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Introduction

Hemorrhoid disease is one of the most common 
proctological conditions in Western countries1. Its 
prevalence is as high as 36% of the general pop-
ulation, with a higher incidence in middle-aged 
people of high socioeconomic status1,2. It has been 
estimated that about 50% of the general popula-
tion will experience symptomatic hemorrhoids 
at some points in their life3. In addition, pregnant 
women are at high risk of developing hemorrhoid 
disease4,5. The prevalence of hemorrhoids in preg-
nant woman ranges from 25% to 35%, and up to 
85% of pregnant women experience hemorrhoids 
in the third trimester6. Other subjects at particu-
lar risk of developing hemorrhoids are elderly and 
those with high body mass index7,8.

For what concerns clinical presentation and 
symptoms, hemorrhoids can cause anal discharge 
and itching. Moreover, internal hemorrhoids may 
cause objective symptoms such as prolapse or rec-
tal bleeding, while external hemorrhoids can re-
sult in subjective symptoms including pain, burn-
ing and itching due to engorgement and throm-
bosis9.

The severity of hemorrhoids is classified into 
four stages, according to Goligher10. More ad-
vanced stages of disease require surgical treat-
ment, while medical management and lifestyle 
interventions are suitable for grade I/II hemor-
rhoids, which represent the wide majority (>90%) 
of all reported cases1,8,9.

In particular, dietary and lifestyle changes, 
which require a high patient compliance, are usu-
ally considered the first step for any conservative 
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strategy; however, evidence supporting these 
interventions is anecdotal1. Fiber supplemen-
tation can play a role as a supportive treatment 
of hemorrhoids, in particular as stool softeners, 
when combined with other therapies11,12. Phyto-
therapy has been widely tested for the therapy of 
low-grade disease, but studies supporting these 
interventions are of modest methodological qual-
ity1. Medical treatment is mainly based on the use 
of topical preparations, containing anti-inflam-
matory drugs including steroids, anesthetics, as-
tringents, and/or antiseptics9. However, in most 
cases no randomized trials have been conducted 
to assess the efficacy and safety of different in-
terventions which in some cases – e.g., steroids – 
are associated with the potential onset of adverse 
events1,9.

The combination of tribenoside+lidocaine 
(Procto-Glyvenol®, Recordati, Italy) is a medical 
preparation for the local treatment of hemorrhoids, 
delivered as a suppository or rectal cream13. This 
product has been used for decades in the thera-
py of hemorrhoids, and its efficacy and safety are 
supported by a number of well-conducted studies 
and broad clinical experience.

This review discusses available evidence on the use 
of tribenoside/lidocaine in patients with hemorrhoids. 

Selection of Evidence
Papers for consideration for the present review 

were retrieved by a PubMed search, using dif-
ferent combinations of pertinent keywords (e.g. 
tribenoside AND hemorrhoids), without any lim-
itations in terms of publication date and language. 
Documents from Authors’ personal collection of 
literature could also be considered. Papers were 
selected for inclusion according to their relevance 
for the topic, as judged by the Authors.

Clinical Pharmacology
Tribenoside is a saccharide derivative which has 

been extensively used for the treatment of hemor-
rhoids14. Several studies have shown that tribeno-
side possesses a unique spectrum of pharmaco-
logical activities, and in particular anti-inflam-
matory, mild analgesic, antitoxic, wound-healing, 
fibrinolysis-promoting, anti-arthritic, amine-re-
lease-inhibitory, membrane-stabilizing and veno-
tropic properties have been reported15. Notewor-
thy, unlike corticosteroids or nonsteroidal anti-in-
flammatory agents, tribenoside does not present 
untoward effects on the gastrointestinal system, 
the connective tissue or the immune system, 
and does not affect the prostaglandin-synthetase 

system. Tribenoside seems to share the positive 
pharmacological properties ascribed to gluco-
corticoids and non-steroidal anti-inflammatory 
agents, yet is free from the undesirable effects on 
the gastro-intestinal system, the connective tis-
sue or the body’s defence system15. Remarkably, 
tribenoside exhibits anticoagulant and inhibito-
ry activity against inflammatory mediators such 
as histamine and prostaglandins, thus providing 
benefit to microcirculation, reducing capillary 
permeability and improving vascular tone14. An 
in vitro study, specifically aimed at investigating 
the molecular bases of the efficacy of tribenoside 
in the treatment of hemorrhoids, showed that the 
expression of laminin α5, a major component of 
the basement membrane disrupted in this disease, 
was four times higher in the tribenoside-treated 
cells than in controls14. Collectively, these findings 
suggest that tribenoside interacts with epidermal 
cells and regulates the expression and localization 
of laminins, thus helping reconstruct basement 
membrane in wound healing of hemorrhoids.

On the other hand, lidocaine is a widely-used 
local anesthetic which relieves pain, burning and 
itching caused by hemorrhoids1,16. This molecule 
is characterized by a fast (few minutes) onset of 
its surface anesthetic action, providing rapid re-
lief from pain and itching16.

Therefore, this combination therapy combines 
the rapid local anesthetic action exerted by lido-
caine with the efficacy of tribenoside in promot-
ing local healing and favoring the recovery of 
local vessels to normal conditions. This double 
mechanism of action allows to control both sub-
jective (e.g., pain and discomfort) and objective 
(e.g., prolapse and bleeding) symptoms of hem-
orrhoids reducing inflammation and improving 
vascular tone.

 
Overview of Clinical Evidence

The efficacy of the combination of tribeno-
side+lidocaine in relieving symptoms caused by 
hemorrhoids and its safety have been assessed in 
several clinical studies on patients of either gen-
der, either versus its two individual components 
(tribenoside and lidocaine) or versus steroids in 
the same setting17-27. 

Table I provides an overview of those studies. 
Of note, 5 studies compared the combination treat-
ment with each of its single components. Of these, 
3 studies compared tribenoside+lidocaine with a 
tribenoside-free semi-placebo preparation contain-
ing only lidocaine17-19, and 2 studies compared this 
combination with lidocaine-free preparations con-
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taining only tribenoside20,21. Tribenoside+lidocaine 
was compared with steroid-containing prepara-
tions in 6 studies17,19-23. Last, two studies evaluated 
the efficacy and tolerability of the tribenoside+li-
docaine combination in women with hemorrhoids 
as a consequence of pregnancy or delivery19,24.

All the above-mentioned studies were well- 
conducted and can provide a comprehensive 
evaluation of tribenoside+lidocaine in the treat-
ment of hemorrhoids. However, they were often 
local studies, published in languages other than 
English and, therefore, clinicians and research-
ers may not be immediately familiar with their 
results. Thus, a short summary of the key as-
pects of each study is reported here.

Rizzi et al17

Rizzi et al have published, in a single paper, the 
results of different analyses on the combination 
of tribenoside+lidocaine: (i) a double-blind study 
comparing tribenoside 5% + lidocaine 2% cream 
(n=14) with a semi-placebo cream (excipients + 
lidocaine 2%; n=14); (ii) an open-label investiga-
tion on tribenoside+lidocaine cream only (n=60); 
(iii) an open-label investigation on tribenoside+-
lidocaine suppositories (n=44); (iv) a comparison 
of the study combination with steroids-containing 
preparations (hydrocortisone or triamcinolone or 
fluocortolone or prednisolone (n=45). All tribeno-
side+lidocaine preparations were applied twice 
daily for up to ten days. A global assessment of 
treatment efficacy (good, medium, ineffective) 
was performed. Clinical evaluation of each ob-
jective (secretion, hemorrhage, nodules) and sub-
jective (pain, burning, pruritus) symptoms was 
also carried out using a 4-point scale (0=absent, 
1=mild, 2=moderate, 3=severe).

Results from the double-blind investigation 
(i) showed that the overall clinical efficacy was 
rated as “good” in 13 patients on tribenoside+li-
docaine, compared with 4 patients on lidocaine 
only (p<0.01); (Figure 1) treatment was judged 
as “ineffective” in no patients on the combination 
treatment, versus 4 subjects in the other group 
(p<0.01). Both formulations of tribenoside+lido-
caine resulted in a rapid symptom improvemen, 
with effect on subjective symptoms being already 
evident before a maximum of 30 minutes since 
administration. Notably, a statistically-significant 
superiority (p<0.001) was also observed when 
evaluating the number of preferences in favor of 
tribenoside+lidocaine compared with those for 
steroid-containing preparations (Figure 2). Toler-
ability, both general and local, proved very good.Ta
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Fontana18

A double-blind comparative study of tribeno-
side 5% and lidocaine 2% cream versus semi-pla-
cebo cream containing lidocaine only, using a 
scheme of sequential analysis, was performed 

in 24 pairs of patients (34 males; mean age 49 
years) suffering from hemorrhoids. Both prepa-
rations were applied for up to 10 days. Overall, 
tribenoside+lidocaine cream was significantly su-
perior over semi-placebo in providing rapid relief 

Figure 1. Results from the double-blind investigation (i) showing the proportion of cases in which the therapeutic effect of 
the combination or lidocaine semi-placebo was rated as “good”, “moderate” or “ineffective”. Differences between the two 
preparations were statistically significant (p<0.01)17.

Figure 2. Patients’ preferences for tribenoside+lidocaine preparations (suppository and cream) or other standard care ster-
oid-containing preparations17.

Patients’ preferences among topical hemorrhoid preparations
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on both subjective (pain, itching, sense of weight 
and tenesmus) and objective (inflammation, hem-
orrhage, secretion) symptoms of hemorrhoids 
(p=0.01 vs. placebo). Local and general tolera-
bility were excellent, no adverse reactions were 
observed in any of the 48 treated patients. Clinical 
efficacy was rated as “Very good” in 15 patients 
assigned to the study combination and 3 subjects 
on lidocaine only (p=0.01).

Moggian19

In another randomized, double-blind study, 
 tribenoside 400 mg + lidocaine 40 mg suppos-
itories (n=21), administered for up to 10 days’ 
treatment, were compared with a semi-placebo 
(excipient + lidocaine 40 mg only; n=20); in a par-
allel double-blind evaluation, tribenoside+lido-
caine suppositories (n=13); all preparations were 
compared with hydrocortisone 1% suppositories 
(n=13) all preparations in the study were admin-
istered b.i.d.. All patients were women (mean age, 
33 years) suffering from hemorrhoids as a conse-
quence of pregnancy or delivery. Both objective 
(secretion, hemorrhage, nodules) and subjective 
(pain, burning, itching) symptoms were assessed 
according to a 4-point scale for each symptom (0= 
absent, 1=mild; 2=moderate; 3=severe)..

Tribenoside+lidocaine suppositories signifi-
cantly improved both subjective (mean score at 

baseline: 4.62; mean score after treatment: 0.24; 
p<0.01) and objective (2.86 vs. 0.91; p<0.01) symp-
toms of hemorrhoids, likely because the presence 
of both lidocaine – with a fast action on subjective 
symptoms – and tribenoside – able to ameliorate 
objective symptoms and improve vascular tone. 
On the other hand, patients on lidocaine only ex-
perienced a relief of subjective symptoms (5.75 
vs. 3.25; p<0.01), but no effect on objective symp-
toms was reported (3.30 vs. 1.90). 

The comparison with hydrocortisone prepa-
ration showed a significant effect on the subjec-
tive and objective symptomatology (p<0.001). 
Notably, a significant difference in favor of 
tribenoside+lidocaine over steroid-containing 
preparations was observed in the improvement 
of subjective symptoms (tribenoside+lidocaine: 
-4.23 vs. baseline; steroids: -2.53 vs. baseline; 
p<0.01) (Figure 3). The tolerability of tribeno-
side+lidocaine was judged as excellent.

Marques et al20

This was a controlled, double-blind, multi-
center investigation in which tribenoside+li-
docaine, either as cream or suppositories, was 
compared with tribenoside alone, prednisolone 
trimethylacetate 0.1% + vioform 5% or fluocino-
lone acetonide 0.01% + bismuth gallate 5% + lido-
caine 2% (all comparators were administered in 

Figure 3. Improvement of subjective and objective symptoms of hemorrhoids with tribenoside + lidocaine and hydrocortisone 
containing preparation, expressed as difference in the score reported after treatment and the score reported at baseline. p<0.001 
for both preparations vs. baseline; p<0.01 for tribenoside+lidocaine vs hydrocortisone 1% in the effect on subjective symptoms19.

Improvement of symptoms
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either cream or suppository formulation). In total, 
462 patients of either gender were evaluated.

The results demonstrated the similar effica-
cy of the four preparations, as assessed using a 
4-point scale. In particular, the Authors of this 
study recommended the use of tribenoside+lido-
caine, thanks to its favorable safety profile and its 
rapid and effective action. 

Angriman and Neumayer21

Angriman and Neumayer conducted a sin-
gle-blind investigation on tribenoside+lidocaine 
cream (n=8), tribenoside 5% cream (n=8), pred-
nisolone pivalate 0.1% + vioform 5% cream (n=8), 
and fluocinolone acetonide 0.01% + lidocaine 2% 
cream (n=16). All treatments were administered 
for up to 10 days. Overall, tribenoside+lidocaine 
cream showed an efficacy comparable with that 
of controls – as expressed in terms of subjective 
and objective symptoms improvement – and an 
excellent tolerability, since it did not share the 
side-effects reported with steroid-containing 
preparations.

Berson et al22

In this double-blind investigation, tribenoside 
400 mg + lidocaine 40 mg suppositories (n=147) 
were compared with prednisolone-containing 
suppositories (n=142). Patients (mean age: 43 
years) were treated once daily for a maximum of 
14 days. Symptoms improvement and global as-
sessment of treatment effect were evaluated.

The excellent anti-phlogistic effect of the 
tribenoside+lidocaine combination was con-
firmed also in this study. The frequency of im-
provement of each symptom of hemorrhoids was 
similar in the two groups; however, a trend to an 
advantage in terms of nodules improvement was 
observed for tribenoside+lidocaine, compared 
with prednisolone (patients improved: 10/14, 
71.4% vs. 7/21, 33.3%). The onset of action with 
tribenoside+lidocaine was also faster. The major-
ity of both physicians and patients rated the effi-
cacy of the tribenoside +lidocaine combination as 
“good” (59.7% and 62.5%, respectively). 

Holzer23

In this randomized, double-blind study, 
tribenoside+lidocaine suppositories (400/40 mg 
bid) or cream (5%/2% mg) was compared with 
an hydrocortisone-containing preparation, ei-
ther in cream or suppository form. 53 patients 
(27 males) were treated for 21 days. In line with 
the above-mentioned studies, no statistical dif-

ferences were observed between the study com-
bination and hydrocortisone treatment; howev-
er, the Author of this study stated that adverse 
events associated with corticoid-treatments 
could be avoided using tribenoside+lidocaine 
preparations.

Delarue24

40 women with hemorrhoids as a conse-
quence of pregnancy (n=33) or delivery (n=7) 
were treated with oral tribenoside 400 mg 
2-6 times daily for 10 days (post-partum) or 
20 days (pregnancy). Local treatment with 
tribenoside+lidocaine suppositories twice daily 
was administered for 5 days in 19 women who 
compelled bothersome pain. Efficacy was rated 
as “Excellent” in 15 patients, “Good” in 18 and 
“Minimal” in 7 subjects, with positive results 
in 82.5% of cases, and a fast onset of symptom 
relief was reported, from 10 minutes since ad-
ministration up to 10-12 hours. Tolerability was 
excellent in all patients: no systemic or local 
adverse effects were observed.

Vargas Lozano25

In this study, 30 patients (14 men, mean age: 
37 years) were treated with tribenoside+lidocaine 
suppositories tid for 2 weeks. Treatment efficacy 
was rated as “Excellent” in 11 and “Good“ in 13 
subjects, with 80% of patients, therefore, show-
ing favorable results. In particular, most evident 
symptom improvements were observed for pain, 
bleeding, burning and pruritus. Tolerability was 
excellent in all cases.

Da Silva26

30 patients with hemorrhoids received com-
bined treatment with oral tribenoside (200 mg 
tid) and local tribenoside+lidocaine cream bid, 
for two weeks. 

The treatment was “excellent” in the reduction 
of bleeding in 93% of cases. Anal itching dis-
appeared in 75%, smarting in 72% and pain in 
56% of cases, while considerable improvement in 
those symptoms occurred in 8%, 22% and 30%, 
respectively. 

Zurita-Briceno27

In this single-arm study, 30 patients (5 men, 
mean age: 46 years) were treated with tribeno-
side+lidocaine suppositories tid for 4 weeks. 
Efficacy was judged as “Excellent” in 15 (50%), 
“Good” in 10 (33%), “Moderate” in 4 (13%) and 
“Insufficient” in 1 (3.3%) patients. Only few ad-
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verse events were reported, and all of them were 
considered poorly related to treatment.

Implications for Clinical Practice
Hemorrhoids are a widespread condition asso-

ciated with a number of bothersome symptoms, 
either of subjective (e.g. pain, burning and itch-
ing) or objective (e.g. bleeding, swelling and nod-
ules) nature.

At present, available medical treatments 
for low-grade hemorrhoids are supported by 
poor-quality evidence, and the pharmacological 
rationale behind at least some treatment is ques-
tionable1. The standard treatment is represented by 
steroids; however, these molecules are burdened 
with a not-completely favorable toxicity profile 
also because of the risk of systemic adsorption, 
which may limit their application over the mid-
dle-term period or in some particular populations 
of patients such as pregnant/breastfeeding wom-
en (a population at high risk of developing hem-
orrhoids), elderly, patients with some infections 
(e.g. mycoses, HSV, local viral infections, TBC) 
or athletes.

The combination of tribenoside+lidocaine is a 
single formulation (cream or suppositories) con-
taining two different molecules characterized by 
complementary actions. Tribenoside has the po-
tential to ameliorate microcirculation, promote 
the healing of basement membrane and improve 
local microcirculation and vascular tone, thus im-
proving the objective symptoms of hemorrhoids. 
On the other hand, lidocaine is a widely-used local 
anesthetic, able to induce a rapid relief of subjec-
tive symptoms such as local pain and discomfort 
which may be perceived as the most bothersome 
by patients.

Given its rapid comprehensive efficacy on 
all different symptoms of hemorrhoids, the 
tribenoside+lidocaine combination can find 
a place in the treatment of this condition. Im-
portantly, its efficacy and safety have been for-
mally evaluated in a number of well-conducted 
studies, mostly of which included a comparator 
arm using a reference treatment for the thera-
py of hemorroids. Overall, the combination of 
tribenoside and lidocaine was superior over the 
single components in symptoms improvement, 
likely thanks to its ability to ameliorate both 
subjective and objective symptoms at the same 
time. The effects on subjective symptoms were 
rapidly (10-30 minutes) observed after the ad-
ministration of the combination. Moreover, in 
the reported studies, the treatment has been ef-

fectively used for up to 20 days without being 
associated with any relevant adverse event and 
showing an excellent tolerability. With respect 
to other preparations used in clinical practice, 
the tribenoside+lidocaine combination shows a 
long-lasting effect, likely due to the presence 
of the anti-inflammatory tribenoside. This long 
lasting-effect allows a twice daily administra-
tion until acute symptoms diminish, after which 
the dosage can be reduced to once a day13. The 
observed efficacy with this limited number 
of administrations/day is dependent upon the 
long-lasting pharmacological effect of the com-
bination. In all available study, the combination 
of tribenoside+lidocaine was characterized by 
an excellent tolerability, with only negligible 
adverse events being reported.

The combination of tribenoside+lidocaine was 
at least equally effective as the gold standard 
treatment for hemorrhoids, i.e. steroid-based 
preparations, and sometimes superior in pro-
viding a prompt relief of the bothersome symp-
toms such as pain and itching. Since the use of 
steroids is not recommended for prolonged pe-
riods due to the possible steroid-related side-ef-
fects, tribenoside+lidocaine can represent. A 
fast, effective and safe option to treat hemor-
rhoids. Noteworthy, this combination can be 
particularly suitable for some populations of 
patients at high risk of hemorrhoids in whom 
steroids could be contraindicated. In particu-
lar, tribenoside+lidocaine can be safely admin-
istered in pregnant women after the first tri-
mester of pregnancy (although no randomized 
studies have been conducted in this specific 
population) and during breastfeeding. Also, the 
combination of tribenoside+lidocaine can be 
suitable for athletes or patients carrying some 
types of infections, in whom steroids cannot be 
administered.

Of note, the efficacy and safety of tribeno-
side+lidocaine were consistent regardless of the 
specific formulation and dosing regimen, and 
were also observed in women with hemorrhoids 
due to recent delivery or pregnancy. It is worth 
notice that the dosage of the combination was 
optimized for the specific formulations (cream 
or suppository) during the development phase of 
the product.

It must be acknowledged that all the studies 
evaluating tribenoside+lidocaine were conducted 
in the ’70s of the last century. However, the de-
sign of these trials was robust, and the total num-
ber of evaluated patients exceed 1,000.
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Conclusions

We believe that enough evidence exists to rec-
ommend the use of this combination therapy as a 
fast, effective and safe option for the local treat-
ment of low-grade hemorrhoids.
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