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RESUMO

O presente estudo é um ensaio clinico aleatério randomizado, com um periodo de
acompanhamento de 6 meses. O estudo teve como objetivo avaliar a eficdcia da toxina
botulinica (BoNT), sendo utilizada no tratamento de dor miofascial e para reduzir a
hiperatividade muscular em 40 voluntarios (32 mulheres e 8 homens, com faixa etdria de 20 a
70 anos) com diagndstico clinico de disfun¢do temporomandibular (DTM), bruxismo e
apertamento dental. Foram utilizados para andlise, parimetros clinicos objetivos e subjetivos
(dor em repouso e durante a mastigacdo, eficiéncia de mastigacido e eficicia subjetiva do
tratamento). Os voluntarios foram avaliados antes da aplicagao de BoNT e 15, 30, 60, 90 e 180
dias apds o tratamento. Na andlise da dor ao longo do tempo, indicou diminui¢do da percep¢ao
da dor nas trés condig¢des clinicas apds 15 dias. Nos casos de bruxismo e apertamento dental a
dor miofascial diminuiu de forma significativa, houve aumento somente apds seis meses da
aplicacdo. Nos pacientes com DTM houve aumento na dor miofascial apds 30 dias. Porém, em
nenhuma condicao avaliada a percep¢ao de dor voltou ao valor de referéncia antes da aplicagao.
Na andlise ao longo do tempo utilizando parametros subjetivos (dor miofascial em repouso e
durante a mastigacdo, eficiéncia de mastigacdo e eficdcia subjetiva do tratamento) o teste de
Wilcoxon (alpha 0,05), indicou maior percepcao aos 60 dias e diminui¢cdo do efeito nas trés
condi¢des apds 90 dias. O teste de Kaplan-Meier (p<0,05) indicou efeito da BoNT nas trés
condicdes clinicas até 180 dias. A BoNT foi eficaz na remissdo da dor miofascial para a DTM,
bruxismo e apertamento dental; porém, nos casos de bruxismo e apertamento dental a dor
diminuiu de forma significativa, retornando apenas aos seis meses.

Palavras-chave: Toxinas Botulinicas, Bruxismo, Transtornos da  Articulacdo
Temporomandibular.



ABSTRACT

The present study is an aleatory randomized clinical trial with a six months follow-up period.
The aim of this study was to evaluate the botulinum (BoNT) effectiveness, used to treat
myopathic pain and to reduce muscle hyperactivity in 40 volunteers (32 women and 8 men with
a range age from 20 to 70 years old) with clinical diagnosis of temporomandibular disorder
(TMD), bruxism and teeth clenching. Objective and subjective clinical parameters (pain at rest
and during chewing, mastication efficiency and subjective effectiveness of treatment) were
used for the analysis. The volunteers were evaluated before the BONT application and 15, 30,
60, 90 and 180 days after treatment. The follow-up analysis of pain indicated a decrease in pain
perception in the three clinical conditions after 15 days. In bruxism and teeth clenching cases
the myofascial pain decreased significantly, there was increase only the 6 months of application.
In patients with TMD there was an increase in myofascial pain after 30 days. However, in none
evaluated condition the pain perception returned to the reference value before the application.
In the follow-up analysis of the subjective parameters (myofascial pain at rest and during
chewing, chewing efficiency and subjective effectiveness of treatment) the Wilcoxon test
(alpha 0.05) indicated a higher perception at 60 days and an effect decrease in the three
conditions after 90 days. The Kaplan-Meier test (p <0.05) indicated the BoNT effect in the three
clinical conditions up to 180 days. BONT was effective in the remission of myofascial pain for
TMD, bruxism and teeth clenching, however in bruxism and teeth clenching cases the pain
decreased significantly, returning only the six months.

Keywords: Botulinum toxin, Bruxism, Temporomandibular Joint Disorders.
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1. INTRODUCAO

A toxina botulinica ¢ uma neurotoxina produzida pela bactéria anaerdbia chamada
Clostridium botulinum, que impede a contracdo muscular’.

A toxina botulinica do tipo A (BoNTA) € industrializada e pode ser utilizada em
tratamentos estéticos e funcionais, como para as condi¢des clinicas de disfun¢do da articulagdo
temporomandibular (DTM), bruxismo, apertamento dental, distonia oro-mandibular, espasmo
mandibular, hipertrofia do musculo masseter, sialorréira, entre outros®. Seu efeito é reversivel

e minimamente invasivo em comparacio a alternativas cirtrgicas!?.

O bruxismo € caracterizado pela atividade muscular repetitiva, como o ranger dos
dentes, associado ou nio ao apertamento ou moagem dos dentes®. Cerca de 8% a 12% da
populagio adulta apresenta bruxismo, sem diferenca de género®.

Ja a DTM, apresenta diversos sinais e sintomas que indicam distdrbios ligados a
articulacdo temporomandibular (ATM) e aos musculos da mastigacao, tais como a dor na ATM,
dor muscular, alteracdo do movimento mandibular e ruidos articulares®.

Existem diferentes tratamentos conservadores para o bruxismo e DTM, como terapia
comportamental, aparelhos orais e medicamentos*. No entanto, segundo o estudo de Shim et
al. (2014), o tratamento com BoNTA tem se tornado uma opcao eficaz para condicdes clinicas,
como as descritas acima, devido a diminuicao da atividade muscular nos mdsculos masseteres
e temporais, consequentemente proporcionando redugio da dor e do desconforto??.

A injecio da BoNTA no musculo, inibe a liberacdo de acetilcolina na jungdo-
neuromuscular impedindo sua contracdo’. Seu efeito pode durar de trés a seis meses, periodo
que ocorre a formagdo de brotos axonais para formar novas sinapses € novos receptores de
acetilcolina. De forma lenta e progressiva o miisculo retorna  sua funcio plena?!.

A agdo ndo € imediata, seu efeito tem inicio em dois dias ap0s sua aplicagdo. O efeito
dura por alguns meses, dependendo da funcdo e da forca dos musculos envolvidos no
tratamento e da dose aplicada. O tempo de acdo pode ser influenciado de acordo com cada
paciente, com o tipo muscular e com a dose utilizada'?.

O acompanhamento do paciente é importante para evitar o “efeito vacina”, que pode
ocorrer quando o paciente solicita nova aplicagdo da toxina, devido ao bom resultado, ndo

esperando o tempo necessdrio para que ocorra a total inatividade do efeito da primeira

aplicagdo. O risco de desenvolver imunoresisténcia em longo prazo € relatado de 1% a 3% dos
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casos?’. H4 necessidade de novos estudos sobre este tema para compreender a duracio e os
efeitos associados a injegdes repetidas!®.

Em um estudo realizado em 2014, Nayyar et al. avaliaram o efeito da BoNTA e seus
efeitos adversos, e destacam a importancia de estudos que considerem o local e a dosagem, e o
periodo de acdo da BONTA, especialmente com o relato do paciente, pois os estudos indicam
diferentes graus de satisfacdo dos pacientes.

Este ensaio clinico aleatdério randomizado e longitudinal poderd auxiliar os clinicos na
compreensdo das possiveis alteragdes no tempo de acdo da BoNTA em diferentes condi¢des
clinicas e o tempo necessdrio para uma nova aplicagao.

Desse modo, esta pesquisa teve por objetivo avaliar o efeito da BONTA na remissao da
dor nas condig¢des clinicas de DTM, bruxismo e apertamento dental ao longo de seis meses de

acompanhamento.



14

2. ARTICLE

EFFECTIVENESS OF BOTULINUM TOXIN AS A TREATMENT FOR
BRUXISM, TMD AND TEETH CLENCHING

Lima, M. C.; Caria, P. H. F.

ABSTRACT

INTRODUCTION: The botulinum toxin it is efficient in treat craniofacial pain, reducing
muscle hyperactivity. Here we go evaluate the efficacy of botulinum toxin type A (BoNTA),
used to treat myopathic pain and to reduce muscle hyperactivity. PURPOSE: To evaluate the
effectiveness of BONTA in remission of pain in the clinical conditions of TMD, bruxism and
teeth clenching, with six months follow-up period. METHODS: There were treated 40
volunteers (32 women and 8 men with a range age from 20 to 70 years) with clinical diagnosis
of temporomandibular disorder (TMD), bruxism and teeth clenching. Objective and subjective
clinical parameters (pain at rest and during chewing, mastication efficiency and subjective
effectiveness of treatment) were used for the analysis. The volunteers were evaluated before
the BoNTA application and 15, 30, 60, 90 and 180 days after treatment. RESULTS: The
follow-up analysis of pain indicated a decrease in pain perception in the three clinical conditions
after 15 days. In bruxism and teeth clenching cases the myofascial pain decreased significantly,
there was increase only the 6 months of application. In TMD patients, there was an increase in
myofascial pain after 30 days. However, in none evaluated condition the perception of pain
returned to the reference value before the application. In the follow-up analysis of the subjective
parameters (myofascial pain at rest and during chewing, chewing efficiency and subjective
effectiveness of treatment), the Wilcoxon test (alpha 0.05) indicated a higher perception at 60
days, and decreased the effect in the three conditions to the 90 days. The Kaplan-Meier test (p
<0.05) indicated the BONTA effect on the three clinical conditions up to 180 days. BONTA was
effective in the remission of myofascial pain for TMD, bruxism and teeth clenching, however
in bruxism and teeth clenching condicions pain decreased significantly, returning only the 6
months.

Keywords: Botulinum toxin, Bruxism, Temporomandibular Joint Disorders.
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INTRODUCTION

Botulinum toxin has become an alternative for the treatment of muscular pathologies.
Also used in aesthetic procedures, its use in conditions such as temporomandibular joint
disorder (TMD), bruxism, teeth clenching, sialorrhea and trigeminal nerve neuralgia has been
featured %°.

Botulinum toxin is produced by a gram-negative anaerobic bacterium Clostridium
botulinum. It presents seven types: A to G, with types A and B being the most used. They act
mainly on peripheral cholinergic synapses, inhibiting the release of acetylcholine !>,

Compared to other forms of treatment, such as surgical interventions, BONTA provides
clinical ease because it is an intramuscular injection, with minimal discomfort and post-
procedure without major complications. Therefore, it is a good option for treatment in patients
with resistance to other forms of treatment’-!>1%,

Because it promotes a muscle activity reduction, BONTA is a good option for muscular
hyperactivity, such as TMD, bruxism, teeth clenching and masseter muscle hypertrophy'4.

Bruxism, which may be associated with teeth clenching, affects 50-95% of the adult
population. It is characterized by reflexive masticatory activation. Several forms of bruxism
have been described, and their etiology is multifactorial. The most indicated treatments are
behavioral therapy, interocclusal appliances and medications.

TMD has symptoms such as pain, temporomandibular joint (TMJ) discomfort, pain in
the masticatory muscles and / or TMJ, as well as deviation of mandibular movements. It has a
high prevalence in women and most cases affect middle-aged patients*. In TMD of myogenic
origin, BONTA to be muscle force decrease, reducing symptoms of pain and discomfort®.

Although the BoNTA efficacy in pain remission has been demonstrated in scientific
studies, there are questions about its effect over time'®. For this reason, this study evaluated the

BoNTA effect on remission of pain in the TMD clinical conditions, bruxism and teeth clenching

over 6 months.
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METHODS

This aleatory, longitudinal and randomized clinical trial with a 6 months follow-up. Was
approved by Committee in Ethics Research (CER) of FOP / UNICAMP, under the number
CAAE: 60121116.1.0000.5418.

117 volunteers were screened, although only 40 completed all the periods of the
experiment. 15 volunteers with TMD (15 women); 12 volunteers with bruxism (8 women and
4 men) and 13 volunteers with teeth clenching (9 women and 4 men).

The research was performed at the FOP / UNICAMP clinic. To all the volunteers were
applied BoNTA - Botulift ®; injections 40U in each masseter muscle and 20U in each
temporalis muscles. Volunteers were diagnosed with TMD, bruxism and teeth clenching based
on their medical and dental clinical historical. The screening consisted of questions related to
pain (intensity, duration, stimuli that initiate pain, factors that decrease pain, location of pain
outbreaks). Extra and intraoral exams were performed.

Patients of TMD, the dynamics of TMJ were verified, presence of inflammatory
processes, masseter and temporal muscles palpation?’.

Patients complaining of bruxism, according to the American Sleep Disorders
Association, reports related to tooth-grinding habits, and/or teeth clenching, in the extraoral and
intraoral exams the abnormal wear of the teeth, sounds associated with bruxism and muscle
discomfort were evaluated?.

When necessary, in the three clinical conditions, there were requested additional
examinations, such as radiography and magnetic resonance imaging.

All patients received the free and informed consent term (IC). The volunteers who
agreed to participate in the study answered the questionnaires with structured questions related
to the pain perception based on "Wong-Baker Faces scale" (score 0-10)'7?% and questions
regarding the effect perception report, performed through the patients' description of the bite
force, alteration felt after the application, before and after treatment comparison, among other
reports. The follow-up was started prior to the application, being day 0, after 15 days of
application, 30, 60, 90, 180 days concluding the 6 months the BONTA application.

Volunteers less than 18 years old were excluded from the study, likewise with those
who did not have the clinical diagnosis of TMD, bruxism and teeth clenching and those who
did not participate in all of the study stages. Data were submitted to the Kruskal-Wallis test to

evaluate the sample distribution. Follow-up assessment and the BoNTA effectiveness
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perception report in each clinical condition, it was performed by the Wilcoxon test, and in the
pain analysis it was used "Wong-Baker Faces scale" (score 0- 10)!7-? reference; for the BONTA
effectiveness perception analysis, reported by the patients, the percentage pattern 0% to 100%
was used.

In the evaluation of BONTA effect perception on each clinical condition over time, using
the Kaplan-Meier test, based on the percentage reported by patients of 0% to 100%.The tests
were run on IBM SPSS Statistics 20 software (IBM SPSS Statistics for Mac, Version 20.0,
Armonk, USA, 2011).

The volunteers profile configuration for this study can be seen in Table 1.

Table 1. Number of patients’ distribution, genre and age group.

Genre N Average — Age S.D. MIN. Age  MAX. Age
F 32 46 20,8 22 70
M 8 41 23,7 20 62
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RESULTS

Teeth Clenching, Bruxism, TMD - Pain

Indicated pain behavior according to the patient, through the "Wong-Baker Faces Scale"
(WBS) / score 0-10'7-28 in each clinical condition before the BONTA application being day 0,
after 15 days of application, 30, 60, 90 and 180 days - 6 months (Figure 1 - Pain scale chart).

Q a=@ =TMD

\ \ - - e BrUXiSM
\

\ ) - ) = I =Teeth Clenching

0 15 30 60 90 180
DAYS

Figure 1. Pain graph analysis in each clinical condition during the follow-up period, based on
Wong-Baker Faces scale (WBS / score 0-10), on days O before application, 15 days after
application, 30, 60, 90, 180 days.
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Teeth Clenching, Bruxism, TMD - Pain

Follow-up assessment of pain in each clinical condition through the patients’ report by
the "Wong-Baker Faces scale"!”%,

In teeth clenching and bruxism, there is difference from the day O to days 15, 30, 60 and
90; evaluated BONTA action and significant pain decrease. At 180 days differs from the others,
being the period of increased pain.

Condition of TMD day 0 differs from 15 days, which had onset action of BONTA and
significant pain decrease; at 30, 60, 90 and 180 days there was no difference, the pain increase

was evaluated (Table 2).

Table 2. Pain perception over time in each clinical condition, teeth clenching, bruxism, TMD;

Wilcoxon test (p<0.05).

TIME Teeth Clenching Bruxism TMD

0 693 A 6,94 A 8,21 A
15 1,20 B 1,41 B 5,46 B
30 1,20 B 1,41 B 6,54 AB
60 0,15 B 2,38 B 6,35 AB
90 2,13 B 2,35 B 7,25 AB
180 5,60 A 5,65 A 7,54 AB

Legend: different letters = statistical difference
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Teeth Clenching, Bruxism, TMD - Effectiveness perception report

Follow-up assessment of the patients' reports of BONTA effectiveness perception in
each clinical condition, being evaluated by percentage of 0% to 100%.

In Teeth Clenching at 15 days, 30 days, 60 days do not differ; 60 days and 90 days differ
from each other; 180 days differs from the others.

In Bruxism differ 15 days, 30 days; 60 days and 90 days do not differ from each other;
90 days and 180 days do not differ; and 180 days differs from the others.

In TMD 15 days differs from 90 days and 180 days, the others do not differ from each
other (Table 3).

Table 3. Teeth Clenching, Bruxism and TMD, an evaluation the relationship of effect the
BoNTA with the follow-up period by the Wilcoxon test (Alpha 0.05).

Time Teeth Clenching Bruxism TMD
15 86,15 AB 68,25 A 35,79 A
30 86,15 AB 68,25 A 23,29 AB
60 98,19 A 55,94 A 21,67 AB
90 63,08 B 52,65 AB 12,58 B
180 16,15 C 13,82 B 9,72 B

Legend: different letters = statistical difference
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Through Kaplan-Meier follow-up assessment perception and graph after a BONTA
injections in clinical conditions of TMD (A), Bruxism (B) and Teeth Clenching (C), evaluation
by percentage of 0% to 100%. It showed that there was significant difference by the log-rank
test P <0.05.

Being that at 15 days after injections of BONTA the effect was evaluated in 100% in the
three clinical conditions; however, with time the effect gradually decreased and at 180 days no
clinical condition evaluated the effect of BONTA at 0%; on the contrary, the effect of BONTA

was reported the 180 days (Figure 2).

Bruxism Teeth Clenching

T™MD

—MSurvival Function
1,04 —+ Censored 1,04 1,04

o
!

Cum Survival
Cum Survival

o
1

T T T 1 T T T T
0 30 60 90 120 150 180 210 DAYS 0 30 60 90 120 150 180 210 0 30 60 90 120 150

Figure 2. Kaplan-Meier chart for effectiveness analysis over time in TMD (A), Bruxism (B)

and Teeth Clenching (C). There was a significant difference by the log-rank test P <0.05.

T
180

1
210
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DISCUSSION

The total of sample was 40 patients, and the prevalence was women with the average
age of 46 years. Compared to other studies, it has been shown that the incidence of the treated
population corresponds to the one of our study, such as UCA et al. (2015) state that bruxism
affects children and adults, both equally, in TMD cases, has a low prevalence in children, a
higher occurrence in adolescents and adults, and a high prevalence in middle-aged individuals?°.

In an epidemiological study, realized in 2015 by Jurkemik e? al., with patients from 2010
to 2014 showed that 83.6% of TMD patients were women, the average age of them was 35.8
years and the men was 42.3 years. Therefore, it coincides with the high prevalence of middle-
aged women, as also demonstrated in this research.

Regarding the BoNTA injections, we standardized the doses per muscle for a better
posterior data analysis, and in the three clinical conditions, 40U were applied in the masseter
muscle and 20U in the temporalis muscles.

That dosage it was based on the literature, as in the study by Bogucki and Kownacka
(2016) is shown that for an effective treatment of BONTA for the masticatory system, it should
be applied at most 50U in the masseter muscle and 50U in the temporalis muscles. In another
study, which focused on the BONTA from BOTOX® brand, which comes in a 100-unit bottle,
the recommended safe dose ranges from 5U to 400U,

However, it is necessary to know that when applied doses higher than 200U, antibody
formation may occur, and at intervals of less or equal to 1 month, as well as in accidental
intravenous injections™.

Thus, the correct use of BONTA with the appropriate dose, appropriate frequency and
application accurately, there will be no resistance in the body against the toxin and the treatment
will be effective.

Although our research has standardized doses according to muscle, we know that doses
may vary, this can occur due to the individual's morphology, complaint and clinical evaluation®.

There are reports in the literature, of injections only in the masseter muscle, using an
average of 30U to 50U of BoNTA!!: and some authors affirm that there is no clear in relation
to between the need for injections in both muscles, masseter and temporalis, for a good
treatment®!. Others, however, declare that only by applying in both muscles, masseter and

temporalis, the expected result is achieved'.
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Nevertheless, in our research we chose to injections on the both masseter and temporalis
muscles to the three clinical conditions for a good BoONTA treatment.

In the pain follow-up analysis, by the Wilcoxon test (p<0.05) in each clinical condition,
we observed that after 15 days of the BONTA application there was an expressive reduction of
pain for the three cases, for bruxism and clenching patients increased pain only at 6 months. In
the TMD condition, there was reduction of pain after 15 days of the BONTA application, with
an increase in pain at 30 days, but the pain remained low when compared to the initial pain.

In literature reports, it’s agreed that BONTA treatment is effective for these three clinical
conditions, significantly decreasing pain, as Al-Wayli (2017) in his randomized BoNTA
controlled trial for bruxism, monitoring at the 3rd week, 2nd month and 6th month after
application, resulting in decreased pain and masseter muscle activity during this period. At Lee
et al. (2010) randomized controlled study, the treatment was compared in 12 patients with
BoNTA and placebo for bruxism, with follow-up at the 4th, 8th and 12th weeks after injections,
demonstrating a reduction in the bruxism frequency in patients who received BoNTA. In Pihut
et al. (2016) study, report that BONTA brings a decrease in pain intensity and at the origin of
complaints for TMD cases.

In patients with TMD, we observed a pain reduction after BONTA treatment, but there
was a pain increase at 30 days. Even so, the pain remains less than the value of the initial pain
referred up to six months after the application.

Thus, we can attribute other types of disorders to the TMD pain development, such as
Pihut et al. (2016) acknowledge that the TMD etiology is unknown, and psychological factors
are becoming increasingly important as factors of evolution, especially stress. The authors Slade
et al. (2015) confirm that psychological stress assists in the TMD development and according
to List and Jensen (2017) confirm that its etiology is complex presenting biological and
psychosocial risk factors.

Therefore, due to psychological problems in its development, it may have been one of
the factors that led to a reduction in the effectiveness time in the pain remission by BoNTA in
TMD cases in this study.

Follow-up assessment in each of the three clinical conditions, in the patients' perception
of the BoNTA effectiveness after the application, we had the results from the Wilcoxon test
(Alpha 0.05) based on 0% to 100% percentage. Evaluated that in the teeth clenching there was
a peak of the BONTA action at two months, and at three months the effect decreased in the three

clinical conditions.
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These results correspond to the literature data, and the maximum BoNTA effect occurs
in up to two months, presenting reduction of symptoms and reduction of pain attacks, and at
three months the effectiveness decreases®!!21:3433,

In the context of BONTA effectiveness perception, using the Kaplan-Meier test (p<0.05)
based on percentage (0% to 100%), we evaluated the BoNTA effectiveness on the three
conditions up to the six months of follow-up.

Contrary from other studies such as Morra et al. (2016) stated that the BoNTA
effectiveness reaching six months is only in some cases, and Gaofeng et al. (2010) report that
the BoNTA effectiveness lasted for approximately four months in their study, and there is no
recognized methodology that identifies patients who will respond well to this treatment. In this
study, at the three clinical conditions studied, the BONTA effectiveness was evaluated of up to
the six months of follow-up.

We conclude that the use of BONTA is effective in the pain remission in TMD cases,
bruxism and teeth clenching. Providing significant pain decrease in cases of bruxism and teeth
clenching for up to six months. In patients with TMD there was pain remission, however, in a

period less than six months. In all three clinical conditions, the BONTA effectiveness perception

was evaluated of up to 180 days.



25

3. CONCLUSION

. Treatment with BONTA is effective for the three pathologies analyzed here.

° Provided pain reduction in both, bruxism and teeth clenching cases, for six months.

. In the TMD clinical condition there was pain remission, but in a period less than six
months.

. In the three clinical conditions, BONTA effectiveness perception report was evaluated

follow-up period of up to 6 months.
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ANEXOS
ANEXO I - QUESTIONARIO / ENTREVISTA

(Paciente submetido ao tratamento terapéutico com toxina botulinica) —*“dia zero”
Nome (paciente):
Sexo: Masculino () Feminino ()

Data de Nascimento: __ / /  Idade:

Endereco:

Bairro: Cidade:

Fone celular: () / Fone residéncia: ()
Fone comercial: () / Outros contatos: ()
*E-MAIL:

Data da 1° entrevista: [/

Antes desse tratamento com a toxina botulinica, fez algum outro tratamento médico?
SIM ( ) NAO ( )
Se SIM, qual foi o tratamento realizado?

USO DE PLACA ( ) MEDICACAO () MASSAGEM ( )FISIOTERAPIA() YOGA
/ EXERCICIOS ( )
Outros:

SENTE DOR? SIM ( ) NAO ( )
HA QUANTO TEMPO?

EM UMA ESCALA DE 0 A 10 & SENDO 0 DOR MINIMA, 6 DOR EM MEDIA
INTENSIDADE E 10 DOR EM ALTA INTENSIDADE:
QUANTO COSTUMA SER SUA DOR? MARQUE UM “X” NA FIGURA.

) (@) (@) (%) () (2
0 2 4 -] 8 10

Sente dor na face, ATM, cabeca ou pescogo? ( YySIM( )NAO

Apresenta dificuldade em abrir a boca, comer, bocejar, etc.? ( YSIM(  )NAO
Apresenta ruido na ATM? () SIM ( ) NAO

Range ou aperta os dentes a noite ou durante o dia? () SIM ( ) NAO

Tem salivacdo normal? ( ) SIM ( ) NAO
Toma medicamentos? Quais?

Fez aplicacdo de toxina botulinica antes? ( ) SIM ( ) NAO
Quando?
Ja teve ou tem alguma doenca que faz tratamento (por exemplo: hipertensdo, diabetes, entre
outras)? () SIM( )NAO
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Quais?

Eu, , RG n°

e CPF , confirmo que os dados acima

fornecidos por minha pessoa estao corretos e sao verdadeiros.

ASSINATURA

(PESQUISADOR)
DIAGNOSTICO ODONTOLOGICO:

TRATAMENTO REALIZADO (DESCREVER):

QUANTIDADE DE DOSE APLICADA / MUSCULO:

EFEITO ESPERADO:

RETORNO
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Acompanhamento: 15 dias, 30 dias, 60 dias, 90 dias e 180 dias.

QUESTIONARIO / ENTREVISTA

(Paciente submetido ao tratamento terapéutico com toxina botulinica)
Nome (paciente):

*E-MAIL:

Data da entrevista: / /

O TRATAMENTO FOI EFICAZ PARA SUA QUEIXA? SIM () NAO( )
Se NAO, descreva sua queixa:

SENTEDOR? SIM( )NAO( )

EM UMA ESCALA DE 0 A 10 ©SENDO 0 DOR MINIMA, 6 DOR EM MEDIA
INTENSIDADE E 10 DOR EM ALTA INTENSIDADE:

QUANTO COSTUMA SER SUA DOR? MARQUE UM “X” NA FIGURA.

) (@) () (ee) () (e
0 2 4 6 8 10
Sente dor na face, ATM, cabega ou pescogo?
( ) SIM ( ) NAO
Apresenta dificuldade em abrir a boca, comer, bocejar, etc.?
( ) SIM ( ) NAO

Apresenta ruido na ATM?
( ) SIM ( ) NAO

COMO SE SENTE AGORA, APOS (15, 30, 60, 90, 180 DIAS) DO EFEITO DA TxB-A?
(Descreva pontos negativos e positivos percebidos apds o tratamento).

Eu, , RG n°

e CPF , confirmo que os dados acima

fornecidos por minha pessoa estdo corretos e sdo verdadeiros.

Assinatura



FOTO — Paciente / follow-up.

(PESQUISADOR)
DIAGNOSTICO ODONTOLOGICO
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TRATAMENTO REALIZADO

QUANTIDADE DE DOSE APLICADA:

TEMPO DE EFEITO ESPERADO:

EFEITO DA DOSE (relatada pelo paciente):

NOVA APLICACAO DE TxB-A?
SE SIM, QUAL A DOSE E QUAL O MOTIVO?
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ANEXO IT - TCLE
TERMO DE CONSENTIMENTO LIVRE E ESCLARECIDO

Maristela Corréa de Lima' (Enfermeira, mestranda em BBD — Anatomia Humana/ Faculdade de Odontologia de
Piracicaba - FOP/UNICAMP),

Prof. Dr. Paulo Henrique Ferreira Caria? (Professor dos cursos de graduacdo e pds-graduacdo da Faculdade de
Odontologia de Piracicaba - FOP/UNICAMP).

Niimero do CAAE: 60121116.1.0000.5418
Vocé estd sendo convidado a participar como voluntdrio da pesquisa intitulada: “EFICACIA DO USO DA
PROTEINA BOTULINICA NO TRATAMENTO ODONTOLOGICO”. A toxina botulinica é uma
neurotoxina, produzida pela bactéria Clostridium botulinum que pode ser usada para fins terapéuticos, é
utilizada na forma purificada, congelada a vicuo e estéril da toxina botulinica. Quando aplicada em pequenas
doses, bloqueia a liberagcdo de um neurotransmissor responsdvel pela contragdo muscular, como resultado, o
musculo ndo contrai. Esta pesquisa tem como objetivo entrevistar os pacientes que buscam tratamento com
toxina botulinica para verificar sua eficdcia. Esta pesquisa serd realizada com o preenchimento de
questiondrio que ird avaliar o efeito da proteina botulinica no seu tratamento, desde a primeira aplicacio e
depois de 15 dias, 30, 60, 90 e 180 dias da aplicacdo. Este documento visa assegurar seus direitos como
participante sendo elaborado em duas vias, uma que deverd ficar com vocé e outra com o pesquisador. Por
favor, leia com aten¢do e calma, aproveitando para esclarecer suas ddvidas. Se houver perguntas antes ou
mesmo depois de assind-lo, vocé podera esclarecé-las com o pesquisador. Se preferir, pode levar este termo
para casa e consultar seus familiares ou outras pessoas antes de decidir participar. Nao haverd nenhum tipo
de penalizacdo ou prejuizo se voc€ ndo aceitar participar ou retirar sua autorizacdo em qualquer momento.
Justificativa e objetivos: Esta pesquisa tem como objetivo conhecer a opinido do voluntario sobre o
tratamento com proteina botulinica; porém esta pesquisa nao esta associada com o profissional que realizou
este tratamento, estando voltada para a evolucdo segundo o relato do paciente. O questiondrio ird identificar
sua queixa principal; faixa etéria e efeitos do tratamento realizado com a proteina botulinica. Suas respostas
servirdo de base para o direcionamento de futuros tratamentos com as mesmas caracteristicas do seu.
Identificara os beneficios e os efeitos do tratamento que lhe foi proposto.
Possibilidade de inclusdo em grupo controle ou placebo: Este estudo ndo apresenta grupo controle ou
grupo placebo.
Métodos alternativos para obtencio da informacio ou tratamento da condi¢ao: O método de avaliagdo
desta pesquisa € o preenchimento de questiondrio que avaliard o efeito da proteina botulinica de acordo com
a queixa do paciente, e serd apresentado ao voluntdrio na primeira aplicacdo dia 0, e apds 15, 30, 60, 90 e
180 dias — seis meses.
Procedimentos: Caso aceite participar dessa pesquisa, vocé€ devera preencher um questionario em forma de
entrevista, sendo o tempo estimado de dez minutos para as respostas, com auxilio do pesquisar principal.
Essa entrevista serd realizada antes do seu atendimento. As informagdes serdo armazenadas para a elaboragio
desta pesquisa. Serd mantida em total sigilo o seu nome e dados pessoais. Serdo utilizadas na pesquisa
somente suas respostas relativas ao tratamento que foi submetido.
Desconfortos e riscos: Esta pesquisa ndo estd relacionada com o seu tratamento, visa o0 acompanhamento do
efeito da proteina botulinica nos voluntdrios e consiste somente no preenchimento de questiondrio; sendo
assim, ndo apresenta desconfortos e riscos.
Beneficios: Permitird avaliar os efeitos e os sintomas dos pacientes submetidos ao tratamento com a proteina
botulinica. Identificar as principais queixas dos pacientes e entdo mensurar os beneficios terapéuticos do
paciente, sua evolucao, reabilitagdo e cura.
Acompanhamento e assisténcia: Os voluntirios desta pesquisa poderdo contatar os pesquisadores
envolvidos neste projeto a qualquer momento para sanar dividas que possam surgir.
Sigilo e privacidade: Vocé tem a garantia de que sua identidade serd mantida em sigilo e nenhuma
informacdo serd dada a outras pessoas que ndo facam parte da equipe de pesquisadores. Na divulgacio dos
resultados desse estudo, seu nome nao serd citado e nenhuma hipétese.
Ressarcimento e Indenizacio: Os questiondrios serdo apresentados somente aos voluntirios que assinaram
o TCLE. Nos periodos de 15 dias, 30, 60, 90 e 180 apds a 1* aplicagdo. Desse modo, como se trata de
preencher os questiondrios, ndo terdo despesas para fazer parte desta pesquisa. Nao hd previsdo de
indenizagdo na pesquisa, pois a participacdo na mesma nao acarreta riscos.
Contato: Em caso de dividas sobre a pesquisa, vocé poderd entrar em contato com a pesquisadora Maristela
Corréa de Lima, Departamento de Morfologia (mestranda em anatomia humana) fone: (19) 981344975


https://pt.wikipedia.org/wiki/Bact%C3%A9ria
https://pt.wikipedia.org/wiki/Clostridium_botulinum

36

/Faculdade de Odontologia — FOP, Av. Limeira 901, FOP-UNICAMP, CEP 13414-903, Piracicaba — SP, e-
mail: marismcl@gmail.com. Em caso de dentincias ou reclamagdes sobre sua participacdo e sobre questdes
éticas do estudo, vocé poderd entrar em contato com a secretaria do Comité de Etica em Pesquisa (CEP) da
UNICAMP das 08:30hs as 11:30hs e das 13:00hs as 17:00hs na Rua: Tessélia Vieira de Camargo, 126; CEP
13083-887 Campinas — SP; telefone (19) 3521-8936 ou (19) 3521-7187; e-mail: cep@fcm.unicamp.br.

O Comité de Etica em Pesquisa (CEP). O papel do CEP é avaliar e acompanhar os aspectos éticos de todas
as pesquisas envolvendo seres humanos. A Comissio Nacional de Etica em Pesquisa (CONEP), tem por
objetivo desenvolver a regulamentacdo sobre protecdo dos seres humanos envolvidos nas pesquisas.
Desempenha um papel coordenador da rede de Comités de Etica em Pesquisa (CEPs) das institui¢cdes, além
de assumir a func¢do de 6rgao consultor na drea de ética em pesquisas.

Consentimento livre e esclarecido: Apds ter recebido esclarecimentos sobre a natureza da pesquisa, seus
objetivos, métodos, beneficios previstos, potenciais riscos e o incomodo que esta possa acarretar, aceito
participar e declaro estar recebendo uma via original deste documento assinada pelo pesquisador e por mim,
tendo todas as folhas por nds rubricadas:

Nome do (a) participante:

Data de Nascimento: __ / /- Sexo: Masculino ( ) Feminino ( )
CPF: RG:

Endereco:

Bairro: Cidade:

Telefone: / e-mail:

Data: / /

(Assinatura do participante ou nome e assinatura do seu RESPONSAVEL LEGAL)

Responsabilidade do Pesquisador: Asseguro ter cumprido as exigéncias da resolucido 466/2012 CNS/MS
e complementares na elaboracdo do protocolo e na obtencdo deste Termo de Consentimento Livre e
Esclarecido. Asseguro, também, ter explicado e fornecido uma via deste documento ao participante. Informo
que o estudo foi aprovado pelo CEP. Comprometo-me a utilizar o material e os dados obtidos nesta pesquisa
exclusivamente para as finalidades previstas neste documento ou conforme o consentimento dado pelo
participante.

Data: / /

(Assinatura do pesquisador)


mailto:marismcl@gmail.com
mailto:cep@fcm.unicamp.br

ANEXO III - CERTIFICADO CEP FOP/UNICAMP

COMITE DE ETICA EM PESQUISA

¢ ,.-'f FACULDADE DE ODONTOLOGIA DE PIRACICABA
e UNIVERSIDADE ESTADUAL DE CAMPINAS

FO

CERTIFICADO

O Comité de Etica em Pesquisa da FOP-UNICAMP certifica que o projeto de pesquisa “Eficicia da proteia botulinica no tratamento
orontaldgice”, protocole CANE n® 60121116.1,0000.5418, dos pesquisadores Maristela Corréa de Lima e Paulo Henrigue Ferreira Caria, satisfaz as exigéncias
das resolugies especificas sobre &ica em pesquisa com sares humanos do Conselho Nacional de Sailde — Ministério da Salde e foi aprovado (emenda
solichada em 27/11/2017) por este comite em 037122017,

The Research Ethles Committes of the School of Dentistry of Piracicaba of the Unlversity of Campinas (FOP-UNICAMP) certifles that research
project “Botulinum proteln efficiency in dental treatment”, CAAE 60121116.1.0000,5418, of researchers Maristela Corréa de Lima and Paulo Henrlque Ferrelra
Caria, meats the requiretnents of the specific resolutions on ethics in research with human beings of the Mational Health Coundl - Ministry of Health and was
approved by this committes on 12/3/2017,

// N/

i i
Ttmanday ow Yanaw/

A
Profa, Fernanda Miori Pascon Prof, Jacks Jorge Junior
Vice Coordenador Coordenador
CER(FOP/UNICAMP CEPFOP/UNICAMP

Mou: D tituls do protocelo ¢ 8 lsta de autores aparece come fomessdos pelos pesquisadones, sem qualguer edigio
Modiee: The title &nd the list of rescarchers of the project appears as provided by the authors, without editing.
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