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Secondary anal fissures: a pain in the a**
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Abstract

An anal fissure is a painful tear of the sensitive anoderm, distally
from the dentate line. It is a prevalent disorder and impairs quality
of life dramatically. Typical or primary fissures are associated with
constipation and mostly located at the posterior midline. About 1%
of fissures are atypical in appearance and are generally secondary
in nature. These secondary fissures should arouse attention and
require further exploration for underlying conditions, such as
Crohn’s disease, malignancy, trauma or venereal infections. The
aim of this manuscript is to provide a comprehensive review on
the clinical aspects, evaluation and treatment of secondary anal
fissures. (Acta gastroenterol. belg., 2023, 86, 58-67).
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Introduction

An anal fissure is a tear of the sensitive anoderm in
the anal canal, distally from the dentate line, somatically
innervated and therefore painful. Anal fissure is the
second most common reason for proctologic consultation
after hemorrhoidal disease and has a cumulative lifetime
incidence of 7.8 to 11.1%. Anal pain during and after
defecation, often with bright red blood loss, is the
cardinal symptom of an anal fissure. Diagnosis is based
on typical symptoms and anal inspection. A fissure can
be primary or secondary to other conditions.

Primary fissures have no clear underlying cause and
are usually related to local trauma such as hard stools.
Primary fissures are classified as acute (< 6 weeks) or
chronic (> 6 weeks and/or clinical characteristics of
chronicity/fibrosis). They are typically located on the
posterior (and less often anterior) midline and associated
with hypertonia of the internal anal sphincter (1,2).

About 1% of anal fissures are atypical. Atypical
fissures are characterized by any of the following
features: located in lateral/non-midline positions, multiple
simultaneous sites, non-painful, nonlinear/excavated/
indurated ulceration in the anal canal, associated with
discharge of pus or bloody fluid, or associated with
ulcerated and indurated skin tags. Atypical fissures
are generally secondary in nature and therefore these
atypical features require further exploration for
underlying conditions, such as granulomatous diseases
including Crohn’s disease and tuberculosis, malignancy,
chemotherapy, traumatic or iatrogenic causes, human
immunodeficiency virus (HIV) and other venereal
infections. Treatment is focused on the underlying
condition (1,2).

Theaimofthismanuscriptistoprovideacomprehensive
review on the clinical aspects, evaluation and treatment
of secondary fissures. We will consecutively discuss anal
fissures associated with systemic diseases, with venereal
infections, fissures due to traumatic or iatrogenic causes
and fissures seen in malignancy. Anal fissures in patients
with HIV or patients receiving chemotherapy will not
be discussed in this paper but will be included in
the upcoming Belgian Consensus Guideline on the
Management of Primary Anal Fissures (planned early
2023). As secondary fissures often show ulcerative
features, the term ulcer/ulceration is often used instead
of fissure.

Systemic diseases
a) Crohn's disease (CD)

Anoperineal lesions in Crohn’s disease (APLCD) are
more prevalent than commonly perceived. They occur in
up to 50% of patients with at least 10 years of Crohn’s
disease (CD) duration and their incidence increases with
more distal colonic disease activity (3-5). Furthermore,
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Figure 1. — Anal fissure in Crohn’s disease.

APLCD and rectal involvement (proctitis) in general are
associated with worse prognosis (3,6,7).

APLCD can be divided into primary and secondary
lesions. Primary lesions reflect CD activity and include
skin tags, fissures, ulcerations and granulomatous
cutaneous lesions. Secondary lesions can evolve on their
own, independent of endoluminal disease, and comprise
abscesses, fistulae, anorectal strictures and anorectal
cancers (3,5).

Anal fissures are more prevalent in CD patients
compared to the general population and account for 21-
35% of all APLCD. Fissures can progress to form deep
or cavitating anal ulcerations (Fig. 1A, 1B, 1C) in 5-10%
of CD patients (7-9). Unlike common fissures that are
thought to be caused by spasm of the internal sphincter
leading to reduction in blood flow and delayed healing,
the fissures in Crohn’s disease most probably have a
different pathophysiology with direct ulceration caused
by the inflammatory disease process (6,7).

Clinical presentation and diagnostic evaluation

APLCD in general can masquerade as other anorectal
pathology and thus delay correct diagnosis and
adequate treatment. Anal fissures in CD patients can
be asymptomatic. However, anal discomfort including
knife-like pain that worsens on bowel movements,
bleeding, discharge and pruritus have been described in
44-70% of cases. Pain in CD-related anal fissures should
always raise suspicion of superinfection. In cavitating
ulcers the pain is often more severe and unremitting with
consequential, significant impact on patients’ quality of
life (6,8,10-12).

Diagnosis of APLCD in general is based on a
combination of clinical evaluation, exploration under
anaesthesia, imaging and assessment of endoluminal
disease (3, 11).

Clinical evaluation should include a complete
proctologic examination including anoscopy if possible.
If necessary this should be performed under general
anaesthesia. CD-related anal fissures may have an atypical
appearance with an eccentric (non-commissural) location
(Fig. 1C) and can present as multiple simultaneous
lesions (Fig. 1D). Ulcerations can occur along the entire
length of the anal canal and extension beyond the dentate

line is possible. A pitted aspect (Fig. 1B) with prominent
margins (Fig. 1C, 1D), an inflammatory character (Fig.
1B, 1D) and association with other types of APLCD can
help distinguish CD-related from classical/typical anal
fissures and ulcers. Upon healing, chronic induration and
anal stenosis can occur (3,5,6,10,11).

The role of imaging (MRI and endoscopic ultrasono-
graphy) in the evaluation of anal fissures and ulcers is
limited and predominantly focusses on assessment of
sphincter integrity and exclusion of associated secondary,
suppurative lesions (4,5). Biopsy of perianal tissue has
a low sensitivity and specificity for histopathological
diagnosis of CD. In case of suspicion of associated
neoplastic transformation, it is however important to take
biopsies (11,13-15).

Treatment

Currently there is no clear consensus on how to
treat primary anoperineal Crohn lesions. In general, a
multidisciplinary approach is advised including collabo-
ration of gastroenterologists, surgeons and radiologists
with the goal of symptom improvement and prevention
of complications such as sphincter damage or secondary
development of anal canal stenosis (5,10,11,16).

Medical treatment

Superficial anal fissures should initially be managed
conservatively. This includes control of endoluminal
disease and association of fibre supplements, in case of
constipation. It is important to consider that unhealed
fissure may progress to fistula or abscess in up to 20%
of cases (6).

Topical treatment with nitroglycerin, nifedipine,
diltiazem or botulinum toxin (BT) injection can be
considered just as in typical fissures without underlying
CD (4,6,11,12,17). There is anecdotal evidence on treat-
ment with topical or local injection of steroids, topical
10% metronidazole, topical tacrolimus and hyperbaric
oxygen treatment. Studies on these topical treatment
modalities are however difficult to extrapolate due to
small sample size and lack of control arm (3,8).

Apart from their role in controlling luminal disease
activity, the efficacy of immunomodulators and biologic
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therapies on primary APLCD remains largely unknown
as there are very few dedicated controlled trials.

Thalidomide has shown a clinical effect in two CD
patients with perianal ulcers and ciclosporin led to
70% healed ulcers in 20 patients after a median follow-
up of 7 months (18,19). The efficacy of azathioprine
monotherapy has not been proven in ulcerating perianal
Crohn’s disease (4,5).

A small retrospective study evaluated the efficacy of
infliximab induction therapy in 29 CD patients with anal
fissures and cavitating ulcers. At week 8§, ulcer healing
rate was 49% (20).

This result was consistent with the findings of a larger
single-centre, retrospective, observational cohort study
investigating the efficacy of infliximab in 99 patients
with non-fistulising perianal CD. This study showed
complete healing of the ulcers in 43% at 8 weeks and
in 72.3% at long-term follow-up (median 175 weeks).
Results for both superficial fissures and cavitating ulcers
were similar and concomitant use of immunosuppressant
and age under 40 years were found as predictors of long-
term response (8).

Adalimumab has not specifically been studied in
ulcerative perianal Crohn’s disease (4).

As spontaneous healing is not uncommon, it remains
uncertain to what extent the spontaneous evolution of
these primary lesions over time attributes to the results
of the above mentioned medical options as spontaneous
healing is not uncommon (10). Before the biologic era,
Buchmann ef a/ demonstrated in a cohort of 109 patients
with perianal CD that anal fissures only persisted in 19%
of patients after 10 years follow-up (21). Furthermore,
a single tertiary centre, prospective, observational study
by Wallenhorst et al. on 154 CD patients with anal
fissures and ulcers showed that there was no apparent
benefit of treatment with anti-TNFo compared to a
conservative treatment approach after a median follow-
up duration of 65 weeks. Combination of biologic and
immunosuppressant therapy neither led to significant
differences in healing probability compared to biologic
monotherapy or conservative treatment (9).

There are no data on combination of methotrexate
with anti-TNFa inhibitors nor on specific efficacy of other
biologics or small molecules for CD-related fissures and
ulcers (5).

In conclusion, anal fissures linked to Crohn’s disease
are rather resistant to medical treatment, however, based
on limited evidence, infliximab seems to be the preferred
medication.

Surgical treatment

Historically there has been a concern for poor
wound healing and increased complication rates after
surgical treatment of anal fissures and anal ulcers
in underlying Crohn’s disease (4-6,10-12). Data on
efficacy and safety of surgical treatment options such
as sphincterotomy and fissurectomy are limited. A
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literature review by Cracco et al. found 6 retrospective
studies comprising 48 patients who were treated with
lateral internal sphincterotomy (LIS) for anal fissures in
underlying CD. Healing rate was 83%. However, 40%
of patients suffered from postoperative complications,
including patients without active rectal luminal disease
(22). Targeted surgical treatment of primary APLCD
should therefore be reserved for carefully selected
symptomatic patients, refractory to medical treatment
and preferably restricted to patients with well-controlled
luminal disease activity (4,5,8,12). In perianal CD in
general, surgical interventions should particularly aim
to preserve the integrity of the anal sphincter complex
given the increased risk of incontinence in these patients
due to chronic diarrhoea, potential development of
destructive perianal lesions and/or repeated operations
(6). BT injection can be an alternative to LIS avoiding
damage to the sphincter apparatus, risk of incontinence,
and reducing wound healing complications (6).

In severely symptomatic and disabling perianal
ulcerative disease, refractory to the above mentioned
therapeutical options, faecal diversion with or without
proctectomy should be considered (5,11).

b) Ulcerative colitis (UC)

In a study by Lindsey ef al. 3 patients with UC were
included and there was no significant difference in fissure
healing between those with or without an underlying
causative disorder (23). In a study by Madalinski et al.
on the use of BT in secondary fissures, 4 patients with
ulcerative colitis were studied. None of the fissures in
these patients healed with BT. There was symptomatic
improvement, but no relief of clinical symptoms (24).

¢) Behget's disease

Gastrointestinal (GI) manifestations are rare in
Behget’s disease (5%) and generally very similar to
those observed in inflammatory bowel disease (IBD).
Ulcerations in the ileocecal region are most common,
however the whole GI tract and the perianal skin
can be involved. Perianal ulcers can be extremely
painful, with heterogenous characteristics: superficial
or deep, punctiform or giant, with a necrotic yellow
bottom, possibly fistulizing and mutilating. Classical
manifestations of Behget’s disease (oral/genital aphtosis,
uveitis, joint pain, ...), a positive family history and
histopathology can orient diagnosis, but differentiation
with Crohn’s disease is often difficult. In the absence of
prospective studies, anorectal manifestations of Behget’s
disease are often treated like perianal Crohn involvement
or with colchicine or thalidomide (25,26).

d) Granulomatosis with polyangiitis (GPA)

Besides pulmonary, renal and ear-nose-throat mani-
festations, granulomatosis with polyangiitis (Wegener’s
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disease, GPA) can affect the GI tract, by means of ulcers.
Anorectal ulcers/atypical fissures can develop after years
of disease evolution, do not respond to topical treatment,
can infect and can give rise to complex fistulas.
Extraintestinal manifestations and histopathology can
guide diagnosis, but histology is often non-specific.
There are no specific studies on treatment for anorectal
involvement, but the classical therapies for GPA with
systemic corticosteroids, cyclophosphamide, rituximab
or surgery are possible (25).

e) Systemic lupus erythematosus (SLE)

Half of the patients with SLE present with GI
manifestations, mostly ulcerations throughout the GI
tract. Penetrating and fistulizing anorectal ulcers have
been described. Histology is non-specific and treatment
is difficult with low efficacy of corticosteroids. Cases
report benefit of tacrolimus or cyclophosphamide (25).

) Sarcoidosis

GI tract involvement of sarcoidosis is rare (0.1-1.6%)
and anal manifestation of sarcoidosis is even rarer,
as the disease has a clear oro-anal gradient. The clinical
aspect is variable but mostly ulcers are present. Perianal
ulceration can be painful and may fistulize. Multi-
organ involvement, elevated angiotensin converting
enzyme (ACE) concentrations and histopathology
are key to diagnosis, with presence of noncaseating
epithelioid cell granulomas. The therapeutic approach
of GI involvement is heterogeneous and includes wait-
and-see in pauci-symptomatic patients, glucocorticoids,
immunosuppressive therapy, and surgery (25-28).

Infections

Infectious anal ulcerations and proctitis can occur after
contamination of the perianal region due to sexual genital
or anal mucosal contact, but sometimes also via digital
contact and foreign objects. Neisseria gonorrhoeae,
Chlamydia trachomatis, Treponema pallidum and herpes
simplex virus (HSV) are the most common sexually
transmitted anorectal pathogens. In Western countries,
infectious anal ulceration is typically encountered with
HSV, Treponema or Chlamydia serovar L1-L3 infection.
Anal cytomegalovirus (CMV) ulcerations can be seen in
immunocompromised patients. Donovanosis, chancroid
and amebiasis are prevalent in tropical regions, as
well as lymphogranuloma venereum (LGV), caused
by Chlamydia serovar LI1-L3. However, LGV became
also endemic in Western countries in the last 2 decades,
especially among men who have sex with men (MSM).
A history of sexual transmittable disease (STD), sexual
high-risk behaviour (MSM, multiple sex partners, ...),
presence of purulent anal discharge, tenesmus, inguinal
adenopathy or concomitant proctitis should raise
suspicion of an infectious cause of anal fissures.
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Diagnosis can often be suspected clinically, but
additional testing is necessary. Diagnosis can be made
using polymerase chain reaction (PCR) testing (anal swab
in the ulceration or through the anal canal or the anoscope
in case of discharge) for Chlamydia, gonococcal, CMV,
syphilis and monkeypox infection, by bacterial culture
for Neisseria and by serology for syphilis. In some cases,
viral culture for HSV/CMV can be useful. There’s a duty
to report syphilis and gonococcal infection in Belgium.

Co-infections are frequent and should therefore be
ruled out, including STD screening for HIV, hepatitis B
and C infection. As the majority of anorectal chlamydia
and gonococcal infections are asymptomatic, exclusion
of anorectal infections is generally indicated as part of
standard screening for STD, especially when there is a
history of receptive anal contact. Adequate counselling
on prevention and transmission risk and the implications
for the health of themselves and their partner(s) is
recommended. This also includes partner notification
and treatment if necessary. Follow-up after treatment is
mandatory (26,29,30).

a) Chlamydia

Primoinfection with Chlamydia trachomatis sero-
type D-K is typically asymptomatic or may cause
mild superficial localized mucosal inflammation such
as urethritis or proctitis. In HIV+ MSM Chlamydia
trachomatis serotype LI-L3 are often encountered,
giving rise to a more severe disease course called
lymphogranuloma venereum. An anorectal ulceration
(Fig. 2), papule or pustule is seen 2-60 days after exposure,
which will often heal spontaneously. It can be painful but
is mostly painless and deep (Fig. 2). Subsequently, about
1-6 weeks after the primary lesion, an ulcerative proctitis
and inguinal lymphadenopathy will develop, which can
be accompanied by lower back or lower abdominal pain
and constitutional symptoms (fever, chills, malaise,
myalgia, arthralgia). LGV should be considered in MSM
with suspected chronic inflammatory bowel disease.

Figure 2. — Anal fissure in lymphogranuloma venereum.
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Figure 3. — Anal fissure in syfilis.

A tertiary phase with chronic lymphangitis and in case
of rectal involvement also abscess formation, stenosis
and fistulae formation is possible (26,29,31). Those
with a clinical syndrome consistent with LGV should
be treated empirically at the time of initial visit, even
prior to the results of chlamydial diagnostic testing. In
MSM Chlamydia trachomatis positive samples should
be forwarded for LGV genotyping (31). First line
treatment for LGV is doxycycline 2x100mg/d for 3
weeks or azithromycin 1g/week for 3 weeks, in non-LGV
treatment duration is 1 week. Follow-up is recommended
until clinical healing and repeated PCR testing until
negative results in case of LGV (30,31).

b) Syphilis

Incidence of anorectal syphilis is increasing. The
primary phase of infection with Treponema pallidum is
characterized by an anal chancre (Fig. 3A, 3B) at the
site of inoculation with regional lymphadenopathy. This
ulcer is primary superficial, single, painless, indurated
with a clean base (Fig. 3B), has serous discharge, is never
blistering and presents sometimes with oedematous
edges (Fig. 3A). However, lesions are often atypical
in appearance and may be multiple, painful, deep (Fig.
3A) and indistinguishable from herpes (26,32). Lower
GI syphilis is a rare manifestation of early syphilis (33).
Endoscopic evaluation of syphilitic proctitis can show
large, multiple irregular ulcers, sometimes opposite to
one another or eccentrically located. Spontaneously
resolving of the chancre occurs after 3-4 weeks. If left
untreated, secondary (multisystem involvement due to
bacteraemia including mucocutaneous manifestations)
and tertiary (neurological, cardiovascular) syphilis will
develop in one-third and 10% of patients, respectively.
Any anogenital ulcer should be considered syphilitic
unless proven otherwise, and serological retesting is
sometimes needed to exclude a diagnosis (32). Apart
from serology, anorectal syphilis can be diagnosed by
the detection of spirochetes in the exudate of the ulcer
or by an anorectal mucosal or ulcer swab for PCR (29).
Treatment with benzathine-penicillin G (2.4 million units
intramuscular in a single dose) is very efficacious in case
of recent (<1 year) infection. Treatment response should
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Figure 4. — Anal fissure in herpes simplex virus infection.

be monitored with serology. Nontreponemal test antibody
(VDRL or RPR) titres should diminish with a fourfold
change in titre, whereas TPHA will remain positive. Re-
infection is possible (30, 32).

¢) Herpes simplex virus (HSV)

HSV is one of the commonest STD worldwide and
the most frequent cause of infectious genital ulceration.
Anogenital HSV type 1 and 2 have similar clinical
features (26,34). Primoinfection is often asymptomatic,
or can lead to painful perianal or anorectal ulcerations
(Fig. 4). Classical genital herpes can be recognized by
the presence of typical papular lesions progressing to
confluent vesicular eruption and painful ulcer formation
(Fig. 4), associated with local adenitis, but features can
be highly variable. General symptoms such as fever and
asthenia can occur as well as dysuria, urinary retention,
sacral paraesthesia or proctitis. In immunocompromised
patients extensive and severe disease is possible (26,
34). Dependence upon clinical diagnosis alone should be
avoided, so PCR testing is now the gold standard, rather
than cell culture (34). Immediate treatment (on clinical
suspicion alone) is advised and can be highly effective.
Aciclovir 400 mg orally 3x/day for 5-10 days or
valaciclovir 500mg 2x/day is recommended (29,30,34).

d) Tuberculosis

GI involvement in tuberculosis is rare (1% of all
cases), with the ileocecal region as most common site.
Perianal tuberculosis is anecdotal, mostly in association
with HIV infection. Anal tuberculosis can present as non-
healing ulcer-like fissures, but the most common type of
anal involvement is the ulcerative form. These ulcers
typically appear as recurrent anal lesions with well-
defined boundaries and purulent exudates. Hemorrhoidal
nodules, abscesses with complex, recurrent and re-
fractory anoperineal fistulae and miliary forms are also
possible. GI and anal tuberculosis is hard to differentiate
from Crohn’s disease clinically, endoscopically and
histologically. Demographic and health background,
immunodeficiency, respiratory or other systemic com-
plaints (fever, night sweats, weight loss), inguinal
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lymphadenopathy, non-healing lesions can raise sus-
picion of tuberculosis. A positive PCR (lesion swab),
Ziehl-Neelsen acid-fast bacteria stain in the discharge or
on biopsy, Interferon-Gamma Release Assays (IGRA)
or culture for mycobacterium tuberculosis can help to
confirm the diagnosis. Histology can show caseating
granulomas. Therapy involves conventional anti-myco-
bacterial agents for at least 6 months and up to 2 years in
complicated disease, with surgical treatment if necessary
(35-40).

e) Gonorrhoea

Gonorrhoea is caused by Neisseria gonorrhoea
and incidence rates are increasing. Infection is mostly
asymptomatic but can lead to a purulent proctitis (41). In
rare cases, it can present as superficial anal ulcerations. As
the prevalence of multidrug-resistant Neisseria increases,
culture for surveillance purposes becomes increasingly
important (29). Treatment with ceftriaxone 500mg or 1g
IM in a single dose in combination with azithromycin
(1g in a single dose) or doxycycline (100 mg twice daily
for 7 days) is recommended in most cases, monotherapy
only in well-controlled settings and when Chlamydia
co-infection has been ruled out (30,41). Confirmation
of cure is recommended in all gonococcal infections to
ensure eradication and identify resistance (41).

f) Cytomegalovirus (CMV)

Cytomegalovirusisusuallyspreadduringcasualcontact,
but can be transmitted via unprotected sex. Although anal
lesions are very rare, immunocompromised patients can
present with anal ulcerations, with or without associated
systemic CMV infection or CMV colitis. These lesions
are often painful and can be itchy or bleeding. They occur
perianally and in the anal canal, are typically confluent
and eczematiform and can be superficial or deep. The
triad of mononucleosis-like illness with rectal symptoms
after condomless anal intercourse is pathognomonic for
sexually transmitted CMV proctitis. Histology can show
intranuclear or intracytoplasmic inclusions of CMV or
show viral antigens by immunohistochemistry (IHC)
or PCR. Serum CMV PCR is often positive. The role
of antiviral therapy in primary CMV proctitis has not
been defined and it is probably not necessary. In case of
progressive CMV colitis, treatment with (val)ganciclovir
is effective (26,29,42,43).

g) Haemophilus ducreyi

Haemophilus ducreyi infection is the number 1 anal
ulceration due to an STD in tropical countries and can
lead to chancroid ulcer, typically round or oval, deep, not
indurated, with necrotic bottom and a double yellow and
red border. Voluminous and painful unilateral satellite
inguinal adenopathy is typical, which may fistulize to
the skin, producing pus (brown chocolate). Diagnosis is
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clinical or by showing the presence of the bacillus on direct
examination or culture. Treatment with Azithromycin 1 g
or Ceftriaxone 250 mg IM is efficacious (30).

h) Donovanosis

Granuloma inguinale (donovanosis) is a genital
ulcerative disease caused by the intracellular Gram-
negative bacterium Klebsiella granulomatis, charac-
terized by painless, slowly progressive, highly vascular,
long indurated fissures/ulcerative lesions on the genitals
or perineum without regional lymphadenopathy. Extra-
genital infection can occur. Bacterial culture is difficult.
Diagnosis requires visualization of dark-staining
Donovan bodies on tissue crush preparation or biopsy.
Long term antibiotic treatment is necessary (30).

i) Amoebiasis

Infection with Entamoeba histolytica is common in
tropical and sub-tropical regions and is often asymptomatic
or self-limiting. If symptomatic, typical presentation
is amoebic dysentery, possibly with hematogenous
spread resulting in liver abscess and disseminated
organ disease. In rare cases infection can lead to painful
cutaneous and perianal ulcerations, often accompanied
by proctitis or colitis. Cutaneous ulcers are often solitary,
necrotizing and with indurated base. Histology can
reveal trophozoites and PCR of rectal exudate or ulcers
can be positive for E. histolytica. Stool test can show cyst
forms or trophozoites and serum antibodies are positive
in 75-85% of the cases. Any infection should be treated,
therapy of choice is metronidazole 750mg 3x/d for 5-10
days (29,44,45).

j) Monkeypox

In May 2022 a new monkeypox outbreak was ob-
served outside Africa, mostly among men, particularly
MSM. The current outbreak has specific characteristics.
The febrile prodrome may be absent and skin/mucosal
lesions frequently affect the genital, perineal and anal
regions. Anal and rectal vesicles and ulcers are frequently
encountered, often causing severe unprecedented anal
pain, but they are usually self-limiting. PCR can confirm
diagnosis. Treatment is mainly supportive, focusing
on pain relief. Antiviral therapy with tecovirimat may
shorten duration of illness (46,47).

Traumatic and iatrogenic causes
a) Surgery

Various perianal lesions may be due to anal surgery,
such as skin tags, anal canal deformation, stenosis or
fissure-like wounds (26).
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b) Radiation

Pelvic radiation disease can result from ionizing
radiation-induced damage to surrounding non-cancerous
tissues. Acute proctitis occurs frequently during or within
3 months of radiotherapy, typically with superficial
and transitory lesions. Chronic, delayed radiation
disease is less frequent, with presence of telangiectasia.
Ulcerations in the rectum and less frequently in the anal
canal can occur as well. They are mostly deep, indurated
and often hard to differentiate from malignant lesions
(26,48,49). Especially after radiotherapy for anal canal
cancer perianal and anal ulcerations can be encountered.
Oblak et al. describes non-healing anal ulcers in 4% after
radiochemotherapy for anal carcinoma (50). A systematic
review by Pan et al on late GI complications after
radiation therapy for anal canal cancer report anorectal
ulceration in 1 to 22.6% of patients (51). Histology is
key. Treatment is difficult, options include hyperbaric
oxygen therapy (26,52).

¢) Medication

Nicorandil, an oral anti-angina pectoris therapy,
is known to cause oral, intestinal and anal fissure or
ulceration (26,53). An incidence of 4 per 1000 patients
on Nicorandil each year is estimated (54). The ulcers
are usually large and can give symptoms of pain, mucus
discharge and rectal bleeding. They do not respond to any
specific treatment, but only to dose reduction or cessation
of the drug, with healing in the following months (55).
Nicorandil is not available in Belgium.

Local therapies with ointments such as imiquimod
or catechins can lead to various cutaneous reactions
including erosions and erythema (26).

Case reports describe anorectal ulcerations after
repeated administration of NSAID or ergotamine sup-
positories (26, 56).

A retrospective analysis of patients receiving angio-
genesis inhibitors (e.g. bevacizumab) found that
symptomatic anal ulcers occurred in 4.2%, which can
compromise the continuation of cancer therapy (57).

d) Enema

When inadequate administration of an enema occurs,
the canula may damage the mucosa and lead to (peri)
anal or rectal ulceration. Caustic lesions may arise from
direct toxic mucosal effects of the product administered.
Thermic lesions have been reported as well. Traumatic
lesions can cause severe anorectal bleeding or rapid
necrosis presenting as an extensive ulceration, secondary
to injection and diffusion of the product in the submucosal
layer, possibly leading to necrotizing fasciitis (26).

e) Corpus alienum

Entrapped anorectal foreign bodies are rare, but occur
more frequently in recent years in clinical practice,
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affecting mainly males (58). The majority is related to
sexual behaviour (anorectal erotism in 80%, sexual
assault in 10%), but they can also result from self-
treatment for anorectal disease (retained enema tips,
thermometer), ingestion, accidents or drug smuggling
(59,60). Forced introduction through the anus may
cause anal lesions (such as erosions and ulcers), as do
the attempts of patients to remove the objects themselves
before presenting to the hospital (60). Severe injury to
the anal sphincter and rectum is possible. Diagnosis is
confirmed by plain abdominal radiographs and anorectal
examination. Perforation should be ruled out. Other
complications include pelvic abscess, sepsis, anal
sphincter damage and anal bleeding. Manual extraction
without anaesthesia is only possible for very distal
objects. Patients with more proximal positioned foreign
bodies generally require general anaesthesia to achieve
complete relaxation of the anal sphincters to facilitate
extraction. Transanal extraction is successful in most
cases. Endoscopic vision and guidance can protect
the patients from iatrogenic injuries and is useful after
extraction to assess severity of injury. Open surgery
should be reserved only for patients with perforation,
peritonitis, or impaction of the foreign body (59,60).

/) Anal sex/sexual abuse

Anal sexual contacts are frequent in both homo-
and heterosexuals. Consensual sexual acts with the use
of lubricants normally don’t cause significant durable
lesions. In contrast, when performed brutally, without
lubricant or consent, traumatic and painful lesions may
occur. Anal irritation with erythema, itching and mucous
discharge are more frequently observed than mucosal
lesions at the anal region (fissuration) or rectal mucosa.
Bruises, reactive hemorrhoidal thrombosis and anal
sphincter lesions can occur as well (26,61).

A Belgian study found sexual abuse as the aetiological
factor for chronic anal fissure in 19% of 80 adult patients.
Anismus is frequently associated in this population,
leading to lower healing rates. A multidisciplinary
approach is crucial, including conservative, surgical,
physiotherapeutic, psychological and psychiatric treat-
ments (62). Due to mucosal lesions in the anorectal
region, transmission of STD is facilitated and this should
be screened for (26).

It is worth noting that detection of anogenital lesions,
including anal fissures, during a paediatric consultation
should make practitioners aware of the possibility of
sexual abuse (63).

Malignancy

Although anal cancer is rare (1-2 cases per 100
000 person years), incidence is increasing. Squamous
cell carcinoma of the anus (SCCA), related to Human
Papilloma Virus (HPV) infection, is the most common
type of anal cancer. Although anal cancer is mostly
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Figure 5. — Anal carcinoma presenting as an anal fissure.

encountered in women over 50 years old, high-risk groups
are patients with immunosuppression for solid-organ
transplantation, HIV, MSM and women with a history
of HPV-related gynaecological precancerous lesions or
cancer. Additional risk factors include smoking, genital
warts and a history of receptive anal sexual intercourse
(26,64,65). Multiple studies report that benign anorectal
conditions such as anal fissures or fistulas are associated
with an increased risk of anal cancer as well (65-67).
HPV vaccination is expected to be the long-term solution
to prevention of SCCA, but the impact will not be seen
for decades (64). Primary adenocarcinoma, small cell
carcinoma, metastatic lesions, primary skin tumours
such as basal cell carcinoma or melanoma, lymphoma,
leiomyoma or Kaposi sarcoma are more rare types of
anal cancer (26,68). The clinical aspect of anal cancer
can be variable. Symptoms of persisting anal bleeding or
discharge, pain, itching, faccal incontinence or feeling of
a mass can reveal an anal cancer.

SCCA can present as a bulging mass or an extensive
ulcerative (Fig. SA) or polypoid lesion, but in early stages
it is often more difficult to differentiate from benign
anorectal disease and abnormalities may be subtle. Early
stages can present as a small perianal lesion similar to
an anal skin tag (Fig. 5B), as an indurated erythema
(Fig. 5C), a zone of (de)pigmentation (Fig. 5C), or as
a non-healing, indurated fissure or ulceration (Fig. 5A)
(26,68,69). Even acute haematological malignancies can
present as an anal fissure or one or multiple anal ulcers,
often necrotic (26,70).

The clinical suspicion of anal carcinoma should be
high in patients with non-healing or indurated anal
fissures, fissures in atypical positions or with ulcerated
anal tags, especially in high-risk patients (68,69). In these
cases biopsies should be taken, as histopathology is key
to diagnosis.

If there’s a clinical suspicion for primary anal fissure,
but without clear visualisation of the linear tear and if
symptoms persist, exploration under anaesthesia should
be considered to have a clear diagnosis and rule out
malignancy (26,69). Therapy depends on the type of
carcinoma. In case of SCCA chemoradiation remains the
standard of care (65,68).

Conclusion

Although the majority of anal fissures are primary
in nature, clinicians should be aware of the features of

atypical or secondary anal fissures. The first step is to
recognize them, subsequently further exploration for
underlying diseases is required.

Frequent causes of secondary anal fissures include
Crohn’s disecase and sexually transmittable diseases,
but anal cancer, rare systemic diseases and traumatic
or iatrogenic causes should be considered as well. A
thorough medical history and clinical examination are
crucial. In case of atypical fissures, STD screening should
be performed and the threshold for histopathological
analysis, ileocolonoscopic evaluation or exploration
under general anaesthesia should be low, to rule out
malignancy or endoluminal inflammation.
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