
There seemed to be an improvement in CVI-related
signs and symptoms with HCSE compared to placebo.
Leg pain was assessed in seven placebo-controlled trials.
Six reported a significant reduction of leg pain in the
HCSE groups compared with the placebo groups, while
another reported a statistically significant improvement
compared with baseline. One trial suggested a weighted
mean difference of 42.4 mm measured on a 100 mm
visual analogue scale. Leg volume was assessed in seven
placebo-controlled trials. Meta-analysis of six trials (n =
502) suggested a weighted mean difference of 32.1 mL
in favor of HCSE compared to placebo. One trial indi-
cated that HCSE may be as effective as treatment with
compression stockings. Adverse events usually were
mild and infrequent. The evidence presented implies
that HCSE is an efficacious and safe short-term treat-
ment for CVI. 

Side Effects
Standardized HCSE generally is considered to be safe

in adults at recommended doses for short periods of
time. Stomach upset, muscular (calf) spasm, headache,
dizziness, nausea, and itching have been reported. Con-
tact skin irritation (dermatitis) has been reported follow-
ing application of HCSE to the skin. 

HCSE may cause an allergic reaction in patients with
known allergy to horse chestnuts, esculin, or any of its
ingredients (flavonoids, biosides, trisides of quertins,
and oligosaccharides, including 1-ketose and 2-ketose).
Anaphylactic shock has been reported with intravenous
use.12

There is not enough scientific evidence to recom-
mend use of horse chestnut in children. Deaths have
been reported in children who ate raw horse chestnut
seeds or tea made from horse chestnut leaves and twigs.
Unprocessed horse chestnut seeds, flowers, branch bark,
and leaves have not been shown effective for any indica-
tion. These contain esculin and have been associated
with significant toxicity and death. Symptoms of HCSE
poisoning may include vomiting, diarrhea, headache,
confusion, weakness, muscle twitching, poor coordina-
tion, coma, or paralysis. HCSE standardized to escin
content should not contain significant levels of esculin,
and should not have the same risks. 

HCSE may cause lowered blood sugar, so caution is
advised in patients with diabetes or hypoglycemia, and
in those taking drugs, herbs, or supplements that affect
blood sugar. Serum glucose levels may need to be moni-
tored by a qualified health care provider, and medication
adjustments may be necessary. 

In theory, HCSE may increase the risk of bleeding.
Caution is advised in patients with bleeding disorders or

taking drugs that may increase the risk of bleeding.
Monitoring is recommended and dosing adjustments
may be necessary. Liver and kidney toxicity has been
associated with HCSE. Aflatoxins, considered to be can-
cer-causing agents, have been identified in commercial
skin products containing horse chestnut, but not in
HCSE.12

Dosage and Formulation
Dosage and formulation information is available in

the table above.

Summary and Conclusion
Although standard care for CVI consists largely of

compression treatment, this often causes discomfort and
has been associated with poor compliance.11 Treatment
of CVI is multifactorial. Compression, interventional
and operative approaches, along with possible systemic
treatments, are available. The efficacy of systemic veno-
tonic medications, mostly phytotherapeutic agents, is
controversial. Nonetheless, in a number of clinical and
laboratory studies, an effect was seen after use for 8-12
weeks. When administered appropriately, venotonic
agents can show anti-edematous, anti-inflammatory,
antioxidative, and proteolytic effects as well as reduce
capillary leakage. Furthermore, they increase vein tone
and lymph flow. Venotonic agents should be considered
if compression therapy alone is insufficient, contraindi-
cated, or intolerable.13

When taken for short periods of time in recommend-
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Table 

Dosage and formulation

Oral 300 mg (containing 50-75 mg escin 
per dose) every 12 hours for up to 12 
weeks. A dose of 600 mg/d HCSE also 
has been studied.

Topical A gel preparation of HCSE applied to 
the skin has been studied for bruising, 
without clear benefits.

Intravenous/ Severe allergic reaction (anaphylactic 
Intramuscular shock) has been reported with intra-

venous use. Horse chestnut leaf has 
been associated with liver inflammation
(hepatitis) after injection into muscle. 

Source: MayoClinic.com. Drugs & Supplements: Horse 
chestnut (Aesculus hippocastanum L.). Available at: 
www.mayoclinic.com/health/horse-chestnut/NS_
patient-Horsechestnut. Accessed Jan. 7, 2007. 


