











Figure 2 Comparison of haemorrhoid grades before and after treatment in case and control groups. A) the haemorrhoid
grades in both studied groups prior to intervention; B) the haemorrhoid grades in both studied groups post to intervention.

anal area from the end of the second week of treatment,
which was not statistically significant. Eventually, this
patient had to discontinue treatment, and this complica-
tion was improved entirely over time. The other compli-
cations recorded in the questionnaire were not new, and
patients had these symptoms before starting treatment
(tables 3 and 4).

DISCUSSION

This study is a prospective randomised clinical trial. To
the best of our knowledge, no study has evaluated the
effect of an utterly herbal lotion with the current compo-
sition in the treatment of haemorrhoids. However, in
other studies, the flavonoid compounds of plants such as
Aesculus hippocastanum L. seed extracts, the bark of Acacia
ferruginea DC, Vitis vinifera L. leaf extracts, Graptophyllum
pictum extract, have been studied. Even in an experi-
mental study, the positive effects of Graptophyllum pictum
extract were significantly greater than the effects of
micronised purified flavonoid fraction (MPFF)""™"® such

as Daflon tablet, which has been studied several times
and is a semisynthetic product containing MPFF.'**°

Our study confirms the safety and efficacy of flavonoid
lotion in the treatment of all symptoms of haemorrhoids.
Improvement of haemorrhoid degree of the case group
was significant, unlike the control group. This shows that
flavonoid lotion outperforms anti-haemorrhoid oint-
ment in treating haemorrhoids.

Although haemorrhoid symptoms were significantly
improved in both groups, notably, some therapeutic
effects were observed over a shorter period of time in the
case group, such as improvement of incomplete defeca-
tion, anal pain and anal irritation.

Recent studies have also shown a reduction in pain,
bleeding, tenesmus, oedema, inflammation and itching,
and improved chronic venous insufficiency and vascular
function with flavonoid compounds; even though they
have better effects and fewer side effects than band liga-
tion and sclerotherapy; thus, flavonoid compounds may
be a better choice for treating haemorrhoids.?”*

Figure 3 Comparison of patients haemorrhoid grades before and after treatment in control (A) and case (B) groups.
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Table 3 Comparison of symptoms and complications of treatment between case and control groups

Admission 1week 2weeks 3weeks 4weeks
Symptom Ctl Cs Pvalue Ctl Cs Pvalue Ctl Cs Pvalue Ctl Cs Pvalue Ctl Cs P value
Rectal bleeding 21 26 0.388 19 19 0.772 18 15 0.140 15 13 0.884 12 8 0.622
Incomplete defecation 31 26 0.505 27 24 0.915 25 15 0.007* 21 11 0.075 21 12 0.062
Anal pain 30 21 0.073 28 21 0.391 21 11 0.036* 16 10 0.255 15 6 0.025*
Anal irritation 22 23 0.946 20 18 0.816 13 10 0.411 9 6 0.635 6 5 0.732
Anal discharge 13 13 0.750 11 6 0.501 8 5 0.871 7 4 0.782 4 2 0418
Anal discomfort 25 22 0.490 24 17 0.058 19 12 0.313 15 8 0.121 13 7 0.395
Complication
Diarrhoea 10 12 0.511 6 4 0471 4 3 0512 2 1 0612 2 0 0.25
Nausea 9 10  0.990 2 3 0.990 0 1 0512 0 1 0512 0o 0 1
Vomiting 5 4 0.540 0 2 0.209 0 1 0512 0 1 0512 0o 0 1
Skin rash 12 9 0.230 5 3 0.189 2 2 1 2 0 0.230 1 0 0.512
Pruritus 13 14 0.784 7 5 0.960 2 4 0.616 1 1 1 1 0 0.512
Headache 19 21 0.847 4 11 0.087 1 & 0.242 0 3 0480 0 O 1
Vertigo 15 18 0.943 4 7 0.492 1 2 0.612 0 1 0.512 0 O 1

Number of individuals in case (Cs) and control (Ctl) groups are 44 and 42, respectively (n

*Significant differences between case and control groups.

In a systematic review and meta-analysis study (2020),
11 randomised trial studies (13 article) analysis showed
significant and beneficial effects of flavonoids in reducing
haemorrhoid symptoms such as bleeding, pruritus and
discharge/leaking, and tenesmus and improving overall
condition of patients.”

In several clinical trial studies, the duration and
extent of post-haemorrhoidectomy pain and bleeding
diminished by combination of MPFF and antibiotics
and anti-inflammatory medications; by inhibiting the
inflammatory process, reducing oedema, improving

86).

total

venous tone and protecting the microcirculations from
the inflammatory mediators.” In a clinical trial study,
Chiaretti et al compared the anti-haemorrhoidal effects of
flavonoids compared with Centella; 199 patients enrolled
in this study, 130 patients with II, III, IV haemorrhoidal
grades (with bleeding) allocated to intervention group
(73 of them treated by oral flavonoids tablets (Flavonil),
and 66 patients by Centella complex tablets, 60 included
with routine treatment without phlebotonics), the results
indicated that 31 patients with bleeding grade IV, did
not respond to the therapies and were reffered to do

Table 4 Comparison of symptoms and complications of treatment within case and control groups

Control group (n=42)

Case group (n=44)

Symptom Admission 1week 2weeks 3weeks 4weeks Pvalue Admission 1week 2weeks 3weeks 4weeks P value
Rectal bleeding 21 19 18 15 12 0.000* 26 19 15 13 8 0.001*
Incomplete defecation 31 27 25 21 21 0.000* 26 24 15 11 12 0.000*
Anal pain 30 28 21 16 15 0.041* 21 21 11 10 6 0.000*
Anal irritation 22 20 13 9 0.005* 23 18 10 6 5 0.008*
Anal discharge 13 11 8 7 4 0.000" 13 6 5 4 2 0.220
Anal discomfort 25 24 19 15 13 0.000* 22 17 12 8 7 0.000*
Complication
Diarrhoea 10 6 4 2 2 0.011* 12 4 3 1 0 0.009*
Nausea 9 2 0 0 0 0.024* 10 3 1 1 0 0.029*
Vomiting 5 0 0 0 0 0.560 4 2 1 1 0 0.630
Skin rash 12 5 2 2 1 0.270 9 3 2 0 0 0.067
Pruritus 13 7 2 1 1 0.210 14 5) 4 1 0 0.056
Headache 19 3 1 0 0.004* 21 1 3 3 0 0.006*
Vertigo 15 4 1 0 0.012* 18 7 2 1 0 0.016*
Number of individuals in case and control groups are 44 and 42, respectively (n,_,,=86).
*Significant differences between case and control groups.
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the haemorrhoidectomy; 38 patients with acute haem-
morhoidal thrombosis enderwent anaesthesia. The time-
to-stop bleeding of the flavonoid treated group was 2
weeks, and Cetella treated was 3 weeks, that was signifi-
cant decrease in comparison to control group. Moreover
the phlebotonics significantly reduce the irritation of the
patients after the first week. In and overall this study find-
ings suggests that, flavonoids are the most effective phle-
botonics against bleeding and anal irritation.™

Our study indicated that the flavonoid lotion had no
focal or systemic side effects during the 1 month treat-
ment, and it was perfectly tolerable for patients. The
safety of this drug can be attributed to the origin of its
compounds, which contain natural and non-chemical
substances. In the control group, we had only one case
of itching and local skin rash in the anal area from the
end of the second week of treatment, which was not statis-
tically significant. No other complication was observed.
Most similar studies have not evaluated the complications
of flavonoid treatment,'® % %%

Dewan et al evaluated the anti-haemorrhoidal effects
of two flavonoid contained products, Hilo (phlebotonic)
and Daflon in an multicentric, randomised study; 200
participants assigned to either Hilo or Daflon treatment
groups; the Hilo group displayed better improvement
in haemorrhoid symptoms (bleeding, paim, itching,
soiling, tenesmus, irritation and constipation) on days
7th and 15th postintervention, compared with Daflon
group. Conclusively, Hilo had better reduction in clinical
symptoms of patients suffering from haemorrhoids as
compared with Daflon.

In an investigion the Daflon usage in treatment of
grade 4 internal haemorrhoid were assessed; 50 patients
included in the study. The overall findings showed signifi-
cant improvements in symptoms, such as pain, heaviness,
bleeding, pruritus and mucosal discharge. Eight patients
had minor side effects of Daflon, which was mainly gastro-
intestinal symptoms (8%), however, it was not serious to
make patients discontinued the study.** Meshikhes et al
evaluated the effects of flavonoid compounds (Daflon)
as a prospective clinical trial in which five patients had
gastrointestinal side effects after taking Daflon. Unfor-
tunately, the type of these complications has not been
stated. Another disadvantage of this study is the lack of
a control group, while in our study, the control group
was treated with an approved drug.”® They also compared
the effects of flavonoid compounds (Daflon) with sclero-
therapy, in which the study population consisted only
of first-degree haemorrhoids. Those results cannot be
generalised to more severe degrees of haemorrhoids.
several conducted studies based on an animal model,
which are less valuable than randomised clinical trial
studies. In these studies, the flavonoid compounds of
other plants, such as Aesculus hippocastanum L. seed
extracts, the bark of Acacia ferruginea DC, Vitis vinifera L.
leaf extracts and Graptophyllum pictum extract have been
evaluated. Other disadvantages of these studies are the
low population studied and the lack of a control group,

and the lack of assessing the side effects of treatment.'®™"®

The study conducted byde Souza M das et al was also
based on the animal model and compared the effects of
flavonoid compounds to the effects of sclerotherapy, in
which the study population was small. The side effects of
treatment were not studied.™

CONCLUSION

Our finding suggested that flavonoid lotion could effec-
tively treat haemorrhoidal symptoms and heal its compli-
cations. It also has more rapid efficacy in comparison with
routine anti-haemorrhoid ointment. Thus, this flavonoid
lotion could be introduced as an appropriate, available,
economical and compelling candidate for the treatment
of haemorrhoids.
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Questionnaire
first name:............ last name:....... age:...... gender:.......
Education:......... height:........ weight:.........
home address:.............. phone Number:........
hemorrhoid grade Before treatment:.............. hemorrhoid grade after treatment:..............
Please read the Scoring guide table first ; and then answer next table.
Score 0 Score 1 Score 2 Score 3 Score 4 Score 5
250-500 cc
Seeing blood More than 500 cc (t
:}le“;] No :e:mg °° Less than 100 cc 100-250 cc lore an 500 cc (two
eeding stains (1-2 glasses) glasses)
Incomplete Occasional and X X
. No K Mild and persistent moderate severe Very severe
defecation mild
) Occasional and . .
Anal pain No mild Mild and persistent moderate severe Very severe
Anal Occasional and . .
e el e No i Mild and persistent moderate severe Very severe
irritation mild
Seeing blood 250-500 cc (1-2 More than 500 cc(t
Anal No eeing bloo Less than 100 cc 100-250 cc e ore than 500 ccftwo
discharge stains glasses) glasses)
Anal Occasional and . .
. No i Mild and persistent moderate severe Very severe
discomfort mild
. No 2-3 times a day i . . .
Diarrhea 3-5 times a day 5-7 times a day 7-10 times a day More than 10 times a day
and watery
Nausea No 1-3 times a day 3-5 times a day 5-7 times a day 7-10 times a day More than 10 times a day
Vomiting No 1-3 times a day 3-5 times a day 5-7 times a day 7-10 times a day More than 10 times a day
Occasional and X X
Headache No mild Mild and persistent moderate severe Very severe
. Occasional and i .
Vertigo No mild Mild and persistent moderate severe Very severe
Pruritus Occasional and . .
No iId Mild and persistent moderate severe Very severe
mi
. Occasional and . .
Skin rash No mild Mild and persistent moderate severe Very severe
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Please answer;

Third
symptom Before treatment | first week Second week weell: Fourth week
Rectal bleeding
Incomplete
defecation
Anal pain

Anal irritation

Anal discharge

Anal discomfort

Diarrhea

Nausea

Vomiting

Headache

Vertigo

Pruritus

Skin rash
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