cells/gT, %EFD 6 HlIRGRMGA 1 HISk~ 162K
EVTNG 2R EERVEY, FHIE1.1X10° cells/
g T, K5MMATL Bich~N2 RS EVEY, %5tk
RIS B EHNTHRBET, Micrococcus sp. 13 3x5-FLART
1SR SR 2808 1 B0 AHT1.3X10° cells/g %

EL, S016ES5HER 1 BOBERLRAETH 1,
Candida sp. \3¥X5-BALART 1 BiC RS h7- 7B 64
EAt 1 BUA%6.9X 103 ~1.0X 10° cells/g X" L, RIED
Fo1BIERAE 1 BiIcN2EBEEVER, 54
BEA»BEUOEE, F19i31.3X10° cells/g T, %5
FEEAT 1 B & ) 2EBREEBVERTH - 7275, &5RLsH
SHERMBILZ,

A E P Bacteroides sp. 13 2B15%4.0X 108 ~8.7X
10° cells/g iz H 1, TXTHRSFEIOE KL FE
PR, F1H3.5X10° cells/g T, X5 FLER O FEHE
KERAT, C difficile i3RI S NT, BRERIIEERI
215%5.0X10° ~1.2X 100 cells/g 4= b, #5818
AIORBULE~< 1615 2 BB VBB TH - 7248, #5
FARARET 5 B OB IS, F19135.9X10° cells/g T,
K5 FtEa OFHREBE b RLL, RFECORMELFA
BOMBM %R L7 (Table 11, Fig. 3),

e) ERT3IHK

Enterobacteriaceae 1% 2 3 T Citrobacter sp. 75 &
Nn7:1BlD &K D E. coli, Citrobacter sp., Enterobacter sp.
T&41.4X10° 1.3X10°%, 1.0X10*cells/g ¥/RL, %
2L MOV A RN -7 q: AP T, ik R (R 3 RPWAN

77 LAREPEE T Staphylococcus sp. 3 IX5-FLART 1 B IS
KIS NABIEZR % 572 3HDAH1.3X10° ~1.0X

Table 10 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (100mgX 3)

(4days under administration)

Case No. 1 2 3 4 5 6 7 8 9 10

Name T.M K.N. M.H. AY. M.M. T.A. T.S. Y.M S.L K.Y.

Age(y.).Sex 22 M. 21.M. 22 M. 25, M. 21, M. 21 M. 21 M. 20, M. 21 M. 23.M. Mean
Body weight(kg) 75 80 7 67 73 72 60 65 63 65

Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5

E. coli

Klebsiella sp.

Citrobacter sp.

Enterobacter sp.

Proteus sp.

Hafnia sp.

Sermatia sp.

Enterobacteniaceae

Plesiomonas sp.

Pseudomonas sp.

Acinetobacter sp.

Staphylococcus sp. *3.3%10? 2.0X108 | 2.0X107
Enterococcus sp. 1.0X10* | 7.0X10* | 3.3X10% | 3.3X10% | 1.0X108 | 2.2X10% | 6.0X10* | 9.9X10° | 3.0x10" | 8.0%10* | 1.0X107
Micrococcus sp.

Candida sp. 2.0x10° 1.0X10* 2.3X10° | 1.0x108 4.0X10° | 2.4X10* | 4.0x10% | 1.1X10°
Bacteroides sp. 9.1x10° | 5.0x108 | 8.3X10° | 6.5X10° | 6.7X10° | 1.7X10° | 3.0X10% | 2.2X10° | 7.0X10° | 4.0x108 | 4.3X10°
Total anaerobes | 9.1X10° | 3.9x10° | 2.6X10' | 1.3X10'° | 8.0X10° | 3.1X10° | 1.6X10° | 4.4X10° | 7.0X10° | 2.6X10° | 7.9X10°

* . cells/g
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10* cells/g %7~ L, Enterococcus sp. 13 &H)A1.0X10¢ ~
5.0X10° cells/g 3B b, K5 BALEAI L BiZH~ 26
MoEBEVER, 4B 2 R EEVEL, 465
FAE»EUOEE*E L, F19i131.3X 108 cells/g T,

5 BRI 1 B OFEHEBUSEM L 725 Micrococcus sp.
BESHER 1 BICoBES R 260 1 6 &2 fla
6.6X102 ~5.0X10° cells/g T, BIED 1 B1I34%5FtE
Bl BICH~NIEBBEVEREYRL, Candida sp. \34%
SRR 1 BRI s 7804 5Bl &b 2 BIA53.3X
102 ~4.0X10¢ cells/g T, RIED 5Bl TFh b k5H
WHETl HOBEBEFAELEE, FHid1.1X10* cells/g
THR5HM%E 1 B OFHEBICEMUL 72,

BT E & Bacteroides sp. 12 281451.1X108 ~1.4X
10 cells/g BBil2H b, W h b &k5 BRI L AA»HE
PloEL, F1H9i135.1X10° cells/g T, X5MMAHI 1 8
DTHEBEREXZE L, C difficile 358 Shid -
7o BBETRMEBIITNTA1.6X10° ~1.4X10'° cells/
gBIHY, WIFNLIRSHMAR 1 BoEKERAE»E
B, FIGIE7.1X10° cells/g T, &K5FMAH 1 B OFEY

HEICEBL, 2EFELABOMER %R (Table 12,

Fig. 3),

f) #GRTE6H®%

Enterobacteriaceae H E. coli 13 1 BID A 4 6 538 5
1.I1X107 cells/g T, $X5-F4RT1 B OB & Fllpia
\ZEIA, Klebsiella sp. 3% 5-BAR 1 BISBRE S h7s 1
Bl &4t 3 B453.3X 107 ~9.0X 10 cells/g %7~ L, BIE
BIRSRGERET 1 B L MADEY, Citrobacter sp. 13155
AT 1 BE B2 o7 2 FIA & 4£3.3X10%, 3.3X10°
cells/g, Serratia sp. i 1 BlAH ©2.0X10° cells/g 53 & &
N7z, Enterobacteriaccae £ TH B L A Bl LRI S h
¥, 6H23.3X102 ~1.1X107 cells/g B2 2L, D
6 Bt 5-BALGHT 1 B OB~ 2 BlASE & 2L,
4BUA 2 BRRELL EIE VS, TF19132.2X 106 cells/g T,
BERBRIOTFHERIEUUL 72, 200y 5 AB3H%
1R it Pseudomonas sp. H3HX5-FALGHT 1 HiZo B s hrs
BlE IR 5 7: 180 & Acinetobacter sp. 75 1 Bl & B!
SNKA1.0X108 8.0X10° cells/g ¥ B L 720

7 7 LREtEE & Staphylococcus sp. 133X 5-BAGERT 1 B
TEEENIFIP 2B L M5 FlH SRS R, 3.3X10°
~2.0X10 cells/g # 2L, BIED 2% 1 BlH 4% 55
WA 1 B OEBIC A~ 4 R RVES, 1 FIsENOR
B, F19133.2X10° cells/g Td » 725 Enterococcus sp.
1D 608 ny, o 96i26.6X102 ~2.2X107
cells/g iz, ZoIFIIIRSHEET 1 Hick~2
BUAS 2 BRBEB VEE, 160555 ERBSEV L, 6 Bl
BHEBOEBT, FI1135.5X10° cells/g 2R L, #%

5561 1 B OFHEBUIELIL 725 Micrococcus sp. &
REHGER I BB an Bl dR% 572 16151.3
X 10° cells/g % 2 L, Candida sp. \3¥%5-BA%AHT 1 H <
BREEShZT7THFSHILM 1B, B SR, D66
131.3X10° ~6.0X10% cells/g ¥ 2L, BIE D 5 Hliz#x
SHtAR 1 BOBEK L FEE»EM, FHix1.5%X10¢
cells/g T, H&5B4%EHET 1 B OFHEHIELL 72,

KM E F Bacteroides sp. 13 261558.0X 108 ~1.7X
10" cells/g iZH 1, HEFWKAT 1 Bt~ 1 FlA52
BREECEBERL:Y, R5HGH S BOEKIZIIR
B, fth 9 Bl 5FALGET 1 BOE L RAE»EE, T8
BHE5.4X10° cells/g T, %5 MR 1 HOTFYEK
EREAER®E L, C difficile 3B Shzd o7z, BEER
HEEIEEFH4.0X10° ~2.6 X 10" cells/g 2 H b,
BERAET 1 BN 2HI2 2 BEREVEE TS - 7275,
W RS RMEHETS B OBEBIITEML, 8 FlixfE
BPEUOEY, F19133.5X10° cells/g T, 5tk
MI1BOFHYLFEILA -V —DEE*EL, 28FELHE
ORI S - 72 (Table 13, Fig. 3),

g) %5 RLAI0E %

Enterobacteriaceae F1 E. coli it 2 Bl 5 & 538 & ¥, b
D 8HIE1.0X10° ~5.0X 108 cells/gHHiH H, =D 8
Bieh 5 Bl 5 BItART 1 BOEBIC VTR 2 BR
<, 3BLIRIE LML, F19135.1X107 cells/g T,
RS HEH 1 BOFHERERE TH > 720 Klebsiella
sp. RIS HMEET 1 BICRE SR B E 3 R% 57 36
A6 3.3X10*° ~9.0X 10° cells/g 5% & 1, Citrobacter
sp. BIRGRItERI 1 BRI s hz 28 16 L1161
AE4A1.3X10%, 1.0X10° cells/g T, RiF x5
A 1 B OB~ 3BRRAK (, Enterobacter sp. 131%5
FIEARET 1 B BES N/ 160 & fth 2 BI£54.0X10° ~1.0
X10% cells/g T, BIE IS BLART 1 B it~ 3 BRRSE
WHE K, Serratia sp. it 2 FIA K 42.0X10", 1.0X10°
cells/g %7~ L 72, Enterobacteriaceae £ TH 2 £ 1 FH
SRR SN, 9 Bix1.4X10° ~5.1X 10° cells/g
Bilhh, Zo9Ifb 4Bl EGR 1 BO®EKIC
N2EBELEEVCEY SHRRAE»ELOEY Ty
135.3X107 cells/g T, x5 1 BOFEY LR L
A=Y —-DEKRT, ZoMOr S ARMEEIIS% S A
&ﬂ")f_‘o

77 LGB S Staphylococcus sp. 1X3E5-BIAET 1 B -
B s/ 380 2 6 & b 3 B1452.0X10° ~2.0X108
cells/g 2L, AN 2B TR OS5 18
DEBIEL, FHi22.4X105 cells/g Td - 7=,

Enterococcus sp. & E&FIH$3.1 X105 ~1.0X 10° cells/g
Bilhh, REFEAAT BIC~N, 36042 Bps bl b
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Table 11 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (100mgXx 3)

(1day before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name T.M. K.N. M.H. AY. M.M. T.A. T.S. Y.M. S.L K.Y.
Agely.) Sex 2.M. 21 M. 2.M. 25.M. 21 M. 21, M. 21 M. 20.M. 21 M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli
Klebstella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Serratia sp.
Enterobacteniaceae
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. *1.3x10° 1.3X10?
Enterococcus sp. 2.0x10* | 2.0x10* 3.0X104 5.0x10* | 1.3x10° 1.0X108 | 1.1Xx10%
Micrococeus sp. 1.3X10° 1.3X10?
Candida sp. 1.0X10* 5.0X10* 1.0x10* | 1.8x10° 6.9X10% | 9.9%10% | 1.0X10® | 1.3X10°
Bacteroides sp. 4.0X10% | 2.0Xx10° | 5.0X10° | 3.2x10° | 4.3x10° | 8.7x10° | 1.5X10° | 1.5X10° | 2.2X10° | 5.7X10° | 3.5X10°
Total anaerobes | 5.0X108 | 8.7X10° | 5.0%10° | 7.0X10° | 4.3x10° | 8.7X10° | 3.5X10° | 4.2X10° | 5.3X10° | 1.2X10'® | 5.9x10°

* . cells/g
Table 12 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (100mg X 3)
(3days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name T.M K.N. M.H. AY. M.M. T.A. T.S. Y.M S.L K.Y.
Age(y.).Sex 22, M. 21 M. 22, M. 25.M. 21 M. 21 M. 21 M. 20, M. 21 M. 23 M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *1.4X10° . 1.4X10¢
Klebsiella sp.
Citrobacter sp. 1.3X10° 1.3x10*
Enterobacter sp. 1.0Xx10° 1.0X10°
Proteus sp.
Hafnia sp.
Servatia sp.
Enterobactenaceae 2.8X10° 2.8X10*
Plesiomonas sp.
Pseudomonas sp.
Actnetobacter sp.
Staphylococcus sp.| 1.0X10° 1.3x10° 3.3X10° 1.5X10°
Enterococcus sp. 4.0X10% | 6.1x10% | 1.6X10% | 6.0X10* | 1.0Xx10% | 7.0x10* | 1.3X10% | 1.0X10* | 5.0X10% | 1.0Xx108 | 1.3x10°
Micrococcus sp. 1.3x10° 6.6X10? 5.0x10° 7.0X10?
Candida sp. 3.4x10* | 3.3x10% | 4.0X10¢ 3.6X10° | 2.0x10°¢ 9.9X10% | 1.0X10* 1.1X104
Bacteroides sp. 2.7X10° | 4.1X10% | 4.6X10° | 1.4X10% [ 1.0Xx10° | 8.0X10° | 1.1X10% | 4.8X10° | 9.5X10° | 2.2X10° | 5.1X10°
Total anaerobes | 4.1X10° | 6.2X10% | 4.6X10° | 1.4X10' | 1,6x10° | 1.0X10' | 1.6X10° | 1.2X10' | 1.4X10' | 2.9%10° | 7.1X10°

* . cells/g
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Table 13 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (100mg X 3)

(6days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name T.M. K.N. M.H AY. M.M. T.A T.S. Y.M S.L K.Y.
Age(y.).Sex 22 M. 21.M. 22 M. 25 M. 21 M. 21 M. 21 M. 20, M. 21 M. 23 M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 S
E. coli *1.1x107 1.1X108
Klebsiella sp. 9.0%x108 1.0X10* | 3.3%x10? 9.9%10% | 9.0%x10°
Citrobacter sp. 3.3x10° 3.3x10% | 3.6X10°
Enterobacter sp.
Proteus sp.
Hafnia sp.
Serratia sp. 2.0X10° 2.0x10°
Enterobactenaceae | 1.1X107 1.0X10¢ | 3.3x10% | 1.1X107 3.3x10% 1.3X10% | 2.2x10°
Plesiomonas sp.
Pseudomonas sp. 1.0X108 1.0x10°
Acinetobacter sp. | 8.0%10° 8.0x10°
Staphylococcus sp.| 2.0X103 | 2.0X10* | 3.3X10? 9.9%10% | 5.6x10° 2.0x10° 9.9%10% | 3.2Xx10°
Enterococcus sp. 8.9X10% | 6.6X10% | 1.5X10% | 3.9X10° | 1.7X107 2.5X10% | 4.0X10° | 1.9X10* | 2.2X107 | 5.5X10°®
Micrococcus sp. 1.3x10° 1.3x10?
Candida sp. 5.0X10* 2.0X10* 1.3X10° | 6.0X10* 3.6X10° | 2.0X10* | 1.5%X10*
Bacteroides sp. 2.4X10° | 1.9%x10° | 6.6X10° | 8.0%10% | 6.2Xx10° | 1.7X10' | 1.0X10' | 2.4X10° | 1.4X10° | 5.3X10° | 5.4%10°
Total anaerobes | 4.3X10° | 2.6X10'" | 9.1X10° | 4.0X10° | 7.6X10° | 1.7X10'® | 1.3X10%® | 6.0X10° | 1.0X10'° | 1.5X10'° | 3.5%10'®

* [ cells/g
Table 14 Bacterial flora in partial feces of healthy volunteers administered BAY o0 9867 (100mg X 3)
(10days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name T.M. K.N. M.H. AY. M.M. T.A T.S Y.M S.L K.Y.
Age(y.).Sex 22.M. 21 M. 22.M. 25 M. 21 M. 21 M. 21 M. 20, M. 21 M. 23.M. Mean
Body weight(kg) 75 80 72 67 73 72 60 65 63 65
Daily dose(mg) 300 300 300 300 300 300 300 300 300 300
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *1.0X10* | 4.0%10* 7.4%10% | 5.0x10% | 6.0X108 1.0X10% | 1.4X10% | 9.0X10* | 5.1%107
Klebstella sp. 7.0X108 9.0x10% | 3.3x10* 1.6X108
Citrobacter sp. 1.0X10% | 1.3Xx10° 1.0X10°
Enterobacter sp. 4.0X10° 7.6x10° 1.0x10* | 2.2x10°
Proteus sp.
Hafnia sp.
Serrutia sp. 2.0X10* 1.0Xx10* 3.0x10°
Enterobacteniaceae | 1.4X10* | 6.0Xx10* 7.4X10% | 5.1x10% | 6.0Xx10° | 1.0x107 | 6.2X10* | 1.4X10° | 1.0X10° | 5.3X107
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococeus sp. 2.0x10% | 2.0%x10° 2.3X10% | 4.0X10* | 1.6Xx10% | 2.4X10%
Enterococcus sp. 4.4X108 | 3.0X10% | 5.0X10% | 4.8X105 | 1.0X10° | 1.3X10% | 4.5%10% | 2.0X10° | 3.1X10% | 2.5%105 | 1.3%x108
Micrococeus sp. 3.0x10° 3.0X10°
Candida sp. 4.0x10* 6.6X10% | 1.3x10° | 9.9%10? 4.0X10* | 6.6X10% | 8.4%x10°
Bactervides sp. | 1.1x101° | 1.0X10' | 1.3x10% | 1.1x10'° | 4.6X10° | 3.4X10'® | 7.7X10° | 6.6X10° | 1.4X10° | 9.8x10° | 1.1x 101
Total anaerobes | 2.5X101° | 2.1X10% | 2.5X10'° | 1.4X10' | 1.1X10% | 3.9%10'® | 1.0X10'® | 2.0X10' | 2.6X10' | 1.3X10'° | 2.0x10'®

* cells/g
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VHEE, 280 2 BRHEVCEE, SHIFREGIEUONR
BT, TF11.3X108 cells/g ¥R L, HSHMET 1 BO
EHE I, Micrococcus sp. 133X 5-FAA 1 BIZH
BESNBIEdRE 572 1B A HT3.0X10° cells/g %
E L7z, Candida sp. 31X 5RMAT 1 BRI & hr 7
Blh 4Bl LB 2 B2 SR BES N, RIB D 454 1 BlI3HK
S5B4ET 1 BOBBU LN 2 RIS, 3FRFAT,
SE348.4 X 10° cells/g 7R L, %5 BLGRET 1 B OFIHE
BERATH -7

S M B B Bacteroides sp. 1 &FHA1.4X10° ~3.4X
10 cells/g o d b, 2 FlAsix5BA%AET 1 B D E B
HN2ERED» - 724, WTh b IX5MEGH S5 BOEK
IR, fb 8 BlixEASEE, F3131.1X10' cells/
g T, %5HM%ET1 BOTPEBISEL, C difficile i
B S nh ol KEAEERIIEHA1.0X10° ~
3.9X10% cells/g iz d 1, &K5FMAMAHET 1 BiZH~2F
H2ERPERE A o 7oA, IR bIX SRR S HOREEKE
BEIG2EBL, F19132.0X10° cells/g T, X5 HE
MlIABOFEHLRULA-—F—OEBERL, &RFELHE
OB H - 72 (Table 14, Fig. 3)o

2) 1 HB®&200 mgX 3541

(1) &#E

a) HE5RMWEAIS H

Enterobacteriaceae  E. coli 13 &FIA$1.6X10° ~3.0X
108 cells/g IMICH H, F3H5.4 X107 cells/g 7R L,
Klebsiella sp. 13 1 B & A51.0X 10° cells/g, Citrobacter
sp. & Enterobacter sp. 13 &4 3B o3HEEh, ThE
71.0X102 ~4.2 X 106 cells/g, 3.0X10* ~2.0X 108
cells/g # 2 L 72, Enterobacteriaceae ERTH B & §XT
$$2.3X 108 ~3.0X 108 cells/g 3Kz dH bh, F35.5X107
cells/g T, #DMn 75 LABRUREBERIRE S h o
AR

75 LEPEE R Staphylococcus sp. 13 6 FlH & FEES 1,
D6 HiE4.0X102 ~1.0X 108 cells/g /R L, F91.0
X 107 cells/g, Enterococcus sp. 13 1 BlH» 6t sy,
fth 9 BlliX1.4X10° ~1.1X108 cells/giRizH b, F392.3
X 107 cells/g T, Micrococcus sp. 13 1 Bl D & 5 65 3.1X
10° cells/g 58 & L 72, Candida sp. i 3 BlH S HH &
ng, 7H153.0X102 ~1.0X 108 cells/g, F1H1.0X107
cells/g TdH » 72,

kKA B B Bacteroides sp. 1¥ 2HA8.0X10® ~1.2X
100 cells/g 3842 b, FI3P4.4X10° cells/g T, C. diffi-
cile WERH SN, REAEREIE T XTH6.0X10° ~
2.4X10% cells/g BRI H H, F399.5X10° cells/g Tdh »
7z (Table 15, Fig.4)o

b) &5HAET1 B

Enterobacteriaceae  E. coli 13 &HIA$1.9X10% ~1.0X
108 cells/g iic & b, #%5-Fa%AHT S BITHE~ 161452 B
BEVEY, 16152 BREVEE, 8BIFRE»EM
DEFERL, Fi1Y5.1X107 cells/g T, K5 RLHI5
BOFHEAK L FETH o 7o Klebsiella sp. 13 2FH 6
S BE S NY, Citrobacter sp. 33X 5B 5 BiICKRIE S h
222 M1 BIATL.0X10° ~4.5X10° cells/g # 2L,
A& D 2605 1 Bix 554681 5 B OB I~ 3 BB
B, 1603 2 BB <, Enterobacter sp. i3 &85 &4
B X NY, Proteus sp. & Serratia sp. & 16156 Fh e
13.3X10%, 3.3X10° cells/g Bt & N7z, Enterobacter-
iaceae BT H B & T NTH1.9X108 ~2.1X 108 cells/g
Bilh v, X5ER%REI5 BIiZk~X1061% 8 A RE»E
LLOEET, F1Y5.1X107 cells/g #77 L, X5HFLEH
SHOFYLEILA—F—DEKTH o172 ZOMOY
J LR H 13 Plesiomonas sp. & Pseudomonas sp. D%
1826 Fn£Fh1.0X10% 2.0X10* cells/g T EES h
PASS

77 LEEPEE T Staphylococcus sp. &35 FRART 5 B2
B sh7:6pI%5 & 4th 3 5)458.0X10%2 ~1.0X10°
cells/g # 2L, BIZENSHIP1G3KERBAISBO
BRI~ 2EEEC, 18k 2 RMELC, 3BIIkEA
T, F¥i21.5X10% cells/g 2R L, SRS D
FH Ly IBREEVERTH 5 7z Enterococcus sp. 1&1%
S5HGBAIS BICoB s o7 1 B2z - &fn
3.0X10° ~3.0X 108 cells/g 1K dH Y, X5 HMKAEISH
RIS b o 72 1 BILIAN 0 9 Blix$x 5-BAGRT OB B
CHALBIAT 2 BB <, 1 BIAT 2 BRREHEK K, fh7 Bl
F&E»EUL, FHid3.7X107 cells/g T, %5 BItaHI
5 HOFHEKERE TH o 7o Micrococcus sp. 157 HE
&MY, Candida sp. ¥R 5BALARIS BICHRIB S N7
Bl S ElzTBES R, TS5BS RERNICHEN1H
M2EREVCEK 2652 BEBEEVEY, 28RAE
DEBERL, FEE1.0X10° cells/g T, X5 BRI
5 HOFHEEICH A~ 2 BREA 5 72,

Bk MEE ' Bacteroides sp. 3 &H512.1X10° ~1.5X
10 cells/g 2 d B, T NTHIXSHLERT 5 B L RE
PEUOEMY, F1Y138.3X10° cells/gT, X5 RMHH
S5HENTHLFEAEDERYEL, C difficile 3B SN
Bho . RERAMERIEHA4.9X10° ~2.1X10°
cells/g IRIZHH, RIFH FTXNTHIESHBRIS A LR
AEPBUOEEERL, FHEKIZ1.4X10° cells/g T,
e 5-5A04H1 5 B OFEHEBICEM L 72 (Table 16, Fig.
4),

c) H&E5Mk4 B

Enterobacteriaceae 13 1 B 2> & O & E. coli $£2.0 X 10
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Table 15 Bacterial flora in total feces of healthy volunteers administered BAY o 9867 (200mg X 3)
(5days before administration)
Case No. 1 2 3 4 5 6 7 8 9 10
Name AK. S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. A.K.
Agely.) Sex 20 M. 20, M. 23.M. 2.M. 22.M. 2.M. 2.M. 23.M. 2.M. 23.M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *4.3x107 | 2.3X10% | 2.2X107 | 5.0X106 | 4.4X107 | 1.1X10® | 3.0X108 | 9.0X10° | 1.6X105 | 4.0X10° | 5.4X107
Klebsiella sp. 1.0x 108 1.0X10°
Citrobacter sp. 4.2X10% 3.0X10% | 1.0%x10? 7.2X10°
Enterobacter sp. | 3.0X10* 2.0X10% | 1.0X10° | 2.1x10°
Proteus sp.
Hafnia sp.
Serratia sp.
Enterobacteniaceae | 4.3X107 | 2.3X10% | 2.2X107 | 5.0X10% | 4.5%107 | 1.1X10® | 3.0x10® | 1.2X107 | 3.6X10® | 4.1X10% | 5.5X107
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. 2.0x10° | 1.0x10% | 6.0x102 | 1.0X10* | 4.0x10? 4.0x10* | 1.0x107
Enterococcus sp. 1.0X106 | 3.8x10° 1.4X10% | 1.5X107 | 1.2X106 | 5.0X105 | 1.1Xx10® | 1.2x10® | 1.0x10% | 2.3x107
Micrococeus sp. 3.1x10° 3.1X10?
Candida sp. 1.0X10* | 2.0X10% | 1.0X10% | 5.0Xx10% | 5.0X10% | 8.0%10* 3.0X10% | 1.0%x107
Bacteroides sp. 8.0X10% | 6.1X10° | 4.3X10° | 1.2X10'° | 5.0X10® | 1.8X10° | 4.3X10° | 8.7X10° | 3.7X10° | 1.6X10° | 4.4x10°
Total anaerobes | 3.0X10° | 1.5X10' | 6.9X10° | 2.4X10'° | 6.0X10% | 6.5%X10° | 1.1X10'® | 1.5%X10% | 7.8X10° | 5.3X10° | 9.5X10°
* I cells/g
Fig. 4 Bacterial flora in total feces of healthy volunteers administered
BAY 0 9867 (200mg X 3, 5days) (N=10)
7//// Enterobacteniaceae Enterococcus sp.
D Staphylococcus sp. E Total anaerobes
12 o
} Serratia sp. itrobacter sp. Enterobacter sp.
Prot X 1
0 roleus sp E.coli Klebsiella sp. | H. aluei
= = =
7 = = =
R = = =
w81 = 5 = =
? — : =
-g 0 .— 'q::
E 3
g 6 b
s b
g 2
8 X
L 4 A
&
s R -
21 : g
0 B= 3 3 \ 3 & s
5 days 1 day 4 days 1 day 6 days 10 days
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cells/g PBEES ., #0075 LEMREIRE S
"h ot

75 LSRR Staphylococcus sp. (1% 5-FtERT 1 B I
SEEE N 8B 3FIHh LR SN1.0X102 ~2.0X10°
cells/g T, 2@ 3HH 1FI3EERLAR 1 BOBEHIC
HR2EME <, 2603 2 BRI {, Enterococcus sp. it
2Hr LSS NS, o 8Hix3.0X102 ~3.0X 108
cells/gBiizdh b, D 8FIH 1HFIIIX5FHMBRTICIHN
1605 2 RSB VE R, 1 BT 3PS VB, 6 BlA®
AR rBEUOER, FHi34.1X107 cells/g T, K5 H
ET 1 BOEBEREB %R L, Micrococcus sp. iX57 R &
N7 h oz, Candida sp. 33X 5-FALART 1 B ISR S h
5B 4aBl b aBIhoaRESH, Z08F1IZ2.0X
102 ~1.0X 10° cells/gT, RIFE D 4 FIF 1 B34 5-Fta
Al BN 2EBEEEVEYR, 3EEErBEUOEE,
F15131.1X10° cells/g T, &5 BRI 1 B L RIEOH
BTho7,

BE KB B Bacteroides sp. 13 2B A52.0X 108 ~4.1X
101 cells/g iz b b, T XTHHRG5MLER 1 B LRE
PEUOEE, FHix8.4X10° cells/g ¥ 2L, KE5H
2581 1 BOFHEKERAT, C. difficile $RHE S h i
Pol, RHEAMBRIIEHAHL.7X10° ~6.8X 10"
cells/g BiZdH h, TNTHESHKH 1 B L AEHHE
POEHERL, F19i21.3X10" cells/g T, %56
Hl1BOFEYLE LA —F—DEBTH > 72 (Table 17,
Fig. 4),

d) 5®T1H%

£ H & Enterobacteriaceae & Z DD 7 5 LFEHARE
(P QxR (R 3/ RN AN

75 AR S Staphylococcus sp. 133 5-BASGHET 1 B2
B a8 BIP IFIITEES R, IR b5 FMEET
1ADEKEL Y 2BRELLER <, Enterococcus sp. & 2 Bl
ORI SN, 18 Hix4.0X102 ~7.0X 108 cells/g
%RL, SoF0 1 FikSHER 1 Btk 4ERR
WEHK, 1 4BREEVYES 6FREIGIELUOE
B, F19121.0X108 cells/g T, &5 FLEHET1 B DT
BB L, Micrococcus sp. 13 1 B @ & 8.0 X 102
cells/g ¥ B L7z, Candida sp. \x¥%5-BASEHT 1 B 125 B
a7z 5BFIH 4 5Lt 3B A7.0X10% ~4.0X10° cells/
gXRL, BIED4HF 2B 5RLAHET 1 B DE KIS
HR2EBERE L, 2HixmMAE L, FHidd.1X10°
cells/g T, #%5BAtART 1 BOFHEBLEETH -7

S B B Bacteroides sp. 13 &HA%1.6X10° ~1.1X
10 cells/g MiZH Y, TN bIK5HMEF 1 B ERE
PELOEY, FHi25.1X10° cells/g T, %5 FLKHI
1B ERBOHEKEZRL, C difficile 3R SN %D

7oo BHSKMEBIIEHH3.1X10° ~1.3X10" cells/g
Bichh, TRTHRSRGIHOERLAEG AN, ¥
3138.5X10° cells/g THREBILARET 1 H OTFHEBICE
AL 7z (Table 18, Fig.4),

e) %5RTIAHE

54T 1 B LR L < Enterobacteriaceae & % DD
77 ARMREREAr RSN D 5T

75 LB T Staphylococcus sp. (E¥X5-BALGET 1 B
BEsn-8HP2H»LRIBEN, £41.0X103
1.0X 108 cells/g T, ME L b IG5 HMBH 1 BOES
IZH~ 4 BxFe® <, Enterococcus sp. i 1 G053 RS h
3, M9 BIIX1.0X102 ~1.5X10° cells/gKicH Y, &
O 9B 1 BliIEERMAET 1 BICHN3EREVE,
160t SERREVEL, 7HEEEIREUOEKERL,
F191.6X10° celis/g T, &S FMAE 1 B OTFI9HEIKIC
Bl L, Micrococcus sp. W3 RH & iz A o 72, Candida
sp. 13IXGRMER 1 RIS 5Bl 4 Bl & fio 4
B1A5.0X 102 ~6.9X10° cells/g ¥ E L, BIED 4 i
2 Btk 5-BA0ART 1 B BB~ Fh b 2 BRRER C,
2 BB, F35139.8X 10 cells/g T, #%5-BAfERHT 1
HOFEHEBUEUL 720

S M B Bacteroides sp. 13 2&HA$1.2X10° ~1.8X
10° cells/gicdH H, WTFh b H5HGHET1 HERE
PEUOBE, FH136.0X10° cells/g T, H5-BAMER
1 BOFHEREFAT, C difficile 3B ST, £
HEMEIZ2HA2.4X10° ~1.8X 10" cells/g BMERL,
WENRLRGF%ER 1 B REIENOEK, FHIR
7.3X10° cells/g T, 5 RAMERTOFHEBIEULL
(Table 19, Fig.4),

f) &x5#&T6H%

Enterobacteriaceae F E. coli 2 1 BlO A0 6 FHE N
1.1X10° cells/g T, &5 MMARTI1 Bt s hizdo
72 Klebsiella sp. 2°6 Bl & 78S, 1.0X102 ~1.1X
104 cells/g 7R L, F393.8X103 cells/g, Citrobacter sp.
RGN 1 BiCRRIE S h- 260 1 B & 1 BIAF
£4£2.0X10% 1.2X10° cells/g ¥ 2L, F & x5 H
AT 1 B L RIBDOEET, Proteus sp. & Seratia sp. 125
Bt XN Do 7z, Enterobacteriaceae ERTH 5 & 3 HI»
SEREENT, 76H1.0X102 ~1.1X 108 cells/g 1RiZ
dh, To7HI%6FNIIESRGRET 1 BOEKIC N2
BRELEECEY, 16ERENEY, FHik1.2X10°
cells/g T, HEHRMATO 2 REB IS B 5 FHERC
H~2EBEBEL, £y s ABRUREI S IAL
»o f:o

75 LREHEE b Staphylococcus sp. 133X 5-BALGET 1 B
BRH S 86I% 56 & 16122.0X102 ~4.0X 10
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Table 16 Bacterial flora in total feces of healthy volunteers administered BAY o 9867 (200mgX 3)
(1day before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name AK. S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. A.K.
Age(y.)Sex 20, M. 20, M. 23, M. 22 M. 22 M. 22 M. 22, M. 23.M. 22, M. 23, M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *2.1X108 | 4.2x105 | 3.0X107 | 9.0X10° | 1.1X107 | 1.9X10° | 1.0X108 | 8.0X108 | 3.7X107 | 1.0X10® | 5.1X107
Kiebsiella sp.
Citrobacter sp. 3.5x10¢ 1.0X10* 4.5X10° 5.0X10*
Enterobacter sp.
Proteus sp. 3.3x10° 3.3x10*
Hafnia sp.
Sematia sp. 3.3X10° 3.3X%10¢
Enterobacteniaceae | 2.1X10% | 4.2X10% | 3.0Xx107 | 9.0X10% | 1.1X107 | 1.9%10% | 1.0Xx10® | 8.0X10® | 3.7X107 | 1.0X10® | 5.1X107
Plesiomonas sp. 1.0Xx108 1.0X10°
Pseudomonas sp. 2.0x10* 2.0X10°
Acinetobacter sp.
Staphylococcus sp. 2.0X10* 8.0X10% | 1.0X10* | 1.0X10* | 1.0X10° | 1.0X10* | 1.9%10® | 9.0X10% | 1.5X10*
Enterococcus sp. 4.4X105 | 4.9%10° | 8.5X10% | 3.0X10% | 2.1X107 | 6.4X105 | 3.4X107 | 3.0X108 | 6.0x108 | 3.1x10% | 3.7Xx107
Micrococcus sp.
Candida sp. 1.0X10% | 4.6X10° 1.0%x102 | 1.0X108 1.0X10% | 1.0X10°
Bacteroides sp. 3.4X10° | 6.1X10° | 5.2X10° | 1.4X10% | 2,1X10° | 4.3X10° | 1.5X10' | 1.3X10% | 1.0X10'® | 9.7x10° | 8.3X10°
Total anaerobes | 1.4X10'0 | 1.4X10% | 1.5X10% | 1.9X10'° | 4.9%10° | 1.1X10' | 1.8X10'° | 1.3X10'® | 2.1X10' | 1.2X10%° | 1.4X10'®

* I cells/g

Table 17 Bacterial flora in total feces of healthy volunteers administered BAY 0 9867 (200mg X 3)

(4days under administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name AK. S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. AK.
Age(y.).Sex 20, M. 20 M. 23.M. 22, M. 22, M. 22 M. 22.M 23 M. 22 M. 23 M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E.coli *2.0%104 2.0x10°
Klebsiella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Sematia sp.
Enterobactenaceae 2.0x10 - 2.0%X10%
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. 2.0X10% | 3.0%x10? 1.0x10? 2.0X10%
Enterococcus sp. 1.2X10% | 3.0X10% | 5.0%X10* 6.0Xx10% | 6.0%x10° 3.0X10% | 1.0X108 | 2.3%105 | 4.1%107
Micrococcus sp.
Candida sp. 4.0X10* | 4.0X10* | 3.0X10% | 1.4X10° 1.0x108 6.2X10% | 2.0X10% | 5.0X10% | 1.1x10°
Bacteroides sp. 6.0X10° | 1.7X10° | 2.0X108 | 6.8X10° | 7.0X108 | 4.1X10' | 5.0X10° | 3.5X10° | 7.6X10° | 1.1Xx10'° 8.4%10°
Total anaerobes | 7.0X10° | 1.7x10° | 2.3X10° | 6.8X10° | 4.2X10° | 6.8X10' | 8.2X10° | 7.6X10° | 7.6X10° | 1.7X10'° 1.3x10'°

* I cells/g
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Table 18 Bacterial flora in total feces of healthy volunteers administered BAY o 9867 (200mg X 3)

(1day after administration)

Case No.

4

5

6

10

Name
Age(y.).Sex
Body weight(kg)
Daily dose(mg)
Duration(days)

AK
20.M.
85
600

S.N.
20,M.
53
600

K.T.
23 M.
54
600

T.K
22,M.
67
600
5

T.O.
22.M.
55
600
5

M.K.
2.M.
57
600
5

T.N.
22, M.
68
600

K.K.
23, M.
65
600

K.N.
22.M.
53
600

AK.
23.M.
68
600
5

Mean

E. coli
Klebstella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Sermatia sp.

Enterobacteriaceae

Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.

Staphylococcus sp.
Enterococcus sp.
Micrococeus sp.
Candida sp.

3.0X10*

1.0X10*

*1.0x108
6.0X 104

4.9%10°

1.0x10¢

4.0x108

2.0x108

7.0%102

1.0x108
1.0x108

2.0X108

1.2X10°

7.0X108

7.0X10?

4.0X10?

1.0X10*

8.0x10?
1.0x10*

1.0Xx107
1.0x10%
8.0X10
4.1X10°

Bacteroides sp.
Total anaerobes

1.1X10%°
1.1x10'

8.4x10°
1.2x10'°

2.1X10°
3.1X10°

2.8X%10°
3.6x10°

2.5X10°
6.2Xx10°

3.2x10°
1.3x10'°

1.6X10°
4.5X10°

7.5%10°
1.2X10'°

5.8X10°
9.9%10°

5.6X10°
1.0x10

5.1x10°
8.5X10°

Table 19 Bacterial flora in total feces of healthy volunteers administered BAY o 9867 (200mg X 3)
(3days after administration)

*  cells/g

Case No.

4

5

6

10

Name
Age(y.).Sex
Body weight(kg)
Daily dose(mg)
Duration(days)

A K
20, M.
85
600

S.N.
20,M.
53
600

K.T.
23.M.

600

T.K.
22,M.
67
600
5

T.O.
2.M.
55
600
5

M.K.
2.M.
57
600
5

T.N.
22 M.
68
600

K.K.
23.M.
65
600

K.N.
22.M.
53
600

AK.
23.M.
68
600
5

Mean

E. coli
Klebsiella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Sematia sp.

Enterobacteniaceae

Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.

Staphylococcus sp.
Enterococcus sp.
Micrococcus sp.
Candida sp.

1.0X108

2.0x10*

1.0x10°

1.0x10*

1.0x102

6.9X10°

9.5X10°

3.0x10*

*1.0x108

6.5X10°

2.1X10°

8.1x108

5.0%x10?

1.5X10°

1.1X10°

2.1X108

1.0X108
6.0X10°

1.4X10°

1.0x107
1.6x 108

9.8X10*

Bacteroides sp.
Total anaerobes

3.3x10°
6.9%10°

1.2X10°
2.4X10°

2.2x10°
7.1X10°

2.9%x10°
2.9X10°

1.8X10°
3.4x10°

1.8X10'°
1.8x10'°

7.4%10°
7.4X10°

6.5X10°
6.9Xx10°

8.8x10°
9.8X10°

8.0%10°
8.0%10°

6.0x10°
7.3%10°

%* . cells/g
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cells/g T, BIED S BIH 1 Bk S BAMERIICH~N 2 B
BEVEK 16 3EBEVERK, 36IIREIE»EU
OEBETL, F1138.5X10° cells/g T, X5 FALHT
1 BOFHEKIIELL, Enterococcus sp. 13 &H)451.0X
10 ~2.0X 108 cells/g iz v, X 5BAH 1 BOEK
CHNR2BIA2ERBEE C, 1B 2 BRBHEC, 7 BIAE
AMELL, F1i132.4X107 cells/g T, X5 FtARTD
EHEBERMEEE L, Micrococcus sp. IR &%
Mo 720 Candida sp. EIX5-FRLGRT 1 BICHBES /-5
Bl 4 ) & oD 4 HIAHS2.0X 102 ~3.0X 10 cells/g % 7R
L, BiEO 4 6% 1 Bt 558451 1 B ORI~ 2
BRE®EC, 1622 BRBEC, 2BIA8BL, T
1.0X10% cells/g T, %5 A1 B OFHEEBIEE
L7

RS M & Bacteroides sp. 13 &5 £8.0X 106 ~8.9X
10° cells/g 38z d v, 1 BIH I 5-FAET 5 B & X555
B 1 BOBEBUCHA~ 3 BB A 2 BRREHE <, 9 BlXREED
B, F19133.8X10° cells/g T, HX5MART 1 HOF
BHEHERAL 2L, C difficile 3DBES N Hh o7,
BHAHERIIEHA3.7X10° ~1.9X 10" cells/g 12
Y, TN LIE5R%ERT 1 BOEKE FAE»EL, F
¥121.2X10%° cells/g ¥R L, &5 FM%EI 1 HOFH L
FLA——DEEHTH -7 (Table 20, Fig.4),

8) Z5#TI08%

Enterobacteriaceae BE. coli 13 £ A$1.0X 10" ~1.2X
108 cells/giRid v, ¥HSFGEAT1 BICHA~ 1642 B
BEWE, 3642 B EEVELY, 6fIxEEL
BEUOBKERL, Fi9id2.7X107 cells/g T, &X5H
ATl BOFHEBELRIATH - 72 X5BMEHEI1 B IS
ITHRH & Lz B o 72 Klebsiella sp. 13 4 IA79.0X 10* ~
1.0X 108 cells/g % £ L, Citrobacter sp. i3 ¥ 5-F4AH1 1
BiZoBEs 3604 160 & 4t 351A55.0X10° ~8.0X
10 cells/g T, RI&E D 1 Bl S BIMERT 1 IS~ 2 &
PR VB3,  Enterobacter sp. 1% 3 B4%4.9X102 ~1.0X
108 cells/g % 7~ L, Hafnia sp. 1 Bl D A H 6 2.0X10°
cells/g ¥t & L7z, Enterobacteriaceae R TH 5 & X
TH1.0X10* ~1.2X 108 cells/g i 1, x5 BRI
1 BOBEBICH~N 2B 2 BREE <, 36472 RRELLE
K<, S5HAEEEB, F35123.7X107 cells/g T,
BRESBERM 1 BOFHERLA — Y —DEEKT, 201t
DY T LBEHIEHE I Acinetobacter sp. 1 FID A2 52.0X
108 cells/g FRES /2o

75 LEEtEE S Staphylococcus sp. 13 ¥x5-FLERT 1 B
B an/- 884 6 5 L1 BIA4.9X102 ~2.0X10*
cells/g 22 L, BIED 6 FI% 2 B3R5 FLARI 1 HIC
NI ERECER, 16002 R ECEE, 3FIAFE

Table 20 Bacterial flora in total feces of healthy volunteers administered BAY o 9867 (200mgXx 3)
(6days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name A K S.N. K.T. T.K. T.O. M.K. T.N. K.K K.N. A.K.
Age(y.) Sex 20, M. 20,M. 23.M. 22, M. 22, M. 22.M. 22 M. 23 M. 22 M. 23.M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *1.1x108 1.1x10°
Klebsiella sp. 3.0X10% | 8.0x10° | 1.0x10% | 1.1Xx10¢ 8.9%10° 1.0x10* 3.8X10°
Citrobacter sp. 2.0x10* | 1.2x10° 1.4x10
Enterobacter sp.
Proteus sp.
Hafnia sp.
Semmatia sp.
Enterobacteniaceae | 3.0X10% | 8.0X10® | 1.0x10% | 1.1X10° 1IX10° | 1.2x10° 1.0x10* 1.2x10°
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. | 4.0X102 2.0X10? 3.6X10% | 5.0x10? 4.0x10*" | 4.0x10* | 8.5%10°
Enterococcus sp. 3.0X10* | 5.0%10% | 1.0X10* | 1.1X105 | 1.1x107 | 1.5X107 | 4.3X10° | 2.0X10% | 6.0X10' | 2.4X106 | 2.4%107
Micrococcus sp.
Candida sp. 3.0X104 | 3.0Xx10* | 2.0X10% | 2.0X10% 3.0X10* | 1.9x10% | 1.0x10* 2.6x10° | 1.0x10*
Bacteroides sp. | 7.1X10° | 8.9%10° | 4.7x10° | 8.0X10° | 1.5x10° | 2.5%10° | 2.7x10° | 2.0X10° | 4.1x10° | 4.1X10° | 3.8%10°
Total anaerobes | 1.5X10'® | 8.9x10° | 1.9%10% | 3.7x10° | 1.8X10' | 1.8X 10 | 9.8X10° | 1.1X10' | 1.1x10' | 6.1x10° 1.2x10"

* [ cells/g
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BrEUOEK, FHi33.0X107 cells/g T, FE5BL
Al 1 HOFHEBIC AN 3IBREE > - 7225, K5 FAR
5 BOFEHEK L ZFE TH o 726 Enterococcus sp. 1IE
BIA52.0X10° ~3.0X 108 cells/g RiZ & 1, %5 BAMEHT
1R~ ABI 2 R LB VES, 6 BIAEA»E
PoES, F19i135.9X107 cells/g T, &x5MH%EI1 A
DEHEH L FHB T, Micrococcus sp. 1 FIDOAH 52.0X
108 cells/g 578 & N7z, Candida sp. 32X 5-BtERT 1 B
IR & s 5 Bl 4 B LAt 4 BUAT1.0X 102 ~2.2X 10°
cells/g T, BIED 4 B9 1 i3k 5FMLEH 1 BOEK
2 BREE <, 3B, F39i132.7X10% cells/
g T, &5HAH 1 B OFHEBIEML 7=,

Bk S B B Bacteroides sp. 13 2 A55.0X 108 ~5.5X
10° cells/g i b, 2 BIXIx5RMGET 1 BOEKICI
N2 EBRRBEL BB 5 7245, K5 FLART S B OB L N
AL 1BLEEE, 18I 4BRIEC, 8 PlIkRA,E
£, FI1H2.1X10° cells/g T, % 5-FhATI 1 B OFEHHE
BERET, C difficile \3FBES L H o7, BERRY
BRI B A4.0X10° ~4.6X10"° cells/g BiZdb h, +
NTHRER%EAT 1 BOEK L RE» 8L, F359131.3
X 10" cells/g T, &E5HMMGET 1 BOFHY LR L 4 —
¥—DOHEH %R L (Table 21, Fig.4),

(2) —ER¥EfE

a) #¥5BARIS A

Enterobacteriaceae H E. coli i& 2B A$3.5X 105 ~2.0%
108 cells/g 382 & b, F356.1X 107 cells/g, Klebsiellg
sp. 8B LTI NT, 2HTRE2.0X108
cells/g, Citrobacter sp. i& 7 B2 SRR S ¥, 3HA»
1.3X10* ~1.3X107 cells/g, Enterobacter sp. i 2 0 &
AE41.2X104 1.0X10° cells/g, Proteus sp. b 2 fi#¢
FNEFNL.0X108, 9.9X10° cells/g #7R L, Enterobac.
teriaceae EE T H B & T X TH1.3X108 ~2.1%X108
cells/g iz b, FY7.3X107 cells/g T, FDHD Y
FLRHBRRETH S 2D 5 72,

7 7 LEGTEE b Staphylococcus sp. 12 6 F» HBE S
¥, 4 BUAH2.0X10° ~2.2X 107 cells/g, Enterococcus sp.
X EBIH2.0X10* ~4.4X107 cells/g iz H b, FH7.1
X 10¢ cells/g T, Micrococcus sp. +x 1 B D & 59.0 X 10¢
cells/g # £ L 72, Candida sp. i 4 Bl &6 538 S T,
ftb 6 B1126.6 X102 ~1.0X 10° cells/g, F31.0X 10°
cells/g Tdh - 72,

WA E F Bacteroides sp. 1¥£B1A$3.0X 108 ~1.9X
10 cells/g B2 & b, F355.1X10° cells/g T, C. diffi-
cile BRI S ¥, REKMEE L 26 479.0X10°8 ~

Table 21 Bacterial flora in total feces of healthy volunteers administered BAY o 9867 (200mg X 3)
(10days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name A K. S.N. K.T. T.K T.O. M.K. T.N. K.K. K.N. A.K
Age(y.).Sex 20, M. 20,M. 23.M. 22.M. 22.M. 22.M. 22.M. 23.M. 22, M. 23.M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E.coli *1.0x107 | 1.0x10% | 1.0x10* | 1.7x107 | 2.0X106 | 1.0X108 | 3.0X106 | 9.0X106 | 1.2X10% | 3.0X106 | 2.7X107
Klebsiella sp. 1.0X108 8.3%X10° 1.0x108 | 9.0x10* 1.0x107
Citrobacter sp. 1.0X10* 8.0Xx10* 5.0X10° | 6.0X10* | 1.6X10*
Enterobacter sp. 4.9%10% 3.0x10¢ 1.0X108 | 1.0X10°
Proteus sp.
Hafnia sp. 2.0X10° 2.0X10¢
Servatia sp.
Enterobacteniaceae | 1.1X107 | 1.0X108 | 1.0X10* | 1.8X107 | 2.2X106 | 1.0X108 | 3.1Xx106 | 9.0X108 | 1.2X10% | 4.1X106 | 3.7X107
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp. | 2.0X10° 2.0X10°
Staphylococcus sp. 4.9%102 | 1.0x10* 7.0x10° | 2.0x108 | 1.7x105 | 1.0x10® | 5.0x10° 3.0X107
Enterococcus sp. 2.0X105 | 1.1X107 | 7.1X10 | 1.0X108 | 3.5%107 | 1.1X108 | 7.0Xx106 | 1.2X108 | 2.0X105 | 3.0X108 | 5.9%107
Micrococcus sp. 2.0X 108 2.0X107
Candida sp. 2.0X10* | 1.0X10* | 1.0X10% | 1.0X10? 2.2X10% | 1.2X10* 1.0x10* | 2.0x10° | 2.7x10*
Bacteroides sp. 1.0X108 | 2.9%10° | 1.7X108 | 5.0X105 | 9.0X108 | 5.5%x10° | 9.0X10® | 3.8X10° | 3.0X10° | 3.9X10° | 2.1X10°
Total anaerobes | 9.2X10° | 8.6X10° | 4.6X10' | 9.8x10° | 9.0X10° | 1.4X10'° | 4.0X10° | 1.3X10' | 7.8X10° | 9.5x10° | 1.3x10'°

%*  cells/g
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3.9X10% cells/gBiZH H, F399.9X10° cells/g T, &
#E L BUDMEEIZSH 572 (Table 22, Fig.5),

b) #5BA%AET1 H

Enterobacteriaceae & E. coli 13 & HA1.0X 105 ~3.1X
108 cells/g 12 b, XGRS BIZH~N 18473 &
BEVEYK IFAFRIEIBUOEY, F1i25.7X10
cells/g T, 5 FRGRIS BOFEHEREFETH - 72,
Klebsiella sp. ¥ 5-BIRART S Bic 8 s h7- 265 161
D 1 BIAEL£2.0X104 6.0X10° cells/g T, BiE
O 1P S A5 HOBBIC L~ 2 BB <, Cit-
robacter sp. 134X 5-FALAHET S BICHRIM S h7z 3Fid 2 Bl
2 3 FUAS5.0X10° ~3.0X 108 cells/g T, RIE D 2 Bl
R5FAERT S B OB L FE&E ML, Enterobacter sp. 1&
SHESNT, Proteus sp. WIX SRR S HICKRB S
20 1 BID A H6.6X10% cells/g T, T 1BFizixS
FBARI S HICH N3 BB EVER TS 5 72, Enterobac-
teriaceae EET A % L &FIA1.0X 105 ~3.1X 108 cells/g

BicaHh, R5HMAHS BT~ Bl 3 BERBHE VK,

IBINEEIELUOELE, F19i25.8X107 cells/g T,
BERGERS BOFYLRIL A — ¥ —0RKT, 201t
DY 7 LBEHMRE I Pseudomonas sp. 251 FIDAH 514
X10* cells/g 778 S 7z,

77 LBERE R Staphylococcus sp. 131X 5-FtART 5 B (<
RIS 7z 4 B 2 B & M5 BI#53.3X102 ~1.0X10¢
cells/g 7R L, BiZ D 2F3RSRBATS BOELKE
E&E»EM, FH1.1X10° cells/g T » 726 Enterococ-
cus sp. 1T EFAT2.6X10° ~8.2X 107 cells/g iz dH b,
KERMERTS B IS~ 2B 2 BRRE R VS, 1 BA54
BREEECEY, 762xRAE»ENOBEY, Tii31.4X
107 cells/g T, % 5-BA45H15 B O FHHEBIEL, Mic-
rococcus sp. WX G-RALERT S BSOS - 1l L3R
o7z 2BIA &K 4£4.0X104 1.1X10° cells/g # 2 L 72
Candida sp. 3 ¥ 5-FAR5RT 5 BICRE S 7z 6 Bt 3 6
EAB 1 BIAT3.3X102 ~1.2X10¢ cells/g T, BIE D 3
T 1B S BAMERT 5 BICH~ 3 BBV, 28
RE»EUOERTH - 72,

BRR B b Bacteroides sp. 12 &H1452.0X 107 ~9.4 X
10° cells/g BRI &H b, R S5BARART S B it~ 1 645 2 B
BECEY, IF»FAAE»EMOEE, F19134.0X10°
cells/g T, &5-FMAHTS B DFHREHK L FET, C dif
ficile XTBES N Do 72, BEBEAMHEKEEH TN
T1.7X10° ~3.4X10% cells/g 2 & 0, X5BILEHTS
HOBBICHAN LG 2 BB VER, 9PV RIE»H
PoEE, Fi19131.2X100° cells/g T, H5M8EH5 B
DEHEHCEUL, £¥FLRABOEMERL
(Table 23, Fig.5)o

¢) B5Hk4 B

Enterobacteriaceae & % DMLD 7 7 LEHIFHE 12 &6
LI N o7,

77 LREtEE S Staphylococcus sp. 133K5-BLERET 1 B I
B S h7z 7 6ld 2 60 & 4th 1 B1AT1.0X10° ~7.0X 10¢
cells/g& /"L, RBIZED2HIz VTR IREMEERTL AD
BEUTEDL, Enterococcus sp. 13 2 55 6 3 BES oy, b
D 8H11£3.3X102 ~6.0X 108 cells/giicH hH, =D 8
Bk 4 B3 SBASARI 1 B~ 2 BRRELL HIR VB %,
4B RIE»BUOERK, FI19136.1X107 cells/g T,
B5FtARHT 1 B OTFHE R E FE T, Micrococcus sp. 13
RS FLERT 1 BB Sz 2 B 1 B A A52.3X10°
cells/g 2L, EHBAM 1 BOEREFAETH -7
Candida sp. 3G FAMHET 1 BICHBE S h 7 4 Fip 3 65
EAth 1 BAT3.3X 102 ~2.4X 105 cells/g ¥k L, BiED
3BUT TR L IX5FMERT 1 BOBEKIZEBL 72,

B MEE S Bacteroides sp. 13 £61553.0X 108 ~1.6 X
10 cells/g iz d b, REFERTICH A~ 1 545 2 Bxpg
BOEBTH o 7285, REMAAIS B L ERGOEK%
EL, IBIIEERE 1 BOBEKERE»EL, T
134.8X10° cells/g T, X5MMAT1 BOFHEKLE
BT, C difficile 3RIBEN L2257z, LEAHERIT
EBIA5.0X10° ~2.8X10' cells/g iKiZd b, 5%
BTl BICHANT B 2 RGBS E R L7225, 508
YARTS B L BBOBEKT, 9 FRSEGEE 1 O
B ERE»EL, FH137.6X10° cells/g T, %50
AT 1 BOFEHEBIEUL, 2%FE L EEOEA Y 2
L7: (Table 24, Fig.5),

d) &5®T18%

LSREOHERT I BHS L —BEFE OIS RGEH
4 Bk LR L < 264 & Enterobacteriaceae & % D &7
T LABRMURRAE TS e b5 72,

75 LEYER S Staphylococcus sp. 133% 5-BAMAHET 1 B2
RSN 1 BIOADL.TX10° cells/g #7RL, =01
GBI 5-FAREHET 1 B OB, Enterococcus sp. 1 2
BIAoashd, 8 H136.6X102 ~7.0X10° cells/
gICH D, Z08BIF 4RGSR 1 BicH~2
BRELLEEVCEY 40 3RNOEKEYRL, FHi2
2.1X107 cells/g T, X5 M%R 1 BOFEHE K AL
T, Micrococcus sp. (3B S N2 b 5 720 Candida sp. i¥
BEFREET 1 BIiICBES 72 4 I 360 & 4B 1 B1#A%3.3
X10° ~8.0X10* cells/g T, A& D 3 Fch 1 Bli3x 509
PRI 1 HOWBISH~N2BEE® <, 2Bl E+ 2L,
FHI21.2X10¢ cells/g T, Z5BEAR S B O EHEK
R 7,

B S B R Bacteroides sp. 13 2B 45.0X 108 ~1.6 X
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Table 22 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (200mg X 3)
(5days before administration)
Case No. 1 2 3 4 5 6 7 8 9 10
Name A.K. S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. A.K.
Age(y.).Sex 20,M. 20,M. 23.M. 22, M. 22.M. 22.M. 22,M. 23, M. 22 M. 23.M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *1.0X108 | 3.5%105 | 8.0X106 | 1.0Xx108 | 1.0X108 | 2.0X10® | 1.0X108 | 1.0X10% | 3.0X10% | 2.0X108 | 6.1X107
Klebsiella sp. 2.0X108 2.0X10° | 4.0X10°
Citrobacter sp. 1.3x10¢ 1.3x107 1.0x108 1.4X108
Enterobacter sp. | 1.2X10* 1.0X108 1.0X108
Proteus sp. 1.0X10% | 9.9X10° 1.0X107
Hafnia sp.
Sermatia sp.
Enterobacteriaceae | 2.0X108 | 1.3X10° | 8.0X10° | 1.0x10® | 1.0X10® | 2.1X10® | 1.0X10® | 2.0X10% | 3.0X10° | 4.0X10% | 7.3X107
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. 4.0x10° 5.0x10* 2.2X107 | 2.0X10* | 2.2X108
Enterococcus sp. 1.9x10% | 4.4%107 | 3.0x10* | 2.0X10* | 1.6X107 | 1.9%10% | 1.0X10% | 9.0X10% | 5.0X10* | 6.6X10° | 7.1X108
Micrococcus sp. 9.0Xx10* 9.0X10°
Candida sp. 6.3x10% | 1.0x108 6.6x10? 2.0%10* 3.6X10% | 6.6X10% | 1.0X10°
Bacteroides sp. 3.0X108 | 5.0X10% | 3.7X10° | 1.9%X10™ | 3.0X108 | 1.4X10° | 2.7X10° | 7.6X10° | 8.2X10° | 2.3X10° | 5.1X1(°
Total anaerobes | 9.0X10% | 1.1X10' | 5.5X10° | 3.9X10'° | 4.4X10° | 2.5%X10° | 7.0X10° | 7.6X10° | 1.6X10' | 4.7X10° | 9.9x10°
* { cells/g
Fig. 5 Bacterial flora in partial feces of healthy volunteers administered
BAY 0 9867 (200mg X 3, 5days) (N=10)
7/// Enterobacteriaceae Enterococcus sp.
l:] Staphylococcus sp. E Total anaerobes
12 W
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Table 23 Bacterial flora in partial feces of healthy volunteers administered BAY o0 9867 (200mgX 3)

(1day before administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name AK. S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. A.K.
Agely)Sex 20.M. 20, M. 23M. 22.M. 2.M, 2.M. 2.M. 23.M. 22 M. 23.M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *3 1108 | 2.4%x106 | 3.3%107 | 1.0X108 | 1.8X107 | 1.0X10° | 1.0X107 | 7.0X10° | 8.5X107 | 8.0X10° | 5.7X107
Klebsiella sp. 6.0x10* 2.0x10* | 8.0x10°
Citrobacter sp. 2.0X104 | 5.0%10% 1.4x10° | 2.1X10° | 3.0X10° | 3.4X10°
Enterobacter sp.
Proteus sp. 6.6X10? 6.6X10
Hafnia sp.
Serratia sp.
Enlerobacteriaceae | 3.1X108 | 2.4X108 | 3.3X107 | 1.0X108 | 1.8X107 | 1.0X10° | 1.0X107 | 7.2X10° | 8.5X107 | 1.1X107 | 5.8X107
Plestomonas sp.
Pseudomonas sp. 1.4X10° 1.4X10°
Acinetobacter sp.
Staphylococcus sp.| 1.0X10° | 2.3X10% | 5.0X10* | 2.0X10® | 6.0x10° 3.3X10% | 5.6x10° 1.1x10°
Enterococcus sp. 2.0X106 | 4.0X10% | 6.5%X105 | 2.6X10% | 2.3%107 | 1.1x107 | 7.0X10% | 8.2X107 | 4.1X10% | 8.1X105 | 1.4X107
Micrococcus sp. 4.0x10* 1.1x10% | 1.5X10*
Candida sp. 3.3x10% | 1.3Xx10° 1.2x10* | 3.3x10° 1.4X10°
Bacteroides sp. 3.4X10° | 8.0X108 | 7.7X10% | 9.4X10° | 1.9X10° | 2.3x10° | 7.7X10° | 2.0X107 | 2.0X10° | 5.1X10° | 4.0X10°
Total anaerobes | 1.6X101° | 4.2X10° | 1.4X10'° | 1.6X 10 | 1.3X10'° | 4.3X10° | 7.7x10° | 1.7X10° | 3.4X10'* | 8.6X10° | 1.2X10'°

* I cells/g
Table 24 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (200mg X 3)
(4days under administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name AK S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. A.K.
Agely.) Sex 20, M. 20, M. 23.M. 2.M. 2.M. 2M. 22.M. 23.M. 22.M. 23.M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli
Klebsiella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Serratia sp.
Enterobacteniaceae
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. *4.0x10°¢ 1.0X10* | 7.0X10* 1.2x10*
Enterococeus sp. | 2.0X108 6.6x10? 4.0X10% | 6.6x10% | 1.0x10* | 6.0X10® | 3.3x10% | 3.2X10° | 6.1X107
Mierococeus sp. 2.3X10% | 2.3x10°
Candida sp. 7.9%10° | 6.0X10* 3.3X10% 2.4x10° 3.1x10
Bacteroides sp. 4.0X10° | 7.0X10° | 5.0X10% | 5.4X10° | 4.0X10® | 3.0x10® | 5.8X10° | 3.4X10° | 5.1X10° | 1.6X10' | 4.8X10°
Total anaerobes | 4.0X10° | 7.0X10° | 5.0x108 | 5.6X10° | 2.1X10° | 2.5X10° | 1.2X10° | 7.4X10° | 6.6X10° | 2.8X10' | 7.6x10°

* Ccells/g
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10" cells/g 3% 2 d 1, HE5BLERT 1 B I~ 2 FlHw
Th 2BEBOERTRLAY, RSBBRISAOE
B dRE»EY, FI3Hi35.2X10° cells/g T, #H¥5H
AT 1 BOFPHEK L FE T, C difficile 3B Sh %
Mo, BMBEAMRE BIZEH472.5X10° ~1.7 X 10
cells/g BZH D, WTFh b HRE5HERT 1 BOEK LR
ADEY, F1id8.8X10° cells/g T, HEMMKET 1 B
DEFHEBICEUL, 2EFELRAFOEMICH - 72
(Table 25, Fig.5),

e) WERT3IHE

LEFEOREGRT 1, 38%, BLU—HEBOHKS
FiE4 B, BRERTIHKLRALL, &2 5 En-
terobacteriaceae & 7 7 LEEMRH ISR S N2 h o 72,

77 LEETEE H Staphylococcus sp. 133X 5-FLART 1 B C
RS- 8BIF 3B L1 BlIcARES N, 9.9X10?
~1.0X10* cells/g T, BIED 3Bl 1 Fid %5 BALART
DEKICH~N4 BRI, 283RAAH»EM, Enter-
coccus sp. i ZEBIAT1.4X10° ~3.0X 108 cells/g Kz 1,
EBAMART 1 BOBEBUIHEN 1 FIAT 2 BERER <, 2408
2ERREELEELS, 7THMXRE»EMY, FiE3.3X107
cells/g T, &5FHAT 1 HOPHEHERAELRL,
Micrococcus sp. 1353 BE & e H 5 72, Candida sp. 13355
BA%ARET 1 BICHRE S 17z 4 B 3 B & A 5 614%9.9X10?

~4.1X10° cells/g * 2L, BIE D 3FP 1 Hixixk5Hm
ATl BOEBICH~2EREEC, 2BIFEE EY,
F3139.0X10° cells/g T, XGBALART 5 B OFHEN
EIZIZFAATH 5 720

B B & Bacteroides sp. 13 £B£53.3X105 ~1.7%
10 cells/g 3 i b, HGFLART 1 BICH~ 2 Hl42
BREBVCEETH - 7205, KSRGS BORKL g
B, 2B SBRART 1 H ORI~ 4 BRBSE S, #
S BRI S BOBBE T FHT, Fiizd.5X10°
cells/g 7R L, &5 FHMBET 1 BOFHEK L FEE, C
difficile \3TRES N D o 72 REEHE K IZLHH3.7
X10° ~1.7X10% cells/g 3Bz v, 2 BIH x5 BEMH
1 BDEKICH~N4 BB HELC, S0 2 fik5mn
A5 HOWMELNTHREBET, F15136.0X10° cells/
gEREL, REFHKET1 BOTHERICEML, 2%F
L FABEDOIEM %R L7 (Table 26, Fig.5).

f) &’SKT6HH%

Enterobacteriaceae 1 E. coli 12 1 B ® & 6.1 X 10
cells/g #/RL, T 1G53k 5MERI 1 BOBEKLR
B, Klebsiella sp. XX 5-FMERT 1 B L 3R % - 7= 4 Bl
HOMEE R, 3.3X10° ~2.8X10¢ cells/g, Citrobacter
sp. RIXGSHLART 1 BICHRIBE R S5HIh 1Bt 26)
A%6.6 X102 ~3.5X 10° cells/g T, BIE D 1613k 5H

Table 25 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (200mg X 3)

(1day before administration)

Case No. 1 2 3 4 5

6 7 8 9 10

Name A K. S.N. K.T. T.K. T.0.
Agely.) Sex 20, M. 20,M. 23.M. 2.M. 22,M.
Body weight(kg) 85 53 54 67 55
Daily dose(mg) 600 600 600 600 600
Duration(days) 5 5 5 5 5

M.K. T.N. K.K. K.N. A.K
22.M. 22.M. 23.M. 22.M. 23, M.
57 68 65 53 68
600 600 600 600 600
5 5 5 5 5

Mean

E. coli
Klebsiella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Serratia sp.

Enterobacteniaceae

Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.

Staphylococcus sp.
Enterococcus sp.
Micrococcus sp.
Candida sp.

1.0X10* | 4.5x10* | 2.2x10*

3.0X10* | 4.0x10° 3.3X10?

7.0X10°

1.7X10%
2.1X107

*.7X10°

9.9x10% | 2.0X10® | 6.6X102 | 1.0X10

8.0X10* 1.0x10* | 1.2x10°

1.6X10°
2.5X10°

5.0X108
4.6X10°

1.6x10°
1.7x10%

4.1x10°
4.1x10°

Bacteroides sp.
Total anaerobes

3.3x10°
7.9%10°

4.1X10°
9.2X10°

5.2x10°
8.8x10°

2.3X10°
7.2X10°

7.5X10°
9.7X10°

3.9%x10°
1.5X10!°

8.2X10°
1.1X10'0

%*  cells/g
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Table 26 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (200mg X 3)
(3days after administration)

Case No. 1 2 3 4 5

6 7 8 9 10

Name A K. S.N. K.T. T.K T.O.
Age(y.).Sex 20, M. 20,M. 23,M. 22 M. 22 M.
Body weight(kg) 85 53 54 67 55
Daily dose(mg) 600 600 600 600 600
Duration(days) 5 5 5 5 5

M.K. T.N. K.K. K.N. AK

22.M. 22.M. 23 M. 22 M. 23.M. Mean
57 68 65 53 68

600 600 600 600 600
5 5 5 5 5

E. coli
Kiebstella sp.
Citrobacter sp.
Enterobacter sp.
Proteus sp.
Hafnia sp.
Serratia sp.

Enterobacteniaceae

Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.

Staphylococcus sp. [¥9.9X102 | 1.7X10% | 5.9x10°
Enterococcus sp. | 1.5X10% | 1.7X10% | 4.2X10* | 1.7X10® | 6.0X10°
Micrococcus sp.
Candida sp. 1.0X10% | 7.0X10* | 4.0X10% | 9.9X10?

1.0X10* | 1.9x10°
1.4x10% | 2.0X107 | 3.0X10® | 7.0X10% | 1.4X10% | 3.3x107

4.1X10° 9.9X10% | 1.3x10° | 1.0x10* | 9.0%10*

Bacteroides sp. 8.0X10° | 1.7X10% | 1.8X10° | 6.6X10° | 1.3X10°
Total anaerobes | 1.3X10% | 1.7X10'° | 5.3X10° | 8.2X10° | 5.6X10°

4.6X10° | 2.4X10° | 2.8X10° | 3.3X10° | 3.7x10% | 4.5X10°
4.7X10° | 2.9X10° | 2.8x10° | 3.8X10° | 3.7x10° | 6.0X10°

PRI 1 B OB~ 4 ByBEIK <, Enterobacteriaceae &
TR L AFNORBENT, 65£3.3X102 ~6.4
X10% cells/g3RicH h, T DOBIIIRSFEET 1 BOEEK
KNS FID 2 BB EEL, 1BIAFAAET, T
1.0X10°% cells/g /R L, &5 BAMKATO 2REB 2B
ZFHEHBICH~N2BRIEC, 200y 5 LBRHRE
BoBts e hrol,

7 7 AEEE T Staphylococcus sp. (3 ¥x5BAGART 1 B
RS N7 7 615 2 60 &4t 1 B1A%6.6X 102 ~1.2X 10
cells/g #2 L, RBiED 26 S 15 3%Z5MGEM1IBD
BB~ 2BRERE C, 16113EEA T, Micrococcus sp.
WasE S b 572, Candida sp. 123X 5BIEHT 1 BIC
B Sn7: 465 361 & 4th 1 $149.9X 10 ~5.0X 10
cells/g #2 L, BiZED3FF 1 SMGRT 1 B D
BRICH~N2EREC, 2HERE 8L, Fil.1
X10% cells/g T, #&5FMEHI 5 BOFHEK L 2IZREAE
ThHot,

Bk B Bacteroides sp. 12 £81455.0X 107 ~9.8X
10° cells/g RiCH b, 1A REREERTO 2 REBOHE
BUTH~N2BRE®C, 1822 RIELC, 18 BIiiAE
PEY, F133.5X10° cells/g T, HS5HEEH 1 B
FHEB L RAT, C difficile 338 o7, £
BREMREBIZ2HA%1.3X10° ~1.6X10'° cells/g 3 i- &

* I cells/g

h, &ERKR 1 BOEK L RIE»EE, Fi15i139.1X
10° cells/g T, X 5-FAR 1 B OFHHEFICELL, &
HAE L FBRDMEMICSH o 72 (Table 27, Fig.5),

g) &RE5ETI0B%

Enterobacteriaceae P E. coli 3 7 Blh L 58S, 2D
7B SRRMERET 1 BN 1 BT 2 BRBE B VB, 6
BIAEE»EUOBEKEERL, F192.0X107 cells/g T,
ZE5MEET 1 BOTFHEBERABTH o720 Klebsiella
sp. XIS BAGARET 1 BISHRI S hrz 16 & fth 4 B1A51.8X
10° ~1.0X10% cells/g # 2 L, Fi&ED 1 G135 F4HT
lHOBEBICH~N2ERE®E <, FH1.1X107 cells/g T
& 5 72, Citrobacter sp. XX 5-Ft5HT 1 i8S h e
560 16 &1t 3 BYAT4.0X10° ~3.0X 106 cells/g % 7
L, BIED 1 P3SN 1 BOEK L FE, Entero-
bacter sp. I3 IXGFAMAT 1 BIRE S h Bl 3R -
72 2 BUAS K A7.0X10%, 2.0X106 cells/g 3 2 L, Hafnia
sp. & Serratia sp. KE 1 BIDOAH 6 FNFNL.0X105,
1.0X10° cells/g 578 & 7, Enterobacteriaceae LK T A
B ETNTH4E.0X10° ~1.0X108 cells/gBizdh b, #
SREHET 1 BiTHA~ 1B 3 RSBV B, 2604 2 B
BUEECEE, 782E0OEK FEHi3.1x10°
cells/g /R L, BERBEM I BOFEHLFL 4 — ¥ —
DEY, TOMDY T LABRHBEIRB S hi b o7,



128 CHEMOTHERAPY

DEC 1985

Table 27 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (200mgX 3)

(6days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name A.K S.N. K.T. T.K. T.O. M.K. T.N. K.K. K.N. AK.
Age(y.).Sex 20,M. 20,M. 23 M. 22,M. 22 M. 22, M. 22 M. 23 M. 22 M. 23 M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *6.1x10° 6.1X10¢
Klebsiella sp. 3.3X10% | 2.8x10* 1.0x10? 2.0x10% 5.8X10°
Citrobacter sp. 1.0X10% | 3.5X10° 6.6X102 | 3.6X10°¢
Enterobacter sp.
Proteus sp.
Hafnia sp.
Sernatia sp.
Enterobacteniaceae | 3.3X10% | 2.8Xx10* 1.0x10° 6.4X105 | 3.5X10° 6.6X102 | 1.0X10°
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp. 2.6x10° 1.2x10° 6.6X10? 1.5X10°
Enterococcus sp. 3.0x10* | 2.3x10% | 1.0X10% | 3.0x10® | 8.0X10® | 6.0X10% | 7.1x10% | 7.0X10% | 3.0X10* | 4.6X10% | 7.3X107
Micrococcus sp.
Candida sp. 1.0X10% | 5.0X10* 9.9%10% | 5.0x10* 2.0X10% | 1.1x10¢
Bacteroides sp. 7.2X10% | 9.8X10° | 5.0X107 | 7.0X10° | 1.1X10° | 4.2X10° | 4.8X10° | 1.2X10° | 2.9X10° | 2.9X10° | 3.5X10°
Total anaerobes | 1.3X10° | 1.6X10' | 4,1X10° | 1.2X10'° | 4.5X10° | 1.1X10%' | 1.6X10'° | 1.2X10'° | 6.1X10° | 8.2x10° | 9.1X10°

* I cells/g

75 LEETEE S Staphylococcus sp. 133X 5 FASRET 1 B i
STEESNITHIP 6B &A1 FIAT.7X10° ~4.0X 108
cells/g * 2L, Bi&ED6FIF 2612k 5HGRH 1 BO
BRICH~N2EBRLUEREC, 16273 BRREEC, 36
F&»EB, F9136.2X10° cells/g T, X5 HAH 1
BOFHE L EIE TH o 72, Enterococcus sp. i$&FA*
5.0X10* ~3.0X108 cells/gKizH Y, ¥x5Htsa11 A
3B 2 ERFELL LB VRS, 26042 RRSEVE
M, SBIPEEIBUOEKT, F15134.7X107 cells/
g ¥R L, 5B 1 BOFHEKERET, Micro-
coccus sp. \IIXG-RAMRT 1 BIZoBES /Bl e xR % 5
72 164 63.0X 10 cells/g it & 7z, Candida sp. i&
5 FMERT 1 BIZsEs 7 4 5 &4 2 BIA$3.3X 102
~3.2X10°cells/g ¥ 2L, RED 4Bl TS
PRI 1 B OBHUIEML, F1133.4X 10 cells/g T,
5 RGHT 5 B OFEBCEML 72,

B B B Bacteroides sp. 13 2 HA$9.0X 108 ~1.0X
10 cells/g$icH b, 5K 1 BOEK L RLE»
B, F194.3X10° cells/g T, &5 HL5H1 1 HDOFY
EHERAT, C difficile 3RRIES N h o7, HBER
HEBIEEFIA VTR $2.8X10° ~1.7X10" cells/g &
iZhh, TNTHR5HLEH 1 BOEK L FE»8L,
F1129.5X10° cells/g T, K5 BLERT 1 B OFHEK

CEML, £%FE L RBEOMBEMm %R L7 (Table 28,
Fig. 5)o

2. HREPEHRE

1) Bioassay &

(1) 1 B&100mg X 34&5H)

BAY 0 9867 * 1 H100 mg, 3 [, 5 HM&EOHKSL,
HENHAREZEOLB % A-F L10FIc oW T, 564
BIOF o7 LTRSS 1 B3 ERRE L HIE
L7zds, WIFhoF» 6 b E. coli Kp THIET & 5EH
BRHEBRUT Th o 720 HGHBHOEFEFOHET
IR 4 BRIC 4B, H5ET 1 BH%IC6 BIARR
REERL, X551 B%13120~358 ug/g, FH
222.7 ug/g, 5T 4 B#%1341~351 png/g, FH
248.9ug/gx B L, RERT 1 BikH&HlEBHFHT
b BB T, 5T 3 H%130.3~226 ug/g, F
¥42.0 ug/g, KGR T 6 B2 3BIA1 ~13 ug/g, 7
BIAKHBRUT, I5HRTI0B X 1FIOHRD] png/g
2RL, BCEEMICTERELZY, Zoflizk5&TH
DEIEAUNRHEEN 2 FEHO-DEEZ LML
(Table 29, Fig.6)o

(2) 1 H#&200mg X 31561

BAY 09867 # 1 H200mg, 3 [, 5 HREOHS5L,
HENHEROLH Y ARLIBIZovT, 18R
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Table 28 Bacterial flora in partial feces of healthy volunteers administered BAY o 9867 (200mgXx 3)

(10days after administration)

Case No. 1 2 3 4 5 6 7 8 9 10
Name A.K. S.N. K.T. T.K. T.0. M.K. T.N. K.K. K.N. AK.
Age(y.).Sex 20,M. 20, M. 23 M. 22 M. 22 M. 22 M. 22 M. 23.M. 22, M. 23 M. Mean
Body weight(kg) 85 53 54 67 55 57 68 65 53 68
Daily dose(mg) 600 600 600 600 600 600 600 600 600 600
Duration(days) 5 5 5 5 5 5 5 5 5 5
E. coli *6.0X10% | 6.6X107 1.0X107 | 7.0X10% | 4.0X108 1.0X107 | 1.0X10% 2.0%x107
Klebsiella sp. 1.8X10° 1.0Xx108 1.0X108 | 5.0%x10* 4.0X108 | 1.1x107
Citrobacter sp. 4.0X10* | 1.0X108 3.0%x108 2.1X10% | 6.1X10°
Enterobacter sp. 7.0X10¢ 2.0X108 | 2.1x10°
Proteus sp.
Hafnia sp. 1.0X10% 1.0X10*
Sematia sp. 1.0X108 1.0X10°
Enterobacteriaceae | 6.0X10% | 6.6X107 | 4.0X10* | 1.2X107 | 7.2X105 | 1.0x10® | 3.0X10® | 1.0Xx107 | 1.0X10® | 8.1X10° | 3.1X107
Plesiomonas sp.
Pseudomonas sp.
Acinetobacter sp.
Staphylococcus sp.| 1.8X10% | 1.7X10° | 3.0X10* 1.3X10% | 2.0X10* | 2.0X108 4.0X105 | 6.2x10°
Enterococcus sp. | 5.0X10* | 2.1X107 | 8.3x10% | 3.0X10° | 2.4X107 | 2.0X107 | 1.0X10% | 3.0X10® | 9.0X10* | 1.0X10% | 4.7X107
Micrococcus sp. 3.0x10¢ 3.0x10%
Candida sp. 7.6X10% | 1.0X10* 3.2X105 | 3.6x10° 3.3X10% | 2.3X10% | 3.4%x10*
Bacteroides sp. 2.0X10° | 3.3X10° | 1.0X10% | 2.1X10° | 9.0X10% | 7.7X10° | 2.1X10° | 8.5X10° | 5.2X10° | 1.4X10° | 4.3X10°
Total anaerobes | 7.3X10° | 1.5X10'° | 1.2X10'® | 4,5X10° | 8.9%10° | 1.7X10' | 6.0X10° | 1.3X10'® | 8.7X10° | 2.8x10° | 9.5X10°

* : cells/g

Table 29 Fecal concentrations of BAY o 9867 (100mg X 3) in healthy volunteers

— Bioassay method —

Body Fecal concentration ( #g/g)
Case Age ioh
No. Name ) Sex | weight before 4 days 1 day 3 days 6 days 10 days
(kg) €to under after after after after
1 TM. 22 M. 75 N.D. 121 230 25.3 N.D. N.D.
2 K.N. 21 M. 80 N.D. 175 254 145 13 1
3 M.H. 22 M. 72 N.D. 278 302 0.3 N.D. N.D.
4 AY. 25 M. 67 N.D. 120 351 6.9 N.D. N.D.
5 MM. 21 M. 73 N.D. 238 206 1.3 N.D. N.D.
6 T.A. 21 M. 72 N.D. 222 256 2.5 N.D. N.D.
7 T.S. 21 M. 60 N.D. 305 348 8.1 N.D. N.D.
8 YM. 20 M. 65 N.D. 244 216 226 7.2 N.D.
9 S.1L 21 M. 63 N.D. 358 285 1 1 N.D.
10 K.Y. 23 M. 65 N.D. 166 41 3.7 N.D. N.D.
Mean ND 222.7 248.9 42.0 2.1 0.1
+ SE. e +24.8 +28.1 +24.8 +1.4 +0.1

N.D. : Not detected
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Fig. 6 Fecal concentrations of BAY o 9867 in healthy volunteers

Fecal concentration

Table 30 Fecal concentrations of BAY o 9867 (200mg X 3) in healthy volunteers

e’

600

400 1

200 A

— Bioassay method —

e— : Daily dose 100mg X 3 (N = 10)
o—o : Daily dose 200mg X 3 (N = 10)

Mean

SE.

O—

Before 4 days
under

1 day 3 days 6 days 10 days

after

after

after

after

— Bioassay method —

Body Fecal concentration ( #g/g)
Case Age .
No. Name v) Sex | weight bef 4 days 1 day 3 days 6 days 10 days
(kg) clore under after after after after
1 AK. 20 M. 85 N.D. 508 599 82.3 N.D. N.D.
2 S.N. 20 M. 53 N.D. 361 529 0.3 N.D. N.D.
3 K.T. 23 M. 54 N.D. 592 455 187 0.8 N.D.
4 TK. 22 M. 67 N.D. 805 534 8.1 0.2 N.D.
5 T.O. 22 M. 55 N.D. 532 805 42.6 1.3 N.D.
6 MK. 22 M. 57 N.D. 416 605 51 N.D. N.D.
7 T.N. 22 M. 68 N.D. 459 530 189 1 N.D.
8 KK. 23 M. 65 N.D. 469 560 398 0.8 N.D.
9 K.N. 22 M. 53 N.D. 449 282 17 0.4 N.D.
10 AK. 23 M. 68 N.D. 374 638 65 12.4 0.5
Mean ND 496.5 553.7 104.0 1.7 0.05
+ SE. o +40.8 +42.2 +39.0 1.2 +0.05

100mg, 3[E, 5HMZORESHE LR < HE5EEHO
Fzo 2 LTRERBMAHIT BICEFEPOBEYHIEL
25, WERDBID S b E. coli Kp THIET & 5 KA 13
BRUEBFRUT Th o 720 HESHBEOKEFREDONE
TRIERGHAMBABH%RIF), HERT1BRTFIIREE
AR, 5B 4 H%12361~805 ng/g, T19496.5
pg/s, TEHET 1 H1%12282~805 ug/g, TFH553.7
pg/g T, ZEBEVFHTILUERPROBRET, &

N.D. : Not detected

5#T 3 H%130.3~398 ug/g, F39104.0 ng/g £ RY
L, %56 A% 3BFINFREBRRUTC, 7H0.2~
12.4 pg/g, F391.7 ug/g, KSR TI0EBR I LHIOA
H0.5pug/g ¥ BL72AS, OB EHRERTIONH
AR SN DORRRARHTH 5 7225, 1 HEL0
mg X 358 & DM I Dose response AL b N1
(Table 30, Fig.6),
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Table 31 Fecal concentrations of BAY o 9867 (100mg X 3) in healthy volunteers
— HPLC method —
Body Fecal concentration ( g/g)
Case | Age | goy | weight
No. R A g before 4 days 1 day 3 days 6 days 10 days
(kg) under after after after after
1 T.M. 22 M. 75 N.D. 83 283 22 N.D. N.D.
2 K.N. 21 M. 80 N.D. 211 269 191 14 N.D.
3 M.H. 22 M. 72 N.D. 331 348 N.D. N.D. N.D.
4 AY. 25 M. 67 N.D. 154 463 7 N.D. N.D.
5 M.M. 21 M. 73 N.D. 289 250 N.D. N.D. N.D.
Mean 213.6 322.6 44.0 2.8
+ SE. ND. +44.8 +38.8 +37.0 +2.8 N.D
N.D. : Not detected
Fig. 7 Fecal concentrations of BAY 0 9867 in healthy volunteers
uglg — HPLC method —
o— : Daily dose 100mg X 3 (N =5)
o—o : Daily dose 200mg X 3 (N = 5)
600 4 Mean £ SE.
8
£ 400 {
g
2
5
= 200 4
4 days 1 day 3 days.6 days 10 days
Before under after after after after
2) HPLC & BERTIORHKIC 1 pug/gRIBE N 1B 2 EDLHEH
(1) 1 B8#&100 mg X 356 BHBRFLUT T, K824 5 & Bioassay £ D il IC

Bioassay = Tl EHIE % L 721050 Case 1 &
Case 5O5FIIOVWTHERBRELREL 7245, &S
AR OHEFEL SR VThOBIH» L b FRETRIETES
EHIIRHEBRUT CdH o726 5 Blid Bioassay &ETD
BEEFE U G4 B%IC1B, HRESRT 1 HKI
4 BB B IR T, BIEI1383~331 ug/g, F39213.6
pe/g, %EI3250~463 ug/g, F39322.6 ug/g X L,
T CidBioassay ER LK ERT 1 IR H
BET, R5KRT3IAKIEI2EAIRERBRLUT, 32
7~191 ug/g, F3944.0 ug/g, H5RT 6 Bi%i3 16
DHEN4 ug/g ¥ B2 L, TREHTI108 %13 Bioassay £ T

KL fE%/R L7 (Table 31, Fig. 7).

(2) 1 B®200mg X 3586l

Bioassay E CIBEERIE % L 721069 Case 1 7 &
Case SDSFUIO>WTHEIE L7245, REFBRTORE
PHRVTROFRETHRETE 2EREGRBBRUT
& o7z 5BUid Bioassay HE LRI U (x5 B854 B 1% 2
Bl, BRERT1HBCIBIFBREBBELTRL, §iEl
3710~903 ug/g, FHI616.4 /g, % 12484~999 g/,
F3636.6 ug/g T, FHTRHEEHFLHNEATRG S
WET, REHRT 3AHE 1BISKREBRUT, 48
T~195pg/g ¥ 2L, FI58.2ug/g, 5K T6, 10
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HigRVWThof b RIBBERUT T, 2468421
HE100 mg X 356 & [ U < Bioassay DRI
NeLEVBEHRBERL, 1 BEI0mg X 3R5H
& OIZ Dose response A¥32% & 17z (Table 32, Fig.
7)o

3. EFIRTHRAR

1) 1 HEZE100mg X 356

(1) 77 LBHRE

S. aureus 338k 13 £HRHS MIC 0.05~1.56 p2g/ml 3% IZ &
D, MIC0.39 pg/ml 7R L 72k b %< 19¥k57.6%,
R\ T MIC 0.2 xg/ml 108k30.3%, Coagulase—negative
staphylococci 368k 13+~ T AT MIC 0.05~0.78 peg/g I253
L, S aureus EFL { MICO0.39 pg/ml % 2 L 728kA*
B b % 18%50.0%, K\ T MIC 0.2 pg/ml 128k
33.3% C# o7 E. faccalis T6Hki MIC 0.39~6.25 zg/
ml 32 H, MIC 0.78 g/ml % 7R L 22k H & & % < 428
55.3%, RK\T MIC 1.56 g/ml 22#k29.0%, E. faecium
20%k i3 E. faecalis &£ F L { MIC 0.39~6.25 pg/ml {253
#iL, MIC0.39, 1.56ug/ml % 2L AL S W
N b 7 H35.0%, Micrococcus sp. 164k 12 MIC 0.05~
1.56 wg/ml 3%i2dH H, MIC0.39 ug/ml R LR R
b %< 6#R37.5%, RVTMICO0.2 «g/ml 5 #31.3% T
REEMGE, BSPBLURSRTRICTE S -EE
TMICDHEBTEZbDTIRER%H» o7 (Table 33),

(2) 77 LEHERE

E. coli 658k 13 2 BkA% MIC 0.025 g AT 4 50.39 peg/
mliKicdH bh, MIC0.025 ug/ml LLF 2R L 74k A& b
% ¢ 538k81.5%, K\»T MIC 0.05 2g/ml 9 Bk13.8%,
K. pneumoniae 14#k 3 ¥+~ T ¢ MIC 0.025 z2g/ml LAF A
0.05 ug/ml T, H%EA13IZ.9% 59, K. oxytoca &
K. ozaenae D& 1 #ki3 & 121 MIC 0.025 g/ml LAF 2
0.05 ug/ml % 2 L 725 C. freundii 168k i £k A% MIC
0.025 gg/ml AT 4 50.39 peg/ml 2434 L, MIC0.025
pg/ml LT &2 LR 6% < 68K37.5%, K\ T
MIC 0.05 zg/ml 4 #25.0%, C. diversus O 4 ¥RiZ § <
T MIC 0.025 pg/ml LT T& 5 7o E. cloacae 9 ¥, E.
aerogenes 6 ¥k, M.morganii 2 ¥k, H.alvei 2#k, S.mar-
cescens 4 ¥k, S. liquefaciens 4 BRIz V>3 & MIC 0.025
pg/ml LT 50.1 ug/m3IZH Y, S. rubidaea D 1 ¥k
2 MIC 1.56 pg/ml, Pseudomonas sp. ® 9 Fk i 2Bk A*
MIC 0.05~1.56 pg/ml I253%6 L, Acinetobacter sp. ® 1
BRIz MIC0.39 g/ml T, HEML b XGFHMKH, RS
RBLUHRERTHRIIMCOEBTELbNTIRER
Zh o7 (Table 34),

2) 1 B&200mg X 3561

(1) 75 LRHIKE

S. aureus 248k 13 2 #E A MIC 0.1~0.39 pg/ml Bil 3
D, 1HEI0mg, 3M@EFSHLFAL < MICO.39 ug/
ml %75 L 7228k A8 & % < 184k75.0%, K> T MICO.2
pg/ml 4 #%16.7%, Coagulase — negative staphylococci 41
BEIE T NTHMIC0.1~3.13 ug/ml iIZFA L, RidY
1 HE100 mg, 3 M5B L FHkIC MIC 0.39 pg/ml ¥
2Lk b B < 228K53.7%, K\ C MIC 0.2 pg/ml,
13#£31.7% T & o 720 E. faecalis 548k X &4kA% MIC 0.39
~12.5pg/m RiZHYH, 1 HEI0 mg, 3 EHZSHL
FIRE I MIC 0.78 pg/ml % 5% L 7= Bk 2SR b % < 27H
50.0%, E. faecium 34¥RIIE. faecalis LR U { T XTH
MIC 0.39~12.5 gg/ml 125745 L, MIC0.39 g/ml %
LBk b %  158k44.1% T, Micrococcus sp. D 7 %
A kRAT MIC 0.39~3.13 pg/ml RIZ b b, 5BALAH,
BE5HhBLTHRERTHTMIC OLBTELEETH
Eigk o7z (Table 35),

(2 77 rBRHEH

E. coli 65%k 12 £#kA5 MIC 0.025 zg/ml LATF #20.05 pg/
ml T, & %388k58.5%, 27#k41.5% %/~ L, K. pneumo-
nige 258k i3+~ TH* MIC 0.025 peg/ml LLTF 4 50.1 g/
mRizHbh, 1 BEI00mg, 3 BIHFSH LR L MC
0.05 ug/ml # 2 L kA &K b % < 22%88.0% T, K.
ozaenge M 1 #Rix MIC 0.05 g/ml Tdh o 72 C. freundis
258k43 MIC 0.025 g/ml AT #250.2 ug/ml I253F L,
MICO.1 ug/ml 7% L 7:#kHs B & % < 9 #k36.0%, K\
T MIC 0.05%°0.2 pg/ml *%& 4 7 #k28.0% T, C. diver-
sus O 3 ¥Rz 3~ T MIC 0.025 g g/ml LLF #20.05 xg/ml
Td o720 E. cloacae 3 ¥k, E.aerogenes 7 ¥k, M.morga-
nii 4 Bk, H.alvei 2 Bk, S. marcescens 18K, S. rubidaea
1 Bk, P. shigeroides 1 ¥k, Pseudomonas sp. 2 #,
Acinetobacter sp. 1 BRiZ V¥ h b MIC 0.025 pg/ml LATF
750.39 pg/ml B L, k5B, &5, B
FUHRSRTHICOM SN EHEOR T MIC OIET
b DTIXER 2 H o7 (Table 36)0

4. BMER B L VRRREMERE

1) BfeH

BAY o 9867 % 20U &10%)i= 1 B & 100 mg #*200
mg ¥ 3@, 5 AMKEORS LTCOREATH, 2 &5
BB LIRS, RALKLOUBIIL oA, 1HE
100mg X 3HZS5HP 18Ik E5MGLE2 8% 1 BHABL
FOFRAND o 0 BZERFICL 22O T EORAK
iR, 18RS RAEA & b EEEamathE, &
5877 A% TRHE 10CKSKTREDATHN
3EME, ILFHORS ¥ 3 IEHIZEREILL 7225
Ihe 3BIEEFENMENEDLNL, 1 AE200mg
X3IWGHTRIPICHEERGERA L W IR5RTRAZ
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Table 32 Fecal concentrations of BAY o 9867 (200mg X 3) in healthy volunteers
— HPLC method —

Body Fecal concentration ( g/g)
Case N Age S ioh
No. ame (v) ex | weight before 4 days 1 day 3 days 6 days 10 days
(kg) under after after after after
1 AK. 20 M. 85 N.D. 506 559 53 N.D. N.D.
2 S.N. 20 M. 53 N.D. 370 515 N.D. N.D. N.D.
3 K.T. 23 M. 54 N.D. 657 484 195 N.D. N.D.
4 TK. 22 M. 67 N.D. 903 626 7 N.D. N.D.
5 T.O. 22 M. 55 N.D. 646 999 36 N.D. N.D.
Mean 616.4 636.6 58.2
+ SE. N.D. +88.8 +93.7 +35.5 N.D. N.D.

N.D. : Not detected

Table 33 Susceptibility of BAY o 9867 against Gram—positive cocci in feces administered BAY o 9867 (100mg X3)

Inoculum size : 10° cells/ml

. . MIC (¢ g/ml)
Organism Strains % 0.05] 0.1 ] 0.2 ]0.39]0.78 | 1.56 | 3.13 | 6.25 ] 12.5 | 25 | 50 |100=
S. aureus 33 1 10 19 1 2
e hptacon v 36 1 3] 12| 18 2
E. faecalis 76 8 42 22 3 1
E. faecium 20 7 2 7 3 1
Micrococcus sp. 16 1 5 6 3 1

Table 34 Susceptibility of BAY o 9867 against Gram—negative bacilli in feces administered BAY o 9867 (100mg X 3)

Inoculum size : 10° cells/ml

. ) MIC (#g/ml)
Organism Strains
<0.0%{0.05| 0.1 { 0.2 {0.39(0.78|1.56|3.13|6.25|12.5| 25 50 |100<
E. coli 65 53 9 2 1
K. preumoniae 14 1 13
K. oxytoca 1 1
K. ozaenae 1 1
C. freundii 16 6 4 2 3 1
C. diversus 4 4
E. cloacae 9 2 7
E. aerogenes 6 3 2 1
M. morganii 2 2
H. alvei 2 1 1
S. marcescens 4 1 1 2
S. liquefaciens 4 2 2
S. rubidaea 1 1
Pseudomonas sp. 9 2 1 2 2 1 1
Acinetobacter sp. 1
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Table 35 Susceptibility of BAY o 9867 against Gram—positive cocci in feces administered BAY o 9867 (200mg X 3)

Inoculum size : 108 cells/ml

‘ . MIC (#g/ml)
Organism Strains [ 00] 0.05 | 0.1 ] 0.2 |0.39]0.78| 1.56 | 3.15 | 6.25 | 12.5] 25 | 50 |100<
S. aureus 24 2 4 18
O remeative 41 3] 13 | 22 2 1
E. faecalis 54 7 27 11
E. faecium 34 15 7 4 1 4 3
Micrococcus sp. 7 3 2 1 1

Table 36 Susceptibility of BAY o 9867 against Gram—negative bacilli in feces administered BAY o 9867 (200mg X 3)

Inoculum size : 108 cells/ml

MIC (#g/ml)

Organism Strains

<0.0%6{ 0.05| 0.1 | 0.2

0.39(0.78|1.56|3.13|6.25|12.5| 25 50 |100<

E. coli 65 38 27

K. pneumoniae 25 1 22 2

K. ozaenae 1

oo
(9]

C. freundii

C. diversus

E. cloacae

QO | et | e | SQ |

E. aerogenes

M. morganii

H. alvei

i (wlw (NN

S. marcescens

S. rubidaea

P. shigeloides

2

Pseudomonas sp.

— o= == o N w|w

1

Acinetobacter sp.

THEREMB ARG, 1BIRSHA3 Bk s ) kfEA
HRL, AEERTERICREFEICEELZYM, 202
Bl b BHl L OREIEDNR,

2) BRRERE

AR L20Bc2 &, X5-FMEH L IXS5HRTRE
— R (RMEKE, Hb, Ht, HMIKE, AMIRE S
®OM/MRE), 7obo s B, 72— 42K
(B8, M%), MEFELENRE (BEQ, A/GL,
BYysey, #aLzxyro—)i, M) 7Z)ES54F
GOT, GPT, 7 -GTP, Al-P, LDH, BUN, Creatinine,
miE&EMRE (Na, K, Cl, Ca), IHE) BIUVRKRE
(pH, &{, #, yov) /=4, L) #EMmL,
%580, #%#DGOT, GPT, Al-P, LDH, BUN, Creati-
nine D4 % Table 37 & Table 38iZ/x L7-4%, 1 H#&100
mg X 3501064 1§ T GOT 2% 5 HMKEHET1 K
U »oHEGHRTHBK U LBERFELEAL, Z0H%O

Fro 3R sRTURVIEDLEBRTHETH 12
2, AHl L OMENEDbLNR, 1 BE200 mg X 3 #&%5#
TRHINOLNDHEETREMBERLABIR L, £0MT
BOUFhORELREMERLFIE 2D 572 (Table
37, 38),
o, % ®

MERE L MRS LS, 20BERO—DEL
TTHAMH 2, 2DORREIBAAEED AN LEENA,
BEIT & o TR C. difficile M55 L vbhTWwaH,
FOMOME OB T AEEMEMND S bR TW
V3 laio

ZITHF LR SN BAY 09867 4 S DETOH
BRE P LETH Y, 20~258, HES3~80 kg DiEHEH
#2050 o £ 108112 &K 0100 mg 2200 mg % 1 B 3
B (EREH%), SHEEOKRSE L, RS5MENS, 1
B, x5k 4 8% HRERT1, 3, 6, 10HKICS
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Table 37 Laboratory findings before and after BAY o 9867 (100mg X 3) administration

Case GOT GPT Al-P LDH BUN Creatinine
(K. U.) (K. U.) (mu. /ml) (W.U.) (mg/dl) (mg/dl)
No. Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
1 27 29 25 31 257 260 266 259 14.9 12.5 1.3 1.1
2 14 12 9 9 122 123 253 196 11.7 10.5 1.2 1.2
3 15 13 21 14 151 151 236 240 12.7 11.2 0.7 1.0
4 14 16 14 12 164 157 267 272 14.3 11.0 1.4 1.1
5 24 21 24 16 168 163 296 308 18.5 12.6 1.1 1.0
6 43 15 40 17 200 191 303 311 12.2 12.8 1.0 1.0
7 20 17 17 13 216 201 252 281 13.3 13.9 1.2 1.2
8 18 16 7 8 184 184 371 340 10. 8 14.3 1.1 1.0
9 12 12 19 20 145 139 248 254 12.5 11.2 1.0 0.9
10 11 43 7 18 162 177 225 403 15.0 11.9 1.1 1.3
Table 38 Laboratory findings before and after BAY 0 9867 (200mg X 3) administration
Case GOT GPT Al-P LDH BUN Creatinine
(K. U.) (K. U.) (mu. /ml) (W. U.) (mg/dl) (mg/dl)
No. Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
1 14 12 9 9 213 218 256 217 15.0 17.3 1.1 1.2
2 20 20 15 21 150 177 250 248 14.7 11.9 1.0 1.0
3 18 17 15 20 230 186 266 242 13.5 13.9 1.1 1.1
4 18 17 19 17 203 192 281 279 15.6 16.3 1.2 1.2
5 15 14 11 8 187 175 273 259 14.1 9.5 1.1 1.0
6 15 22 17 17 149 145 267 286 12.7 16.4 1.2 1.1
7 14 36 6 12 180 199 235 429 10.0 11.9 1.0 1.0
8 13 18 14 19 184 197 262 303 9.7 12.1 1.1 1.0
9 9 14 7 15 128 144 165 223 16.9 18.6 1.0 1.1
10 12 19 10 13 169 174 203 239 11.4 16.5 1.0 1.1

JALRBEL —HEFICOZMEHFEOLBLEIEL, %
FEHRE T lE, SERCOTT 2 ERRTHRE L ER
TAHELHICEERS L UBKRREBE~OZB LR L
PARS

31 BH&E100 mg X 3 &5 8 D2 {E T3 Enterobac-
teriaceae ¥ E. coli 133X 5-FMARI S B 1BIr 78S
T, F107 cells/g &, %5-FLEHT 1 B3I RE &
NEHI0 cells/g BT, FHERITMREB L AET
Hot, B5MMG4 AKBLUOHRERT L, 3EHRT
NTOFIH L HMENT, HRE5HRT 6 Bk 3B, x5
RTI0BHBR 7BICRE sh, BEDOFYIX2.0X10
cells/g T, x5-BBHO 2REB BT HFHELKL
F&Td o 7o Klebsiella sp. (315 FHBRIO 2 REH &
F—BID &5 ORI & Nrzps, E. coli &L < $x5-Hth
4 ABBLIURERT 1, 3AKRITXTHLOTEES
¥, BE5LT6, 10BKIIVTRSG 3BIM LR S,

EERMETNC e L D BBIN S R A M ER L,

Citrobacter sp. 13z 5-FAtAAI S, 1 HIZ& 42, 18»
SRS NY, KSMB4E/RBLIUORSRT18%
RYXThooMSRY, R5KT3, 6, 10B%E~
1, 1, 4plicRiish, RS RMMAETICH~THEG I
10, Enterobacter sp. i3¥x5-FALAREI D 2 AR & 1 611
B s, E5MAG4 BB LOHRSRT L, 3%
EFIrosEEShY, B5RT6, 10AKIEEL]1, 5
Bld & B & h, Klebsiella sp. 3 & UF Citrobacter sp. &
FLL, RERTIOABRICIIDHMBINSE 2 rEm* 2
L 725 Proteus sp. & Hafnia sp. 13 7THREBDP Fh Fnik
5561 B S HBAS BDA 1 FIr RSN 2
W& &3 Y, Seratia sp. W XIX5BAMEAIS BB L U5
BT1, 6, 0A%EL1BIOADKRE TS 5 7:0 Entero-
bacteriaceae ERTH B L R EFKBHI O 2 RER Iz VT
n b FIIEEI0 cells/g BT, IREMBE4 BRIIVTR
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o bSEEINT, 5&T1, 3BKEE1BOAHD
FRENLY, 10° cells/g B, IX5ET 6 H%KIE3IFL
&SN, FIIL10° cells/g BT, RSHMBEANIC B
T3 2BRAEBOFHERICH~N 2 BREEC, &R5#TI0
B efr o s h, F1Y107 cells/g 5T, &K5H
WGRID 2REBDFYLRMUA — ¥ —EBEERLA,
5Bk SRR 1 BOEKL b 2 B EEY 572,
F0OMD YT T ARYRE X Pseudomonas sp. 2k 5 FLh
Bi5, 1B ixGmME4 A%, HSRTIOHEICEX 2,
1, 1, 1Bica#Esh, 58 T1H, 3BBXUG6
BTREfr R e dh o7,

75 LEEYEE P Staphylococcus sp. W dEF LW R LR %2 <,
Enterococcus sp. 131X 5-BtARIO 2 RER & b £FI2 65
BN, FHEKIZ107 ~108 cells/g BT, X5 FLh 4
Bigi 1Br oI E T, SEIRSHRAKAH 1 BOH
BN 3IBRUEEVCERTH - 2085, F1912107
cells/g BTHREMABAMOFHERICEML 220 K IR
T1H#®E2F L LFEENT, 6BIMIKERIEIBD
LY 2BEUEEC, FHIXI0° cells/g BT, &5
BSAETICH17 2 2REBOFYEK LY 2 ~ IRMEK,
B5&T 6 A%, 3PS RMMEAN 1 BOBRICH~N
2 BXBELLEIE <, 313107 cells/g BT, S FLERAT 1
BOFEHEBUIEBL 720 58 T108 %315 A
1RBOEH LY 3/ 2 B EED - 722, ik
108 cells/g & C, HSMGRIO 2 REH OFHHEBUIE
AL 720 Micrococcus sp. W3k 5-Bs581 5, 1 B, &5H
th4 B, B5®RTL1, 3, 6, 10B%&43, 1, 3,
2, 1, 2, 1PoRETEIIE% <, Candida sp. b
ELWEtBDHohkr o7,

S MEE B Bacteroides sp. REREB L T XTHH
SEESN, FHIVTRL10° cells/g T, AL IZHH
B{E548T 1 Bk 2 BIAT106 cells/g B 410 cells/g B %
B, H5MHGEO2REAICBITIERICHNEL 3,
5 BB E D o 7 IS EAE D 2 K, C. difficile WERE
BEoepiroREsShihor, REAMERII TR
ZAH & bTFH10° ~ 10" cells/g B TELIZ 2 <, BLIC
ATHEBIBOONLEN ST,

—HBEFECEEFEORRERL - - L RKEETHRS
2T 1% = Enterobacteriaceae " Klebsiella sp., Citrobacter
sp. B X U Enterobacter sp. D5y BEBIAHE T B %R L /-
At Citrobacter sp. & Enterobacter sp. T 3 Bl Ak D[] 12
% <, Klebsiella sp. i3 1% 5 (%61 5 B 3 285 6B
n¥, BE5EGH1IBR1AOADLDOSET, ’5H
BABBBIUERSARTL, 3EBETRTHLRIEE
Nhahornt, HERT6, 10B%KIEL4, 3BIED
AL, SREIENBL, ZotoEEIIOVwTH

EBILHFELELVEVIEEP o

1 B E200mg X 3 & 5B » £ EE T3 Enterobacter-
iaceae B E. coli WX EMMEEIO 2 RER L L £FHLH
Ban, W10 cells/g BT, K5RK4H
Bz 1D BA2.0X10¢ cells/g, ERT 1, 3A%
RERTHSBRBSAT, &SHRT 6 B 1BIOAN
106 cells/g &, SR TI0BZRITEHH 6 5HE S hich,
3FNIE5EARAET 1 B ORI~ 2 RIELEEL, F
#13107 cells/g BT, HSHBRO 2REBICETLF
HEBEFEIB TH o 7o Klebsiella sp. 33X 5-FLARI 5 B
C1Fp SR SRR, SR B, ’RE5RK
BB L U0HSETL, 3AKRTIRTr LB SNT,
5T 6, 10B%IEE46, 4FrLAEEEA, 18
B100mg X 3BGH LR, HERTHERLITS
{ 7 5 =0 Citrobacter sp. $¥%x5-F4EHEI5, 1HE 3
BihooEEsh, H5MAGE4BHRBIURSRTIL, 3
AR s nd, H5KT6, 108KIREX2, 46
»o0SET, 1 BEI0 mg X 3HZGHO LI IR
BN B eIV 2T, Enterobacter sp. 1X 3K 5 BRI
SHRI3FTLAHRESK, RS5MEA1 A, R5MM4
BB LUH5RT1, 3, 6 BB EAT, &S
KTI0RREIBLLOFEICE LT Y, R YREH
AN A L iz v 2 & Do 7, Proteus sp., Serratia sp.
37T REORESHEEH 1 BOACE1F» RIS,
Hafnia sp. W 5-&T1I0B %D »12 1 A SRS i,
Enterobacteriaceae £ T & % L x5 RthRI 0 2 RERR
VR b FHEMI0 cells/g BT, 5G4 BHKI]
BID HH10 cells/g &, HFRT 1, 3RKEVTLAY
5L A NRT, BSRT 6 AKIIIFA»LRESNT,
F11210° cells/g BT, X5RLERII BT 5 2REBD
PPN 2 BB, RERTI0RZIZERA»S
GBS, T cells/g BT, REBBINO 2RE
BOFHERMUA— ¥V —DEBERLAA, BLICHL
Ba 3HIRSRMEET 1 BOBRICH~ 2 BREULE
Pote TOMD Y 5 LEMIZH X Plesiomonas sp. &
Pseudomonas sp. PIX5BIRART 1 B2 & 1 Bl AR
P AL MRl SOP AN

55 LREYETE R Staphylococcus sp. 1X¥XE-BAARIS, 1
Bic&4 6, 8EILLIMEN, FHiZEhETNIO,
10* cells/g B2 B L, 5Mth4 Bk, HREETL, 3
A& 43, 3, 2Bl RIBIRARIL, RERTE,
0H%IEELA6, THEIBAKIE Y, HE5RE
B2 REBICEY, FHIRZAZRIC, 107 cells/
& T 70 Enterococcus sp. i1 ¥x5BAARI 5 B2 1 HlA
SRHSAT, HE5MAGH 1 BREF»-S8SA, T
B b107 cells/g BT, X506 4 BHOFHE



VOL. 33 §—7

CHEMOTHERAPY 137

107 cells/g BT, REFEGHIN 2REBOFHEKLF
BAThod, 2HICRIBSNT, 1B RSk
CREBOEKL Y 2BRELC, H5RT 1 HKIRTY
108 cells/g BT, TSRWBEETO 2 REB O FHEKICH
PL2A, 2B»O0MTEY, 1B2ES5MGATL A
CHNIBERECEYK RK5®RTI0H KT TFHI07
cells/g B TH o 7205, 4B HRG5HMEAT1 BiZtE~N2
BRUERVEE, 6HRBLUOERLRL 7, Mico-
coccus sp. WX G BAGERIS B, HS5KT 1, 108#ILE
185608 sh—FDMEMIE % , Candida sp. b F
LW b 2 H 5 72,

BB B Bacteroides sp. REREB E LT XTHH
RSN, FHIVTFRH10° cells/g BT, BLIZHhT:
BERERT 6, 10BEICE—D 1 FIAT10° cells/g & &
BREFRBANC B2 2REBOBERICHE~N 4 BREH -
7o, ZOBREREIARAT, C difficile 3T OKREHR
ELEfihoRE ST, RESUERITRERL S
F3H10° ~10° cells/g BTEALIZZ (, HLIZATH
BuaZononhhor,

—ER3E{E T3 Enterobacteriaceae & # DD ¥ 5 LM%
B, 77 2BMRE, #AHREL SEEFEORKICE
PR %R L 72,

BAY 0 9867 #5208 (22 \» T ® Bioassay HiZ & %
HEEDREIZ1 HEI0 mg X 3% 5 D10F TI3I%5H
164 B EPIA120~358 ng/g, F319222.7 ug/g, x5
RT1IBHBETXTH41~351 ng/g, F19248.9 ug/g
T, FHTHERBBEE/RL, RSRTIBE LI
WET&0.3~226 ug/g, F1942.0 ug/g, 5K T 6B
BUIBREBRUT A 513 ug/g, F192.1ug/g Tho 70
BERTI0BHZ1BIDOAMN 1 ug/g LR CEFHIZTE
FLd, CoORRRERICE2bDEEZONT, 1
B &200mg X 3 1% 5- 010613 ¥ 5-F44 B £ 615361 ~805
rglg, F39496.5 ug/g, EKT 1 BIEIZ+NTH282
~805 g/g, F14553.7 ug/g T, 1 H100 mg X 3 %5
HLAULCTEYTRRELEVIBELY S L, R5KRT 3
BELEFIIHIETE0.3~398 ug/g, F19104.0 ug/g
BE5RT 6 HRIIREBRUTH»512.4 ng/g, F191.7
ng/g, E5RTI0BH%12 1 HIA%0.5pg/g ¥/RL, BREF
BHaronrp, CORRBAHTH 7,

HPLC & CHIMB O F10BIH S FlicoVTHIEL A2 & &
5, 1HEIOmg X 3#%5D 5Pk 5MEsE4 Bike
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FRLZBRAER L £ (57.6%, Coagulase — negative
Staphylococci 36 ¥k 12 MIC 0.05~0.78 pg/ml 2534 L,
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JURBREYERL-EZA, 1 HEI0mg X 315
B 1602 GOT » x5 MK U »o#x5# TH
13K. U BERFLANAOLNLD, ZOEHEDF L v
ZRLTWRWI eI LEBRIAHTH -7,
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EFFECT OF BAY o 9867 (CIPROFLOXACIN),
A NEW QUINOLONE ANTIBACTERIAL AGENT, ON HUMAN FECAL FLORA

TAKASHI MOTOHIRO, MASAFUMI ARAMAKI, AKIRA KAawakaMi, KOICHI TANAKA,
TATSUHIKO K0OGA, YASUSHI SHIMADA, SHOBUN TOMITA, YASUTAKA SAKATA,
Tamotsu FuyiMoTto, ToHrU NisHiYAMA, Naokl Kupa, Koy IsHiMoTo,
Kaoru TOMINAGA and FUMIO YAMASHITA

Department of Pediatrics, Kurume University, School of Medicine

BAY o 9867, a newly developed synthetic antibacterial agent, was orally administered to 20 healthy male volunteers
(divided into two groups of 10 eath) 100 mg or 200 mg t. i. d. for 5 days. Changes in bacterial flora of whole feces and
portion of feces, fecal levels of the drug, changes in the susceptibility of isolated microbes to the drug before, during and
after the administration, adverse drug reactions were studied, and following results were obtained:

1. Bacterial floras of whole feces showed marked effect of the drug on Enterobacteriaceae in both of the 100 mg dose
group and 200 mg dose group. Trends of return to preadministration levels of bacterial count were seen 10 days after
completion of the administration.

Compared with preadministration levels, Klebsiella sp. detection rate increased and transient Enterococcus sp. negativ-
ity rate decreased in many cases. Scarcely any effect was observed on other strains and C. difficile was not detected at
all in any cases throughout the whole course of the study.

2. Changes in bacterial floras of portion of feces, were similar to those of whole feces. The portion of feces method,
therefore, was considered useful as a simplified method of bacterial detection.

3. Average fecal levels of the drug by bioassay method peaked one day after completion of the administration in
both groups ... 248.9 u g/g (100 mg group) and 553.7 xg/g (200 mg group) ... indicating the presence of dose re-
sponse.

4. The drug sensitivity to 621 strains isolated from feces in both groups obtained before, during and after the admi-
nistration was compared, but no change was observed.

5. One case each of heart burn, feeling of foreign body in the abdomen and diarrhea developed in the 100 mg
groups, and one case each of abdominal discomfort and soft stool developed in the 200 mg group. Abnormal elevation of

GOT value was observed in one case after treatment.



