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Abstract
The oral lichenoid lesion (OLL) is response that occurs 
on the oral mucosa. The OLL include allergic response 

to the dental materials, drugs, and on graft-vs -host 
disease (GVHD). OLL to dental material happen when 
restorative materials, most commonly amalgam, are in 
direct contact with the mucosa in sensitized individuals. 
Medications that produce OLL are oral hypoglycemic 
agents, angiotensin-converting enzyme inhibitors, 
and nonsteroidal anti-inflammatory agents. GVHD is a 
complication in bone marrow transplantation and OLL 
is a common lesion observed in this disease especially 
in chronic GVHD. The clinical and histological aspects 
of OLL are similar to oral lichen planus and turn it 
difficult to make a differential diagnosis. The purpose 
of this paper is review about OLL related to the dental 
materials, drug use and GVHD.
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Core tip: There are various oral manifestations like 
oral lichen planus. These lesions are related to local 
or systemic factors and are important in oral diagnosis 
and patient’s management. Considering the increased 
of number of these lesion in current moment, we 
investigated previous publications and aim to present a 
literature review.
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INTRODUCTION
Oral lichenoid lesion (OLL) is a chronic inflammatory 
lesion of the oral mucosa that occurs as an allergic 
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response to dental materials, to use of certain medications, 
in patients with graft-vs-host disease (GVHD), in 
patients with systemic diseases, e.g., chronic hepatitis 
C[1] and patients vaccinated against hepatitis B[2]. 
Various terminologies have been used to describe 
this condition, as oral lichenoid lesions, oral lichenoid 
reaction, oral lichenoid tissue reaction, lichenoid contact 
stomatitis or lichen-planus-like lesions, due the similar 
clinical and histological aspects of OLL and oral lichen 
planus[3].

The OLL is a frequent condition, with prevalence 
2.4% in general population[4]. These lesions occurs 
generally in oral mucosa of adults[5], mostly in women 
with average age of 53 years old[6]. The lesions are 
mostly present in the buccal mucosa, lateral border of 
the tongue and oral mucosa of the lips, when associated 
with composite restorations. It is generally limited size 
and unilateral. This find can be important to distinguish 
OLL from the oral lichen planus (OLP) lesions, which 
occurred commonly bilateral in oral mucosa[2,3,6,7].

Clinically the lesions showed as white striations, 
plaques, erythema, ulcers or blisters, asymptomatic. 
The patients can complain of sensitivity to spicy 
foods or burning sensation. Histologically, observed a 
hyperkeratinization, liquefaction degeneration of the basal 
cell layer and band-like layer of lymphocytic infiltrate 
in the connective tissue[2,6-9]. OLP, OLL and GVHD could 
not be histopathologically discriminated[10,11], however 
some authors investigate possible histopathological 
aspects among the lesions[12]. Moreover, the clinical and 
histological aspects are not useful to distinguish OLL from 
OLP[13,14]. Some authors showed that the level of salivary 
IgA and IgG in OLP and OLL patients is higher than 
healthy controls, but they cannot be used as differential 
diagnosis of both alterations[15].

The purpose of this paper is review about OLL 
associated with dental materials, with medication use, 
with systemic diseases, in patients vaccinated against 
hepatitis B and in patients with GVHD. The methodology 
was a search of the literature, from 1966 through 
December 2014, about OLL related to the dental 
materials, drug use, GVHD listed on PubMed. The search 
was conducted in both English and Portuguese, and the 
keywords used were “oral lichenoid lesion”, “oral lichenoid 
lesion and dental materials”, “oral lichenoid lesion and 
drug” and “oral lichenoid lesion and GVHD”. Additional 
studies were found in the reference lists of the selected 
articles.

ORAL LICHENOID LESION TO THE 
DENTAL MATERIALS
Resin-based composite, gold and the amalgam and 
its components can cause hypersensitivity reactions 
on the oral mucosa[6,13,16-19]. According to Lygre et al[20] 
the principal cause of OLL was associated with adverse 
reaction to dental materials, being amalgam fillings as 
responsible for 84% of the cases. The OLL associated 

with amalgam restorations can be observed in about 2% 
of population[7,20-22]. Although uncommon, the composite 
resin also can be associated with OLL[23].

The induction of OLL to the dental materials is 
probably the long-term. The contact of oral mucosa 
with dental material develops hypersensitivity reaction 
over a period of days and the clinical manifestations 
may present many years after initial contact with the 
dental material[7]. In case of the amalgam, reaction 
can occur the release of corrosion products from the 
restoration surface, and may result in lymphocyte 
activation and induction of a cell-mediated autoimmune 
response directed at basal keratinocytes[13]. The cell 
mediated type Ⅳ hypersensitivity response of amalgam 
restoration can result in immune-mediated damage of 
the basal keratinocytes[7,17,21,22]. In most cases of OLL 
the hypersensitivity is the mercury, however other 
components of amalgam fillings as copper, tin or zinc 
can be associated with the reaction[6,16,18]. Some authors 
suggested that this reaction occurs in susceptible 
individuals for long time of exposure[21,13], since OLR 
does not develop in all individuals with amalgam alloys 
in contact with oral mucosa. However, the levels of IL-6 
and IL-8 in saliva of patients underwent to amalgam 
filling replacement showed significant reduction[8].

Although the use of patch test for OLL to dental 
material is controversial, showing limited value[16,24,25], 
Thornhill et al[13] showed that the combination of a positive 
patch test and the presence of oral lesions together to 
amalgam restoration were an important predictor of lesion 
improvement. An interesting observation made by these 
authors was that the desquamative gingivitis clinical aspect 
was not observed in any of the patch test positive patients 
or patients with a strong clinical association between the 
lesions and their fillings. Moreover, these patients did not 
demonstrated history of skin lesions.

Conflicted points related to skin patch test can be 
described: amalgam components to use in the test; 
distinguish sensitivity from irritant responses; how long 
the material should remain in contact with the skin; and 
the value of skin patch testing in identifying true oral 
lichenoid lesions. Furthermore, there is debate about 
the validity of extrapolating skin reactions to mucosal 
responses[17]. Nevertheless, the patch test may be 
helpful to determinate an alternative material to use 
when replacing amalgam[17,25].

The final diagnosis of OLL to dental material is 
confirmed by clinical and histological aspects associated 
with the resolution of the lesions after replacement 
of the restoration[6,16]. Most of the OLR associated 
to amalgam disappear in 3 to 15 mo after that the 
restoration was changed[6,8,13,17,18,24].

The study by Thornhill et al[14] confirmed the difficulty 
of histological distinction between OLL and OLP, showing 
that five oral pathologists were able to differentiate 
both conditions in just one-third of the cases. According 
to the authors, some features may be present in OLL 
and absent in OLP: an inflammatory infiltrate located 
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deep to superficial infiltrate in some or all areas; focal 
perivascular infiltrate; plasma cells and neutrophils in the 
connective tissue. Juneja et al[3] found increased epithelial 
thickness in OLL compared to OLP, probably due to the 
release of inflammatory mediators from the cellular 
infiltrate, inducing the proliferation of basal keratinocytes. 
However, the number of mast cells, neutrophils and 
macrophages is significantly higher in OLP than in OLL, 
besides a continuous thin, linear band of basement 
membrane and numerous strands extending into the 
irregularity connective tissue. Thus, these parameters 
can be considered useful to differential diagnosis between 
OLP and OLL[3]. However, it is necessary to emphasize 
the importance of excluding the presence of Candida 
infection, which it is common in association with OLLs[26], 
principally in areas of ulceration since in both of them 
may result in accumulations of neutrophils and plasma 
cells[14].

ORAL LICHENOID LESION TO THE DRUG
Drugs are identified as inducers of oral lichenoid lesion 
(OLL-d), principally associated with prolongation use 
of the drugs[17]. When a drug is suspected to cause the 
OLL-d, the change of them should be considered[21]. In 
contrast to cutaneous lichenoid lesion to the drugs, the 
OLL-d is uncommon[17]. The Table 1 presented drugs 
that can induce OLL-d[27].

The final diagnosis of OLL-d is difficult, and the 
readministration of the medication can help to establish 
if the oral lesions are drug-induced, though this can 
be dangerous for the patient[17,28]. Generally the lesion 
disappears after suspension of the drug[3,17,28]. However, 
the complete resolution of the lesion can hold out 
several months.

In some cases, the medication is potentially indis
pensable to survival of the patients; thus its suspension 
or replace is not possible[17,28]. In these cases, the lesions 
must be treated conventionally as OLP. According some 
authors the patients with OLL-d related with drugs to 
cardiovascular diseases, have reported to decrease 
unstimulated whole saliva secretion[29], suggesting the 

hyposativation as a trigger to OLL-d in these patients[19]. 
Other medications have been related to OLL-d and 

OLP[1]. It has been extensively demonstrated that IFN 
may induce or worsen immunological diseases. With 
the advent of pegylated IFN-α, a causal link among the 
treatment of chronic hepatitis C with combination of 
pegylated IFN plus ribavirin and several autoimmune 
events have been suggested. The development or 
exacerbation of OLP has also been reported after the 
introduction of IFN-α to treat hepatitis C[2,3,9,28,30-32], 
and also contribute to the development of new lesions 
as OLL. It is quite plausible that IFN-α may induce or 
worsen previous lesions due to its interference with the 
cytokine cascade[31]. Grossmann et al[33] described three 
cases of exacerbation of OLP during the treatment of 
chronic hepatitis C with pegylated IFN plus ribavirin. 
However, it is difficult establish if the lesions were 
exacerbation of previous lesions of OLP or new lesions 
of OLL-d.

McCartan and Lamey[30] investigated the use of a 
lichen planus-specific antigen as a marker to distinguish 
idiopathic OLP from OLL-d and demonstrate that it is 
not a useful marker.

ORAL LICHENOID LESION ON GVHD
GVHD is a very frequent complication of allogeneic bone 
marrow transplantation (BMT), and it is associated 
with morbidity and mortality. It is characterized by 
dermatological, gastrointestinal and hepatic lesions[31,34,35].

GVHD occurs when the donor immune system 
recognizes the host tissue as foreign and attacks its 
cellular constituents. Donor’s T-lymphocytes reacts 
against recipient of antigens[17,31,32,34-36]. Three conditions 
can be observed in patients with GVHD[37]: the graft must 
contain immunologically competent cells; the recipient 
must express tissue antigens that are sufficiently 
different from those of the donor; or the recipient must 
be incapable of rejecting the graft because of either 
tolerance, lack of recognition, or immunosuppression.

There are acute and chronic GVHD: acute GVHD 
(aGVHD) occurs within the first hundred days after 
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Table 1  Medications related to the induce oral lichenoid lesion described in literature

Type of medication Example

Antibiotics and chemotherapeutic agents Penicillin, tetracycline, streptomycin, pyrazinamide, sulfadoxin, ketoconazole, pyrimethamine, 
demeclocycline

Antidiabetic agents Chlorpropamide, tolbutamide
Antiepileptic agents Carbamazepine
Antihypertensive agents Methyldopa, labetalol, propanolol, captopril
Antimalarials Chloroquine, quinacrine
Antimaniac drugs Lithium salts
Antiplatelet agent Clopidogrel
Antirheumatic agents Gold Salts
Antiulcer medication Bismuth
Benzodiazepines Lorazepam
Nonsteroidal anti-inflammatory drugs Salicylates, indometacin, fenelofenac, isoxicam, piroxicam

Adapt from Guijarro Guijarro and López Sánchez[27].
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transplant, while chronic GVHD (cGVHD) in more than 
100 d after BMT[17,34,31,35], and systemic organs and oral 
mucosa are involved[17].

The aGVHD presents as painful desquamative and 
ulcerative lesions in oral cavity. Clinical manifestations 
of cGVHD appear very similar to those of autoimmune 
connective tissue diseases: white papular eruptions 
or reticular lesions with areas of erythema, erosion, 
or ulceration. Generally are symmetrically distributed 
and the areas of involvement include the tongue, 
buccal and labial mucosa[31,32,35-36]. It is commonly seen 
to arise or worsen after an infectious insult or when 
immunosuppression is reduced[17,31], and they can 
influence quality of life of patients[36].

Erythema, mucosal atrophy, and lichenoid changes 
are common oral findings in patients with cGVHD, with 
lichenoid reactions having the highest positive predictive 
value[31]. According to a study of Nakamura et al[35], 
OLL were the only clinical sign that had a statistically 
significant relationship to the diagnosis of cGVHD[25]. 
Clinically the OLL on cGVHD appears as lacy white 
striations similar to the striae of Wickham in the OLP[31]. 
Histologically these reactions consist of a degeneration 
of the basal cell layer and lymphocytic infiltration in 
the sub-mucosa. In some cases intracellular edema of 
epithelial cells can be observed[35].

The OLL can be controlled when treating the systemic 
GVHD with immunosuppressive therapy. If the oral 
lesions persist or represent an isolated feature of GVHD, 
the management with potent topical corticosteroids 
is generally indicated[32]. Some medications used 
for the treatment of OLL associated with GVHD are 
diphenhydramine with kaolin and pectin or clobetasol 
gargles, topic fluocinonide, oral prednisone (20 to 50 
mg/d) or thalidomide (50 to 200 mg/d)[34].

CONCLUSION
In summary, the OLL are a group of intriguing lesion 
principally when investigates their causal relationship. 
Moreover, determinate the differential diagnosis of OLL 
and OLP is important, considering that the different 
management of this lesions. Thus, epidemiological and 
laboratorial investigations including a larger number of 
patients are warranted to elucidate important aspects of 
OLL until obscures.
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