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Lymphedema is defined as an insufficiency in lymph drainage, due to vessel dysfunction and/or to an impairment in fluid generation, transport and 
outflow. It is characterized by a progressive accumulation of liquids in the interstititum. Differntely from what still too often believed, the liquid is not
always protein-rich.  (Liu NF, Zhang LR. Changes of tissue fluid hyaluronan (hyaluronic acid) in peripheral lymphedema. Lymphology. 1998 

Dec;31(4):173-9) Lymphedema can be “primary” if mainly associated with a genetic background, or “secondary” if caused by a specific etiology 
compromising the lymphatic function (tissue damage, vessel obstruction or lymph nodes compromission.
*[Rockson SG. Advances in Lymphedema. Circ Res. 2021 Jun 11;128(12):2003-2016]. 
Trauma, including surgery and lymphatic tissue dissection, infections and radiations are among the most common causes of secondary lymphedema.
Lymphedema can be also the consequence of cardiac pump or renal failure.
[Brix B, Sery O, Onorato A, et al. Biology of Lymphedema. Biology (Basel). 2021;10(4):261]
A tight interconnection exists between veins and lymphatics functions, the two of them compensating each other, until an overload point in which the 
insufficiency of one can destabilize the other. Such condition in known as “phlebo-lymphedema”.
[Farrow W. Phlebolymphedema-a common underdiagnosed and undertreated problem in the wound care clinic. J Am Col Certif Wound Spec. 
2010;2(1):14-23]
Experts in the field are currently debating on the correlations between lymphedema and the so called “lipedema”, discussing even the same 
nomenclature. This fat tissue alteration is characterized by symmetrical, disproportional distribution of fat deposited in the lower limbs and/or upper 
limbs of only women. Capillaries fragility in lipedema is testified by a tendency toward ecchymosis. Vein and lymphatics can be involved along the
progression of the disease, configuring a mixed patho-physiology. While the lipedema pathophysiology details remain uncertain, a genetic component 
has been identified in up to 60% of cases. Fat hyperplasia and hypertrophy has been demonstrated, together with a tissue hypoxia that could explain 
the associated inflammatory state of these patients. Nevertheless, histopathology of lipedema remains not pathognomonic and further studies are 
encouraged.
*[Shavit E, Wollina U, Alavi A. Lipoedema is not lymphoedema: A review of current literature. Int Wound J. 2018;15(6):921-928].
Lymphedema, phlebo-lymphedema and lipedema are too often underdiagnosed and poorly treated conditions, leading to chronic psycho-physical 
impairment, requiring expert management. 
Further research is needed to define the patho-physiology aspects and intersections involved in lymphedema and lipedema development. 
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“Lymphedema is a chronic fluids accumulation. Lipedema is an inflammation of the leg fat tissue, possibly associated with lymphedema”

identified LITERATURE BIAS
1. Possible mixture of venous, lymphatic and fat components in the pathophysiology investigations. 
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SUGGESTED NEXT LINES OF RESEARCH
1. Pure lipedema study models without lymphatic involvement 
2. Pure venous study models without lymphatic involvement 
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