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ABSTRACT

Background: Calcium dobesilate and purified, micronized flavonoid fraction
of diosmin, 2 products used in the treatment of chronic venous insufficiency in
the lower limbs, have been shown in open-label, placebo-controlled studies to
improve symptoms of acute hemorrhoidal episodes.

Objective: This study was performed to compare the efficacy and tolerabil-
ity of calcium dobesilate and purified, micronized flavonoid fraction of diosmin
in the treatment of hemorrhoidal crisis.

Methods: Patients with a diagnosis of hemorrhoidal crisis were randomized
to receive 1 of 2 treatments: calcium dobesilate one 500-mg capsule TID for =4
weeks or purified, micronized flavonoid fraction of diosmin two 500-mg cap-
sules TID for =4 weeks. For the first 10 days, patients in both groups were given
dummy capsules or tablets to maintain the double-blind provision. Patients
underwent physical examination at baseline and after 2 days, 8 days, and 4
weeks of treatment. The following symptoms were assessed using a 4-point
scale (0 = absent; 1 = mild; 2 = moderate; 3 = severe): pain, discharge, bleeding,
edema, inflammation, pruritus, and anal pressure.

Results: A total of 51 patients were treated; 25 received calcium dobesilate
and 26 received micronized flavonoid fraction of diosmin. In both treatment
groups, significant improvement was observed in 6 of 7 evaluated symptoms
after 2 days of treatment (P < 0.05) and in all symptoms after 4 weeks. After 4
weeks of treatment, 19 of 25 patients (76%) in the calcium dobesilate group and
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19 of 26 patients (73%) in the diosmin group were asymptomatic, with no
significant differences between the 2 groups. Both products were well toler-
ated, and 95% to 100% of the patients were compliant with treatment.

Conclusion: Calcium dobesilate 1.5 g/d and purified, micronized flavonoid
fraction of diosmin 3 g/d were equally effective and well tolerated in the treat-
ment of signs and symptoms associated with hemorrhoidal crisis.

Key words: calcium dobesilate, hemorrhoid, purified flavonoid fraction of
diosmin. (Curr Ther Res Clin Exp. 2001;62:524-529)

INTRODUCTION

Hemorrhoids, a pathologic dilation of the hemorrhoidal venous plexus, is a
common problem worldwide. Venous insufficiency, of which hemorrhoids is 1
type, is an underestimated public health problem in industrialized countries!
and can have a serious impact on patients’ quality of life.2

Treatment of the acute hemorrhoidal episode involves amelioration of symp-
toms and long-term management through lifestyle and dietary changes aimed at
restoring normal gut and bowel movements. Dietary changes to transform stool
volume and consistency should be implemented. Evidence from a case-control
study suggests that the habit of eating breakfast every day improves colonic
reflex activity, producing a sustained decrease in the incidence of anal pathol-
ogy (eg, hemorrhoids) and fistulae.?

The underlying cause of hemorrhoids, chronic venous insufficiency, can be
treated with venotonic agents.* These drugs improve the structure of local
capillary vessels, which are most affected by dilation and local venous insuffi-
ciency. The effects of such drugs on capillary structure (improving its perme-
ability and resistance as well as its reactivity to endogenous amines®S), their
anti-inflammatory action in the local lymphatic system’ (thereby reducing local
edema), and their ability to reduce blood viscosity® make them useful agents in
the treatment of acute hemorrhoidal episodes.

Two agents, calcium dobesilate* (calcium 2,5-dihydroxybenzenesulfonate)
and a purified and micronized flavonoid fraction of diosmin' (90% diosmin
and 10% flavonoids expressed as hesperidin) have been shown to improve
symptoms of acute hemorrhoidal episodes.*%'? These 2 drugs appear to
have similar mechanisms of action, increasing tropism and capillary resistance,
decreasing capillary permeability, and improving lymphatic drainage, hemor-
rheologic conditions, and venous contractility in response to endogenous
catecholamines.’

The purpose of this randomized, prospective study was to compare the
efficacy and tolerability of these 2 agents in the treatment of acute hemor-
rhoidal episodes.

* Trademark: Doxium® (Laboratorios Leti SAV, Guarenas, Venezuela).
¥ Trademark: Daflon® (Laboratorios Servier, Caracas, Venezuela).
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PATIENTS AND METHODS

Patients

Male and female patients aged 18 to 75 years who came to the participating
hospitals during an acute hemorrhoidal episode were eligible for enrollment.
Patients had to have a diagnosis of hemorrhoidal crisis defined as symptoms of
rapid onset, including pain, bleeding, discharge, edema, inflammation, or
thrombosis, which when evaluated by physical examination, including rectos-
copy, showed the presence of hemorrhoids and were considered responsible
for the patients’ symptoms. Patients with previous rectal surgery, indication for
surgery, chronic or serious disease, altered hepatic or renal function, pelvic
tumor, or portal hypertension were excluded.

All patients were informed about the study and gave written consent. The
protocol was approved by the ethics committee of each participating institu-
tion. Patients were not allowed to take any local or systemic treatment for
their hemorrhoidal condition for more than 24 hours within 5 days of study
initiation.

Study Design
Patients were randomized to receive 1 of 2 treatments: calcium dobesilate 1
capsule (500 mg) TID for =4 weeks or purified, micronized flavonoid fraction of
diosmin two 500-mg tablets TID for =4 weeks. For the first 10 days, patients in
both groups were given dummy capsules or tablets to maintain the double-
blind provision. Thus, each patient received 6 tablets and 3 capsules per day.
Because of the large number of pills required to maintain the double-blind
provision, and because open-label studies indicated that most patients were
asymptomatic within 10 days of treatment, we discontinued the double-blind
provision after 10 days. We did not include a placebo group in the study design
because a previous study® showed that treatment with micronized flavonoid
fraction of diosmin plus nonpharmacologic interventions such as Sitz baths,
stool softeners, and increased fluid intake was more effective than nonpharma-
cologic interventions alone.

Physical examination was performed at baseline and after 2 days, 8 days, and
4 weeks of treatment. If for any reason patients could not be assessed on a
Friday, the double blind was maintained until Monday. The following acute
hemorrhoidal symptoms were assessed based on a 4-point scale (0 = absent; 1
= mild; 2 = moderate; 3 = severe): pain, discharge, bleeding, edema, inflamma-
tion, pruritus, and anal pressure. Use of pain medication, new acute episodes,
patient perception of efficacy (good, moderate, or poor), incidence of adverse
events, and compliance were also assessed through direct patient interviews.

Statistical Analysis
Age, body weight, and height in the 2 groups were compared using the Student
t test. Sex distribution, medical history, stool consistency, number of previous
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crises, use of pain medication, and patient perception of efficacy were analyzed
using the chi-square test. Symptoms such as pain, discharge, bleeding, edema,
inflammation, pruritus, and anal pressure were analyzed using the Wilcoxon
matched-pairs signed rank test for within-group differences and the Mann-
Whitney U test for between-group differences.

The study was powered to detect a 10% withingroup difference for the
evaluated population, taking into account the variance for the most important
parameters: pain, bleeding, and discharge.

Accepted error levels were a = (.05 and 8 = 0.10.

RESULTS

A total of 51 patients were enrolled; 25 received calcium dobesilate and 26
received purified, micronized flavonoid fraction of diosmin. At baseline, both
groups were comparable with respect to sex distribution, age, body weight,
height, time since last crisis, medical history, and stool consistency. There
were no significant differences between groups in baseline symptom scores.
Based on the physical examination and medical history, a family history of
venous insufficiency, many hours in the standing or sitting position, and hard
consistency of stools were common in both groups. Eighteen of 25 patients
(72%) in the calcium dobesilate group and 20 of 26 (77%) in the diosmin group
reported hard stools at baseline.

Significant improvement in all evaluated symptoms, with the exception of
anal pressure, was observed within 48 hours of treatment in both groups, with
no differences between groups at any assessment point (Table). Pain and in-
flammation continued to decrease significantly between 2 days and 8 days of
treatment in both groups. After 4 weeks of treatment, 19 of 25 patients (76%) in
the calcium dobesilate group and 19 of 26 patients (73%) in the diosmin group
were asymptomatic, with no difference between treatment groups.

The differences between groups in patient perception of efficacy were not
significant. In the group receiving calcium dobesilate, 76% of the patients as-
sessed efficacy as good, 16% as moderate, and 8% as poor; in the group receiv-
ing micronized flavonoid fraction of diosmin, 73% of the patients assessed the
result as good, 19% as moderate, and 8% as poor.

Analgesic intake was comparably low in both groups—4 patients (16%) in the
calcium dobesilate group and 6 (23%) in the diosmin group took pain medica-
tions (P = 0.52).

Three patients in each group developed new hemorrhoidal crises during the
treatment period. .

Both products showed good tolerability. Three adverse events (cephalgia,
vertigo, and colic pain) were reported in the calcium dobesilate group, and 2
(vertigo and severe anal pressure) were reported in the diosmin group.

The compliance rate in both groups was 95% to 100%.
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Table. Mean hemorrhoidal symptom scores after treatment with calcium dobesilate 1.5
g/d (n = 25) or purified, micronized flavonoid fraction of diosmin 3 g/d (n = 26).

Micronized Flavonoid

Calcium Dobesilate Fraction of Diosmin
2 8 4 2 8 4
Symptom Baseline Days Days Weeks Baseline Days Days Woeeks
Pain 1.52 0.67* 0.53*' 0.09" 1.31 0.66* 0.25*" 0.14"
Discharge 0.65 0.13* 0.04" 0.00" 0.74 0.16* 0.00"  0.007
Bleeding 1.72 0.59* 0.28"  0.14" 1.09 0.39* 0.13%  0.05"
Edema 1.48 0.46* 0.24% 0.147 1.43 0.66* 0.17f  0.05"
Inflammation 1.60 0.50* 0.16*" 0.05" 1.70 0.77* 0.21*'  0.05"
Pruritus 1.09 0.38* 0.28"  0.147 0.88 0.46* 0.28" 0.8
Anal pressure  0.88  0.43* 028" 0.18' 066 016 0.17 0.14%
Total 8.94 316+ 181" 0747 7.81  3.26* 1.21* 0617

Scale: 0 = absent; 1 = mild; 2 = moderate; 3 = severe. Baseline symptom scores did not differ signifi-
cantly between treatment groups. Symptom scores at 4 weeks did not differ significantly between
treatment groups.

*P < 0.05 versus previous period.

TP < 0.05 versus baseline value.

DISCUSSION

Calcium dobesilate 1.5 g/d and purified, micronized flavonoid fraction of dios-
min 3 g/d were equally effective in improving hemorrhoidal symptoms within 48
hours of treatment. Substantial amelioration of all symptoms of hemorrhoidal
crisis was observed in both treatment groups. The results of the present study
are consistent with those from previous studies of these agents in the treat-
ment of hemorrhoidal crisis.'®?

Although hemorrhoids are considered a definitive morphologic alteration,
patients should be given pharmacologic therapy before treatment with more
aggressive procedures like sclerosis and surgery.

A 4-week treatment period was sufficient to achieve total and sustained
resolution of all hemorrhoidal symptoms assessed; patients treated for 12
weeks did not show additional benefits. Both treatments were well tolerated,
and compliance with treatment was >90% in the 2 groups.

CONCLUSION
Treatment with calcium dobesilate 1.5 g/d was as effective as treatment with
purified, micronized flavonoid fraction of diosmin 3 g/d in improving hemor-
rhoidal symptoms within 48 hours of treatment. Both treatments were equally
well tolerated.
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