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TO THE EDITOR: I read the update meta-analysis from biomedical 
literature about MTHFR ’polymorphisms and the CML’ risk, published 
by Turki et al. in the Apr issue of “La Tunisie Médicale” (1) with 
interest, and I congratulate the authors for their reported meta-
analysis. However, I have some comments on the presentation of 
the methodology (Methods section, page 287, left column - 2nd 
paragraph):
1. The authors stated: «The heterogeneity was determined by calculating 
I² metric statistic. I²<I²50% were interpreted as low, moderate, and high 
degrees of heterogeneity, respectively (reference 19).» 
This concept is not accurate. Lopez Lopez’s reference 19 does not 
mention the origin of this concept. Lopez Lopez should have quoted 
the reference of Higgins (2) who introduced this concept in 2003, 
which remains an opinion of expert (level 5 of evidence according to 
the Oxford classification). The same author Higgins with Borenstein 
and others published an article with the title of « I² is not an absolute 
measure of heterogeneity « (3).
In fact, heterogeneity is assessed by the variation of the true effect 
size which is provided by the 95% Predictive Interval (4,5) and its 
variance Tau squared (Tau²). The 95% predictive interval is an index 
of dispersion while the confidence interval is an index of precision. 
2. The authors also stated: «When no heterogeneity was found with 
p >0, 05 or I² < 50%, a fixed effect model was chosen to estimate the 
pooled ORs with their corresponding 95%CIs. Otherwise, a random-
effects model was used (reference 20).   
This concept is not accurate. When dealing with different populations, 
the Random Model must always be applied, whatever the I², which is 
what the authors did in Figures 2A and 2B. Indeed, there is no place 
for the fixed model in this context (6). 
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