Dear Professor Abd El-Aty, 
We would like to submit our manuscript entitled “Increased expression level of ANGPTL8 in White Adipose tissue under Chronic Cold Treatment” to be considered for publication as a Research Article in the Journal of Lipid in Health and Disease. 
Triglyceride partitioning and metabolism is a highly regulated process by several proteins that regulate LPL activity, mainly members of the Angiopoietin like protein (ANGPTL) family as well as others such as apolipoprotein CIII. ANGPTL proteins are either exclusively expressed in the liver such as ANGPTL3 or expressed by the liver, adipocytes, and other tissues such as ANGPTL4 and 8. In addition to their role in energy storage, adipocytes release various signals that regulate whole body metabolism. Brown adipose tissue facilitates the mitochondrial heat production through a non-shivering mechanism that uncouples ATP production from substrate metabolism. Moreover, shifting white adipocytes into brown or beige adipocytes is a field of high value as it constitutes a mechanism to increase energy expenditure and enhance metabolic function. Adipocyte browning is a natural process that is induced by cold treatment or by exercise. LPL is one enzyme that has been shown to be activated by short cold exposure. Given the important role of ANGPTL3, 4 and 8 in regulating LPL, our study will was designed to evaluate the tissue specific expression of ANGPTL3, 4 and 8 in the liver, white adipose tissue (WAT) and brown adipose tissue (BAT) after an extended cold exposure to highlight their potential role in chronic cold adaptation. Our data shows that ANGPTL proteins are inhibited in the liver and BAT under cold treatment. This agrees with other studies that showed that reduction in ANGPTL4 in BAT improved thermogenesis in response to acute cold exposure. However, in our study we also observed that ANGPTL8 is activated under these conditions in SAT. This suggests that it might be involved in the regulation of lipolysis as well as enhancing SAT browning. Additionally, this study further highlights the complexity of the interaction between the ANGPTL proteins and their importance in regulating lipid metabolism during normal and stressful conditions. Based on the high relevance of ANGPTL protein to the regulation of lipid metabolism, we strongly believe that this manuscript is most appropriate and fits the scope of your journal more than other journals. This article has not been published elsewhere. 
Thank you for your consideration.
Sincerely yours,
Mohamed Abu-Farha, PhD and Jehad Abubaker, PhD.

