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Terfenadine ineffective in the prophylaxis of 
exercise-induced pruritus 

S. B. Duffull, ANZCP, and E. J. Begg, FRACP Christchurch, New Zealand 

We studied a case of a 41-year-old man who suf- 
fered from pruritus while he was running. This pru- 
ritus was diagnosed as a mild form of cholinergic 
urticaria. 

The exact mechanism of cholinergic urticaria is un- 
known, but it is believed to be initiated by an increase 
in body temperature (by 0.7” to 1” C), which triggers 
a cholinergic response and subsequent release of his- 
tamine from mast cells.’ The focus on histamine as 
an important mediator followed studies of increases 
in the concentrations of histamine in patients with 
cholinergic urticaria,* in some cases, from eightfold 
to 25fold, 15 to 30 minutes after exercise.3. 4 The 
degree of response does not, however, appear to be 
closely related to the concentration of histamine.4 

When cholinergic urticaria is induced by exercise, 
an initial response is usually observed after 6 minutes 
(pruritus and mild urticaria). At 12 minutes, urticaria 
develops, and the maximal response that may include 
angioedema is observed at 25 minutes.3 Recovery, in 
individuals not suffering angioedema, normally takes 
2 to 4 hours, and resolution of symptoms subsequent 
to anaphylaxis may take as long as 48 hours. 

Given the involvement of histamine as a mediator 
and the recent availability of nonsedating HI-receptor 
antagonists, such as terfenadine, we postulated that 
exercise-induced pruritus may respond to these 
agents. The sedating properties of the histamine-re- 
ceptor antagonists, such as hydroxyzine and ketotifen, 
make them less appealing for use during exercise. 

We performed a trial of the use of terfenadine as 
prophylaxis against the occurrence of pruritus. This 
study was done in a prospective, randomized, double- 
blind, and placebo-controlled fashion in a 4 1 -year-old 
man who invariably suffered symptoms starting about 
5 minutes into a run. An unmarked capsule containing 
either 60 mg of terfenadine or lactose was adminis- 
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TABLE I. The distance measured (in 
millimeters) from the “no itching” end of 
the VAS after treatment with terfenadine 
and placebo 

Terfenadine (mm)* Placebo (mm)t 

72 74 
79 66 
71 83 
69 71 
66 79 

*Mean, 71.4 mm; SEM, 2.15; 95% Cl, 65.45 to 77.35. 
tMean, 74.6 mm; SEM, 2.95; 95% Cl, 66.41 to 82.8 (p = 0.2; 

(Y = 0.05; p = 0.13). 

tered 2 hours (time to maximum blood concentration) 
before a run on 10 separate occasions. 

Immediately after the run, the subject was in- 
structed to indicate on a VAS the position that best 
represented the degree of pruritus. The VAS was a 10 
cm line, without graduations, the ends of which were 
labeled “no itching” and “maximum degree of itching 
(Fig. l).” The results were analyzed by measuring 
the position of the markings (in millimeters) from the 
“no itching” end of the scale (Table I). 

The results were analyzed with a two-way Student’s 
unpaired t test. There was no statistical difference 
(p = 0.2) between the terfenadine-treated (mean, 
71.4 mm; 95% CI, 65.45 to 77.35) and placebo- 
treated (mean, 74.6 mm; 95% CI, 66.41 to 82.8) 
groups. A power analysis of the results (a = 0.05) 
revealed that the study was capable of detecting a 
difference between the terfenadine and placebo treat- 
ments of as little as 9%. There were no side effects 
reported with either placebo or terfenadine treatment, 
and no demonstrable decrement in running perfor- 
mance . 
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FIG. 1. VAS. 

This small, but comprehensive, trial of one case 
illustrates the ineffectiveness of terfenadine in pre- 
venting even mild forms of cholinergic u&aria. A 
previous single-case study, not set up in a trial fashion, 
described the ineffective use of terfenadine and hy- 
droxyzine in the treatment of a severe cholinergic ur- 
ticaria. Other studies with hydroxyzine have been 
conflicting.4 The lack of effect displayed by terfena- 
dine treatment may cast some doubt on the exact role 
of histamine in the etiology of this condition. It is 
clear that additional controlled studies are required to 
clarify probable mediators and the most effective 
treatment. 
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