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I have carefully read this new manuscript.   This manuscript is a reasonable extension 

of a prior study by the authors.        My major questions are summarized below:  1) 

My major concern is that the authors have greatly extrapolated their results.   

Emphasis is placed on the “traditional” suggestion that type 1 diabetes is an 

“autoimmune” disorder.  Do the authors have information to support the view (from 

multiple other disorders) that exposure to an environmental agent or factor in an 

individual with a genetic predisposition may lead to a chronic disease?  Specifically do 

the authors have sufficient data to look for a Birth Cohort Effect?   2) The authors could 

more systematically describe how factors potentially related to national economic 

prosperity might function as an environmental agent or factor, such as obesity, rates of 

immunization (? inadequate blocking antibodies), nutritional factors, and population 

density. 3) Page 14, line 372:  “epidemiological studies of T1D …to determine genetic 

and environmental factors”.  It is unlikely that epidemiological or demographic studies 

will prove cause and effect, but certainly epidemiological and demographic studies can 

provide evidence to develop a hypothesis to then be further tested.  4) In Limitations, 

page 15, consider describing the geographical distribution of the 26 countries that were 

used to generate the major results. 
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