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TEXT FOR INCLUSION IN THE DOCUMENT
DOMAIN 8, Statement 2, TOPIC: “MPFF EVIDENCE-BASED USE IN CHRONIC VENOUS DISEASE MANAGEMENT”

Micronized purified flavonoid fraction (MPFF) consists of diosmin 90% and 10% of an additional flavonoid fraction (ie, diosmetin, hesperidin, linarin,  isorhoifolin). 
The micronization is a method to reduce the particles diameter with the aim of improving intestinal absorption. 
MPFF has been the most investigated venous active drug (VAD) currently on the market and it’s positioned as the most recommended in several international 
guidelines.
*[Gianesini S, Onida S, Obi A, et al. Global guidelines trends and controversies in lower limb venous and lymphatic disease: Narrative literature revision and 
experts’ opinions following the vWINter international meeting in Phlebology, Lymphology & Aesthetics. Phlebology. 2019, Vol. 34(1S) 4–66].
It shows an anti-inflammatory mechanism of action, including endothelial phenotype expression modification with reduction of capillary permeability and leukocyte 
adhesion.
[Mansilha A, Sousa J. Pathophysiological Mechanisms of Chronic Venous Disease and Implications for Venoactive Drug Therapy. Int J Mol Sci. 2018 Jun 
5;19(6):1669] 
Clinically, MPFF demonstrated its potentials in chronic venous disease signs and symptoms management in all the disease stages. 
In particular, it showed control of chronic venous disease (CVD) related pain, heaviness, swelling, functional discomfort, cramps, paresthesia, burning, pruritus, 
redness, skin changes and edema. 
Its use was also associated with an improvement in the patient quality of life. 
Recent data confirmed its potentials also in post-venous procedural pain relief, hematoma and hyperpigmentation reduction, CVD related symptoms improvement. 
MPFF demonstrated to facilitate healing of venous leg ulcers. 
[Nicolaides AN. The Benefits of Micronized Purified Flavonoid Fraction (MPFF) Throughout the Progression of Chronic Venous Disease. Adv Ther. 2020 
Feb;37(Suppl 1):1-5].
Preliminary data also suggest its potentials in pelvic venous refluxes associated symptoms management. 
[Gavrilov SG, Moskalenko YP, Karalkin AV. Effectiveness and safety of micronized purified flavonoid fraction for the treatment of concomitant varicose veins of 
the pelvis and lower extremities. Curr Med Res Opin. 2019; 35(6): 1019-1026].
The above mentioned results refer specifically to MPFF use. Further studies are needed to properly compare MPFF versus non-micronized diosmin, as well as the role 
of eventual prescription variations in terms of dosages and timing. Particular caution must be used in the comparison of different VAD effects on CVD patients, 
avoiding grouping different quality of evidence together. Properly conducted randomized comparative trials and meta-analysis should be taken into consideration 
before proceeding with guidelines or consensus documents recommendations. It should be strongly emphasized that the results of the MPFF studies should not be 
directly extrapolated to the non-micronized diosmin group which is currently available in many countries in the form of drugs or dietary suplements. The evidence
about this molecules (non-micronised diosmin) remains limited. 
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“Micronized Purified Flavonoid Fraction (MPFF) demonstrated to be potentially beneficial in all chronic venous disease clinical classes, 
improving several signs and symptoms”

identified LITERATURE BIAS
Lack of correlations between hemodynamic and quality of life outcomes
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SUGGESTED NEXT LINES OF RESEARCH
Timing and dosage protocols and related clinical and cost-effectiveness 
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