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To the Editor:
We would like to comment on a paper by Kahn and colleagues1 which
presented a case of alcohol withdrawal requiring very high lorazepam
doses. Lorazepam is often considered the drug of choice in these cases.
The reasons cited in the literature include that lorazepam is able to reduce
alcohol withdrawal symptoms and that because it undergoes
glucuronidation,2 it is adequate for treatment of patients with liver disease
or in those with unknown liver function status.3 However, there is a dearth
of well-controlled studies which compared the efficacy of this
benzodiazepine in relation to other drugs in its class. Hence, current
scientific knowledge does not permit the determination of the advantages
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in using lorazepam for treating alcohol withdrawal in comparison to other
benzodiazepines.
Here we argue that it is quite possible that lorazepam administration
differs from that of other classic benzodiazepines in alcohol withdrawal
because this drug has an atypical effects profile.4,5 Lorazepam has been
shown to lead to different effects when compared to other
benzodiazepines in animal discrimination studies,6,7 human implicit
memory,8 electroencephalogram fast activity,9 short latency afferent
inhibition,10 visual perception,11,12 and event-related potentials. This
occurred even when the doses of lorazepam and of the other
benzodiazepine to which it was compared were equated following strict
criteria.13 The medications also presented opposite rapid eye movement
(REM) sleep effects in different mice strains while leading to equivalent
changes in non-REM sleep.14
The reason for the difference in effects of lorazepam and other
benzodiazepines is unclear. We have previously suggested that the most
convincing justification for lorazepam’s atypical effects is that it may
display specific binding profiles to as yet uncharacterized receptors, since
this has proven true for drugs that have qualitative different effects from
others in their class.4,5 It is thus possible that lorazepam may in some way
elicit specific effects in alcohol withdrawal that are not verified with other
benzodiazepines.
In addition to the mechanisms well discussed by Kahn and colleagues1 by
which benzodiazepines have positive action in alcohol withdrawal, these
drugs may be effective in part due to their capacity to reduce
homocysteine,15 elevated levels of which are considered a risk factor for
the occurrence of alcohol withdrawal seizures.16,17 If this reduction is
confirmed after repeated dosing in actively drinking patients, it should be
considered that benzodiazepines may be especially efficacious in treating
those with hyperhomocysteinemia. Furthermore, different levels of this
amino acid may explain the vastly different doses of benzodiazepines
needed to treat alcohol withdrawal in different individuals as shown in the
article by Kahn and colleagues.1
Further studies are needed to determine whether lorazepam has the same
profile in the treatment of alcohol withdrawal syndrome as other
benzodiazepines, since this drug has been shown to have an atypical
effects profile.18 Also, part of the effectiveness of benzodiazepines,
including lorazepam, in alcohol withdrawal may stem from their capacity
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to decrease homocysteine by an as yet unknown mechanism that should
be investigated further in order to better treat this syndrome.
Sincerely,
Sabine Pompéia, BS
Vania D’Almeida, BS
Sergio Tufik, MD
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