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RESUMO

A sindrome da ardéncia bucal (SAB) é uma doenga de etiopatogenia
desconhecida, caracterizada pela sensag¢ao de queimagao e ardéncia na mucosa
bucal, que se apresenta clinicamente normal. Farmacos antidepressivos,
benzodiazepinicos e antipsicoticos sdo as opgdes terapéuticas mais utilizadas no
tratamento da SAB. Estudos tém demonstrado que o fitoterapico Catuama®,
composto por quatro extratos de plantas medicinais (Paullinia cupana, Trichilia
catigua, Zingiber officinalis e Ptychopetalum olacoides), possui agao
vasorelaxante, antinociceptiva e antidepressiva. Este estudo clinico, randomizado,
duplo-cego, placebo-controlado objetivou avaliar clinicamente, por meio de escala
visual numérica (EVN) e escala de faces (EF), o efeito do uso sistémico da
Catuama® na sintomatologia da SAB. A amostra foi constituida por 72 pacientes
com a doenga, que foram distribuidos aleatoriamente em grupos experimental
(n=38) e controle (n=34). Foram incluidos pacientes com idade minima de 40
anos que relatassem sintomas de ardéncia, queimacao ou dor na mucosa bucal,
com no minimo seis meses de duracdo e sem lesdes bucais ao exame fisico.
Excluiram-se individuos que estivessem utilizando farmacos antidepressivos,
ansioliticos ou anticonvulsivantes, pacientes com hipossalivagao, alteracdes no
hemograma, nas concentragbes séricas de glicose, ferro, acido félico e vitamina
Bi2. Os pacientes foram orientados a ingerir duas capsulas ao dia, antes do
almoco e do jantar, durante oito semanas e foram reavaliados apés 4, 8 e 12
semanas do inicio do experimento. Sessenta individuos concluiram o estudo.
Embora ambos os grupos tenham demonstrado redugdo da sintomatologia, a
melhora obtida pelo grupo experimental foi significativamente superior a do grupo-
controle apods 4 (EF, p=0.010) e 8 (EVN, p=0.003; EF, p<0.001) semanas de uso
da Catuama®. Apos 12 semanas de acompanhamento, isto €, 30 dias apds o
término do tratamento, os pacientes com a sindrome apresentaram redugao de
51,3% na sintomatologia, enquanto no grupo-controle este valor foi de 18,8%
(EVN, p=0.001). Baseados nos achados do presente estudo, conclui-se que a
administracao sistémica da Catuama® reduz os sintomas da SAB e pode ser uma
alternativa terapéutica, com menos efeitos adversos quando comparada as

drogas comumente utilizadas no tratamento dessa doenga.



Palavras-chave: Sindrome da Ardéncia Bucal. Fitoterapia. Terapéutica
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ABSTRACT

Burning mouth syndrome (BMS) is a disease of unknown etiopathogenesis,
characterized by a burning sensation on the oral mucosa, which appears clinically
normal. Antidepressants, benzodiazepines and antipsychotics are the options
most taken in the treatment of BMS. Studies have demonstrated that the herbal
product Catuama® composed of four extracts of medicinal plants (Paullinia
cupana, Trichilia catigua, Zingiber officinalis and Ptychopetalum olacoides), has
vasorelaxant, antinociceptive and antidepressant actions. This randomized,
double-blind, placebo-controlled clinical study aimed at evaluating the effect of the
systemic use of Catuama® on the symptoms of BMS throught faces scale (FS) and
visual numeric scale (VNS). Seventy-two patients with a diagnosis of BMS were
randomly distributed into test (n=38) and control (n=34) groups. The study
included patients with a minimal age of 40 years old who reported symptoms of
burning or pain in the oral mucosa, with at least six months, and who presented
with a clinically normal mucosa. Individuals who were taking antidepressants,
anxiolytics or anticonvulsants drugs; patients who showed hyposalivation,
alterations in hemogram, serum levels of glucose, iron, folic acid and vitamin B,
were excluded. Patients were instructed to take two capsules each day for eight
weeks and they were reassessed after 4, 8 and 12 weeks. Sixty subjects
completed the study. Although both groups demonstrated a reduction in
symptoms, the improvement seen in the test group was significantly higher than in
the control group after 4 (FS, p=0.010) and 8 (VNS, p=0.03; FS, p=0<0.001)
weeks of treatment. Four weeks after the end of treatment, the patients maintained
a mean percentage of symptom reduction at 51.3%, while in the control group the
reduction in symptoms was 18.8% (VNS, p=0.001). Based on the protocol
employed, the systemic administration of Catuama® reduces the symptoms of the
disease and can be a novel therapeutic strategy, with less side effects, when

compared to drugs commonly utilized in the treatment of BMS.

Keywords: Burning mouth syndrome. Phytotherapy. Therapeutics.
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1 INTRODUGAO

A sindrome da ardéncia bucal (SAB) é€ uma doenga complexa
caracterizada pela sensacdo de queimacéao, ardéncia, dor ou prurido na mucosa
bucal que se apresenta normal ao exame fisico. Sua prevaléncia na populagao
mundial é de 0,7% a 4,6%. Esta variabilidade deve-se a auséncia de critérios
diagnodsticos definidos e ao fato de poucos estudos compararem amostras de
pacientes que representem toda a populagéo.1 A doencga possui predilecido por
pacientes do sexo feminino, de meia-idade e idade avancada.? A sintomatologia
manifesta-se espontaneamente e acomete com maior frequéncia os dois tercos
anteriores da lingua, o palato duro e a mucosa labial. A intensidade dos sintomas
€ variavel, enquanto alguns pacientes queixam-se de ardor leve, outros referem
dor insuportavel.®*

Embora muitos estudos investiguem diferentes aspectos da SAB, sua
etiopatogenia permanece desconhecida. Uma origem multifatorial, com
envolvimento de fatores locais, sistémicos, neuropaticos e psicolégicos, é

5-12

discutida na literatura. Individuos com SAB exibem perfil psicologico

semelhante, com elevados indices de estresse, ansiedade e depress&o.®®'3"°
Levando-se em consideragao as alteragdes psicoldégicas comumente associadas
e o curso crénico da doenca, diversos tratamentos sdo descritos na tentativa de
atenuar os sintomas de ardéncia e queimagcdo bucal. Os farmacos
antidepressivos triciclicos constituem uma das opg¢des mais empregadas no
tratamento da SAB, embora possam promover efeitos adversos tais como
hipossalivagdo e xerostomia. Essas drogas s&o amplamente utilizadas no
tratamento da dor crbnica e neuropatica por bloquearem a recaptacdo de
serotonina ou noradrenalina, podendo interagir com receptores opidides
enddgenos e inibir vias descendentes da dor."®%°

O interesse pelo uso de produtos naturais tem aumentado
consideravelmente nos ultimos anos. O alto custo dos farmacos sintéticos e a
crencga de que os fitoterapicos apresentam menor niumero de efeitos colaterais, o
que nem sempre € confirmado pelas pesquisas, sdo fatores que explicam o
incremento dessa demanda.?’®® O Brasil possui um enorme potencial para o

desenvolvimento de fitoterapicos, uma vez que apresenta a maior diversidade
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vegetal do mundo, conhecimento tradicional e tecnologia para validar
cientificamente estes conhecimentos.?* A Catuama®, fitoterapico fabricado pelo
Laboratério Catarinense ha mais de 20 anos, € conhecida por suas propriedades
revigorantes, sendo utilizada para o tratamento de disturbios associados ao
estresse.”>?’ Esse farmaco é composto por quatro extratos de plantas: Paullinia
cupana (guarana — 125,0mgq), Trichilia catigua (catuaba — 87,5mg), Ptychopetalum
olacoides (muirapuama — 87,5mg) e Zingiber officinalis (gengibre — 10,0mg)
(APENDICE A).

Ha diversos estudos avaliando o efeito isolado das plantas que compdem a
Catuama®, mas poucos sdo 0s que investigaram a aplicacdo combinada dos seus
componentes. Trabalhos recentes demonstraram que esse fitoterapico exibe acao
antidepressiva, antinociceptiva e vasorelaxante.?>?’2° Pontieri et al. (2007)%
observaram efeitos contra arritmia cardiaca em coelhos, todavia o mecanismo de
acao da Catuama® na repolarizagao ventricular ainda necessita ser elucidado.
Segundo os autores, esse efeito esta associado aos principios ativos encontrados
na T. catigua e na P. cupana, que sdo potencializados quando os quatro
componentes estdo associados. Antunes et al. (2001)* demonstraram que a
Catuama® é capaz de induzir, in vitro, o relaxamento do corpo cavernoso peniano
de coelhos, efeito que foi relacionado a presenca de P. cupana e T. catigua na
solugdo. A agdo vasorelaxante da Catuama® é em grande parte dependente da
liberagdo de 6xido nitrico a partir do endotélio.*

Provas farmacoldgicas e neuroquimicas da agao antidepressiva da
Catuama® foram fornecidas por Campos et al. (2004).?” A utilizagdo oral aguda e
cronica deste fitoterapico resultou em redugdo significativa do tempo de
imobilidade em dois modelos de depressdo em camundongos. O efeito
antidepressivo, comparavel ao das drogas ftriciclicas, deveu-se a atuagdo na
recaptagdo de serotonina e, especialmente, dopamina. Segundo os autores, a
Catuama® pode ser utl no manejo clinico do transtorno depressivo leve e
moderado, sendo utilizada isoladamente ou em associagdo com outras drogas.

Quint&o et al. (2008)*° demonstraram que a Catuama® reduz a nocicepgao
inflamatéria em camundongos, podendo ser uma nova estratégia para o

tratamento da dor inflamatéria crénica, como a observada em pacientes com
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artrite reumatdide. Esse mecanismo esta em parte relacionado a interagdo com os
sistemas dopaminérgico, opidide e da via de éxido nitrico.?®

Baseando-se na acgdo analgésica e antidepressiva desse fitoterapico,
objetivou-se investigar clinicamente, por meio de um ensaio randomizado, duplo-
cego, placebo-controlado, o efeito sistémico da Catuama® no alivio da
sintomatologia de pacientes com SAB.



Proposicao



2 PROPOSIGAO

O presente estudo teve como objetivo avaliar clinicamente o efeito do uso
sistémico do fitoterapico Catuama® na sintomatologia de pacientes com a

sindrome da ardéncia bucal.
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ABSTRACT

Objective: The aim of this study is to provide a review on the etiology and
therapeutic options for the management of patients with the burning mouth
syndrome (BMS). Background: BMS is a chronic disorder that frequently affects
women and is characterized by burning symptoms on oral mucosa without clinical
signs. This syndrome has complex and multifactorial character, but its etiology
remains unknown what makes difficult the treatment and management of such
patients. Despite of not being accompanied of evident organic alterations and not
representing risks to the health, the BMS can significantly reduce the life quality of
patients. Methods: The article reviews the literature regarding etiologic factors,
clinical implications and treatment of BMS. Conclusion: The involvement of
neurologic, emotional and hormone alterations is proposed in BMS etiology;
however, its mechanisms are complex and not completely understood. Tricyclic
antidepressants, benzodiazepines and antipsychotic drugs are the most accepted
options in the BMS treatment and show variable results. The correct diagnosis of
BMS and the exclusion of possible local or systemic factors that can be associated
to burn symptoms are fundamental. It is also important to evaluate the life quality

of these patients trying to recognize the impact of this condition in their lives.

KEY WORDS

Burning mouth syndrome. Psychological profile. Etiology. Treatment.
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Introduction

Burning Mouth Syndrome (BMS) is a complex chronic disorder
characterized by symptoms of burning, pain or itching on oral mucosa without
changes on physical examination, laboratorial analysis or salivary flow rate.™ This
syndrome shows higher prevalence on middle-aged and elderly women,®® the
most frequently affected sites are tongue, hard palate and lower lips.>™°

The episodes of burn are spontaneous and the symptoms range in severity,
while some patients complain of moderate burn, others show unbearable pain.?"9
Moreover, symptoms of dysgeusia and xerostomia are common and associated
with the same sensory abnormalities which promote burning mouth."""?

Many studies fail to properly distinguish between burn complains and the
true syndrome. Several criteria should be observed, as burning mouth symptoms
are common and can be promoted by local or systemic factors, which not
characterize the true BMS. These clinical or laboratorial conditions associated to
burning mouth include candidiasis, geographic tongue, hyposalivation, esophagic
reflux, parafunctional habits, diabetes, nutritional deficiencies (iron, folate, B4, By,
Bes, B12) and adverse effects of certain drugs. In such cases, if the cause is
removed, there is relief of symptoms.™°

Despite of not being accompanied by evident organic alterations and not
representing risks to the health, this syndrome can significantly reduce life quality
of the patients.'® Individuals with BMS frequently have the history of many medical
and dental consultations seeking the cure that still does not exist. In this study, the
literature was reviewed, analyzing aspects related to etiology and therapeutic

options to the managing of BMS patients.
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Etiology

Many studies have investigated the relation between burn symptoms and
oral lesions, candidiasis, geografic tongue, hyposalivation or systemic diseases
such as diabetes and nutricional deficiencies®'”'® However, these studies will not
be discussed since the evidence of those alterations does not characterize the
true syndrome. Among the possible causes of BMS, stands out hormonal,

21,22

neuropathic and psychological factors as stress, anxiety and

depression.? 102324

Evidences suggest that disorders of hormone balance have relation to BMS
in women since the disease is more frequent during and after menopause.?>%
According to Wardrop et al.?’, BMS, depression and anxiety can be the product of
a common factor, an endocrinological disorder would be the cause of those
alterations in women after menopause. Symptoms of BMS were found in 46% of
women at menopause and approximately 60% showed relief after hormone

|_20

replacement. Forabosco et a attribute the relief of oral discomfort after the

hormone therapy to the presence of estrogen receptors on oral mucosa. On the

.8 evaluated the relation between oral discomfort and

other hand, Tarkkila et a
menopause in 3173 patients, verifying that 8% of these women showed oral burn.
The hormone replacement therapy did not prevent the occurrence of symptoms.
Peripheral and central nervous system dysfunction have been proposed in
the pathophysiology of BMS.?"?22%31 | quria et al.?' described a trigeminal small-
fibers sensory neuropathy in patients with BMS. Superficial biopsies of the lateral

aspect of the anterior tongue were obtained, the density of epithelial nervous fibers

was quantified and the BMS patients showed significantly lower density of
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epithelial nerve fibers than controls. Moreover, the epithelial and sub-papillary
nerve fibers exhibited diffuse morphological changes reflecting axonal
degeneration.

Albuquerque et al.?? investigated, by functional magnetic resonance
imaging, the brain activation in patients with BMS following thermal stimulation of
the trigeminal nerve. BMS patients had less volumetric activation throughout the
entire brain compared to control group, suggesting that brain hypoactivity can be
an important feature in the pathophysiology of this syndrome.

According to Guimaraes et al.* genetic polymorphisms associated to an
increase of interleukin-1B, a pro inflammatory cytokine that has been associated to
the pain modulation, can be implicated in the etiology of BMS. Guarneri et al.*
suggested that changes in the pain perception, neural transmission dysfunction,
increase of excitability or negative involvement of trigeminal vascular system can
be mechanisms associated to the syndrome.

Several studies have demonstrated that psychological profile of patients
with BMS follows the same pattern, most of them showing personality and mood
changes.?'%%3% patients with BMS show many adverse events during their lives

.23 verified in a case-control

compared to control subjects.10 Pokupec-Gruden et a
study that anxiety and depression were most common in patients with BMS.
Femiano et al.> demonstrated that subjects with BMS exhibit decreased self
esteem, absence of solid and satisfactory personality and that this syndrome is
preceded by significant losses and changes in their lives. To Palacios-Sanchez et
aI.,35 there is a clear association between the affective life changes and the

establishment of the syndrome. Patients with BMS showed higher scores of

anxiety and salivary cortisol levels than control patients.>*
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Therapeutic Approaches

Treatment of BMS is usually directed to symptoms management, but local
factors that could worse the oral burning should be eliminated such as alcohol,
spicy foods and acid drinks which act as irritants on oral mucosa. It's necessary to
investigate whether patients symptoms are being caused by parafunctional habits,
galvanic current, mechanical irritaton or denture allergy.®'”  Treatment or
elimination of these factors has been shown to result in clinical improvement.®® I
patients remain with burn symptoms after the establishment of dental approaches,
drug therapy may be instituted.

Some studies relate the use of topic capsaicine (Capsicum frutescens L) to
control neuropathic pain, because this drug acts on sensorial afferent neuron and
can be used as analgesic.?*%3® However, the capsaicine had its use reduced
because promotes increase of burning sensation in the beginning of the
treatment.?*>*® There are not placebo-controlled studies that had used this drug in
the BMS treatment. Anesthetics as lidocaine 2% has been used topically as a
palliative method to reduce the pain symptoms of the patients with the syndrome.25

Tricyclic antidepressants, benzodiazepines and antipsychotic drugs have
been investigated and are the most accepted options in the BMS treatment, even
when producing hyposalivation and xerostomia.?®°

The benzodiazepine clonazepam have promoted relief of burning symptoms
when used topically.*® Paroxetine, a tricyclic antidepressant was used for 12
weeks in patients with BMS in a not controlled study*'. Approximately 80% of
patients reported reduction of symptoms, with little adverse effects, suggesting

that paroxetine can be a therapeutic option to the syndrome. Ueda et al.** used
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the antipsychotic olanzapine and obtained reduction of symptoms in two patients
with the syndrome. The olanzapine is a potent antagonist of dopamine,
norepinephrine and serotonin neuron receptors. However, controlled studies are
necessary to confirm the effectiveness of this drug and to elucidate its
mechanisms of action.

Trazodone, a drug used to treat depression, psychiatric and sleep
disturbances did not show satisfactory results in oral burning symptoms relief.**
This drug is considered an atipic antidepressive because it promotes the pre-
synaptic inhibition of serotonin recaptation, blockage of 5-HT2A and 5HT2C
serotoninergic receptors on neuron post-synapse.44

The alpha-lipoic acid (ALA) can be employed in patients with BMS by acting
as neuroprotective and helping on neural damage.2 Both, patients treated with
psychotherapy and the ones who received 200 mg of ALA three times a day,
during two months, obtained significant improvement of BMS symptoms. The most
expressive results were obtained in the group treated with ALA and psychotherapy
simultaneously. According to the researchers, there is a need to associate the
psychotherapy to the drugs, since psychogenic alterations are strongly related to
BMS. Bergdahl et al.** employed the cognitive behavior therapy for BMS once a
week during 12 to 15 weeks. It was observed a decrease in pain intensity
immediately after the therapy and in a follow-up of six months.

There are a few controlled-placebo studies in the BMS treatment. These

studies are summarized in the table 1.



Table 1. Summary of controlled-placebo studies of BMS treatment.
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Drug Sample Dosage/Time of Results Authors
administration
G1: tablet Tmg/ 3 x day . Gremeau-
Topic 41 2 weeks Higher effectthan  Richard et al.
Clonazepam G2: control placebo (2004)40
G1: 600mg/ 3 x day
20 days, 200mg/ 3 x day on  Higher effect than  Femiano et al.
42 the following 10 days placebo (2000)*°
G2: control
G1: 200mg/ 3 x da .
60 8 We?aks ’ H|gher| effebct than Femiano and
G2: control placebo Scully (2002)*°
G1: psychotherapy 1h/2 x
week . Femiano,
G2: 600mg/day H|gh|er egfecétgan Gombos and
G3: psychotherapy + bp_ace °, Scully. (2004)2
eing the most
192 600mg/day 2
significant.
8 weeks
G4: control
Alpha-lipoic Acid G1: 200mg/ 3 x day No difference Cavalcanti and
(ALA) 4 weeks bet Silveira
31 G2: control etween groups (2009)°
G1: 400mg/ 2 x day plus
vitamins C, PP, E, Bg, B, B,
B, folate No difference Carbone et al.
52 G2: 400mg/ 2 x day among groups (2008)*
8 weeks
G3: control
G1: 800mg/ 1 x day ] Lépez-Jornet
8 weeks No difference et al. (2009)*
39 G2: control between groups
G1: 15ml — mouthrinse 3 x Sardella
Benzydamine 30 day No difference et al. (1999)*
Hydrochloride 4 weeks between groups
0,15% G2: control
G1: 200 mg/day Tammiala-
28 8 weeks No difference Salonen and
Trazodone G2: control between groups Forssell
(1999)*
Discussion

Before a specific treatment, the patient with BMS seeks the diagnostic. It is

fundamental that the professional explain the nature of BMS and its implications to

the patient. The affected subjects have to admit the presence of this disorder and

learn to live with it, being aware that the solution may not be found in a short time.
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Despite of being a frequent disorder, the cause of BMS remains unknown
and a multifactorial etiology, with involvement of neurologic, emotional and

d.'%?? Because its chronic nature, varied

hormonal alterations is propose
treatments are described in the literature in order to reduce burning symptoms.
However, there are a few controlled-placebo studies that show significant results
in the patients with the syndrome. The topic use of clonazepam is a therapeutic
option to the patients with BMS. This drug is a benzodiazepine that acts as an
agonist of GABA receptors, having as main property the light inhibition of nervous
central system functions allowing an anticonvulsivant action, light sedation,
muscular relax and tranquilizer effect. Gremeau-Richard et al.*’ suggest that the
topic clonazepam action is related to peripheric nervous system dysfunctions in
patients with the syndrome and the presence of GABA receptors in peripheral
tissues. When used topically, this drug does not show the adverse effects of its
systemic use.

The ALA has been investigated in the BMS treatment because of the
neuroprotection properties, however, the studies with this drug showed
controversial results. Femiano et al.?°, Femiano and Scully®®, Gombos and Scully?
observed improvement of the burning symptoms in 76% and 97% of cases, while
Carbone et al.*, Lopez-Jornet et al.*” and Cavalcanti and Silveira', did not find
significant improvement using ALA in patients with BMS. The conflicting results
could be explained by the different scales used to measure the intensity of
symptoms.

In the literature, it is described relief of the BMS symptoms when using

antidepressant systemic drugs as paroxetine and olanzapine.*’** However,
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controlled-placebo studies are necessary to prove the efficacy of these drugs in
BMS treatment.

The psychological profile of BMS individuals is characteristic of people with
high levels of stress, anxiety and depression,®'%%34% for this reason many
studies suggest the psychotherapy in this syndrome management.?'%** The
patients with BMS report consultations with several professionals, resulting on
anxiety and depressive increase about their physical health. Albuquerque et al.?
demonstrated that the thalamus in patients with BMS is hypoactive, which could
be related to psychological anguish lived by these individuals or to the chronic pain
already demonstrated in previous studies.

The managing of patients with BMS is difficult and many times can be
frustrating. The correct diagnosis of BMS and the exclusion of possible local or
systemic factors that can be associated to burn symptoms are fundamental. The
complex and not completely understood mechanisms of BMS need to be
investigated to make possible the establishment of an effective treatment to this
disorder. It is also important to evaluate the life quality of these patients trying to
recognize the impact of this condition in their lives, since these individuals can

show the symptoms for years.
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ABSTRACT

Burning mouth syndrome (BMS) is a disease of unknown etiopathogenesis,
characterized by burning symptoms on oral mucosa, which appears clinically
normal. Studies have demonstrated that the herbal Catuama® composed of four
extracts of medicinal plants (Paullinia cupana, Trichilia catigua, Zingiber officinalis
and Ptychopetalum olacoides), has vasorelaxant, antinociceptive and
antidepressant actions. This randomized, double-blind, placebo-controlled clinical
study aimed at evaluating the effect of the systemic use of Catuama® on the
symptoms of BMS throught faces scale (FS) and visual numeric scale (VNS).
Seventy-two patients with a diagnosis of BMS were randomly allocated into test
(n=38) and control (n=34) groups. Patients were instructed to take two capsules
each day for eight weeks and they were reassessed after 4, 8 and 12 weeks after
treatment onset. Although both groups demonstrated a reduction in symptoms, the
improvement seen in the test group was significantly higher than in the control
group after 4 (FS, p=0.010) and 8 (VNS, p=0.03; FS, p=0<0.001) weeks of
treatment. This significant reduction in symptoms was maintained 30 days after
the end of treatment (p=0.001). The systemic administration of Catuama® reduces
the symptoms of the disease and might be a novel therapeutic strategy, with lower
cost and fewer side effects, when compared to drugs currently used in the
treatment of BMS.

KEYWORDS: Burning mouth syndrome. Phytotherapy. Therapeutics.
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1 Introduction

Burning mouth syndrome (BMS) is an idiopathic disease, which is
characterized by symptoms of burning, pain or itching on oral mucosa without
changes on physical examination [11,14,15,21,38,39,43]. There is a notable
predilection for middle-aged women. The symptoms manifest with a greater
frequency in the anterior two-thirds of tongue, hard palate and lips [14].

Some criteria should be observed to distinguish burn mouth complaints of
the true syndrome. These complaints are frequent and can be caused by local or
systemic factors such as hyposalivation, contact stomatitis, oral candidiasis,
vitamin deficiencies or local irritants. If the cause is removed, there is relief of the
symptoms, which does not characterize true BMS [11,40]. The etiopathogenesis of
the syndrome is still unknown; recent studies suggest a neuropathic origin
[1,4,16,19,20,22,24], although other factors have been investigated. Since BMS
preferentially affects women in the post-menopause period, a complex interaction
of hormonal alterations and psychological disturbances have also been suggested
in its etiology [2,15,17,29,33,37].

Catuama®, a herbal product made in Brazil for more than 20 years, is
known for its revitalizing properties, by acting on physical and mental fatigue and
on general states of weakness [3,10,34]. It comprises a mixture of four extracts of
medicinal plants: Paullinia cupana (guarana), Trichilia catigua (catuaba), Zingiber
officinalis (ginger) and Ptychopetalum olacoides (muirapuama) [3,7,9,34]. Its
components have been separately utilized because of their analgesic,
antibacterial, cardiotonic, purgative and vasorelaxant effects. Investigations have
demonstrated that the combination of the four medicinal plants has
antinociceptive, antidepressant and vasorelaxant actions [3,9,36,44]. Catuama® as
well as the extract of Trichilia catigua showed analgesic [36,45] and
antidepressant effects [9,10], with involvement of the dopaminergic pathway and,
to a lesser extent, the serotoninergic system.

The psychological profile of individuals with BMS follows the same pattern,
with high levels of stress, anxiety and depression [2,5,15,17,29,33]. Due to its
chronic nature and to the psychological alterations commonly observed in patients

with the syndrome, many treatments have been described with the aim of
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attenuating the symptoms. Tricyclic antidepressants, benzodiazepines and
antipsychotics drugs have been investigated and are the options most taken in the
treatment of BMS, even though they cause xerostomia, besides other side effects
[28,42]. Considering the abovementioned evidence, the aim of this randomized,
double-blind, placebo-controlled study was to investigate the systemic effect of
Catuama® in the alleviation of symptoms of patients with BMS.

2 Methods
2.1 Patients and treatment

This study was approved by the Ethics in Research Committee (CEP) of the
Pontifical Catholic University do Rio Grande do Sul (PUCRS) (09/04817). All
participants in the study signed an informed consent form. The sample comprised
72 patients of both sexes with a diagnosis of BMS who were randomly allocated
into test (n=38) and control (n=34) groups. They were selected in the Oral
Medicine Division of S&o Lucas Hospital of PUCRS and in the Center for
Diagnosis of Oral Diseases of Federal University of Pelotas.

The study included patients with a minimal age of 40 years who reported
symptoms of burning or pain in the oral mucosa, with at least six months of
duration, and who presented with a clinically normal mucosa. Individuals who were
taking antidepressants, anxiolytics or anticonvulsants drugs and those who had
undergone chemo- and/or radiotherapy were excluded from the study. Patients
who showed hyposalivation (salivary flow rate at rest of less than 0.1 mL/min), as
well as alterations in their hemogram, serum levels of glucose, iron, folic acid and
vitamin B4,, were also excluded.

The test substance was the herbal Catuama® (Laboratorio Catarinense,
Brazil). Each capsule of 310 mg was composed of Paullinia cupana (125.0 mg),
Trichilia catigua (87.5 mg), Zingiber officinalis (10.0 mg) and Ptychopetalum
olacoides (87.5 mg). The patients were instructed to take two capsules a day,
before lunch and dinner, for eight weeks after the first evaluation. The doses
utilized were based on the manufacturer's recommendations and previous clinical
study [30].
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2.2 Measurement of symptoms

Visual numeric scale (VNS) and faces scale (FS) were used for
measurement of the symptoms. The first consists of a ruler divided into eleven
equal parts, numbered successively from 0 (without symptoms) to 10 (maximal
intensity of the symptoms). In the faces scale, the individual classified the intensity
of their symptoms according to the expression shown in each pictured face. The
expression of happiness corresponds to 0 (without symptoms) and the expression
of maximal unhappiness, to 5 (maximal intensity of the symptoms) [12,27,31].

The patients were reassessed at 4, 8 and 12 weeks after the start of the
study. The assessment at 12 weeks was carried out 30 days after the end of
treatment. At each clinic visit, possible adverse effects of Catuama® were

evaluated, and the symptoms were measured by means of the two scales (Figure

1).
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Assessed for eligibility (n=229)

Excluded (n=157)

+ Not meeting inclusion criteria (n=108)
+ Declined to participate (n=22)

+ Other reasons (n=27)

Randomized (n=72)

{ Catuama treatment ] [ Placebo ]
A
X [ Allocation } \J
Allocated to intervention (n=38) I [ Allocated to intervention (n=34)
l { Follow-Up } l
Lost to follow-up (n=08) Lost to follow-up (n=04)
+ Symptoms exacerbated (n=03) + Symptoms exacerbated (n=03)
+ Other reasons (n=05) + Other reasons (n=01)
Analysis l
v \Treatment for 8 weeks ¥
4
Analysed (n=30) 1 l Analysed (n=30)

v
Evaluation of patients baseline, 4, 8 and 12 weeks.

Figure 1. Flow diagram of phases of the trial.

2.3 Statistical analysis

The VNS and FS scores were compared between the two groups using
repeated measures ANOVA followed by the Bonferroni test. The value established

for rejecting the null hypothesis was p<0.05.

3 Results

Of the 72 patients in the sample, 12 (16.6%) withdrew from the study.
Exacerbation of the symptoms was reported by six individuals, three controls and

three of the test group; six withdrew from the study for reasons unrelated to the
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treatment. Sixty patients completed the experimental period, 30 in each group.

The time of development of BMS ranged from six months to 20 years, with a

median of 24 months. The demographic characteristics and clinical data of the

subjects who completed the study are presented in Table 1.

Table 1. Demographic distribution of the patients within the groups

studied.

Test Group Control Group

n=30 n=30
Mean age (+SD) 63.6 (£9.61) 61.56 (+6.76)
Age range 41-79 46-73
Males 3 (10%) 4 (13.4%)
Females 27 (90%) 26 (86.6%)
Burning sites
Apex of tongue 22 (28.20%) 21 (30%)

Dorsum

of tongue

Sides of tongue

Lips

Palate

Other sites

16 (20.51%)
15 (19.23%)
14 (17.94%)
9 (11.53%)
2 (2.56%)

17 (24.28%)
13 (18.57%)
10 (14.28%)
5 (7.14%)
4 (5.71%)

The mean scores for VNS and FS, obtained at baseline, 4, 8 and 12 weeks,

are presented in Tables 2 and 3, respectively. Although both groups demonstrated
a decrease in symptoms, improvement in the test group was significantly higher to
that of the control group after 4 (FS, p=0.010) and 8 (VNS, p=0.003; FS, p<0.001)
weeks of use of Catuama®. This reduction in symptoms was still evident by the

12" week of follow-up, 30 days after the end of treatment (p=0.001).

Table 2. Scores of the visual numeric scale (VNS) of the test and control groups obtained at
baseline, 4, 8 and 12 weeks.

VNS VNS VNS VNS p
Baseline 4 weeks 8 weeks 12 weeks
Mean £SD Mean SD Mean £SD Mean SD
Test Group . b a a
6.87+2.16 4.67+2.67 3.33+2.56 3.33+2.49 <0,001
(n=30)
Control Group b a a a
7.17+2.0 6.0+2.54 5.47+2.76 5.73+2.71 0,003
(n=30)
p 0.582 0.058 0.003 0.001

ANOVA (F(356=4.41; p=0.007)
2.b.¢ Different letters indicate difference by the Bonferroni test.



51

Table 3. Scores of the faces scale (FS) of the test and control groups obtained at baseline, 4, 8
and 12 weeks.

FS FS FS FS
Baseline 4 weeks 8 weeks 12 weeks p
Mean £SD Mean £SD Mean £SD Mean £SD
Test Group . b a ab
3.07+£0.94 2.07+£1.05 1.54+0.97 1.60+1.07% <0,001
(n=30)
Control Group b a a a
3.2+1.09 2.8+1.09 2.6x1.10 2.631£1.16 0,006
(n=30)
o] 0.616 0.010 <0.001 0.001

ANOVA (F(356=5.44; p=0.002)
2.5 ¢ Different letters indicate difference by the Bonferroni test.

After 8 weeks of treatment, the reduction in symptoms of the test group
(VNS) was 52.4% and of the control group, 24.2%. Four weeks after the end of
treatment, the patients maintained a mean percentage of symptom reduction at
51.3%, while in the control group the reduction in symptoms was 18.8%. Figure 2
illustrates the gradual improvement in symptoms manifested by the patients

treated with Catuama®, in comparison with the control group, after 4, 8 and 12

weeks.
9
g -
7
)
2
s 6 +
<2
[}
& 5
O
H —8— Catuama
£
2 4 —&— Control
R
)
S |
2
1
0
0 weeks 4 weeks 8 weeks 12 weeks

Figure 2. Scores of measurement of the symptoms assessed by VNS. Each point represents the
mean of patients and the vertical lines indicate the SD.
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All individuals who completed the study tolerated the treatment well. The
patients of the test group did not report xerostomia. One patient complained of
somnolence and weight gain, another of insomnia. Two patients who took the test
substance reported exacerbation of the symptoms in the first week of treatment,

but this was also observed in the control group.
4 Discussion

In the present study, we investigated the systemic effect of Catuama® in the
alleviation of symptoms in patients with BMS. There are no previous reports on the
use of this herbal medicine, nor on the isolated use of its components in the
treatment of this syndrome. Although both groups demonstrated a reduction in
symptoms, the improvement seen in the test group was significantly higher than in
the control group. In the 4™ week of treatment, the test group showed significantly
higher results compared to the control one in faces scale. On the 8" week, both
scales showed that Catuama® treatment resulted in higher alleviation of the
symptoms of the syndrome, which was evident after the end of treatment.

There is scientific evidence for the antidepressant, antinociceptive and
vasorelaxant actions of Catuama® in experimental models [3,9,36,44]. This precise
mechanisms of action still not completely understood, but it has been observed
that the dopaminergic and, to a lesser degree, the serotoninergic systems are
likely involved [9], as well a the nitric oxide pathway and the opioid system [7,44].
Quintao et al. [36] found that this herbal, popularly indicated as a stimulant in the
treatment of mental and physical exhaustion, reduces inflammatory nociception in
mice and could be part of a new strategy in treating chronic inflammatory pain.

Campos et al. [9] demonstrated in mice that the oral administration of
Catuama® causes effects comparable to those of tricyclic antidepressants,
showing efficacy in the reuptake of serotonin and dopamine. The authors suggest
the utilization of the herbal in the clinical management of slight and moderate
depressive disturbances. Moreover, the extract of T. catigua, which represents
28,23% of the composition of Catuama® promoted antidepressant [10] and
antinociceptive [45] effects when tested in animal models. These results support

the hypothesis that Catuama® would alleviate burning sensation in patients with
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BMS, since psychological disturbances and neuropathic alterations are strongly
indicated in the etiology of this disease.

Considering the psychological nature of BMS, it was expected that there be
considerable improvement in symptoms in the control group, even with the use of
a placebo, as observed in our study. Several imaging studies have shown
neuronal activation in pain-related regions of the brain following placebo
administration and during expectation of analgesia [6,23,32,35]. These studies
support the involvement of endogenous opioids in placebo analgesia in at least
three ways: by showing alterations in neural activity in opioid-rich areas of the
brain following placebo administration, by showing similar brain responses to a
placebo and an active opioid drug [32] and by direct demonstration of endogenous

opioid release using sensitive molecular imaging techniques [46].

Since many variables are still unknown, in the present study we chose to
administer Catuama® for eight weeks. Previous studies have demonstrated that
this period is long enough to detect treatment effects of antidepressants in pain
management [25,26,41]. It is possible that if treatment was extended beyond eight
weeks, the reduction of symptoms, achieved in BMS patients, had been even
greater. More controlled studies in humans are needed to better understand the
mechanisms of action of Catuama®, doses, interactions and tolerability over long
periods of treatment in patients with BMS.

Some natural medications show many similarities with synthetic drugs but
do not possess the same control, which can increase the frequency and risks of
self-medication, inadequate treatment, intoxications and inefficacy [8,13]. Herbal
products should be evaluated with the same rigor as for synthetic drugs, and their
clinical use should be based on consistent scientific data, recognizing their
adverse effects and the possibility of interactions with other medications [18]. In
relation to side effects, phytopharmaceutics are usually considered of low toxicity
[8]. In the present study, no serious adverse reaction was observed during the
administration of Catuama®, corroborating findings by Oliveira et al. [30] of no toxic
reactions or hematological or biochemical alterations after administration of this
herbal two times a day for 28 days.

Tricyclic antidepressants, benzodiazepines and antipsychotic drugs are the

most accepted options in the BMS treatment, despite producing hyposalivation
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and xerostomia. Once BMS is a chronic disorder, is necessary to seek for
treatment options with few adverse effects. Our findings are promising since there
are few pieces of evidence evaluating phytotherapeutics in the management of
patients with BMS. Based on the protocol employed, the systemic administration
of Catuama® reduces the symptoms of the disease and can be a novel therapeutic
strategy, with lower cost and less side effects, when compared to drugs currently
utilized in the treatment of this disease. The association of this herbal with tricyclic
antidepressant could be investigated in the treatment of BMS, with the possibility

of reducing the dosage of these drugs and, consequently, its adverse effects.
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5 DISCUSSAO GERAL

A SAB é uma doenca de dificil manejo clinico que pode exercer influéncia
negativa na qualidade de vida dos pacientes. Caracteriza-se, principalmente, pela
sensacgao de queimacgao e ardéncia na mucosa bucal, sem que alteragdes sejam
detectadas ao exame fisico.*'"*"** Apesar de ser uma doenca relativamente
frequente em determinados grupos populacionais, sua causa permanece
desconhecida e uma etiologia multifatorial com envolvimento de alteracdes
neuroldgicas, psicologicas e hormonais € proposta. Diversos estudos associam os
sintomas com niveis elevados de ansiedade, estresse e depressio.” 912193537

Varios tratamentos sdo descritos na literatura na tentativa de atenuar os
sintomas, entretanto, poucos estudos placebo-controlados demonstram
resultados significativos em pacientes com SAB. O uso tépico do clonazepam
mostrou-se uma opcao terapéutica para os pacientes com a sindrome em um
estudo controlado com 41 pacientes.® O &cido alfa-lipdico (ALA) vem sendo
empregado em pacientes com SAB por atuar como neuroprotetor e ajudar na
recuperacao de danos neuronais, mas os resultados da utilizagdo dessa droga em
pacientes com a doenca sdo controversos.2''3+3%40 Ag opces de tratamento
mais empregadas para 0 manejo da SAB sdo os farmacos ansioliticos,
benzodiazepinicos e anticonvulsivantes, apesar de promoverem diversos efeitos
adversos e ndo apresentarem eficacia em todos os pacientes.'®%°

No presente estudo, foi investigada a acdo sistémica da Catuama® no
alivio dos sintomas de pacientes com SAB. Foram contatados 229 pacientes com
diagnostico de SAB provenientes do Servico de Estomatologia do Hospital Sao
Lucas PUCRS e do Centro de Diagnodstico de Doengas da Boca da Universidade
Federal de Pelotas. Setenta e dois pacientes iniciaram o experimento sendo
alocados em grupos experimental ou controle. Trés pacientes de cada grupo
relataram exacerbacdo dos sintomas; os demais abandonaram o estudo por
motivos alheios ao tratamento. Dos sessenta pacientes que completaram o
periodo experimental, 88,3% eram do sexo feminino e 11,6% do masculino, com
meédia de idade de 62,58 (+8,30) anos. As caracteristicas da amostra corroboram
os dados da literatura, que demonstram maior prevaléncia da doenga em

pacientes do sexo feminino nas sexta e sétima décadas de vida.>>324144 A
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duracao dos sintomas exibiu consideravel variabilidade, pois em sete pacientes a
sindrome estava presente havia mais de seis anos. A mediana de duragédo dos
sintomas foi de 24 meses, valor semelhante ao encontrado por Soares et al.
(2005)* e Fernandes et al. (2009).*®

O mesmo paciente poderia relatar mais de um sintoma; a ardéncia foi o
mais frequente, apresentado por 40% (n=24) dos individuos com a sindrome.
Queimacgao foi a queixa em 8,3% (n=5) dos casos e a associagédo de ardéncia e
queimacao foi apresentada por 41,6% (n=25) dos pacientes. Ardéncia, queimagao
e dor foi a sintomatologia referida em 10% (n=7) dos casos. A estrutura anatébmica
acometida com maior frequéncia foi a lingua, com envolvimento do apice, dorso e
bordos laterais, conforme os achados de outros autores.>*'#345

Os sintomas de xerostomia e de disgeusia s&o comuns em pacientes com
SAB e, segundo diversos autores, estao associados as mesmas anormalidades
sensoriais que promovem a queimagdo bucal.*®*’ Neste estudo, 68,3% (n=41)
dos pacientes apresentavam xerostomia, entretanto, nenhum exibia
hipossalivagdo, critério de exclusdo na selegdo da amostra. A disgeusia foi
referida por 30% (n=18) dos individuos.

Ndo ha relatos prévios na literatura sobre o emprego da Catuama®,
tampouco sobre o0 uso isolado dos seus componentes no tratamento da sindrome.
O fitoterapico promoveu redugdo significativa na sintomatologia dos individuos
com SAB (52,4%) em comparagdo ao placebo (24,2%). Na 42 semana de
tratamento o grupo experimental apresentou resultados significativamente
superiores aos do controle na escala de faces e os valores da escala visual
numeérica foram muito proximos aos de uma diferencga significativa. Na 82 semana,
em ambas as escalas de mensuragdo, a Catuama® promoveu alivio superior nos
sintomas da sindrome. Quatro semanas apds o término do tratamento, os
pacientes mantiveram o percentual médio de redugcdo em 51,3%, enquanto no
grupo-controle a redugao da sintomatologia foi de 18,8%.

Ha evidéncias cientificas da acdo antidepressiva, antinociceptiva e
vasorelaxante da Catuama® em modelos experimentais.?®?’?° Esse mecanismo
nao esta completamente compreendido, mas parece estar associado ao
envolvimento dos sistemas dopaminérgico e, em menor grau, serotoninérgico,*’

assim como com a interacdo da via do oxido nitrico e do sistema opidide.?®*
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Quintao et al. (2008)29 constataram que esse fitoterapico, popularmente indicado
como medicagao estimulante no tratamento das estafas mentais e fisicas, reduz a
nocicepg¢ao inflamatéria em camundongos e poderia ser uma nova estratégia para
o tratamento da dor inflamatéria crénica. Campos et al. (2004)?” demonstraram,
em camundongos, que a administracdo oral da Catuama® promove efeitos
comparaveis aos dos antidepressivos triciclicos, apresentando eficacia na
recaptagdo de serotonina e dopamina, sugerindo sua utilizagdo no manejo clinico
do transtorno depressivo leve e moderado. Esses dados justificam o efeito da
Catuama® em promover alivio nos sintomas de ardéncia e/ou queimagdo em
pacientes com SAB, uma vez que transtornos psicolégicos e alteragcbes
neuropaticas sao fortemente apontados na etiologia dessa doenca.

O grupo-controle obteve reducdo de 18,8% na sintomatologia em
comparagao a avaliacao realizada em baseline. Essa redugdo manteve-se estavel
entre as avaliagcbes de 4, 8 e 12 semanas. Considerando a natureza psicolégica
da SAB, esperava-se que houvesse alivio dos sintomas no grupo-controle,
mesmo com o uso de placebo.

As escalas de faces e visual numérica sao escalas de mensuragao de
sintomas validadas internacionalmente e amplamente utilizadas em pesquisas
clinicas.*® Neste estudo empregaram-se dois instrumentos de mensuragéo para
verificar se os pacientes seriam coerentes em suas respostas, conferindo maior
credibilidade aos resultados.

Uma vez que muitas variaveis permanecem desconhecidas, optou-se por
administrar a Catuama® por oito semanas. Os pacientes ingeriram duas capsulas
ao dia, antes do almogo e do jantar, conforme orientagbes do fabricante. Ao
utilizarem o fitoterapico, trés individuos do grupo experimental apresentaram
remisséo total dos sintomas. E possivel que se o tratamento fosse estendido além
das oito semanas do estudo, um percentual ainda maior de pacientes com a
sindrome obtivesse remissdo total dos sintomas. Entretanto, mais estudos séo
necessarios para melhor compreensdo dos mecanismos de acgdo, dosagem,
interacgoes e tolerabilidade durante longos periodos de tratamento.

Alguns medicamentos naturais apresentam semelhangcas com drogas
sintéticas, mas ndo possuem o mesmo controle, 0 que pode aumentar a

frequéncia e os riscos de automedicacédo, tratamento inadequado, intoxicacdes e
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ineficacia.*®*° Os fitoterapicos devem ser avaliados com o mesmo rigor que os
farmacos sintéticos e seu emprego clinico deve ser baseado em evidéncias
cientificas consistentes, reconhecendo seus efeitos adversos e a possibilidade de
interagcdes medicamentosas.*® Em relacdo aos efeitos colaterais, esses
medicamentos sdo comumente considerados de baixa toxicidade.*® No presente
estudo, nenhuma reacédo adversa grave foi observada nos pacientes durante a
administracao da Catuama®, corroborando os dados obtidos por Oliveira et al.
(2005)°" que ndo encontraram reacdes toxicas ou alteracdes hematoldgicas e
bioquimicas apds administragcao do fitoterapico, duas vezes ao dia, durante 28
dias.

Considerando os resultados do presente estudo, conclui-se que a
administracao sistémica da Catuama® reduz os sintomas da SAB e pode ser uma
alternativa terapéutica, com custo inferior e menos efeitos adversos quando
comparada as drogas comumente utilizadas no tratamento dessa doenga. Novas
pesquisas s30 necessarias para esclarecer os mecanismos de a¢do da Catuama®
e desenvolver protocolos quanto a dosagem e duragdo do tratamento em

pacientes com a sindrome da ardéncia bucal.
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Conclusao
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6 CONCLUSAO

De acordo com a metodologia empregada neste estudo:

= A administragdo sistémica da Catuama® reduz os sintomas da sindrome
da ardéncia bucal e pode ser uma alternativa para o tratamento dessa

doenga.
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APENDICE A

Constituintes da Catuama®

A Catuama® é um fitoterapico composto por quatro extratos de plantas:
Paullinia cupana (guarana — 125,0mg), Trichilia catigua (catuaba — 87,5mg),
Ptychopetalum olacoides (muirapuama — 87,5mg) e Zingiber officinalis (gengibre —
10,0mg). Seus componentes sao utilizados isoladamente por apresentarem
efeitos analgésico, antibacteriano, cardiotdnico, purgativo e vasorelaxante.

Zingiber officinalis € um componente da alimentagdo em diversos paises,
reconhecida mundialmente por suas propriedades anti-inflamatoria, analgésica,
antipirética, hipoglicemiante e antimicrobiana.®*>* Possui acdo anti-inflamatdria e
antitrombética, uma vez que diminui os niveis séricos da prostaglandina E2 e do
tromboxano B2. A diminuigdo da produgado de mediadores inflamatérios como a
ciclooxigenase-2 (COX-2) e o incremento dos mecanismos antioxidantes de
defesa do hospedeiro também foram observados com o uso dessa planta.>**® Em
estudo clinico controlado, a administracao do extrato de Z. officinalis durante seis
semanas reduziu moderadamente os sintomas associados a dor em casos de
osteoartrite.*?

Paullinia cupana € uma das espécies nativas mais conhecidas da
biodiversidade da Amazénia brasileira, principalmente pelo seu valor econdmico.
O comércio e consumo dos produtos derivados da P. cupana estao expandindo-
se por todo o mundo devido a suas propriedades estimulante, energética e
antitrombética (diminuicdo da sintese de tromboxano e da agregacao
plaqueta'ria).59 Efeitos gastroprotetores foram observados quando o extrato dessa
planta foi testado em camundongos.®® O uso crénico do extrato de P. cupana
aumentou a capacidade fisica de camundongos submetidos a situacoes
estressantes.®"

Kennedy et al. (2004)%? demonstraram em humanos os efeitos psicoativos
da P. cupana por sua capacidade de aumentar o desempenho cognitivo em
testes de atencdo. Saponinas e taninos, polifendis de origem vegetal, sao
substancias presentes na planta com comprovada agdo antioxidante.®® Mattei et

al. (1998)** sugeriram, baseados no contetido de saponinas e nas observagdes
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de estudos em animais, que o extrato de P. cupana pode oferecer protecao
contra o estresse fisico ou psicolégico e que o uso de uma dosagem cronica pode
incrementar esse  efeito.”®® Otobone et al. (2007)°®® demonstraram, em
experimentos pré-clinicos, que um ou mais constituintes desse extrato exibem
efeito antidepressivo. Mais testes sdo necessarios para verificar qual componente
exerce essa agao e o mecanismo envolvido.

Ptychopetalum olacoides é utilizada no tratamento de impoténcia sexual,
disturbios neuromusculares, reumatismo, resfriados, nevralgias, paralisias,
doenca de Parkinson, dispepsias, déficits da memodria, depressao nervosa,
estresse psicoldgico, condicdes fisicas estafantes e como imunoestimulante.®”"°
Sua acéao anticolinesterasica, bem como os efeitos antioxidante e neuroprotetor ja

-7 O extrato alcodlico da P. olacoides inibe a

foram estudados.
acetilcolinesterase em areas relevantes para a atividade cognitiva, promovendo a
recuperacdo da memodria em camundongos adultos e velhos.®®”! Também é
capaz de aumentar a atividade mitocondrial e prevenir o acumulo de radicais
livres, apresentando propriedades neuroprotetoras.72

Trichilia catigua € comercializada em abundancia no Brasil. Suas
propriedades afrodisiaca e tonificante sdo popularmente conhecidas, embora as
atividades analgésica, antiviral e antibiotica também sejam descritas. Essa planta
tem sido utilizada no tratamento de disturbios do sono, neurastenia, dificuldades
de raciocinio, de concentracdo e em moléstias gastricas.?>? "%’ Barbosa et al.
(2004)" constataram que a atividade da fosfolipase A2 em plaquetas foi
totalmente inibida pelo extrato de T. catigua, indicando que esta substancia
natural pode ter propriedades anti-inflamatorias.

Campos et al. (2005)?” e Viana et al. (2009)’® observaram que o extrato de
T. catigua apresenta agdes antidepressiva e antinociceptiva. Os efeitos
antinociceptivos parecem estar associados principalmente com a ativacao do
sistema dopaminérgico e, em menor grau, pela interagdo com a via opiacea.”® O
extrato de T. catigua pode representar uma opgao terapéutica para o tratamento
da depressao e doengas relacionadas, em situacdes onde a terapia classica é
ineficaz ou ndo é bem tolerada pelo paciente. Esse fitoterapico atua por meio de
um mecanismo de ag¢ao semelhante ao dos antidepressivos triciclicos disponiveis

atualmente.?’



81

APENDICE B

FICHA DE AVALIAGAO DOS SINTOMAS

Codigo

Nome do paciente:

Exame: ( )lInicial ( )4 semanas ( )8semanas ( )12 semanas
Data:

SINTOMAS

1. Sente a bocaseca? ( )sim ( )néo
2. Sofre de alteragado no paladar? ( )sim ( )ndo

3. Quais sintomas apresenta? Ha quanto
tempo?

4. Localizagao:
() Ponta dalingua ( )Dorsodalingua ( )Bordadalingua-( )E ( )D

( )Labios—( )S ( )I () Mucosa jugal ( ) Palato ( ) Outro:

5. Horarios de Manifestagao:

( )Manha () Meio-dia ( ) Tarde () Noite
7. Apresenta os sintomas todos os dias? () sim ( )néo

ESCALA VISUAL NUMERICA

SemDor| 011 2|34 |5|6]|7]|8]9]10 Dor Maxima

ESCALA DE FACES

4] 1 2 3 4 5

(Sem Dor) (Dor Maxima)

Ap6s o inicio do tratamento:
Tolerou bem o uso do medicamento? ( )sim ( )néo

Alteracdes observadas:




APENDICE C

FICHA DE EXAME DOS PACIENTES

Cddigo
DADOS DE IDENTIFICAGAO:

Nome:
RG:

Raga: Sexo:

Endereco: CEP: -

Telefone: Celular:

Data de nascimento: /19

ANAMNESE:

1.Histéria Médica:

2. Medicamentos que faz uso continuamente:

3. Tabagista ( ) Sim ( ) Nao

4. Etilista ( ) Sim ( ) Nao

5. Climatério ( ) Sim ( ) Nao

EXAME FiSICO:

1. Alteracdes na Mucosa Bucal:

2. Uso de proteses:
() Parcial ( )superior ( ) Inferior

( ) Total ( )superior ( ) Inferior
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APENDICE D

TERMO DE CONSENTIMENTO LIVRE E ESCLARECIDO
AOS VOLUNTARIOS DA PESQUISA

(Resolugao CNS/MS 196/96)

Projeto
ACAO DA CATUAMA® NA SINTOMATOLOGIA

DA SINDROME DA ARDENCIA BUCAL

O senhor(a) estd sendo convidado(a) a participar deste trabalho por
apresentar os sintomas da Sindrome da Ardéncia Bucal (SAB). E importante que
leia estas informacdes sobre o estudo e o seu papel nesta pesquisa. Deixamos
claro que a sua participacdo nao é obrigatéria. A qualquer momento vocé pode
desistir de participar e retirar seu consentimento sem qualquer restricao.

O objetivo desta pesquisa € avaliar o uso do fitoterapico Catuama® no alivio
dos sintomas em pacientes com a Sindrome da Ardéncia Bucal.

Se o senhor(a) concordar em participar deste estudo, sera convidado a
realizar um exame clinico e nos descrevera a intensidade dos seus sintomas.
Também sera convidado a realizar um exame de coleta de saliva para
verificarmos a quantidade de saliva produzida.

A participacdo no estudo inclui a ingestdo de uma capsula do fitoterapico
Catuama®, que nao possui efeitos colaterais, ou de uma substancia placebo duas
vezes ao dia, sempre antes das refei¢des (almogo e jantar) durante 8 semanas.
Todos os pacientes serdo examinados antes do inicio do experimento, 4, 8 e 12
semanas apos. Qualquer efeito colateral observado pelo senhor(a) deve ser
imediatamente informado aos pesquisadores pelo telefone informado.

Caso, através desta pesquisa, haja confirmacao da eficacia da Catuama®no
tratamento dos pacientes com SAB, os individuos que fizeram uso do placebo

serao chamados para nova avaliagao e tratamento com o fitoterapico em questao.
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Entretanto, se o farmaco ndo apresentar acdo no alivio dos sintomas da doencga,
0s pacientes serdo orientados a manter a mucosa hidratada por meio da ingestéao
de liquidos e a evitar o uso de alimentos condimentados e de bebidas com teor
acido que atuam como irritantes da mucosa bucal. Além disso, serao
recomendados a evitar o consumo de fumo e alcool. O Sr. continuara em
acompanhamento periédico no Servigo de Estomatologia e Prevencao do Cancer

Bucomaxilofacial do Hospital Sdo Lucas da PUCRS.

Pelo presente Termo de Consentimento, declaro que fui esclarecido, de
forma detalhada, livre de qualquer constrangimento e obrigagéo, dos
procedimentos a que serei submetido, eventuais desconfortos e beneficios do

presente projeto de pesquisa, todos acima citados.

Fui igualmente informado:

- da garantia de receber resposta a qualquer pergunta ou esclarecimento
a qualquer duvida acerca dos procedimentos, beneficios e outros
assuntos relacionados com a pesquisa;

- da liberdade de retirar meu consentimento a qualquer momento, e
deixar de participar do estudo, sem que isto traga prejuizo a
continuagao do meu acompanhamento e tratamento;

- da seguranca que nao serei identificado, e que se mantera o carater
confidencial das informagdes relacionadas com a minha privacidade;

- do compromisso de fornecer informacao atualizada durante o estudo;

O pesquisador responsavel por esse projeto € a Prof:. Dr®. Fernanda
Gongalves Salum, tendo este documento sido revisado e aprovado pelo Comité
de Etica em Pesquisa da Faculdade de Odontologia e do Hospital Sdo Lucas da
Pontificia Universidade Catodlica do Rio Grande do Sul em 09/10/2009.

Para qualquer esclarecimento ou duvidas, antes e durante a pesquisa,
entre em contato com a pesquisadora responsavel Prof®. Dr®. Fernanda
Gongalves Salum (51) 8182-9945 ou com a Mestranda Juliana Cassol
Spanemberg (51) 8498-8370.
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Eu, ,
declaro que, apos ler as informacdes acima e estar suficientemente

esclarecido(a) estou plenamente de acordo com a realizagdo do estudo. Assim,

autorizo minha participag&o no estudo.

DATA:

ASSINATURA:
R.G:
FONE:

COMITE DE ETICA EM PESQUISA - CONTATO: 3320-3345
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ANEXO A
Carta de aceite do artigo de revisao

ETIOLOGY AND THERAPEUTIC OF
BURNING MOUTH SYNDROME - UN UPDATE

j.newton@abdn.ac.uk

jcs.odonto@yahoo.com.br

Gerodontology - Decision on Manuscript ID GER-09-RV-0135.R1
06-Jan-2010

Dear Ms. Spanemberg:
It is a pleasure to accept your manuscript for publication in Gerodontology.

The manuscript now becomes the copyright of this journal. In accordance with
accepted practice, the research findings reported in this paper must not appear in
another publication before its publication in this journal.

If you have not already signed the Copyright Transfer Agreement and sent it, please go
to the following website to print the form:

www.wiley.com/go/ctaaglobal

Please send a scanned copy of the Copyright Transfer Agreement to Rosemasni Siti Ab
Hadi:

srabhadi@wiley.com
or the original to:

Wiley Services Singapore Pte Ltd
600 North Bridge Road

05-01 Parkview Square
Singapore 188778

Fax: +65 6511 8288

We will then edit your manuscript for style and send it to press; proofs should be with
you in due course.

Thank you for this manuscript. We look forward to your continued contributions to the
Journal.

Sincerely,

Prof. James Newton

Editor in Chief, Gerodontology
j.newton@abdn.ac.uk

06-Jan-2010
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ANEXO B

Aprovacao do Projeto na Comisséo Cientifica e de Etica da FO- PUCRS

Wiy

‘ Comissdo Cientifica e de Etica
.. Faculdade da Odontologia da PUCRS

o

b ]
Porto Alegre 04 de setembro de 2009
O Projeto de: Dissertacao
Protocolado sob n°: 0039/09
Intitulado:

Acdo da catuama na sintomatologia da sindrome da ardéncia
bucal

Pesquisador Responsavel: Profa. Dra. Fernanda Gongalves Salum
Pesquisadores Associados Juliana Cassol Spanemberg

Nivel: Mestrado

Foi aprovado pela Comissio Cientifica e de Etica da Faculdade de Odontologia da PUCRS
em 04 de setembro de 2009.

Este projeto devera ser imediatamente encaminhado ao CEP/PUCRS

Faculdade de Odontologia da PUCRS

Av. Ipiranga, 6681, Prédio 06 sala 209
Porto Alegre /RS — Brasil — Cx. Postal:1429
90619-900

Fone/Fax: (51) 3320-3538
e-mail: odontologia-pg@pucrs.br
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ANEXO C

Aprovacao do projeto no Comité de Etica em Pesquisa PUCRS

Pontificia Universidade Catolica do Rio Grande do Sul
PRO REITORIA DE PESQUISA E POS )
COMITE DE ETICA £M |

=
(

}

OF.CEP-1316/09 Porto Alegre, 09 de outubro de 2009.

Senhora Pesquisadora,

O Comité de Etica em Pesquisa da PUCRS apreciou e aprovou
seu protocolo de pesquisa registro CEP 09/04817 intitulado “Acao da

Catuama® na sintomatologia da sindrome da ardéncia bucal”.

Salientamos que seu estudo pode scr iniciado a partir desta
data.
Os relatoérios parciais e final deverdo ser encaminhados a este
CEP.
Atenciosamente,
Prof. Dr. José Roberto Goldim
Coordenador do CEP-PUCRS
IIma. Sra.

Profa. Fernanda Gongalves Salum
Faculdade de Odontologia
Nesta Universidade

|Campus Central

‘l\v. Iprranga, 6690 - 3%ndar - CEP: 90610 0
1.‘,>51|a 314 - o Fax: (51) 3320-3345

il BPUCTS DF

I www.puCrs.br/prppa/cep
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ANEXO D

Oficio de doagido do produto Catuama® pelo Laboratério Catarinense

Joinville, 31 de julho de 2009.

A/C Profa. Fernanda Salum

Servigo de Estomatologia do Hospital S3o Lucas
Pontificia Universidade Catdlica do Rio Grande do Sul
Avenida Ipiranga 6690, sala 231

90610-000 Porto Alegre, RS

Prezada Profa. Fernanda,

As 120 (cento e vinte) unidades do produto Catuama capsulas solicitadas foram
enviadas para a senhora hoje, dia 31 de julho de 2009 pela transportadora “Santo
Anjo”.

O produto Catuama foi doado para a realizagdo da sua pesquisa na Sindrome da
Ardéncia Bucal. Todos os produtos sdo do mesmo lote 16476, com fabricacdo em
outubro de 2008 e validade até outubro de 2011.

Gostaria de acrescentar ainda que guardamos aqui no Laboratério Catarinense 10
(dez) unidades deste mesmo lote como Referéncia Futura.

Apds o término do estudo, gostariamos de receber uma copia do relatério final
para nossos arquivos.

Estamos a disposigdo para ajuda-la no sucesso de seu estudo.

(Atencipsamente,

Dr. Luc Raes
Diretor Cientifico
Laboratdrio Catarinense S.A.

Laboratorio
Catarinense S.A.
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