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Venoactive compounds improve lymphatic drainage

Exemple of Micronized Purified 
Flavonoid Fraction (MPFF) in 
severe Chronic Venous 
Insufficiency 
• increases functional 

microlymphatic density 
• improves microlymphatic 

drainage by decreasing 
microlymphatic diameter and 
pressure

Allegra C . et al. Lym phology 1998;31:12-6

Benzopyrones are considered the most 
effective pharmacological treatment 
despite non-conclusive Cochrane 2004 
review Walker J. et al. J Vasc Surg Venous Lymphat Disord 2022;10(4):966-975

• Poor quality studies with high risk of bias

• Some improvement with Ketoprofen (skin thickness and 
histopathological scores), Selenium, Benzopyrones and 
Doxycycline might be beneficial for secondary lymphedema 
after lymphatic filariasis infection

A systematic review of pharmacologic and cell-based therapies 
for treatment of lymphedema (2010-2021) 

MPFF versus placebo for treatment of 
breast cancer-related lymphedema

Pecking A .P. et al. Angiology 1997;48(1):93-98

• RCT with 6-months follow-up

• Subanalysis of 24 patients with severe 
lymphedema
o Significant improvement of the 

lymphoscintigraphy migration speed 
(0.84+0.6 vs 0.14+0.26; p=0.005)

o △ half-life (10.3+13.07 minutes, 
p=0.034 vs 0.53+15.51, p=0.086)

o Tendency for reduction of 
lymphedema volume in favor of MPFF Photos: courtesy of D r. E. Iker 

Example of a patient treated with MPFF

Das L. et al, Filaria Journal 2003, 2:5

• Group DEC: no significant change (-9%) 
in edema volume

• Group MPFF + DEC: 63.8% reduction in 
edema volume (day 360 vs day 0, p < 
0.001)

• MPFF (1000 mg daily) was safe and 
efficacious in reducing limb volume in 
filarial lymphedema

* DEC = diethylcarbamazine citrate (anti-parasitic drug)

Double-blind RCT  [MPFF + DEC*] 
vs DEC in 26 patients with 

bancroftian filarial lymphedema
• Rosiglitazone: Reduction in the overall quantity of PDGFRα+ 

cells (causing adipogenic and fibrogenic differentiation) and 
LipidTOX+ cells*

• Metformin: Anti-inflammatory and anti-fibrotic effects in 
lymphedema mouse models** 

Latest studies 2023-2024

*Chen Z et al. JCI Insight. 2023 Dec 22;8(24):e165324
** Wei M et al. Plast Reconstr Surg. 2024 Feb 22.doi: 10.1097/PRS.0000000000011363. Online 
ahead of print.
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• NO treatment method has 
really undergone a satisfactory 
meta-analysis

• The exact role for 
benzopyrones (rutosides and 
bioflavonoids) as an adjunct is 
yet to be determined 
including appropriate 
formulations and dose

European Society for Vascular Surgery 
2022 CVD Guidelines

Eur J Vasc Endovasc Surg 2022;63(2):184-267

Comparison of veno-active compounds’ efficacy on malleolar 
edema (ankle circumference)

Allaert F.-A. Int Angiol 2012;31:310-315

Meta-analysis in phlebolymphedema MPFF meta-analysis in phlebolymphedema

• 30 studies (15 RCTs, 15 non-RCTs)
• 24,000 patients 
• Mean reduction in ankle and calf 

circumferences -7.6 mm (P<0.001) and 
-7.9 mm (P<0.001) 

• MPFF effective in phlebolymphedema

Venoactive compounds in phlebolymphedema

Gloviczki ML and Raffetto JD. Drug treatment for chronic venous disease. Handbook of Venous and Lymphatic Disorders, 5 t h Ed.

Conclusion

• Pharmacotherapy using bionutrients and nutraceuticals 
(selenium, MPFF, diosmin…) as an adjunct therapy for the 
lymphedema patients should be considered 

• RCTs and meta-analyses provided evidence of efficacy of veno-
active compounds (MPFF, ruscus and hydroxyethylrutosides) in 
phlebolymphedema

Thank you! 


