Pathophysiology of CVD:
The Mechanical and Biochemical Pathways

While most treatments address the mechanical aspects of venous
hypertension, only one addresses the inflammatory molecules
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It’s Vital to Address the Biochemical Pathway
to Effectively Manage CVD

Accelerated disease progression can occur if the inflammatory molecules
produced by venous hypertension are not downregulated
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Vasculera is the Only Prescription Medication
that Addresses the Biochemical (Inflammatory)
Pathway Associated with CVD

e Contains safe, clinically-proven MPFF, with decades of use in Europe and recommended
in international guidelines since 2008

® The only treatment that downregulates the inflammatory molecules produced by
venous hypertension

e Unique mechanism of action affects the biochemical (inflammatory) pathway by
decreasing leukocyte activation, downregulating VEGF expression and decreasing
TNF-a, which results in improved symptoms of CVD and disease regression

e Randomized controlled studies have shown MPFF, an active ingredient in Vasculera,
works on the signs and symptoms of CVD with improved quality of life

e Derived from hesperidin, found in citrus, and has GRAS status (Generally Recognized As
Safe), the highest level of safety designated by the FDA

Vasculera is the Complete Way
to Effectively Manage CVD
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Vasculera® is a prescription medical product for the clinical dietary management of the metabolic processes of chronic venous disease to be used under a physician’s supervision.
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Without Treatment, Chronic Venous Disease (CVD)
Can Lead to Life-Threatening Consequences
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CEAP: A Comprehensive Classification System
of Chronic Venous Disease (Classes 0-6)
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Vasculera Downregulates the Inflammatory
Molecules Associated with Venous Hypertension

Vasculera Addresses Venous Inflammation by:

1. Decreasing Leukocyte Activation
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2. Downregulating VEGF Expression

3. Decreasing TNF-a
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Vasculera is Recommended in Peer-Reviewed
Clinical-Practice Guidelines and Supported by a
Body of Evidence
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Patients Taking MPFF, An Active Ingredient
Found in Vasculera, Showed Greater
Improvement in CVD Symptoms Over 8 Weeks

e N=150: 76 MPFF, 74 placebo
® 500mg of MPFF BID for 8 weeks vs placebo

e Symptoms were assessed at weeks 0, 4 and 8

e At week 4, there were significant improvements in functional discomfort, nocturnal
cramps, and sensation of swelling and heaviness
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The RELIEF® Study is a Prospective, Multicenter
Study of 4,527 Patients with CVD in CEAP
Classes 0-4 Treated with MPFF for 6 Months

o N=3174: 43% reflux, 57% no reflux
e 500mg of MPFF BID for 6 months

* Symptoms were assessed at day 60, 120 and 18

*RELIEF (Reflux assEssment and qualLity of life improvEment with micronized Flavonoids

MPFF Provided Significant Improvements
in CVD Symptoms and Quality of Life
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The reduction in the clinical scores between Day 0 and the last observation was highly significant for each
group and the whole population (p = 0.0001).
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Vasculera is Proven Clinically-Effective in Patients

STASIS DERMATITIS

DAY 0 - BASELINE DAY 120

© Previous Rx: Compression € Rx: Topical steroid 2x/day,

stockings, topical steroid PLUS Vasculera QD
2x/day

VENOUS STASIS ULCER

DAY 0 - BASELINE

© Diagnosis: CVI, venous stasis ulcer to right medial ankle.
Prior Rx: Unchanged for 6 months despite standard of
care Oasis Current Rx: Vasculera QD

EDEMA

DAY 0 - BASELINE

© Compression stockings,
Vasculera QD (right ankle
circumference: 21.25cm)

© Compression stockings,
Vasculera QD (right ankle
circumference: 26cm)

STASIS DERMATITIS

DAY 0 - BASELINE

© 72 year-old male: Stasis Dermitis for 15 years

MPFF, the Active Ingredient in Vasculera,
Works on the Signs and Symptoms of CVD

e Benefits ulcer healing and reducing ulcer healing time

e Demonstrated significant benefit in healing trophic changes

e Demonstrated a decrease in ankle edema



