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FLUNEXATE®

Flumazenil

ACTION

Flumazenil. an imidazobenzodiazepine, 1s 8 berzodiazepine antagonist
which, by competitive inhiblilon, specifically bocks the cenfral nervous
effects of agents acting through benzodiazepina receptors. This anlagonistic
effect was documented in studies Involving 17 different benzodiazepine
derivalives In animal experiments the alfects of compounds showing

no ailinity for benzodlazepine receploss, e g barbilurates, ethanol,
meprobamate. GABA mimetics, adenosina receptor agonists, were ot
alfected by Flumazanil, but those of nonbenzodlazepine agonists of
benzodiazeping receplors, such as cyciopyrolones {e.g zoplclone) and
tiazolopyridazines, were blocked. Tha hypnotic-sedalive benzodiazeping
elfects are srapldly reversed by Flumazenil afler #s intravenous injection
{wihin 30-60 seconds) and may reeppear gradually within the next

few hours, depending on the hall-iHe and dese ratic of tha agonist and
antagonis!. in animat toxicity studies, Flumazenil proved to be of low loxlzity
and davold of mutagenic aclivity. Flumazenil may possess some week
intrinsic agonistic, e g anticonvulsant, activity. In animals prefreated with
high doses of banzodiazepines over saverat weeks, Flumazend ellciles
sympioms ol withdrawal

CONTHAINDICATIONS

Flumazent is contraindicated in patients with known hypersensitivily to the
drug.

in mixed Intoxications with benzodiazepines and cyclic antidepressants, the
toxicity of the antidepressants can be masked by pmileclive benzodiazepine
effects. in the gresence of autonomic {antishelinergic), newrslogical

{molor abnormadities) or cardiovascular sympioms of severs intoxication
with tricyclicsftetracyclies, Flumazenil should not be used lo reverse
benzodiazepine eflects.

PRECAUTIONS

The use of Flumazerit is no! recommerded in eplieptic patients who

heva been receivirg benrodiazepine treatment for a prolonged period
Although Frumazenil exens a slight inlinsic anticonvulsant effect, #s abrupt
supprassion of the protective effect of a benzodiazeping agonist can give
rise 10 convuisions I epileptic patients.

Palients wilh savera head Infury {and/or unstable inlracranial pressure)
sreated wilh Flumazenl to reverse \he eflects of benzodiazepines may
develop raised Intracranial prassura

Effoct on driving and other psyeh tor skiffs in outpationts
Although afler intravenous adminisiration of Flumazenil the patients

are awake and consclous, they shouwid be wamed against ergaging in
hazerdous activitles requiring complele mentat aleriness {such as operating

PHARMACOKINETICS dangerous machinery or drving a moter vehicie) during the first 24 hours
Distr ’b”"f"” i , after administration since tha effec! of tha originglly ingested or administered
Flumazeril. & weak lipophilic base. Is about 50% bound to plasma proteins venzodiazeptae may relurmn
Albumin accounts for two thirds of the plasma protein binding. The mean Proegnancy, nursing mothers
voiume of distelbution al sleady siate (Vssx 0.95 I/kg) is simiar to thal of Although studies In animals glven high doses of Flumazeni; have not shown
structurally related benzodiezepines evidence of embryatoxicity of leratogenicity, no controiied studies invelving
Matabollam ) ! pregnant women hava been conducted Attention is therefore drawn lo the
The carboxylic acld in free and conjugated lorm is the main metabolila In general smedical principle that no drugs showd be administered in the early
human wrine. In pharmacoioglcal fests, this mair metabolile was inaclive as stages of pregnancy except whera shsolulely necessary.
& benzodlazepine agonist or antagenist Parenteral administralion of Flumazenil in emergencles Is not
Ellmination ) eontraindicated during lactation
Flumazent is almost completely (89%) nonrenatly eliminated The mean Speclal remarks
total plasma clearance of flumazenti is 1 ¥min and can be altributed almost Ploase note
entirely to hepatic clearance. The low renal clearance rate suggests effective When used In anesihesiology 2t the end of an operalion, Flumazeni shoutd
reabsomtion of the drug alter glomerular fillzation The average efimination nol ba injected untd the eflect of paripheral muscle relaxants has subsided
half-fite of 1ke drug ¢s 50-50 minutes.
Drug interactions
INDICATIONS : Frumazenil blocks the ceniral effects of benzodiazepines by compelitive
Flunexale Is Indicated for raversal of the centrally sedalive effecis of interaction at the recepior level The effects of nonbenzodiazeping agonists
benzodiazepines. It is therefare used In anesibesia and intensive care in the at bengodiazepine receplors, such as zopiclone, triazolepyridazines and
S:)IEow%ng indications: others, are also blocked by Flumazend! Particuler caution Is necessary when
,;” ”’;"”{m""r‘” using Flumazend i cases of mixed drug overdose since the toxic effects
erminalion of general anesthesia induced and maintained wilh (stch a5 convulsions and cardiac dysrhylhmias) of other drugs taken in
benzodiazepines In inpatients. Reversal of benzodiazepine sedation in short everdosa (especially cyclic anlidepressants) may emerge with the reversal
diagnostic and therapeutic procedures in both inpatients and oulpatienis of ths benzodiazesine efiects by Flumazen!! The pharmacokinetics of
in Intensive care . " . . . benzodizzepine agenis!s gre unaltered in the presence of Flumazenil and
Flunexale provides diagnostic Indications of intoxication with vice versa
benzodiazepines or fuies such infoxication out
As a diagnastic measure In unconselousness of unknown orgin lo SIDE EFFECTS
ditferantiate between involvement of benzodiazopines, olhier deugs or brain Flumazeni] was wall toleraled even at bigh parenteral doses of up to
damage As specific reversal of the centraf effects of benzodiarepinas in 100 mg
drug overdose { refum te spontaneous resplration and cansclousnass In In rare cases duing use in anesthesia, fush. nausea andfor vemiing have
— ordar to render intubalion unnecessary or eflow extubation) been reported. Comptalnis such as a feeling of anxiaty, palptalions and fear
kave been inlrequently chserved after rapid Injection of Flumazent These
M DOSAGE AND ADMINISTRATION undesirable alfects usually did not necessiate speclal fregiment
Mt SYETIIC HOSOGD ) Very rarely, seizuras have been reported. particularly In patients known to
o E| o8 ta should be rdministered | v by an anesthesiologis! or axperienced sulfer lrom egliepsy.
——“ nhysicinn, _ Rapld injection of Flumazenil in palients with iohg-term exposure to
Far Intusion, Flunexate may be dited with dexlrose 5% or sodivm chieside benzodiazepines ending at any Bme within the weeks preceding Fiumazenlt
0.9% It may also be used concurrently with other resuscitative pracedures adminisiration may produce wilbdrawas symptoms and should therelore ba
— /n anesthesia ) avelded Il such symploms arise, a slow | v injection of 5 mg diazepam or
The recommended inittal dose is 0.2 mg adminisiered | v. over 15 seconds 5 mg midazolam shoutd be given
il the desired degree of consciousness is not oblained within 60 seconds.
a second dose (0.1 mg) cen be Injected, and this may be repealed a1 60 OVERDOSAGE
second intervals where necessary, up 1o a fotal dose of 1 mg The usual Even when given af a dosage of 100 mg i v., no symploms of overdosage
dose is 0.3-0.6 mg were observed. For withdrawal symploms attributable to the agonist. see
in the Intensive care unit under Standard dosags
The recommended Initial dose is 0 3 mg | v 11 the desired degree of
consclousness is not obtalned within 6. seconds, Flunexate may be STORAGE
injected repeatedly unti the patient awakes or up 1o a total dose of 2 mg Store belween 15 - 30°C  Protect from #reezing
drowsiness recurs, an Ly infuslor of 0.1-0.4 mi per hour has been showa
to be uselul. The rate of infusion should be individuetly adjusted up to the PRESENTATIONS
desired leve! of arousal. Ampouvles
Ir: the intensive care unit, in patients treated for a fong time with high doses FLUNEXATE 0 5 mg: Flumazenil 0.5 mg/5 ml
of benzodiazepines, the ingividually tirated injections of Flunexate, slowly FLUNEXATE 1 mg: ' Flumazenil 1 mgi0 mi
acminlstered, should not produce withdrawal syndremes. i unexpected Exvipients: Edelats disoaium, Sodium chiorde, (lacial aeetic acid, NaOH?
signs of cverstimulation occur 5 mg diazepam or & mg midazolam should be HC! for pH adiustment), Vater for injection
given intravenously. '
It & signiticant improvement in consclousness ar respiratory function is not
abtained siter repeated doses ol Flunexate. a nonbenzodizzepine atiology
must be assumed,
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