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and placental tissye?, Additionally, activation of HER Vs

elements that have integrated into the human genome M human emlz‘vryos and placental cells o exprgss -
during evolution and have various effects on human .envel'gple protein knov».'n as su;upre§sy':1. which curtglls [ﬂh:
health and disease. Diabetic mellitus (DM) is a common mfecnvuy of mammalian D retroviruses by competing for
Metabolic disorder that affects millions of people the alanine “Serine—cysteine transporter 2 (ASCT2) recept
worldwide. The causaj relationship between HERVs and However, not al] HERVs activities are beneficial certair
DM is unclear and controversial, In the present study, producs expressed from specific HERVs familics can
‘e used Mendelian randomization (MR) to infer the provoke antiviral immune fesponses, which might escalae
causal effect of HERY group V member 1 envelope poly-
protein (HERVV-| Env) expression on three types of DM :
fype 1 diabetes mellitys (TIDM), type 2 diabetes mellitys caiiliad scores the in t of HERV in mree.
(T2DM) and gestational diabetes melliry. (GDM). We  4"¢h 2150 underscores the involvement o Lo VE mp gy

S P . i cesses like human cellular Senescence” HERVs have bees
found that HERVV.| Env expression had 2 significant Heated : _ f diseases, includ; Alshisies
Protective effect on TIDM and GDM., albeit not on ”_np 1c§?re ur 8 méf“" 9 ]5"‘?‘“"6“" m,(‘gu g {ummr—-
T2DM. The reverse MR analysis showed that the three d“"e;‘?ﬁf : amyotrophic lateral sclerosis’, and various e
subtypes of DM did not affect HERVVY-] Epy expres-  cers™ ., illustrating their potential impact on human healik
sion. Our findings illuminate the intricate rc]a[jonghip HUWK’.‘\-’CI'._ the exXtensive divcrsity of HERVs familics and the
between HERVYV._j Env expression ang varying DM variability among  different populations have left many
subtypes, higblighr’ing distinet underlying mechanisms, aspects of HERVs influence on other diseases relative -
This pioneering study into the potential causal ties bet- unexplored. Consequently, there is 5 pressing need for mers
ween HERVs family members and DM onset offers a in-depth studies to clarify the involvement of HERVs =

¢V perspective on the significance Of HERVs in hu- the pathogenesis of various diseases. as well as to undes
man health and pathology,

i . stand the effects on HERVs expression and functionalits

during disease progression. The present study is vital for e
Keywords: Diabetes mellitus, Mendeljan randomiza- covering disease mechanisms and could greatly advance
ton. polyproteins, retroviruses, HER Vs studies. potentiallv leading tm oo w "

into chronic inflammation and autoimmunity, resulting =
potential damage 1o tissues and organs™’. Emerging res-
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