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Objectives: To study the epidemiological distribution of the disease lichen planus and its
therapeutic management.
Methods: A total of 174 patients with a lichen planus diagnosis between 2008 and 2017 at a
Portuguese public hospital were included in this retrospective study. The following data were
collected from clinical records: gender, age, topographic distribution of lesions, prescribed
therapy (active substance, route, and scheme of administration), mean duration of illness,
and episodes of cure and relapse. Statistical analysis was performed using IBM® SPSS®
Statistics software, version 25.
Results: In this population, lichen planus affected both genders with the same probability
(p=0.820), and was more prevalent in the 4th-5th decades of age. The lesions appeared in
the skin (75.9% of the patients), mucous membranes (5.2%), or both (19.0%). The most pre-
scribed drugs were corticosteroids, followed by antihistamines and immunosuppressants.
Topical corticosteroids were the most common ones, namely clobetasol propionate (37.4%).
Within the systemic corticosteroids, prednisolone was the most prescribed drug (12.3%). The
average duration of lesions and symptoms was approximately 6.5 months. For the relapsing
population (12%), the mean period of symptoms’ remission was 513 days.
Conclusions: The epidemiological parameters of lichen planus in these Portuguese patients
bear similarities with other described populations. No evidence-based therapeutic has proven
to be effective for lichen planus treatment, but topical corticosteroids continue to be the first-
line therapy for this pathology. (Rev Port Estomatol Med Dent Cir Maxilofac. 2021;62(1):29-34)
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Liquen Plano e abordagem terapéutica: um estudo retrospetivo

RESUMO
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Objetivos: Caracterizar epidemiologicamente a patologia Liquen Plano e sua abordagem
terapéutica.
Métodos: Neste estudo retrospetivo, foram incluidos 174 pacientes, de um hospital ptblico
portugués, com diagndstico de Liquen Plano entre os anos 2008 e 2017. Os registos médicos
permitiram a recolha de informacao relativa a género, idade, distribuigdo topografica das
lesGes de Liquen Plano, terapéutica prescrita (principio ativo, via de administracdo e esque-
ma terapéutico), duragdo média da doenga, episédios de cura e recidiva. A andlise estatisti-
ca foi realizada com recurso ao software IBM® SPSS® Statistics, versao 25.
Resultados: Nesta populacdo, a doenga afetou ambos os géneros com a mesma probabilida-
de (p=0,820), no entanto, com maior prevaléncia na 4. e 5. décadas de idade. As lesdes de
Liquen Plano manifestaram-se na pele (em 75,9% dos doentes), nas mucosas (5,2%), ou em
ambos (19,0%). Os farmacos mais prescritos foram os corticosterdides, seguidos dos anti-
-histaminicos e dos imunossupressores. Os corticosteréides tépicos foram os mais comu-
mente administrados, nomeadamente o Propionato de Clobetasol (37,4%). Dentro dos cor-
ticosterdides sistémicos, a Prednisolona foi o farmaco mais utilizado (12,3%). A duracédo
média das lesoes e sintomas foi de aproximadamente 6,5 meses. Para a populacdo que re-
cidivou (12%), o periodo médio de remissdo dos sintomas foi de 513 dias.
Conclusdes: Os parametros epidemiolégicos desta amostra de pacientes portugueses com
Liquen Plano partilham semelhancas com outras populacoes descritas. Nenhuma terapéu-
tica baseada em evidéncia provou ser eficaz para o tratamento do Liquen Plano. No entanto,
os corticosterdides tépicos continuam a apresentar-se como a solugdo terapéutica de pri-
meira linha para esta patologia. (Rev Port Estomatol Med Dent Cir Maxilofac. 2021;62(1):29-34)
© 2021 Sociedade Portuguesa de Estomatologia e Medicina Dentaria.
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(http://creativecommons.org/licenses/by-nc-nd/4.0/).

Introduction

Lichen planus (LP) is an inflammatory, immunologically me-
diated, chronic disease.' It represents a mucocutaneous en-
tity present in about 0.5 to 5% of the adult population and can
affect any age or gender.*® However, some studies report a
preferential occurrence of LP in female individuals aged 30 to
60 years, being rare among children.*”8

Clinically, its lesions can appear in several body locations,
such as the skin, nails, scalp, oral and genital mucosa, and, less
frequently, ocular, tear, and gastrointestinal tract mucosa.®%19)
Cutaneous lichen planus (CLP) commonly manifests as small
polygonal violet papules, although it can take several forms
depending on the disease’s subtype.>®!! Oral lichen planus
(OLP) occurs as the only manifestation of the disease in 15-25%
of patients and is associated with skin lesions in 60-70% of the
cases.>* It has several subtypes, and the most common is the
reticular one, which is usually asymptomatic.” OLP deserves
careful consideration from health professionals, as the latest
studies confirm the possibility of malignancy, especially in the
erosive subtype.'>1?

The etiopathogenesis of this disease is not fully clarified.
However, the literature suggests the occurrence of an autoim-
mune process mediated by deregulated T cells that compro-
mise basal keratinocytes of the epithelium.*!41% Some factors
were associated with this pathology, such as HCV (hepatitis C

virus) or HPV (human papillomavirus) infection.*®161 More-
over, the association between stress/anxiety and OLP is well
established.!®

As in all autoimmune diseases, LP treatment is not cura-
tive but aims to reduce/eliminate lesions and the associated
symptomatology.’® Topical corticosteroids represent the first
current line treatment for both CLP and OLP. However, their
effectiveness has not yet been proved by studies of strong
scientific evidence.»%-?2 Thus, it is urgent to find the most
favorable therapeutic regimen for better treatment of our
patients.?

Therefore, this investigation aims to study the epidemio-
logical distribution of LP and its therapeutic management in
a sample of the Portuguese public healthcare population.

Material and Methods

This investigation consists of a retrospective, observational,
case series study. It was carried out at the Dermatology Ser-
vice of one of Portugal’s biggest public hospitals: Hospital de
Santa Maria, Lisbon. This study included patients with a clin-
ical and histological diagnosis of LP, observed from 2008 to
2017. Of 340 patients, 174 were included in this study; the re-
maining were excluded due to lack of information or incon-
clusive diagnosis. The data was blindly collected from the pa-
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tients’ clinical records to preserve the anonymity and
confidentiality of all data. This study was approved by the
Hospital Ethics Committee.

The variables under study were:

- Regarding the patient: 1) date of the appointment; 2) gen-
der; 3) age of the 1st manifestation of LP (except when
otherwise indicated, the date of the patient’s first Der-
matology appointment was considered); 4) location of the
LP’s lesions (cutaneous vs. oral vs. genital); 5) topograph-
ic distribution of skin lesions; 6) topographic distribution
of oral lesions; 7) topographic distribution of genital le-
sions; 8) administration of therapy (yes/no).

Regarding the therapeutic regimen (data not collected if
no therapy was administered): 9) therapy start date; 10)
pharmacological group(s) administered; 11) corticoste-
roid active substance (AS)* (and corresponding a) route
of administration; b) pharmaceutical form; c) dose; d)
daily dosage; and e) drug administration scheme); 12)
antihistamine AS (followed by data from a) to e)*); 13)
immunosuppressant AS (followed by data from a) to e)*);
14) follow-up; 15) result of the established therapy; 16)
mean duration of symptoms; 17) recurrence events; and
18) symptom remission period. Variables 15 to 18 were
only collected if there were records of the follow-up.

The statistical analysis was performed using the software
IBM® SPSS® Statistics, version 25. Hypotheses were tested us-
ing the binomial and chi-square tests of one sample and the
Kolmogorov-Smirnov test of two independent samples.

Results

The study population consisted of 85 men (48.9%) and 89
women (51.1%), meaning that LP occurred in both genders
with the same probability (p=0.820). The minimum age was 11
years old and the maximum 88. Table 1 shows the age of the

Table 1. Age of onset of lichen planus, in years.

Age (years) N Percentage
11-20 8 4.6%
21-30 22 12.6%
31-40 25 14.4%
41-50 40 23.0%
51-60 39 22.4%
61-70 28 16.1%
71-80 10 5.7%
80+ 2 1.1%
TOTAL 174 100.0%

Table 2. Lichen Planus lesions by location.

Lichen planus lesions’ location N Percentage
Skin 132 75.9%
Oral mucosa 4 2.3%
Genital mucosa 4 2.3%
Skin + oral mucosa 20 11.5%
Skin + oral mucosa + genital mucosa 5 2.9%
Skin + genital mucosa 8 4.6%
Oral + genital mucosa 1 0.6%
TOTAL 174 100.0%

Table 3. Lichen Planus lesions’ location in the oral cavity.

Locations in the oral cavity N Percentage
Buccal mucosa 21 70.0%
Palate 1 3.3%
Tongue 2 6.7%
Buccal mucosa, palate and tongue 1 3.3%
Buccal mucosa, tongue and alveolar ridge 1 3.3%
No information 4 13.3%
TOTAL 30 100.0%

first manifestation of the disease, divided by decades, reflect-
ing that the 4th and 5th were the most affected. There were
no differences in age distribution between genders (p=0.989).

Regarding the distribution of LP lesions, no statistical dif-
ferences were found between trimesters (p=0.235). As shown
in Table 2, the skin was largely the most affected location, ei-
ther alone or with mucous membranes (n=165;94.9%). Among
patients with skin lesions, 40.7% only had one site affected,
22.8% had two, 32.5% had three or more, and 4% had no site
information. The most affected sites were the lower limb, the
torso, the upper limb, and the extremities.

The topographic distribution of oral lesions is presented in
Table 3. The buccal mucosa was the most affected location,
representing 70% of the oral cavity lesions. There were no re-
cords of malignant transformation of OLP lesions.

Regarding the therapeutic regimen, only 166 patients
(95.4%) had a record of the prescribed therapeutics. Half of
them had a therapeutic regimen with only one drug, while the
other half had a combination of medicines. The main pharma-
cological groups were corticosteroids and antihistamines, fol-
lowed by immunosuppressants. Figure 1 shows the distribu-
tion of patients’ drug therapy by pharmacological group. The
most chosen AS in the “1 corticosteroid” group was topical
clobetasol propionate (n=30;38.0%), followed by betametha-

*The active substance and the corresponding a) to e) data were only collected if there was any AS from that pharmacological group. If there were

more than one AS from the same group, all were collected together with each one’s corresponding a) to e) data.
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Figure 1. Performed therapy divided into pharmacological
groups.

sone dipropionate (n=17;21.5%). Looking at the “1 corticoste-
roid + 1 antihistamine” group, the most common combination
was clobetasol propionate with ebastine (n=20;44.4%). When
“2 corticosteroids” were used, the combination was never two
systemic drugs, and prednisolone was always the systemic AS
chosen to combine with a topical one.

Immunosuppressants only represented 3.0% of the pre-
scriptions (n=>5), being the tacrolimus 0.1% ointment the most
common (n=3). Corticosteroids were the most prescribed
drugs, making up a total of 187 prescriptions, alone or in a
combination. Table 4 reveals the corticosteroids’ distribution
by AS. Concerning their route of administration, the most
widely used was the topical one (n=148;79.1%), where the ap-
plication was made on the skin (n=138), on the oral mucosa
(n=7), or intralesionally (n=3). The oral route was chosen in 24
of the 25 systemic administrations. The most common posol-
ogy in pills was prednisolone 20mg/day (n=12;52.2%), followed
by 30mg/day (n=4) and 40mg/day (n=4).

Follow-up was registered in 144 of the 166 patients who
did drug therapy (86.7%). Figure 2 shows the result of different
therapeutic regimens in the remission of LP lesions and their
symptomatology. The ASs most associated with a positive re-
sult (cure/improvement) were clobetasol proprionate (n=14),
betamethasone dipropionate (n=11), and the combination clo-
betasol proprionate with ebastine (n=15).

Table 4. Prescribed corticosteroids by active substance.

Corticosteroids’ Active Substance N Percentage
Clobetasol propionate 70 37.4%
Betamethasone dipropionate 37 19.8%
Prednisolone 23 12.3%
Metilprednisolone aceponate 16 8.6%
Betamethasone 13 7.0%
Others 28 14.9%
TOTAL 187 100.0%

N =58
(40.3%)
29
N=24 iy
= 20.7%
2 (16.7%) 17 N=24 (20.7%)
2 (16.7%)
& 12 12 N=8 13
z 9 (5.6%) 10
T 7 8 7
. 4 3
|:| 1
- |
Cure Improvement  Maintenance Worsening Mo information/
Oters
Therapeutics’ Result
1 Corficosteroid =1Cort+1AH uOthers
Cort: corticosteroid; AH: anti-histamine; Others: less prescribed pharmacological aroups

Figure 2. Evolution of lichen planus lesions and its
symptomatology after therapy.

The disease’s evolution was variable, with an average time
of expression close to 6.5 months for the population cured
after the first appointment. There were 21 cases of disease
recurrence (12%), where the mean time without symptoms/
lesions until a new exacerbation was 513 days. This period was
not influenced by the therapeutic regimen.

Discussion

Although some studies state that LP affects more females
than males,*?%23 others agree that there is no gender trend
for this pathology.®®%426 This study agreed with the latter,
with no statistical difference between genders (p=0.820). Re-
garding age distribution, the first manifestation of LP was
most common in the patients’ 4™ and 5™ decades of life, fol-
lowed by the 3™ and 6. This result, as well as the fact that the
youngest patient was 11 years old, is in agreement with other
studies,. 48:20.23,25,26

In Bhattacharya et al’s publication, males presented the
peak of LP lesions two decades earlier than females, for whom
the peak occurred between the ages of 40 and 50.2° Usatine et
al. explained that lesions occur more frequently in women
during their perimenopause period.?”” However, this investiga-
tion’s results are not in agreement with those authors since
there was no statistical difference in the age distribution be-
tween genders (p=0.989).

The distribution of LP lesions in this study reveals a high-
er skin involvement and a lower oral and/or genital mucous
involvement compared to results in the literature.'*?42>Name-
ly, the percentage of genital lesions found (10.3%) is similar to
some published articles,?»?> but lower than others.*®

Regarding the topographic distribution of skin lesions,
some epidemiological studies showed results similar to ours,
with slight variations.?*?° The literature also reports a greater
amount of lesions in the upper and lower limbs’ flexor zones,
wrists, and ankles.®:8:2425.27

In this study, the oral cavity was only affected in 17.2% of
the cases, whereas other epidemiological studies reported
higher values, between 20.6% and 42%.'1:?4-26 Nevertheless, all
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these values are below those documented by the American
Academy of Oral and Maxillofacial Pathology in 2016, which
stated that, apart from patients who have OLP as the single
manifestation of the disease, about 60% of individuals with
CLP presented oral cavity lesions.* The low percentage of OLP
lesions in this study may be explained by it being conducted
in a Dermatology Service, where patients invariably have more
skin lesions. Moreover, since the most prevalent subtype of
OLP is asymptomatic, patients might not notice their pathol-
ogy and not look for a healthcare professional.

The higher incidence of oral lesions in the buccal mucosa
is supported by the literature.>®?3-2> Moreover, there were no
cases of malignant transformation of OLP, maybe due to the
reduced sample of oral lesions. Recent studies reveal the evo-
lution of OLP lesions to squamous cell carcinoma in 1.09%-
1.37% of patients.'?1328

Regarding therapeutics, the most prescribed drugs were
corticosteroids, either alone or in a therapeutic scheme. In fact,
corticosteroids constitute the first-line treatment for Lp.>#29-31
However, some authors alert to the need for further studies
evaluating the effectiveness of corticotherapy, especially the
systemic one, compared to other treatment options.?1%2232-34
The topical route of administration was the most widely used
to apply corticotherapy, which is in agreement with the liter-
ature.>1%30-33 Clobetasol propionate was the most prescribed
active substance (37.4%), as reported in the literature.?1929-31,35
Prednisolone was the most commonly prescribed drug for sys-
temic administration of corticosteroids (12.3%), generally in a
dose of 20mg/day and along with a topical corticosteroid. Patil
et al. and Tziotzios et al. also reported prednisolone as the
most frequent corticosteroid, but with a dosage of 40-80mg/
day and 30-60mg/day, respectively.?*:3

Antihistamines were the second most prescribed group in
this study. Although their use is controversial,?’»*” their pur-
pose is to reduce itching, the most common symptom in
CLP®”). Immunosuppressants were prescribed much less fre-
quently. However, some recent articles support the use of tac-
rolimus 0.1% ointment instead of a topical corticosteroid.?%:3!

Regarding the patients’ follow-up, total remission of symp-
toms and resolution of LP lesions (or evolution to residual
post-inflammatory hyperpigmentation) were the criteria con-
sidered as indicators of cure of the disease. The words “cure”
and “recurrence” are used within the article to ease the read-
ing, as these terms always refer to events of remission and
exacerbation of symptoms and lesions, respectively, since LP
as an autoimmune disease has no cure.®’ Despite the results
reflecting that “1 corticosteroid” and “1 corticosteroid + 1 an-
tihistamine” were the pharmacological groups more associat-
ed with situations of cure or improvement, it is not possible to
conclude that these drugs are better because they are admin-
istered more often than the others.

No seasonal variation in LP manifestations was observed
(p=0.235), similar to Bhattacharya et al’s epidemiological
study.?> Patients who healed after the first appointment took
about 6.5 months to cure, similar to 49.1% of patients in that
study.?” Regarding the disease’s recurrence, that epidemiolog-
ical study also revealed a similar rate of relapses (10.3%).%

This study has some limitations, including incomplete
medical records in some cases, which led to information loss

since those patients were excluded. Moreover, this investiga-
tion’s results cannot be extrapolated to the general population
as these patients were observed and medicated by the same
group of specialists, which represents a bias.

Conclusions

In this research, LP affected both genders similarly and
manifested itself mainly in adulthood. Its lesions occurred
mostly in the skin, involving more the trunk, limbs, and ex-
tremities. In a smaller portion, oral and genital mucosa were
also affected. In the oral cavity, most lesions were observed
in the buccal mucosa. The most prescribed drugs for LP
management were corticosteroids, followed by antihista-
mines and immunosuppressants. Within corticotherapy,
topical drugs were the most common ones, namely clo-
betasol propionate and betamethasone dipropionate. The
most prescribed systemic corticosteroid was prednisolone.
Antihistamines were all administered orally, and ebastine
was the most frequent. It was not possible to conclude which
therapeutic regimen is more effective. The mean time of the
disease varied largely, approximately 6.5 months. For the
population with recurrence, the mean time without symp-
toms was 513 days.
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