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1) Subject A 22V T

Subject A THREHIEKGIC L H EAMRBTIIEY, &
BiZbKELEBRALN LD 72, LAL, FAKE
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SRioMi#c e, BRI EBEL 7,
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Table 1 List of healthy volunteers
Subject No Name Age Sex Weight (kg)
A N. K. 22 Male 66
B K. S. 22 Male 52.5
C M. K. 21 Male 59
D K. S. 22 Male 65
E T.Y. 23 Male 58
F H. H. 21 Male 63
G T.S 21 Male 59.5

Table 2 Experimental schedule of BAY o 9867 administration and sampling of fecal specimens

Day of study

—4 1 2 3 4 5 6 7 1 4 7 14 21 28
During medication (2
Before (oral administration, ) After
200mg, 3/day
AQD A A A A A AN A AN
Microflora in feces
A A A A JAN A AN A A
Clostridium difficile and their toxins in feces
JAN JAN A AN A A
BAY o 9867 concentration in feces
@ : &5 Sampling
@ . All volunteers received BAY o 9867 orally, 200mg 3 times daily, for 7 days.
Table 3 Procedure for the isolation of aerobic bacteria from fecal flora
Medium Dilutions of feces® Incubation period (Days) Selection
PEA blood agar 107! 1072 107¢ 107¢ 2 Gram positive cocci
No. 110 Egg york agar 107" 1072 107* 107° 2 Staphylococcus
SF agar 107! 1072 107* 107 2 Streptococcus
DHL agar 107 1072 107* 10°¢ 2 Enterobactenriaceae
NAC agar 107 1072 107¢ 10°¢ 2 Pseudomonas
Candida GE agar 107! 1072 107% 107° 2 Candida
GAM agar 1071 1072 107 107¢ 2 Non -selective

* 0.1 ml of each dilution was plated on each medium used.

3) Subject C i22>W\T

Subject C Tid, Subject A, B & FMRIZAFIZKSIZ &
DHREMEICRKELER AL N2 o7

—7F, HRHEETIREFIRS 12 L Y Enterobacteriaceae,
Streptococcus /&, Staphylococcus BAWA L, x5F 114
THE@E»SEEMAR LRI,

4) Subject D IZ2WT

Subject D 23513 5 EAMEF DZKLIX, Subject A,
B, CLEBICIRAMEICIIRE REBIIA L RL VA,
Fusobacterium & ® A MR 512 & 9 107cfu/g » 5
10%cfu/g LTFIZ®A L7248, $&5F1E#% 7 BBICEEL

7o

— 7, R MEE TId Enterobacteriaceae 13 105cfu/g,
Streptococcus J& 13 10%fu/g, Staphylococcus & i3 10%cfu/g
P HRA10cfu/g U TIZE TR L7z, LAL, 5k
L% 7 BELE» S #REE L 72,

5) Subject E 22\ T

BT E T2, Fusobacterium J& D » H5105cfu/g » &
10%fu/g LAFISIRA L 7o, &5 %148 B & »
10%cfu/g LA E & 72 572

— 7, B[ T Enterobacteniaceae, Streptococcus
&, Staphylococcus J&, 7 FREIEREBEY 5 LARRMHEE
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Table 4 Procedure for the isolation of anaerobic bacteria from fecal flora

Medium Dilutions of feces* Incubation period (Days) Selection
Vancomycin modified FM agar 107! 1073 1075 1077 4 Fusobacterium
Gentamicin—Vancomycin - - - — R
Bmcellal l;lood agar 107 107% 1075 1077 4 Bacteroidaceae
Bacteroides bile esculin agar 107 1073 1075 1077 4 B. fragilis group
Gentamicin— Vancomycin — - - - j |
Bmcellal llaked blood agar 107 1073 107° 1077 7 B. melaninogenicus
Rifampicin Brucella blood agar 107 1073 1075 1077 4 gf:;?;:rxn
Kanamycin CW Egg york agar 107 1073 107° 1077 4 Clostridium
CW Egg york agar 107! 1072 107* 107 4 Clostridium
CCFA agar 107! 107 1075 1077 2 C. difficile
Bifidobacterium agar 107! 1073 107% 1077 4 Bifidobacterium
Lactobacillus selective medium 107 1073 107% 1077 4 Lactobacillus
PMS agar 107! 1073 1075 1077 4 Peptococcaceae
i s cendomycin 107* 107% 1075 1077 4 Veillonella
GAM agar 107! 1073 107°% 1077 4 Non -selective

% 0.1 ml of each dilution was plated on each medium used.

A5, AEIZGIZ L D 10%cfu/g LT & R 572, 5P IEE
21~28H HE F CICREMOMBEEOBR L EHEL 7,

6) Subject FiZ2WT

Subject F T2 Subject E & (3 IZREBELZEILERL 720
EHFIZ 512 X V) Fusobacterium J&A$10%fu/g A 5 10%cfu/g
TR o728, HSHIEZI4BERICIEFEL . —
F, BREOREIARFIZGICL Y EBEOMME R L
A

IR 1, 2 Subject & F4%IC Enterobacteriaceae,
Streptococcus &/, 7 F O HERE S 7 LBRERE S
10%fu/g ATICHA L7248, k5 Hi1E%21HBE  CIC
BERIOBERICEBEL 720

7) Subject G IZ2WT

Subject G T&, b Subject & 7% ) FF DHK5 I
VAN EORL I AN Do 2d, KS5PIETE
Fusobacterium J&, Bifidobacterium &, HEZMED T 5 L
HIRE, BRMEO ST LBHREOF L IEMsAH LD
¥ (WA

— %, R T3 Enterobacteriaceae, Streptococcus
BAREA L7oAs, BS5HIEH%R 7T BEEE CICEBEL %,
Bacillus IR IXAF DG HIEHICE L EROEME A
L7,

2. BENOERRRE L B E DBER

HMEA D BAY 0 9867 DI Fig. 1 ~7 £ TR
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%5 4 BB T13206~538 ug/g (337.9+109.84 pg/g)
ThHolzo HEGHILHE L BHE Tid172~541 pg/g (350.7
+139.35ug/g) Th o724, 5k 4 HETI0.3
~206 ug/g (40.9174.02 ug/g) THEICL W RELZ ST
Wiz, ¥e59 k1% 7 B B T3 Subject F ® &4%0.2 ug/g
KRB SRZZDOATHIZT X TREBRBEE (<0.2
pg/g) UTFERoTWi,

RENEHRE L AEHOTIL: ofIc ik, IFRME
D 5 b Enterobacteriaceae, Streptococcus J&, Staphylococ-
cus BOBEKE BRELHBBFRAA L O S N5, A
HROBEMOLILL SHBBFRIEA LD LD 57

FENC L o TR L-EERIE, REOPILEEFOE
FIREL»BA$ % 7 B BUUEY 6 BHE T 2 @I H LD
¥ (VA

3. EFEDDS C difficile DBE - FFEOKRE

BAY 0 9867 DREOHFGHEDHEBED S C. difficile D
SHELBEORBORBS % Table 527K L 72o Subject
A BBSEOEED S C. difficile % 10%fu/g 253 HEL,
FFE50ng/ml IZHH L 7o $RE5 %D % T i3 Subject
A, B, D, F 5 C. difficile %10°fu/g 2538 L, &EF
ERH L 72, FFEEIE50~500 ng/ml T2 5 720 Sub-
ject B T C. difficile Lt B E*HRBL-HF I EBET
B o 7205, B C. difficile BEIRET 5 = L DI
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Table 5 Detection of C. difficile and D—1 toxin in fecal specimens of healthy volunteers

Medication During After
Subject . Before
Organism 2nd 4th 1st 4 th 7 th 21th 28th
A C. difficile 105* — — — — 105 — 108
C. difficile D-1 toxin | 50ng/ml —_ — — — — — 50ng/ml
B C. difficile — — — — — — 105 105
C. difficile D-1 toxin — — — — — — 300ng/ml|500ng/ml
c C. difficile — — — — — — — —
C. difficile D-1 toxin — — — — — — — —
D C. difficile — — — — — — 105 108
C. difficile D-1 toxin — — — — — — 300ng/ml | 300ng/ml
E C. difficile — — — — — — — —
C. difficile D-1 toxin — — — — — — — —
F C. difficile — — — — 105 — — —
C. difficile D-1 toxin — — — — 100ng/ml — — —
G C. difficile — — — — — — — —
C. difficile D-1 toxin — — — — — — — —

* No. of C. difficile/g of feces
Wiz o7,
m. % E 3

MERRS L 2 BREEEOLE I, ERORES,
MBEANRY b7 4, HEBEATORNORERE, IBH R
DK, EE, BERTOEAOTRIC L 5 FiEHLE
EIZE-oTRR 5,

BAY 0 9867 IV ANRY b5 L ERVWIEN %
AT AHERICTH L 209, BOKSIZE ) BERNE
FOHEY, BHLEBORIAZENTFHSRE, L
L, SEID 7 ZDRESETFOEFEE IS TR L&
R, Enterobacteriaceae, Streptococcus &, Staphylococcus
BOBEK, FHOESIZ L 0 103cfu/g LLTIZ TR
L7275, BEHE IS L TRBALEEIALD LY
Molze KEIREG TRA LME IR, H5PIEKI4~21
B TICITEA EOMEH IIER, EHIC 0 BHES5E
DHEHLEET 2 A b,

FHIE, BEMEICH L TOEAEDERL, BE
PIZ B. fragilis %13 U 0SS E 123t LT b AxhE
KIBEEAIRIE SN B2 b hdb b, BEMEOEKI:
EBD AN CEBEHEHAL D TEv, SRR LZG
hide bk, WFhile Xk, REIFBERREEO R
EYHEH TdH % Bacteroidaceae DEIBIELE G 2 2\
LRIV ET, POoEERILLEEZOLNS,

FHIEGICE ) TRFPABOEED S C. difficile £ F

— : Not detected

FRERBLA, FEOOBRRTIHBRAN AR
TE5T B I L THEED S C difficile L BEEIRIBEN
I EMLY, EIRANIHEBHLRBE TRV, C
difficile HEF I BEPIT1000 ng/ml LA IR S b
ERTHAREENERER L 25 2 LBV, SEOEEE
DHEEH 6 1350~500 ng/ml DEHEFE AR S NP, o
DUNEFRETHTHARRIO LV DEEX D,
LLE o B> 5 BAY 0 9867 i3OG 124 W BE
WHE # O 9 b Enterobacteriaceae, Streptococcus /&,
Staphylococcus B D A ET DEO B »54 = 5 55,
FEFIEHZ7 BB TR, AE#OKY, BH
ZENEERRSHOREICEET 2D EE2 L5,
X ik
1) Wise, R; J. M. Anprews & L. J. Epwaros : In vitro
activity of BAY o 9867, a new quinoline deriva-
tive, compared with those of other antimicrobial
agents. Antimicrob. Agents Chemother. 23 : 559~
564, 1983
2) Muvymens, H. L.; J. van DER Ros—van be Repe & G. vaN
Vewpnuizen : Comparative activities of Ciproflox-
acin (BAY o 9867), Norfloxacin, Pipemidic acid
and Nalidixic acid. Antimicrob. Agents Chemother.
24 . 302~304, 1983

3) Ueno, K. et al. : Anaerobic bacteria, role in dis-
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4) Banno, Y; T. Kosavasu, H. Kono, K. Watanase, K. 5) LEE—HE, /JbRE LT, LK ERIME x—
Uevo & Y. Nocawa : Biochemical characterization MEFHIED 6, BRREAR 14 1 1039~1049,
and biologic actions of two toxins (D—1 and D—2) 1984

from Clostridium difficile. Rev. Inf. Disease 6 © S

EFFECT OF BAY o 9867 ON HUMAN FECAL FLORA

KuNitoMO WATANABE, MAKOTO AOKI, Toyoko KoBayasHi, Kakuyo Sawa and Kazue UeNo

Institute of Anaerobic Bacteriology, Gifu University School of Medicine

BAY o0 9867, a new quinoline derivative, was orally administered to 7 healthy male volunteers 200 mg 3 times for 7
days. Changes in bacterial flora in feces were studied, and following results were obtained.

Bacterial flora in feces showed marked effect of the drug on Enterobacteriaceae, genus Streptococcus, genus Staphylococ-
cus. No changes in the number of genus Bacteroides, genus Fusobacterium, anaerobic cocci, genus Eubacterium and genus
Clostridium were noticed during the investigation period, and no new colonizing aerobic and anaerobic bacteria were
observed.

Four volunteers were colonizied with Clostridium difficile, but a small amount of toxins (50~500 ng/ml) was detected

in their stools; these volunteers had no diarrhea.



