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Fig.1. Structures of quinolones.
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Fig.2. Structures of quinolones (cont’d).
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The receptor binding was determined as specific (*H)
GABA binding in mouse synaptic membranes. The binding
assay was carried out with 5nM [*H) GABA. Each
point indicates the mean of two separate experiments.
And all determinations were carried out in duplicate.

The deviations in two experiments were within 11%,
and those in duplicate were within 2. 8%.

Fig.3. Effect of T-3262 (), T-3136 (A), T-1152
(CD and T-1222 (@) on y-aminobutylic acid
receptor binding in mouse synaptic membranes.
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The receptor bindig was determined as specific [*H)
GABA binding in mouse synaptic membranes. Final con-
centration of (®)H) GABA was 5nM. Each point indicates
the mean of two separate experiments. All determintations
were carried out in duplicate. The deviations in two ex-

periments were within 11%, and those in duplicate were

within 2.8%.

Fig. 4. Effect of T-1276 (), T-1814 (A), T-1187
(CD and T-1258 (@) on r-aminobutylic acid
receptor binding in mouse synaptic membranes.
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Table 1. IC;, values of quinolones
Compound IG5 (M) Compound | ICs, (M)
T-3262 5.7X107* T-1276 8.3X107*
T-3136 1.0X1073 T-1814 3.0x107*
T-1152 5.2X107* T-1187 >1073
T-1222 7.5X107* T-1258 >1073

Each value represents mean of two separate
experiments.
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The receptor binding was determined as specific (*HJ]
GABA binding in mouse synaptic membranes. Membranes
were incubated with (®*H) GABA (5nM), NSAIDs (The
final concentrastion was 107*M) and T-3262 (The final
coneentration was shown in the figure) in 10 mM potassium
phosphate buffer for 20 min at 4°C. Each point indicates
the mean of two separate experiments. All determinations
were carried out in duplicate. The deviations in two ex-
periments were within 11%, and those in duplicate were
within 2.8%.

Fig. 5. Effect of T-3262 on r-aminobutylic acid
(GABA) receptor binding in the presence of
non-steroidal anti-inflammatory drugs
(NSAIDs).
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Table 2. ICyso values of new quinolones in the presence of non-steroidal anti-inflammatory drugs

Free Aspirin Fenbufen Indomethacin Biphenyl acetate
107¢M 10*M 107*M 107¢M
Norfloxacin 1.4X1075 1.4X107° 1.2X1077 1.9%X1077 <1078
Enoxacin 1.4X1074 8.3X107° 1.3X10°¢ 5.3X1077 1:1X10°8
Ofloxacin 1.0%x1073 7.6X107* 3.6X107° 1.2X107* 8.3%1077
T-3262 5.7X107* >107 >107° >1073 1.2X107

Each value represents mean of two separate experiments.
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EFFECT OF T-3262 AND ITS STRUCTURAL DERIVATIVES
ON GABA RECEPTOR BINDING

Sernn Hori, Atusar Sarto, JiNGoro Suimapa, Masanisa OHMORI,
Kuoyva Suisa, Tosmio Hojo, Masanosu Kaji, SuinicHiRo Oxupa,
Masak: Yosuipa and Tapasur MivAHARA

Second Department of Internal Medicine,
School of Medicine, The Jikei University
3-25-8 Nishi-shinbashi, Minato-ku, Tokyo 105, Japan

Recently, many new quinolones have been developed and used for the treatment of infectious dis-
eases. They were considered to have little side effect. However, in 1986, it was reported that
convulsions were induced in patients treated with enoxacin and fenbufen, one of the non-steroidal
anti-inflammatory drugs.

We studied the effect of T-3262 and related derivatives on the receptor binding of y-aminobutylic
acid (GABA), an inhibitory transmitter in the mammalian central nervous system.

T-3262 inhibited GABA receptor binding in a concentration-dependent manner. The concentration
which inhibited 50% of the binding was lower that of the other new quinolones. And in the presence
of biphenyl acetate, an active metabolite of fenbufen, the inhibitory activity was slightly enhanced.
However, other non-steroidal anti-inflammatory drugs did not enhance the inhibitory activity of T-
3262.

From these in vitro results, we consider T-3262 to have lower convulsant activity, even in the
presence of non-steroidal anti-inflammatory drugs.



