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Abstract

Oral Lichen Planus (OLP) is a mucosal subtype of lichen planus, a chronic
inflammatory disorder that affects the skin and mucous membranes. The manifestations
of oral lichen planus vary from reticular, white papules and plaques to erythematous,
atrophic, and erosive, with frank ulcers. Reticular OLP is often asymptomatic, but atro-
phic and erosive form can cause symptoms from burning to severe pain. The buccal
mucosa and gingiva are commonly involved. The specific pathology is not understood,
however a common theory is that an immune reaction against an exogenous antigen
triggers the onset of an aberrant immune response, resulting in the onset of the disease.
Oral lichen planus is considered to be a T-cell mediated chronic inflammatory tissue
reaction against epithelial basal cells. The pain and discomfort of this condition can sig-
nificantly impair the quality of life of patients is often the reason most seek treatment!'’.

Oral lichen planus is not a curable condition, and as such, treatment is mostly
palliative and focused on alleviating symptoms and minimizing scarring. This includes
both non-pharmacologic and pharmacologic therapy. Non-pharmacologic measures
may help to reduce exacerbations of oral lichen planus, and include the following: good
oral hygiene, elimination of mechanical irritation from dental equipment, avoidance of
chewing on lips or mucosa, smoking cessation, and minimization of consumption of
acidic, salty, spicy, hot, or sharp foods!".

“Topical corticosteroids including triamcinolone acetonide, fluocinonide ace-
tonide, betamethasone, clobetasol, and dexamethasone are commonly used first-line
due to their ability to modulate inflammation and immune response. Local treatment
with steroids is preferred over systemic treatment to reduce risk of serious adverse
events. However, the biggest disadvantage in using topical steroids is their lack of
adherence to the mucosa for a sufficient period of time. Systemic treatment is typically
reserved for those who fail to respond to sufficient local therapy or for patients with
both oral and extra oral mucosal involvement. Topical corticosteroids when applied
for a short duration have been shown to be safe, but prolonged use can produce side
effects such as the development of secondary candidiasis?, which necessitates antifun-
gal treatment, atrophy of the oral mucosal®, and the risk of adrenal suppression is not
insignificant.

Introduction

Evidence Using Betamethasone in Oral Lichen Planus

Received date: April 14,2016
Accepted date: August 19, 2017
Published date: August 30, 2017

Citation: Courtney Schultz. Topical Clo-
trimazole/Betamethasone use in Oral Ero-
sive Lichen Planus. (2017) J Pharm Phar-
maceutics 4(2): 142- 144.

DOI: 10.15436/2377-1313.17.019

Keywords: Oral lichen planus (OLP);
Betamethasone; Cochrane; Clotrimazole;
Candidiasis.

As patients with oral lichen planus are managed with medications that were neither developed nor intended for oral diseas-
es, adequate efficacy studies are lacking. Thus, such factors as optimal dose, duration of treatment, safety and true efficacy remain

to be elucidated.
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The Cochrane collaborations, a non-profit organization
that systematically reviews primary literature, published a sys-
tematic review Interventions for erosive lichen planus affecting
mucosal sites. The review included 28 trials with a total of 1204
patients that evaluated all forms of treatment for symptomatic
oral lichen planus. Local steroids were the active intervention
in 14 studies. Six trials compared two different steroids in the
treatment arms; two trials compared the same steroid with or
without an anti-mycotic drug. Clobetasol was used in six tri-
als, triamcinolone in seven trials, betamethasone in two trials,
fluocinolone, fluticasone and dexamethasone all in one trial.
One study by Hegarty et al., compared betamethasone sodium
phosphate mouth rinse with fluticasone propionate spray and
found that both interventions were effective in symptomatic
management of oral lichen planus by reducing the surface area
of the lesion and improving pain scores. There was no signifi-
cant difference between the two interventions. The second study
compared betamethasone oral mini-pulse therapy with topical
triamcinolone acetonide oral paste. Systemic treatment with oral
betamethasone 5 mg 2 days a week for 3 months was shown to
significantly improve pain scores. The authors concluded that
from this review that although topical steroids are considered
first line treatment for oral lichen planus, there are currently no
randomized controlled trials that compared steroids with place-
bo and there was no evidence to suggest that one steroid is any
more effective than anothert].

A study excluded by the Cochrane review showed that
treatment with betamethasone valerate aerosol resulted in re-
markable clinical improvement compared with placebo. Another
study showed that treatment with betamethasone valerate pel-
lets was significantly superior to hydrocortisone pellets™3]. The
efficacy of betamethasone cream, ointment, lotion and gel in
oral lichen planus has not been established. The package inserts
for betamethasone ointment, lotion, cream, and gel recommend
against its use orally with concern for increased absorption and
systemic side effects®*],

However, a number of studies have demonstrated the
safety of topical steroids when applied to mucous membranes
for short intervals and even up to 6 weeks. A small study by Leh-
ner et al., reported that administration of betamethasone valerate
did not affect plasma cortisol levels or suppress adrenal function
in patients when administered anywhere from two days up to 8
months®-12],

Another study found that betamethasone diproprionate
gel (augmented) was shown to cause inhibition of the HPA axis
following application for one, two, or three weeks to diseased
skin in some patients with psoriasis or atopic dermatitis. Patients
should not be treated with betamethasone diproprionate gel
(augmented) for more than 2 weeks at a time!'®l,

Evidence Using Clotrimazole in Oral Lichen Planus

Several studies have shown clotrimazole troches to be
effective in curing and preventing oral candidiasis!!’*°\. These
findings are consistent with the clinical practice guidelines for
the management of candidiasis by the Infectious Diseases Soci-
ety of America. However there is no current evidence to support
the use of clotrimazole cream or ointment for oral use.
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Conclusion

Topical betamethasone is a valid treatment option
for patients with oral lichen planus, but there are currently no
randomized, controlled trials comparing the efficacy of topi-
cal betamethasone to placebo for efficacy in oral lichen planus.
However, the safety of using topical betamethasone valerate has
been demonstrated in a small study and serious adverse events
secondary to systemic absorption are reportedly rare. Risk ver-
sus benefit should be discussed with patients, when making a
decision to trial betamethasone for use in oral lichen planus.

Careful consideration should also be given to the vehi-
cle of the medication because clinical trials that have compared
the strength of corticosteroids in various bases in the oral cavity
are generally lacking. With higher potency steroids the potential
for adrenal suppression with prolonged use, especially for a dis-
ease that is chronic like oral lichen planus, necessitates careful
and frequent follow up.

If the decision is made to use a topical corticosteroid
for oral lichen planus, patients should be instructed to apply
the agent several times daily, maintain prolonged contact of the
medication with the mucosa, and refrain from eating and drink-
ing for 1 h afterwards. It is advisable to lower the strength of the
preparation as soon as erosions heal and become asymptomatic.
Once the disease becomes inactive and there is either an absence
of lesions or the presence of only white reticular lesions, therapy
may be temporarily discontinued.

It has been well established that the use of clotrimzaole
troches is effective in the prevention and treatment of oral can-
didiasis. However the efficacy and safety of clotrimazole cream
and ointment have not been established for use in oral candidia-
sis. Further studies using this dosage form would need to occur
before recommending their use in this indication.

J Pharm Pharmaceutics | volume 4: issue 2


http://www.ommegaonline.org

Oral Erosive Lichen Planus

References

1. Lavanya, N., Jayanthi, P., Umadevi, K.R., et al. Oral lichen planus: an
update on pathogenesis and treatment. (2011) J Oral Maxillofac Pathol
15(2): 127-132.

Pubmed | Crossref | Others

2. Eisen, D., Carrozzo, M., Bagan Sebastian, J.V., et al. Oral lichen
planus: Clinical features and management. (2005) Oral Dis 11(6): 338-
349.

Pubmed | Crossref | Others

3. Cheng, S., Kirtschig, G., Cooper, S., et al. Interventions for erosive
lichen planus affecting mucosal sites (Review). (2012) The Cochrane
Collaboration (2).

Pubmed | Crossref | Others

4. Tyldesley, W.R., Harding, S.M. Betamethasone valerate aerosol in
the treatment of oral lichen planus. (1977) Br J Dermatol 96(6): 659-
662.

Pubmed | Crossref | Others

5. Cawson, R.A. Treatment of oral lichen planus with betamethasone.
(1968) Br Med J 1(5584): 86-89.

Pubmed | Crossref | Others

6. Betamethasone dipropionate cream, lotion, ointment [prescribing in-
formation]. (2012) Melville, NY: Fougera.

Pubmed | Crossref | Others

7. Betamethasone valerate cream, lotion, ointment [prescribing infor-
mation]. (2013) Melville, NY: Fougera.

Pubmed | Crossref | Others

8. Betamethasone valerate foam [prescribing information]. (2012) Mel-
ville, NY: Fougera.

Pubmed | Crossref | Others

9. Lehner, T., Lyne, C. Adrenal function during function during topical
oral corticosteroid treatment. (1969) Br Med J 4: 138-141.

Pubmed | Crossref | Others

10. Lozada-Nur, F., Miranda, C., Maliksi, R. Double-blind clinical trial
of 0.05% clobetasol propionate (corrected from proprionate) ointment
in orabase and 0.05% fluocinonide ointment in orabase in the treatment
of patients with oral vesiculoerosive disease. (1994) Oral Surg Oral
Med Oral Pathol 77(6): 598 — 604.

Pubmed | Crossref | Others

Ommega Online Publishers
Journal Title: Journal of Pharmacy & Pharmaceutics
Journal Short Name: J Pharm Pharmaceutics

www.ommegaonline.org

144

% ommecA
11. Aleinikov, A., Jordan, R.C., Main, J.H. Topical steroid therapy in
oral lichen planus: review of a novel delivery method in 24 patients.
(1996) J Can Dent Assoc 62(4): 324-327.
Pubmed | Crossref | Others
12. Carbone, M., Conrotto, D., Carrozzo, M., et al. Topical corticoste-
roids in association with miconazole and chlorhexidine in the long-term
management of atrophic-erosive oral lichen planus: a placebo-con-
trolled and comparative study between clobetasol and fluocinonide.
(1999) Oral Dis 5(1): 44—49.
Pubmed | Crossref | Others
13. Buajeeb, W., Pobrurksa, C., Kraivaphan, P. Efficacy of fluocinolone
acetonide gel in the treatment of oral lichen planus. (2000) Oral Surg
Oral Med Oral Pathol Oral Radiol Endod 89(1): 42-45.
Pubmed | Crossref | Others
14. Thompson, D.F., Skaehill, P.A. Drug-induced lichen planus. (1994)
Pharmacotherapy 14(5): 561-571.
Pubmed | Crossref | Others
15. Plemons, J.M., Rees, T.D., Zachariah, N.Y. Absorption of a topical
steroid and evaluation of adrenal suppression in patients with erosive
lichen planus. (1990) Oral Surg Oral Med Oral Pathol 69(6): 688—693.
Pubmed | Crossref | Others
16. Maibach, H.I., Surber, C. Topical Corticosteroids. (1992) Basel,
Karger 42-53.
Pubmed | Crossref | Others
17. Pienaar, E.D., Young, T., Holmes, H. Interventions for the preven-
tion and management of oropharyngeal candidiasis associated with HIV
infection in adults and children. (2010) Cochrane Database Syst Rev.
Pubmed | Crossref | Others
18. Pappas, P.G., Kauffman, C.A., Andes, D., et al. Clinical practice
guidelines for the management of candidiasis: 2009 update by the In-
fectious Diseases Society of America. (2009) Clin Infect Dis 48(5):
503-535.
Pubmed | Crossref | Others
19. Pons, V., Greenspan, D., Debruin, M. Therapy for oropharyngeal
candidiasis in HIV-infected patients: a randomized, prospective mul-
ticenter study of oral fluconazole versus clotrimazole troches. The
Multicenter Study Group. (1993) J Acquir Immune Defic Syndr 6(12):
1311-1316.
Pubmed | Crossref | Others

Journal ISSN: 2377-1313
E-mail: pharmacoinformatics@ommegaonline.com
Website: www.ommegaonline.org

J Pharm Pharmaceutics | volume 4: issue 2


https://www.ncbi.nlm.nih.gov/pubmed/22529568
https://doi.org/10.4103/0973-029X.84474
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3329692/
https://www.ncbi.nlm.nih.gov/pubmed/16269024
https://doi.org/10.1111/j.1601-0825.2005.01142.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1601-0825.2005.01142.x/abstract
https://www.ncbi.nlm.nih.gov/pubmed/22336835
https://doi.org/10.1002/14651858.CD008092.pub2
https://pdfs.semanticscholar.org/4324/ab6597f426bc476341a66b64ca2e5def3a6d.pdf
https://www.ncbi.nlm.nih.gov/pubmed/326295
https://doi.org/10.1111/j.1365-2133.1977.tb05211.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1365-2133.1977.tb05211.x/abstract
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cawson%2C+R.A.+Treatment+of+oral+lichen+planus+with+betamethasone.+(1968)
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1984707/
https://www.google.co.in/url?sa=t&rct=j&q=&esrc=s&source=web&cd=3&cad=rja&uact=8&ved=0ahUKEwiBqdful7HWAhUKo5QKHX0BD0cQFggwMAI&url=https%3A%2F%2Fdailymed.nlm.nih.gov%2Fdailymed%2FgetFile.cfm%3Fsetid%3D0b386ccc-a2d4-4d18-a2d7-e46ff894c674%26type%3Dpdf%26name%3D0b386ccc-a2d4-4d18-a2d7-e46ff894c674&usg=AFQjCNFgbzXOQ5neRNqctj1wOcaXETxj_g
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1629930/
https://www.jstor.org/stable/20378092?seq=1#page_scan_tab_contents
https://www.ncbi.nlm.nih.gov/pubmed/8065723
https://www.ncbi.nlm.nih.gov/pubmed/9011365
https://www.researchgate.net/publication/14198035_Topical_steroid_therapy_in_oral_lichen_planus_review_of_a_novel_delivery_method_in_24_patients
https://www.ncbi.nlm.nih.gov/pubmed/10218041
https://doi.org/10.1111/j.1601-0825.1999.tb00063.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1601-0825.1999.tb00063.x/abstract?systemMessage=Wiley+Online+Library+will+be+unavailable+on+Saturday+12th+August+at+3%3A00+EDT+%2F+8%3A00+BST+%2F+12%3A30+IST+%2F+15%3A00+SGT+for+4+hours+for+essential+maintenance
https://www.ncbi.nlm.nih.gov/pubmed/10630940
https://doi.org/10.1016/S1079-2104(00)80012-8
https://www.researchgate.net/publication/12683290_Efficacy_of_fluocinolone_acetnide_gel_in_the_treatment_of_oral_lichen_planus
https://www.ncbi.nlm.nih.gov/pubmed/7997389
https://www.ncbi.nlm.nih.gov/pubmed/2356081
https://doi.org/10.1016/0030-4220(90)90349-W
https://www.researchgate.net/publication/222726159_Absorption_of_a_Topical_Steroid_and_Evaluation_of_Adrenal_Suppression_in_Patients_With_Erosive_Lichen_Planus
https://doi.org/10.1159/000419858
https://www.karger.com/Article/PDF/419858
https://www.ncbi.nlm.nih.gov/pubmed/21069679
https://doi.org/10.1002/14651858.CD003940.pub3
http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD003940.pub3/abstract
https://www.ncbi.nlm.nih.gov/pubmed/19191635
https://doi.org/10.1086/596757
https://academic.oup.com/cid/article/48/5/503/382619/Clinical-Practice-Guidelines-for-the-Management
https://www.ncbi.nlm.nih.gov/pubmed/8254467
http://journals.lww.com/jaids/Abstract/1993/12000/Therapy_for_Oropharyngeal_Candidiasis_in.4.aspx
http://www.ommegaonline.org
mailto:pharmacoinformatics@ommegaonline.com
http://www.ommegaonline.org

