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ABSTRACT

This is the case of a 35-year-old female diagnosed by medical and psychiatric examinations as suffering from
bipolar affective disorder and food allergy. Evident characteristic included mood swings. Her main complaint was
extensive painful ulcer on the palate and lower lip. Current condition had caused her weight loss. Management
included anamnesis, clinical and laboratory examinations, psychometrics, and referral to a psychiatrist. The dentist
played an important role in identifying recurrent aphthous stomatitis and in the optimal and comprehensive treatment
of the patient through multidisciplinary assessment.
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INTRODUCTION

The oral mucosa can be highly reactive to psychological
influences. Psychological disorders are characterized by
physiological changes that originate, at least in part, from
emotional factor.?

Bipolar affective disorder (BAD) is a mental illness,
with mood swings characterized by episodes of extreme
excitement and depression, including a latency period. This
affects between 1% and 2% of the total population, with the
same prevalence between men and women.! Bipolar disorder
is considered as a form of psychiatric illness that can be
treated after being properly diagnosed through a combination
of pharmacotherapy, psychotherapy, and counseling.?

Recurrent aphthous stomatitis (RAS) is the most
common type of ulcerative disease of the oral mucosa,
affecting 20% of the general population. Etiology is
multifactorial - trauma, stress, hormonal, immunologic,
drugs, etc. Psychological stress was assessed through
questionnaire and results showed RAS patients exhibited
higher stress levels, than the control group during their active
episodes.* RAS also occurs in people who have severe stress
because when stress occurs, the immune system decreases
causing tissue destruction.**®

Studies reveal a correlation, albeit preliminary, between
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coffee, beans, cereals, almonds, strawberries, cheese, tomatoes,
and wheat flour (containing gluten).®

Psychosomatic illnesses are physical illnesses that are
aggravated by psychological factors, in this case recurrent
apthous stomatitis triggered by bipolar affective disorder
with food allergy. It is important to recognize the relationship
between psychological factors and the condition of the
oral cavity while treating oral psychosomatic disorders. An
interdisciplinary approach involving the dentist, psychiatrist,
and oral physician, with a long term follow up, is needed.’

'The aim of this paper is to report on the management of
recurrent aphthous stomatitis triggered by bipolar affective
disorder with food allergy in a 35-year-old female patient in
Dental Hospital Universitas Airlangga Surabaya.

CASE REPORTS

A 35-year-old female patient came to Dental Hospital
Universitas Airlangga Surabaya with a chief complaint
of painful ulcer on the palate and lower lip of one month
duration. The patient claimed that she suddenly felt pain
on the palate and her lip since a month ago. No history of
trauma was elicited. Patient had previously visited a doctor
or health care center to check her condition a year ago when
the same complaint persisted on the palate. At that time she
lost 12 kg due to the painful ulcer which troubled her during
eating: the current condition caused her a weight loss of 2 kg.
A year ago when the same complaint persisted, the doctor
performed a biopsy and the result showed no malignancy.
Patient claimed she had no systemic diseases. The ulcer
appeared regularly on the upper gingiva and lower lip (+
every 2 months), but the most severe in terms of pain and
size, was a year ago and during this current condition. No
remarkable findings on extra-oral examination was found,
whereas the intra-oral examination found ulceration of
the palate and left lower lip, measuring 1.5x1 and 1x2 cm,

yellowish-white and surrounded by a reddish area (Figure
1). The working diagnosis for this case was major recurrent
aphthous stomatitis with a differential diagnosis of Behcet
Syndrome. Patient signed an informed consent and agreed to
get treatment from our dental hospital. Symptomatic therapy
consisted of mouthwash with chlorine dioxide was done.
Patient was referred for blood tests.

Patient visited five days later and reported that
the ulcer was less painful, except during meals. Patient
reported to have used the medication regularly. No disorder
on extra-oral examination was found. In the intra-oral
examination, the clinical appearance was the same as in
the previous visit so that we ruled out Behcet Syndrome
as differential diagnosis. Blood tests showed normal level
of hemoglobin Alc (HbAlc), low levels of hemoglobin,
lymphocyte, and aspartate transaminase (AST) and high
levels of eosinophil, monocyte, neutrophil, erythrocyte
sedimentation rate, alanine transaminase (ALT"), blood urea
nitrogen (BUN), creatinine and Imunoglobulin E (IgE).
Previous symptomatic therapy was stopped and changed
with a new prescription triamcinolone acetonide 0.1% in
orabase paste because the patient complained that pain was
still present when eating. The working diagnosis of this case
was changed to allergic stomatitis. Previous symptomatic
therapy was continued and the patient was referred to an
Ear, Nose and Throat (ENT) specialist for a Prick test.

Patient came back sixteen days since the first visit. Based
from the prick test results, the patient received loratadine
prescription from the ENT specialist. The patient reported
that the pain had diminished and that the drug had been
used as prescribed. The patient complained that her right
cheek appeared swollen, and that new ulcerations developed
in the right buccal mucosa and ventral tongue. Patient had
been advised to avoid foods that are likely to be allergens
according to the results of the prick test. Prick test result
showed positive result for dust, dog and cat feather, kapok,

Figure 1. Ulcer on the palate and labial mucosa, 1.5x1 cm and 1x2 cm, white
surrounded by erythematous area, with clear border, irregular, painful.
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Figure 2. Ulcer on the labial mucosa heal, leaving ulcer on the palate, buccal mucosa and ventral tongue
0.5x1.5 cm, 1.5x1.5 cm and @2 mm, white surrounded by erythematous area, clear border, irregular, painful.

beef, and duck white egg yolk. Even though patient had
avoided foods that were likely to be allergens, new ulcers
were still observed (Figure 2).

On follow up visit, patient reported to have consumed
food that were allergenic according to the prick test results.
The patient related to us while crying that she had a lot
of thoughts and had family problems. Based on this, the
questionnaire Depression Anxiety Stress Scales 42 (DASS
42) was filled out. There were no complaints of new ulcers.
DASS results showed depression score of 17 (moderate),
anxiety score of 18 (severe), and stress score of 27 (severe). On
objective examination, ulcerations of the palate were still seen
but were smaller in size, and facial asymmetry and ulceration
in the right buccal mucosa and ventral tongue persisted.
The working diagnosis of this case was major recurrent
aphthous stomatitis with psychological stress and allergies.
Previous symptomatic therapy was continued. Referral to
psychiatric specialists for counseling was made.

During follow up visit at thirty nine to ninety six days
since the first visit, patient was able to take a nap, and felt
relax after the counselling session with the psychiatrist and
having consumed the medication prescribed by psychiatrist.
A new ulcer on the tongue was observed. Patient was
diagnosed to have bipolar affective disorder according to
ICD10 criteria (F31.3), current episode mild or moderate
depression with marriage problem and was prescribed
fluoxetine, clobazam, and risperidone. On objective
examination days after the psychiatric session, ulcerations of
the palate and the buccal mucosa were still present but were
decreased in size, and facial asymmetry had decreased (with
decreased facial swelling),buta new ulceration on dorsal tongue
was seen (Figure 3). Follow-up to psychiatry and continued
taking medication from psychiatry department were advised.
Extra-oral and intra-oral objective examination appeared
normal during the patient’s last consultation at ninety six
days since the first visit (Figure 4).

VOL.53 NO. 6 2019

ACTA MEDICA PHILIPPINA 535



Management of Stomatitis in Bipolar Patient with Allergy

Figure 3. Ulcer on the palate, buccal mucosa and ventral tongue 1x1 cm, 1x1 cm and 1x2 mm,
white surrounded by erythematous area, clear border, irregular, painful.

Figure 4. Ulcer heals.

DISCUSSION

One factor described to be potentially associated with
exacerbation of recurrent aphthous stomatitis (RAS) is stress.
According to some authors, stress is more likely to trigger
episodes and recurrences rather than affect the duration.
Furthermore, stress is considered one of the causes of RAS.*1°

Stress can be psychological stress and physical stress;
this patient presented mainly with psychological stress,
with additional physical stress."" Stressors often occur from
interactions with family, school environment or workplace.
Stress can be characterized by an imbalance between the
body's needs and the body's capacity to deal with a stressor,
as in this case of a 35-year-old woman who led a daily life

as a catering entrepreneur and was responsible as a single
family income provider as the husband did not have a steady
income, on top of marital problems since 10 years ago.’
Based on the duration and intensity of the stress experienced,
the patient had repeated chronic stress.

Instruments for measuring stress levels, which use
questionnaires, include the Depression Anxiety and Stress
Scale-42 (DASS-42), which has admirable psychometric
properties, and has been found to be reliable and valid among
tested populations.'*!

Persistent anxiety problems cause changes in the HPA
axis thereby increasing cortisol levels.” Studies show
that long-term stress is associated with changes in brain
structure and function, causing dysregulation in the body's
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responsive stress system by providing adequate cortisone
protection. When stress becomes chronic, there are more
immune reactions in the body in the form of hypersensitivity
which further lead to more leukocyte recruitment at
the antigen contact site and a worsening inflammatory
response. In this way, the effects of stress on the endocrine
system cause modulation of the immune system eventually
leading to the development of psychosomatic disorders.
The interaction between the sympathetic nervous system
and the immune system during periods of stress causes
vasodilation in the peripheral area. Furthermore, it causes
an increase in the migration of dendritic cells as part of a
hypersensitivity reaction.

In the humoral response, the level of salivary IgA in
patients with RAS shows an increase in the acute period
and decreases in the period of regression and healing. In
addition to IgA, there is an increase in IgG and IgM levels.
These changes can lead to pathological conditions in the
mucosal epithelial cells of the oral cavity, so that epithelial
cells are more sensitive to stimulation.'

Many reported allergic incidents due to the severity
of stress. High eosinophil results were found which lasted
longer in responding to allergies.” This is in accordance with
complete blood examination results that show an increase
in eosinophil count. An increase in eosinophils is a sign of
an allergic reaction.”

After a complete peripheral blood examination, it
was found that eosinophil and IgE were increased and the
patient was referred for skin prick test. The results obtained
were allergens from house dust, dog hair, cat fur, beef, duck
egg white, and kapok. Based on the patient exposure, the
allergy was due to beef.

Red meat allergy is a tick-associated hypersensitivity
reaction. This disease is caused by IgE-mediated responses
directed against galactose-a-1,3- galactose (a-gal), a
carbohydrate produced by all mammals except humans and
some nonhuman primates and that is also found in tick saliva.
'The unusually long delay in symptom onset (mean time 7.1
years), nonspecific symptoms, and uncertain prevalence of
red meat allergy can make this diagnosis challenging.'®"?

Clinically the occurrence of stomatitis is a consequence
of the destruction of the epithelium due to eosinophil
degranulation. In type 1 hypersensitivity reactions, the
number of eosinophils increases due to stimulation of IL-5
cytokines and eotaxins released by histamine. Eosinophils
which infiltrate the tissues increase and undergo cytolytic
processes which release toxic proteins such as Major Basic
Protein (MBP), Eosinophil Cationic Protein (ECP) and
Eosinophil-Derived Neurotoxin (EDN). This granular
protein is highly toxic to tissues and can cause damage
to epithelial cells. So that the degranulation process of
eosinophils has a role in the mechanism of ulcer formation
in the mucosa. In addition to toxic proteins, eosinophils also
produce pro-inflammatory cytokines such as TNF-a which
also play arolein tissue damage. In recent studies, eosinophils
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can also interact with fibroblasts and endothelial cells by
inhibiting the synthesis of Transforming Growth Factor
(TGF) o and P thereby slowing the ulcer healing process.?**

This patient was diagnosed to have affective bipolar
disorder with somatic symptom by a psychiatrist based on
the consideration that the patient had changes in mood
characterized by episodes of extreme excitement and
depression, among which there was a latency period.

Based on the history, clinical examination, and
laboratory tests, the final diagnosis in this case was Major
Type Recurrent Aphthous Stomatitis in Affective Bipolar
Patient accompanied by food allergy. This is based on the
consideration that in these patients even after avoiding
allergens new ulcers still arise, leading to the main etiological
possibility of psychological stress which can alter the
immune system and body tissues including increasing the
risk of allergies and reducing mucosal resistance.

Therapy given to the patient was a topical steroid
preparation containing triamnicolone acetonide which is
a medium-potential, intermediate-acting corticosteroid.
The administration of triamcinolone acetonide was to
suppress the inflammatory process and accelerate the
process of healing lesions.?*? Before the prick test, steroid-
containing drugs were stopped and replaced with topical
anti-inflammatory drugs given to patients containing
chlorine dioxide which has the ability as an antiseptic and
for epithelial regeneration.”® After a firm diagnosis due to
allergic involvement, the patient received a prescription for
loratadine tablets from an ENT specialist. Loratadine role
was as an antihistaminic.?’

In addition, the patient was prescribed medication
by psychiatrist which were fluoxetine, clobazam, and
risperidone. Fluoxetine is a selective serotonin reuptake
inhibitor (SSRI) antidepressant drug used to treat depression,
obsessive compulsive disorder (OCD), bulimia, and panic
attacks.”® Risperidone is a medication for schizophrenia,
bipolar disorder, depression, and irritability associated
with autism. Risperidone is a second generation atypical
antipsychotic used to treat schizophrenia and bipolar
disorder.?” Clobazam belongs to the anticonvulsant group
and is used to treat epilepsy and seizures.*

According to the literature, the prognosis for BAD is
considered relatively favorable. During the dental treatment,
the mood swings and recurrent episodes of depression, which
is characteristic of the disorder, was evident in this patient
and contributed to increase her anxiety and recurrence of
somatic symptom, in this case intra-oral ulcer formation.
The dentist accounted for identifying the factors causing
anxiety and fear and implemented different strategies of
management of behavior to minimize them.!

CONCLUSION

Treatment of a BAD patient requires extra care with
psychosocial intervention. Long-term care is needed to
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establish greater connections between the dentist and
the patient. Strategies must be developed to continuously
motivate patients.

RAS is an inflammation of the oral cavity that often
occurs. RAS can be triggered by several factors, one of which
is psychological stress which can change the immune system
and body tissues including increased risk of allergies and
reduced mucosal resistance. Elimination of trigger factors
is the main therapy for RAS to prevent recurrence and
reduce frequency.
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