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Role of Lipid Droplets in Health and Cardiometabolic Disease

Emilio Mottillo (Henry Ford Hospital, USA)
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The balance between the storage and mobilization of triacylglycerol (TAG) is critical for metabolic health. TAG hydrolysis is 
regulated by the dynamic assembly of protein complexes on the surface of lipid droplets (LDs) in key metabolic tissues such 
as fat tissue and the liver. As such, Patatin Like Phospholipase Domain Containing 2 (PNPLA2)/Adipose Triglyceride lipase 
(ATGL), the major TAG lipase, is regulated by the co-lipase α/β hydrolase domain-containing 5 (ABHD5, also known as CGI-58). 
Importantly, the dysregulation of lipid metabolism is at the heart of cardiometabolic disease which encompasses cardiovascular 
disease (CVD), non-alcoholic fatty liver disease (NAFLD) and chronic kidney disease (CKD). Recently we demonstrated that 
PNPLA3, a close paralogue of PNPLA2 interacts with ABHD5. Of significance, a common human variant of PNPLA3, I148M, is 
the greatest single genetic risk factor for the development of non-alcoholic fatty liver disease (NAFLD). Notably, PNPLA3 I148M 
is a gain of function for the interaction with ABHD5 and functions to sequester ABHD5 away from PNPLA2, likely initiating TAG 
accumulation and subsequent NAFLD. This interaction between ABHD5 and PNPLA3 I148M represents a novel therapeutic 
target for NAFLD. Surprisingly, patients that carry the I148M mutation are protected from coronary artery disease. Our lab 
is currently investigating the mechanism by which PNPLA3 I148M causes NAFLD but protects from cardiac disease. Overall, 
by understanding the fundamental mechanisms of lipid storage and hydrolysis this will lead to novel therapies for treating 
cardiometabolic disease.
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Stromal Transdifferentiation Drives Lipomatosis and Induces 
Extensive Vascular Remodeling in the Aging Human Lymph Node

Maria Ulvmar (Uppsala University, Sweden)
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Lymph node (LN) lipomatosis is a common but rarely discussed phenomenon associated with aging that involves a gradual 
exchange of the LN parenchyma into adipose tissue. The mechanisms behind these changes and the effects on the LN are 
unknown. We show that LN lipomatosis starts in the medullary regions of the human LN and link the initiation of lipomatosis 
to transdifferentiation of LN fibroblasts into adipocytes. The latter is associated with a downregulation of lymphotoxin beta 
expression. We also show that isolated medullary and CD34+ fibroblasts, in contrast to the reticular cells of the T‐cell zone, 
display an inherently higher sensitivity for adipogenesis. Progression of lipomatosis leads to a gradual loss of the medullary 
lymphatic network, but at later stages, collecting‐like lymphatic vessels are found inside the adipose tissue. The stromal 
dysregulation includes a dramatic remodeling and dilation of the high endothelial venules associated with reduced density of 
naïve T‐cells. Abnormal clustering of plasma cells is also observed. Thus, LN lipomatosis causes widespread stromal dysfunction 
with consequences for the immune contexture of the human LN. Our data warrant an increased awareness of LN lipomatosis as 
a factor contributing to decreased immune functions in the elderly and in disease.
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The Functional Relevance of a Microbiome-Derived SCFA in 
Reprogramming Hepatic Lipid Metabolism

Dong Wook Choi (Korea University, Korea)
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A hepatocyte is the primary cell responsible for the metabolism of de novo synthesized, dietary, and microbiome-derived 
fuels to maintain systemic metabolic homeostasis. In this presentation, I will introduce a robust platform, stable isotope-based 
metabolic flux analysis, which enables the mapping and tracing of nutrient utilization within cellular metabolic processes. 
Specifically, I will discuss the hepatic alterations following propionate (Prop) treatment, a three-carbon short-chain fatty acid 
predominantly produced by the gut microbiome in mammals. Propionate-treated hepatocytes exhibit a distinctive metabolic 
profile, including the significant reprogramming of TCA cycle carbon flux into amino acids, facilitating the synthesis of 
phosphatidylcholine (PC). This rerouted carbon flux into PC is potentially significant for driving hepatic lipoprotein clearance. 
Additionally, this metabolic reprogramming, coupled with the hepatic regulation of adipose tissues, may play a vital role in 
enhancing systemic lipid metabolism, as demonstrated in an in vivo mouse model of propionate administration. In summary, 
our study comprehensively mapped the hepatic remodeling induced by propionate, elucidating its intricate regulatory 
mechanisms underlying the beneficial effects of a microbiome-derived metabolite on host metabolism.


