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Abstract

There are evidences on the efficacy of several venotonics in improving postoperative symptoms,
including bleeding, pain, etc. A thorough search was conducted in Google Scholar, PubMed, and
Cochrane Library covering the articles published in 2000—-2020. We included trials assessing the efficacy
of phlebotonics in patients with chronic venous insufficiency and other venous diseases or traumas.
Findings suggest superiority of phlebotonic agents over placebo and control treatments in management of
common symptoms after phlebectomies, coronary bypass grafting, and other interventions. Significant
alleviation of post-procedural symptoms, including pain severity were reported in the majority of patients
treated with venotonics. There were no adverse reactions associated with administration of phlebotonic

drugs. Nonetheless, further high-quality trials are necessary to support this conclusion.
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Study Type of intervention (or diagnosis) Phlebotonics administered Limitations Effects
Saveljev et al., 2008 Combined phlebectomy MPFF 1000 mg/day from preoperative day 14  No randomization, blinding, and  Significant reduction in hematoma area and pain severity
(n=245) to postoperative day 30 placebo control compared to controls
Plechev etal., 2013 Femoral popliteal reconstruction MPFF 1000 mg/day for 3 postoperative weeks  No randomization, blinding, and  Regression of edema almost twice as faster as in controls
(n=52) and thrombembolectomy placebo control
Karathanos etal., 2019  EVTA with phlebectomy MPFF 1000 mg/day from preoperative day 7 No blinding and placebo control  Significant pain reduction, but no difference from controls
(n=120) to postoperative day 30
Cagli etal., 2006 Traditional saphenectomy CD 1500 mg/day from postoperative days 5-7,  No randomization and placebo Significant increase in peak flow velocity and significant
(n=100) for 2 months control decrease in reflux period of deep venous system
Besirli et al., 2012 Coronary bypass grafting CD 1000 mg/day from postoperative day 3, for - No randomization and blinding Significant increase in erythrocyte deformability index
(n=134) 3 months compared to baseline and controls

Izadpanah et al., 2019 Cesarian section

2.5% or 5% GSE ointment 2 g/day from
(n=129) postsurgical day 2 to postsurgical day 15

No placebo control Significant improvement in REEDA scores due to
application of 5% GSE ointment

Di Visconte et al.. 2016 Stapled anopexy /A combination of diosmin (300 mg), coumarin  None found Significant decrease in pain intensity, as well as in
(=182) ” (32 mg), and Centella asiatica (15 mg) three incidence of thrombosed internal hemorrhoids and

times daily for 30 postoperative days bleeding, compared to controls
Cacchio etal., 2019 Post-trauma/surgery persistent A combination of diosmin (200 mg), coumarin Significant improvement in edema volume and hand
(=60) o hand edema (30.6 mg), and arbutin (3.7 mg) twice a day for  No placebo control function compared to controls

- 2 weeks and once a day for 4 weeks P

MPFF: micronized purified flavonoid fraction; EVTA: endovenous thermal ablation; CD: calcium dobesilate; REEDA: redness, edema,
ecchymosis, discharge, and approximation; GSE: grape seed extract.
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