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Abstract

Introduction: Anal fissure (AF) is a common anorectal dis-
ease. Although several pharmacological treatments are
available, many patients still require surgical interventions.
In this study, we aimed to evaluate the efficacy of an oint-
ment based on a multifunctional blend of herbal ingredients
including hemp (ProctoFiz) for chronic AF. Methods: A sin-
gle-arm, questionnaire-based prospective study was con-
ducted in a large tertiary center to evaluate the outcomes of
patients suffering from chronic AF treated with topical Proc-
toFiz. Results: Ninety-two patients were included in the
study, 54 (58.7%) were females with a median age of 39
(range 17-78). 32 patients (34.7%) suffered from recurrent
AF before enrolling in the study, and 5 patients (5.4%) under-
went previous surgical interventions for AF. Three patients
(3.2%) were lost to follow-up, leaving 89 patients for analysis.
Eighty patients (89.9%) reported significant improvement of
symptoms after 1 week using ProctoFiz, and 79 patients re-
ported continued improvement after 1 month of treatment.

The mean pain Visual Analog Score (VAS) declined by 6.6
points (8.9 vs.2.3;95% Cl: 7.20 to —5.99, p < 0.0001) following
1 week of treatment, with continuous improvement to a
mean of 0.64 after 1 month. Negative impact on quality of
life significantly decreased from a mean of 8.8 to 0.38 follow-
ing a month of treatment (p < 0.0001), with significant reduc-
tion in the number of patients suffering from bleeding fol-
lowing bowel movements (64.1-2.5%; p = 0.0001). Conclu-
sion: Hemp-based topical treatment of AF is feasible and
significantly improves AF-correlated symptomes.

© 2023 The Author(s).
Published by S. Karger AG, Basel

Introduction

Anal fissure (AF) is one of the most painful anal disor-
ders and has a negative impact on the patient’s quality of
life (QoL). AF is a linear crack or tear in the squamous
epithelium of the lower half of the anal canal, usually ex-
tending from below the dentate line to the anal verge. AF
is painful because of sensory innervations in this area. Fis-
sures occur in all age groups, with equal prevalence in
men and women. Possible causes of AF include infection
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and traumatic injury to the anal canal such as from pas-
sage of hard stool or severe diarrhea [1], although some
studies also suggest that ischemia of the anal canal plays
an important role in the pathogenesis of AF [2]. Atypical
AFs may develop in people with Crohn’s disease, sexu-
ally transmitted diseases, tuberculosis, postsurgical local
trauma, anal intercourse, anal cancer, or chemotherapy
(2].

AF can be acute or chronic. Acute AF is a simple rup-
ture in the anoderm existing for less than 2 months,
whereas chronic AF is present for more than 6-8 weeks.
The latter is characterized by exposed fibers of internal
anal sphincters at the base, hypertrophied proximal anal
papilla, and a distal skin tag or sentinel pile.

Both acute and chronic AFs are associated with anal
pain, spasm, and/or bleeding upon defecation. In the
past, surgical treatment of AF was the treatment of choice
in order to lower the resting anal pressure. Historically,
these procedures included anal dilatation, nowadays ob-
solete due to poor functional results, and lateral sphinc-
terotomy [3, 4].

Currently, initial treatment of AF consists of adminis-
tration of various medications and local ointments. They
include topical agents such as calcium channel blockers
and topical nitroglycerin along with laxatives and topical
anesthetic creams [5]. These have gained popularity
mainly because they enable early intervention and are
considerably cheaper compared to surgical intervention
[6]. The principal goal is to relieve symptoms by reducing
anal muscle contractility and spasm. This decreases the
risk of repeated trauma upon defecation. In addition, in-
jection of botulinum toxin has achieved good results, al-
though repeated injections may be required [7]. Finally,
in patients without an adequate response to medical
treatment, lateral sphincterotomy of the internal sphinc-
ter may be necessary. This procedure achieves high rates
of therapeutic success; however, many patients experi-
ence significant changes in continence following surgery,
ranging from almost 45% in the immediate postoperative
period to 1-8% on long-term follow-up [8, 9]. There are
a number of contributing factors to this phenomenon,
including the rectal reservoir capacity, rectal sensation
capacity, and the consistency of stool, which may com-
pensate for the trauma to the sphincter muscles. How-
ever, since these factors are highly variable among pa-
tients, it is difficult to predict which patients will suffer
from long-term incontinence that can be devastating for
their QoL. These outcomes must be taken into consider-
ation when offering surgical intervention [10].
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A proprietary multifunctional herbal-based product
for topical application has been developed, consisting of
natural ingredients, each of which targets a specific patho-
physiological mechanism of the disease. For example, to
counteract the increase in vascular pressure and ische-
mia, lowering of resting pressure is achieved by one com-
ponent with a vasodilatory effect, while other herbal in-
gredients provide anti-inflammatory and analgesic ef-
fects. Another ingredient acts as a bio-adhesive, aimed at
protecting and healing the fissure wound. The product,
ProctoFiz® (by ESPA Biomedical Ltd., Ramat Hasharon,
Israel) is currently an over-the-counter cosmetic product,
which has been approved as a medical device by the Is-
raeli Ministry of Health. ProctoFiz® contains the follow-
ing ingredients: hemp seed oil, calendula, sweet almond,
myrtle, arnica, and seaweed extract. We report the clinical
outcomes in this prospective questionnaire-based study
of patients with chronic AF treated with this novel herbal-
based natural product.

Methods

Study participants were adult patients suffering from chronic
AF, diagnosed over a period of 18 months by a single senior
colorectal surgeon (ER) at an ambulatory colorectal specialty clin-
ic. Weincluded patients presenting with anal pain, which was clin-
ically determined to be associated with a midline (dorsal or ven-
tral) AF for a minimum of 1 month. All study subjects volunteered
to participate in the study and each signed an informed consent.
The study was approved by the Institutional Review Board (Hel-
sinki Committee) of Sheba Medical Center. All research was per-
formed in accordance with IRB regulations according to the Dec-
laration of Helsinki. We excluded patients with inconclusive diag-
nosis of AF or with other chronic conditions, such as
inflammatory bowel disease or known immunodeficiencies.

After an initial screening visit, when a baseline questionnaire
was given to participants in order to assess their pretreatment clin-
ical status, patients were treated with ProctoFiz applied to the ex-
ternal anal area three to four times daily for a period of 1 month.
In addition to the topical treatment, all patients were instructed to
use laxatives and dietary supplemental fiber.

One week following the initiation of treatment, interviewers
(research assistants that had never met the patients nor had they
participated in the design of the questionnaire or the analysis of
the results) used a telephone questionnaire, which included ques-
tions to evaluate the impact of the symptoms on the patient’s QoL
using Visual Analog Scale (VAS) for pain. Answers used a scale
from “0” to “10,” with “10” signifying the highest negative impact.
Additional symptoms were evaluated, including anal bleeding and
burning sensation. Patients were telephoned and interviewed a
second time, 2 weeks after the initiation of treatment.

At 1 month after the screening visit, a third in-person follow-up
was scheduled, during which a clinical evaluation was performed.
Patients with no subjective relief at 1 month were referred to be
evaluated for further medical treatment or surgery.
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Product Details

ProctoFiz is an over-the-counter ointment that consists of a
blend of herbal extracts designed to act on the various pathophys-
iological mechanisms associated with AF. The product primarily
includes hemp seed oil that acts as an analgesic and anti-inflam-
matory [11], tocopherol that induces local vasodilatation, and var-
ious other ingredients such as Arnica montana flower oil and ma-
rine algae extract that have a calming effect on inflamed skin and
reduce inflammation [12, 13].

Statistical Analysis

Statistical analysis was performed using SAS/STAT software
(version 9.4 by Statistical Analysis System Corporation, North
Carolina, USA). Data were compared using Fisher’s exact test and
X? to evaluate differences between qualitative variables and using a
t test to compare quantitative variables. One-way ANOVA was
used to determine statistically significant differences between the
means of three or more groups. A p value of <0.05 based on a two-
tailed analysis was considered significant.

Results

Out of 102 patients found eligible to participate in the
study, 10 patients declined to participate, leaving 92 pa-
tients eligible to participate in the study, 54 (58.7%) of
which were female. Median age was 39 years (range 17-
78). Eighty-nine (96.8%) patients suffered from constipa-
tion with anal pain and difficulties with defecation. Mean
duration from the beginning of symptoms to the screen-
ing visit was 20 weeks (range 4-96 weeks). Sixty patients
(65.3%) were diagnosed with AF at the initial visit or were
referred by a family practitioner to our proctology clinic
with complaints suggesting AF. Thirty-two (34.7%) pa-
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tients suffered from recurrent symptomatic events before
enrolling in the study and were previously treated with
topical CCBs and topical analgesics. None of the patients
were previously treated with Botox injections, and 5
(5.4%) patients had previously underwent lateral sphinc-
terotomy for AF. Three (3.2%) patients were lost to fol-
low-up (two did not answer the telephone and one did
not appear for the follow-up visit), leaving 89 patients for
final analysis. Median follow-up was 30 days (range 7-76
days).

After 1 week of treatment with ProctoFiz®, 80 (89.9%)
patients reported a significant improvement of symp-
toms: a significant reduction in pain and/or anal bleed-
ing. After 1 month of treatment, 79 patients reported con-
tinued improvement. Regarding side effects, 2 (2.2%) pa-
tients complained of headaches 1 week after initiation of
treatment, which resolved the following week. Seven pa-
tients did not report any improvement in their symp-
toms. Six patients were treated with topical nifedipine. Of
these patients who were treated with nifedipine, 3 pa-
tients were eventually referred for surgical intervention
(lateral sphincterotomy) due to failure of medical thera-
py-

Symptomatic improvement following 1 week of treat-
ment was demonstrated by a statistically significant de-
crease in the mean VAS pain score: from 8.9 to 2.3 - a
total of 6.6 points (95% CI: 7.20 to —5.99, p < 0.0001). At
the 1-month follow-up visit, continued improvement in
anal pain was seen with a mean VAS score of 0.64 (Fig. 1).
Furthermore, in patient reports after 1 week of treatment
about the length of time of pain and/or discomfort fol-
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Fig. 4. Number of patients with AF suffering from anal bleeding,
related to defecation prior to the initiation of treatment, and at
follow-up of 1, 2, and 4 weeks.

lowing a bowel movement, a significant decrease was not-
ed, from a mean of 6.2 to 1.34 h. Patients reported a de-
crease in duration of pain after a bowel movement after
using the ointment for 2 weeks, with a slight increase in
duration of pain between 2 weeks and 1 month (mean
0.45-1.01 h) (Fig. 2). Overall, patients reported a decrease
in the negative impact of their symptoms on their QoL,
with a statistically significant decrease from a mean of 8.8
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Fig. 5. Number of patients with AF suffering from burning sensa-
tion prior to treatment and at follow-up of 1, 2, and 4 weeks.

to 0.38 following 1 month of treatment (p < 0.0001)
(Fig. 3).

Fifty-nine (64.1%) patients suffered from anal bleeding
following bowel movements prior to the initiation of treat-
ment. After 1 week of treatment, 11 (12.4%) patients con-
tinued to suffer from bleeding associated with bowel move-
ments. At 1 month of follow-up, only 2 patients (2.2%) suf-
fered from anal bleeding (Fig. 4). In addition, the number
of patients who complained of anal burning sensation fol-
lowing bowel movement decreased from 82 (89.1%) pa-
tients at initial screening to 27 (29.4%) patients at 1 week
and 12 patients (13.1%) at 1 month of treatment (Fig. 5).

Discussion

AF is one of the most common causes of anorectal pain
and discomfort, often accompanied by a burning sensa-
tion and bleeding after defecation. In many patients, the
initial tear in the anoderm causes a vicious cycle of per-
sistent pain, as many of these patients try to defer defeca-
tion due to the associated pain [2]. The mainstay of treat-
ment for AF aims to break this vicious cycle, to ease def-
ecation by reducing anal sphincter spasm and pressure in
the area, thus preventing additional trauma to the anal
mucosa and promoting healing of the fissure [14].

Therapeutic options for patients suffering from chron-
ic AF are divided into pharmacological treatments and
surgical intervention. Although itis estimated thataround
35% of patients will spontaneously heal for a brief period,
recurrence is quite common [4]. Surgical intervention,
although proven to be the most effective method of treat-
ment, should be offered to patients only after pharmaco-
logical treatment has failed because it carries a signifi-
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cantly higher risk of anal incontinence, severely impact-
ing the patient’s QoL. For this reason, patients are
generally first given a trial of local treatment with oint-
ments containing topical nifedipine or nitroglycerin,
both vasodilators that reduce the muscle spasm of the
anal sphincter [15]. However, side effects of these medi-
cations are quite common and include hypotension,
headaches, and dizziness.

In this study, we report the initial results of a single-
arm pilot study of patients with chronic AF treated with
a novel herbal-based natural ointment, ProctoFiz®. Al-
though our study lacks a control group and has a fairly
limited time period for follow-up, the results are encour-
aging as almost 90% of patients reported significant im-
provement or complete resolution of their symptoms af-
ter 1 month of treatment. This significant improvement
in the patients’ symptoms is similar to reported outcomes
in standard topical agents including nitroglycerin and
calcium channel blockers standing at 48-92% [16]. Of
particular note is that the maximal or most significant ef-
fect of using the ointment in most patients was observed
after only 1 week of treatment and that the rate of side ef-
fects is considerably low in our study.

The positive results in this study were achieved using
ProctoFiz as the therapeutic agent in conjunction with
standard directives regarding stool softeners and dietary
advice. We believe that the multifunctional composition
of this product effectively addressed the underlying causes
of AF. Standard conventional medications usually target
one mechanism for healing: lowering anal pressure
through vasodilation by blocking the calcium channel.
ProctoFiz is a product with a mix of herbal components
that advantageously act with multiple mechanisms to
achieve superior efficacy for vasodilation, lubrication,
wound protection, pain relief, and anti-inflammatory ef-
fect. For example, Calendula, one of the ingredients in
ProctoFiz, has been reported as a possible remedy for re-
current AF. In a case report by Naseer et al. [17], published
a decade ago, a woman with recurrent AF used marigold
Calendula oil a few times a day with complete resolution
of symptoms. Although the exact mechanism of action is
unclear, Calendula was shown to promote wound healing
by enhancing fibroblast activation and migration, increas-
ing the production of granulation tissue [18].

Hemp seed oil, a good source of cannabidiol, which is
used in various clinical scenarios, has recently gained in-
creasing popularity, with the legalization of its use for
medical purposes around the world, mainly as an analge-
sic. The advantages of CBD were recently summarized in
a meta-analysis that investigated its current use in medi-
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cine. CBD was associated with significant reduction of
pain and spasticity, along with a reduction in nausea and
vomiting due to chemotherapy [19]. When used topical-
ly, CBD can also induce vasodilatation through CB1 re-
ceptors, thus reducing local ischemia, promoting wound
healing. A recent abstract presented at the annual meet-
ing of American college of gastroenterologists in 2020 de-
scribed 4 patients treated with topical CBD (1.4-2 mg/g
twice daily). All patients reported improvement within a
few days, with no side effects [20].

The main limitation of our study was the single-arm
design with the lack of a control group. Although our re-
sults are encouraging, especially considering the fast re-
sponse to treatment in the majority of patients, the lack
of comparison to patients treated with placebo or to stan-
dard treatments obligates us to take these results with
necessary caution. Another caveat of our study is the fair-
ly short follow-up period. Furthermore, the short follow-
up negates the possibility to properly assess fissure recur-
rence or complete wound healing, which can take several
months. However, in our experience, most patients with
a fissure are not followed up for a long period, and we be-
lieve that a shorter follow-up represents real-life experi-
ence. The high success rate of eliminating symptoms sug-
gests that topical application of the novel herbal-based
product ProctoFiz can be considered as an effective and
safe nonsurgical method for short-term management of
chronic AF. In addition, we believe that this alternative
should be considered in patients who develop significant
side effects from standard treatments for AF. Further
comparative studies are needed to determine whether
this treatment could be considered as a first-line treat-
ment for relief of symptoms and healing of AF.
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