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ABSTRACT

Objective: Haemorrhoids are associated with bleeding, pain, itching, exudation and swelling. So there is an unmet need for
effective treatment by both oral and topical drugs. Hence this study was designed to evaluate the efficacy of oral Euphorbia
Prostrata fortified with Calcium Dobesilate and topical cream of Euphorbia Prostrata with Lidocaine. Methods: The study was a
prospective, open label, single arm, multicentric study, in 30 patients with hemorrhoids treated with oral FDC Euphorbia
Prostrata extract 100 mg plus Calcium Dobesilate 500 mg and topical FDC cream of Euphorbia Prostrata extract 1% w/w plus
Lidocaine 3% w/w for 14 days.Symptoms like bleeding, pain, itching, exudation and swelling were assessed and scored during
and at the end of the study. Results: There was decline from the baseline value scores right from day 4 i.e. bleeding (0.97+0.15),
pain (0.60+0.13), itching (0.47+0.13), exudation (0.13+0.06) and swelling (0.43+0.09); after 7 days bleeding (0.15+0.07), pain
(0.12+0.06), itching (0.15+0.07), exudation (0.15+0.07) and swelling (0.19+0.08) and after day 14 the symptoms of bleeding
(0.09+0.06), pain (0.08+0.06) and swelling (0.08+0.06) were almost cured while symptoms like itching (0.00£0.00), exudation
(0.00+0.00) disappeared completely. There was reduction in the number of patient’s population with symptoms towards the end of
the study. Conclusion: Oral Euphorbia Prostrata extract 100 mg fortified with Calcium Dobesilate 500 mg and topical cream of
Euphorbia Prostrataextract 1% w/w with Lidocaine 3% w/w showed maximum improvement during first 4 days of therapy and
achieved total improvement till the end of therapy thus providing multimodal targeted approach to treat a multimodal
haemorrhoidal disease.
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INTRODUCTION

The occurrence of haemorrhoids is extremely high across the
countries and industrialized societies, with millions affected
worldwide [1, 2]. The true prevalence of haemorrhoids is still
unknown, but it is postulated that 50% of the population will
experience hemorrhoids at some or other point in their life by the
age of 50 and approximately 5% people suffer from
haemorrhoids, having high prevalence in Indian population[3].

Haemorrhoids have a higher impact on quality of life and are one
of the leading causes of lower gastrointestinal bleeding [4].
Normal cushioning of vascular blood flow is supported by tissues
in the anal canal [5, 6]. Haemorrhoidal pathophysiology which is
still poorly understood, but is thought to be multifactorial

including; sliding anal cushion; hyperperfusion of haemorrhoid
plexus; vascular abnormality; tissue inflammation; and internal
rectal prolapse [7, 8, 9]. Possible factors that may lead to
enlargement of haemorrhoids are sedentary lifestyle, straining
during defecation, constipation, diarrhoea, pregnancy and are
common in both men and women with increasing age [10]. The
exact cause of enlarged and symptomatic hemorrhoids is debated,
and numerous etiologies have been suggested.

Previously haemorrhoids were considered as anorectal varices
[11] but now it is postulated that it is due to sliding of anal canal
lining which is widely accepted theory for haemorrhoids.
Typically, there are three major anal cushions, located in the right
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anterior, right posterior and left lateral aspect of the anal canal
[12] Haemorrhoids enlarge when the supporting tissue of anal
cushions disintegrate, deteriorate and displace downward causing
venous dilation [13].

Management of haemorrhoids is initially aimed at reducing the
symptoms of haemorrhoids i.e. bleeding, pain, itching and anal
discomfort [14]. First and second grade haemorrhoids can usually
be treated conservatively as long as symptoms are minor. If
symptoms are severe, especially bleeding and pain then referral
are required. Third and fourth grade haemorrhoids usually require
surgery. Treatment options may include conservative procedures
(high fiber diet, antimotility agents, topical analgesics and
corticosteroid creams, oral flavonoids, etc.); or non-operative
procedures (cryotherapy, sclerotherapy, rubber band ligation,
etc.); or surgical procedures (open, closed or stapled
haemorrhoidectomy and haemorrhoidectomy, etc.) [15, 16].

Various botanicals containing flavonoids like diosmin,
hesperidine, apigenin, luteolinetc are used internally and topically
in treatment of early grades of hemorrhoids and as adjuncts in
higher grades of hemorrhoids, where surgical treatment is
necessary [17]. Oral combination with topical local treatments
containing both traditional and modern drugs have been effective
and targeting causative pathophysiological factors that lead to
haemorrhoids. The extensive collaborative research work in-
between Panjab University, Pharmacy Department and Panacea
Biotec Ltd. R&D introduced Euphorbia Prostrata(EP) to the
world, pharmacological ingredients approved by DCGI- The
Regulatory Authority of India in 2008 as a prescription drug.

Multiple and complex process are involved to obtain drug extracts
from EP containing flavonoids (apigenin and luteolin), phenolic
compounds (ellagic and gallic acids) and tannins [18]. Oral
flavonoids like apigenin and luteolin have anti-inflammatory
actions in bowel disease [19]. Flavonoids and phenolic acids have
anti-inflammatory,  analgesic,  antioxidant,  haemostatic,
antithrombotic and vasoprotective actions [20] while tannins are
known to possess astringent and haemostatic actions [21].
Importantly add on therapy of Calcium Dobesilate (CaDb) as
venotonic agent decreases capillary permeability, inhibit platelet
aggregation and improves blood viscosity thereby correcting
underlying defects in haemorrhoids [22]. Whereas it is very much
rational to use drugs specifically targeting haemorrhoidal
responsible factors via external route of administration, hence
cream containing EP extracts provides local relief by reducing
inflammation, swelling, bleeding with highly potent local
anesthetic like lidocaine to ease pain burning and itching that
occurs around the hemorrhoids [23].

Haemorrhoids exhibits a multiple pathology showing symptoms
like bleeding, pain, itching, exudation and swelling, hence it is
essential to address all these pathological symptoms which can
be achieved by targeting haemorrhoids via internal (oral) and
external (topical) administration of drugs. Thus oral FDC (Fixed
dose Combination) of Euphorbia Prostrata 100 mg plus Calcium
Dobesilate 500 mg (Sitcom Forte) and topical FDC of Euphorbia
Prostrata extract 1% w/w plus Lidocaine 3% w/w (Sitcom LD
cream) have been proven to be effectiveand beneficial in
treatment of the overall symptoms of haemorrhoids. Hence, the
present study was aimed to evaluate the efficacy of oral Sitcom
Forte and local Sitcom LD cream in patients with hemorrhoids.

MATERIALS AND METHODS
Study Design

The present study was designed as an open label, single arm
and multicentric. Thirty patients with hemorrhoids were
enrolled from three different clinics in Midnapore district,
West Bengal, India from August 2017 to January 2018.
Inform consent for participation in the study was obtained
from all the patients prior to enrolment. The study was
performed according to the Declaration of Helsinki.

Patients Enrollment and Follow-ups

Patients of either sex, with an average age of 38 years, who
were diagnosed with hemorrhoids, and had no abnormalities
on physical examination and with vital parameters, were
included in the study. Pregnant and lactating women were
excluded and females of child bearing potential who
consented to use reliable measures of birth control were
included. Patients who were using other drugs or any
surgical procedure for haemorrhoids were excluded. Patients
who had given the history of or suggested the presence of
any significant cardiac, gastrointestinal, endocrine,
neurological, liver, kidney or psychological disease were
also excluded. Patients who were on drug or alcohol
dependent or having any clinically significant illness four
weeks prior to the screening were excluded.

On the first visit (VO visit: Screening and enrolment),
patients with hemorrhoids who were willing to participate in
the study were enrolled. Medical history was recorded for
each patient and full physical examination including height,
weight; vital signs (blood pressure, pulse rate, temperature,
and respiratory rate) were recorded. Patients were prescribed
with Sitcom Forte Tablets orally (Euphorbia Prostratal00
mg fortified with Calcium Dobesilate 500 mg) daily on
empty stomach for 14 days along with Sitcom LD cream
(Euphorbia ProstrataExtract 1% w/w and Lidocaine 3%
wi/w) twice daily or after each act of defecation for 14 days.
Patients were advised to return on day 4 (visit V1), day 7
(visit V2) and day 14 (visit V3); and also, can visit on any
day if they had any problem or their condition deteriorated.

Investigator assessed during each visit, the local symptoms
in anal region like per-rectal bleeding, pain at defecation,
itching, exudation and swelling in patients. The symptoms
were evaluated as mild, moderate and severe depending
upon the nature of the disease and scored as 0 for no, 1 for
mild, 2 for moderate and 3 for severe symptoms.

Statistical Analysis

Statistical analysis was performed using GraphPad Prism 8
software. Data were expressed as average, standard error of
mean (SEM) and numbers. Patient’s average scores for
parameters viz. pain at defecation, itching, exudation and
swelling were analyzed by using one-way ANNOVA
followed by Dunnett’s test. Chi-Square test was applied for
number of patients showing presence or absence of
symptoms. P<0.05 were considered to be statistically
significant.

Int J Med Health Sci. Oct 2019,Vol-8;Issue-4



RESULTS

A total of 30 patients (15 male and 15 female) of
haemorrhoids were enrolled in the trial at three different
clinics. There were four drop-outs at day 7 and two drop-
outs at day 14. Patients enrolled in the study were with

Table 1: Demographics and Distribution of Patients (n=30)

internal  haemorrhoids 24, internal and external
haemorrhoids 05 and external haemorrhoids 01. Patients
with degree 1 or 2 were 21, degree 3 were 07 and degree 4
were 01 (Table 1).

Demography
n (%)

Age (Mean £ SD) 37.87+£10.49

Male 15 (50.0)
Sex

Female 15 (50.0)

Internal 24 (80.0)
Haemorrhoids

Internal & External 05 (16.6)
Type

External 01 (3.3)

Degree 1 or Degree 2 21 (70.0)
Degree of

) Degree 3 07 (23.33)

Haemorrhoids

Degree 4 01 (3.3)

First Time Visit 09 (30.0)

Relapse 2 or less than 2 05 (16.6)
Relapse

Relapse more than 2 but less than 5 05 (16.6)

Relapse more than 5 11 (36.6)

The parameters were evaluated from mild to moderate to
severe and scored (Table 2 and Graph 1) based on the
patients responses on the day of visit. The baseline (VO
visit) scores showed significant improvements on day 4 (V1

visit); after 7 days (V2 visit) of treatment, the symptoms in
patients were further improved and after day 14 (V3 visit)
the symptoms were almost cured while symptoms like
itching, exudation disappeared completely.

Table 2: Comparison of the mean scores for each symptom among the patients during the follow-up period.

) Pain at ) ) )
Symptoms Bleeding ) Itching Exudation Swelling
Defecation
Day 0 1.97 £0.12 1.93+0.14 1.53+0.13 0.80+0.15 0.83+0.17
Day 4 0.97£0.15**** | 0.604£0.13**** | 0.47+0.13**** | 0.13+0.06**** | 0.43+0.09*
Day 7 0.15£0.07**** | 0.1240.06**** | 0.1520.07**** | 0.15+0.07**** | 0.19+0.08***
Day 14 0.09+0.06**** | 0.08+£0.06**** | 0.00+0.00**** | 0.00£0.00**** | 0.08+0.06****

Scores (mean + SEM) for bleeding, pain, itching, exudation and swelling before and at various days after administration of oral Sitcom Forte tablets and Sitcom
LD cream for 14 days; *P<.05, ***P<.0005, ****P<.0001 in comparison to Day 0 scores respectively.

Improvement in symptoms was calculated (Graph 2) which
showed decrease in all the symptoms towards the
improvement in haemorrhoidal conditions from day 4, Day
7 to Day 14. The results demonstrated that co-administration
of oral Sitcom Forte Tablet with topical Sitcom LD cream,
in haemorrhoids showed maximum improvement during
first 4 days of therapy and nearly achieved total
improvement at the end of the therapy thus showing the

necessity of systemic and topical drug actions which are
very much required in anti-haemorrhoidal therapy.

When looking at the number of patients and percentages
with different symptoms before and at subsequent visits
(Table 3), majority of the patients observed absence of
symptoms on day 4, day 7 and on day 14 achieving nearly
an asymptomatic state.
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These results indicate that both systemic and local effects
are must essential in rapid and complete cure proving

therapeutic efficacy of oral Sitcom Forte and topical Sitcom
LD cream in haemorrhoidal patients.

Graph 1: Scores for each symptoms among the patients during the follow-up period.
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Scores (mean + SEM) for bleeding, pain, itching, exudation and swelling before and at various days after administration of oral Sitcom Forte tablets and Sitcom
LD cream for 14 days; *P<.05, ***P< .0005, ****P<.0001 in comparison to Day 0 scores respectively.

Table 3: Number of Patients with presence and absence of symptoms before and after treatment with oral Sitcom Forte
tablets (EP + CaDb) and topical Sitcom LD cream (EP + Lidocaine) for 14 days

Day 0 Day 4 Day 7 Day 14
Symptom P P P
Present Absent Present | Absent Present | Absent Present | Absent
) 0 20 10 FxE 14 22 fakeladal ) 22 falaaie
Bleeding
30 (100%) |(0%) (66.66%) | (3%) (15.38%) |(84.61%) (8.33%) ((91.66%)
P . 0 14 16 **k*k*k 3 23 **k*k*k 2 22 *k*kkx
ain
30 (100%) |(0%) (46.66%) | (53.33%) (11.53%) |(88.46%) (8.33%) ((91.66%)
29 10 20 *kkk 4 22 *kkk 0 24 *khkk
Itching
(96.66%) |1 (3.33%) |(33.33%) |(66.66%) (15.38%) |(84.62%) (0%) (100%)
) 18 12 4 26 FxE 14 22 *x% 10 24 faaiaiad
Exudation
(60%) (40%) (13.33%) |(86.66%) (15.38%) |(84.62%) (0%) (100%)
) 16 14 13 17 - 5 21 wx 2 22 fakaid
Swelling
(53.33%) |(46.66%) |(43.33%) |(56.66%) (19.23%) |(80.77%) (8.33%) ((91.66%)

Number of Patients (%) with and without symptoms of bleeding, pain, itching, exudation and swelling before and at various days after administration of oral
Sitcom Forte tablets and Sitcom LD cream for 14 days; **P< .005 ***P< .001 and ****P< .0001.
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Graph 2: Improvement in Symptoms (percentage change):
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Figure 1: Targeting multiple Pathological Processes withoral Sitcom Forte tablets (EP + CaDb) (internally) and with
Sitcom LD cream (EP + Lidocaine) (externally) in the management of Haemorrhoids.

TOPICAL
Targeted Therapy ,7 ORAL (Internal) e (External)
v b ( —l

Disease Specific
Drug Treatment

5 Clacium Dobesilate Euphorbia Lidocaine
Euphorbia Prostrata (100 mg) b (500 mg) Prostrata (1%wiw) + (3% wiw)
1
- v v
Composition Flavonoids (FV) Phenolic Acids
Apigenin (AP) (PA) Tannins
Luteolin (LU) Gallic acid (GA) (TN)

Apigenin-7 glucoside Ellagic acid(EA)
Luteolin-7 glucoside

v v v

Pharmacological Anti-inflammatory | Capillary Anti-inflammatory Anesthetic
Ingerception‘ Inhibits leukocyte activation, migration, adhesion (AP, LU) permeability Anti-oxidant Inhibits
(Tissue specific Inhibits COX2, PGE2, TXA2, TNF- a (AP) (LU) Improves local blood Analgesic ionic fluxes
fechanism of actichy Inhibits Monocyte adhesion (EA) flow to tissues Hemostatic

Anti-oxidant t Lymphatic drainage Anti-allergic +Pain

Inhibition of lipid peroxidation (EA) 1 tPA Sclerosing Lltching

1 Glutathione reductase (EA) Inhibits PAF Venotonic 4 Burning

1 Oxygen free radicals (EA, LU)) t Endothelial nitric

Analgesic (Flavonoids & Tannins) oxide

Inhibits PLA2 & COX-2 (FV, TN) Enhances activity of

Inhibits production of PGs (FV, TN) nitric oxide synthase

Hemostatic

Activates Hageman Factor & IBC (EA)

Develops Hypercoagulable state (EA)

Significant reduction in bleeding (EA)

Anti-allergic

Inhibits preinflammatory cytokines IL-6, TNF-a (GA)

Inhibits histamine release from mast cells (GA, AP, LU)

Inhibits PLA2 & 5-LO, inhibits PGs & LTs synthesis (AP, LU)

Sclerosing

Precipitates surface proteins (TN)

Toughens anal mucosa & stops bleeding (TN)

Sclerosing, Hemostatic, Wound healing activity (TN)

Venotonic

t Tone & decreases dilatation in venous channels (FV, PA, TN)

Wound healing (FV, PA, TN)
Multiple Inflammation Oxidative Pain: Distortion of Mucoid Fragile,
Pathological Leukocyte activation Tissue tPLA-2 Anorectal Discharge Necrotic Anal
Process migration, adhesion, Damage: 1COX-2 Vessels | | Analltching Tissue and

t COX2 1 Lipid Bleeding || 1Cytokines, Degeneration

t PGE2 peroxidation tone & tIL-6

t TXA2 t Oxygen Free 1 dilatation in | 1TNF-q,

1 TNF-a radicals venous channels | tHistamine

t Monocytes | tPLA2

adhesion ‘ 15-LO
1PGs
tLTs synthesis
4 i i

Clinical Outcomes - ﬁ;:::‘ngation | Tissue Damage | Pain i:onI::gi‘;g il:fi::laltti‘gn Wound Healing

Source; Strategic Medical Affairs, Panacea Biotec Ltd.
PAF: platelet activation factor, tPA tissue plasminogen activator, COX-2 Cyclooxygenase enzyme, PLA-2Phospholipases A2, PGs Prostaglandins, IL-6
Interleukin 6, TNF-a Tumor necrotic factor, PGE2Prostaglandin E2, TXA2Thromboxane A2, 5 LO 5-lipoxygenase, 1 Increase/Stimulation, | Decrease/Inhibition.
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DISCUSSION

Euphorbia Prostrata [EP] extract is used in the treatment of
haemorrhoids [24] and is available as prescription drug
approved by DCGI in 2008 after submission of multicentric
phase 11 clinical trials conducted at Department of Surgery
in various hospitals across India. EP is available in the form
of tablet and cream either as a single component or in
combination with CaDb (oral) and Lidocaine (cream). Our
study demonstrated that the oral Sitcom Forte and topical
Sitcom LD cream were clinically efficacious in treatment of
overall symptoms of haemorrhoids.

Haemorrhoidal patients show a multiple pathological
changes like vasodilation, thrombosis, degenerative collagen
fibers, fibro-elastic tissues with rupture and distortion of
anal muscle accompanied by inflammation around the vessel
wall and surrounding tissues [25]. High anal pressure
impedes venous return leading to dilatation and distortion of
the anorectal venous plexuses with stasis of blood. This
stasis leads to activation of the white blood cells followed
by release of inflammatory mediators like prostaglandins,
TXA2, TGF-B, interleukins, etc. causing disruption of the
capillary bed and aggravate destructive changes in the
supporting connective tissues [18]. Various mediators have
been reported to cause damage to the supporting anal
cushioning tissues; mast cells cause several changes at the
tissue by releasing histamine and leukotrienes which induce
vasoconstriction and vascular permeability, while platelet
activation factor, increase thrombolytic aggregation and
vasodilation. Enzymes, like tryptase and chymase, promote
vascular breakdown [26], while matrix metalloproteinase
(MMP-9) causes degradation of proteins like elastin,
fibronectin and collagen. Transforming growth factor-p
(TGF-B) promotes anigoproliferation activity and
neovascularization. Vascular endothelial growth factors
(VEGF) expression is also increased in haemorrhoidal
tissues [27]. Itching and irritation are caused due to mucus
discharge at prolapse [10].

There is increase in production of reactive oxygen species
which further contributes to the destructive changes in the
anal cushions. A number of noxious free radicals are formed
in the anal tissues due to injury, further this damaged tissue
causes bleeding resulting in degradation of hemoglobin due
to exposure to hydrogen peroxidase generated by
neutrophils and xanthine oxide, which consequently releases
catalytic iron ions and toxic free haem that are capable of
initiating or aggravating lipid peroxidation [28].

Thus, all the above factors aggravate and results in bleeding,
swelling, pain, exudation and irritation in patients suffering
from haemorrhoids. Figure 1 shows various pathological
changes in haemorrhoids v/s multimodal actions of the
Sitcom Forte and Sitcom LD cream treatment.

The earlier clinical trials conducted across the country on
oral EP dry extract have shown reduction in the symptoms
of bleeding, pain, itching and prolapse in patients with first
and second degree haemorrhoids. [7, 29, 30] The current
study was hence undertaken to analyze the efficacy of
combination treatment with oral Sitcom Forte tablet and
topical application of Sitcom LD cream in patients suffering
from haemorrhoids. Euphorbia Prostratacontains flavonoids
like apegenin, leutolin, apigenin-7 glucoside, luteolin-7

glucoside, phenolic compounds like gallic and ellagic acids
and tannins produce multimodal actions like anti-
inflammatory,  analgesic,  antioxidant, = haemostatic,
antithrombotic and vasoprotection which effectively treat
sign and symptoms specific for haemorrhoids [21].

Various studies have proven the effectiveness of flavonoids
in treatment of haemorrhoids. Flavonoids like apegenin and
leutolin are reported to produce inhibition of leukocytes,
COX-2, PGE2, TXA2, TNF-a, adhesion molecules (VCAM,
ICAM, Selectins) and transcription of inflammatory
mediators while phenolic compound like ellagic acid
inhibits monocyte adhesion, thus these flavonoids produce
an overall anti-inflammatory effect for EP [31,32,33].
Ellagic acid also causes inhibition of lipid peroxidation with
increased glutathione reductase while leutolin activates
superoxide dismutase (SOD) and catalase enzymes which
results in reduction of free radical formation thus providing
an anti-oxidant effect [34, 35, 36]. Thus results obtained in
our study showed reduction in swelling from day 4 to day 14
which is attributed to the anti-inflammatory effects of EP.

Further ellagic acid activates Hageman Factor and intrinsic
blood coagulation (IBC) developing a hypercoagulable state
producing significant reduction in bleeding [37] EP did not
produce any clot formation and it should be used with caution
when co-administered with anti-coagulating agents. Gallic acid
and flavonoids inhibits cytokines, prostaglandins,
phospholipase A2 resulting in inhibition of histamine release
from mast cells thus reducing anal itching and pruritis,
attributing to the anti-allergic property of EP, which
reflected in this study, which showed reduction in itching
and exudation from day 4 which disappeared by day 14
indicating the role of EP in improvement in quality of life of
the patients [38, 39], while tannins provide astringent action
by protein precipitation, strengthening the anal mucosa,
providing sclerosing, hemostatic and wound healing effects
[40]. EP overall has a venotonic action by increasing tone
and decreases dilatation in venous channels. Flavonoids and
tannins present in EP produce analgesic action by inhibiting
prostaglandin formation [21].

The reduction in pain was observed from day 4 and
complete pain free defecation was seen in this study by day
14. CaDb is been used in treatment of haemorrhoids but it
controls bleeding and edema, CaDb per se fails to act on the
multi-pathological processes of haemorrhoids; hence there is
a need to use oral EP in combination with CaDb. CaDb is a
venotonic drug, having important actions in haemorrhoids
by inhibiting capillary permeability induced by histamine,
serotonin, bradykinin, also having antioxidant properties and
causes release of nitric oxide [41]. A dose dependent
inhibition of 6-oxy-PG, Flo, PGF20, PGF2 and
thromboxane B2 resulted in reduction of platelet
aggregation. Reduction in capillary hyperpermeability by
inhibiting thrombus formation and platelet deposition was
observed [42]. CaDb reduced intra-lymphatic pressure and
encouraged fluid entry [43]. Thus, CaDb possesses
haemorheological effects by regulating microvascular
permeability and reduces oedema by activating lymphatic
drainage. The combinational effect of EP with CaDb was
evident in this current study which showed almost complete
stoppage of bleeding by day 14.
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On topical application of EP in combination with Lidocaine
provides relief from pain and itching and relives different
pathological processes of haemorrhoids. EP produces its
local anti-inflammatory, analgesic, antioxidant, haemostatic,
antithrombotic and vasoprotective effects while Lidocaine
reduces pain, burning sensation and itching providing fast
and rapid relief [23].

The combined treatment with oral EP fortified with CaDb
and topical EP with Lidocaine provides an overall
symptomatic improvement in relatively all pathological
processes, thus improving the disease status of the
patients.Overall the present study demonstrated that the
patients treated with oral Sitcom Forte and topical Sitcom
LD cream for 14 days resulted in decrease of haemorrhoidal
parameters like bleeding, pain, itching, exudation and
swelling from day 4 (48% to 83% rsp.) and almost achieved
complete relief by day 14 (90% to 100% rsp.).

CONCLUSION

In conclusion, the combination treatment of oral Sitcom
Forte tablet, along with topical Sitcom LD cream targeted
the multiple pathological processes of haemorrhoids, thus
providing superior clinical efficacy. Although the limitation
of this study was small number of patients, the results
obtained in this study were similar to the earlier studies.
However further trials need to be conducted in comparison
to the standard anti-haemorrhoidal therapy.

Competing interest: The authors declare that they have no
competing interests.

REFERENCES

1. Klein et al. A prospective, randomized, three arm,
open label study comparing the safety and efficacy of
PP110, a novel treatment for hemorrhoids to
preparation-H® maximum strength cream in the
treatment of grade 2-3 hemorrhoids. Molecular and
Cellular Therapies 2015; 3:6.

2. Chugh A. et al. Management of Hemorrhoids. Indian
Journal of Clinical Practice 2014; 25 (6):577-580.

3. Agarwal N et al. Executive Summary - The
Association of Colon & Rectal Surgeons of India
(ACRSI) Practice Guidelines for the Management of
Haemorrhoids—2016. Indian J Surg 2017; 79(1):58-
61.

4. Emeka Ray-Offor and Solomon Amadi. Hemorrhoidal
Disease: Predilection Sites, Pattern of Presentation,
and Treatment. Ann Afr Med 2019; 18(1):12-16.

5. Haas P.A. The pathogenesis of hemorrhoids. Dis
Colon Rectum. 1984; 27(7):442-50.

6. Thomson W.H. The nature of haemorrhoids. Br J Surg
1975; 62(7):542-52.

7. Bakhshi G.D., Langade D.G., Desai V.S. Prospective,
Open Label Study of Euphorbia Prostrata Extract 100
mg in the Treatment of Bleeding Haemorrhoids.
Bombay Hospital Journal; 2008:50-4.

8. Felix Aigner et al. Revised morphology and
hemodynamics of the anorectal vascular plexus:

10.

11.

12.

13.

14,

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

impact on the course of hemorrhoidal disease. Int J
Colorectal Dis 2009; 24:105-113.

Y.-C. Chung et al. Endoglin (CD105) expression in
the development of haemorrhoids. European Journal
of Clinical Investigation 2004; 34:107-112.

Zhifei Sun and John Migaly. Review of Hemorrhoid
Disease: Presentation and Management. Clin Colon
Rectal Surg 2016; 29(1):22-29.

Murat Kendirci et al. Comparison of Effects of
Vessel-Sealing Devices and Conventional
Hemorrhoidectomy on Postoperative Pain and Quality
of Life. Med SciMonit 2018; 24: 2173-2179.
Thomson W.H. The nature and cause of hemorrhoids.
Proc R Soc Med 1975; 68:574-575.

Nikolaos Margetis. Pathophysiology of internal
hemorrhoids. Annals of Gastroenterology 2019; 32:1-
9.

Man et al. A randomized, double-blind, placebo-
controlled trial of a Chinese herbal Sophora flower
formula in patients with symptomatic haemorrhoids: a
preliminary study. Afr J Tradit Complement Altern
Med 2013; 10(2):343-351.

Acheson A.G., and Scholefield J.H. Management of
hemorrhoids. BMJ 2008; 336: 380-383.

Kaidar-Person O., Person B., and Wexner S.D.
Hemorrhoidal disease: A comprehensive review. J Am
CollSurg 2007; 204:102-117.

Alonso-Coello P. Meta-analysis of flavonoids for the
treatment of haemorrhoids. Br J Surg 2006; 93(8):909-
20.

Ashwin Porwal, Kunal Khobragade, Sagar Jagtiani.
Euphorbia Prostrata - A Clinically Proven Drug in
Hemorrhoids — Multiple Pharmacological Actions
Targeting Pathological Processes. Int J Med Health
Sci 2015; 4(2):269-273.

Gregory L. Hostetler et al. Flavones: Food Sources,
Bioavailability, = Metabolism, and  Bioactivity.
American Society for Nutrition. AdvNutr 2017;
8:423-35.

Chen L. et al. Constituents of tannins from Euphorbia
Prostrata Ait. ZhongguoZhongYaoZazhi 1992;
17:255-256.

Gupta P.J. et al. The efficacy of Euphorbia Prostrata in
early grades of symptomatic hemorrhoids —a pilot
study. European Review for Medical and
Pharmacological Sciences 2011; 15:199-203.

Tejerina T. and Ruiz E. Calcium Dobesilate:
Pharmacology and Future Approaches. Gen. Pharmac.
1998; 31(3):357-360.

LORENC Z, O. GOKGE. Tribenoside and lidocaine
in the local treatment of hemorrhoids: an overview of
clinical evidence. European Review for Medical and
Pharmacological Sciences 2016; 20:2742-2751.
Rahimi R. et al. Evidence-based Review of Medicinal
Plants Used for the Treatment of Hemorrhoids.

Int J Med Health Sci. Oct 2019,Vol-8;Issue-4



25.

26.

27.

28.

29.

30.

31.

32.

33.

International Journal of Pharmacology 2013; 9 (1):1-
11.

Morgado P.J., Suarez J.A., Gomez L.G., Morgado P.J.
Histoclinical basis for a new classification of
hemorrhoidal disease. Dis Colon Rectum 1988;
31:474-480.

Taweevisit M. Increased mast cell density in
haemorrhoid venous blood vessels suggests a role in
pathogenesis. Singapore Med J 2008; 49 (12):977-
979.

Lohsiriwat V. Hemorrhoids: From  basic
pathophysiology to clinical management. World J
Gastroenterol 2012; 18 (17):2009-2017.

Odukoya O.A. et al. Hemorrhoid Therapy with
Medicinal Plants: Astringency and Inhibition of Lipid
Peroxidation as Key Factors. International Journal of
Biological Chemistry 2009; 3:111-118.

Arora M.P., Malik V.K. Double blind, placebo
controlled,  prospective,  comparative  clinical
evaluation of two doses of 14395 (Flavonoids) in
bleeding haemorrhoids. (Data on file) Panacea Biotec
Ltd.

An open label, non-comparative, multicentre study to
assess the efficacy and safety of Euphorbia Prostrata
tablets in haemorrhoidal disease. Data on file, Panacea
Biotec Ltd.

Singla A.K., Pathak K. Topical Anti-inflammatory
effects of Euphorbia Prostrata on carrageenan-induced
foot pad oedema in mice. J Ethnopharmacol 1990;
29(3):291-4.

Singla A.K., Pathak K. Anti-inflammatory studies on
Euphorbia Prostrata. J Ethnopharmacol 1989; 27(1-
2):55-61.

Lee J.H., Zhou H.Y., Cho S.Y. — Anti-inflammatory
mechanisms of Apigenin: inhibition of
cyclooxygenase-2 expression, adhesion of monocytes
to human umbilical vein endothelial cells, and
expression of cellular adhesion molecules. Arch
Pharm Res 2007; 30(10):1318-27.

34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

Majid S. et al. Influence of ellagic acid on antioxidant
defence system and lipid peroxidation in mice.
Biochem Pharmacol 1991; 42(7):1441-5.

Yu Y.M. et al. Ellagic acid inhibits IL-1beta-induced
cell adhesion molecule expression in human umbilical
vein endothelial cells. Br J Nutr 2007; 97(4):692-8.
Leung HW. et al Antioxidant enzymes activity
involvement in luteolin-induced human lung
squamous carcinoma CH27 cell apoptosis. European
Journal of Pharmacology 2006; 534(1-3):12-18.
Girolami A., Cliffton E.E. Hypercoagulable state
induced in humans by the intravenous administration
of purified ellagic acid. Thromb Diath Haemorrh
1967; 17(1-2):165-75.

Kim S.H. et al. Gallic acid inhibits histamine release
and pro-inflammatory cytokine production in mast
cells. ToxicolSci 2006; 91(1):123-31.

Kawai M. et al. Flavonoids and related compounds as
anti-allergic substances. Allergolint 2007; 56(2):113-
23.

Klotoé J.R. et al. Hemostatic potential of the sap of
Musa sapientum L (Musaceae). Journal of Applied
Pharmaceutical Science 2012; 02(06):65-69.
Herv'eAllain et al Safety of Calcium Dobesilate in
Chronic Venous Disease, Diabetic Retinopathy and
Haemorrhoids. Drug Safety 2004; 27(9):649-660.
Falkay G, Kovacs L. Calcium dobesilate as a
prostaglandin synthase inhibitor in pregnant human
myometrium in vitro. Experientia 1984; 40:190-1.
Casley-Smith J.R. The influence of tissue hydrostatic
pressure and protein concentration on fluid and protein
uptake by diaphragmatic initial lymphatics; effect of
calcium  Dobesilate. ~ Microcirc ~ Endothelium
Lymphatics 1985; 2:385-415.

*Corresponding author: Nilesh E. Borkar
E-Mail:nileshborkar@panaceabiotec.com

Int J Med Health Sci. Oct 2019,Vol-8;Issue-4



