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Abstract: 

Aphthous ulcers are one of the most common diseases of the oral mucosa, affecting approximately 20 

percent of the population. Their size can vary from very small, pinhead-sized, to 1 centimeter, and rarely 

giant aphthae of 2-3 centimeters can develop. 
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Aphthae, known in Latin as aphthous stomatitis, are painful, superficial epithelial ulcerations surrounded 

by an inflammatory halo. They primarily occur in the oral cavity, affecting the mucous membranes of the 

cheeks, lips, palate, tongue, and pharynx. Although the exact cause remains unclear, aphthae are believed 

to result from a T-lymphocyte-mediated immune response to a variety of factors. These include genetic 

predisposition, hematological and immunological disorders, local trauma, smoking, vitamin deficiencies, 

hormonal changes, allergies, gastrointestinal conditions, infections (viral or bacterial), autoimmune 

responses, and psychological stress. (Fig 1A). 

Aphthae typically range in size from 2–3 mm to 2–3 cm, though variations are possible. They are covered 

by a removable fibrinous pseudomembrane and tend to recur spontaneously. The classical adage holds true: 

“With treatment, they heal in seven days; without treatment, they last one week.” Ulcers occur periodically 

and fully heal between episodes. Most cases last 7–10 days, recurring 3–6 times a year. They are usually 

located on non-keratinized mucosa (excluding the attached gingiva, hard palate, and dorsum of the tongue), 

though severe cases may involve keratinized tissue. Symptoms range from mild discomfort to severe pain 

that impairs eating and drinking, occasionally leading to weight loss and general fatigue due to poor 

nutrition. 

Aphthae are quite common, affecting around 20% of the population. Onset typically occurs in childhood or 

adolescence and often persists for years before gradually diminishing. There is no definitive cure; treatment 

focuses on pain relief, reducing healing time, and minimizing recurrence. Lesions appear suddenly, often as 

painful, non-bleeding ulcers, especially during meals. Fever is rare, and the condition rarely causes 

complications. Its presentation resembles herpes but affects the inner mucosa and lacks external blistering. 
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The earliest recorded descriptions of aphthae can be traced back to Hippocrates (460–370 BCE) (1). 

Although not described in modern terms, the phenomenon was named from the Ancient Greek word ἄφθα 

(áphtha, meaning “mouth ulcer”). The term aphtha (plural: aphthae) was used to describe a range of oral 

conditions—including ulcers, inflammations, abscesses, and tumors—seen in the epiglottis, mouth, tongue, 

palate, uvula, and sublingual areas. These early accounts included detailed observations of symptoms, 

causes, disease progression, and treatment approaches. Hippocrates even described a condition resembling 

Behçet’s disease (previously referred to as Adamantiades disease in his work Epidemion, noting endemic 

fevers accompanied by mouth ulcers and aphthae. (2) 

Traditional Chinese medicine also recognized aphthae, recommending heat-clearing and nourishing 

therapies for treatment. (3)  

In the microbiological era, the first modern clinical description of aphthous stomatitis appeared in 1898 by 

Polish-German surgeon Johann Anton Freiherr von Mikulicz-Radecki (1850–1905) (Fig. 2), a notable 

student of Viennese surgical pioneer Theodor Billroth. Billroth demanded antisepsis, asepsis, cleanliness of 

wounds, absence or minimizing of surgical site inflammation during surgery. Among the significant medical 

discoveries of von Mikulicz was what became known as Mikulicz’s aphtha: a chronically recurrent lesion 

characterized by loose fibrous connective tissue covered by nonkeratinizing epithelium. This was 

documented in collaboration with his colleague Wilhelm Kümmel.(4) Today, "Mikulicz disease" is 

considered a subtype of IgG4-related disease, usually affecting multiple organs and now viewed separately 

from aphthous ulcers. 

In 1911, American dermatologist Richard Lightburn Sutton (1878–1952) first described recurrent aphthous 

stomatitis (RAS), also known as Sutton disease II or periadenitis mucosae necroticae recurrens. (5) This 

condition features recurring, painful oral ulcers of varying size and uncertain origin, likely tied to abnormal 

immune responses to oral flora. (Fig 1B). 

In 1937, Turkish dermatologist Hulusi Behçet (1889–1948) reported a patient with a seven-year history of 

recurrent oral ulcers, genital lesions, and ocular inflammation—leading to the identification of Behçet’s 

disease (BD), a chronic autoimmune condition with multi-organ involvement. BD typically manifests with 

oral and genital ulcers, eye inflammation, and skin rashes. (5) 

Aphthous ulcers are more prevalent in populations along the historical Silk Road. Although often considered 

immune-mediated, RAS does not exhibit the typical associations of autoimmune disease. MAGIC syndrome 

(Mouth and Genital Ulcers with Inflamed Cartilage) is considered a variant of Behçet’s, featuring genital 

and cartilage involvement. (6) 

In 1961, British researcher B.E. Cooke published articles describing stomatitis aphthae recurrens 

herpetiformis, a variant of RAS.(7)  Finally, in 1980, the World Health Organization (WHO) introduced a 

classification system for aphthous ulcers based on size and presentation: 

 Minor aphthous ulcers 

 Major aphthous ulcers 

 Herpetiform ulcers 
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Figure 1A. Aphtous ulcer of the lower vestible.  1B.  Sutton-aphtae 
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Figure 2. Jan Mikulitz-Radecki 
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