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ABSTRACT: Graft-versus-host disease (GVHD) is a complication which occurs in an individual who
has received allogenic transplant. This was first noticed in individuals who had undergone bone
marrow transplantation. Since then it has been described in solid organ transplantation and even
transfusion of blood and blood products. Transfusion-associated GVHD (TA-GVHD) is acute or
chronic in nature. Acute TA-GVHD is rare and usually runs a fulminant and fatal course. In its chronic
form, oral cavity is frequently affected with wide variety of signs and symptoms resulting in
significant short and long-term complications ranging from mucosal sensitivity and limited oral in
take to secondary malignancy and early death. Herewith we report a case of oral cGVHD in an
immuno competent patient who underwent transfusion of platelets from an unrelated donor.
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INTRODUCTION: Hematopoietic stem cell transplant (HSCT) includes transfusion of whole blood or
blood cellular products such as red blood cells, platelets and granulocyte concentrates and even fresh
plasma from a related or unrelated volunteer donor matched to the recipient (Allogenic transplant).[!]

For many years this Allogenic transplant is a curative option for many diseases such as
hematological malignancies, autoimmune diseases, hemoglobinopathies etc. However once received,
as many as half of these allogenic transplant recipients experiences a post-transplant complication
known as Graft-versus-host disease (GVHD).[2I

GVHD can be classified as either acute or chronic.3 Acute manifests mainly as erythema and
maculopapular cutaneous lesions, liver dysfunction, oral mucositis, upper and lower gastrointestinal
involvement occurring within 100days of HSCT.*l However Chronic GVHD (cGVHD) is the most
common complication following HSCT developing within three years after HSCT.

Although cGVHD is a systemic condition mediated by alloreactive donor-derived lymphocytes,
the clinical impact and associated morbidity are typically experienced at the level of the individual
target organ, where localized and anatomically distinct immune activity (eg, mucosal immunity) may
play a major pathogenic role in mediating disease activity.

The oral cavity is one of the most frequently affected area with wide variety of signs and
symptoms resulting in significant short and long-term complications ranging from mucosal
sensitivity and limited oral intake to secondary malignancy and early death.5] The clinical
manifestations of Oral cGVHD includes mucosal lesions, Xerostomia, mucoceles and sclerotic fibrosis
of oral tissues each of which can contribute to significant morbidity and late complications.[!]

CASE REPORT: A 36 years old male patient with no history of deleterious habits was referred to our
department with a chief complaint of grayish white discoloration in the left buccal mucosa which was
associated with occasional pain and burning sensation since a year which aggravates and recedes on
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its own. The medical history revealed that the patient was diagnosed with idiopathic
thrombocytopenia 2 years back and underwent 5 pints of platelet transfusion once. And he was not
under any medications. Intraoral examination revealed a grayish white discoloration in the left
posterior buccal mucosa measuring approximately 4x3cms extending anteriorly from first molar
region to third molar region posteriorly above the occlusal plane (fig. 1). The lesion was seen
scattered with white papules throughout and surrounded with an erythematous border.

The surface of the lesion was rough, non scrapable and non-tender on palpation. On
examination of tongue the right lateral border of the tongue revealed grayish white discoloration
with striae scattered all over the lesion (fig. 2). And he didn’t have any kind of tooth restorations. So
based on the history and clinical examination we considered a provisional diagnosis of Transfusion
associated Chronic Graft Versus Host Disease considering Lupus erythematosis as a differential
diagnosis. Subsequently the Patient underwent ANA test which helped us ruling out the possibility of
Lupus erythematosis.

The serum biochemistry, including liver and renal function tests, was within normal limits. An
incisional biopsy was performed on the left buccal mucosa for histopathological examination. The
histopathalogist offered a diagnosis of non-specific lichenoid mucositis. Therefore a final diagnosis of
Ta-GVHD was rendered based on the staging and scoring of National Institute of Health Consensus
Development project on GVHD, history of transfusion, and exclusion of other causes.

The lesion was treated with topical application of 0.1-0.5% Triamcinalone thrice a day for 2
weeks. On review after 3 weeks the lesion showed complete remission (fig. 3 & 4). However the
patient is undergoing periodic screening and been scheduled under long term follow up.

DISCUSSION: Despite advances in HLA matching and GVHD prophylaxis, cGVHD continues to be a
significant complication of allogenic HSCT.

All cellular blood products contain mature T cells, which act as immunocompetent cells in the
graft and can mount GVHD. Under normal circumstances, an immunocompetent host destroys the
donor cells, thereby preventing them to mount a graft-versus-host response. However, in
immunodeficient state, the host cannot reject the foreign T cells, which proliferates resulting in
GVHD.

Rarely TA-GVHD has been described in an immunocompetent host, when the host and the
graft share HLA haplotype where the host fails to recognize the transfused donor cells as foreign and
cannot reject them. Probably this could be the reason why our patient experienced a transfusion
associated cGVHD despite being immunocompetent.[¢l

Though cGVHD is a multisystem disorder, large single-center study reports 80 % of the
patients demonstrating oral involvement. Oral features are generally present at the time of cGVHD
diagnosis and may represent the initial clinical manifestations and oral involvement is probably the
most common location of single-site disease.l’]

However the spectrum of clinical presentation in the oral cavity is diverse in its type and
severity of tissue changes.[1l Typically, cGVHD oral mucosal lesions are characterized as erythema,
lichenoid and ulcerative lesions involving any site including labial mucosa, buccal mucosa, tongue,
hard and soft palate, floor of mouth and gingiva.

Erythema manifests as redness without obvious tissue breakdown and Lichenoid lesions are
characterized by white or milky reticular streaks or lacey lines resembling Wickham’s striae
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observed in oral lichen planus and are often not painful. These oral mucosal lesions are considered
diagnostic for oral cGVHD in the context of post-HSCT oral evaluation.*l Various authors have also
reported recurrent mucoceles and Sclerotic fibrosis in these patients however these findings were
not observed in our case.

If it is present then Mucoceles will be mucus-filled, painless, superficial blisters developing
predominantly on the palate but can also be observed on the labial and buccal mucosa and tongue, or
wherever there are minor salivary glands. Sclerotic fibrosis of oral tissue is generally rare but when
present it resembles tissue changes observed in patients with scleroderma.

This is often a consequence of chronic inflammation of oral tissues resulting in scarring and
restricted mouth movement which in turn may lead to difficulty in eating and poor oral hygiene
potentially contributing to secondary infection and malnutrition.[%5]

Diagnosis of oral cGVHD often requires exclusion of other causes such as Herpes Simplex[s!
and candidiasis as these infections often complicate the differential diagnosis of cGVHD. Samples
should be taken for any suspected oral infection and analyzed by culturing for yeast or PCR analysis
of viral involvement, as appropriate for individual cases.

Drug reactions and recurrent or new malignant lesions must be excluded prior to a definitive
diagnosis of oral cGVHD. Further testing in support of oral cGVHD diagnosis includes biopsy of the
lesions (non-ulcerated tissue) or adjacent tissue, including labial Minor Salivary Glands in xerostomic
patients.[1]

Clinically chronic GVHD can be also staged and scored based on the National Institute of
Health (NIH) Consensus Development project on GVHD.Bl Accordingly the present case was
categorized as a mild form of Ta-GVHD.

The clinical management of cGVHD with multisystem involvement requires systemic
corticosteroids and/or other immunomodulatory agents. However when the condition is limited to
oral cavity the mainstay of management is intensive topical corticosteroids with no need of systemic
therapy.l% The efficacy of topical therapies depends on active medication penetrating into the oral
mucosa, potency of the agent, the vehicle and formulation in which it is delivered, and the duration/
frequency of application.[10.11]

The ultimate goals of oral cGVHD therapy include reduction of symptoms, resolution of
painful lesions, and screening for prevention and management of secondary complications. And all
patients should be educated on maintaining good oral hygiene with daily tooth brushing, flossing,
regular professional scalings and elective dental visits during the first year after
transplantation.[912]

Given the significantly increased risk of developing oral squamous cell carcinoma, all patients
with oral cGVHD require periodic screening for suspicious abnormalities, such as focal masses,
atypical plaques, non-healing ulcers and indurations.[513

Areas of suspicious changes require incisional biopsy and histopathologic examination. It
appears that these secondary oral cancers may be associated with higher rates of recurrence and
poorer long-term survival compared with de novo squamous cell carcinoma of the oral cancer in non-
HSCT patients.[14

In conclusion, Oral cGVHD is a frequent and potentially serious complication after allogenic
HSCT. Although oral lesions are not life threatening, it is definitely associated with increased risk of
developing oral squamous cell carcinoma. This condition often goes unnoticed at the transplant
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centers due to the lack of clinically trained transplant specialists in examining and diagnosing
complex oral lesions. Henceforth the oral cavity of all those individuals who had undergone HSCT
should be subjected to thorough oral examinations at regular intervals by the oral medicine
specialists for optimal management.
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Fig. 1: Intra oral view showing a greyish Fig. 2: Intraoral view showing a

discolouration in the left buccal mucosa greyish white reticular pattern in the

with few white papules and mild diffuse right lateral border of the tongue
erythematous area surrounding it.

Fig. 3: Intra oral view showing Fig. 4: Intra oral view showing right lateral
left buccal mucosa after border of the tongue after treatment
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