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Comment on: Hemochromatosis (HFE) 
gene mutations (H63D and C282Y) and 
iron overload in beta-thalassemia major

To the Editor

We read with interest the study reported by Sharif 
et al.1 They concluded that “H63D polymorphism 
is associated with iron overload in BTM patients.”1 

Indeed, there ae several factors that relates to the 
iron overload in BTM patients. There are also other 
underlying genetic factors that might superimpose the 
iron overload. The concurrent hemoglobin E disorder 
is a good example.2 In addition to genetic factors, the 
iron overload might be affected by basic thalassemia 
therapy including polytransfusion treatment and its 
accompanied chelation therapy.3 Those factors have 
be controlled and recognized before conclusion of 
the effect of the HFE polymorphisms. Nevertheless, 
if we focus on HFE polymorphism as a single factor 
regardless other possible confounding factors, the basic 
molecular change due to each HFE polymorphism can 
well explain the observation by Sharif et al.1 Based on 
the quantum molecular weight calculation as presented 
in the previous referencing publications,4,5 the molecular 
weight changes HFE H63D and C282Y are <22 and 
+60 g/Mol, respectively. The decreased molecular weight 
in H63D is contrast to increased molecular weight 
in C282 Y  and it can be a clue for explanation the 
observed increased chance for iron overload in H63D.

Sora Yasri 
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Bangkok Thailand
Viroj Wiwanitkit

Patil University
Pune, India

Reply from the Author

     Thanks for your interest in our article. In the methods 
section), we mentioned that the patients having any 
other hemoglobinopathy disorder (such as HbE) were 
excluded from the study. There are also other factors 
other that genetics such as polytransfusion treatment 
that cause iron overload. We mentioned this, in the 
introduction and in last paragraph of the discussion, 
and this factor is much difficult to be controlled in 
thalassemia major patients.

Molecular weight changes may increase chance 
for iron overload in H63D (as mentioned in 
correspondence) but, it is out of the scope of our study. 
We thank you for your valuable discussion/comments.
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Lahore, Pakistan

References

  1.	 Sharif Y, Irshad S, Tariq A, Rasheed S, Tariq MH. Association 
of frequency of hereditary hemochromatosis (HFE) gene 
mutations (H63D and C282Y) with iron overload in beta-
thalassemia major patients in Pakistan. Saudi Med J 2019; 40: 
887-892.

  2.	 Vichinsky E. Hemoglobin e syndromes. Hematology Am Soc 
Hematol Educ Program 2007: 79-83.

  3.	 Shah FT, Sayani F, Trompeter S, Drasar E, Piga A.Challenges 
of blood transfusions in ß-thalassemia. Blood Rev 2019; 37: 
100588.

  4.	 Joob S, Guran M. Letter to editor: Endothelial nitric oxide 
synthase Glu 298 Asp (G894T) and risk factors for coronary 
heart disease. Adv Lab Med Int 2019; 9: 25-27.

  5.	 Joob S, Guran M. Letter to editor: G12V and G12C mutations 
in the gene KRAS and association with prognosis in primary 
colorectal cancer. Adv Lab Med Int 2019; 9: 28-30.

Correspondence

doi: 10.15537/smj.2019.11.24579

http://www.smj.org.sa/index.php/smj/index
https://doi.org/10.15537/smj.2019.9.24482
https://doi.org/10.15537/smj.2019.9.24482
https://doi.org/10.15537/smj.2019.9.24482
https://doi.org/10.15537/smj.2019.9.24482
https://doi.org/10.15537/smj.2019.9.24482
https://doi.org/10.1182/asheducation-2007.1.79
https://doi.org/10.1182/asheducation-2007.1.79
https://doi.org/10.1016/j.blre.2019.100588
https://doi.org/10.1016/j.blre.2019.100588
https://doi.org/10.1016/j.blre.2019.100588
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&uact=8&ved=2ahUKEwiU5-OuhYrlAhULtRoKHSMvCcMQFjAAegQIABAB&url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpmc%2Farticles%2FPMC6303524%2F&usg=AOvVaw0ifsmpL6Vt0PpYQVQRc3LH
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&uact=8&ved=2ahUKEwiU5-OuhYrlAhULtRoKHSMvCcMQFjAAegQIABAB&url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpmc%2Farticles%2FPMC6303524%2F&usg=AOvVaw0ifsmpL6Vt0PpYQVQRc3LH
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&uact=8&ved=2ahUKEwiU5-OuhYrlAhULtRoKHSMvCcMQFjAAegQIABAB&url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpmc%2Farticles%2FPMC6303524%2F&usg=AOvVaw0ifsmpL6Vt0PpYQVQRc3LH
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&uact=8&ved=2ahUKEwi4o7-8hYrlAhUqy4UKHce9BmIQFjAAegQIABAB&url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpubmed%2F31309326&usg=AOvVaw3JPojkEYyrhYGPyV-L_q7P
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&uact=8&ved=2ahUKEwi4o7-8hYrlAhUqy4UKHce9BmIQFjAAegQIABAB&url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpubmed%2F31309326&usg=AOvVaw3JPojkEYyrhYGPyV-L_q7P
https://www.google.com/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&uact=8&ved=2ahUKEwi4o7-8hYrlAhUqy4UKHce9BmIQFjAAegQIABAB&url=https%3A%2F%2Fwww.ncbi.nlm.nih.gov%2Fpubmed%2F31309326&usg=AOvVaw3JPojkEYyrhYGPyV-L_q7P

