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Abstract

Introduction: Oral lichen planus (OLP) is a chronic inflammatory mucocutaneous disorder with unknown etiology. Numerous treat-
ment options have been reported, with topical corticosteroids being very often used as the first-line therapy for gingival lesions. How-
ever, a relatively novel therapeutic option is provided by tacrolimus.

Aim: To compare the clinical effectiveness of topical tacrolimus 0.1% and clobetasol propionate 0.05% in the management of desquama-
tive gingivitis, a distinct clinical manifestation of OLP.

Materials and methods: This comparative study included 20 patients with histologically proven symptomatic OLP with gingival
manifestation. The participants were divided into 2 groups: group A (clobetasol propionate 0.05% cream) and group B (topical tacro-
limus 0.1% ointment). They were instructed to apply topical medications twice daily for three consecutive weeks. Custom trays have
been used for better drug delivery. The patients were recalled at 1, 2, and 3 months after cessation of therapy for a follow-up control of
any relapse.

Results: The subjects in both groups showed a significant reduction in the burning sensation/pain and discomfort according to the
visual analog scale (VAS). Similarly, both groups showed reduction in the efficiency index, and moderate improvement especially was
seen in the tacrolimus 0.1% group (53%) and the clobetasol propionate group 0.05% (47%). Patients treated with clobetasol propionate
0.05% didn’t have a relapse at 2 and 3 months after cessation of treatment. In contrast, 30% of the patients treated with tacrolimus 0.1%
had a relapse of the condition at 2 and 3 months.

Conclusions: Tacrolimus can be considered as a good alternative topical medication in the treatment of OLP, especially in those
patients that do not respond to topical corticosteroids.
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INTRODUCTION

Lichen planus (LP) is a relatively common, chronic muco-
cutaneous inflammatory and presumably autoimmune dis-
ease that affects about 1% to 2% of the general population
with a predilection for females and a mean age at onset in
the fourth to fifth decade.l'! Lichen planus can affect the
skin, mucous membranes, nails and hair. All regions of
the oral cavity may be affected; however, most commonly,
lesions are found on the posterior buccal mucosa and, in
order of decreasing frequency, the gingiva, tongue, palate,
lip, and floor of the mouth.? The gingiva may be the only
site of involvement in about 10% of the cases, clinically
manifest as desquamative gingivitis. Desquamative gingi-
vitis is a descriptive clinical term, not an entity. Although
the term has remained over the years, to date we know that
the latter can be a clinical presentation of different systemic
diseases and conditions. The clinical sign and symptoms are
due to different histological phenomena (atrophy, erosion,
etc.), not desquamation. Clinical presentations of OLP vary
and appear in at least six forms: reticular, popular, plaque
like, atrophic, erosive, and bullous lesions that can occur
separately or simultaneously.[> The erosive, atrophic, and
bullous forms are the most symptomatic forms of OLP and
can cause symptoms ranging from spontaneous soreness to
severe pain interfering with eating, speech and swallowing.
(4]

Although many options for the treatment of symp-
tomatic OLP are available, no therapy is curative.[**] To
date, the most frequently described therapy for OLP is the
administration of topical corticosteroids as first-line of
treatment.[%7]

A range of other treatments have been reported, includ-
ing topical and systemic retinoids, topical cyclosporine,
oral dapsone, tetracycline, levamisole, anti-malarials, aza-
thioprine, enoxaparin, thalidomide, photochemotherapy,
LLLT, oral PUVA, plant-derived substances, and surgery,
all with variable outcomes.®!

OLP is frequently resistant to topical corticosteroids,
thereby prompting trials of new therapeutic modalities
with less morbidity and fewer side effects. Recent studies
have shown that tacrolimus ointment 0.1% is an efficacious
and well-tolerated topical therapy in treating symptomatic
lesions of OLP that causes few local side effects.!*1%

The greatest problem of using topical corticosteroids
and tacrolimus in the mouth is how to make them adhere
to the gingiva for a sufficient time. Therefore for the pur-
pose of the present study, we fabricated individual custom
trays.'!) The data collected from this clinical study can
move us closer to implementing a specific treatment plan
for desquamative gingivitis, manifestation of OLP.

AIM

To compare the clinical effectiveness of topical clobetasol
propionate 0.05% and tacrolimus 0.1% in the management
of desquamative gingivitis, a manifestation of OLP.

MATERIALS AND METHODS

Patient selection and evaluation

Twenty patients with clinically and histologically con-
firmed OLP were included in the study. All subjects had
desquamative gingivitis resulting from an atrophic or ero-
sive form of OLP. The bullous form of OLP wasn't includ-
ed because intraoral bullae are rare and rupture very fast,
leaving erosive lesions. The inclusion criteria were: patients
who gave a signed informed consent, and patients with
symptoms, i.e. pain and burning sensation, secondary to
oral lichen planus. The exclusion criteria included: topical
or systemic medication for treatment of OLP 1 month pri-
or to the study, patients with a known allergy or contra-
indication to study medications, patients with findings of
any physical or mental abnormality, pregnancy or lactating
period, histopathological examination with atypical or dys-
plastic features.

Study design and medications

The participants were divided into 2 groups as group A (us-
ing clobetasol propionate 0.05% cream, Dermovate 0.05%)
and group B (topical tacrolimus 0.1% ointment, Protopic
0.1%). Participants were instructed to apply the topical
medications twice daily, 20 minute each time after oral
hygiene for three consecutive weeks. Custom trays were
used to achieve better drug delivery. The therapeutic plan
of treatment was approved by the Ethics Committee of the
Medical University of Plovdiv (No. 4/12.12.2019).

The severity of pain and discomfort was assessed on a
VAS scale at baseline and at 3 weeks after cessation of treat-
ment, where 0 indicated no pain and 10 - the worst possible
pain. The patients were asked to mark VAS at a point which
best represented the level of symptoms. The symptoms data
were then scored according to the following classification:
score 0: without pain/discomfort (VAS=0); score 1: mild
pain/discomfort (0<VAS<3.5); score 2: moderate pain/
discomfort (3.5<VAS<7); score 3: severe pain/discomfort
(7<VAS<10).

Mutafchieva’s efficiency index was used!®), modified by
the author to be used for evaluation of gingival lesions.
Treatment efficacy index (EI) was calculated, using the fol-
lowing formula:

EI=TSO-TSI/TSOx100,

where TSO is the total score of the lesion before treatment,
and TSI - the total score of the lesion after treatment. TSO
and TSI were calculated as follows: the gingiva was divided
into 3 segments (right posterior, anterior, and left posterior
segments), scores were made on vestibular and oral surfaces
(i.e. a total of 6 segments for every jaw). For every segment,
the worst score according to Thongprasom scale was re-
corded.!'?) The efficacy index was categorized into a 5 rank

416

Folia Medica | 2022 | Vol. 64 | No. 3



scale as follows: healed: EI=100%; marked improvement:
75%<EI<100%, moderate improvement 25%<EI<75%, mild
improvement 0%<EI<25%, and no improvement EI=0. The
patients were recalled at 1, 2, and 3 months after cessation of
therapy for a follow-up occurring relapse.

Statistical analysis

Statistical analyses were performed using the IBM SPSS
software program, version 26 (2018) and Minitab version
19 (2019). The demographic data are presented as mean *
SD. The statistical analysis included tracking the dynam-
ics of target indicators in each of two groups and between
them. Proportional comparisons were analysed by Fisher’s
exact test. Intergroup comparisons included a t-test for
two independent samples, cross-tabulations, and the chi-
squared test. The results were interpreted as significant at
p<0.05.

RESULTS

Twenty patients (18 women and 2 men) with atrophic and
erosive gingival form of OLP participated in the study. The
patients in both groups were matched in age, gender, and
clinical form of OLP (Table 1).

Similar to other studies, the disease distribution was
seen more frequently in women (90% of all participants).
According to the form of OLP, 50% of the subjects had an
erosive form and 50% had an atrophic form of OLP.

Ten patients (9 women and 1 man) received clobetasol
propionate 0.05% (group A) and 10 patients (9 women and
1 man) received tacrolimus 0.1% (group B). Before starting
therapy, the average scores of the pain/discomfort, accord-
ing to the VAS scale were 7.80+1.22 and 6.70+3.02 in groups

Table 1. Demographics of both groups of patients

Topical Tacrolimus and Clobetasol Propionate

A and B, respectively. There was no statistically significant
difference between the two groups (p=0.300). Reduction
of the mean scores of VAS was observed in both groups
at the end of week 3 after cessation the therapy. Patients
treated with clobetasol propionate showed 57% reduction
in the VAS score (3.30£1.94) and those in tacrolimus group
- 74% (1.70£1.76). Although the tacrolimus group showed
a higher level of improvement of the VAS score (17% com-
pared to the clobetasol propionate group, the difference
failed to reach statistical significance) (p=0.435) (Fig. 1).

The changes in treatment efficacy index recorded in
patients which apply topical clobetasol propionate 0.05%
(group A) weren't significantly greater than those of group
B treated with topical tacrolimus 0.1% (p=0.587). However,
most of the participants in both group showed moderate
improvement as follows: seven of the 10 patients treated
with clobetasol propionate 0.05% (70%) and eight of the
patient (80%) using topical tacrolimus 0.1%, respectively.
We observed significant improvement in 20% in both treat-
ed group (2 patients in the clobetasol propionate 0.05%
group and 2 in the tacrolimus group). Only one patient
in the clobetasol propionate 0.05% group showed slight
improvement (Fig. 2).

In addition, the author analysed the interaction between
treatment efficacy index and clinical form of OLP (atrophic/
erosive). After collected information was sorted and tabu-
lated, we observed equal distribution of the patients treated
with tacrolimus 0.1% ointment according to the efficacy
index and form of the OLP (p=1.000). Whereas in the clo-
betasol propionate 0.05% group, we noted slight improve-
ment in one patient with atrophic form (20%), moderate
improvement in 4 patients (80%) with atrophic form and 3
patients (60%) with erosive form, significant improvement
in 2 patients with erosive form (40%), (p=0.208) (Table 2).
Complete remission was not seen in both groups. However,

Treatment type

Significance

Values Tacrolimus

0.1% ointment

Clobetasol propionate
0.05% cream

Gender (N, %)

- Female 9 (90%)

- Male 1(10%)
OLP form (N, %)

- erosive 5 (50%)

- atrophic 5 (50%)
Age (N, %)

- 31-40 years 1(10%)

- 41-50 years 3 (30%)

- 51-60 years 5(50%)

- >61 years 3 (30%)
VAS (at baseline) (Mean+SD) 6.70+3.02

9 (90%)
1(10%)

1.00f

5(50%)
5 (50%)

1.00f

3 (30%)
2(20%)
3 (30%)
3 (30%)
7.80+1.22

0.321¢

0.300"

£, Fisher’s test; < chi-square test;  the t-test for two independent samples
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Figure 1. Changes in VAS before treatment and immediately after cessation of treatment.

Figure 2. Distribution of patients by treatment efficacy.

Table 2. Interaction between efficacy index and form of OLP

OLP form

Treatment type

Tacrolimus

Clobetasol propionate

0.1% ointment P 0.05% cream P
Slight improvement
- atrophic 0 (0%) 1(20%)
- erosive 0 (0%) 0 (0%)
Moderate improvement
- atrophic 4 (80%) 1.000 4 (80%) 0.208
- erosive 4 (80%) 3 (60%)
Significant improvement
- atrophic 1(20%) 0 (0%)
- erosive 1 (20%) 2 (40%)
418 Folia Medica | 2022 | Vol. 64 | No. 3



there was no statistically significant difference between efhi-
cacy index and form of OLP in both treated group.

There were no dropouts in the current study. Two of the
patients (20%) treated with topical tacrolimus 0.1% report-
ed adverse effects (stomach discomfort), whereas no one
in clobetasol propionate 0.05% group announced any side
effects.

The percentage of recurrence per treatment at 1, 2, and
3 montbhs is presented in Fig. 3. In 20% of the topical tac-
rolimus-treated patients occurred relapse and 30% of the
patients in clobetasol propionate group on the first month
after cessation the therapy. At 2 months no recurrence was
seen in both groups, while at the end of month 3, 30% of
the subjects in the tacrolimus group showed relapse. Inter-
estingly, no one of the participants in the clobetasol propi-
onate group had a relapse.

DISCUSSION

This study is the first clinical trial in Bulgaria which aimed
at evaluating the effectiveness and compliance of the
administration of 0.1% topical tacrolimus and clobetasol
propionate 0.05% for treatment of gingival lesions of OLP
using custom trays for better drug delivery. Treatment
of symptomatic OLP is a therapeutic challenge. Despite
numerous existing treatment modalities, there are many
treatment failures.

Our results show a similar degree of efficacy in both
treated group in terms of pain and discomfort reduction,
efficacy index, and very low recurrence rates. Although
tacrolimus ointment is available in 2 strengths, 0.1% and
0.03%, the 0.1% formulation has shown to be more effective
in treating OLP. Topical tacrolimus 0.1% ointment induced

Topical Tacrolimus and Clobetasol Propionate

better initial therapeutic response according to the VAS
scale than the clobetasol propionate 0.05% cream did. Sim-
ilar results were documented by Revanappa et al.['3] The
higher reduction in the VAS scores seen in the tacrolimus
group may be due to the drug’s inhibitory effect on the ac-
tivation and proliferation of T lymphocytes, while the relief
seen in the clobetasol propionate group can be attributed
to the local anti-inflammatory and anti-immunological
properties of the drug in suppressing the T-cell function.!!*
In both types of topical treatment, moderate to significant
improvement was achieved. However, patients treated with
clobetasol propionate 0.05% didn’t have a relapse 2 and 3
months after discontinuation of the treatment. Therefore,
use of topical clobetasol propionate shows a more stable
effect over time. This was supported by another study done
by Radfar et al.'>) who reported that clobetasol propionate
0.05% ointment was found to be more useful than tacroli-
mus 0.1% in the treatment of OLP. This is in contrast to the
study done by Lodi et al.'®) who found tacrolimus to be as
useful as clobetasol in the treatment of OLP.

In the present study, two of the patients (20%) treat-
ed with topical tacrolimus 0.1% reported adverse effects
(stomach discomfort), whereas no one in the clobetasol
propionate 0.05% group reported any side effects. Other
similar studies reported that one-third of the patients treat-
ed with tacrolimus complained of adverse effects at the site
of application.!'”]

CONCLUSIONS

Future research can be directed at assessing the possible
relationship between the form of OLP, the efficacy index,
and the occurrence of relapses in patients treated with both

Figure 3. Percentage of recurrence at 1, 2, and 3 months of treatment.
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topical medications. Hence, tacrolimus can be considered
as a good alternative topical medication in the treatment
of OLP, especially in those patients that do not respond to
topical corticosteroids.
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OueHKa KnuHnyeckoit acpcpekTUBHOCTN MECTHOro
Takponumyca 0.1% n knod6eTtasosia nponmoHaTa
0.05% npu geckBamatTuBHOM FMHIUBUTE, NPOSAIB/IEHUN
KpacHOro nsiIocKoro nuwas nosiocTu pra

JIunmus KaBmakosal
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Pe3rome

Beepenue: Kpacusiit mwiockuit muimait momoctyu pra (KIUIIIP) mpepcraBisieT co60ii XpOHUYECKOe BOCIIATUTEIbHOE 3ab0/IeBaHMe
KOXXU ¥ CIM3UCTBIX 060/I0UEK C HeM3BeCTHOI aTnoorueii. Coo61Ianmoch 0 MHOTOUMC/IEHHBIX BAPUAHTAX JIeUeHIS, IIPU 9TOM MeCTHbIE
KOPTMKOCTEPOM/bI OYeHb YacTO MCIIONb30BaMNCh B KadecTBe Tepalyy INepBOJ NMHUM NpY MOpaKeHusAX féceH. TeM He MeHee,
TAKPOIMMYC O6ecredrBaeT OTHOCUTEILHO HOBBII TepalleBTUYECKIIT BapUaHT.

Llenb: CpaBHUTD KIMHMYECKYI0 9 (PeKTUBHOCTh MeCTHOro Takpommmyca 0.1% u knoberasona mpomyonara 0.05% Ipu edeHUn
TeCKBaMaTMBHOTO TMHTMBUTA, IBHOTO K/IMHMYecKoro npossnenusa KITIIIP.

Matepuanbl U MeToAbl: B cpaBHMTENbHOE MCCIeOBaHMe ObUIM BKIIOYeHbl 20 IAIMEHTOB C TMCTONOTMYECKM [OKa3aHHBIM
cumnromarideckuM KITJITIP ¢ mecHeBbIMM IIPOABIEHUAMY. YYaCTHUKM ObUIM pasje/ieHbl Ha 2 TPYIIIbL: rpymma A (KpeM ki1o6eTasona
nponuonara 0.05 %) u rpymmna b (Ma3p Takpormmyca 0.1 % 11 MecTHOTO pyMeHenu: ). OHY ObUIM IPOMHCTPYKTUPOBAHBI IPUMEHATD
MeCTHbIE JIEKapCTBA [IBa Pa3a B [IeHb B TeUeHNe TPEX Heflenb oApsz. CrienyanbHble T0)KKY VCIIOTb30BAVCh /IS TyYIIero IpYMeHeHV
nexapcTs. ITaryeHTsl OGBIIM TPUITIAIIEHBI HA OCMOTp 4epe3 1, 2 1 3 Mecsla IOC/Ie NpeKpalleHus] Tepamuy s HOC/IeNYIOLIero
KOHTPOJISA TI06OTO peLyanBa.

Pesynbratbl: Y cy0bekToB 06enx Ipynn HabMIONaIoCh 3HAUNTEIbHOE YMEHbIIeHNe OLYIeHNsA XOKeHs1/6omu 1 ayuckomdopTa 1o
BU3ya/IbHOI aHanorosoii mkane (BAII). TouHo Tak >ke 06e IPYIIIbI ITOKa3aIu CHIDKeHMe MHAEKCa 9 PEeKTUBHOCTH, U YMePEeHHOe
ynydileHne ocobeHHO Habmomanoch B rpymme takpormmmyca 0.1% (53%) u rpymme kmoberasoma mpommonata 0.05% (47%). Y
IIALMeHTOB, TOMYYaBIINX K1obeTasona nponnoHar 0.05%, pelManBoB depes 2 1 3 Mecsla IOCIe IPeKpallieHns JedeHNs He ObIIo.
Hamporus, y 30% IaumeHTOB, MOMy4YaBIINX Takpoaumyc 0.1%, yepes 2 u 3 Mecslla HaOMIOAANCA PELUANB 3a60/IeBaHNA.

3aknoueHne: TakpomuMyc MOXKHO pacCMaTpUBaTh KAaK XOPOILIYIO afbTePHATMBY MECTHBIM IpemapartaM npy nedeHvn KITIIIP,
0COOEHHO Y TeX MaIYIeHTOB, KOTOPhIe He PearypyIoT Ha MeCTHbIe KOPTUKOCTEPOU/IBL.

KrnroueBble crioBa

KI06eTa30/1a IIPONNOHAT, eCKBaMaTUBHbI I'VHIMBUT, KPACHBII IJIOCKMII IMILAN, TAKPOTIMMY
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