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Nalidixic iacid, Pipedic acid % X ¢t Miloxacin. .
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(¥ 5x107cells/ml), =D M £ EhRFL B
L, MEEIEA S RMMD 4By MR X D lIE L
Yoo Tods BUAEMBRD & MHFIC 3T BN FEWE L A
(MIC) 2, NA 3X¥t PPA »t 8,12 ug/ml, MLX i3
0.78 ug/ml TAH H, EAMEIX MIC 0 8, 16, 32, 64
& Lico RICRFERBMOKRCOVTIE, KX
K% 16, 64MIC £ L, MR:MMOFHE:THERSE,
EFIER 2, 4, 6, 8 FMM D L WBY RE Lo

3) BMERARIET pH OBE

% pH @ M/15 Phosphate buffer (PBS) KHIB %
BME, ¥ pH ¥ Eh¥h 6.0, 7.0, 8.0 i
L, SN RELEmL, SEMEE THN
TR, SOMBCEALHML, MBI L NBAE
%o

4) Osmotic shocked cells =3t % K

MMM R LBy R OKE L, M/20 Tris-HCl
buffer (pH 8.0) T ¥ % %, M buffer iz 4 1x10°
cells/ml {2753 X 51ICBMB Lo C OEIICHARE 1
mM EDTA % tnx, 15 /M 37C CTAET 5, £O®,
BMD HIB ¥inx, EDTA fREo o, ERT TRO
BRXToto CNL5CLTHLAI: EDTA fAR
W% HIB icM# (§ 5x107cells/ml) L, #¥XFI%
%, BN ERERAIEET >,

5) PEPEMIRIET Chloramphenicol, Mitomycin
C ¥ XU Rifampicin Mo ¥R

MM R L-lic CP, MMC 3»3%\.2 RFP
i HmL, R 30 Skic NA, PPA % % ik
MLX #inkx $3r i), B5ac AEENEYL 7-
o

6) HEHERIFARCRETHE

% pH DO CEE®R L/-# P 5\ X osmotic shocked
cells i ¥H> XY, Ex4v7V v 7L, PARK-
HANCOCK 690 %3 CHRRSE* 1T\, TCA wIEESH
s XU TCA REEAEL Y@, ChOoDESEY
Orcinol #, Diphenylamine ¥i3s X U* LOWRY-FOLIN
rTheERkL, Fh¥h RNA, DNA & XU Pro-
tein SEXHE L7,

"B ER

1) MR RETER ,

£EKIER IBREMBOLRBZAE LIcKER % Fig. 2
TRLIc BEALLPRFAVBDHLhD L, AEH
OBWYRE I6MIC ERTRALEY, chibiER
EfFEic/ic? tBPRIETLTSSC L (RO
B 2Z»bhi, i XAEAREO B8O BERY
Fig.3~5 iR Lico &EAL b FARMA 2 ~ 4 F5R)
THREEOMENRD, 6RHMTLb T, ZofR

Fig 2 Effect of NA, PPA and AB-206 on the

viability of K. pneumoniae
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Fig. 5 Effect of AB-206 on the viability of
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Fig.6 Effect of NA on the viability of
K. pneumoniae
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Fig.7 Effect of PPA on the viability of
K. pneumoniae
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Fig. 9 Effect of NA on the viability of
K. pneumoniae
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Fig. 12 Combination effect of NA on
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Fig.14 Combination effect of AB-206 on
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Fig. 16 Combination effect of PPA on
K. pneumoniae with MMC
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Fig 20 " Combination effect of AB-2068 on Fig.28 Effect of AB-206 on the synthesis of
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Fig 21 Effect of NA on the synthesis of
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Fig. 26 Effect of AB-206 on the aynthesia of
macromolecules
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Fig. 27 Effect of NA on the synthesis of
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AR MEN  Nalidixic acid (NA), Pipemidic
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LOWERING OF THE BACTERICIDAL ACTION.BY EXPOSURE TO
HIGH CONCENTRATIONS OF NALJDIXIC ACID, PIPEMIDIC ACID.
AND MILOXACIN

Yosuiki OBaNA, YukiHiRo MayA and Taxesar Nisuino
Department of Micnobiglogy, Kyoto College of Pharmacy

The antibacterial action of thtrée chemotherapeutic agents, nalidixic acid, pipemidic acid and milox-
‘acin, way studied by observing how these three agents, when used in high concentrations, act on
"Khbsu?la preumoniae, ‘and the tollowing results were.obtained.

1. The bacteﬁcidai action of each &f these agents was the most potent when used in the -concen-
tration which was 16 times the MIC, and lowering of the bactericidal action (reversion of the bac-
taficidal action) ‘was' detected when the ‘concentrations were higher than the 16 MIC. Dose response
was noted when the test organisn‘l was acted on for 6 hours or longer by high concentrations of the
test agents.

2. When the test organism was given osmotic shock by EDTA treatment, no reversion of the bac-
tericidal action occurred even wher' the test drganism was acted on by high concentrations of the test
agents.

3. Possible influence of addition of chloramphenicol, mitomycin C or rifampicin on reversion of the
bactericidal action of the test agents was studied, and'it ‘was found that no such reversion was caused
by addition of ‘these drugs.

4. Influence of the test agents on synthesis of the macromolecylar constituents in the cell was stu-
died, and it was found that synthesis of RNA and protein was inhibited, and this inhibition showed
dose response relation. Synthesis of DNA was inhibited more markedly as compared with other ma-
cromolecular corstituents but dose response was less pronounced.



