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Lipedema is a chronic soft tissue disease affecting mainly, but not only, women. Its progressive nature is not yet fully confirmed by scientific evidence. 
The condition is characterized by a bilateral disproportion in fat distribution, accumulating on the extremities, sparing the trunk, hands and feet. 
Three clinical stages of progressive severity are identified: 
1) thickened soft subcutis, with small palpable nodules and a smooth skin surface
2) thickened soft subcutis, with larger nodules and an uneven skin surface
3) thickened hard subcutis, with large nodules and disfiguring fat deposition
Another classification is defined by the topographical fat anomaly distribution: 
1) buttock
2) thigh
3) entire lower limb
4) arm
5) below knee
Despite lipedema was first described in 1940, its detection and proper management remains globally suboptimal. 
[Buso G, Depairon M, Tomson D, et al. Lipedema: A Call to Action! Obesity (Silver Spring). 2019 Oct;27(10):1567-1576]
A genetic predisposition is supposed following the reported familial clusters. It usually appears during puberty, suggesting a estrogen-mediated component. 
The anomaly leads to adipocytes hyperplasia and/or hypertrophy. The inflammatory condition is also associated with a micro-angiopathy of the blood and lymphatic 
vessel, therefore potentially overlapping a lymphedema condition. The related endothelial inflammation and capillary damage can explain the hematoma tendency 
of this condition. The same inflammation is considered responsible of the neural hypersensitivity to nociceptive stimuli, typical of lipedema. The quality of life is 
potentially severely affected by the condition. 
[Okhovat JP, Alavi A. Lipedema: A Review of the Literature. Int J Low Extrem Wounds. 2015 Sep;14(3):262-7].
The diagnosis is mainly clinical: bilateral, symmetrical, disproportionate fatty tissue hypertrophy, not involving hands and feet, associated with hypersensitivity to 
pressure pain and hematoma tendency. Stemmer sign is usually negative, but it can become positive if associated with a lymphedema condition. 
[Shavit E, Wollina U, Alavi A. Lipoedema is not lymphoedema: A review of current literature. Int Wound J. 2018 Dec;15(6):921-928].
Hepatic and renal function should always be assessed, together with all the causes of hormonal distress potentially mimicking lipedema. 
Diagnostic exams such as ultrasound, computed tomography, magnetic resonance, bioimpedance, lymphography can be of help in the differential diagnosis, but they 
present no pathognomonic outcome for lipedema. 
[Kruppa P, Georgiou I, Biermann N, Prantl L, Klein-Weigel P, Ghods M. Lipedema-Pathogenesis, Diagnosis, and Treatment Options. Dtsch Arztebl Int. 2020;117(22-
23):396-403] 
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“Leg swelling leg can becaused by fat tissue alteration (lipedema). The condition affects both limbs, it spares the feet and hands and it’s associated with pain at pressure on 
the skin”

”

identified LITERATURE BIAS
Lack of homogenous populations for lipedema pathognomonic diagnostic findings
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SUGGESTED NEXT LINES OF RESEARCH
Blind investigations on pure lipedema patients
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