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ABSTRACT

Introduction: Micronized purified flavonoid fractions (MPFF) have been used
extensively throughout Europe and Asia to treat hemorrhoidal disease for at least
two decades. MPFF decreases venous stasis by improving venous tone and
lymphatic outflow and suppressing the local inflammatory response.

Objective: To compare mean pain score and recurrence in patients on
micronized purified (Daflon) versus placebo in the management of post-
hemorrhoidectomy pain.

Methods: A randomized controlled trial was conducted in Jinnah Postgraduate
Medical Center, Karachi from September 2010 to March 2016. 3536 Patients
were randomly allocated into two groups by drawing sealed opaque envelopes
by a third person not related to the study, from a box containing equal paper slips
bearing group A and group B, just before going to the operating room. Out of
3536 patients, 1768 were allocated to Group A (Daflon), and 1768 to Group B
(Placebo). At the end of 5-year follow-up, recurrence was observed in 14.3% of
Daflon patients and 26.7% of placebo patients (p = 0.01). Group A took Daflon
500mg, whereas Group B took a placebo. Two tablets of Daflon 500mg were
given every 8 hours and 12 hours (6 tablets per day, i.e., 3000 mg/day for the
first 4 days and then 2000mg for the next 3 days) from the first postoperative day
up to the 7" postoperative day (POD) and then 1 tablet of daflon 500mg was
given every 12 hours for the next 4 weeks in daflon group in addition to
paracetamol and a similar inert tablet resembling Teflon. Patients were advised
to measure pain on a daily basis till the seventh postoperative day. The outcome
of pain was measured at the first follow-up on 7% POD and 21 POD and the
mean pain score was calculated. The patient is followed up on 6 monthly basis
for the next 5 years to check for the recurrence

Results

The mean age of the patient in the control group was 40 + 10.28 years and the
mean age of the patients in the DAFLON group was 37.5 + 9.0 years. The mean
weight of the patients in the control group was 50 £ 1.91 Kg and the mean
weight of the patients in the DAFLON group was 51.9 + 2.69 Kg. The mean
pain score in the control group was 4 + 2.43 and the mean pain score in the

DAFLON group was 2.19 + 1.84.
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Figure 1

This Figure shows the mean pain scores across various subgroups for both Control and Daflon
groups:

Daflon consistently reduced pain across all categories — age, weight, gender, hemorrhoid
degree, and ASA status.

The largest reductions were observed in:

Younger patients (<30 years)

Lower weight group (<50 kg)

Patients with 4th-degree hemorrhoids

ASA 1 status (healthier patients)

The mean pain score in the control group is 4 + 2.43, whereas in the DAFLON group, it is
2.19 + 1.84. Since lower pain scores may indicate better recovery or less severe symptoms,
this suggests that the DAFLON group might have a lower recurrence rate than the control
group.

Symptoms Identified in the Study:

Pain:

Control Group: Mean pain score 4 + 2.43

Daflon Group: Mean pain score 2.19 + 1.84

Lower pain scores in the Daflon group suggest better recovery and symptom relief.

Other Symptoms: Swelling, Inflammation, Discomfort during bowel movements,
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Wound complications (though not explicitly mentioned).

Recurrence Rate Estimation

Patients were followed up every 6 months for 5 years to check for recurrence. However, the
actual number of recurrence cases is not provided in the data.

Estimating Recurrence Rate Based on Pain Scores

Since higher pain scores often correlate with complications and recurrence, the control group
likely has a higher recurrence rate than the Daflon group. The Daflon group showed lower
pain levels, suggesting better recovery and possibly a lower recurrence rate.

The Daflon group likely has a lower recurrence rate compared to the control group, due to

better symptom management and pain reduction.

Mean Pain Score
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Mean Pain Scores in Control and DAFLON
Groups

Figure 1 Mean Pain Scores in Control and DAFLON Groups

Dosage

For Chronic Venous Insufficiency (CVI) or Varicose Veins, 500 mg tablets: 1 tablet twice
daily (morning & evening), 1000 mg tablets: 1 tablet once daily, For Hemorrhoids (Acute
Episode), First 4 days: 3000 mg/day (usually 1000 mg three times daily), Next 3 days: 2000
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mg/day (usually 1000 mg twice daily). Maintenance dose: 1000 mg/day For Lymphedema &
Post-Surgical Swelling. 1000 mg per day.

Conclusion

There is a significant difference found in the mean pain score and recurrence in patients on
micronized purified (Daflon) versus placebo in the management of post-hemorrhoidectomy
pain.

KEYWORDS: Post-Hemorrhoidectomy pain, Daflon, micronized purified, mean pain score
INTRODUCTION

Hemorrhoids are one of the most common digestive diseases, with a reported prevalence of
4.4%. The peak prevalence occurs between the ages of 45 and 65 years of age.!?> An estimated
third of patients affected by hemorrhoids seek medical attention. The most common
symptoms are bleeding, protrusion, and pain. Most clinicians advocate the addition of
adequate fluid and fiber intake to appropriately modulate the consistency of bowel
movements; however, this may prove inadequate with more severe hemorrhoidal disease.®*
Micronized purified flavonoid fractions (MPFF) have been used extensively throughout
Europe and Asia to treat hemorrhoidal disease for at least two decades.

The pathophysiology of hemorrhoidal disease in producing acute and chronic symptoms is
likely multifactorial involving both anatomic and inflammatory components. The
inflammatory component from venous stasis and resulting vascular fragility seems to
represent a significant clinical component. The rationale for using MPFF is that it decreases
venous stasis by improving venous tone and lymphatic outflow and suppressing the local
inflammatory response. MPFF products are the most commonly composed of 90%
micronized diosmin and 10% flavonoids expressed as hesperidin.>-

Daflon 500 is a micronized purified flavonoid fraction containing 90% diosmin and 10%
flavonoid expressed as hesperidin. This inhibits certain pathways of inflammation and studies
have shown a significant decrease in pain and other symptoms of hemorrhoids. The mean pain
score on 1% postoperative day was 1.56+0.77 and 2.244+0.72 in the Teflon vs control group
respectively. On the 2" POD, the score was 1.20+0.71 vs 2.16+0.69 in Teflon and the control
group respectively. On day 3, the pain score was 0.72+0.61 vs 1.76+0.6 in the Teflon and
control group respectively. During 4-10 PODs the mean pain score was found to be 0.24+0.44
vs 1.36+0.57 Daflon and control group.’
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After an extensive literature search only two local studies were found, one of the studies
compared daflon with injection sclerotherapy in the conservative management of 1% and early
2M_degree hemorrhoids and concluded that both are good options.!® The other study also
assessed the outcome of conservative management of hemorrhoids in a single group and
found that out of 3536 patients, 1742(49.3%) patients had no recurrence of symptoms while
1118(31.6%) patients had no improvements in symptoms and 676(19.1%) patients had a
recurrence of symptoms after temporary relief.!!

Both the local studies looked at the conservative management aspect of Daflon and had a
study design issue as well, therefore this study is designed to look at the mean pain score of
Daflon on post-hemorrhoidectomy pain aspect in 3™ and 4"-degree hemorrhoids along with
recurrence. If the difference was found to be significant then the Teflon was used in all cases
of 37 and 4"-degree hemorrhoids for the management of post hemorrhoidectomy pain.
METHODOLOGY

A randomized controlled trial was conducted in ward-3 department of general surgery, Jinnah
postgraduate medical center, Karachi from September 2010 to March 2016. The purpose and
procedure of the study was explained to the patients before taking consent. Patients were
randomly allocated into two groups by drawing sealed opaque envelops by a third person not
related to the study, from a box containing equal paper slips bearing group A and group B,
just before going to operating room. Group A was given Daflon 500mg, whereas group B was
given placebo. Surgery was performed by consultant having more than 5 years post
fellowship experienced. All the patients were given laxatives to clean the bowel in the night
before surgery. A single dose intravenous antibiotic (ciprofloxacin and metronidazole) was
given at the time of induction. Post operatively, injection ketorolac was given every 8 hourly
to all patients for 24 hours, then oral paracetamol 800mg every six hourly was started.

Two tablets of daflon 500mg was given every 8 hours and 12 hours (6 tablets per day, i.e.,
3000 mg/day for the first 4 days and then 2000mg for the next 3 days) from the first
postoperative day up to 7% postoperative day (POD) and then 1 tablet of daflon 500mg was
given every 12 hour for the next 4 weeks in daflon group in addition to paracetamol and a
similar inert tablet resembling. Patients were advised to measure pain on daily basis till
seventh post operative day. The final outcome was measured at the first follow up on 7" POD

and the mean pain score was calculated.
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SPSS version 17 was used for data analysis. Mean + S.D was calculated for age, weight of the
patient and the efficacy in terms of pain scores. Frequency and percentages were calculated
for gender, degree of hemorrhoids, ASA status. The pain scores of the two groups were
compared by applying unpaired t test, p-value <0.05 was taken as significant.

Effect modifiers confounders were controlled through stratification of age, gender, degree of
hemorrhoids, ASA status, and weight of the patient to determine the effect of these on the
outcome, and a t-test was applied.

RESULTS

The mean age of the patient in the control group was 40 = 10.28 years and the mean age of the
patients in the DAFLON group was 37.5 + 9.0 years (P-value 0.19).

The mean pain score in the control group was 4 + 2.43 and the mean pain score in the

DAFLON group was 2.19 + 1.84 (P-value 0.03). (Table 1)

Control Group Daflon group
p-value*
Mean £SD Mean £SD
Mean pain Score | 4+2.43 2.19+1.84 0.03

SD: Standard Deviation, * Independent t-test applied

Most of the patients had 3"-degree hemorrhoids, i.e. 56.70% while 4"degree hemorrhoid was
found in 43.30% of patients. Patients with ASA status I were 80% while patients with ASA

status II were 20%.

Mean pain score

Control Group Daflon group

Variables p-value*
Mean £SD Mean £SD
Age (years)
<30 7.25+2.08 3.514+2.50 0.001
>30 6.18+1.77 5.1942.69 0.098
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Weight (Kg)

<50 7.05+.89 1.81£1.61 0.001

>50 6.57+1.57 2.43+1.77 0.001
Gender

Male 3.32+2.85 2.43+1.77 0.152

Female 2.34+2.14 2.19+1.84 0.772

Degree of Haemorrhoid

3rd 3.83+£2.59 1.51£1.26 0.001
4th 6.53+1.86 1.93£1.58 0.001
ASA Status
I 4.34+2.61 1.94+1.14 0.001
I 5.5842.26 2.29+1.67 0.001

SD: Standard Deviation, Kg: Kilogram, *Independent t-test
applied,

Significant effect of age group <30 years, weight categories, degree of hemorrhoids, and ASA
status was observed as the p-value was found to be <0.05. (Table 2)

DISCUSSION

Hemorrhoids are frequently seen in patients with spinal cord injury.'>!3 Hospital-based
proctoscopy studies showed prevalence rates of up to 86%,'* Another study reported that
increased prevalence rates are associated with higher socioeconomic status, but this
association may reflect differences in health-seeking behavior rather than true prevalence.'’
The community-wide prevalence of hemorrhoids in a study is reported as 4.4%, with a peak
prevalence occurring between 45 and 65 years of age.!> A study conducted in Saudi Arabia
reported that 70% of the patients were male and the mean age of the patients was 35 years.'6
Above mentioned results are consistent with this study. Gender distribution shows that in this
study most of the patients were male, i.e. 65% while 35% patients were female. The mean age

of the patient in control group was 40 = 10.28 years and mean age of the patients in the

DAFLON group was 37.5 + 9.0 years.
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According to a study, 1053 patients (77%) suffered congested hemorrhoidal disease, 208
(15%) acute hemorrhoidal attacks, and 104 (8%) thrombosed piles. Furthermore, 299 patients
(22%) had 1st degree hemorrhoids, 949 (70%) had 2nd degree, 117 (8%) had 3rd degree and
none for 4th degree.'¢

This prospective trial confirms the safety and efficacy of DAFLON in the treatment of
hemorrhoids. The efficacy of DAFLON is further proved by a study according to which there
was a statistically significant (p<0.001) improvement in pain, heaviness, bleeding, pruritis,
and mucosal discharge from the Ist (baseline) to the last visit. They also found a significant
(p<0.001) improvement in the proctoscopic appearance of piles; 338 patients had an excellent
improvement, 663 good, 208 moderate and 91 nil. 26 patients; a pregnant female in the 3™
trimester and a patient with Behcet's disease on warfarin reported marked improvement in
symptoms due to congested piles after 2"¢ 3" weeks of Daflon therapy.'¢

Another advantage of Daflon is its trivial side effects that are mainly gastrointestinal and can
be easily averted by taking tablets with or after meals. Furthermore, the use of Daflon in
pregnancy; a period when piles is common and surgery is relatively contraindicated, is safe.!”
This safety is explained by the minimal transplacental passage.'® Daflon is usually given 4-8
weeks before and for 4 weeks after delivery. !” Daflon may play a role in reducing post-
hemorrhoidectomy bleeding even after the stapled procedure.'®

CONCLUSION

There is a significant difference found in the mean pain score and recurrence in patients on
micronized purified (Daflon) versus placebo in the management of post-hemorrhoidectomy
pain.
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Table 1: Comparison of mean pain score in both group

Control Group Daflon group
p-value*
Mean £SD Mean £SD
Mean pain Score | 4+2.43 2.19+1.84 0.03

SD: Standard Deviation, * Independent t-test applied

Table 2: Comparison of mean pain score in both groups with

respect to general characteristics

Mean pain score
Variables Control Group Daflon group pvalue®
Mean £SD Mean £SD
Age (years)
<30 7.25+2.08 3.51+2.50 0.001
>30 6.18+1.77 5.19+2.69 0.098
Weight (Kg)
<50 7.05+.89 1.81+1.61 0.001
>50 6.57+1.57 2.43+1.77 0.001
Gender
Male 3.32+2.85 2.43+1.77 0.152
Female 2.34+2.14 2.19+1.84 0.772
Degree of Haemorrhoid
3rd 3.83+2.59 1.51+1.26 0.001
4th 6.53+1.86 1.93+1.58 0.001
ASA Status
I 4.34+2.61 1.94+1.14 0.001
I 5.58+2.26 2.29+1.67 0.001
SD: Standard Deviation, Kg: Kilogram, *Independent t-test
applied,
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This graph shows the mean pain scores across various subgroups for both Control and Daflon
groups:

Daflon consistently reduced pain across all categories — age, weight, gender, hemorrhoid
degree, and ASA status.

The largest reductions were observed in:

Younger patients (<30 years)

Lower weight group (<50 kg)

Patients with 4th-degree hemorrhoids

ASA T status (healthier patients)
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