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Abstract

e AIM: To provide an epidemiological characterization of
ocular cicatricial pemphigoid (OCP) in Colombia.

e METHODS: We conducted a cross-sectional study using
SISPRO. We applied the specific code of the International
Classification of Diseases for Ocular Pemphigoid, from
2009-2019 to estimate prevalence, incidence, and the
demographic status of the disease in Colombia.

e RESULTS: The estimated average prevalence was 0.22
per 1 000 00O inhabitants, and the estimated average
incidence was 0.24 per 1 000 00O inhabitants. With a
female predominance of 62.5%, and a male/female ratio
of 1:1.6. The group of patients diagnosed with the disease
after the age of 80 presented the highest prevalence. The
departments with the highest prevalence were Antioquia,
Bogotda, and Santander.

e CONCLUSION: There are important differences between
worldwide and Colombian prevalence and incidence data,
which may be related to genetic and epigenetic factors, and
the possible underdiagnosis of the disease. According to
the results, OCP is an extremely rare disease in Colombia.
Nevertheless, it is important to encourage awareness of the
disease due to its devastating consequences.
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INTRODUCTION

ucous membrane pemphigoid (MMP) is a chronic
M autoimmune systemic disease that not only affects
ocular tissue, but also oral, nasopharynx, tracheal and
urogenital mucosa. Nevertheless, 60%-70% of the events
correspond to ocular manifestations, known as ocular
cicatricial pemphigoid (OCP)!"?.
OCP is typically presented as a chronic conjunctivitis,
characterized by recurrent acute episodes of conjunctival
inflammation"’. It has a very variable natural history, being
more accelerated and progressive in some patients and slower
in others™”. Studies have shown that 26% of the patients will
have visual impairment, while 21% of them will have bilateral
blindness'®. Early detection and initiation of treatment are
factors that influence disease progression®™.
OCP is a quite rare disease with an estimated incidence of
1 in 20 000 to 1 in 46 000 ophthalmic cases™"'". Although
its incidence varies between worldwide publications there
is a lack of epidemiological data of OCP in South American

"2l Therefore, the aim of this study is to provide

countries!
an epidemiological description of OCP in Colombia based
on the Ministry of Health and Social Protection databases. To
the best of our knowledge, this is the first study that describes
epidemiological features of OCP in a Latin American country.
SUBJECTS AND METHODS

Ethical Approval This study adheres to the ethical principles
for human research established by the Helsinki Declaration,
the Belmont Report and Colombian Resolution 008430 of
1993. Concerning the tests classifications, according to the

risks that are contemplated in the resolution 8430 from 1993,
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this investigation is considered a procedure without risks.
The information in the databases used in this article is freely
accessible and is available for research purposes. In the same
way, their coding system ensures data confidentiality.

Design We conducted an observational descriptive cross-
sectional study, based on the STROBE guidelines, in patients
diagnosed with OCP, with no age limit, in Colombia.
Population The information and data in this study were
obtained from the dynamic tables of the Integral System of
Information of Social Protection (SISPRO, by its Spanish
acronym), a unique official database of the Colombian Ministry
of Health and Social Protection, from Jan. 1, 2009 to Dec. 31,
2019. Baseline demographic population from the National
Administrative Department of Statistics (DANE)!"” retroprojections
of the last national census of 2018, was considered.

Data Collection For the epidemiological description we used
SISPRO"* in which clinical and demographic data is grouped
in the individual records of health service provision (RIPS).
This database codifies diseases by the International Statistical
Classification of Diseases and Related Health Problems. Thus,
we conducted a search for reports of the code H13.3 (ocular
pemphigoid).

In order to delimit the results, a first filter by year (2009 to
2019) and type of diagnosis (confirmed new or confirmed
repeated) was performed. In order to describe the demographic
status of the disease in the country, additional filters, such as
area of residence, simple and quinquennial age groups, and
sex, were added.

Statistical Analysis We estimated the prevalence and
incidence per million inhabitants over a period of 11y. The
incidence was calculated using the sum of the total number
of new diagnosis per year divided by the total patients who
consulted the national health service year by year registered
in SISPRO", per million inhabitants. For the prevalence, the
total number of patients with H13.3, over 2018 retroprojection
of DANE was calculated"”, per million inhabitants. We applied
these calculations to the filters of age and sex, respectively.
For the demographic description, georeferencing maps were
made by Sy, 6y, and for the total geographic distribution of the
disease.

Bias Control In this study, selection biases may occur due
to the large number of filters that can be applied to diagnostic
data in RIPS tool. In order to prevent this and to avoid
misclassification bias, we only included patients who had a
new diagnosis and confirmed repeated diagnosis. This confers
security to perform the epidemiological description of this
work.

RESULTS

In eleven years, 112 patients had been diagnosed with ocular
pemphigoid. The estimated average prevalence was 0.22
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Figure 1 Annual incidence unadjusted of OCP per million from
2009 to 2019 Incidence: (New cases per year / SISPRO consulting
population per year) x1 000 000 inhabitants.

per million inhabitants and the estimated average incidence
was 0.24 per million inhabitants (Figure 1). More detailed
information about epidemiological description is found in
Table 1. Females represent 62.5% of the cases with a male-
female ratio of 1:1.6 respectively (Table 2). The group
of patients diagnosed with the disease after the age of 80
presented the highest prevalence (Figure 2).

Regarding the demographic distribution of OCP, we observed
that the highest number of cases was reported in Antioquia
(23.2%), followed by Bogota (17.8%), Santander (8%), and
Valle del Cauca (7.1%). On the other hand, the number of OCP
cases has been increasing in the departments of the Colombian
coffee zone, such as Antioquia and Caldas, as shown in Figure 3.
DISCUSSION

OCP is a rare condition that causes an important morbidity. Its
incidence varies worldwide among publications, from 1/8000
to 1/60 000"**"”. In addition, in Colombia, as in other South
American countries, there is a lack of OCP epidemiological
data. To the best of our knowledge, this is the first study that
describes OCP epidemiological features in a Latin American
country.

Comparing our results with the ones reported in the literature,
it is important to note that Colombian incidence is much lower
than the ones reported in the United States 1/8000-60 000
inhabitants"*"*"” and the United Kingdom 0.8/1 000 000
inhabitants'"*). Worldwide incidences are shown in Table 3.
The incidence difference can be attributed to several causes,
ranging from genetic and epigenetics factors to sub diagnosis
and limitations of the data bases. These limitations are evident
in Figure 1, where a peak is observed in 2009. This could be
explained by the compulsory nature of the registration for
public and private entities in the country, established in the
same year. In the following years it is clear how the incidence
trend is maintained.

As it is a rare, insidious, and chronic disease, reported data
could be affected because of the requirement of a long time to
reach the diagnosis. In a Brazilian study regarding 82 patients
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Figure 2 Gender unadjusted average prevalence over quinquennial age of patients with OCP during 2015 to 2019 Prevalence: (Total cases

by sex and quinquennial age per year / DANE baseline retroprojections by sex and quinquennial age per year) x1 000 000 inhabitants.

Figure 3 Colombian average distribution of OCP by departments A: Distribution of 2009 to 2013; B: Distribution of 2014 to 2019; C:

Distribution of 2009 to 2019. Antioquia and Colombian coffee zone prevalence has been increasing throughout the years, as it is evident in this

figure; A shows these zones in a lighter color, while B shows a stronger color; C shows the mean prevalence by department throughout the years

studied in this article.

Table 1 Epidemiological description of patient with OCP as primary diagnosis in Colombia per year

Year Consulted patients (SISPRO) New confirmed diagnosis Incidence Colombian population (DANE) Total cases Prevalence
2009 17 314 625 11 0.64 43 884 616 15 0.34
2010 18 637 549 5 0.27 44 349 775 6 0.14
2011 20 798 465 4 0.19 44796 093 7 0.16
2012 22 421907 4 0.18 45217714 9 0.20
2013 22275123 5 0.22 45 622 930 7 0.15
2014 26298 070 5 0.19 46 021 270 9 0.20
2015 24 454 582 5 0.20 46 431 100 8 0.17
2016 22217 056 4 0.18 46 900 058 9 0.19
2017 25959 380 7 0.27 47 407 570 13 0.27
2018 30 078 667 3 0.10 48 258 494 12 0.25
2019 33136 903 8 0.24 49395 678 17 0.34
Average NA 6+2.296 0.24 NA 10+3.573 0.22

Table 2 OCP reported incidence worldwide

Country Year Author Incidence

USA 1934 Smith et al™” 1 in 46 000 patients/y
1942 Lever et al'"™ 1 in 12 000 to 1 in 60 000 patients/y
1964 Bedell" 1 in 8000 patients/y
1972 Bettelheim et al!'”! 1 in 15 000 patients/y

UK 2012 Radford et al™” 0.8 patients/ million/ y
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with oral manifestations of dermatologic systemic diseases,
a prevalence of 7.3% of MMP was found"”. To the best of
our knowledge, there are only three OCP case series, two
cicatricial pemphigoid case series, one OCP case report, four
MMP case reports, and one cicatricial pemphigoid case report

11-12,20-28
(11122028 "No prevalence, nor

in Latin American population
incidence, reports of OCP were found in South America.

It is also relevant to race-association. No race predominance
has been reported”, but some case series and cross-sectional
studies have reported a higher prevalence in Caucasian
patients”**"). No ethnic characteristics were registered in
the databases used in this study; thus, no results regarding
this issue are presented. As it is a controversial topic, it
would be important to make emphasis on this issue in future
investigations. This may elucidate whether it may be a race-
associated trait, as described in previous studies. It is difficult
to perform this kind of analysis in Colombia, due to the data
scarcity in government bases.

Regarding sex distribution, disease predilection for females
has been described in different studies™ """, Nevertheless,
male predilection has also been reported"®’. Our results showed
a female predilection comparable to the study made in 1981

by Mondino and Brown""

, reporting a male to female ratio of
1:1.6, which is the same we found in our population.
Considering age, different studies reported a mean age of onset

4-5,29,31

between 50 and 70 years old" . yet, the age of presentation

>!¥1 Furthermore, there are some

may vary between 20 and 90y'
reports in pediatric population™**". Differently, our results
showed a higher OCP prevalence in older ages, possibly due to
a delayed consultation and detection of the disease. This could
be attributed to limitations in specialized medical examination
access in our country. For this reason, we recommend carrying
out further analytical studies on this disease in Colombia and
Latin America; it is crucial to identify if the cause is due to our
phenotype or if limitations are leading us to a late diagnosis,
requiring new public health strategies.

Regarding the demographic distribution of the disease, it might
be attributed to a bigger population and a wider availability of
specialized centers in the departments with higher prevalence.
Our study and other studies have reported a higher prevalence
of autoimmune diseases in Antioquia and the Colombian
coffee zone. This might be attributed to an European ancestry
predominance in these locations™”. Owing that, it would be crucial
to carry out further studies in these areas to identify which factors
are involved in the greatest number of autoimmune diseases
and thus implement public health politics in this population.
Finally, it is important to consider other aspects such as genetic
and socioeconomic factors. Several genetical associations have
been described, mostly related to HLA antigens. Some of them
are HLA-DQW7, HLA-DQW3, and HLA-DQB1*03017*,

1768

This suggest that there is an immunogenetic susceptibility
to develop the disease” and may lead to future biomarkers
and new mechanisms to optimize the diagnostic approach.
Nevertheless, there are no genetic OCP studies in South
America, yet. Regarding socioeconomic factors, patients
must have a multidisciplinary medical attention and should be
educated about the disease, the potential consequences and the
therapy. These factors may decrease disease progression and
benefit the patient management and adherence to treatment.
In Colombia, there are few ocular immunology and uveitis
specialists, the initial consultation with these specialists may

371 which may result in an accelerated

take a mean of 2.08y
progression of the disease and complications, such as blindness.

Limitations SISPRO database limitations should be considered.
The most important one is related to a possible under-
registration rate due to a lack of OCP awareness, as well as to
a limited access to health and technology in remote areas. This
may cause delay in the diagnosis. Therefore, it is important to
encourage awareness regarding OCP and its notification and
registry in this database.

In the same way, the database does not allow knowing the
ethnic characteristics of those registered, as well as does not
allow staging the severity or the follow up of the disease.
Moreover, it is necessary to study with greater detail the
distribution of prevalence in the different regions of the
country.

Other important issue to consider is that this database reports
epidemiologic but not diagnostic approach data. This is the
reason why techniques used to reach the final diagnosis are not
reported.

Finally, due to the characteristics of the SISPRO"* dynamic
tables, the patients’ primary diagnosis may change from one
year to another or not be maintained over the years. Therefore,
incidence and prevalence may present a slight variation.
Nevertheless, the OCP diagnosis code is mostly used by
ophthalmologists, which ensures a higher reliability in the
diagnosis.

Despite this, nowadays it is the only official database of the
government associated with the majority medical care centers
in Colombia.

In conclusion, there are important differences between
worldwide and Colombian OCP prevalence and incidence
data, which may be related to genetic and epigenetic factors,
and to the possible underdiagnosis of the disease. Colombian
incidence and prevalence are much lower than the ones
reported in the literature. The described results about gender
ratio are like those mentioned in the medical literature.
Nevertheless, our results showed a different age distribution,
with higher prevalence of OCP at older age compared to the
previous literature reports.
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It will be crucial to carry out further analytic studies to identify
if this is a specific characteristic of our population or if the
delayed diagnosis could be an additional explanation for this
specific age distribution.

According to the low prevalence found in SISPRO database
from 2009 to 2019, we can consider OCP as a rare and orphan
disease in Colombia. Nevertheless, it is important to encourage
awareness of the disease due to its devastating consequences.
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