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Table 1. Laboratory data on admission

RBC 385X10*/mm3 TP 8.1g/dl
Hb 12.6g/dl T.Bil 0.3mg/dl
Ht 37.8% GOT 21K.U
WBC 16,600/mm? GPT 7K.U
Baso 0% LDH 480W.A
Eos 1% ALP 7.0K.A
Stabs 4% Amylase 27710/1
Segs 31% CK 5710/1
Mono 5% Na 143mEq/1
Lymph 59% K 4.3mEq/1
Plts 32.9X10%*/mm?® Cl 102mEq/1
Ca 10.3mg/dl
CRP (=) BUN 16.2mg/dl
RA (=) Creatinine 1.13mg/dl
ASLO X320 Blood sugar 167 mg/dl
Table 2. Laboratory data
CK
Blood gas analysis (1U/1)
hospital day 1st 3rd 15,000
PH 7.088 7.431 LDH
PCO2 0.2 £0.3  mmHg 10,0004 v
POz 74.2 83.1 mmHg
HCOs 11.8 25.8 mmol/1 L 600
BE —18.0 +2.2 mmol/1 5,000
75g GTT forearm ischemic exercise test 3'000: - 400
(4th day) Time Lactate 1,000;
before  99mg/dl before .10 mg/dl - 200
30min 154 S5min 51
60min 210 8min 38 1 5 10 15
90 min 131 Pyruvate Hospital day
120min €8 before 0.9mg/dl Fig.1. Changes in CK and LDH values of the
180min 82 S5min 1.1 patient after admission
8min 1.2
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Table 3. Incidence of convulsion in mice following
oral administration of ENX and FBF

FBF
(mg/kg)
ENX 0 50 100 200
(mg/kg)
0 0/6 0/6
50 4/7 1/4 5/5
100 0/5 3/5 3/3
200 0/5 2/7 3/3 /7
convulsion/total
Lo £V ARK LECHEED S CITBER TRICE WCHREEREIC BT LIET LI,

I, HAERETR, i CK Exifd &35 2 EDOH
FEEBEREDRIE & HEARDIER 2178 » 1
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FeB Y va (VA), -7 § /- F e BB
(GABOB), X087 v 2275 vF 4+ v Eo(PG-Ep) %
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ENX % FBF % Bz 200 mg/kg 5 LT K
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Table 4. Number of convulsive mice induced by OFLX, CPFX, and FBF

Newquinolones OFLX CPFX
(mg/kg)
FBF
(mg/kg) 100 200 100 200
100 0/6 0/5 0/5
200 0/7 1/5 3/8

convulsion/total
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Table 5. Effects of anticonvulsants on convulsion induced in mice by ENX (200mg/kg) and FBF (200 mg/kg)

AC (-) AC (+)*
DZp FB VA GABOB PG-E2

Number of mice 7 6 6 5 5
Time to convulsion

(min) 44.1+39.6 85.5+52.0 41.3+£14.0 21.8+8.79 17.8+3.87 25.6+16.3

min
Time to death after 9.3+8.6 102.6+52.0 44.3%+17.0 6.8+£2.71 5.6£0.80 6.8+1.17

| NS ————

convulsion (min) # ##

AC : Anticonvulsant
* 2 does=LD50X1/10

DZP . diazepam

#:P<0.05  ##:P<0.01

FB { phenobarbiturate

VA { valproic acid

Table 6. Case reports on convulsion in relation to ENX and FBF

Dose/Duration

Character and course
of side effects

Case Age/Sex Basic disease
no.
1 31/M Chronic prostatitis
2 28/M Acute URTI
3 68/F URTI
4 24/F URTI
5 38/F URTI
6 38/F Cystic kidney
7 29/F Post operation of ovary

oo oMol oRo N oNo B ol B o

200mg/2 times
200mg/2 times
600mg/3 days
600mg/3 days
600mg/3 days
600mg/3 days
400mg/4 days

$1,200mg/4 days

200mg/1 times
400mg/1 times
600mg/7 days

11,200mg/7 days

600mg/4 days
600mg/4 days

Grand mal seizure
(2~3min)
Clonic convulsion (2min)
~delirium (20 min)
Tic~unconsciousness
Convulsion~recover (after 3 hours)
Clonic convulsion
(3 times, every 5 min)
Clonic convulsion (5 min)
~Vertigo
Convulsion (3 times, every 30 min)

Clonic convulsion
(2 times, per 1 hour)

E ! enoxacin, (ENX), F : fenbufen (FBF)
URTI : upper respiratory tract infection

1. =% =

€Y FyaaE vER ER 70 v 7 ABR (NA)
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Fig.2. Chemical structure of newquinolones
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GABA 0FEM4GT, MIOKEF % WENES GEET
5L3EN% GABOB iz\-thi, MERELILSC
L3 TE T VA % GABOB 2fii9» GABA &
ExEREw %2, ENX 5 GABA ZAMKZ HT5
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A NEW DNA GYRASE INHIBITOR INDUCES
CONVULSIONS : A CASE REPORT
AND ANIMAL EXPERIMENTS

Gou Takeo?, Norrrosur SHiBUYAY, MasakaTsu MoToMURaD,
Hayme Kanazawa? and Harumi Suisuipo?

Department of Neurology!, Department of Respiratory Diseases?,
National Kawatana Hospital, 2005-1 Shimokumi-go, Kawatana-cho,
Higashi-sonogi-gun, Nagasaki-ken, Japan

A 64-year-old woman taking a 5-day course of 300 mg/day of enoxacin (ENX) and fenbufen (FBF)
for acute cystitis had a generalized convulsion and loss of consciousness. There was no past history
suggestive of epileptic seizure. During the first 2 hours after admission, she had three episodes of
concurrent generalized tonic seizure and irritability. Four hours after admission, she regained consci-
ousness, at which time the neurological findings were normal except for hyperreflexia. @ No abnor-
mality was found in brain CT scan, EEG and ECG. Laboratory findings revealed mild leucocytosis
and an abnormal increase in CK. The CK level rose to 17,712 IU/L on the 4th hospital day and
normalized on the 13th hospital day. The CK isozyme showed 100% MM fraction. Needle EMG
and muscle biopsy showed no abnormalities.

We carried out an animal experiment to examine convulsion in relation to new quinolone anti-
microbial agents and FBF. We found that convulsions were induced in mice not only by ENX but
also by ciprofloxacin when administered together with FBF.

On the other hand, ofloxacin together with FBF did not induce convulsions. Anti-convulsive
agents such as valproic acid, GABOB, PG-E, phenobarbiturate and diazepam failed to prevent these
convulsions.

We suggest that ENX may cause convulsions by affecting the GABA receptor-Cl~ ionophore complex.



