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Background: Perianal complaints are often consulted in dermatology clinics, and in many cases, a conclusive di-

agnosis is not easily made.

Objective: The aim of this study was to study and identify the epidemiological, clinical, and contact allergy features of
patients with perianal dermatitis who attended at a contact dermatitis unit in a tertiary hospital in Spain.

Methods: Adult patients with long-lasting (>4 weeks) perianal dermatitis were recruited during the past 10 years for
investigation and follow-up. Every patient underwent a diagnostic workup consisting of dermatological exploration and
patch tests with the standard and specific series, as well as the patients’ own products. General surgical exploration was

also performed in some patients.

Results: One hundred twenty-four patients were included. The MOAHLFA index was as follows: 43.5,0,4.8,11.3,1.6, 8.1,
and 75. The main final diagnoses were allergic contact dermatitis (32.3%), psoriasis (24.2%), irritant contact dermatitis
(17.7%), and lichen simplex (neurodermatitis) (10%). Eighty-one patients (66.1%) showed 1 or more positive reactions, and
in 52 patients (43%), positive reactions relevant to the present disease were found.

Conclusions: Contact allergy in patients with long-lasting perianal complaints is frequent. It is mandatory for these
patients to be referred to a dermatologist for an adequate evaluation and patch testing. Methylchloroisothiazolinone/
methylisothiazolinone seems as the most common allergen implicated in perianal contact dermatitis.

P erianal pruritus and rashes are a frequent reason of derma-
tologic consultation and can be difficult to diagnose and treat
due to their paucity of clinical signs and to their varied, often
multicausal nature. Perianal dermatitis is the most common cu-
taneous disorder of the anogenital area, but studies on causative
factors and published data on the role of path testing regarding this
dermatitis are limited."

METHODS

Between April 2004 and August 2016, every adult patient with
signs or symptoms of the perianal region lasting 4 or more weeks
(ie, pruritus ani or a suspected perianal dermatitis) visiting our
office was recruited for a diagnostic protocol, consisting of der-
matological exploration, blood and stool analysis, swabs for mi-
crobiologic cultures, and patch tests with the standard series of
the Spanish research group in allergic contact dermatitis (ACD)?
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(TRUE test; Mekos Laboratories ApS, Denmark; and some ad-
ditional allergens from Chemotechnique Diagnostics, Vellinge,
Sweden). Depending on the clinical history, specific test series and
patient-suspected own products were also tested. Occasionally, a
skin biopsy of the perianal region or a proctoscopy was performed,
when needed.

The patch tests were occluded for 2 days, and reading was
performed on day (D) 2, D4, and in some cases, also D7. Every
positive result in the patch test was classified as current clinical
relevance, past relevance, unknown relevance, and cross-reaction.

Two diagnostic categories were defined: main diagnosis (meaning
the most likely or suitable cause of the present complaint) and sec-
ondary diagnosis (aggravating or triggering condition associated with
and relevant to the main present diagnosis). All data of each patient
were manually entered into a computerized database (Excel 2’2’) and
later analyzed with the SPSS program. P < 0.05 was considered
statistically significant, and several statistical analyses were performed
when needed (x* test and multinomial logistic regression).

RESULTS

One hundred twenty-four patients were included in this study,
accounting for 7.4% of all individuals studied in our contact de-
partment during that period. The age range was 20 to 85 years
(mean, 50.7 years); 56.5% of the patients were women (age range,
20-85 years; mean, 50.7 years; median, 48.5 years) (Fig. 1). The
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Figure 1. Age distribution by sex. A, All patients (N = 124). B, Patients with ACD (n = 40). C, Patients with other diagnosis (n = 84).

mean age of patients with atopic dermatitis (AD) was significantly
lower than its counterpart for the rest of the patients (38 years),
and all patients were women. Furthermore, 100% of the patients
with AD as the main diagnosis had also disseminated lesions
(neck, face, hands, and legs).

The duration of perianal symptoms ranged from 1 to 240 months
(mean, 15 months; median, 12 months). No statistically signifi-
cant differences were found between the duration of symptoms
and the main diagnosis. Furthermore, 49.2% of the patients had
only anal-perianal lesions, 16.1% had also genital-inguinal lesions
or symptoms, and 34.7% of the patients had lesions at various
locations (Fig. 2).

Thirty-two patients (25.8%) had an associated proctologic di-
agnosis (hemorrhoids, anal fissure, and sphincter insufficiency,
among others) among these patients; ACD was less common than
in the rest (19% vs 37%). Eighteen individuals (14.5%) showed
clinical signs of corticoid overuse (cutaneous atrophy, telangiec-
tasia, and pigment alterations), and 19 patients (15.3%) had psy-
chopathologic symptoms, mainly anxiety (9 patients), compulsive
habits (4 patients), and venereophobia (4 patients).

The MOAHLFA (male, occupational dermatitis, AD, hand,
face, leg, and age > 40 years) index of this group was as follows:
4.8% of the patients were atopic, 11.3% had hand eczema, 1.6% had
leg eczema, and 8.1% had concomitant facial dermatitis. As said
before, 43.6% of the patients were men (age range, 22—75 years;

P. + Disseminated (n=43)

P.+ Genital + Inguinal (n=20)

Perianal (n=61)

mean, 50.7 years; median, 51.5 years). No patient in our study had
a dermatosis related to his/her job.

Thirty-nine patients (31.5%) had a pre—patch test diagnosis of
nonspecific eczema (including chronic and subacute), 24.2% (20)
had a prepatch diagnosis of psoriasis/seborrheic dermatitis, 19.2%
had a prepatch diagnosis of ACD of whom 19.83% actually had
ACD, 8.1% had a prepatch diagnosis of irritant contact dermatitis
(ICD), and 17% had other pre—patch test diagnoses (including
lichen simplex chronicus [LSC], pruritus ani, and AD).

The main final diagnoses were ACD (32.3%), psoriasis-seborrheic
eczema (24.2%), and irritant contact dermatitis (17.7%). Allergic
contact dermatitis was present as a secondary diagnosis in 11 patients
(9%). For a comparison in prepatch diagnosis, psoriasis was the second
more common pathology, and ACD was the third, whereas idiopathic
dermatitis was the most frequently suggested diagnosis (Fig. 3).

Patients with ACD were commonly women (60%), with a mean
age 0of 49.9 (median, 49.5) years and a mean duration of symptoms
of 17.3 months. Patients with other diagnosis had a similar age
(mean, 49.9 years), with a slightly less proportion of women
(54.8%), and had a mean duration of symptoms of 31 months.

Of the 124 patients with perianal dermatoses, 66.1% showed
1 or more positive reactions, and in 43% of them, this reaction was
relevant to the present disease. There were a total of 75 positive
relevant allergens among the 54 patients with a positive relevant
reaction (1.39 allergens per case).
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Figure 2. Main diagnosis distribution by anatomical location.
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Figure 3. A, Prepatch diagnosis: 38 patients (31%) with idiopathic dermatitis, 30 patients (24%) with psoriasis, and only 25 patients (20%) with
ACD, with the total number of patients of 124. B, Main diagnosis: 40 patients (32.3%) had ACD, as opposed to 84 (67.7%) who had a different
diagnosis. Notice how, after patch testing, idiopathic dermatitis represents only 8% of the total diagnosis. C, Three patients with ICD and
psoriasis, 2 with idiopathic dermatitis, 1 with AD, 1 with candidiasis, and 1 with urticaria had currently relevant positive reactions when patch
tested and were given a diagnosis of secondary/aggravating ACD. Taking together the main and secondary diagnoses, 51 patients (41%) had

contact allergies that were important for their present complaints.

The most common positive allergen with current relevance was
methylchloroisothiazolinone/methylisothiazolinone (MCI/MI) (23%),
taking together also patients who react only to MCI or MI; the
number of positive reactions with current relevance rose to 30.1%
of the total. The second more common sensitizer was neomycin
(14.7%). Of the patients with positive reactions of past relevance,
the most frequent allergen was nickel sulfate (44.4%), followed by
neomycin (11.1%). Among the founded allergies of uncertain
relevance, the most common allergen was nickel sulfate (34.8%),
followed by thimerosal (10.9%) (Table 1).

In 29 (76%) of the 40 cases of ACD as the main diagnosis, the
Spanish standard series® was able to identify the principal allergen.

Own products were tested in 47 patients. Nearly half (43%) of
the tests showed a relevant reaction.

DISCUSSION

Perianal dermatoses are commonly consulted and often poorly
managed because, in many cases, a conclusive diagnosis is not
easily made. Several reports have confirmed that most patients

with pruritus ani or perianal complaints have a dermatosis as the
underlying cause and that many of them have developed contact
sensitivities to the various topical medications used.* ¢

The etiologic diagnosis of perianal disease is a dermatologic
challenge, and the use of patch tests is invaluable. The basic di-
agnostic algorithm to discard a systemic disease must not be
overlooked, and support from colorectal surgeons is often grat-
ifying, if not essential; proctologic disorders, dietary disturbances,
and psychological factors are also to be considered in these
patients.*

Previous works have noticed that some diagnoses could be
more common in women than in men, such as LSC.” In our work,
LSC and AD were more frequently associated with women,
whereas psoriasis was seen more frequently among male patients.

Contact allergy of the perianal region may be a primary, or
secondary, worsening condition that topical treatment abuse or
disease perseverance adds to a nonhealing anal disease. The
reported rates of relevant contact sensitization in patients with
perianal complaints in 7 large series were 21%,> 24.6%,% 26.2%,’
34.8%,% 43.2%,"' 45%,* and 63.4%.” In our series, 51 patients (41.1%
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1V:\:1A-m W Positive Allergens, Relevance, and Profitability: Number of Patients Tested With Each Allergen

Relevant Positives

No. Patients Positive Result, Present Past Relevance, Uncertain Among Positives
Allergens Tested n (%) Relevance, n (%) n (%) Relevance, n (%) (>5), %
4-Tert-butylphenol 124 1 (0.6) — 1 (2.8) —
formaldehyde resin
Alpha-hexyl-cinnamal 5 1 (0.6) 1(1.4) — —
Amerchol 58 1 (0.6) 1(1.4) — —
Amyl cinnamal 5 1 (0.6) 1(1.4) — —
Benzalkonium chloride 29 1 (0.6) — 1(2.8) —
Benzocaine 124 1 (0.6) — — 1(2.2)
Budesonide 124 1 (0.6) 1(1.4) — —
Caine mix 124 9 (5.7) 6 (8.4) 3(8.3) — 66.7
Carba mix 124 3(1.9) — — 3 (6.5)
Citronellol 5 1 (0.6) 1(1.4) — —
Clioquinol 124 1 (0.6) — 1 (2.8) —
Cobalt chloride 124 4 (2.5) — 3 (8.3) 1(2.2)
Compositae 4 1 (0.6) 1(1.4) — —
Ethylenediamine 124 7 (4.4) 5 (7) 1 (2.8) 1(2.2) 71.4
dihydrochloride
Formaldehyde 124 2 (1.8) — 1(2.8) 1(2.2
Fragrance mix 1 124 5(8.3) 3(4.2) 1(2.8) 1 (2.2
Fragrance mix 2 124 2 (1.3) 1(1.4) 1 (2.8) —
Fusidic acid sodium salt 25 1 (0.6) 1(1.4) — —
Geraniol 5 2 (1.8) 1(1.4) — 1(2.2)
Lanolin alcohol 124 3(1.9) 2 (2.8) — 1(2.2)
Mercury 124 2 (1.3) 1(1.4) — 1(2.2)
MCI 124 5(3.2) 4 (5.6) 1(2.8) — 80
MCI/MI 124 17 (10.8) 17 (23.8) — — 100 (92%)
Methyldibromo glutaronitrile 124 2 (1.3) — 1(2.8) 1(2.2)
Ml 124 3(1.9) 2 (2.8) — 1(2.2)
Neomycin sulfate 124 15 (9.5) 11 (15.4) 4 (11.1) — 73.3
Nickel sulfate 124 32 (20.3) — 16 (44.4) 16 (34.8)
p-Phenylenediamine 124 6 (3.8) 1(1.4) 1 (2.8) 4 (8.7)
Paraben mix 124 1 (0.6) — — 1(2.2)
Phenyl mercuric acetate 29 1 (0.6) 1(1.4) — —
Povidone-iodine 124 2 (1.8) 1(1.4) — 1(2.2)
Propolis 41 3(1.9) 2 (2.8) 1(2.8) 1(2.2)
Propylene glycol 58 6 (3.8) 4 (5.6) — 2 (4.3) 66.7
Quaternium-15 124 1 (0.6) 1(1.4) — —
Rose absolute 5 1 (0.6) 1(1.4) — —
Thimerosal 124 6 (3.8) 1(1.4) — 5(10.9)
Thiuram mix 124 3(1.9) 1(1.4) — 2 (4.3)
Tixocortol 124 3(1.9) 2 (2.8) — 1(2.2)
Total — 157 (100) 74 (100) 36 (100) 46 (100)
Own product 47 20 (43)} 20 (100)1 — —

*Taking individual and mixed isothiazolinones.
‘tPercentage of total own products tested.
tPercentage of relevance among total positive own products.

of the total) had positive relevant reactions. As stated, 40 of these
subjects (32.3% of all cases) had ACD as their main final diagnosis,
and in 14 more patients (11.3%), contact sensitization was an
aggravating factor of other skin problems: ICD, AD, or psoriasis.

Patients with ICD and LSC had, in most cases, lesions limited to
the perianal-genital area, with statistically significant differences

(P = 0.011). Psoriasis was strongly associated with patients with
non-only perianal lesions and was more common in men than
women but without statistically significant differences. Atopic
dermatitis was only observed in women with disseminated lesions.

In contrast with our first study of perianal dermatosis,
presented in the 2006 Congress of the European Society of Contact
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Dermatitis,'® we have not found a significant association between
the duration of perianal complaints and a higher rate of contact
dermatitis, neither between patients with only perianal symptoms
and the ACD rate. In contrast, patients without previous procto-
logic disease associate a remarkably high proportion of ACD (36%
as the principal diagnosis), whereas among the group with pre-
vious proctologic disease, ACD was observed only in 19% of the
patients. The principal diagnosis among this group was nonallergic
conditions: ICD (31.3%) and psoriasis (28.1%).

It must be underlined that 25 patients (20.2%) had a second
diagnosis. Eighteen (15%) showed clinical signs of corticoid over-
use, and 20 patients (16.7%) had psychopathologic symptoms
evident enough to be registered on the diagnostic chart, mainly
compulsive habits (5 patients), venereophobia (4 patients), and
anxiety (3 patients). These conditions could act as a trigger factor
(even causative factor) for certain perianal diseases such as LSC.

Some authors'! have reported that various spices and condi-
ments were involved in anogenital ACD and proposed that pa-
tients should also be studied with additional series containing
spices and condiments. In our study, no such allergens were found,
and no patient related the onset of their symptoms to such factors.
12714 (even recent works®), the most com-
mon allergen tends to be a topical medicament, especially anes-

For classic authors

thetic drugs and corticosteroids, used as treatment of pruritus ani
and/or hemorrhoids. In our series, topical medicaments such as
antibiotics antiseptics and anesthetics were responsible for 26.6%
of the total relevant reactions.

Other authors such as Warshaw et al” found fragrance mix 1,
balsam of Peru, and preservatives as quaternium-15 as the most
common allergens at a perianal site. In our work, fragrances were
responsible for 12.6% of the total relevant reactions.

Since the first years of this decade, several authors have started
to point to MCI/MI as an important emerging allergen primary
related to the use of wet wipes.”>"!” In 2013, MCI/MI became
Allergen of the Year and one of the most frequent allergens till
date.'® The irruption of MCI/MI has also affected the classical
classification of perianal allergens. Last articles showed how MCI/
MI became the most common perianal sensitizer, representing 19%
of all positive relevant allergens” in 1 series and 54% of all allergens
with present relevance' in another study. It is important to re-
member that the MCI/MI mixture can miss nearly 40% of MI al-
lergies and, because of that, it is mandatory to test MI isolated'® and
that patch testing of MCI/MI should be performed at 0.02% instead
of at 0.01% to avoid underestimating its allergenic potencial.'”

Ten years ago, in our previous work in the same hospital, MCI/
MI accounts for 19% of all ACDs, whereas in the present series, it
accounts for 37.5% (19) of all ACD cases. In our study, MCI/MI
remains as the most common allergen in perianal ACD, repre-
senting 30.6% of all positive relevant reactions. In most cases, this
allergen was found in topical creams, wet wipes, and bath soups.

The elevated frequency of neomycin sensitization in our series
(14.9%) also needs to be underscored. This result is the highest in
any recent series, and it is probably due to the generalized and

excessive use of topical antibiotic creams with neomycin in our
medium due to a strong tradition in topical treatments and a slow
introduction of other topical treatments. In addition, the weak and
delayed reaction of neomycin in patch testing, with an optimized
reading on D7, could underestimate neomycin sensitization in
other series.

In conclusion, our results reinforce the idea that it is mandatory
in every patient with long-lasting (>4 weeks) perianal complaints
to refer to a dermatologist for adequate evaluation and patch test-
ing because 41% of the patients could have ACD as the main or
secondary diagnosis. According to our results, the location of skin
lesions could bring some insights about the underlying condition
because AD and psoriasis tend to appear in a disseminated shape
and ICD hardly ever appears beneath the perianal area.

Testing personal products has been revealed as a useful tech-
nique, with nearly 40% of tested products showing a positive
relevant reaction.

As in other recent series, MCI/MI seems to be the most common
allergen implicated in perianal dermatitis.
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