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In order to perform a proper differential diagnosis first of all a proper lymphedema definition is needed: it can be identified as a chronic disease 
characterized by increased lymphatic fluid accumulation lasting for more than three months, causing swelling, leading to progressive tissue fibrosis and 
damage. 
Histology is not providing any pathognomonic finding, but it may include dermal infiltration, hyperkeratosis, epidermal papillomatosis, dermal vessel walls 
hypertrophy, fibroblasts hyperplasia. 
[Li CY, Kataru RP, Mehrara BJ. Histopathologic Features of Lymphedema: A Molecular Review. Int J Mol Sci. 2020 Apr 6;21(7):2546]
A detailed history and physical examination are mandatory for properly guiding the diagnosis. 
Laboratory exams can identify eventual renal or hepatic causes of lymphedema, together with eventual infections. 
Ultrasound scanning can detect a venous origin of the edema (chronic venous disease and/or thrombosis), while also depicting the subcutaneous fluid 
infiltration and the eventual lymphnodes involvement. 
[Todd M. Best practice: Doppler assessment in lymphoedema. Br J Community Nurs. 2016 Dec 2;21(12):612-613].
Lymphoscintigarphy can confirm the diagnosis, while computed tomography and magnetic resonance can also identify causes of secondary lymphedema 
origin (masses) while investigating the soft tissue compromission. 
Bioimpedance represents a valuable opportunity to measure in an objective way the fluid shift in the edema differential diagnosis 
[Polomska AK, Proulx ST. Imaging technology of the lymphatic system. Adv Drug Deliv Rev. 2021 Mar;170:294-311]
Systemic causes of lower limb edema include idiopathic cyclic edema, heart/liver/renal failure and malnutrition states. Venous system insufficiency is 
tightly interconnected with the lymphatic system function and can mutually influence the limb drainage.  
Infections, inflammatory states (for example arthritis), ischemia, lipedema, vascular malformations, tumors and trauma can lead to leg edema. 
*[Moffatt C, Franks P, Keeley V, et al. The Development and Validation of the LIMPRINT Methodology. Lymphat Res Biol. 2019 Apr;17(2):127-134].
The heterogeneity of the above described clinical scenario clearly indicates the need of a multi-specialty approach. 
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“In the diagnosis of lymphedema always exclude heart and renal conditions, malnutrion, malformations, tumors, lipedema, arterial and venous disease and post-
traumatic swelling”

identified LITERATURE BIAS
Lack of precise methodology to discriminate between purely venous and lymphatic edema
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Identification of pathognomonic findings of venous vs lymphatic edema
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