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PRIMENA FLUMAZENILA U TRETMANU AKUTNIH SAMOUBILACKIH
TROVANJA BENZODIAZEPINIMA | DRUGIM LEKOVIMA

Benzodiazepini (BZ) su najéesc¢e upotrebljavani sedativi i anksiolitici u klinickoj
praksi. U ukupnom broju poku3aja suicida oni u€estvuju sa 60% sami ili u kombi-
naciji sa alkoholom i drugim lekovima. Flumazenil, specifiéni i kompetitivni antago-
nist Benzodiazepina, bio je koris¢en u na3oj toksikolodkoj praksi za dijagnozu i
tretman razli¢itih urgentnih komatoznih stanja. Razli¢ite grupe komatoznih pacije-
nata tretirane su po standardnom protokolu:

1. Akutna BZ trovanja

2. Trovanja sa BZ i alkoholom

3. Trovanja sa BZ i drugim lekovima

4. Nejasna (nediferencirana) komatozna stanja

Svrha ovog otvorenog kontrolsanog klinickog ispitivanja bila je analiza razliCitih
klinickih sluajeva u nadoj toksikolo3koj praksi, u kojima bi upotreba Flumazenila
bila korisna za dijagnozu i tretman akutnih trovanja i nejasnih komatoznih stanja.

Rutinski pristup akutno otrovanih pacijenata ukljuuje opservaciju, monitoring i
farmakolo$ku podrsku vitalno vaznim funkcijama i identifikaciju ingestiranog sred-
stva.

Opservirana su 84 pacijenta oba pola (76 Zena i 8 muskaraca), akutno trovanih
samo sa BZ ili u kombinaciji sa alkoholom i drugim lekovima. Svi pacijenti su bili
tretirani u jedinici za intenzivnu negu u toku 1997. godine. Pacijenti u sedaciji, so-
poru ili u komi, kao rezultat trovanja samo opijatima ili samo alkoholom, bili su is-
klju€eni iz ovog ispitivanja.

Primenjene su sledece terapeutske procedure:

1. Gastriéna lavaza

2. Kardio-pulmonarna i cerebralno-farmakolodka podrska i kontrola fluida, elek-
trolita i acido-baznog statusa

3. Davanje flumazenila po protokolu.

Krvni pritisak, elektrokardiogram i respiratorna frekvencija bili su kontinuirano
praceni. U svakog pacijenta su odredivane rutinske biohemijske analize, acido-ba-
zni status, plazma koncentracije BZ, urinarne koncentracije BZ na $est sati. Kori§-
¢ena je FPIA tehnika (uriname koncentracije BZ su se kretale od 300 do 3.000 ng/mi).

Sedamdeset pet posto pacijenata otrovanih samo sa BZ reagovalo je budeajem
iz komatoznog stanja posle aplikacije flumazenila od 1,0mg (0,7+0,3 mg). Petnaest
posto pacijenata je reagovalo budenjem iz kome posle aplikacije 1,5 mg flumaze-
nila. Deset posto pacijenata nije reagovalo budenjem. Oni su imali visoke koncen-
tracije drugih lekova (nadeni su centralni depresori u adiciji sa BZ). Najces¢i spo-
redni efekti posle aplikacije flumazenila su sledeéi: agitacija, aknsioznost, uznemi-
renost, prolazno povecanje krvnog pritiska i sréane frekvencije.

Flumazenil je delotvomo dijagnosticko i terapeutsko sredstvo u tretmanu Eistih
BZ intoksikacija i korisno dijagnosti¢ko sredstvo pri nejasnim komatoznim stanjima,

da bi potvrdio ili iskljuio ulogu BZ predoziranja u genezi kome. Imajuci u vidu spo-
redne efekte flumazenila kao konvulziie kod kombinovane intoksikacija BZ
tricikli€nim antidepresivima, aritmije, anksioznost, uznemirenost, treba ga ordinirati
‘samo odabranim pacijentima.
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THE USE OF FLUMAZENIL IN THE TREATMENT OF ACUTE SUICIDAL
POISONINGS WITH BENZODIAZEPINES AND OTHER DRUGS

B.Pavlovski, T. Panovska, N. Becarovski, L. Petkovska, L. Melovska

Clinic of Toxicology and Urgent Internal Medicine, Clinical Centre, Skopje, Macedonia

Benzodiazepines (BZ) are the most widely used sedatives and anxiolytic drugs.
They are used in about 60% of all suicide attempts, alone or combined with other
drugs. Flumazenil, a specific and competitive benzodiazepine antagonist, has been
used in our toxicological practice for diagnosing and treatment of various emer-
gency comatose cases. We treated different groups of comatose patients accord-
ing to the standard protocol.

1. Acute suicidal BZ intoxications alone

2. Intoxications with BZ combined with alcohol

3. Intoxications with BZ combined with other drugs
4. Unclear comatose states

The aim of this open controlled clinical test was to investigate different clinical
cases in our toxicological practice where the use of flumazenil can be helpful in
diagnosing and treatment of poisonings and unclear comatose states.

The management of patients with acute self-poisoning includes observation,
monitoring and support of vital functions until ingested drugs are identified.

We observed 84 patients of both sexes (76 women and 8 men), acutely intoxi-
cated with BZ alone or combined with alcohol and other drugs. All patients were
treated in the Intensive Care Unit during the year 1997. The patients with sedation,
sopor or comma as a result of opiates alone or alcohol alone were excluded.

The following therapeutic procedures were used:

1. Gastric lavage

2. Cardio-pulmonary and cerebral-pharmacological support and control of fluids,
electrolytes and alkali-acid status

3. Administration of flumezenil according to the protocol

Blood pressure, electrocardiogram and respiratory rate were continually moni-
tored. In every patient we determined routine biochemical tests, alkali-acid status,
concentrations of BZ in plasma and urine every six hours. We used FPIA technigue
(urine concentrations ranged between 300 and 3,000 ng/ml.

Seventy-five percent of patients who had ingested BZ only awoke from coma
after the injection of 1.0 mg of flumazenil (0.7+0.3 mg). Fifteen percent of patients
awoke from coma after the injection of 1.5 mg of flumazenil. Ten percent of pa-
tients did not regain consciousness. These patients had very high serum concen-
trations of other drugs (central nervous system depressants were detected in their
blood in addition to BZ). The most frequent adverse effects of flumazenil were the
following: agitation, anxiety, restlessness, transient increase in blood pressure and
heart rate.

Flumazenil is an effective diagnostic and therapeutic tool in the management of
pure BZ intoxications and a useful diagnostic agent in unclear comatose states to
confirm or exclude the role of BZ overdose in generating coma. Considering ad-
verse effects of flumazenil, such as convulsions in cases of intoxications with BZ
plus tricyclic antidepressants, dysrhythmia, anxiety, restlessness, it should be
given to selected patients only.
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