
ACTION OF BARBITUATES

Barbiturates act as positive allosteric modulators and, at higher Barbiturates bind to the GABAA receptor at multiple.

Cardiovascular effects of oral hypnotic barbiturates are minimal and usually confined to mild reductions in
blood pressure during sleep  As with all GABAergic drugs, barbiturate withdrawal produces potentially fatal
effects such as seizures in a manner reminiscent of delirium tremens and benzodiazepine withdrawal although
its more direct mechanism of GABA agonism makes barbiturate withdrawal even more severe than that of
alcohol or benzodiazepines subsequently making it one of the most dangerous withdrawals of any known
addictive substance. In individuals with a history of drug abuse, they also increase self-reported feelings of
being "high. In North America barbiturates were widely used by youth gangs and deviant subcultures as
depressants and attracted notoriety because they were often taken in combination with other substances e.
Patients who survive may develop renal failure secondary to the transient anoxia experienced during the toxic
state. They can produce effects similar to those of alcohol, ranging from mild relaxation to an inability to feel
pain and loss of consciousness. Later it was shown that hippocampal postsynaptic inhibition is also prolonged
by pentobarbital 45, Barbiturates were ranked 5th in dependence, 3rd in physical harm, and 4th in social harm.
An artillery officer is said to have christened the new substance by amalgamating Barbara with urea. These
mechanistic studies reveal interesting details of the changes in channel gating caused by barbiturates but as yet
have yielded no insights into the molecular sites of action. As the major central excitatory transmitter,
glutamatergic synapses are an obvious target for the actions of CNS depressant drugs such as the barbiturates.
These studies demonstrated no requirement for either N- or C-termini, nor for the large cytoplasmic loop or
TM4 of the GABAA receptor subunits in the actions of the barbiturates  The barbiturates have
sedative-hypnotic, anticonvulsant, anesthetic and respiratory depressant effects that are mediated by their
actions at various target sites in the body. The g subunit is essential to confer diazepam sensitivity to the
receptor 51 , but it is not required for modulation of GABAA receptors by the barbiturates 23,34,
Benzodiazepines have less severe side effects and are not as likely to result in accidental overdose as
barbiturates. This idea originated with researchers studying neurotransmitter receptors and ion channels
involved in the control of CNS excitability reviewed in ref. This survey shows that the percentage of 12th
grade students who reported using barbiturates in the previous 30 days declined from 4. Use and abuse have
declined greatly in recent years, however. Barbiturates, like benzodiazepines, impair performance in a
dose-dependent manner on a wide range of psychomotor tasks. For example, neuronal nAChR channels are
blocked by clinically relevant anaesthetic concentrations of both thiopental and pentobarbital. Tolerance and
dependence[ edit ] Main article: Barbiturate dependence With regular use, tolerance to the effects of
barbiturates develops. What are barbiturates? Consequently, there are several classes ofâ€¦ Barbiturates are
classified according to their duration of action. For example, the anticonvulsant effects of phenobarbital are
associated with significant sedation 53 , and the anesthetic effects of pentobarbital with respiratory depression.
Neil Harrison, Wallace B. An additional interesting effect of barbiturates is direct gating of the channels, i.
Researchers have identified and cloned a seemingly infinite number of potassium channels. Similarly to
benzodiazepines, the longer acting barbiturates produce a less severe withdrawal syndrome than short acting
and ultra-short acting barbiturates. By this measure, in , only 0. This may involve administration of
methohexital to localize epileptic foci, or it may involve intracarotid administration of sodium amobarbital 
Barbiturates can in most cases be used either as the free acid or as salts of sodium, calcium, potassium,
magnesium, lithium, etc. The a subunit isoform influences agonist potency 34 and BZ pharmacology 24,
Interestingly, sedative effects of barbiturates and benzodiazepines are considered pleasurable by individuals
who have a history of drug abuse, while the same or similar effects are considered unpleasant by most
individuals who lack an extensive history of drug use 13, Barbiturates bind to the GABAA receptor at multiple
homologous transmembrane pockets located at subunit interfaces, [19] which are binding sites distinct from
GABA itself and also distinct from the benzodiazepine binding site. The longest-acting barbiturates have
half-lives of a day or more, and subsequently result in bioaccumulation of the drug in the system. Codeine -
and Dionine -based salts of barbituric acid have been developed. Neuronal N-type calcium channels are also
barbiturate-sensitive 17 , and inhibition of these channels may be relevant to the presynaptic effects of
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barbiturates to decrease the output of excitatory transmitter at certain synapses  It has been used effectively for
almost 50 years, and continues to be used by many centers today 54, Fast facts on barbiturates Here are some
key points about barbiturates. Efficacy studies of barbiturates on sleep are reviewed by Mendelson 40, The
broad class of barbiturates is further broken down and classified according to speed of onset and duration of
action. It is often mistaken for " truth serum ", or sodium amytal , an intermediate-acting barbiturate that is
used for sedation and to treat insomnia, but was also used in so-called sodium amytal "interviews" where the
person being questioned would be much more likely to provide the truth whilst under the influence of this
drug.


