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TO THE EDITOR: Gawarammana et al
present an interesting study of premedi-
cation to prevent adverse reactions to
snake antivenom,1 but I have concerns
with the data presentation and analysis.
The 95% confidence intervals pre-
sented in Box 3 of their article are
impossibly narrow. For example, recal-
culation of the first cell (hypotension
rate for treatment A) by the binomial
method gives a 95% confidence interval
of 12%–62%, not 30%–36% as pre-
sented. Also, my analysis of the aggre-
gate endpoint differs. Using the Fisher
exact test to compare reaction rates in
the hydrocortisone + antihistamine
group (11/21) with placebo (13/16), for
the difference in proportions of 0.29 I
obtain a 95% confidence interval of
� 0.04 to 0.58. This has a P value of
0.14 using a 2-tailed test, according to
the program Analyse-it.2

This comes as no surprise given that

histamine is just one of many mediators
released during anaphylaxis, rising early
and only transiently during severe and
protracted anaphylactic reactions.3

Although antihistamines reverse the
effects of histamine infusions which
mimic anaphylaxis, animal studies indi-
cate that they are ineffective for treating
anaphylaxis mediated by mast-cell
degranulation.4,5

Human studies have shown that H1
blockade is useful in preventing mild reac-
tions to immunotherapy that are confined
to the skin, but do not appear to prevent
severe reactions.6,7 One human study has
compared H1 + H2 blockade with H1-
only blockade for the management of
mild allergic reactions, finding a small
benefit of combined H1 + H2 blockade.8

However, a confounder was that adrena-
line was administered more frequently in
the combined H1 + H2 antihistamine
treatment group. A study of reactions to
immunotherapy has failed to show any
benefit from H1 + H2 blockade.7

I suspect that, instead of proceeding
to study combination prophylaxis with
antihistamines, steroids and adrenaline,
it might be better to examine the prepa-
ration for and management of allergic
reactions to antivenom. Many doctors
fear intravenous adrenaline infusions,
but in our experience this approach to
managing anaphylaxis is safe, well toler-
ated and immediately effective, without
the unpredictable, unpleasant, and (in
the setting of venom-induced coagulo-

sometimes seen with intramuscular,
subcutaneous and intravenous bolus
injections.9 Perhaps it is time for a trial
of premedication with subcutaneous
adrenaline versus an “as required”
approach using a carefully titrated intra-
venous infusion.
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IN REPLY: Brown has pointed out
some interesting observations about
antihistamines and mediators such as

Correction
Re: “Parallel infusion of hydrocortisone ± chlorpheniramine bolus injection to prevent acute adverse reactions to antivenom
for snakebites”, by Gawarammana IB, et al in the 5 January issue of the Journal (Med J Aust 2004; 180: 20-23). As a result
of a programming error, the confidence intervals in Box 3 of the article were incorrect. Box 3 should be as follows.

3: Reactions to antivenom and time from antivenom infusion to reaction

Reaction

Treatment A (n=10) Treatment B (n=21) Treatment C (n=16)

Mean time 
(min)

Patients Mean time 
(min)

Patients Mean time 
(min)

Patients

No. % (95% CI) No. % (95% CI) No. % (95% CI)

Hypotension (< 120/80 mmHg) 43 5 33% (15%–58%) 26 8 38% (21%–59%) 22 9 56% (33%–77%)

Tachycardia (> 80/min) 42 5 33% (15%–58%) 18 7 33% (17%–55%) 16 10 63% (39%–82%)

Rigors 90 1 7% (1%–30%) 38 6 29% (14%–50%) 16 3 19% (7%–43%)

Itching 25 10 67% (42%–85%) 16 10 48% (28%–68%) 13 10 63% (39%–82%) 

Urticaria 32 10 67% (42%–85%) 19 8 38% (21%–59%) 15 12 75% (51%–90%)

Dyspnoea 15 2 13% (4%–38%) — 0 — — 16 5 31% (14%–56%)

Treatments: A, hydrocortisone and placebo; B, hydrocortisone and chlorpheniramine; C, placebo and placebo.
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