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Letters to the Editor

Chronic fatigue syndrome and nickel allergy

Dear Sir

Recently, Marcusson et al. (1) reported a signifi-
cantly higher prevalence of nickel sensitivity, espe-
cially in women, in a group of patients with
chronic fatigue syndrome (CFS), compared to
healthy controls; this interesting finding was dis-
cussed as a possible result of neuroimmunological
abnormalities. However, particularly in the case of
epidemiological findings not (yet) supported by ex-
perimental or clinical data, careful consideration
should given to the possibility of (i) chance (ii) bias
or (iii) faults in the study design, which might ex-
plain such results.

Multiple testing without Bonferroni or similar
adjustment may have compromised the validity of
statistical analysis in the study, i.e., chance can
possibly not be ruled out as having led to the im-
pression of a significant association. However,
much more importantly, the 3rd possibility seems
to hold true for this small case-control study.
While no mention was made concerning the ex-
clusion of persons with a “history of metal allergy”
in the case group, i.e, these persons will have im-
plicitly been included, this particular subset was ex-
plicitly excluded in the control group (p. 269).

There is, however, no doubt that a history of
metal intolerance is the most important (albeit nei-
ther fully sensitive nor specific (2)) clinical sign of
nickel allergy, which is often acquired by the wear-
ing of imitation jewelery — and thus most often
found in young women (3). Therefore, a strong ar-
tifactual difference beetween the proportion of

nickel-allergic persons was introduced between
case and control groups by design, which does not
allow any conclusion to be drawn.

Furthermore, the lack of a significant difference
in the prevalence of other metal allergies noted by
Marcusson et al. (1) could be explained by the fact
that these are not as strongly, or not at all, associ-
ated with a history of metal intolerance (3), which
means that the pre-selection process had no
(strong) effect on the prevalence in the control
group — and thus no seeming association to CFS
was observed.

Yours sincerely

Wolfgang Uter

Department of Dermatology, Environmental
Medicine and Health Theory

University of Osnabriick

Sedanstrasse 115

D-49068 Osnabriick

Germany
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Reply

Dear Sir

When we wrote the paper on nickel allergy and
chronic fatigue syndrome (CFS) (1) and inter-
preted our results, we were quite aware of the the

pitfalls with regard to chance and bias. In the dis-
cussion, however, we chose to focus on the possible
implications of our results rather then dwelling on
methodology.
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The prevalence of nickel allergy in the control
group was 19% in the actual paper (1), which
should be compared with the prevalence of 17%
in a previous study (2). The latter control group
consisted of patients having undergone patch test-
ing due to various dermatological conditions, and
the former control group consisted of healthy un-
related subjects recruited by the CFS patients and
hospital staff.

As can be be seen, the difference between the 2
control groups is negligible. The control subjects
have been recruited from the same area of Stock-
holm but on different occasions. Therefore, we do
not think that the control group has influenced our
results that much.

Design of the study and the statistics can be dis-
cussed indefinitely, but we think that the best way
to get further is to perform a similar study at an-
other centre.

Jan A. Marcusson

Gudrun Lindh

Birgitta Evengdrd

Departments of 'Dermatology and 2Infectious
Diseases

Huddinge University Hospital

SE-141 86 Huddinge

Sweden

References

1. Marcusson J A, Lindh G, Evengard B. Chronic fatigue syn-
drome and nickel allergy. Contact Dermatitis 1999: 40: 269
272.

2. Marcusson J A. Contact allergies to nickel sulfate, gold
sodium thiosulfate and palladium chloride in patients
claiming side-effects from dental alloy components. Con-
tact Dermatitis 1996: 34 323.



