Classification of CVD: CEAP Class 0-6
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Risk factors for CVD

Predisposition to CVD based on environmental
or genetic factors

Female gender Long periods of standing
or sitting

Obesity Constipation

History of DVT or previous

Older age eq ini
eg injury

Pregnancy Family history




Pathway from Venous Hypertension to Ulcer

White Blood Cell Endothelium
Adherence
Endothelial
Reduced Capillary Damage
Flow

Increased Capillary _
Permeability Lymphatic Damage

EDEMA SKIN PATHOLOGY
VENOUS HYPERTENSION '

VENOUS ULCER

SN\


https://www.researchgate.net/journal/1742-481X_International_Wound_Journal

Normal Venous Pressure Venous Hypertension

£ J /; .

WBC Activation and Adhesion

Photos: unpublished, provided by Anthony Comerota, MD, presented at the Working Group in CVD, 2016




Precisposing Cascade of Complex Metabolic/molecular Reactions

factors (genetics,
environmental)

Shear stress and
endothelial glycocalyx
disruption

Activation of adhesion
molecules and leukocytes
on the venous endothelium

Leukocyte endothelial

attachment, diapedesis, leukotrienes, ™
transmigration prostaglandin,
bradykinin, free identified in plasma
oxygen radicals, ¢ levels of ICAM,-1,
Synthesis and release of cytokines, ELAM-1, and V-CAM 1
inflammatory molecules chemokines and
MMPs -

Entrapment of TNFa enhanced/
leukocytes in

capillaries

VEGF expressed
and up-regulated

increases expression
of adhesion molecules

Venous wall/valvular
damage

VENOUS
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Only VASCULERA addresses
the biochemical pathway in 3 ways

Activation of adhesion molecules and leukocytes in the venous endothelium
REDUCED

Synthesis and release of inflammatory molecules
REDUCED

TNF-a expression of Entrapment of leukocytes VEGF expression
adhesion molecules in capillaries and up-regulation

REDUCED REDUCED REDUCED

IMPROVED SYMPTOMS OF CVD



Systematic Review of the Body of Evidence

* Literature review on the use of MPFF for effectiveness and safety
« Databases searched: Medline, Cochrane Database for Systematic Reviews, Google Scholar

Abstracts reviewed
Placebo trials
Observational studies
Comparison studies
Meta-analyses
Reviews

Questionable/Rejected studies

Papers Selected for Review

Papers included in final Review



In summary, the general level of evidence supports the recommendation that

the use of medical therapy with Micronized Purified Flavanoid Fraction (diosmin)
has beneficial outcomes without serious adverse events.




Study Review: Objective Outcomes

Objective outcomes are assessed through measurable improvements to signs of CVD

MPFF is of benefit in ulcer healing and reducing ulcer healing time 4 RCTs; pooled and

--Greatest benefit seen in ulcers <5cm diameter and <5 years duration-3 meta analyses

MPFF showed significant benefit in healing trophic changes#® 2/4 RCTs; pooled

--Pooled analysis showed significant benefit analysis (Cochrane
Review)

MPFF demonstrated a decrease in ankle edema®-’ 4 RCTs; pooled

~Pooled analysis of statistically significant improvement analysis (Cochrane
Review)
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