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similar to that of your work. We think that 

most of the papers that studied the asso-

ciation HCV    −    DM suff er from selection 

bias. Th at is, in most of those papers, the 

subjects enrolled in the study have HCV 

diagnosed because they had elevated ALT 

and / or AST (quite common in HCV diag-

nostic pathway to evaluate HCV only if 

there are abnormal ALT and / or AST). High 

ALT / AST are oft en due to non-alcoholic 

fatty liver disease / steatohepatitis (NAFLD /

 NASH), which are associated with DM ( 3 ). 

High ALT / AST more frequent in HCV and 

associated with DM are a confounder of 

the association HCV – DM. In our paper, we 

screened a random population sample for 

HCV, eliminating this type of selection bias 

 a priori . Furthermore, we stratifi ed and 

controlled for ALT in the statistical models 

in table 4, evidencing and eliminating the 

bias  a posteriori . Th is type of selection bias 

can happen not only in case – control / cross-

sectional studies, but also in cohort stud-

ies, and can be eliminated either by design, 

assembling carefully the cohort (screening 

for HCV, for example), or statistically, con-

trolling for the selection variable stratify-

ing or modeling. Th anks for giving us with 

your letter the opportunity to explain bet-

ter our results. 

 In our paper, DM is associated inversely 

with female gender (table 3 and table 4 — 

model B). However, we did not study the 

interaction of HCV with gender, therefore 

we do not know if female gender protects 

subjects with HCV from DM more than 

male gender. 

 Anti-HCV antibodies taken in 1985 were 

measured   retrospectively ( 4 ). We thank 

the Authors of the letter for clarifying that 

point of our paper. 
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  To the Editor:  Carroccio  et al.  ( 1 ) have per-

formed an excellent study and contributed 

to the diff erential diagnosis between celiac 

disease and gluten sensitivity. However, the 

title of their article is not entirely correct as 

they have claimed to have explored  “ a new 

clinical entity ” . In 1980, Trevor Cooke ’ s 

group in Birmingham, UK, described 

very clearly patients with gluten-sensitive 

diarrhea without evidence of celiac disease 

( 2 ). We have observed children and adult 

patients with chronic diarrhea, bloating, 

abdominal pain, nausea, headaches, with 

normal small intestinal biopsy specimens, 

and absence of celiac disease antibodies 

who responded dramatically to a gluten-

free diet. At the present time, it seems that 

non-celiac wheat or gluten sensitivity may 

not be an entity but a syndrome as there 

is some evidence that the pathogenesis of 

this non-celiac gluten sensitivity is diverse 

in diff erent patients. It is clear that few 

children and adults may suff er from glu-

ten allergy where immunoglobulin-E is 

involved, but in the rest of the patients the 

intolerance may be manifested by abnor-

mal permeability and abnormalities in the 

innate immunity ( 3,4 ) and yet another 

group by intolerance to other components 

of wheat and not related to the presence of 

celiac-toxic peptides ( 5 ). 

 One of us (ECR) has used to classify 

patients with non-celiac gluten sensitiv-

ity by the eponym of Cooper ’ s disease in 

honor to the fi rst author of the 1980 article. 

In retrospect, we believe that this entity or 

syndrome can be called Cooper and Cooke 

to pay credit to the long-life dedication of 

Trevor Cooke ’ s to small intestinal disease 

and for having so clearly documented glu-

ten-sensitive diarrhea without evidence of 

celiac disease or gluten allergy. 
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