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ABSTRACT

BACKGROUND

Lichen planus (LP) is a chronic T cell mediated autoimmune disorder affecting the
skin and mucosa of the oral cavity. Mainstays of treatment are corticosteroids which
are mostly used topically, and severe cases require systemic management.
Recalcitrant or severe cases may require steroid sparing immune-modulators. Mast
cells are predominant in the active phase of LP and antihistamines reduce mast cell
numbers. The purpose of this study was to evaluate the effectiveness of
antihistamines in oral lichen planus.

METHODS

This study was conducted from June 2019 to March 2020 in oral medicine
department. A total of 54 patients were included in which group - 1 (n = 27)
patients were treated with both systemic antihistamine with topical steroids, group
- 2 (n = 27) patients were treated with topical steroids only. The Challacombe scale
was used to assess the severity of disease at baseline, 15 days and 30 days.

RESULTS

Results showed that patients were in the age group of 51 - 60 years (27.8 %), female
predilection (63 %), erosive OLP (50 %) and reticular OLP (38.8 %) was most
commonly reported. Mean difference and standard deviation at first review and
second review for group 1 was 9.85 + 2.349, 8.14 + 2.685; group 2 was 4.74 + 2.297,
4.37 *+ 2.436 respectively with a statistically significant value (< 0.05). In between
the reviews, group - 1 showed a rapid reduction in severity of disease when
compared to group - 2.

CONCLUSIONS

A combined therapy of topical steroids and systemic antihistamines was more
effective in active reduction of disease and are easily available with no adverse
effects reported.
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BACKGROUND

Lichen planus was first described by Sir William James
Erasmus Wilson in 1869 and Dubdreuin histologically
evaluated it in 1906. It is a chronic or recurrent inflammatory
immune mediated disease of oral mucosa typically
characterised by presence of white lace-like lesions, with or
without erosive areas.! It is a T cell mediated autoimmune
disease? where the Langerhans cells obtain peripheral
antigens and present them to T cells.3 The activated T cells
are accompanied by cytokine secreting natural killer cells
leading to apoptosis of basal keratinocytes.* Histologically,
the degenerating basal keratinocytes form colloid bodies and
appear as homogenous eosinophilic globules.5 It is then
followed by liquefaction of basal epithelium and connective
tissue resulting in focal areas of hyperkeratosis that
manifests clinically as Wickham's striae.6

Worldwide incidence of oral lichen planus (OLP) is 5 %
approximately.” These lesions are bilaterally symmetrical
lesions and are commonly found on buccal mucosa, gingiva
and tongue.8 They may or may not be presented with extra
oral lesions.” Studies have reported approximately 15 % of
OLP are accompanied with skin lesions.* The varied
etiological factors such as genetic background, drugs,
diabetes, hypertension, immunodeficiency, infectious agents,
autoimmunity, food and dental allergy, habits, trauma,
occupation, stress and poor oral hygiene may act as a trigger
factor. Clinically, OLP are classified into seven subtypes by
World Health Organization (WHO) namely reticular, erosive,
atrophic, papular, plaque like, bullous and ulcerated.® The
prevalence rate of oral lesions in South India is 4.1 %.10 The
malignant transformation rate of OLP is 0.04 % - 1.74 %.11
Highest malignant transformation is reported in erosive
OLP.12

Topical steroids are the first line of treatment for mild to
moderate OLP. Intralesional steroids are used for managing
severe and more localized forms of OLP.13 In severe patients
who do not respond to topical management, systemic
steroids such as prednisolone are usually prescribed.
Recalcitrant or steroid resistant cases are managed
effectively with calcineurin inhibitors such as tacrolimus,
pimecrolimus, ciclosporin and other steroid sparing
immunomodulators such as azathioprine.l*  Other
medications include retinoids, thalidomide, metronidazole,
griseofulvin and hydroxychloroquine, UV phototherapy,
photodynamic therapy and lasers.15 Recent evidence for
managing OLP is by using natural therapeutic agents such as
lycopene, vitamin E, vitamin C curcumin, aloe vera, licorice
and green tea.

Antihistamines inhibit DNA binding activity of NF-Kappa
B inhibitors expression of adhesion molecules (ICAM - 1) on
immunocytes and endothelial cells. ICAM - 1 is over
expressed in LP.16 Mast cells (MC) are usually increased in
number and are in activated state in LP.17 They reduce the
number of tryptase positive MC in inflammation sites.18
Antihistamines have already proved its efficacy in
management of psoriasis,1® erythema gyratum repens,!?
lichen nitidus,2° lichen planopilaris,?! cutaneous lichen ruber
planus. Thus, the aim of this study was to evaluate the
effectiveness of antihistamines in oral lichen planus.
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METHODS

A retrospective study was conducted in the Oral Medicine
Department of The University Dental Hospital. The research
was approved by the institutional ethical committee and
scientific review board (SRB). Two researchers were involved
in the study, one was the primary researcher and other was
the department faculty.

The study was done from June 2019 to March 2020 and
all other details were collected from the department record
base. Patient details with incomplete records were excluded
from the study. Patient details with incomplete records were
not included in the study. Sample size calculation was done
using G power analysis software and calculated to the power
of 80 A total of 54 patients (M = 20, F = 34) were included in
the study.

This study included new untreated cases of lichen planus
and who reported for 3 visits to the department after
commencement of treatment. 27 patients (group 1) were
treated with topical steroids and systemic antihistamines
(cetirizine 10 mg); 27 patients (group - 2) were treated with
topical steroids alone. Oral disease severity score index
(Challacombe scale)?z was used to assess the severity of
disease at baseline, first visit and second visit.

Statistical Analysis

The statistical software used for analysis was IBM Statistical
Package for Social Sciences (SPSS version20). Descriptive
analysis was performed for assessing correlation and
association and chi square test was performed to evaluate the
level of significance. A paired t test was used to assess the
effectiveness of the drug at baseline, first visit and second
visit.

RESULTS

In this study, 54 OLP patients were involved, 27 patients
were treated with topical steroids and systemic
antihistamines while another 27 patients were treated with
topical steroids only. The frequency distribution of age of
OLP were maximum in 51 - 60 years (27.8 %) followed by 41
- 50 years (22.2 %); 31 - 40 years (20.4 %); 21 to 30 years
(18.5 %); 61 to 70 years (9.3 %) and 71 to 80 years (1.9 %).
OLP was predominant in females (62.9 %) and male (37.04
%) respectively.

Frequency distribution of type of OLP are highest in
erosive OLP (50 %) followed by reticular (38.8 %);
pigmented (3.7 %); annular (1.8 %); atrophic (1.8 %); bullous
(1.8 %) and papular (1.8 %) [graph - 1]. Right and left buccal
mucosa with gingiva is reported in 33.3 % followed by
bilateral buccal mucosa in 27.7 %; bilateral buccal mucosa
with gingiva and dorsal surface of tongue in 11.1 %; right and
left buccal mucosa with upper lip, lower lip and gingiva in
9.26 %; right and left buccal mucosa with upper lip and
gingiva in 9.26 %; bilateral buccal mucosa with lower lip in
1.85 %; bilateral buccal mucosa with upper lip and lower lip
in 1.85 % [graph - 2]. Descriptive analysis for age and type of
lichen planus using a chi square test revealed erosive lichen
planus was commonly seen in 51 to 60 years; reticular lichen
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planus was seen in 31 - 40 years and 41 to 50 years; atrophic
OLP in 21 to 30 years and annular in 41 to 50 years; P > 0.05
[graph - 3]. Erosive OLP was more commonly seen in females
followed by males [graph 4]. Mean and standard deviation in
group 1 at baseline, first visit and second visit is 49.78 *
6.693,39.93 + 6.850, 31.178 + 6.259 and for group 2 is 41.56
+ 8.759, 36.81 + 8.871 and 32.44 9.048 respectively [Table -
1].

A paired t test was performed to assess the statistical
difference of group - 1 at baseline and first visit, first visit and
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second visit showed P > 0.05 with mean and SD 9.852 *
2.349, 8.148+ 2.685 respectively. Statistical difference of
group 2 at baseline and first visit, first visit and second visit is
P > 0.05 with mean and SD as 4.74 +2.297; 4.370 *2.436
respectively [Table 1].

The disease severity assessed using Challacombe scale
revealed the difference of mean in group 1 at baseline and
second review is 7.75 % and in group 2 at baseline and
second review is 3.99 %.
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First Review Second Review|
(15 days) (30 days)
Group 1 mean # Std dev  49.78 + 6.69339.93 + 6.850 31.178 + 6.259
Group 2 mean + Std dev  41.56 +8.75936.81 + 8.871 32.44 +9.048
Group 1 percentage of

Baseline

. 0 9.85+2.349 8.14 +2.685
reduction
Group 2 percentage of 0 474+2297 4372436
reduction
Group 1 P value 0 0.000 0.000
Group 2 P value 0 0.000 0.000

Table 1. Mean Disease Severity Score at Pre - Treatment
and during Course of Treatment

DISCUSSION

Lichen planus is an immune mediated dermatological
condition of unknown aetiology. It was identified in 1869 as
an inflammatory disorder of stratified squamous epithelium
and was named from Greek lichen meaning moss and planus
meaning flat4 They are recognised as per 6 P’s namely
pruritic, papular or plaque like lesions, purple colour,
polygonal shape and planar surface.#* They commonly affect
the flexor surfaces, hair, nails, oral and vulvovaginal
mucosa.23 They are autoimmune and inflammatory in nature
associated with a T cell mediated reaction. In oral cavity, they
may range from asymptomatic keratosis spots to painful
ulcerations24 and affect the quality of life. International
association for the study of pain (IASP) defines pain as an
unpleasant sensory and emotional experience associated
with actual or potential tissue damage or described in terms
of such damage.25.26

The Challacombe scale is a modified scoring system which
was used for mucous membrane pemphigoid.2? The oral
cavity was divided into 17 sites, a minimal score from 0 to 2
was given for site, 0 to 3 for severity of lesion and activity of
disease was calculated by multiplying the site score and
severity score. A self-assessed pain score ranging from 0 to
10 was used to record patient pain experience. The maximum
site score was 24 and activity score was 72. A cumulative
score was calculated from site score, activity score and pain
score, the maximum score recorded was 106.22

The aim of any treatment is to reduce the symptoms of
the disease. Mast cells may act as a “key factor “ in the active
phase of oral and cutaneous LP.17 In OLP, MCs are increased
in epithelial and connective tissue junctions where there is
evidence of membrane disruption.?8 An anxiolytic and
antihistaminic activity drug hydroxyzine has been effective in
LP in the United States. Cetirizine has proved to possess anti-
inflammatory properties and has the ability to reduce
expression of ICAM - 1 and number of MC.18

Based on present study, oral lichen planus was
predominant in 51 to 60 years (27.8 %) with a female
predilection (63 %). Sherlin et al. in his study reported that
OLP was more common in 55 to 70 years29 and Dorinda a
Laurirano et al. in his study has reported that females are
more commonly affected and are more often in 5th and 6th
decades of life.30 The most common clinical variant reported
in our study is erosive (50 %) and reticular (38.8 %) with
buccal mucosa common site observed. Vice Budimir reported
in his study that reticular lichen planus was more reported in
his study followed by erosive OLP and buccal mucosa, the
most common site observed.3! Our study reported that
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erosive lichen planus was more common in 51 to 60 years
and reticular in 41 to 50 years.

Topical steroids for management for OLP have been
proved to be effective with less adverse effects and require
long term management32 whereas on the other hand,
antihistamine have also been proved to be safe, effective, with
no adverse effects and reduces the treatment duration. Group
- 1 patients had rapid reduction in severity of disease after 30
days and were statistically significant. Sharma L et al. in his
study had reported that topical steroids with antihistamines
are effective in management of oLp.3 Group 2 patients also
had a reduction in disease severity, but significant reduction
was recorded in group - 1 patients who were treated with
systemic antihistamines.

Limitation of this study is that it requires long term
follow-up of more subjects and multi centric trials.

CONCLUSIONS

Oral lichen planus is a T cell mediated immunological disease
and mast cells play an important role in the active phase of
LP. Antihistamines have anti-inflammatory action and also
reduces the number of tryptase positive MC in inflammation
sites. Thus, a combined therapy of topical steroids with
antihistamines systemically are more effective in active
reduction of disease, reducing the treatment time, more
economical with no adverse effects reported.

Clinical Significance

Antihistamines prove to be a viable alternative to
corticosteroids in the management of oral lichen planus as it
is more economical and with negligible side effects.
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