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Recurrent Aphthous Stomatitis
definition

Recurent Aphthous Stomatitis

«* the most common ulcerative
disease of the oral mucosa

< painful round shallow
ulcers with well-defined
erythematous margin and
yellowish-gray
pseudomembranous center

Al-Omiri MK, Karasneh J, Alhijawi MM, Zwiri AM, Scully C, Lynch E. Recurrent aphthous stomatitis (RAS): a preliminary within-
subject study of quality of life, oral health impacts and personality profiles. J Oral Pathol Med. 2015 Apr;44(4):278-83.




Recurrent Aphthous Stomatitis
Signs and symptoms

Recurent Aphthous Stomatitis

** a characteristic prodromal
burning sensation that lasts
from 2 to 48 hours before
an ulcer appears

«* healthy individuals

* typically located on the
buccal and labial mucosa
and tongue

< Invelvement of the heavily
keratinized mucosa of the
palate and gingiva is less
common.

Huling LB, Baccaglini L, Choquette L, Feinn RS, Lalla RV. Effect of stressful life events on the onset and duration of recurrent aphthous

stomatitis. J Oral Pathol Med. Feb; 2012 41(2):149-152.
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Recurrent Aphthous Stomatitis
Differential diagnosis

Recurent Aphthous
Stomatitis

< Behcet’s disease

«* Cyclic neutropenia

** Recurring intraoral
herpes infections

> HIV-related oral ulcers

** Crohn’s disease

» Ulcerative colitis

Scully C, Gorsky M, Lozada-Nur F. The diagnosis and management of recurrent aphthous stomatitis: a consensus approach.
J Am Dent Assoc. Feb; 2003 134(2):200-207.
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Recurrent Aphthous Stomatitis
causative agents

local factors:
trauma

microbial factors

nutritional factors:
deficiency of folate
B-complex vitamins

immunologic factors

psychosocial stress

allergy to dietary

constituents

Akintoye SO, Greenberg MS. Recurrent aphthous stomatitis. Dent Clin North Am.
2014 Apr:;58(2):281-97.
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Recurrent Aphthous Stomatitis

Classification

%

Herpetiform
ulcers

Belenguer-Guallar I, Jiménez-Soriano Y, Claramunt-Lozano A. Treatment of recurrent aphthous stomatitis. A literature review.

J Clin Exp Dent. 2014 Apr 1;6(2):e168-74.






Recurrent Aphthous Stomatitis
epidemiology

¢ General population
20%

** Most females (57,2%)
than males (48,3%)

+«* Children 39%

** Peak 10-19 years

Sheikh S, Gupta D, Pallagatti S, Singla I, Gupta R, Goel V. Role of topical drugs in treatment of oral mucosal diseases. A literature
review. N Y State Dent J. 2013 Nov;79(6):58-64. Review.




Recurrent Aphthous Stomatitis

predisposing etiologic factors

Etiologyc factors:
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Baccaglini L, Lalla RV, Bruce AJ, Sartori-Valinotti JC, Latortue MC, Carrozzo M, et al.
Urban legends:recurrent aphthous stomatitis. Oral Dis. 2011;17:755-70.



Recurrent Aphthous Stomatitis

predisposing etiologic factors: local

Etiologic factors: local
* Local trauma
< Negative association with
smoking
** Changes in salivary
composition:
Ph
Cortisol stress-
induced
< Xerostomia:
increased symptoms

Chavan M, Jain H, Diwan N, Khedkar S, Shete A, Durkar S. Recurrent aphthous stomatitis:a review.
J Oral Pathol Med. 2012;41:577- 83.




Recurrent Aphthous Stomatitis

predisposing etiologic factors: microbial

Etiologic factors: microbial

< Negative association with:
HSV
VZV
CMV
EBV
HP

Streptococcis sanguis

Preeti L, Magesh KT, Rajkumar K, Karthik R. Recurrent aphthous stomatitis. J Oral Maxillofac Pathol. 2011;15:252-6.






Recurrent Aphthous Stomatitis

predisposing etiologic factors:
underlying medical diseases

Etiologic factors:
underlying medical
diseases

** Behget’s syndrome

** Crohn’s disease

% Celiac disease
HIV-positive
Cyclic neutropenia
PFAPA

Eguia-del Valle A, Martinez-Conde-Llamosas R, Lopez-Vicente J, Uribarri-Etxebarria A, Aguirre-Urizar JM. Salivary levels of Tumour
Necrosis Factor-alpha in patients with recurrent aphthous stomatitis. Med Oral Patol Oral Cir Bucal. 2011;16:e33-6.




Recurrent Aphthous Stomatitis

predisposing etiologic factors:
hereditary and genetic factors

Etiologic factors: ereditary
and genetic factors

“* Susceptibility to RAS is
significantly increased by
its presence in one or both
parents. Studies of
identical twins have also
demonstrated the
hereditary nature of this
disorder

Scully C, Porter S. Oral mucosal disease:recurrent aphthous stomatitis. Br J Oral Maxillofac Surg. 2008;46:198-206.



Recurrent Aphthous Stomatitis
predisposing etiologic factors: allergic factors

Etiologic factors:
allergic factors

No evidence of hypersensitivity

certain foods (milk, cheese,
wheat)

oral microbes

( Streptococcus sanguis)
microbial heat shock protein
nickel-based orthodontic
appliances

sodium lauryl sulfate
(toothpaste)

)
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Liang MW, Neoh CY. Oral aphthosis: management gaps and recent advances. Ann Acad Med Singapore. 2012;41:463-70.



Recurrent Aphthous Stomatitis

predisposing etiologic factors: nutritional factors

Etiologic factors:
nutritional factors

Association of a subset of 5% to
10% of RAS patients with low serum
levels of:

X/

s Iron

K/

** Folate

s Zinc

+ Vitamins B1, B2, B6 and B12
(secondary to other diseases
such as malabsorption
syndrome or gluten sensitivity
associated with or without

enteropathy)

Hematologic screening of RAS
is appropriate

Lalla RV, Choquette LE, Feinn RS, Zawistowski H, Latortue MC, Kelly ET, et al. Multivitamin therapy for recurrent aphthous

stomatitis:a randomized, double-masked, placebo-controlled trial. J Am Dent Assoc. 2012;143:370-6.



Recurrent Aphthous Stomatitis

predisposing etiologic factors: psychological stress

Etiologic factors:
Psychological stress

Stress and psychological
imbalance have been associated
with RAS

In women, appearance of RAS
may coincide with menses

Stress of academic load may be
the precipitating factor for the
higher prevalence of RAS in
professional school students

Elad S, Epstein JB, von Biiltzingslowen I, Drucker S, Tzach R, Y rom N. Topical immunomodulators for management of oral mucosal
conditions, a systematic review;Part II:miscellaneous agents. Expert Opin Emerg Drugs. 2011;16:183-202.




Recurrent Aphthous Stomatitis

predisposing etiologic factors: other factors

Etiologic factors:
Other factors

Significant association
with:

+* Nonsteroidal anti-
inflammatory drugs

+* Beta-blockers
+* Vasodilatator

¢ Immunosuppressor

Jurge S, Kuffer R, Scully C, Porter SR: Mucosal disease series. Number VI. Recurrent aphthous stomatitis. Oral Dis 2006, 12:1-21
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Recurrent Aphthous Stomatitis
Clinical manifestation and pathogenesis

Clinical manifestation
and pathogeneis

¢ prodromal burning
sensations that last
from 2 to 48 hours
before an ulcer appears.

Ulcers are round with
well-defined
erythematous margins
and a shallow ulcerated
center covered with
yellowish-gray
fibrinous

pseudomembrane.

Brocklehurst P, Tickle M, Glenny AM, Lewis MA, Pemberton MN, Taylor J, et al. Systemic interventions for recurrent aphthous
stomatitis (mouth ulcers). Cochrane Database Syst Rev. 2012;9:CD005411.




Recurrent Aphthous Stomatitis

Clinical manifestation and pathogenesis

Clinical manifestation
and pathogeneis

The onset of a RAS
lesion is associated with
cell-mediated immune
response, generation of

T cells and production
of TNF-a

Baccaglini L, Lalla RV, Bruce AJ, Sartori-Valinotti JC, Latortue MC, Carrozzo M, et al.
Urban legends:recurrent aphthous stomatitis. Oral Dis. 2011;17:755-70.




Recurrent Aphthous Stomatitis

Clinical manifestation and pathogenesis

Clinical manifestation
and pathogeneis

Consequently, TNF-a-
mediated endothelial
cell adhesion and
neutrophil chemotaxis
initiate the cascade of
inflammatory processes
that lead to ulceration.

Preeti L, Magesh KT, Rajkumar K, Karthik R. Recurrent aphthous stomatitis. J Oral Maxillofac Pathol. 2011;15:252-6.
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Recurrent Aphthous Stomatitis

Management

The proper treatment of
RAS depends on the
severity of symptoms,
frequency, size, and
number of the ulcers

Chavan M, Jain H, Diwan N, Khedkar S, Shete A, Durkar S. Recurrent aphthous stomatitis:a review.
J Oral Pathol Med. 2012;41:577- 83.




Recurrent Aphthous Stomatitis

Management

Topical therapy

¢ Zilactin

Orabase

Diclofenac
Amlexanox paste
Magic mouth wash
Topical steroids
Topical tetraclicline
mouth wash

Topical penicilline G
troches

e

%

/ / / ) )
0’0 0’0 0’0 0’0 0’0

Zhou Y, Chen Q, Meng W, Jiang L, Wang Z, Liu J, et al. Evaluation of penicillin G potassium troches in the treatment of minor
recurrent aphthous ulceration in a Chinese cohort:a randomized, double-blinded, placebo and no-treatment-controlled, multicenter
clinical trial. Oral Surg Oral Med Oral Pathol Oral Radiol Endod. 2010;109:561-6.




Recurrent Aphthous Stomatitis

Management

Table 1. Local pharmacological treatments,

LOCAL PHARMACOLOGICAL TREATMENTS

| Antiseptics, anti-inflammatory and analgesics (chlorhexidine mouthwash or gel 3 0.2% v/ d; triclosan gel 3 v/ d; topical diclofenac
3%; ointment amlexanox 3% 2-4 v/ d).

2. Antibiotics (doxycycline gel at low doses).

3.Topical corticosteroids (triameinolone acetonide 0.05-0.5% 3-10 v/ d, fluocinolone acetonide 0.025 to 0.03% 3.10 v/ d; Clobetasol
Propionate 0.025%).

4 Hyaluronic acid (0.2% gel 2 v/ d two weeks).
3. Topical anesthetics (topical lidocaine 2% spray or gel).

6.0ther: Laser, natural substances ... (Nd: YAG, myrtle, quercetin, rosa damascena).

(v/d= times a day)

Belenguer-Guallar I, Jiménez-Soriano Y, Claramunt-Lozano A.
Treatment of recurrent aphthous stomatitis. A literature review.
J Clin Exp Dent. 2014 Apr 1;6(2):e168-74. doi: 10.4317/jced.51401. eCollection 2014.
¢




Recurrent Aphthous Stomatitis
Management

Sistemic therapy

Sistemic Prednisone
Pentoxifylline (PTX)
Colchicine (0.6 — 1.2
mg/day)

Dapsone
Thalidomide
Azathioprine
Etanercept

4

/

*

e

*

e

*

e

*

Brocklehurst P, Tickle M, Glenny AM, Lewis MA, Pemberton MN, Taylor J, et al. Systemic interventions for recurrent aphthous
stomatitis (mouth ulcers). Cochrane Database Syst Rev. 2012;9:CD005411.




Recurrent Aphthous Stomatitis

Management

Table 2. Systemic pharmacological treatments.

SYSTEMIC PHARMACOLOGICAL TREATMENTS
1. Antibiotics (penicillin G potassium, 50 mg pills 4 v/ d 4 days).
2.Corticosteroids (initial dose of oral prednisone 25 mg / day and stepwise dose reduction for 2 months).
3.Colchicine (0.5 mg / day 7 days, 1 mg / day 7 days and a maintenance dose of 1.5 mg / day).
4.Dapsone (25 mg / day 3 days, 50 mg / day 3 days, 75 mg / day 3 days and a maintenance dose of 100 mg / day).
3.Clofazimine (100 mg daily for 6 months).
6.Pentoxifylline (400 mg 3 v/ d for one month).

7.Zinc sulphate (150 mg / d).
8. Immunomodulating: thalidomide (50-100 mg per day), levamisole (150 mg three times a week during 6 months).

9.Homeopathic substances (mercurius solubilis, Natrum muriaticum, phosphorus, sulfuric acid, nitric acid ... 100 ml of water orally
every 12 hours for 6 days).

(v/d= times a day)
S ————————————

Belenguer-Guallar I, Jiménez-Soriano Y, Claramunt-Lozano A.
Treatment of recurrent aphthous stomatitis. A literature review.
J Clin Exp Dent. 2014 Apr 1;6(2):e168-74. doi: 10.4317/jced.51401. eCollection 2014.



Recurrent Aphthous Stomatitis

New therapeutical approach

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An Alternative Approach for the Treatment of Major Aphthosis: Case Report.
J Interdiscipl Med Dent Sci 2014, 2:5




Recurrent Aphthous Stomatitis
New therapeutical approach

Group A Group B Total

female 16 14-1 30-1
male 14 16-2 30-2
Mean age 21,6 20,73 57

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An Alternative Approach for the Treatment of Major Aphthosis: Case Report.

J Interdiscipl Med Dent Sci 2014, 2:5
__________________________________________________________________________________________________________________________________________________________________________4




Recurrent Aphthous Stomatitis

New therapeutical approach

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An Alternative Approach for the Treatment of Major Aphthosis: Case Report.
J Interdiscipl Med Dent Sci 2014, 2:5




Recurrent Aphthous Stomatitis

New therapeutical approach

Differences in mean VAS score in Group A

Time interval Mean SD Difference % reduction
VAS from baseline from BL

Pretreatment 7.867

day 1 6.5 -17.38% P<0.001

day 2 . -34.32% P<0.001

day 3 . -49.57% P<0.001

day 4 -63.56% P<0.001

day 5 . -82.62% P<0.001

day 6 -95.75% P<0.001

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An alternative approach for the Treatment of Major Aphthosis: Case Report.
J Interdiscipl Med Dent Sci 2014, 2:5
_ 4




Recurrent Aphthous Stomatitis

New therapeutical approach

Differences in mean VAS score in Group B

Time interval Mean SD Difference % reduction
VAS from baseline from BL

Pretreatment 7.926

day 1 6.852 P<0.001

day 2 5.704 P<0.001

day 3 4,741 P<0.001

day 4 3.667 P<0.001

day 5 2.222 P<0.001

day 6 1.333 P<0.001

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An alternative approach for the Treatment of Major Aphthosis: Case Report.

J Interdiscipl Med Dent Sci 2014, 2:5
__________________________________________________________________________________________________________________________________________________________________________4




Recurrent Aphthous Stomatitis
New therapeutical approach

B Group A B GouB

Mean VAS
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Time interval

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An Alternative Approach for the Treatment of Major Aphthosis: Case Report.
J Interdiscipl Med Dent Sci 2014, 2:5




Recurrent Aphthous Stomatitis
New therapeutical approach

Nardi GM, Grassi R, Lauritano D, Petruzzi M. An alternative approach for the Treatment of Major Aphthosis: Case Report.

J Interdiscipl Med Dent Sci 2014, 2:5
__________________________________________________________________________________________________________________________________________________________________________4




Recurrent Aphthous Stomatitis

New therapeutical approach
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Rhodus NL, Bereuter J: An evaluation of a chemical cautery agent and an anti-inflammatory ointment for the treatment of recurrent
aphthous stomatitis: a pilot study. Quintessence Int 1998, 29:769-73.




*Se ho visto lontano
¢ perche stavo sulle spalle dei giganti”
Isaac Newton
1642-1727




