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Uncovering novel atrial fibrillation genetics through pleiotropic overlap with LE8

Background

* The genetic architecture of AF remains elusive.
* Epidemiological evidence links AF to a spectrum of cardiometabolic and
behavioral traits.

= Qur study aims to uncover AF's genetic architecture by examining pleiotropy
with LE8 components.

Methods Main findings
ciﬂ}iﬂ;n AF genetically correlated with all LES: r.=-0.11 to 0.19 e
— o .. 1 I k b -
analysis « Strongest correlations in AF-BMI, AF-SBP, AF-DBP g U.Pm qﬁ RT 3‘ mg

l

Pleiotropyloci  Substantial pleiotropy exists for AF-LE8: 970 pleiotropic loci
ide“ﬁ']’:a“““ s * AF-BP shows ~10 fold genetic enrichment
Cobealieed A e 137 regions harbor shared causal variants for AF-LE8
regions i
1denetfﬁcatiun —mmmnfpess—  » AF-BP have the most genetic overlap (85 regions).
|
Tiri o ge Identification of 164 candidate genes, including 40 novel AF genes
Gene ;

* 9 prioritized novel genes: CD79B, IRAG1, TNNT3, PAX5,BCL11A,
SLC22A23, TGFB2, BNC2, GNA12

&' | « Involeved in heart development, regulation of cardiac contraction

prioritization

l

Functional
3““‘“1“””5 « Potential drug targets: Otological and vasoprotective agents
PRSsteictropy AF and a spectrum of CVDs risks increase with higher PRSgeistopy
construction
and association AF-LEB-PRS  AF AR HF AF-BP-PRS AF AR HF
analysis HR 120 111 110 HR 117 110 109
Conclusion

Qur study presents a genetic pleiotropy framework that enhances the discovery of novel AF
risk loci, and advances our understanding of its genetic architecture.

Abbreviations: Atrial ibrillation, AF; Ufe essential B, LES; Blocd pressure, BF; Blocd lipid, LIP; Obesity, OBS; Glucose, GLU; Dietary, DIET; Smaoking, SME;
Sleeping, SLP; Physical Activity, PA; systolic BP, SBP; diastollc BF, DEP; body mass index, BMI; Cardiovascular diseases, OVDs; Hazard ratlo, HR; Polygenic
Risk Score, PAS; arthythrmia, AR; heart failure, HE
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