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Therapeutic action of Hidrosmin  
in chronic lymphoedema 
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Introduction 
It has been demonstrated in 

both animal experiments and 

clinical trials that benzo-
pyrones are very effective 
drugs in the treatment of high 

protein oedemas with divers 
causes. This is because, apart 
from their many other actions, 
all benzo-pyrones increase 
normal tissue proteolysis. This 
is the main explanation for the 
anti-oedematous action of these 
combinations, although there is 
no doubt that they are very 
often able to increase lymphatic 
transport and to reduce in-
creased capillary permeability . 
(1). 

Coumarin and its derivatives 
form an important group of the 
benzo-pyrones, another is the 
group of the flavonoides. Many 
studies have been carried out on 
the pharmaceutical activity and 
chemical characteristics of fla-
vonoides of natural origin in 
order to improve their therapeu-
tic usage, leading to the prepa-
ration of synthetic flavonoides. 
Hidrosmin is the latest of these 
synthetic products used in pro-
tective venous therapy (2). 

Hidrosmin shares many of 
the classical pharmacological 
actions described for benzo-
pyrones on permeability and 
fragility in microvessels (3.5). 
Likewise, important haemor-
heological properties have been 
discovered increasing erythro-
cytic deformability and de-
creasing blood viscosity (6, 7). 

There are different clinical 
studies showing that different 
flavonoides (rutosides, diosmin, 
etc.) have beneficial effects on 
the treatment of primary lym-
phoedemas or lymphoedemas 
that are secondary to radiogra-
phy or post mastectomy (8,9). 
Taking Hidrosmin's characteris-
tics into account, this study was 
set up to evaluate the reduction 
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AUTHOR´S SUMMARY 

 
During three months, 20 women, diagnosed of primary 

(n=7) or secondary (n=13) lymphoedema, were treated 

with Hidrosmin, 400 mg t.i.d. The volume of the extremi-

ties was measured before and after therapy by projection 

of shadows with optoelectronic data collection; charac-

teristics of oedema were also evaluated by means of a 

scoring scale including data on severity and consistency 

of oedema, pain, loss of function and trophic changes. 

The volume of the affected extremity was 2784 ± 972 cc 

before treatment and was reduced to 2597 ± 819 cc after 

it, the mean reduction being 5.8% ± 9.0% (p<0.001). The 

overall scoring for clinical parameters was 4.2 ± 1.4 be-

fore treatment and 3.5 ± 1.5 after (p<0.05). The drug was 

well tolerated. The authors have considered Hidrosmin as 

an important therapeutic option for the treatment of 

chronic lymphoedema. 
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caused by Hidrosmin in oede-
mas of lymphatic origin and its 
clinical significance. 
 
Material and Methods  

Study type 
This was an open study, un-

controlled, carried out on 20 
subjects. We do not consider 
the use of a placebo group nec-
essary to rule out the possibility 
that clinical improvement could 
be explained by the evolution 
of the oedemic pattern on its 
own, because it is generally 
accepted that this evolution is 
inexorably progressive. 
 
 

Table I 
 

Subjective evaluation scale of the 
clinical characteristics of the 

oedema 
 

Clinical evaluation scale of the 
lymphoedema 

 
Item 1.- Severity of the oedema 

No oedema exists (0 
points) 

 Light (1 point) 
 Moderate (2 points) 
 Severe (3 points) 
 
Item 2.- Consistence of the oe-

dema 
 Soft = 1 point 
 Hard = 2 points 
 
Item 3.- Pain 
 NO = 0 points 
 YES = 1 point 
 
Item 4.- Functional impotence 
 NO = 0 points 
 YES = 1 point 
 
Item 5.- Trophic alterations 
 NO = 0 points 
 YES = 1 point 
 

Inclusion Criteria 
Patients presenting lym-

phatic oedema of the upper or 
lower extremities, primary or 
secondary to surgery, radiation, 
neoplasias or paralysis. The 
classification and grading of the 
lymphoedema was carried out 
according to the Lymphology 
Club classification (1988). 
 
Exclusion Criteria 

Lymphatic oedemas secon-
dary to parasitosis (filariasis, 
mycosis, etc.) were rejected for 

the study. Likewise, oedemas of 
cardiac, renal, hypoproteinae-
mic, postubercolous etc origin 
were excluded . 
 
Clinical Evaluation Criteria 

The following were evalu-
ated before and after treatment: 

1. The volume of both ex-
tremities expressed in cc and 
quantified using shadow projec-
tion with optoelectronic data 
collection (Volometer ®). We 
consider that this method al-
lows a volumetric extremity 

 Table II 

Characteristics of the 19 patients at the beginning of the study 
 

Age (years)  42.8 ± 21.5  Range:  10 to 75 
Weight (kg)  60.9 ± 10.7  Range:  42 to 75 
Height (cm)  162.1 ± 5.4  Range:  151 to 169 
 

Diagnostic characteristics: 
 
Primary lymphoedema (n=7) 
Lymphoedema secondary  to mastectomy (n=5) 
 to venous pathology (n=3) 
 to radiotherapy (n=2) 
 to surgery (n=1) 
 morphea (n=1) 
 
Unilateral (n=12) 
Bilateral (n=7) 
 
Lower extremities (n=6) 
Upper extremities (n=13) 
 

Clinical characteristics of the oedema: 
 
Severity of the oedema:  Light (n=3) 
 Moderate (n=12) 
 Severe (n=4) 
 
Consistence: Soft (n=8) 
 Hard (n=11) 
 
Pain:  NO (n=14) 
 YES (n=5) 
 
Functional impotence: NO (n=18) 
 YES (n=1) 
 
Trophic alterations:  NO (n=14) 
 YES (n=5) 
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measurement with a high de-
gree of objectivity and accu-
racy. The average measurement 
error varied between ± 0.5%.  

2. The researcher's subjec-
tive evaluation of the oedema-
tumefaction was carried out 
according to the scale which is 
shown in table 1. As a measure 
of the clinical characteristics of 
the oedema the sum of the 
points corresponding to each of 
the items was evaluated. 
(Global scoring). 

3. At the end of the treat-
ment the patient subjectively 
evaluated the efficacy of the 
treatment, according to the 
following scale: 

Grade 0: There was no effect; 
Grade 1: I feel better, but I 
still have important troubles; 
Grade 2: I have improved, but 
I still have tolerable troubles 
Grade 3: It has made me com-
pletely better. 

 
4. All suspect effects were 

collected to be catalogued as 
adverse reactions to the treat-
ment . 
 
Treatment 

1.200 mg. of Hidrosmin 
were administered daily during 
three months, that is, two cap-
sules of Venosmil ® before 
breakfast, lunch and dinner. 

Patients did not receive any 
other vaso-active, diuretic, lym-
phoactivating etc. treatment 
during the course of the study. 
Also, any type of lymphatic 
tissue massage, pressure ther-
apy, elastic bandages etc. was 
avoided. 
 
Statistical analysis of the re-
sults 

The Kolmogorov-Smirnov 
test for one sample was used to 
verify that the studied variables 
could be adjusted to a normal 
distribution. The obtained data 
were statistically analysed ac-
cording to the type of variable 

evaluated. The quantitative 
variables were analysed using 
the t-Student test for paired 
samples. The qualitative non 
parametric ones using Wil-
coxon's sign test or range test 
and the dichotic variables using 
McNemar's non parametric test. 
A significance level of p < 0.05 
was accepted. 

The results in the text and in 
the tables are expressed as 
mean ± standard deviation, in 
the graphs they are expressed as 
mean ± standard error. 
 
Results 

20 women were included in 
the study, aged between 10 and 
75 years (mean ± standard de-

VOLUMETRY 

 
 
 
 
 
 
 
 

CLINICAL PARAMETERS 

 

Fig. 1 – Reduction of the volume of the lymphatic oedema after the treatment with 
1.200 mg of Hidrosmin a day (*=statistical significance with respect to before the 

treatment, p<0.001). 

Fig. 2 – Reduction of the clinical symptomatology of the lymphatic oedema after 
the treatment with 2.000 mg of Hidrosmin a day (*= statistical significance respect 

to before the treatment, p<0.05). 
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viation: 43 ± 21 years), suffer-
ing from lymphatic oedema. 
One of the participants was 
excluded from the evaluation of 
the results because it was 
shown that the oedema of the 
lower extremities that she pre-
sented were cardiac in origin, 
therefore the results were ana-
lysed in 19 patients. There were 
7 cases of primary lymphoe-
dema, the other 12 were secon-
dary to mastectomy (=5), ve-
nous pathology (n=3), radio-
therapy (n=2), surgery (n=1) 
and morphea (n=1), In 6 pa-
tients the lymphoedema af-
fected the upper extremities and 
the rest affected the lower ex-
tremities. In 12 subjects the 
oedema was unilateral; in 7 it 
was bilateral; in the latter case, 
only the more affected extrem-
ity was considered for the result 
analysis. The characteristics of 
these patients are shown in 
table II. 

At the beginning of the 
treatment, the oedema that the 
patients presented was consid-
ered to be moderate to severe in 
16 of the 19 cases (84%), of 
hard consistency in 11, soft in 
the other 8 cases. Only 5 of the 
subjects showed pain, one func-
tional impotency and 5 showed 
trophic changes in the skin . 

The volume of the affected 
extremity was of 2784 ± 972 
c.c. before the start of the 
Hidrosmin treatment and de-
creased to 2597 ± 819 c.c. after 
three months of treatment. This 
reduction was statistically sig-
nificant (p= 0,008) (fig 1). This 
means that the mean volume of 
the extremity had been reduced 
by some 187 ± 270 c.c., that is 
5.8 ± 9.0%, which clearly has 
clinical significance and is in 
accordance with the patients' 
subjective evaluation. 

The overall score of the 
evaluation scales of clinical 
parameters was 4.2 ± 1.4 points 

before the start of the treatment, 
4.0 ± 1.5 after one month of the 
study and 3.5 ± 1.5 points at the 
end of the treatment period 
(fig.2). These differences be-
came statistically significant 
when their value at 3 months 
was compared to their value at 
the beginning of the treatment. 

When each clinical parame-
ter was considered separately it 
was only possible to find statis-
tically significant differences in 
consistency (table III), probably 
due to the small sample size 
and to the fact that many of the 
patients had none of the signs 
or symptoms at the beginning 
of the treatment. Nevertheless, 
the severity of oedema was 
considered to be less after 
treatment in 7 subjects, while 
there were no changes in 10 
patients; in two cases the oe-
dema worsened in spite of 
treatment. 

Subjective patient evalua-

tion of the effects of the treat-
ment was as follows: only 9 of 
the 19 patients considered the 
treatment to have been com-
pletely ineffective, while the 
remaining 10 considered that 
the treatment had completely or 
partly improved their symp-
toms. 

The tolerance of the product 
was excellent, no undesirable 
effect was found at clinical or 
analytical level in any of the 
participants. 
 
Conclusions 

In this study 19 patients of 
female sex diagnosed with pri-
mary (n=7) or secondary lym-
phoedemas (n=12) are treated 
with Hidrosmin at a dosage of 
1.200 mg/a day for three 
months. 

At the end of the treatment 
the volume of the affected ex-
tremity had reduced by 5.8% ± 
9.0%, with clear statistical sig-

 Table III 
 

Evaluation of the clinical parameters of the lymphoedema before, after one 
month of and after three months of treatment with Hidrosmin 

 
 Before 1st month 3rd month 
 treatment 
 
Grade of the oedema 
 Not existent 0 0 1 
 Light 3 3 6 
 Moderate 12 12 8 
 Severe 4 4 4 
 
Consistence 
 Soft 8 10 15* 
 Hard 11 9 4 
 
Pain 
 NO 14 15 15 
 YES 5 4 4 
 
Functional impotence 
 NO 18 18 18 
 YES 1 1 1 
 
Trophic alterations 
 NO 14 14 14 
 YES 5 5 5 
 
* p<0.05 McNemar's test, with respect to before the treatment 
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nificance. 
Considering the combina-

tion of clinical signs and symp-
toms of the oedema, a signifi-
cant improvement has been 
found at the end of the treat-
ment, especially in the severity 
and consistency of the oedema. 

Hidrosmin was tolerated 
perfectly, none of the patients 
presented any undesired effect, 
in spite of the high dosage used 
for the study. 

In conclusion, and although 
trials with a longer follow-up 
period might be necessary, we 
consider that Hidrosmin is an 
important therapeutic option in 
the treatment of chronic lym-
phoedemas. 
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