
Review: Ben ariiazepines are more effective than neuroleptics in
reducing delirium and seizures in alcohol withdrawal
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Objective
ibdetermine, using meta-analysis, the
appropriate pharmacologic manage-

eht of alcohol withdrawal.
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sources
Studies were identified by searching
MEDLINE (1966 to June 1995) us-
ing die terms substance withdrawal
syndrome and ethyl alcohol. Bibliog-
raphies of studies and review articles
were also examined.

Study selection
Controlled trials that studied humans
and reported clinical end points.

Data extraction
Data were extracted on the interven-
tions, study quality, and patient out-
comes. Patient outcomes were severity
and rates of the alcohol withdrawal syn-
drome, delirium, seizures, and comple-
tion of withdrawal; entry into rehabili-

: tarjon; adverse events; and costs.

:: Commentary „

: Mayo-Smith and colleagues have produced
i: a useful meta-analysis, and the resulting
:;i guidelines are applicable to psychiatry, pri-
i rouy care, internal medicine, and surgery
:[ Two medications used in Europe, chlor-
:; rnethiazole and meprobarnate, were shown
.; to be effective in reducing sigas and syrnp-
-_ toms of alcohol withdrawal but were not
.;. included because the reductions found in
-- seizures and delirium were not shown to be
' statistically significant.
•: The meta-analysis also shows that, when
: fixed-dose regimens of benzodiazepines are
:•• compared with symptom-triggered dosing
(symptoms rated according to a mirse-admin-

\ istered withdrawal rating scale), clinical fea-
l tures, including seizures, are well controlled
| and the total dose taken by die patient tends
j to be less. This treatment procedure, used in
[ conjunction with the Clinical Institute With-

Main results
42 medications were identified in 143
trials. 65 controlled trials were included
in the meta-analysis. All 6 placebo-con-
trolled trials of benzodiazepines showed
reduced signs and symptoms of alcohol
withdrawal. Benzodiazepines were bet-
ter than placebo at reducing delirium
(risk difference [RD] 4.9 fewer cases of
delirium/100 patients, F=0.04) and sei-
zures (RD 7.7 fewer cases/100 patients,
P < 0.001) (Table). Long-acting benzo-
diazepines showed a trend toward fewer
seizures (P=0.07) compared with short-
acting benzodiazepines. 2 studies
showed that symptom-triggered dosing
was as effective as fixed-dose therapy, but
symptom-triggered dosing uses less
medication and has a shorter duration
of treatment. Neuroleptic agents, in-
cluding phenothiazin.es and haloperidol,
were less effective than benzodiazepines
for reducing delirium (RD 6.6 more

cases of delirium/100 patients, P=0.002)
and seizures {RD 11.4 more cases/100
patients, P < 0.001). p-Blockers and
clonidine have been shown to reduce
peripheral signs and symptoms of alco-
hol withdrawal, but evidence is insuffi-
cient to show reductions in delirium or
seizures. Magnesium has not been
shown to be effective in the manage-
ment of alcohol withdrawal.

Conclusion
Benzodiazepines are more effective than
phenothiazines in reducing delirium and
seizures in patients with alcohol with-
drawal and are recommended as first-
line treatment for this condition.
Source of funding: No external funding.

For article reprint: Dr. M.F. Mayo-Smith,
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Abstract and Commentary aiso published in
ACP Journal Club. 1998; 128:8.

Benzodiazepines vs placebo for alcohol withdrawal*

Outcomes

Delirium

Seizures

Benzodiazepines
weighted EER

2.1%

0.9%

Placebo
weighted CER

8.7%

5.7%

RRR
(95% CI)

83%
(41 to 95)

80%
(23 to 95)

Weighted
ARR
6.6%

4.8%

NNT
(CD
16

(10 to 39)

21
(12 to 123)

'Abbreviations defined in Glossary; RRR, ARR, NNT, and CI calculated from data in article.

cirawal Assessment-Alcohol (revised) (1)
(which is designed to evaluate the severity of
the alcohol withdrawal sundrome), is recom-
mended in this guideline.

The meta-anaiysis does not review the rela-
tive benefits of inpatient compared with
outpatient withdrawal from alcohol. If the
withdrawal is to be assisted by medication,
then the conclusions of the authors are help-
ful: Rapid-acting benzodiazepines are more
likely to be abused and are therefore less ap-
plicable to outpatient treatment. It is also
noteworthy that the more gradual action of
longer-acting benzodiazepines may help ex-
plain why they have been shown to be more
protective against seizures than shorter-
acting benzodiazepines.

One point of great practical importance in
managing alcohol withdrawal patients was
outside the scope of this meta-analysis and

guideline. Early treatment with benzodiaz-
epines helps prevent' serious complications.
Too often in the general hospital, delirium
develops before alcohol withdrawal is diag-
nosed, and management is then much more
difficult Guidelines are also needed on the
use of interviews and blood tests to detect
alcohol problems in the general hospital
setting.

Jonathan Chick, MA, MPhil, MB, ChB
Royal Edinburgh Hospital
Edinburgh, Scotland, UK

Reference
\. Sullivan JT, Sykora K, Schneiderman J,

Naranjo CA, Sellers EM, Assessment of alco-
hol withdrawal: the Revised Clinical Institute
Withdrawal Assessment for Alcohol scale
(CIWA-Ar). BrJ Addict. I989;84:1353-7.

mry 1998) ividence-Based M e t a e January/February 1998 Therapeutics 11

 on M
ay 17, 2023 by guest. P

rotected by copyright.
http://ebm

.bm
j.com

/
E

vid B
ased M

ed: first published as 10.1136/ebm
.1998.3.11 on 1 F

ebruary 1998. D
ow

nloaded from
 

http://ebm.bmj.com/

