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Abstract:
Hepatitis C is associated with autoimmune diseases, hepatocellular carcinoma, and extrahepatic 
manifestations that, in conjunction, may seriously compromise the patient’s quality of life. We herein 
describe a case of chronic hepatitis C with oral manifestations and discuss some implications for diag-
nosis and treatment. A 63-year-old woman complaining of spontaneous bleeding of the oral mucosa 
presented with bilateral asymmetric ulcers surrounded by white papules and striae on the buccal 
mucosa. Her medical history revealed leucopenia, thrombocytopenia, and skin lesions associated 
with chronic hepatitis C. Propranolol and ranitidine had recently been prescribed. Lichen planus, 
lichenoid reaction, and erythema multiforme were considered in the differential diagnosis. Histopa-
thological analysis revealed lymphocytic infiltrate in a lichenoid pattern. The lesions partially healed 
after 1 week and completely regressed after 6 months, despite the maintenance of all medications; 
no recurrence was observed. The final diagnosis was oral lichen planus associated with hepatitis C. 
Chronic hepatitis C may present oral manifestations, which demand adjustments in dental treatment 
planning. Medication side effects may interfere with the clinical presentation and course of the disease 
and should be accounted for in the differential diagnosis. The possibility of spontaneous remission 
of oral lichen planus should always be considered, especially when putative etiological factors of a 
lichenoid lesion are withdrawn in an attempt to differentiate oral lichen planus from lichenoid lesions. 
This case emphasizes the importance of recognizing the extrahepatic manifestations of hepatitis C as 
a cause of increased morbidity.
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INTRODUCTION

There is growing concern in medical and dental prac-
tice about the morbidity associated with hepatitis C. Hepatitis 
C virus (HCV), which causes the infection, is an RNA virus 
whose incubation period is about 6–7 weeks. The virus is con-
tracted chiefly via the parenteral route, through blood product 
infusion or intravenous drug use. However, 30–40% of the 
infected patients have no history of such procedures1. In these 
cases, the possibility of transmission during dental procedures, 
ear piercing, tattooing, acupuncture, and endoscopic biopsies 
should be considered1.

Symptoms of acute and chronic infections are usually 
mild and nonspecific, which makes dating of the infection onset 
difficult. Chronic infection develops in about 75% of the cases1-3. 
About 20–50% of the patients with chronic infection develop 
cirrhosis, which may culminate in hepatic failure or hepatocellu-
lar carcinoma3. Chronic hepatitis C is also associated with several 
immunological disturbances including mixed cryoglobulinemia, 
membranoproliferative glomerulonephritis, non-Hodgkin 
lymphoma, Sjögren syndrome, porphyria cutaneous tarda, 
endocrine and neurological manifestations, leukocytoclastic 
vasculitis, and lichen planus1-3. These extrahepatic manifestations 
are associated with increased mortality4.

Oral lichen planus (OLP) is a chronic mucocutaneous 
disease with uncertain etiology; it is classified as reticular, plaque, 
atrophic, erosive, or bullous according to the clinical presenta-
tion5. Emotional stress, immunological disturbances, neurological 
dysfunctions, and viruses are possible etiological factors1,5. Recent 
studies have shown a correlation between OLP and HCV.

The accumulated knowledge about hepatitis C seems to 
be insufficient because the infection is quite recently characte-
rized. Therefore, many aspects concerning the mechanisms of 
immunological disturbances and their consequences are still 
uncertain. Here, we describe a case of chronic hepatitis C with 
oral manifestations and discuss some implications for diagnosis 
and treatment.

CASE REPORT

A 63-year-old woman complained of oral soreness asso-
ciated with spontaneous bleeding during masticatory movements 
and tooth brushing. The symptoms had started 3 days previously. 
Bilateral irregular ulcers surrounded by white papules and striae 
with bleeding on minor trauma were observed on the buccal 
mucosa. On the right side, they extended asymmetrically to the 
pterygomandibular fold (Figure 1), and the lesions were smaller 
on the left side (Figure 2). The patient had occlusal amalgam 
restorations and posterior porcelain veneers in the mandibular 
teeth and a maxillary removable partial denture.

Chronic hepatitis C had been diagnosed 12 years earlier. 
The mode of transmission was unknown. Treatment with inter-
feron and, later, ribavirin had been tried. Unfortunately, the side 
effects were so strong that the therapy had to be discontinued. 

Dermatological vasculitis and hematological disturbances 
had been previously diagnosed as the extrahepatic manifestations 
of hepatitis C. Idiopathic chronic thrombocytopenia and leuco-
penia had developed some years after the diagnosis of hepatitis 
C. Bone marrow biopsy revealed normal values, indicating no 
medullary impairment affecting blood cell production.

Her medical history also included arterial hypertension, 
gastric discomfort, rheumatism, and allergy to cephalosporin, 
clindamycin, and rifocin. Propranolol therapy for hypertension 

Figure 1. Right buccal mucosa showing an ulcer surrounded by 
white striae.

Figure 2. Left buccal mucosa showing an ulcer with spontaneous 
bleeding.
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had been initiated 1 month before the onset of the buccal le-
sions. Ranitidine had been simultaneously prescribed for gastric 
discomfort control.

A biopsy was performed with the presumptive diagnosis 
of OLP, drug-induced lichenoid lesion, or erythema multiforme. 
On this occasion, her platelet count was 52,000/mm3. Histo-
pathological examination revealed chronically inflamed mucosa 
with some ulcerated areas or outlined by atrophic epithelia. A 
band-like distribution of lymphocytic inflammatory infiltrate 
was seen in the subjacent lamina propria, at times associated 
with basal keratinocyte destruction (Figure 3). The histological 
features were compatible with OLP or lichenoid lesions.

Figure 3. Epithelial displacement from chronically inflamed connective 
tissue showing subepithelial band-like lymphocytic infiltration (hemato-
xylin and eosin stain; magnification, ×100 [A] and ×200 [B]).

The postoperative period was uneventful. Partial healing 
of the oral ulcers was observed after 1 week. After 6 months, 
the ulcers healed completely, without recurrence (Figure 4). 
The platelet count was 110.000/mm3 and other hematological 
parameters were within the normal limits. During the entire 
follow-up period, the systemic therapy was not modified, which 
led to the final diagnosis of OLP associated with hepatitis C.

DISCUSSION

Some dental procedures can be life threatening for 
patients with HCV infection if the complications of chronic 
infection are not anticipated during treatment planning. In our 
case, the superimposition of several extrahepatic manifestations 
of chronic hepatitis C and the possibility of side effects of the 
instituted therapies made the final diagnosis of the oral lesions 
challenging. Of special concern for dental management, the pa-
tient presented leucopenia, thrombocytopenia, and oral lesions. 

Thrombocytopenia may occur due to increased des-
truction, diminished production, or abnormal distribution of 
platelets in blood5. In the present case, HCV infection may have 

Figure 4. Right intraoral view after 6 months showing healed areas 
without recurrence of ulcers.

triggered autoimmune destruction of platelets, as medullary 
impairment was absent. Treatment for thrombocytopenia is 
determined by the severity of symptoms. Corticosteroids or 
intravenous immunoglobins are administered as immunosup-
pressants in most cases6,7, but no therapy is required in mild 
conditions. In the present case, corticosteroid therapy was 
contraindicated because of chronic leucopenia. Splenectomy is 
indicated in refractive and chronic conditions of spleen func-
tional impairment8. Spleen removal is justified for its role in 
antibody production and platelet sequestration from blood9,10. 
However, the patient’s hemostatic parameters were not stable 
for splenectomy to be performed. Therefore, thrombocytopenia 
was monitored through periodical hematological analysis.

The combination of interferon with ribavirin is consi-
dered the most effective treatment for hepatitis C and has im-
proved survival rates. Unfortunately, the therapy effectiveness 
is still limited and is associated with important side effects. The 
adverse effects of interferon include neuropsychiatric problems, 
fever, chills, headache, fatigue, arthralgia, granulocytopenia, 
and thrombocytopenia3. Ribavirin is a teratogen and causes a 
decrease in hemoglobin. Therapy withdrawal due to compli-
cations is quite common. In the present case, interferon and 
ribavirin worsened the hematological parameters and had to 
be withdrawn.

The epidemiological relationship between OLP and he-
patitis C has been reported11,12, notably in the erosive type13,14 

and asymmetric lesions on the buccal mucosa15. However, the 
prevalence of OLP associated with hepatitis C presents geogra-
phical variations. This association is well documented in Italy13,15, 
Japan16,17, and Thailand12. In Brazil, a high prevalence of OLP in 
patients with HCV infection was found in São Paulo11 but not in 
Rio de Janeiro18. There is no consensus to explain this intriguing 
fact. Genetic variation among the populations seems to be the 
main factor accounting for these differences19. On the other 
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hand, the incidence of OLP as an extrahepatic manifestation is 
probably low in the early phase of the infection, and therefore, 
dating of HCV contraction should be considered in the diagnosis.

RNA filaments of HCV have been detected in OLP, 
suggesting that the lesion represents an extrahepatic site of 
viral proliferation16,17,20,21. The well-known association of HCV 
with hepatocellular carcinoma raises the question whether the 
virus plays a role in malignant transformation of OLP. Although 
evidence of increased rates of malignant transformation of OLP 
associated with HCV infection is lacking, its possibility justifies 
a long-term follow-up of the cases.

The presumptive role of HCV in the pathogenesis of 
OLP is still unknown. It does not seem to cause OLP by itself, 
because the virus is also found in normal cutaneous tissue of 
HCV carriers17. The lympho-mononuclear infiltrate, which is 
one of the main histological features of OLP, strongly suggests 
that the progressive epithelial destruction is due to a local im-
mune response11,19. Patients with hepatitis C and OLP present 
relatively high quantities of antibodies against oral mucosa an-
tigens, which are not observed in uninfected patients with the 
lesion22. Therefore, a host immune response, rather than viral 
factors, seems to be a determinant for the occurrence of OLP11,23 
as well as cytopenias associated with hepatitis C4. Interestingly, 
in the present case, besides the remission of the oral lesions, the 
platelet count reached 110.000/mm3 5 months after the initial 
appointment, without specific treatment. These facts suggest that 
immunological mechanisms can show variations not related to 
treatment, which could account for the patient’s general health 
improvement. Nevertheless, clinical relapse elicited by any 
stress (infectious, viral, deficiencies, or medicines) is expected.

OLP should always be differentiated from oral lichenoid 
lesions, which share clinical and histological features. Lichenoid 
lesions differ from OLP by having a known cause that may be either 
local, such as amalgam restorations, or systemic, usually drugs 
prescribed for several purposes. The diagnostic assessment con-
sists of a comprehensive and detailed drug history investigation, 
emphasizing the type of medication and starting and finishing date 
of administration in correlation with the onset of the lesions24. 

The final diagnosis is established after the total withdrawal of all 
putative etiological factors of lichenoid lesions, because regression 
of the lesions is expected. Unfortunately, the withdrawal of all 
medications is not always possible due to the systemic condition 
of the patient or complex relationship of diseases.

In our case, partial healing of the oral lesions was 
observed 1 week after the initial appointment, although the 
therapy was not modified. The fact excluded the hypothesis of 
oral lichenoid lesions induced by medications. If the putative 
etiological factors for lichenoid lesions had been withdrawn, the 

final diagnosis could be erroneously defined as lichenoid lesions. 
Apparently, lesion regression was associated with spontaneous 
alterations in the immune response and occurred independently 
of drug withdrawal. Therefore, the possibility of spontaneous 
remission of hepatitis C-associated OLP should be considered 
when medicines are withdrawn to differentiate OLP from 
lichenoid lesions.

CONCLUSION

In conclusion, hepatitis C may lead to several immuno-
logical disturbances that compromise life quality. In this respect, 
both the extrahepatic manifestations of the infection and the 
medication side effects should be considered in the diagnosis 
of oral lesions and dental treatment planning. The possibility of 
spontaneous remission of OLP should always be considered, 
especially when the putative etiological factors of lichenoid le-
sions are withdrawn to differentiate OLP from lichenoid lesions.
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