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Case Reports 

Gingival and Oral Mucosal Ulceration 
Associated with the Myelodysplastic 

Syndrome 

S.R. Porter and C. Scully 

The features of a patient in whom gingival ulceration was the first symptom of myelodysplasia are 
detailed. 
Oral Oncol, Ew J Cancer, Vol. 30B, No. 5, pp. 346-350, 1994. 

INTRODUCTION 
THE MYELODYSPLASTIC syndromes are a group of fairly 

recently recognised haematological disorders characterised by 
bone marrow hypercellularity, dysplasia of erythrocyte, leuco- 

cyte and megakaryocyte cell lines (trilineage dysplasia) and 
pancytopenia [ 11. The type and frequency of oral manifesta- 
tions is unclear, although there have recently been some 
reports of hairy leukoplakia [2], oral ulceration [3], Sjogren’s- 
like syndrome [4, 51, oral petechiae, parasthesiae and dysaes- 
thesia [6] and persistent herpes labialis [7]. 

The present report details the features of a patient whose 
first presenting manifestation of myelodysplasia was gingival 
pain and oral ulceration. 

CASE REPORT 
A 62-year-old male was referred with oral ulceration. The 

patient suffered from painful ulceration of the right palatal 
gingivae, right buccal mucosa and right lateral border of 
tongue for the previous 8 weeks. There was no history of 
previous oral ulceration and the ulcers had failed to respond to 

simple measures including 0.29~6 aqueous chlorhexidine glu- 
conate mouth-rinses and triamicinolone in carboxymethylcel- 

lulose paste. 
There were no relevant features in the past medical history, 

and in particular no previous history of gastrointestinal, 
haematological or dermatological disease. The patient was an 
office worker, married, with two children and did not smoke 
tobacco or drink alcohol. 

On examination, the only notable extra-oral feature was 

koilonychia affecting all fingernails but the patient reported 
this to be congenital. Intra-orally there was a deep 1 cm 

diameter ulcer of the palatal gingivae (Fig. 1) with similar 
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Fig. 1. Ulceration of the palatal gingivae. 

Fig. 2. Chronic ulceration of the right buccal mucosa. 
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single ulcers on the right buccal mucosa (Fig. 2) and the right such as Fanconi’s anaemia, Bloom’s syndrome, ataxia telan- 

lateral border of tongue. There were no other notable intra- giectasia and Down’s syndrome in which there are chromoso- 

oral features. ma1 anomalies and an increased risk of acute leukaemia. 

A diagnosis of oral ulceration secondary to haematological 
disease or an inflammatory condition (e.g. syphilis, sarcoido- 
sis) seemed most likely. The oral ulceration was initially 
treated symptomatically with O.l”,, benzydamine hydrochlor- 
ide spray. 

A full blood cell count revealed a pancytopenia (haemoglo- 
bin 10.7 g/l, white blood cell count 1.37 x lo”/1 and platelet 
count 72 x 109/1) with no evidence of circulating myeloblasts. 

Levels of red cell folate, and serum levels of vitamin B12, 
ferritin, hepatic transaminases, alkaline phosphatase, urea, 
sodium and potassium were all within normal limits. VDRL 

was negative. 

The MDS are a group of heterogeneous disorders whose 
classification is based upon morphological features of cells in 
the peripheral blood film and bone marrow biopsy (Table 1) 
[8]. Other disorders which may give rise to similar cellular 
changes including cytotoxic drug therapy [9-l 11, untreated 

megaloblastic anaemia [ 121, HIV-disease [ 131 or paraneoplas- 
tic phenomena, but these are aetiologically distinct from 
MDS. In addition, there are a variety of other morphological 

and functional cellular abnormalities in the bone marrow and 
peripheral blood (Table 2) [ 141. 

The patient was referred for a haematological opinion and 
examination of a bone marrow aspiration which showed the 
marrow to be hypercellular and dysplastic. There was 

dysplastic and megaloblastic erythopoiesis, grossly dysplastic 

myelopoiesis with 29”” myeloblasts, and some of the mega- 
karyocytes were dysplastic with decreased numbers also 

present. No ring sideroblasts were present. The diagnosis was 
thus acute myeloid leukaemia arising from a myelodysplastic 

bone marrow. 

Patients with MDS are usually middle-aged to elderly and 
have symptoms and signs that reflect bone marrow failure- 

that is lethargy, liability to bacterial and fungal infections, 
epistaxis, and easy bruising. Fever without overt infection is 
not infrequent [ 151. Occasional associations include urticaria 

pigmentosa [16], pyoderma gangrenosum [17], relapsing 
polychrondritis [ 181, lymphoid and plasmacytic neoplasms 

1191, non-haematological malignancies [20], autoimmune 

phenomena [21], myelofibrosis [22], Sweet’s syndrome 
(neutrophilic dermatosis) [23], cutaneous vasculitides, neuro- 
pathies and lupoid syndrome. 

Within 2 weeks of diagnosis blast cells appeared in the 

peripheral blood and the patient developed painful enlarged, 
although uninflamed lower anterior gingivae (Fig. 3) which 

failed to respond to various agents prescribed by haematology 

staff, including fluconazole, ciprofloxacin, acyclovir or metro- 
nidazole. The pancytopenia was so extreme that, by 5 weeks 
after diagnosis the patient needed regular blood transfusions. 

He is currently receiving cytotoxic chemotherapy as recent 
bone marrow trephine biopsy indicated that most of the 
myeloid tissue consisted of myeloblasts. The oral ulceration is 

now controlled by chlorhexidine gluconate mouth-rinse. 

There is a significant risk of transformation of MDS to acute 
myeloid leukaemia (AML) particularly in those patients with 

refractory anaemia with excess blasts in transformation 
(RAEBt) (Table l), as in the present patient. However, as a 

result of marrow failure there is significant morbidity and 
mortality even in the absence of transformation to AML. 
Indeed, more than half of the patients with MDS succumb 

within 1 year of diagnosis [lo]. 
MDS probably occurs as a result of the proliferation of a 

genetically unstable clone of haemopoietic stem cells followed 
by the appearance of chromosomal abnormalities in a subclone 

which then gains functional ascendency [24]. Approximately 

40-80”,, of patients with MDS have clonal cytogenetic 
abnormalities of which partial deletion of the long arm of 

chromosome 5 (5q-), trisomy 8 (+8) and monosomy or 
partial deletion of chromosome 7 (-7 or 7q-) are the most 
frequent [25-281. There is no clear association between 

particular cytogenetic abnormalities and specific types of 
MDS, but chromosomal abnormalities are most frequent in 
the RAEB and RAEBt types. Single or multiple abnormalities 

of chromosome 7 or 8, or chromosome abnormality appearing 
in a patient with a previously normal karyotype are poor 

prognostic features. Of patients with MDS, 9-41”,, have 
mutant rus genes, 80”,, occurring in N-ras, 17”,, in K-ras and 
3”, in H-ras [29-331. Mutant rus genes may occur in all types 
of MDS and their presence is associated with earlier leukaemic 
transformation and a shorter survival [29-311. 

DISCUSSION 
The myelodysplastic syndromes (MDS) are characterised 

by hypercellular bone marrow, trilineage dysplasia and 

peripheral pancytopenia [ 11. MDS can anticipate the onset of 
acute leukaemia and thus have been described as primary 
preleukaemias in contrast to secondary preleukaemic disorders 

Fig. 3. Non-inflammatory gingival enlargement associated 
with acute myeloid leukaemia arising from myelodysplasia. 

Therapy of MDS depends on the particular type of MDS 
(Table 1). Patients with MDS types RA and RAS may need 

little therapy other than correction of any underlying haem- 
atinic deficiency or thrombocytopenia and/or neutropenia, 
and the last two groups may only require occasional blood 
transfusion [ 151. Agents such as corticosteroids [34] or 
androgenic steroids [35] are of little value. BCG inoculations 
[36], lithium salts [37], danazol[38], granulocyte-macrophage 
colony-stimulating factor (GM-CSF) [39-441, granulocyte 
colony-stimulating factor [45-471, retinoids [48-521 and 
interferons (53-551 have been used to variable effect. Where 
acute myeloid leukaemia appears, intensive chemotherapy 
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Table 1. French American British (FAB) classi$cation of myelodysplastic syndromes 

Type Blood film Bone marrow biopsy 

Refractory anaemia (RA) 

RA with ring sideroblasts (RAS) 

RA with excess of blasts (RAEB) 

RAEB in transformation (RAEBt) 

Chronic myelomonocytic leukaemia 

(CMML) 

< 1 y,, blasts 

<lqb blasts 

< 596 blasts 

As RAEB but with 596 blasts or with 

Auer rods 

As any of the above, with > 1 x 109/1 

monocytes 

Dysplasia in one or more lineage < 546 blasts 

As RA with ring sideroblasts representing at least 

15Oa erythroblasts 

As RA with 5-209,, blasts 

As RA with 20-3Oq/, blasts or as RAEB with Auer 

rods 

As any of the above plus promonocytes 

Table 2. Morphological and functional abnormalities in myelodysplastic syndromes 

Cell line Blood Bone marrow 

Erythrocytes 

Leukocytes 

Anisocytosis and poikilocytosis; macrocytes, ovalocytes, 

hypochromatic or stippled cells, nucleated red cells 

Enzyme defects, cell surface antigen changes, PNH-like 

lesions, haemoglobin F, acquired HbH 

Nuclear blebs, hyposegmentation (“Pelger” anomaly), 

giant lobes, hypersegmentation, nuclear clumping, 

atypical monocytes 

Nuclear budding, megaloblasts, multinuclear 

erythroblasts, sideroblasts, PAS positivity 

Maturation arrest, atypical blast and mononuclear cells 

(“paramyeloid” cells), abnormal or deficient 

granulation, vacuolation 

Reduced bacteriocidal, chemotactic and phagocytic Reduced myeloperoxidase, chloracetate and alkaline 
activity phosphatase activity 

Giant forms deficient in granules, membrane 

abnormalities 

Giant or micromegakaryocytes 

Abnormal platelet adhesion and aggregation, prolonged 

bleeding time 

may be indicated, but the advanced age of most affected 

patients often renders this inappropriate [15]. Remission is 
often not achieved or is only of short duration. Single agent 

chemotherapy using cytosine arabinoside, hydroxyurea, 
etoposide, mercaptopurine or busulfan may be used [56]. Low 
dose cytosine arabinoside can be of benefit but results are 

unpredictable, and bone marrow hypoplasia can occur [14, 
57-591. Newer therapies such as 5-azacytidine [60] or 5-aza-2’- 
deoxycitidine [61] may cause less bone marrow hypoplasia but 

these agents require further study. 
In young patients with progressive MDS, those with life- 

threatening cytopenia, and those with cytogenetic abnor- 
malities associated with a poor prognosis, bone marrow 

transplantation (BMT) is the treatment of first choice. Over 
4506 can go into remission and remain well for up to 215 
months after BMT [62-671. Relapse after BMT is highest in 
those with the RAEB and RAEBt types of MDS [68]. 

Indicators of poor prognosis include rapid increase in 
marrow blasts, old age, severe anaemia, granulocytopenia and 
thrombocytopenia [69, 701, and where there is abnormal 
localisation of immature precursors (ALIP) in the bone 
marrow intestine [71], complex cytogenetic abnormalities, or 
the development of organomegaly [72]. 

In summary, the oral features of a patient with myelodys- 
plastic syndrome have been described. The patient had oral 
and gingival ulceration as the initial clinical features of the 
RAEBt type of myelodysplatic syndrome and, as acute 

myeloid leukaemia evolved, he also developed gingival pain 

and enlargement. The myelodysplatic disorders are another 
group of haematological malignancies that can give rise to oral 
problems, particularly ulceration. 
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