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Guidelines in Venous Ulcers

Wound Rep Reg 2016,24: 136–144; J Vasc Surg 2014;60:3S-59S
 

*Xanthine derivative, prescribed in the arterial disease

*

*

• 9 studies, 741 patients
• Evidence supporting nutritional 

supplementation (high calorie and protein 
diet and antioxidant micronutrients, zinc, 
vitamins A, E, C)

• 14 studies
• Omega-3 fatty acids, 

magnesium, zinc, vitamins A, C, 
D, and resveratrol along with 
probiotics positively improved 
the ulcer healing

• Importance of adequate 
nutritional status

MPFF meta-analysis in chronic venous disease

• 30 studies (15 RCTs, 15 non-RCTs)
• 24,000 patients 
• Rate of ulcer healing improved in 73.4% 

of patients and a complete healing was 
observed in 48.9% (P<0.001)

• MPFF effective in venous ulcers
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A Meta-analysis of Adjunctive Therapy with Micronized 
Purified Flavonoid Fraction (MPFF)

Coleridge-Smith P et al. Venous leg ulcer: a meta-analysis of 
adjunctive therapy with micronized purified flavonoid fraction. 

Eur J Vasc Endovasc Surg 2005;30:198-208

• Healing rates at 6 months: 61.3% in 
the MPFF group versus 47.7% in the 
control group. 

• Reduced the median time to healing 
(16.1 weeks for MPFF and 21.3 weeks 
in control group)

• The relative hazard of healing for 
MPFF group 38% (CI, 11-70) better 
than control

Patient treated with 
wound care, compression and MPFF

4 months laterPhotos: courtesy of Dr. M. Melin

Cost-effectiveness of MPFF adjuvant 
venous ulcers’ treatment

• MPFF adjuvant therapy improved the cost-effectiveness ratio by 45%

• MPFF treatment effective and cost-saving

Cost-effectiveness = 
Total cost per patient x n of patients in the treatment group 

n of ulcers healed

Simka M, Majewski E. The social and economic burden of venous leg ulcers: focus on the 
role of micronized purified flavonoid fraction adjuvant therapy. Am J Clin Dermatol 

2003;4:573 - 81

Adjunctive Therapy with Pentoxifylline*

*Xanthine derivative

• 13 RCTs, 921 patients
• Pentoxifylline vs placebo 

significantly improved the ulcer 
healing rate (RR = 1.59, P <.001), ↓ 
mean duration of healing 
(P =.007), ↓ ulcer size (P = .02).

• ↑ incidence of gastrointestinal 
disturbances (RR = 2.29, P = .04)

• Moderate-certainty evidence

Sulodexide, pentoxifylline and MPFF are 
effective in improving the rate of ulcer healing in 
patients with CVD

Adjunctive Therapy with Sulodexide* in Venous Ulcers 

* Mixture of glycosaminoglycanes 
composed of low molecular weight 

heparin (80%) and dermatan sulfate (20%)

• Healing of ulcers increased
• 4 RCTs, only 3 full papers available
• 1 RCT vs placebo
• 30-90 days treatment
• In one study inclusion of PTS patients
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Modest but significant improvement in the statins group when 
adjusted for confounders (age, diabetes, first ever ulcer, ulcer area 
and ulcer duration)

European Society for Vascular Surgery 
2022 CVD Guidelines

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

Nutrition and Venoactive Compounds in Venous Ulcers Conclusions

• Nutritional supplements are indicated for patients with 
venous ulcers and vitamins/minerals deficiencies. 

• Several academic societies, including the 
SVS/ESVS/AVF/Wound Healing Society, recommend for 
venous leg ulcer, in addition to standard wound care 
and compression therapy, an adjunctive treatment with 
MPFF, pentoxifylline, hydroxyethylrutosides, or 
sulodexide.

Thank you! 


