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Abstract

Introduction: Chronic graft versus host disease (cGVHD) is the most 
common consequence of allogeneic bone marrow transplantation, and 
it is associated with morbidity and mortality. Oral manifestations 
are diagnosed in approximately 80% of patients with chronic GVHD. 
Objective: To present a case of chronic GVHD with scleroderma-like 
lesions in skin and oral cavity Case report: A 27-year-old female was 
admitted, in a Hematology Center, in 1997, with previous diagnosis 
of chronic myeloid leukemia since 1994. Over past four months after 
allogeneic BTM she developed cGVHD in eyes, mouth, liver, lungs and 
skin. The patient presented sclerotic skin changes, hyperkeratosis 
of hands and xerophthalmia. Conclusion: Clinical manifestations of 
chronic GVHD are similar to autoimmune collagen vascular disease 
and the two main types of cutaneous chronic GVHD are lichenoid 
and sclerodermatous.
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Introduction

Bone marrow transplantation (BMT) is the 
treatment of choice for lymphoma, aplastic anemia, 
various types of leukemia and immunodeficiency 
disorders [5]. Chronic graft-vs-host disease (cGVHD) 
is the most common complication following 
allogeneic BMT [10]. Chronic or late GVHD may 
appear months after transplantation and remain 
present for years [1, 5]. 

Oral manifestations, commonly expressed 
by atrophy, erythema, and lichnoides lesions on 
buccal and labial mucosa, have been diagnosed in 
approximately 80% of patients with chronic GVHD 
[1, 11]. The condition often shares the features 
of a variety of autoimmune diseases, such as 
lichen planus, Sjögren’s syndrome, systemic lupus 
erythematosus or primary biliary cirrhosis [12, 13]. 
Lichenoid and sclerodermatous are the two main 
types of cutaneous chronic GVHD [14]. 

Scleroderma is a relatively rare connective 
tissue disorder characterized by skin fibrosis, 
obliterative vasculopathy and distinct autoimmune 
abnormalities. Many other clinical conditions present 
substantial skin fibrosis and may be potentially 
confused with Scleroderma, sometimes leading to 
a wrong diagnosis (eosinophilic fasciitis, systemic 
amyloidosis, scleromyxedema, graft-versus-host 
disease, progeroid disorders, stiff skin syndrome). 
In most cases, even when the etiology is known or 
suspected, the precise pathogenetic mechanisms 
leading to skin and tissue fibrosis remain elusive. 
Effective therapies are available for some of these 
conditions. For this reason, a prompt diagnosis 
is important to spare the patients from ineffective 
treatments and inadequate management [2, 7].

Although the oral manifestations are common, 
because the simultaneous involvement of the skin 
mimicking scleroderma leads to a decrease of the 
stomatognathic functions, these are not frequently 
reported in literature. Herein, we present one case 
of chronic GVHD with scleroderma-like lesions 
in skin and oral cavity with patient complaint of 
normal oral function loss.

Case report

A 27-year-old female was admitted in a 
Hematology Center, Hemocentrounicamp, in 

1997, with previous diagnosis of chronic myeloid 
leukemia since 1994. Patient underwent allogeneic 
BTM and two days later developed acute GVHD 
on intestine. Over past four months she developed 
cGVHD in eyes, mouth, liver, lungs and skin. 
The patient presented sclerotic skin changes, 
hyperkeratosis of hands and xerophthalmia. In oral 
cavity, she presented atrophic lesions on buccal 
mucosa, gum, upper and lower lips, floor of the 
mouth, xerostomia and microstomia (figures 1 and 
2). The patient reported that the lesions caused 
considerable discomfort and affected her normal 
oral function. She also reported a weight loss 
since the beginning of the ulcers due to difficulty 
to eat. She received a protocol therapy using a 
daily dose of 100 mg cyclosporine and 10 mg 
prednisone; 400 mg aciclovir twice a day; 500 mg 
phenoxymethylpenicilin twice a day, combined with 
100 mg fluconazole, 150 mg ranitidine daily; and 
400mg Foraseq twice a day. Due to lesions clinical 
stabilization and improvement in performance of 
the stomatognathic functions, the therapy was 
considered successful. The patient is still under 
clinical control at Hemocentro/Unicamp.

Figure 1 – The patient presented scleroderma-like skin 
lesions. Note patient’s microstomia
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Figure 2 – Clinical oral examination revealed atrophic 
oral lesions on the gum

Discussion

GV H D d i s e a s e  i s  t he  mo s t  com mon 
consequence of allogeneic BMT and the skin is 
the most commonly affected organ [5, 13]. Chronic 
GVHD could be present more than 100 days after 
BMT. It can occur either directly following acute 
GVHD or following a disease-free period [10]. 

Clinical manifestations of chronic GVHD 
are similar to autoimmune collagen vascular 
d isease,  such as ora l  u lcerat ions (l ichen 
planus), keratoconjunctivitis sicca, xerostomia, 
polyserosit i s ,  esopha g it i s  a nd st r ic tu re, 
intrahepatic obstructive liver disease, obstructive 
pulmonary disease, scleroderma, morphea, 
fasciitis. Lichenoid and sclerodermatous are the 
two main types of cutaneous chronic GVHD [1, 3, 
5, 10, 14]. The oral mucosa is the most frequently 
involved site by chronic GVHD, and the clinical 
findings range from erythema to leukoplakia, 
lichenoid lesions, ulcers, mucosal atrophy, and 
xerostomia [11, 12].

Similarities between the clinical features of 
chronic GVHD and several autoimmune diseases 
have been commonly observed. Autoantibody 
formation has been noted in experimental models 
of chronic GVHD and clinical studies also report 
these findings [6, 7]. Occurrence of antinuclear, 
anti-double-stranded DNA, and anti-smooth 
muscle autoantibody ranges in frequency from 11% 
to 62% of patients with chronic GVHD, while anti-
cytoskeletal and antinuclear antibodies have also 
been detected [6, 8, 9]. Although specific nucleolar 
phosphoproteins have been identified as targets 

of GVHD, the pathogenetic role for antibodies in 
chronic GVHD is still poorly defined [4].

The primary treatment of GVHD usually 
consists of therapy with systemic steroids 
and cyclosporine. In severe cases, if patients 
fail to respond to initial immunosuppressive 
therapy, several recovery protocols are available. 
Thalidomide and irradiation with Psoralem® and 
ultraviolet light (PUVA) have also been used, 
but their effects are limited and less effective, 
requiring further studies to optimize their uses 
[3, 10, 12]. 

The earlier and more accurately the cGVHD 
diagnosis can be made, the greater the success 
will be in predicting the outcome of the disease 
and in defining an optimum treatment at an 
early stage [10, 12]. In summary, the GVHD is 
a complex and dynamic process that requires 
the skills of a multidisciplinary health care 
team. Intervention is necessary for a successful 
prognosis for the BMT patient and to improve 
his quality of life. 
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