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¥/ v RREOVEA NY-198F11% 512 &k 2BEBRABANEEDOELEH

MEF U FeNTA A5 7077 F H AR - PERKED
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B|Liz, %72, Veillonella B X UV FF—¥Bt Clostridia (343 388ARI s EAMEIRAED Sz,
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ethyl-6, 8-difluoro-1, 4-dihydro-7- (3-methyl-1-
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Fig. 1. Chemical structure of NY-198
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Fig. 2. Time sequence of NY-198 administration and fecal collection
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HTH LOWBICES L 2Dtk b 2 ORER MERS L7,

BERENe 4 13, EBRMRITIZLA YBIUIALDLN
$°10.3/g THR L 72,

BEREN 5 T3, #BRENe1 &I EICIKBE 2 HE
L0, ZDBEBAERYA L LR T
3 H BRI OBERE TR P2 RLEY, 20
#%6 BEICIIHICH LOBWRDI0ERICE THML, %
DHRLEDV~NER-72%4, 208 Hicld F 70460

P NS (D AN

BEBREN.. 6 T3, #HIEBARA L & L ICRRICED LXK
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Fig. 3. Effect of NY-198 on fecal microflora of volunteer No. 1
and concentrations of drug in fecal specimens
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Fig. 4. Effect of NY-198 on fecal microflora of volunteer No. 2
and concentrations of drug in fecal specimens
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Fig. 5. Effect of NY-198 on fecal microflora of volunteer No. 3
and concentrations of drug in fecal specimens
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Fig. 6. Effect of NY-198 on fecal microflora of volunteer No. 4
and concentrations of drug in fecal specimens
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Fig. 7. Effect of NY-198 on fecal microflora of volunteer No. 5
and concentrations of drug in fecal specimens
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Fig. 8. Effect of NY-198 on fecal microflora of volunteer No. 6

and concentrations of drug in fecal specimens
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Fig. 9. Effect of NY-198 on fecal microflora of volunteer No. 7
and concentrations of drug in fecal specimens
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BRI IcHMER 2R L, $R3KBAME 8 B BiCI3M20f%ic
Bl HERTLELICHAL, K% THI4BEIC

13T L OBBUCEHE L72h%, F%kizmER e R
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Table 1. Intestinal microflora in seven human volunteers orally given NY-198
Mean (Log (viable counts/g of feces)) *= S.D. on day*:
Organism
0 2 4 6 8 11 14 21 28
Total 10.2+0.6/10.2+0.510.2+0.4{10.2+0.2/10.2+0.4/10.1+0.5/10.6+0.310.4+0.210.2+0.7
Bacteroid aceae 9.9+0.7]10.0+0.5{10.1+0.5/10.0+0.2/10.0+0.4| 9.94+0.510.1+0.4/10.0+0.3| 9.7+0.7
Eubacteria 9.2+0.4/ 8.5+2.2/ 6.9+3.0, 9.3+0.4/ 9.1+0.8/ 9.1+0.5/ 9.8+0.4| 9.6+0.5 9.4+1.0
Bifidobacteria 9.5+0.8 9.4+0.7/ 8.7+1.0, 9.0+1.0| 8.3+2.8/ 9.1+1.1/ 9.6+0.9/ 9.5+0.3 9.2+1.1
Peptococcaceae 7.2+2.6/7.9+2.8 6.7+3.3 8.4+0.8 8.3+1.0 8.2+2.4/ 9.0+1.1/ 8.3+2.8 7.6+2.8
Lactobacilli 5.8+1.7/5.8+1.2/5.5+1.2/5.1+1.9, 5.9+0.9 5.4+1.9/ 5.6+2.0 5.5+2.1 6.4+2.0
Enterococci 6.9+0.7/ 6.9+0.9/ 5.4+0.4/ 5.6+1.1/ 5.6+0.5 6.8+1.2 7.0+1.2 6.3+0.7| 6.3+0.9
Enterobacteriaceae | 7.5+0.4/ 6.1+1.7| 2.4+1.0] 2.1+0.3 <2 3.8+2.3/6.4+1.3/ 7.7+1.3 6.4+2.1
Clostridia (Lec*)** | 2.2+0.5 2.7+0.7] <2 <2 <2 2.2+0.5/ 3.0+2.1) 2.4+1.1] 3.2+2.1
Clostridia (Others) | 6.6+1.0| 6.7+2.6| 5.6+2.1 6.5+2.3/ 5.3+3.2/ 5.7+2.7| 7.0+2.8 8.2+2.2 5.4+3.1
Veillonella 4.5+2.6/ 2.8+1.20 <2 2.5+1.4/3.1+1.6/ 4.1+2.3 5.4+2.9 5.0+2.0 5.4+3.0
Staphylococci 2.2+0.4/ 2.1+0.3/ 2.1+0.4 <2 <2 2.4+0.8 2.3+0.4| 3.8+2.1] 2.4+0.7
Bacilli 2.5+1.1/ 2.1+0.3/ 2.4+0.8 <2 2.7+1.4/ 2.6+0.8 2.2+0.4/ 2.7+1.9 2.9+2.3
Yeasts 3.7+1.1/ 2.8+0.8/ 3.2+0.9/ 3.5+1.7| 3.5+1.5/ 3.2+1.1) 2.7+1.2/ 3.6+1.3| 3.2+1.0
Corynebacterium <2 <2 <2 3.4+2.4/3.0+1.9/ 3.3+2.2/ 2.5+1.3/ 2.6+1.6] <2
GPR (aerobe) <2 <2 <2 2.9+2.4 <2 <2 <2 <2 <2
GNR (aerobe) <2 <2 <2 <2 2.7+2.00 <2 <2 <2 <2
Mold <2 <2 <2 <2 <2 <2 <2 2.0+0.1 <2
*Day of study: see Fig. 2.
**Lec*: lecithinase positive.
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Fig. 10. Effect of NY-198 on fecal microflora and concentrations
of drug in fecal specimens (Mean of 7 cases)
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Table 2. Detection frequencies of intestinal microflora in seven volunteers orally given NY-198

Percentage of positive cases on day*:
Organism

0 2 4 6 8 11 14 21 28
Bacteroid aceae 100 100 100 100 100 100 100 100 100
Eubacteria 100 100 100 100 100 100 100 100 100
Bifidobacteria 100 100 100 100 85.7 100 100 100 100
Peptococcaceae 85.7 85.7 71.4 100 100 100 100 85.7 85.7
Lactobacilli 100 100 100 85.7 100 100 100 85.7 100
Enterococci 100 100 100 100 100 100 100 100 100
Enterobacteriaceae 100 100 28.6 28.6 0 42.9 100 100 100
Clostridia (Lec*)** 14.3 57.1 0 0 0 14.3 42.9 14.3 28.6
Clostridia (Others) 100 85.7 100 85.7 57.1 71.4 85.4 100 71.4
Veillonella 71.4 42.9 0 14.3 42.9 71.4 71.4 85.4 71.4
Staphylococci 28.6 14.3 14.3 0 0 28.6 28.6 57.1 28.6
Bacilli 28.6 14.3 28.6 0 42.9 57.1 28.6 14.3 14.3
Yeasts 85.7 71.4 85.7 71.4 71.4 71.4 28.6 71.4 85.7
Corynebacterium 0 0 0 28.6 | 28.6 | 28.6 | 14.3 | 14.3 0
GPR (aerobe) 0 0 0 14.3 0 0 0 0 0
GNR (aerobe) 0 0 0 0 14.3 0 0 0 0
Mold 0 0 0 0 0 0 0 14.3 0

*Day of study: see Fig. 2.
**Lec* : lecithinase positive.

100f%ic F THmL 72, Clostridia (+) b, 13HE >
BOEL208HICIZ 1 HiEcE TEL

#:BR:ENo.6 |3, Bacteroidaceae, Eubacteria 5 & U*
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bacteria (3, fESHARIPHRRL, $%3EBALE 8 B Bicidiy
% U7z, Peptococcaceae |3, 1E3KIBRAHHIEEMERN KL
AEETH 72, Clostridia(+) 12, IZLALYREZIN
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E—7C&EL, ZnH%0bIEICEA» -7, Eubacteria,
Peptococcaceae DAL, WBRENe.2 B L UN5 icAH S
L3 Peptococcaceae DBk, BERENe1, 3, 41chb
1% Eubacteria DR & A 2 BodlflL, ETOE
BERDLIBEL\FID 238 ) DEEN S — A
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(BERENa 1, 4, 5, 6BIVT) D2E) NEHp
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3) WKMEERE | SRR (O CiERS R
BLHSHERE2 SO TR OFEIcOWTALL,
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TAS L, BIKRFICT.6/g iR b NIHRED, %40
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Table 3. Proportion of NY-198-resistant Bacteroidaceae in fecal flora of healthy adult volunteers

Day of study
Volunteer

0 2 4 6 8 11 14 21 23
No. 1 0.25* 1.6 49 31 40 25 25 40 40
No. 2 0.50 15 16 13 7.8 25 15 10 4.1
No. 3 3.1 21 31 100 7.8 40 40 50 25
No. 4 3.9 12 4 20 25 1.7 31 20 17
No. 5 0.50 5.0 3.9 50 25 10 13 6.3 2.5
No. 6 13 31 13 50 49 50 16 0.65 6.5
No. 7 1.3 0.64 3.1 32 13 50 25 10 20

* Percent of NY-198-resistant Bacteroidaceae in total Bacteroidaceae
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Noel BLUTICR AN & 5 ISR R AMER 2 7R
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EFFECT OF NY-198, A NEW QUINOLONE DERIVATIVE,
ON HUMAN INTESTINAL MICROFLORA

YosHio Inacaki, Tosnio CHipa and RiNTarRo Nakaya
Department of Microbiology, School of Medicine, Tokyo Medical and Dental University, Tokyo

CHaruaY EkATAKSIN
Department of Bacterial Infection, Institute of Medical Science, University of Tokyo, Tokyo

Satoru Taxkanasi, YosHiakli Nacayama, Daniro Tsujino and Kazuniko SoMEYA
Third Department of Internal Medicine, School of Medicine, St. Marianna University, Kawasaki

A new quinolone derivative antibacterial agent, NY-198 was administered orally to seven healthy adult male
volunteers for eight days, and changes in fecal microflora and their correlation to fecal drug concentration were
investigated.

1. During the course of the experiment, the total viable count remained constant.

2. The numbers of aerobes, including facultative anaerobes, were drastically suppressed by NY-198. In
particular, enterobacteriaceae were elminated readily by the drug and recovered only after more than 6 days
after termination of the administration.

3. Among obligate anaerobes, eubacteria and peptococcaceae decreased on the 1st to 3rd day of administra-
tion, but they immediately recovered, even during the course of administration. In many cases, veillonellae and
lecithinase-positive clostridia decreased.

4. Clostridium difficile was not detected in any of the volunteers, while C. difficile toxin D-1 was detected
in two volunteers, whose feces were normal.

5. Even on the 20th day after termination of administration of NY-198, the microflora of volunteers had not
entirely recovered.

6. Diarrhoea or other side-effects were not noted in any of the volunteers throughout the experimental
course.



