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Clinical overwiew

Oral lichen planus (OLP) 

Lichenoid reactions represent a family of lesions with different etiologies with a common clinical and histological appearance. Histopathological examination does not enable discrimination between different lichenoid reactions, but may be used to distinguish lichenoid reactions from other pathological conditions of the oral mucosa. Oral lichenoid reactions include the following disorders:  

· Lichen planus

· Lichenoid contact reactions

· Lichenoid drug eruptions

· Lichenoid reactions of Graft versus Host Disease

In the following, oral lichen planus will be described as clobetasol propionate is primarily intended as treatment of this pathological disorder.

Clinical findings

Oral lichen planus (OLP) may contain both red and white elements and provide, together with the different textures, the basis for the clinical classification of this disorder.  The white and red components of the lesion can be a part of the following textures:
· Reticulum

· Papules

· Plaque-like

· Bullous

· Erythematous

· Ulcerative

To establish a clinical diagnosis of OLP, reticular or papular textures have to be part of the lesion. (1) If in addition, plaque-like, bullous, erythematous or ulcerative areas are present, the OLP-lesion is designated accordingly.  OLP confined to the gingiva may be entirely erythematous with no reticular or papular elements present and this type of lesion has to be confirmed by a histopatholgical examination. 

The explanation behind the different clinical manifestations of OLP is related to the magnitude of the subepithelial inflammation. A mild degree of inflammation may provoke the epithelium to produce hyperkeratosis, whereas more intense inflammation will lead to partial or complete deterioration of the epithelium, histopathologically perceived as atrophy, erosion or ulceration.  This corroborates with the fact that most erythematous and ulcerative lesions are surrounded by white reticular or papular structures. An inflammatory gradient may be formed where the central part comprise an intense inflammatory process while the periphery is less affected and the epithelial cells are able to respond with hyperkeratosis. 

The reticular form of OLP is characterized by fine white lines or striae. The striae may form a network but can also show annular (circular) patterns. The striae often display a peripheral erythematous zone which reflects the subepithelial inflammation. Although reticular OLP may be encountered in all regions of the oral mucosa, most frequently this form is observed bilaterally in the buccal mucosa and rarely on the mucosal side of the lips. Reticular OLP can sometimes be observed at the vermillion border.

The papular type of OLP is usually present in the initial phase of the disease. It is clinically characterized by small white dots, which in most occasions intermingle with the reticular form. Sometimes the papular elements merge with striae as part of its natural course.

Plaque-type OLP shows a homogenous well demarcated white plaque, often, but not always, surrounded by striae. Plaque type lesions may clinically be very similar to homogenous oral leukoplakias. The difference between these two mucosal disorders is the simultaneous presence of reticular or papular structures in the case of plaque-like OLP. This form is most often encountered in smokers


(2, 3) ADDIN EN.CITE and following cessation the plaque may disappear and convert into reticular type of OLP. Some scientific reports lend support to the premise that plaque-like OLP is overrepresented among OLP-lesions transforming into oral squamous cell carcinomas. 
Typically, the reticular, papular and plaque-like forms of OLP are asymptomatic, although the patient may experience a feeling of roughness. The bullous form is very unusual but may appear as bullous structures surrounded by a reticular network.

Erythematous (atrophic) OLP is characterized by a homogenous red area. When this type of OLP is present in the buccal mucosa or in the palate, striae are frequently seen in the periphery. Some patients may display erythematous OLP exclusively affecting attached gingiva. This form of lesion may occur without any papules or striae and presents as desquamative gingivitis. Therefore, erythematous OLP requires a histopathological examination in order to arrive at a correct diagnosis.

Ulcerative lesions of OLP are the most disabling form of oral lichen planus. Clinically the fibrin coated ulcers are surrounded by an erythematous zone frequently displaying radiating white striae. This appearance may reflect a gradient of the intensity of subepithelial inflammation which is most prominent at the centre of the lesion. As for the erythematous form of OLP, the affected patient complains of a smarting sensation in conjunction with food intake.

Diagnosis

Papules or reticular components have to be present in order to establish a correct clinical diagnosis. These pathognomonic components may exist together with plaque-like, erythematous or ulcerative lesions. In patients with gingival erythematous lesions it may be difficult to find striae or papules. A biopsy for histopathologic examination is usually required for an accurate diagnosis of this type of OLP but it is important that the biopsy is taken as far as possible from the gingival pocket to avoid inflammatory changes secondary to periodontal disease 

OLP can often be separated from lichenoid contact reactions to dental materials, which are most often detected on the buccal mucosa and the lateral borders of the tongue. Oral lichen planus, on the other hand, usually displays a more general involvement. 

Oral lichenoid drug eruptions (4) have the same clinical and histopathological characteristics as OLP. The patient disease history may give some indication as to which drug may be involved, but oral LP may not start when the drug was first introduced. Withdrawal of the drug and rechallange is the most reliable way to diagnose lichenoid drug eruptions but may not be possible. Testing for contact allergy with patch testing may be required in some cases. 

Pathology

To differentiate between the four types of lichenoid reactions, i.e. oral lichen planus, lichenoid contact reaction, lichenoid drug eruptions and lichenoid reactions related to GvHD, a histopathologic examination is of modest diagnostic value. The reason is that the four lesions display the same histopathologic features. Undoubtedly, histopathology is a valuable tool when lichenoid reactions are to be discriminated from other mucosal lesions. The necessity of a biopsy to arrive at an accurate diagnosis of OLP has been discussed but explicit guidelines have not been universally approved.  When the diagnosis is uncertain biopsies should always be taken.

The histopathologic features of OLP are (1) areas of hyperparakeratosis or hyperorthokeratosis, often with a thickening of the granular cell layer and a saw-toothed appearance to the rete pegs; (2) “liquefaction degeneration,” or necrosis of the basal cell layer. An eosinophilic band may be seen just beneath the basement membrane and represent fibrin covering the lamina propria (3). A dense subepithelial bandshaped infiltrate of lymphocytes and macrophages is also characteristic of the disease Deposition of antibodies and complement can be observed but is not pathognomonic for OLP and therefore this technique is not routinely used.(5)
Brief summary of the scientific background that support the use of clobetasol propionate for treatment of symptomatic oral lichen planus

Since the etiology behind OLP is unknown, basic conditions are lacking for development of causal therapies. Thus, all current treatment strategies are aiming at reducing or eliminating symptoms. Several topical drugs have been suggested including steroids, calcineurin-inhibitors (ciclosporin and tacrolimus), retinoids, and UV-phototherapy 


(6) ADDIN EN.CITE . Among these, topical steroids are widely used and accepted as the primary treatment of choice. Some reports have advocated very potent steroids as clobetasol propionate in favour of intermediate steroids as triamcinolone acetonide. However, no randomized clinical trials exist where different formulas, strengths and classes of topically applied steroids have been compared. Topical application of ciclosporin, tacrolimus and retinoids has been suggested as a second line therapy for OLP. Ciclosprorin has been reported to be less effective than clobetasol propionate and not significantly better than 1% triamcinolone paste. No adverse effects related to these two drugs have been reported except for a temporary burning sensation following the use of ciclosporin. In a comparison of topical application of clobetasol and ciclosporin, the former has been found to be more effective in inducing clinical improvement, but the two drugs have comparable effects on symptoms. Clobetasol was found to give less stable results than ciclosporin when therapy ended and was ascribed a higher incidence of side-effects but none of these were severe enough to require discontinuation of therapy. Topical tacrolimus 0.1% ointment has been reported to have a better initial therapeutic response than triamcinolone acetonide 0.1% ointment. However, this drug has been labelled with FDA’s Black Box Warning: “Possibility of increased risk of malignancy (squamous cell carcinoma and lymphoma) in patients using topical tacrolimus/pimecrolimus for cutaneous psoriasis these agents should be used in limited circumstances, and patients made aware of these concerns”. In conclusion, topical steroids should be used as the primary therapeutic choice for symptomatic OLP. Ciclosporin may be considered as a second choice although the efficacy has been questioned. Tacrolimus should only be used by experts when symptomatic OLP lesions are recalcitrant to topical steroids.

Topical steroids are preferably used as a mouth rinse or a gel. These formulas are often easier for the patient to administrate than a paste. Although no systematic studies have compared different frequencies of application, a reasonable approach may be to apply the drug 2 to 3 times a day during 3 weeks followed by tapering during the following 9 weeks until a maintenance dose of 2 to 3 times a week is reached. There are no consistent results that lend support to decreased levels of endogenous cortisol.  Relapses are common and the general approach should be to use steroids at the lowest level to keep the patient free of symptoms. This approach necessitates an individual amendment of the steroid therapy to each patient.  When potent topical steroids are used a fungal infection may emerge. A parallel treatment with anti-fungal drugs may be necessary when the number of applications exceeds once a day.

Although topical steroids are usually able to keep OLP patients free of symptoms, systemic steroids are justified to be able to control symptoms from recalcitrant lesions. One mg/kg/daily for 7 days has been suggested followed by a reduction of 10 mg each subsequent day. A maintenance dose with topical steroids may be commenced during the tapering of the systemic steroids.

Erythematous OLP of the gingiva constitute a therapeutic challenge. To be successful, it is critical to remove both sub- and supragingival plaque and calculus. If microbial plaque induced gingivitis is present, it seems to work in concert with gingival LP and make the latter more resistant to pharmacologic treatment. Thus, oral hygiene should be optimized prior to the beginning of steroid treatment. Once the hygiene treatment is complete some patient experience a decrease or even elimination of symptoms and steroid treatment is no longer justified.  If symptoms persist, steroid gels in prefabricated plastic trays may be used for 30 minutes at each application to increase the concentration of steroids in the gingival tissue. 

The first report on the use of clobetasol propionate for treatment of oral lichen planus and several other oral conditions was published in 1991 (7). Clobetasol propionate (Temovate), a novel high-potency topical corticosteroid, was used in open trial from 1987 to 1988 on 24 patients with persistent oral vesiculoerosive disease of at least 1 month's duration. Fourteen women and 10 men, ranging in age from 27 to 76 years (mean 48 years), participated. Nine patients had erosive lichen planus, one had benign mucous membrane pemphigoid, three had pemphigus vulgaris, seven had persistent major recurrent aphthous stomatitis, and four had chronic oral erythema multiforme. Fifteen patients had complete remission of signs and symptoms, seven had excellent response of signs and complete remission of symptoms, and two failed to respond. All other topical therapy was suspended before and during the study. All patients responded to two or three applications daily of medication. Side effects were minor and reversible, and included localized candidiasis (three patients), stomatopyrosis (two), and hypogeusia (one). Clobetasol propionate ointment in adhesive paste (Orabase) thus seems to be an effective topical steroid alternative to other less potent topical and systemic drugs for recalcitrant oral vesiculoerosive disease.

In a Swedish double-blind clinical trial (8)from the Clinic of Oral Medicine in Göteborg, the effect of clobetasol propionate ointment (Dermovate) in Orabase (50/50v/v) was compared with triamcinolone acetonide (Kenacort-T) in the treatment of erosive oral lichen planus (OLPe). All patients (n = 40) presented with uni-or bilateral atrophic or erosive lesions on the buccal mucosa or on the tongue. The ointments were applied during a 9-week period: the first 3 weeks twice a day, the following 3 weeks once a day, and during the final 3 weeks once every second day. After each 3-week period, the patients were asked to rate their symptoms on a visual analogue scale (VAS). In addition, the lesions were scored by a clinician using a four-point scale. Following treatment for 3 weeks, clobetasol propionate was found to be more effective than triamcinolone acetonide with respect to clinical improvement (P < 0.05). No significant difference was observed following 6 and 9 weeks of treatment. The results demonstrate that clobetasol propionate compared with triamcinolone acetonide provides a more immediate clinical response in OLPe. 

The study of Rödström et al. has been the basis for the current use in Sweden of clobetasol for the treatment of symptomatic oral lichen planus. At the end of 1990th, the formula was changed from ointment to an oral gel as most patients experienced that the gel was more convenient to use. This change was supported by a study published 1999 (9) where clobetasol gel achieved better results statistically than did fluocinonide (P = 0.00442) and placebo (P = 0.00049) whereas there was no statistical difference among fluocinonide and placebo (P = 0.140). No significant adrenal suppression or adverse effects were observed. 

At the Clinic of Oral medicine in Göteborg, the clobetasol gel has been used during the last 10 years to treat patients with symptomatic oral lichen planus. In general the following regime has been used during a 9-week period: the first 3 weeks twice a day in combination with antifungal medicament to prevent super infection with fungi, the following 3 weeks once a day, and during the final 3 weeks once every second day. After each 3-week period, the patients were asked to report on their symptoms. Usually the patients have to be maintained of clobetasol gel for a year or even longer. The strategy has been to use a minimum of clobetasol to keep the patient out of symptom. According to our electronic database, more than 95% of the patients with symptomatic oral lichen planus have been successfully treated with this regime.
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