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Corticophobia and adherence to »
topical corticosteroids in atopic
dermatitis treatment in

southern Brazil”

Dear Editor,

Atopic Dermatitis (AD) is an inflammatory dermatosis with a
very high prevalence worldwide. Due to the chronic nature
of AD, good adherence to treatment is imperative. Recent
studies in developed countries have found a link between
corticophobia and poor adherence to treatment in AD. In
Brazil, only a few data are available on this subject.’

This is a cross-sectional study performed at a Univer-
sity Hospital in Southern Brazil. Subsequent patients of all
ages who attended the Outpatient Dermatology Clinic from
June 2021 to March 2022 were invited to participate. The
inclusion criterion was a diagnosis of AD according to the
UK Working Party. The exclusion criterion was never having
used Topical Corticosteroids (TCS) before. This study was
approved by the hospital’s Ethics in Research Committee
(number 2021-0091). An informed consent form was pro-
vided and signed by either the patient or the caretaker.

All analyses were conducted on R Studio (version
2022.2.2.485), an environment for Statistical computing
R (version 4.2.0). Quantitative variables were analyzed
in accordance with their distribution symmetry, expressed
in either mean and standard deviation or median and

interquartile range. In this context, either Student’s T or
the Mann-Whitney test for independent samples were used.
To analyze the correlation between quality of life and corti-
cophobia scores, Spearman and Kendall methods were used.
All analyses were bicaudal and the value of alpha was set at
0.05.

The sample size was calculated to associate adherence
to treatment to the degree of corticophobia (utilizing the
TOPICOP - Topical Corticosteroid Phobia - questionnaire)
using PSS Health version 0.1.5,2 based on data by Lee et al.?
We set power at 80% and significance level at 5%. Utilizing
the effect size of 0.382 found by Lee et al., we estimated a
sample size of 75 patients.

TOPICOP is a validated questionnaire that assesses
corticophobia.”* It is composed of 12 questions, divided
into two domains: worries and beliefs.” All questions offer
four possible answers. Results are presented as percentages
(higher scores indicate more corticophobia). For patients
<17 years of age, the primary caretaker answered the TOP-
ICOP questionnaire.

We included a total of 75 patients. The mean TOPICOP(t)
score was 41.44 (£21.58). Table 1 summarizes patients’
characteristics.

We found no association between corticophobia and rates
of self-reported adherence to treatment (dichotomized in
two groups: ‘‘always adheres completely’’ and ‘‘does not
always adhere’’) (p=0.3797).

Caretakers with higher educational levels presented less
corticophobia [TOPICOP(t)]; as seen in Fig. 1 (p=0.005132).

Table 1 Summary of patients’ characteristics.
Children and Adolescents (< 17 years)  Adults (> 17 years) p
n 38 37
Age, mean (SD) 8.79 (5.57) 33.65 (15.57)
Sex (%) Male 20 (52.6) 13 (35.1)
Family history (%) Yes 9 (23.7) 14 (37.8)
Affected relative (%) Father 0 (0.0) 0 (0.0)
Mother 2 (22.2) 2 (14.3)
Sibling 2 (22.2) 6 (42.9)
Cousin 0 (0.0) 1(7.1)
Other 5 (55.6) 5 (35.7)
Educational level in years, mean - 11.11 (2.69)
(SD)
Primary caretaker’s educational 10.61 (3.05) -
level in years, mean (SD)
Self-reported adherence to TCS (%) Not always 15 (39.5) 12 (32.4) 0.693
Always 23 (60.5) 25 (67.6)
Ever used TCS without prescription Yes 17 (44.7) 23 (62.2) 0.200
(%)
Ever used TCS for extended period Yes 11 (28.9) 20 (54.1) 0.048
(%)
Ever used TCS with increased Yes 12 (31.6) 14 (37.8) 0.744
frequency (%)
TOPICOP(t), mean (SD) 45.18 (23.07) 37.61 (19.51) 0.130
SCORAD (median [IQR]) 26.68 [18.43-45.17] 30.01 [14.26-43.26] 0.916

* Study conducted at the Hospital de Clinicas de Porto Alegre,

Porto Alegre, RS, Brazil.
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Among the adults, there was no association (Fig. 1;
p=0.7856). Caretakers scored higher than adult patients
in TOPICOP(b) (p=0.02648; Fig. 2). Adults with a higher
educational level had better adherence (p=0.024). DLQI
scores did not correlate with corticophobia; however, higher
CDLQI scores correlated with higher TOPICOP(t) scores
(Fig. 3; p=0.0086). SCORAD did not correlate with TOP-
ICOP(t) (p=0.3189). We assessed sources of information
regarding TCS (more than one option was allowed). Only
65.33% (n=49) responded they got information from a der-
matologist. Patients who reported getting information from
friends and family (10.66%; n = 8) had less corticophobia than
those who did not, in the univariate analysis (p=0.028).

However, our study did not have enough power to perform
a multivariable analysis and this information needs to be
confirmed with further studies.

TOPICOP(t) scores among caretakers were similar to
those previously described.’® Overall TOPICOP(t) scores
were higher than those reported by Stalder et al." in Sao
Paulo, Brazil (mean=33.5). However, approximately half
of our patients were under 17, which might explain more
corticophobia, and the sample size in Stalder et al. was
small (n=48). Additionally, Brazil is a country with substan-
tial social, educational, and cultural differences among its
regions and states. Higher TOPICOP(t) scores among care-
takers than adult patients indicate that often parents are
more concerned about their children’s health than they are
about their own. A recent Portuguese study did not find
similar results. However, the two studies used different
cut-points to separate children/adolescents from adults.’
and the populations assessed were distinct (West-European
patients compared to patients from a developing country
in South America). They also did not assess adherence or
quality of life.

We found no association between corticophobia and
adherence. Noteworthily, adherence was assessed retro-
spectively, due to methodological limitations, which might
result in recall bias, and was self-reported by the patients,
which could generate response bias.

An association between corticophobia and adherence
to treatment has been described,® but it is not yet a
consensus.? Interestingly, a study by Mueller et al. found
that corticophobia measured by the Visual Analogue Scale
(VAS) was associated with poorer adherence, however when
applying the TOPICOP questionnaire in the same sample it
was not.” It has not yet been defined a cut-off point in TOPI-
COP scores which can be classified as clinically relevant.®
We often see patients in Southern Brazil who are not
aware an specific formulation contains steroids. Therefore,
although corticophobia rates were comparable to those seen
in developed countries, it is possible they might not affect
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adherence to treatment in Brazil to the same degree for this
reason.

Differently from ours, previous studies have described an
association between educational level and corticophobia.®
However, there is a possibility that cultural characteris-
tics might be involved since most studies were performed
in Northern Western countries. A Chinese study found no
association.®

Our study suggests that people who get their informa-
tion regarding TCS from friends and family might have less
corticophobia, which goes in agreement with Song et al.'®
This is especially relevant in Brazil, where TCS is sold freely
at drugstores without the need for a prescription. Over half
of our patients had purchased TCS without a prescription in
the past. Only 65% responded a dermatologist was one of
their main sources of information. This indicates a need to
better educate our patients when prescribing treatment for
AD. Interestingly, a recent Portuguese study found an inverse
association between health literacy and corticophobia.’

There appears to be no association between cortico-
phobia and adherence to treatment in Southern Brazil.
Additionally, lower educational levels are associated with
a higher degree of corticophobia among caretakers of chil-
dren and adolescents with AD and lower adherence among
adults.
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Pili canaliculi caused by
cetuximab - A
three-dimensional
ultrastructural analysis™

Dear Editor,

Monoclonal antibodies (mAb) have, since the end of the
1990s, been increasingly used in antitumor therapies, as
part of antineoplastic treatments called targeted therapy.
Since they have the advantage of being directed directly
and mainly to the lesion and its microenvironment, their use
reduces damage to healthy cells and most adverse effects
of non-specific therapies.'

Due to binding to the extracellular portion of epithelial
growth factor receptors (EGFR) and interrupting the cou-
pling of their usual ligands, anti-EGFR monoclonal antibodies
prevent the cascade reactions triggered by their activation.
As a rule, activation of these receptors, which are known
to be part of a family comprising four distinct members,
but which share common structural elements, culminates in
cell proliferation, angiogenesis, inhibition of apoptosis, and
metastasis. For this reason, EGFR blockade has been used as
a targeted therapy for several neoplasms that produce their
overexpression, which is, in itself, considered a criterion for
worse prognosis.?*

EGFR inhibition also affects the proliferation of non-
neoplastic cells, due to the natural presence of these

* Study conducted at the Postgraduation in Health and Behavior,
Universidade Catolica de Pelotas, Pelotas, RS, Brazil.

receptors in keratinocytes, sebaceous glands and hair folli-
cles. Therefore, this therapeutic modality has the potential
to trigger adverse cutaneous effects that, although gener-
ally well tolerated and self-limited, when severe can restrict
the use of these medications.*

Among the most common dermatological reactions is the
acneiform rash that appears on the trunk and face, with-
out the presence of comedones. Nail and hair involvement
and the appearance of telangiectasias can also be part
of the condition; paronychia, pyogenic granuloma, alope-
cia, eyelash trichomegaly, and facial hypertrichosis can also
be observed. Studies demonstrate that lengthening and
straightening of eyelashes, associated with changes in hair
texture, can be present with ultra-structural and subclinical
changes. Another less common effect is the appearance of
melanocytic nevi and angioedema.’

The effects of three drugs that act by inhibiting EGFR
- panitumumab, erlotinib and gefitinib - have already
been evaluated using scanning electron microscopy, and
hair channels and twisted hair shafts have been observed.
Through these investigations, changes were evidenced that
generated clinical or subclinical variants of the phenotype
described as pili canaliculi, characterized by curly or wavy
hair.°

Cetuximab is a monoclonal antibody that inhibits EGFR
and, in combination with chemotherapy, is approved as a
first-line treatment for metastatic colorectal cancer with
expression of the aforementioned receptor, and even as iso-
lated therapy in patients intolerant to chemotherapy.

Even though they have action mechanisms that are simi-
lar to those of drugs whose effects on hair have already been
observed, it is speculated whether the structural differences
between cetuximab and these other drugs may result in
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