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A Systematic Review and Meta-analysis on Flavonoids for the Patients

with Hemorrhoid Treatment
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Abstract

Flavonoids is a phytochemical used for hemorrhoid treatment, widely accepted in many countries.
However, efficacy of treating hemorrhoid by flavonoids is supported by contradict evidence.
Therefore, this study was to review literatures systematically and conduct the meta-analysis to
confirm efficacy of flavonoids in hemorrhoid treatment. Published and unpublished papers were
searched from accessible database such as Pubmed, CENTRAL, Science-direct, SciSearch, and
Thailis including a hand search. Specific keywords were assigned prior to the study. Study designed
randomized controlled trial in human, written in English or Thai, and conducted until 2014 were
recruited. Four papers met inclusion criteria with high quality of methodology (Jadad’s score 23 out
of 5). The number of patients involved in the studies ranged 26 - 570. Results showed no statistical
difference for flavonoids in bleeding reduction (RR=1.00, 95%CI =0.90, 1.11), persisted pain
(RR=1.05, 95%CI =0.87, 1.25), prolapsed improvement (RR=0.92, 95%CI =0.77, 1.09) and itching
improvement (RR=1.00, 95%CI=0.83-1.21). This study supports that therapeutic efficacy of
flavonoids was not different from the comparative placebo treatment. However, a randomized control

trial is still needed in order to confirm other clinical outcomes of flavonoids

Keywords: Flavonoids, Hemorrhoid, Meta-analysis
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human (n=19.814)

A 4

Studies retrieved for evaluation using

abstract evaluation form) (n=137)

Studies excluded because
they were not conducted
regarding hemorrhoids

treatment (n=129), other

A 4

reason of exclusion, not a
control trial (n=1), was an
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was a single blinded study

Studi®s met inclusion criteria (n=4)

Figure 1 Flow chart of search results.
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Figure 2 Relative risk (RR) of bleeding reduction, RR values are shown with 95 per cent confidence

intervals
Flavonoids Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
Misra MC, et al 30 47 12 30 7.6% 1.60[0.98, 2.60] 2000 1
Jiang ZM, et al 48 49 38 41 21.4% 1.06 [0.96, 1.16] 2006 ™=
Panpimanmas S, et al 118 174 132 178 67.5% 0.91[0.80, 1.05] 2010 i
Filingeri V, et al 7 11 7 12 3.5% 1.09 [0.57,2.10] 2014
Total (95% ClI) 281 261 100.0%  1.00[0.90, 1.11] L 2
Total events 203 189

itv: 2= = = 2= 0, } } } }
Heterogeneity: Chi2 = 6.53, df = 3 (P = 0.09); 12 = 54% 05 07 1 15 2

Test for overall effect: Z = 0.05 (P = 0.96)

Flavonoids Control
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Figure 3 Relative risk (RR) of Persistent pain,
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RR values are shown with 95 per cent confidence

intervals
Flavonoids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
Jiang ZM, et al 46 49 35 41 37.3% 1.10[0.95, 1.27] 2006
Panpimanmas S, et al 57 174 58 178 56.1% 1.01[0.74,1.36] 2010
Filingeri V, et al 7 11 7 12 6.6% 1.09[0.57,2.10] 2014
Total (95% Cl) 234 231 100.0%  1.05[0.87,1.25] S 4
Total events 110 100
1 1

Heterogeneity: Chiz=0.54, df =2 (P = 0.77); 2= 0%
Test for overall effect: Z = 0.49 (P = 0.62)

07 1 15 2

Flavonoids Control

05

Figure 4 Relative risk (RR) of Prolapsed improvement, RR values are shown with 95 per cent

confidence intervals

Flavonoids Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
Jiang ZM, et al 47 49 39 41 79.6% 1.01[0.92, 1.10] 2006
Panpimanmas S, et al 6 174 11 178 20.4% 0.56[0.21, 1.48] 2010 * =
Total (95% ClI) 223 219 100.0% 0.9210.77, 1.09] ‘
Total events 53 50

P 2= - - 2= 0 ] ] ] ]
Heterogeneity: Chi2 = 5.30, df = 1 (P = 0.02); I> = 81% 015 057 1 1:5 é

Test for overall effect: Z = 0.99 (P = 0.32)

Flavonoids Control
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Figure 5 Relative risk (RR) of Itching improvement, RR values are shown with 95 per cent

Heterogeneity: Chiz = 3.30, df = 2 (P = 0.19); 2= 39%
Test for overall effect: Z = 0.03 (P = 0.98)

Flavonoids Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% ClI
Jiang ZM, et al 49 49 37 39 659% 1.06[0.97, 1.15] 2006
Panpimanmas S, et al 12 174 17 178 26.6% 0.72[0.36, 1.47] 2010 - &1
Flingeri V, et al 7 11 5 12 76% 1.53[0.68, 3.42] 2014
Total (95% Cl) 234 229 100.0%  1.00[0.83,1.21] S 4
Total events 68 59 .

05 07 1 15 2
Flavonoids Control
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Table 1 Characteristics of the included studies

Jadad Interventions
Authors Year Type of study Participants Outcomes Results
score Control group Experimental group
Godeberge n.m 1994 | Randomized double 3/5 120 patients with Placebo for 14 days Daflon 500 mg two tablets | overall symptom | The experimental group
blind controlled trial acute symptoms of daily for 14 days showed significantly o

hemorrhoids improvement (p < 0.01)
Misra MC, et 2000 | Randomized double 315 100 patients with Placebo for 7 days MPFF 500 6 tablets in Bleeding The experimental group had
m_i.m blind controlled trial acute rectal bleeding first 4 day and 4 tablets improvement rapid cessation of bleeding

for 3 day than control group (p<0.05)

Jiang ZM, et 2006 | Randomized double 5/5 90 acute Identical appearance MPFF 500 mg, 6 Pain, bleeding, There was a significant
m_j.a blind controlled trial haemorrhoidal patients | placebo tablets were in tablets daily for 4 days, itching, oedema, | difference in favour of MPFF in

with symptoms such and same followed by 4 tablets daily | and prolapsed the evolution of pain and

as pain, itching and therapeutic scheme for the next 3 days improvement oedema and in bleeding (p<

oedema 0.05)
Panpimanmas, | 2010 | Randomized double 4/5 570 patients acute C. quadrangularis powder | Daflon 500 mg 3 tablets Pain, bleeding, There were no significant
etal’ blind controlled trial symptomatic 500 mg dry weight or twice a day p.c. for 4 itching, oedema, | difference between 3

Hemorrhoid within the | placebo 3 tablets twice a days and then 2 tablets and prolapsed groups(p< 0.05)

last five days day p.c. for 4 days and twice a day p.c. for 3 improvement

then 2 tablets twice a day days.
p.c. for 3 days.
Filingeri V, et 2014 | Randomized double 3/5 26 patients with grade | Placebo for 15 days MPFF 2 times a day for a | Pain, bleeding There were significant
m_ﬁ.j blind controlled trial IV haemorrhoids week and then at a dose and itching difference in bleeding and pain
of once a day for 15 days | improvement between 2 groups (p<0.05)

MPFF = micronized purified flavanoid fraction

MMDH= a micronized mixture of diosmin and hesperidins




