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The changing face of 
coeliac disease and 
shared genetic traits
Sir,
In acknowledgement of the changing 
face of coeliac disease (vol 69(2), 2008, 
p. 84), patients with disorders such as 
type 1 diabetes and Addison’s disease, 
which are both characterized by genetic 
traits which they share with coeliac dis-
ease, should be screened for the latter 
disorder. 

For example both type 1 diabetes and 
coeliac disease are strongly linked to hap-
lotype DQ2 of the HLA system (Bao et al, 
1999; Hansen et al, 2006), and the two 
disorders co-exist more frequently than 
would be expected by chance (Van Heel 
and West, 2006; Goh and Banerjee, 2007). 
Consequently, in the UK, where coeliac 
disease has a prevalence of 0.99% (95% 
confidence interval (CI) = 0.74–1.29) 
among children, and 1.2% (95% CI = 
0.9–1.4) among adults (Van Heel and 
West, 2006), a 4.4% prevalence of biopsy-
proven coeliac disease has been document-
ed in a clinic-based population of 113 

children and adolescents with type 1 diabe-
tes (Goh and Banerjee, 2007). 

Even in Denmark, where the prevalence 
of paediatric coeliac disease is only 
1:10 000 (Sjoberg and Eriksson, 1999), a 
strictly population-based study identified 
a 12.3% (95% CI = 8.6–16.9) prevalence 
of biopsy-proven coeliac disease among 
269 diabetics aged <16 years (Hansen et 
al, 2006). However, as recently as 2003, in 
a debate about the merits of screening for 
coeliac disease in children with type 1 dia-
betes, doubts were expressed about the 
long-term outcome of subclinical coeliac 
disease in such children (Freemark and 
Levitsky, 2003). 

Since then evidence has emerged, exem-
plified by the outcome of implementation 
of a gluten-free diet in children with type 
1 diabetes who had screening-detected 
coeliac disease, arguably justifying coeliac 
disease screening in patients with type 1 
diabetes (Hansen et al, 2006). Initially, in 
that study, diabetic children with coeliac 
disease had a lower score for weight and 
height than counterparts without coeliac 
disease. Nevertheless, over a period of 
2 years, gluten-free diet resulted in weight 
gain, an increase in height in those aged 
<14 years, and also an increase in haemo-

globin and serum ferritin levels although 
glycosylated haemoglobin levels remained 
unchanged (Hansen et al, 2006). 

Haplotype DQ2 of the HLA system is 
also shared between coeliac disease (Green 
and Jabri, 2003) and Addison’s disease 
(Myhre et al, 2002), and this may account 
for the finding that 0.25% of 15 439 indi-
viduals with coeliac disease had a diagnosis 
of Addison’s disease before or after diagno-
sis of coeliac disease vs the reference popu-
lation matched for age, sex, calendar year 
and county in whom only 0.02% of indi-
viduals had a diagnosis of Addison’s disease 
before or after study entry. Individuals with 
coeliac disease were also shown to have an 
11-fold increased risk of subsequent 
Addison’s disease (hazard ratio (HR) = 
11.4; 95% CI = 4.4–29.6). Conversely, 
individuals with Addison’s disease were 
shown to be at an eight-fold increased risk 
of subsequent coeliac disease (HR = 8.6; 
95% CI = 3.4–21.8) (Elfström et al, 2007). 
Accordingly, the authors of the study rec-
ommended that individuals with Addison’s 
disease should be screened for coeliac dis-
ease, and that there should be an increased 
awareness of Addison’s disease in individu-
als with coeliac disease (Elfström et al, 
2007).
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Caution is still needed 
when prescribing 
atypical antipsychotics
Sir
The recent article in your journal by Khan 
and Tham (vol 69(3), 2008, p. 171) use-
fully highlights a case of neuroleptic 
malignant syndrome associated with the 
atypical antipsychotic drug quetiapine.

The disorder catatonia, which shares 
common features with neuroleptic malig-
nant syndrome, was first described by 
Kahlbaum in 1874, and neuroleptic 
malignant syndrome itself was first 
described in the 1960s. Neuroleptic 
malignant syndrome is indeed well recog-
nized to be associated with use of typical 
antipsychotic drugs (Carey et al, 2001). I 
would suggest, however, that atypical 
antipsychotic drugs are perhaps less free 
of blame in this regard than was suggested 
by Khan and Tham.

A useful review in the American Journal 
of Psychiatry (Hasan and Buckley, 1998) 

described nine cases of neuroleptic malig-
nant syndrome associated with clozapine 
use and eight with risperidone use. In 
clinical psychiatric practice we quite often 
see significant autonomic dysregulation 
and, at times, elevation of creatinine 
kinase levels in association with clozapine 
use.

Atypical antipsychotic drugs represent 
a substantial advance, and help many 
with schizophrenia to lead active and 
enjoyable lives in the community, but 
they should still be prescribed cautiously 
– and this article well described their 
dangers in overdose.
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