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Resumo

O objetivo deste estudo de corte transversal foi comparar a prevaléncia de doenca
tiroideana auto-imune e disfungdo tiroideana entre mulheres portadoras de
endometriose € um grupo de controle. Foram avaliadas 148 mulheres, com
diagnéstico cirurgico de endometriose, acompanhadas no Ambulatério de
Endometriose do Centro de Atencdo Integral a Saude da Mulher da
Universidade Estadual de Campinas, no periodo de dezembro de 2005 a abril
de 2006, e comparadas a 158 mulheres atendidas no Ambulatério de
Planejamento Familar da mesma intituicio e no mesmo periodo. As pacientes
foram entrevistadas durante uma de suas consultas nos respectivos
Ambulatérios. Foram avaliadas: i) a funcao tiroideana através das dosagens dos
hormonios Tiroestimulante e Tiroxina livre, e ii) a presenca de doenca tiroideana
auto-imune através dos anticorpos anti-tiroglobulina e anti-tiroperoxidase. A
associacao entre as variaveis independentes, o grupo de estudo e as doencas
tiroidianas foi avaliada através dos testes qui-quadrado e exato de Fisher, teste
de Mann-Whitney e célculo de odds ratio com seu respectivo intervalo de
confianca 95%. A prevaléncia de hipotiroidismo foi de 12,2% (18 mulheres) no

grupo com endometriose e 7,8% (12 mulheres) no grupo de controle (OR 1,49;
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IC 95%, 0,69 — 3,2). A prevaléncia de hipotiroidismo auto-imune foi de 6,0%
(9/148) e 5,0% (8/158), nos dois grupos, respectivamente (p <0,005).
Identificamos 4,0% (6 mulheres) de hipotiroidismo instalado entre as mulheres
com endometriose e 3,2% (5 casos) nas mulheres do grupo de controle. A
prevaléncia de doenca tiroidiana auto-imune foi de 8,8% (13/148 mulheres) entre as
mulheres com endometriose e 15,8% (25/158) entre as mulheres no grupo de
controle (OR 0,52; IC 95%, 0,25 — 1,06). Em conclusédo, os resultados obtidos
neste estudo nao sustentam a hipotese de que mullheres com endometriose
apresentam maior prevaléncia de disfungao tiroidiana ou doenga tiroidiana auto-
imune. Assim, entendemos ndo haver necessidade de rastreamento diferenciado

para hipotiroidismo ou para disfungéo tiroidiana nas mulheres com endometriose.

Palavras-chave: endometriose, doenca tiroideana auto-imune, hipotiroidismo,

diagnéstico.
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Summary

The objective of this cross sectional study was to compare the prevalence of
autoimmune thyroid disease and thyroid dysfunction between women with
endometriosis and a control group. One hundred forty eight women with surgically
confirmed endometriosis attended at the endometriosis outpatient clinic at the
Department of Obstetrics and Gynaecology, School of Medicine, Universidade
Estadual de Campinas (Unicamp) were evaluated from December 2005 to April
2006 and compared to 158 women from the family planning outpatient clinic at
the same institution, during the same time period. All patients were interviewed
in one of their regular visit. Thyroid function and autoimmunity were evaluated
by measuring serum level of thyroid stimulating hormone, free thyroxin and the
antibodies antithyroperoxidase and antithyroglobulin. The association of independent
variables and the study group with thyroid disorder and with thyroid dysfunction
was assessed by X? test and Fisher test. Prevalence of thyroid disorders and
thyroid dysfuncion among women with endometriosis were calculated and compared
with the control group using Mann-Whitney test and the odds ratio was calculated
with the 95% confidence interval. The prevalence of hypothyroidism was 12.2 %

(18 women) among women with endometriosis and 7.8% (12 women) in the
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control group (OR 1.49; CI 95%, 0.69 — 3.23). The prevalence of autoimmune
hypothyroidism was 6% (9/148) and 5% (8/158) in both groups, respectively. We
identified 4% (6 women) with overt hypothyroidism in the group of women with
endometriosis and 3.2% (5 cases) among women from the control group. The
prevalence of autoimmune thyroid disease was 8.8 % (13 women) among women
with endometriosis and 15.8% (25 women) in the control group (OR 0.52; Cl 95%,
0.25 — 1.06). Our data do not support the hypotesis that women with endometriosis
present a higher prevalence of autoimmune thyroid disease or thyroid dysfuction.
Therefore, we believe there is no need for a specific screening of thyroid diseases

among women with endometriosis.

Key-words: endometriosis, autoimmune thyroid disease, hypothyroidism, diagnosis
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1. Introducao

A endometriose é classicamente definida como a presencga de estroma e
glandulas endometriais fora da cavidade endometrial (Olive e Schwartz, 1993).
A maioria dos estudos atribui a Carl Von Rokitansky, em 1860, na Alemanha, a
primeira descricdo de um caso de endometriose, ao se deparar com tecido
ectépico semelhante ao endométrio, em pecas de necropsia (Matorras e cols.,
1995). Em 1927, foi introduzido o termo endometriose, descrito como tecido
ectépico com estrutura histolégica e funcional semelhante a da mucosa uterina
e, apesar de benigno, tem o potencial de invadir 6rgaos adjacentes, distorcendo
a anatomia da pelve (Sampson, 1927). Apesar de descrita desde o século XIX,
somente no século passado foi reconhecida como um disturbio clinico de ampla

ocorréncia (Knapp, 1999).

A endometriose associa-se a uma ampla diversidade de sintomas como
dismenorréia, dor pélvica cronica, localizada em hipogastrio ou fossas iliacas,
dispareunia, desconforto pds-coito e infertilidade (Adamson, 1990), embora possa

permanecer assintomatica. Os sinais de endometriose podem incluir nodulagédo em
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fundo de saco, espessamento e dor em ligamento Utero-sacro, utero retrovertido e
fixo e, eventualmente, massa anexial (Adamson, 1990). Sdo suspeitas de serem
portadoras de endometriose todas as mulheres com queixa de dor pélvica crbnica,
dismenorréia, dispareunia e comprometimento da fertilidade (Matorras e cols.,

1996; Fukaya e cols., 1993).

O diagnéstico de endometriose requer a visualizacao direta das lesoes,
caracterizadas por coloracao escurecida tipo "chamuscado de pélvora" (Nisolle
e cols., 1990). No entanto, podem aparecer como lesdes vermelhas em "chama
de vela", excrescéncias glandulares, aderéncias subovarianas, lesdes amarelo-
pardacentas, opacificacdes peritoneais, entre outras (Jansen e Russel, 1986).
Lesdes endometridticas atipicas, ndo pigmentadas, superam em muitas vezes o
numero de lesdes tipicas (Redwine, 1987). A laparoscopia € de grande valia para o
diagnéstico, pois magnifica o tamanho das lesdes, permitindo uma avaliacao
mais adequada das mesmas. Quando houver duvidas quanto ao diagnéstico,

devera ser realizada biépsia (Adamson, 1990).

A prevaléncia de endometriose ndo € um dado facil de ser obtido, uma vez
que o diagndstico definitivo depende de um procedimento invasivo (preferencialmente
laparoscopia e eventualmente laparotomia), somente realizado em pacientes
com forte suspeita clinica. A inexisténcia de uma relacdo direta entre a presenca
de lesdes e os sintomas (Vercellini e cols., 1996), dificulta o diagnéstico. Em 1992,
Wheeler mostrou a prevaléncia de endometriose conforme a indicacdo cirlrgica
em diversos estudos clinicos: 2% em 3060 mulheres submetidas a laqueadura

tubaria; 8% em 858 mulheres submetidas a histerectomia vaginal; 11% em
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5511 mulheres submetidas a histerectomia via abdominal; 16% em 724 mulheres
submetidas a laparoscopia diagnéstica por infertilidade e 53% em 140 mulheres

submetidas a laparoscopia por dor pélvica.

A idade de maior prevaléncia é durante o periodo reprodutivo, uma vez que
os estrégenos sao necessarios para que haja o desenvolvimento da endometriose
(Vercellini e cols., 1996). Abrdo e cols. (2000), estudaram 244 mulheres com
diagndstico definitivo de endometriose, em que a idade variou de 17 a 60 anos,

com média de 32,4 anos.

Quanto ao comprometimento da fertilidade e a presenca de endometriose, a
relagdo causa-efeito é claramente demonstrada em estudos envolvendo mulheres
com estadios avancados da doenca, em que ha distorcao anatbmica da pelve e
obstrucdo das tubas. Por outro lado, ainda nao esta muito claro se a endometriose,
por si, pode causar infertilidade na auséncia de aderéncias que distorcam a
anatomia pélvica e na auséncia de obstrucdo tubaria (Olive e Schwartz, 1993). A
aplicagcao de critérios para estabelecer a associagao entre endometriose e infertilidade

revela que as evidéncias continuam ainda muito frageis (Wheeler, 1989).

Em relacdo aos fatores de risco, em estudo caso-controle avaliando fatores
constitucionais, menstruais e reprodutivos, comparando 126 pacientes com
diagnéstico laparoscépico de endometriose a um grupo de controle constituido
de 504 mulheres submetidas a laqueadura tubaria laparoscopica sem evidéncias de
endometriose, demonstrou-se que a endometriose foi significativamente mais

freqiente em pacientes acima de 35 anos de idade, de origem asiatica € um unico
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parto. Por outro lado, o risco de desenvolver endometriose foi menor nas usuarias
de contraceptivos orais (Sangi-Haghpeykar e Poindexter Ill, 1995). A histéria familiar
€ considerada outro fator de risco para endometriose. Mulheres com parentes de
primeiro grau acometidas pela doenca apresentam risco 3 a 10 vezes maior de
desenvolver endometriose, geralmente nas formas mais graves. Provavelmente
existe um traco genético complexo, com interacao de multiplos genes e também

do meio ambiente (Wheeler, 1989; Kennedy, 1998; Kennedy e cols., 2001).

Embora mais de 70 anos tenham se passado desde a publicacdo de
Sampson (1927), a etiologia e fisiopatologia da endometriose ainda apresentam
muitos pontos obscuros. A teoria do retrofluxo menstrual de Sampsom (1927) ainda
encontra respaldo em inUmeras publicacdes na literatura. Olive e Henderson (1987)
avaliaram pacientes com anormalidades mullerianas submetidas a cirurgia
abdominal quanto a permeabilidade tubaria, hematocolpo ou hematometra e
obstrucao do fluxo menstrual. A endometriose foi encontrada em 77% das pacientes
com endométrio funcionante, tubas pérveas e obstrucdo do fluxo menstrual, e
em apenas 37% das pacientes com endométrio funcionante, tubas pérveas e
sem obstrugcdo do fluxo menstrual. De maneira semelhante, foi identificada
endometriose em 89% das pacientes com hematocolpo ou hematometra e em 38%
das pacientes com endométrio funcionante, mas sem hemato/colpometra, sugerindo
que o aumento do refluxo menstrual predispée a endometriose. No entanto, o
fato de que quase todas as mulheres em idade reprodutiva apresentam algum grau
de retrofluxo menstrual (Halme e cols., 1984) evidencia a existéncia de outros

fatores que permitem o implante e desenvolvimento de tecido endometrial ectépico
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em algumas mulheres e ndo em outras. Koninckx e cols., (1994) sugeriram que
todas as mulheres desenvolvem endometriose em algum grau, mesmo que seja
microscopica. Muitas vezes assintomaticas, estas mulheres permanecem sem o
diagndstico de endometriose, a menos que seja feito acidentalmente em fungao

de cirurgia pélvica por outros motivos.

Mulheres com endometriose apresentam reducao de linfécitos periféricos em
resposta ao reconhecimento de células endometriais e a antigenos de células
endometriais (Dmowski e cols., 1981). Alguns autores demonstraram que ha
diminui¢ao da destruicdo das células endometriais devido ao menor efeito citotoxico
de linfécitos periféricos contra células endometriais autdlogas (Steele e cols., 1984).
Ainda, linfécitos T natural-killers periféricos e peritoneais de mulheres portadoras de
endometriose apresentam diminuicdo da atividade citotoxica as células endometriais
autélogas e heterélogas, sendo que a citotoxidade destas células peritoneais

correlaciona-se inversamente ao estadio da endometriose (Ho e cols., 1995).

Ha evidéncias consideraveis sustentando a interferéncia também do sistema
imunolégico humoral no desenvolvimento da endometriose, como alteragdes na
atividade das células B e o aumento de auto-anticorpos em mulheres com

endometriose (Nothnick, 2001).

A maior freqiéncia de auto-anticorpos em mulheres portadoras de
endometriose sugere a existéncia de componente auto-imune. Gleicher e cols.
(1987) demonstraram que endometriose preenche a maioria dos critérios de

classificagdo para doenga auto-imune: ativagcdo de células linfécitos B policlonais,
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anormalidades nas func¢des das células T e B, incremento da apoptose, lesdo
tecidual, envolvimento de multiplos 6rgaos, ocorréncia familiar, provavel participacao
genética, envolvimento de co-fatores ambientais, maior prevaléncia no sexo

feminino e associacdo com outras doencgas auto-imunes.

Sinaii e cols. (2002) estudaram 3680 mulheres com diagndstico cirurgico de
endometriose e demonstraram que as portadoras de endometriose apresentavam
maior freqiéncia de hipotiroidismo (9,6% versus 1,5%, P<0,0001), fibromialgia
(5,9% versus 3,4%, P<0,0001 ), sindrome da fatiga crénica (4,3% versus 0,03%,
P<0,0001), artrite rematdide (1,8% versus 1,2%, P=0,0001), lUpus eritematoso
sistémico (0,8% versus 0,4%, P<0,0001), sindrome de Sjogren (0,6% versus
0,03%, P<0,0001) e esclerose multipla (0,5% versus 0,07%, P<0,0001) quando
comparadas a populacdo em geral. A alta prevaléncia de hipotiroidismo auto-
imune associado a endometriose (9,6% versus 1,5%) € de especial interesse,

sobretudo pelas repercussoes clinicas provocadas por este disturbio metabdlico.

O hipotiroidismo é uma sindrome complexa resultante da secrecao
insuficiente do horménio tiroidiano, com manifestacdes clinicas que dependem
da gravidade e duracado da doenca, assim como do ritmo de desenvolvimento.
Os sintomas variam de queixas vagas, sutis e inespecificas nos estagios iniciais,
como fadiga, depressao leve e dificuldade em perder peso até complicagdes
multissistémicas como ganho de peso, pele seca, constipacao, intolerancia ao frio,
diminuicao da capacidade de concentracdo e comprometimento da capacidade
de raciocinio, depressdo, fraqueza, mialgia, menstruacdes irregulares, fluxo

menstrual aumentado e infertilidade (Elliott, 2000). O hipotireoidismo pode
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iniciar-se por um estagio subclinico, progredindo para a forma clinicamente
instalada. O hipotireoidismo subclinico caracteriza-se por niveis de T4 e T3 nhormais,
elevacao discreta de TSH, sendo o paciente assintomatico ou oligossintomatico.
Geralmente, os sistemas e 6rgaos serdo afetados na vigéncia de hipotiroxinemia

(Wiersinga, 2004).

A prevaléncia de hipotiroidismo depende de fatores ambientais, étnicos,
ingestéo de iodo e idade, variando de 1,4% a 2,0% entre as mulheres e 0,1% a
0,2% entre os homens, elevando-se para 5% a 10% em mulheres acima dos 50
anos de idade e 1,25% em homens acima dos 60 anos (Elliott, 2000). Sinaii e
cols. (2002) estimaram a prevaléncia de hipotiroidismo em torno de 1,5% na
populagdo feminina geral, baseados em estudos de prevaléncia da doenca

encontrados no PubMed e Medline, entre os anos de 1969 a 2001.

O hipotiroidismo primario auto-imune, ou tiroidite de Hashimoto, € a causa
mais comum de disfuncao tiroideana e geralmente associa-se a outras doencgas
auto-imunes. Bocio ao exame fisico, membros da familia com hipotiroidismo por
tiroidite crénica auto-imune ou associacdo a outras deficiéncias endécrinas auto-

imunes elevam as chances de o individuo apresentar a doenca (Romaldini, 1995).

A fisiopatologia envolve mecanismos de auto-agressao. Tirdcitos provenientes
de tiroidite crénica auto-imune expressam moléculas do Complexo Principal de
Histocompatibilidade (MHC) classe |l sob estimulo do y-interferon. Ocorre a
apresentacao do antigeno, a captagéo, processamento em peptideos e apresentacao

a receptores das células T CD4+ (auxiliares), formando complexos com o MHC
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classe Il. Essa ligacdo induz a ativacao de linfocitos T, liberagéo de citocinas que
auxiliam os linfécitos B na producao dos anticorpos. Os linfocitos T que infiltram a
tirdide séo principalmente CD4+ e também expressam marcadores de ativacao,
como as moléculas MHC classe Il. Os linfocitos B intra-tiroidianos apresentam
resposta policlonal a tireoglobulina, tireoperoxidase e a outros antigenos tiroidianos,
sendo o sitio mais importante de producao dos anticorpos anti-tiroidianos. O dano
tecidual existente na tiroidite auto-imune € causado por mecanismos efetores
humorais e mediados por célula. Existe fixagdo de complemento por anticorpos
anti-tiroidianos, demonstrada por complexos de complemento na circulacédo e em
torno dos foliculos tiroidianos. Alguns auto-anticorpos exibem efeito funcional direto,
de importancia menor, como os anticorpos anti-TPO que diminuem parcialmente a
atividade enzimatica da TPO e como os anticorpos anti-receptores de TSH
bloqueadores do estimulo tiroidiano. Anticorpos anti-TPO e anti-Tg sdo marcadores
da doenca tiroideana auto-imune, que compreende a tiroidite de Hashimoto, a
doenca de Graves e suas variacoes clinicas. A prevaléncia destes anticorpos varia
na populacéo geral, de acordo com a idade, sexo e diferencas metodoldgicas dos
ensaios empregados. Os anticorpos anti-tireoglobulina sdo encontrados em 3%
da populacdo geral, em 30% a 60% dos individuos com tiroidite de Hashimoto e em
12% a 30% dos individuos com doenca de Graves. Adicionalmente, os anticorpos
anti-tiroperoxidase, de maior sensibilidade para a deteccdo da doenca tiroideana
auto-imune, sdo encontrados em 10% a 15% na populacdo geral e em 80% a
99% e 45% a 80% nos individuos com tiroidite de Hashimoto e doenca de Graves,

respectivamente (Maciel, 2002). Estima-se que 2% a 5% da populacédo tenham

Introdugdo 20



uma tireoidite assintomatica, similarmente a porcentagem de infiltracéo linfocitaria

encontrada na tiredide (Yoshida e Amino, 1978).

A elevacéao dos niveis de TSH com dosagens normais de T4 e/ou T3 na
forma livre, leva ao diagndstico de hipotiroidismo subclinico. Hipotiroidismo evidente
confirma-se através de niveis séricos diminuidos de T4L e/ou TsL, elevados de

TSH (Amino e De Groot, 2003).

A tiroidite crénica auto-imune pode permanecer assintomatica, apenas como
bécio ou evoluir para hipotiroidismo. A evolucao é imprevisivel, pois alguns pacientes
permanecem assintomaticos durante décadas, enquanto outros desenvolvem

hipotiroidismo em poucos meses (Maciel, 1995).

O estudo Whickham (Vanderpump e cols., 1995) mostrou que 5% ao ano
dos individuos eutiroideanos, com anticorpos anti-tiroidianos detectaveis,
desenvolveram hipotiroidismo em um periodo de quatro anos de seguimento,
enquanto que nenhuma pessoa desenvolveu hipotiroidismo entre as que
apresentavam niveis séricos de TSH levemente aumentados sem anticorpos
detectaveis. Um estudo conduzido no Novo México, em sujeitos assintomaticos
de 60 anos ou mais, mostrou que um terco dos pacientes com hipotiroidismo
subclinico desenvolveu hipotiroidismo ao longo de quatro anos de seguimento
(Tunbridge e cols., 1981). Estudo envolvendo mulheres saudaveis entre 42 e 50
anos de idade, ndo menopausadas, mostrou que na vigéncia de anticorpos anti-

tiroidianos os niveis de TSH sao significativamente mais altos quando
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comparados aos de mulheres sem anticorpos detectaveis (Massoudi e cols.,

1995).

Ainda ha controvérsias acerca da necessidade de rastreamento para
disturbios da tirdide. Assim, o US Preventive Services Task e o British Royal College
of Physicians nao recomendam rastreamento na populacao adulta, a American
Thyroid Association recomenda rastreamento para homens e mulheres acima
dos 35 anos, a American Association of Clinical Endocrinologists recomenda
rastreamento para mulheres idosas. O American College of Pathologists recomenda
rastreamento para mulheres acima dos 50 anos que estejam em tratamento médico
e para todos os pacientes geriatricos quando submetidos a internacao hospitalar. A
American Academy of Family Physicians recomenda rastreamento para pessoas
acima de 60 anos. O American College of Physicians recomenda rastreamento
para mulheres acima dos 50 anos, com queixas inespecificas. O American
College of Obstetrics and Gynecology recomenda rastreamento para mulheres
de grupos de risco, como por exemplo, histéria familiar de tiroidopatia ou doenca
auto-imune, a partir dos 20 anos de idade. Em estudo nacional, Bensenor (2002)
recomenda rastreamento para mulheres acima dos 50 anos e para mulheres com
sintomas inespecificos que nao preencham critérios para disturbios psiquiatricos,

como depressao e ansiedade.

Dado que os horménios tiroidianos influenciam todos os sistemas organicos,
as manifestacdes de sua deficiéncia sao multiplas e diversas. As repercussdes
mais importantes sao sobre o metabolismo lipidico e hipertensao arterial,

com predisposicdo a vasculopatia e a coronariopatia (Romaldini, 1995). A

Introdugdo 22



hipercolesterolemia é fator causal de doengas cardiovasculares, embora exista
uma relagao entre hipotiroidismo e doenga cardiovascular independentemente
da hipercolesterolemia, com maior prevaléncia de aterosclerose e infarto do
miocardio (Hak e cols., 2000). O aumento dos niveis de pressao arterial sistémica,
especialmente a diastolica, é reversivel com a terapia de reposicao de horménios
tiroidianos. A significativa correlacao entre os niveis de T3 livre e a pressao
arterial diastélica sugere fortemente uma relacéo de causa-efeito, indicando que
os horménios da tirdide contribuem para a homeostase da pressao arterial

sistémica em condi¢des fisiolégicas (Fommei e Lervasi, 2002).

Além disso, os horménios da tiréide interferem em inUmeros aspectos da
fungéo reprodutiva. Tanto hipotiroidismo como hipertiroidismo alteram a fungao
ovariana e podem prejudicar o curso normal de uma gestagao (Krassas, 2000).
Vaquero e cols., (2000) demonstraram que a administracao precoce de horménios
tiroidianos em mulheres com abortamento de repeticdo apresentando disfuncao
tiroidiana leve e anticorpos anti-tiroglobulina aumentou significativamente o nimero
de nascidos vivos, quando comparado a administracdo de imunoglobulinas durante
a gravidez. Poppe e cols (2002), avaliando 438 mulheres com infertilidade e
comparando-as com 100 mulheres-controle férteis, pareadas pela idade, mostraram
aumento significativo na prevaléncia de anticorpo anti-tiroglobulina em mulheres
inférteis (18%) em comparacao a mulheres férteis (8%) de acordo com o fator de
infertilidade: endometriose 29%,; fator tubério 18%, fator ovulatério 16%, revelando

elevacao do risco relativo de infertilidade particularmente associada a endometriose.
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A presenca de anticorpos anti-tiroglobulina relaciona-se a menores taxas de
gravidez de mulheres inférteis submetidas as técnicas de reprodugdo assistida.
Poppe e cols., (2003) avaliaram TSH, T4 livre e anticorpos anti-tiroperoxidase em
234 mulheres inférteis (fator ovulatorio 20%, fator tubario 15%, endometriose 5%,
idiopatico 11% e fator masculino) antes do primeiro ciclo de fertilizagao in vitro,
excluindo diagnéstico prévio de tiroideopatia. As taxas de gravidez nas pacientes
com anticorpo anti-tiroglobulina detectavel ou negativo foram semelhantes. No

entanto, as taxas de abortamento foram de 53% e 23%, respectivamente.

Em vista do exposto, determinar a relacdo entre risco de doenca tiroideana
auto-imune e/ou disfungéo tiroideana e endometriose, permite considerar a
necessidade de avaliacdo sistematica de disfuncao tiroidiana e de doenca tiroidiana

auto-imune em mulheres com endometriose.

Assim, a proposta deste estudo foi estabelecer a prevaléncia de doenca
tiroideana auto-imune e/ou disfungao tiroideana em um grupo de mulheres com
endometriose comparado a um grupo de controle, permitindo assim determinar
a necessidade de instituir protocolos de rastreamento e minimizar futuros riscos
cardiovasculares e reprodutivos, assim como também instituir um seguimento

apropriado para cada caso.
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2. Objetivos

2.1. Objetivo Geral

Comparar a prevaléncia de doenca tiroideana auto-imune e disfuncao
tiroideana em um grupo de mulheres portadoras de endometriose com um

grupo de controle.

2.2. Objetivos Especificos

m l|dentificar quantas mulheres em cada grupo apresentavam diagndstico
prévio de disfuncao tiroideana e em quantas o diagndstico foi realizado

com o atual estudo.

m |dentificar e comparar a prevaléncia de doenca tiroideana auto-imune

através da detecgao de anticorpos anti-tiroidianos nos dois grupos.

m Correlacionar o estadio da endometriose (ASRM, 1997) com a prevaléncia

de doenga tiroideana auto-imune e de disfungao tiroideana.
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Abstract

BACKGROUND: The objective of this study was to compare the prevalence of thyroid
dysfunction and autoimmune thyroid disease between women with endometriosis and a
control group. METHODS: This was a cross-sectional study carried out in 148 women with
surgically confirmed endometriosis and 158 controls. Serum levels of thyroid stimulating
hormone, free thyroxin and the anti-thyroperoxidase and anti-thyroglobulin antibodies
were evaluated. RESULTS: The prevalence of hypothyroidism was 12.2% in women
with endometriosis and 7.8% in the control group. In the control group, the prevalence
of hyperthyroidism was 3.2%. The prevalence of autoimmune thyroid disease was 8.8%
and 15.8%, respectively. CONCLUSIONS: The prevalence of thyroid dysfunction and
autoimmune thyroid disease was similar in the two studied groups. Screening for thyroid

disorders in women with endometriosis is not indicated.

Key-words: endometriosis, autoimmune thyroid disease, hypothyroidism, diagnosis
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Introduction

Endometriosis is defined as the presence of endometrial-like tissue outside the uterus,
which induces a chronic, inflammatory reaction (Kennedy et al, 2005). Retrograde
menstruation proposed by Sampson (1927) is still one of the most accepted theories;
however, it fails to explain why nearly all women of reproductive age have some degree
of retrograde menstruation (Halme ef al, 1984), while only a small percentage develops
endometriosis. It has been postulated that other factors, particularly immunological ones,
may cause the endometrial tissue displaced by retrograde menstruation to develop into
ectopic lesions (Nothnick, 2001). Endometriosis is associated with the presence of a
variety of autoantibodies (Gleicher et al, 1987) and fulfills most of the classification
criteria for an autoimmune disease, such as tissue damage, polyclonal B lymphocyte
activation, T-lymphocyte immunological abnormalities, B-lymphocyte immunological
abnormalities, preponderance of females, multiorgan involvement, occurrence in families,
and possible genetic and environmental factors, besides the association with other
autoimmune diseases (Nothnick, 2001).

A large cross-sectional survey conducted in the United States of America by the
Endometriosis Association (Sinaii et al, 2002), based on self-reported information obtained
from mailed questionnaires found that women with endometriosis had significantly higher
rates of autoimmune disorders, among them hypothyroidism (9.6 versus 1.5%). This study,
however, had some methodological limitations since data were obtained from self-
administered questionnaires and the prevalence of the disease in the general population used
for comparison was not limited either to women or to those of reproductive age.

To determine whether women with endometriosis are at a greater risk of thyroid

autoimmune disease or thyroid dysfunction, this study evaluated the prevalence of these
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disorders in women with endometriosis compared to a control group of women of

reproductive age.

Subjects and methods

This was a cross-sectional study carried out at the Department of Obstetrics and
Gynaecology, School of Medicine, Universidade Estadual de Campinas, Campinas, Brazil,
between December 2005 and May 2006. The University’s Institutional Review Board
approved the protocol and all women signed an informed consent form.

A total of 148 women with surgically and histopathologically confirmed
endometriosis receiving care at the endometriosis outpatient clinic were included in the
study group, while a control group consisted of 158 women from a family planning clinic,
who had no history of endometriosis and no endometriosis-related symptoms. All women in
this study were enrolled consecutively during their regular scheduled visit to the clinic.

The questionnaire included data on sociodemographic characteristics (age, ethnicity,
years of formal school education), medical history including infertility and number of
miscarriages, smoking habit, contraceptive methods and other medication currently in use. In
the study group, the stage of endometriosis was obtained from the patient’s medical records
and was classified according to the definitions of the American Society for Reproductive
Medicine (1997). Participants were also asked if they had ever been diagnosed or suspected
of having hypothyroidism or hyperthyroidism, Hashimoto’s thyroiditis or Graves’
disease. If they had ever undergone a fine needle aspiration biopsy of the thyroid or a
surgical thyroid resection of any kind, they were requested to submit the cytological or

histological findings. The most common symptoms of hypothyroidism, such as fatigue,
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depression, difficulty in losing weight or weight gain in the last 12 months, dry skin,
weakness, constipation and intolerance to cold, were evaluated.

The following serum measurements were performed: thyroid stimulating hormone
(standard reference range 0.4 — 4.0 mU/I), intra-assay variation: 13.8%, inter-assay
variation: 17.5%; free thyroxin (reference range 0.8 — 1.9 ng/dl), intra-assay variation: 6.8%,
inter-assay variation: 7.8%; free triiodothyronine (reference range 1.5 — 4.1 ng/l), intra-assay
variation: 13.2%, inter-assay variation 15.6%:, anti-thyroperoxidase antibody (reference
values < 35 IU/ml), intra-assay variation: 4.3% , inter-assay variation: 10.5%; and
antithyroglobulin antibody (reference value < 49 IU/ml), intra-assay variation: 2.3% ,
inter-assay variation: 8.1%. All measurements were performed using an Immulite® 1000
chemiluminescent analyzer (Diagnostic Products Corporation, Los Angeles, CA, USA).

Thyroid disorders were classified as follows:

— Normal thyroid function: defined as TSH, free T4 and T3 values within the

standard reference ranges.

— Autoimmune Thyroid Disease (AITD): euthyroid according to clinical and

laboratory parameters, with elevated serum levels of TPO Ab and/or Tg Ab.

— Opvert hypothyroidism: elevated TSH with reduced FT4 levels.

— Subclinical hypothyroidism: elevated TSH, usually below 10 Ul/ml, and

normal free thyroxin (FT4) and free triiodothyronine (FT3).

— Autoimmune hypothyroidism or subclinical hypothyroidism: conditions associated

with the presence of antithyroid antibodies, either one or both together.

— Thyrotoxicosis (or hyperthyroidism): low TSH and elevated free T4 and/or

free T3.

— Subclinical hyperthyroidism: low TSH and normal free T4 and/or free T3.
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— Autoimmune hyperthyroidism or subclinical hyperthyroidism: conditions associated
with the presence of antithyroid antibodies, either one or both together.

(www.thyroidmanager.org. 2004).

Sample size was estimated at 140 subjects in each group to identify a 5%
difference in the prevalence of hypothyroidism between women with endometriosis and
the control group, with a power of 90% and a 5% significance level. The theoretical
presence of endometriosis in 10% of the control group (Olive and Schwartz, 1993) was
taken into consideration in calculating sample size.

The association of the independent variables and the study group with thyroid
disorder and thyroid dysfunction was assessed using the chi-square test and Fisher’s
exact test. The prevalence of thyroid disorders and thyroid dysfunction among women
with endometriosis was calculated and compared with that of the control group using the
Mann-Whitney test and the odds ratios, calculated with their 95% confidence intervals.
The software program used for all statistical analyses was SAS, version 8.2 (SAS

Institute, Cary, NC, USA). Statistical significance was established at 5%.

Results

The mean age of women in the study group was 34.6 (SD + 7.1) years and 32.1
(SD + 7.7) for women in the control group (p = 0.0053). The majority of respondents in
both groups were white (70.1% and 72.2%, respectively). There were no statistically
significant differences in mean body mass index (26.1 versus 26.6 kg/m” respectively) or
smoking habits between the two groups. The majority of women in both groups had

never smoked (74.3% versus 74.1%, respectively).
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In the study group, 56 women (37.8%) were nulligravida. Among women with
endometriosis, 70 (47.3%) reported infertility (mean duration of infertility was 6.2 years), and
mean parity was 0.8. Thirty-eight of these women had never delivered and 34 were
nulligravida. In the control group, all the women had conceived spontaneously and given birth
at least once. Mean parity was 2.4 and all women were using a contraceptive method.

The frequency of each diagnosis in each group is presented in Table I. The
diagnoses have been summarized into four categories: i) no thyroid disorder, ii) thyroid
autoimmune disease, iii) hypothyroidism, and iv) hyperthyroidism. Women on L-thyroxin
replacement therapy, who self-reported hypothyroidism, were considered hypothyroid
even if their hormone levels were within the normal range.

Thirty-one of the 148 women in the endometriosis group (20.9%) were identified
as having thyroid disorder, 18 of whom (12.2%) had hypothyroidism and 13 (8.8%)
autoimmune thyroid disease. Hypothyroidism was classified as being of autoimmune origin
in 9 and non-autoimmune in the remaining 9. According to thyroid function, overt
hypothyroidism was diagnosed in 6 women (2 of autoimmune origin), while 12 cases
were subclinical. Five out of the six women with overt hypothyroidism were aware of
their thyroid dysfunction, which had been previously diagnosed by their physician, and
were already in use of levothyroxine replacement therapy. There was no case of
thyrotoxicosis in this group.

In the control group, 42/158 women (26.5%) were found to have thyroid disorder, 25
of whom (15.8%) had autoimmune thyroid disease, 12 (7.6%) hypothyroidism and 5
(3.2%) hyperthyroidism. Autoimmune hypothyroidism was found in 8 out of the 12 women
with hypothyroidism. Seven women had overt hypothyroidism (6 of autoimmune origin),

while the other 5 had subclinical hypothyroidism (two of them of autoimmune origin).
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Thyrotoxicosis was found in 2 patients (one of autoimmune origin), while subclinical
hyperthyroidism was identified in 3 patients (one of autoimmune origin). In the entire
control group, only two women, both with autoimmune hypothyroidism, were aware of
their thyroid dysfunction and were under medication.

The overall frequency of thyroid dysfunction was 12.2% (18 cases of overt or
subclinical hypothyroidism) among the group of women with endometriosis and 10.8%
(12 cases of hypothyroidism and 5 of hyperthyroidism, either overt or subclinical) in
women in the control group (Table II).

The frequency of positive thyroid antibodies was 14.9% among women with
endometriosis, 22/148 women having elevated levels of thyroid antibodies. In 10 of
these women, only TPO-Ab was positive, whereas only TG-Ab was positive in 5 and both of
these tests were positive in 7 women. Among women in the control group, the frequency of
positive thyroid antibodies was 22.2%, 35/158 women having elevated titers of thyroid
antibodies in the control group. The majority of women were euthyroid in both groups,
13/22 (59.0%) in the study group and 25/38 (65.7%) in the control group (Table III).

The overall frequency of autoimmune hypothyroidism, including subclinical
cases, was 6% and 5% in the study and control groups, respectively. If the two cases of
autoimmune hyperthyroidism found only in the control group were included, then the
figures would be 6% and 6.3%, respectively.

All symptoms usually related to thyroid dysfunction were significantly more frequent
among women with endometriosis except constipation and dry skin, (data not shown).

No increased risk for autoimmune thyroid disease (p=0.752) or for thyroid
dysfunction (p=0.6113) was found for women with endometriosis stage I and II versus

III and IV (data not shown).
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Discussion

Our results showed no significant increase in thyroid disease in women with
endometriosis. The overall frequency of thyroid dysfunction was 12.2% (18 cases of
overt or subclinical hypothyroidism) in women with endometriosis and 10.8% (12 cases
of hypothyroidism and 5 of thyrotoxicosis, either overt or subclinical) in women in the
control group. According to these results, the female population with endometriosis is
not at a higher risk of having thyroid disease, and screening for this problem is not,
therefore, justified in these women.

Regarding autoimmune thyroid disease, the prevalence in the control group was
15.8% compared to 8.8% in women with endometriosis. This difference was not
statistically significant. Likewise, 10 of the 17 cases of thyroid dysfunction in the control
group were associated with the presence of antithyroid antibodies (58.8%), while in the
group of patients with endometriosis, 9/18 cases of thyroid dysfunction (50%) were
positive for antithyroid antibodies.

In a 20-year follow-up study, the Whickham survey showed that the annual risk
for spontaneous hypothyroidism was 5% in women who had raised serum TSH values
and who were positive for antithyroid antibodies, 3% if only serum TSH was raised, and 2% if
only antithyroid antibodies were positive. The cumulative incidence of hypothyroidism over
20 years was 55%, 33% and 27%, respectively. The chance of a woman developing
hypothyroidism increases linearly once serum TSH is above 2mU/l. That chance is
further increased if the woman is positive for antithyroid antibodies and decreased if she
is antithyroid antibodies negative (Vanderpump et al, 1995).

This percentage of women affected by thyroid disease is within the expected

range for the Brazilian female population of reproductive age. Prevalence studies in

Publicagdo 36



191

192

193

194

195

196

197

198

199

200

201

202

203

204

205

206

207

208

209

210

211

212

213

214

Brazil have reported incidences ranging from 6.6% to 14.1% for thyroid dysfunction and
9.1% to 19.5% for autoimmune disease (Mendong¢a & Jorge 2002; Camargo et al, 2006).

The results of the present study differ from those reported by Sinaii et al (2002),
who concluded that women with endometriosis have a higher rate of hypothyroidism
compared with the published rates of hypothyroidism in the general US female population
(9.6 versus 1.5%, p<0.0001). Although that study has considerable strength mainly due
to the large sample size (n=3,680), it also has remarkable limitations attributable to the
self-reported mail surveys (Bergmann et al, 1998). These limitations include the possibility
that women may have misinterpreted questions, may not have recognized the name of
specific diseases and that some women already had undiagnosed hypothyroidism at the time
they answered the questionnaire. Moreover, according to the authors, due to insufficient
data from the US, the prevalence estimated for Hashimoto’s thyroiditis/ hypothyroidism also
included data from international studies and not from a control group; these studies were not
restricted to women and certainly included older women with different characteristics from
those of the study population. It is also possible to speculate that women with symptoms of
thyroid disease may have suspected that they had thyroid disease when they actually did not.

In this study, complaints of almost all symptoms usually related with hypothyroidism
were statistically more frequent among women with endometriosis and were not in fact
associated with thyroid dysfunction. However, the presence of the disease was not
confirmed by laboratory tests; therefore the symptoms of thyroid dysfunction were not
predictive of the disease.

The strength of the current study is that the diagnoses of hypothyroidism,
hyperthyroidism and autoimmune thyroid disease were investigated by serum measurements of

thyroid hormone and anti-thyroid antibodies in using strict criteria, and the study did not simply
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rely on information provided by the patients. Furthermore, the control group consisted of
women from the same geographical region with similar demographic characteristics.

One limitation of our study is that some of the women in the control group may
have endometriosis. However, these are low-risk women, since all are parous and have
no symptoms related to endometriosis and/or infertility. In addition, sample size was
adequately calculated to avoid an effect of any possible bias.

In addition, no association was found between severity of the disease and the
prevalence of thyroid dysfunction or autoimmune thyroid disease; hence, screening
based on the severity of the disease is also not recommended.

In conclusion, these findings show that women with endometriosis have no
increased risk of thyroid dysfunction or autoimmune thyroid disease; therefore, screening tests

for thyroid disease in women with endometriosis are unnecessary.
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Table I — Distribution of thyroid disorders according to thyroid function and

autoimmunity in the two groups

Group
i S onwseen
n %0 n %
Diagnosis p=0.2542
No thyroid disorder 116 73.4 117 79.1 1.00
Autoimmune thyroid disease (AITD) 25 15.8 13 8.8 0.52 (0.25-1.06)
Hypothyroidism 1 0.6 0+(4) 2.7 3.97 (044 -36.02)
Autoimmune hypothyroidism 4+(2) 3.8 5+(1) 4.1 0.99 (0.31-3.16)
Subclinical hypothyroidism 3 1.9 5 34 10.91 (0.60 - 199.44)
Subclinical autoimmune hypothyroidism 2 1.3 3 2.1 0.99 (0.14-7.16)
Hyperthyroidism 1 0.6 0 0 0.33 (0.10-8.12)
Autoimmune hyperthyroidism 1 0.6 0 0 0.33 (0.10-8.12)
Subclinical hyperthyroidism 2 1.3 0 0 0.20 (0.01 -4.18)
Autoimmune subclinical hyperthyroidism 1 0.6 0 0 0.33 (0.01 - 8.20)
Summarized thyroid diagnosis
No thyroid disorder 116 73.4 117 79.1 1.00
Autoimmune thyroid disease (AITD) 25 15.8 13 8.8 0.52 (0.25-1.06)
Hyperthyroidism 5 3.2 0 0.0 0.09 (0.01-1.65)
Hypothyroidism 12 7.6 18 12.2 1.49 (0.69 - 3.23)
Chi-square

Fisher’s exact test

Numbers in parentheses refer to women who were on levothyroxine replacement therapy
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265 Table II - Distribution of thyroid disorders according to thyroid function and

266  autoimmunity in the two groups

Groups

Control Endometriosis

(n = 158) (n = 148) p-value OR (95% CI)

n Yo n Yo
Distribution according to
thyroid function 0.7000
Normal thyroid function
(Normal + autoimmune
thyroid disease (AITD) 141 89.2 130 87.8 1.00
Thyroid dysfunction
(Hypothyroidism and
hyperthyroidism) 17 10.8 18 12.2 1.15 (0.57-2.32)
Distribution according to
autoimmunity 0.0621
Autoimmune thyroid disease
(AITD) + autoimmune
hypo/hyperthyroidism 35 22.1 22 14.8 0.51 (0.25-1.04)
No thyroid antibodies 123 77.8 126 85.1 1.00
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Table III — Prevalence of positive thyroid antibodies in the two groups

Group

Control Endometriosis

(n = 158) n=148) p-value OR (95% CI)

n %0 n ¥
Distribution according to
the presence of TPO-Ab
and TG-Ab 0.2018
TPO — and TG - 123 77.8 126 85.1 1.00
TPO — and TG + 4 2.5 5 34 1.22 (0.32-4.65)
TPO + and TG - 22 139 10 6.8 0.44 (0.20 - 1.00)
TPO + and TG + 9 5.7 7 4.7 0.76 (0.27 - 2.10)
TPO + 31 196 17 115 0.53 (0.28-1.01)
TPO + and/or TG + 35 222 22 149 0.61 (0.34-1.11)
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4. Conclusoes

= Nao houve diferenca significativa na prevaléncia de hipotiroidismo em mulheres
com endometriose quando comparadas com o grupo de controle. A maioria
das mulheres com endometriose e hipotirodismo instalado ja& estavam em
tratamento com tiroxina. Somente 1/3 das pacientes do grupo de controle com
hipotiroidismo sabia deste diagnostico e estava em tratamento. Nenhuma paciente

diagnosticada com hipertiroidismo conhecia o diagndstico.

= A prevaléncia de anticorpos anti-tiroidianos positivo (anti-tiroglobulina e/ou anti-
tiroperoxidase) nao foi estatisticamente diferente nos dois grupos. Observamos
uma maior tendéncia para doenca tiroidiana auto-imune entre as pacientes

do grupo de controle.

m O estadio da endometriose nao esteve associado ao risco para doenca tiroidiana

auto-imune nem tampouco para o desenvolvimento de hipotiroidismo.
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7.1. Anexo 1 - Ficha para coleta de dados

7. Anexos

ROTEIRO DE ENTREVISTA — PROJETO HIPOTIROIDISMO AUTO-IMUNE

( ) AMB ENDOMETRIOSE HC: EDT:

( ) AMB PLA/MENTO FAM HC: PF:

Ficha No: DATA DA ENTREVISTA: / /
Nome:

1) Idade anos 2)Cor ___ (1.Branca 2. Nao branca)
3) Peso: Kg 4)Altura:___ cm 5) PA: /____ _mmHg

6) Paridade G P A C 7) Escolaridade:_____anos

8) Estado civil:

9) Vocé fuma ?

(1.Solteira 2.casada

() Nao, e nunca fumei

3.amasiada 4.separada 5. Viluva)

() Nao, mas ja fumei e parei ha anos
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() Sim 10) Quantos cigarros dia?

11) Vocé tem ou teve algum problema de tirdide? ( ) Nao ( )Sim () Nao sei
(Se “nao” ou “nao sei” pular para item 16)
12) Hipotiroidismo? ( ) Nao () Sim. Qual?:
13) Idade no diagnéstico anos
14) Fez cirurgia/punc¢ao de tirdide?
( ) Nao ( )Pungdo ( ) Retireiparte datirbide ( ) Retirei toda tirdide
15) Resultado anatomopatolégico? ( ) Naosei ( ) Sim. Qual?
16)Vocé toma alguma (qualquer) medicagéo regularmente? ( ) Nao () Sim.
17)Quais?
18) Qual método de anticoncepcional atual?
( )ACO ( )DEPO () Injetavel mensal () DIU cobre
( ) DIULNG ( ) IMPLANTE ( ) Outros

Apresenta algum dos sintomas listados a seguir?

19) Sonoléncia Nao ( ) Sim ()
20) Cansaco Nao ( ) Sim( )
21) Depressao Nao ( ) Sim ()
22) Dificuldade para perder peso Néo ( ) Sim ()
23) Ganho de peso Nao ( ) Sim ()
24) Pele seca Nao ( ) Sim ()
25) Sensagéao de fraqueza Nao ( ) Sim( )
26) Intestino preso Nao ( ) Sim ()
27) Intolerancia ao frio Nao ( ) Sim ()
28) Tem algum outro problema de saude? Nao ( ) Sim( )

Anexos 53



29) Quais?

(HAC, diabetes e principalmente outras doengas auto-imunes)

30) Teve dificuldade para engravidar? Néo ( ) Sim ()
31) Quanto tempo? anos

32) Ja fez alguma cirurgia que mostrasse que vocé tem endometriose?
Nao ( ) Sim ()

33) Grau de endometriose: (1.1 2.1 3.1 4.1V 5.ign 6. N&o se aplica)

Resultados laboratoriais:

34) TSH 35) T3

36) T4 livre 37) Anti-tiroglobulina

38) Anti-Tiroperoxidase
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7.2. Anexo 2 - Estadiamento da Endometriose

ESTADIAMENTO DA ENDOMETRIOSE SEGUNDO AMERICAN
SOCIETY FOR REPRODUCTIVE MEDICINE - REVISED
CLASSIFICATION OF ENDOMETRIOSIS, 1996

TAMANHO DA LESAO
ENDOMETRIOSE
1cm 1-3cm >3 cm
. SUPERFICIAL 1 2 4
. SUPERFICIAL 1 2 4
OVARIO DIREITO PROFUNDA 4 16 20
. SUPERFICIAL 1 2 4
OVARIO ESQUERDO PROFUNDA 4 16 20
OBLITERACAO DO FUNDO DE SACO POSTERIOR ~ PARCIAL COMPLETA fo
SUPERFICIE BLOQUEADA <1/3 1/3a2/3 > 2/3
. VELAMENTOSAS 1 2 4
OVARIO DIREITO DENSAS 4 8 16
. VELAMENTOSAS 1 2 4
OVARIO ESQUERDO DENSAS 4 8 16
VELAMENTOSAS 1 2 4
TROMPA DIREITA DENSAS 4% g 16
VELAMENTOSAS 1 2 4
TROMPA ESQUERDA DENSAS e g 16

* Se fimbria completamente bloqueada, a pontuagdo serd 16.

Estadio I: Endometriose minima. Mulheres com escore total de 1-5 pontos.
Estidio II: Endometriose leve. Mulheres com escore total de 6-15 pontos.
Estddio III: Endometriose moderada. Mulheres com 16-40 pontos.

Estadio IV: Endometriose severa. Mulheres com pontuagio maior que 40.
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7.3. Anexo 3 — Termo de Consentimento Livre e Informado

TERMO DE CONSENTIMENTO LIVRE E ESCLARECIDO

Endometriose e doencas auto-imune da tirdide

( ) AMB ENDOMETRIOSE HC: EDT:

( ) AMB PLA/MENTO FAM HC: PF:

Ficha No: DATA DA ENTREVISTA: / /

Eu, anos, residente a rua
,na cidade de , declaro

que recebi informagdes referentes a minha participagcdo nesta pesquisa, e entendi os
objetivos deste estudo, conforme explicado a seguir.

Recebi informagdes acerca de estudo mostrando que é mais comum mulheres com
endometriose ter também doencas da tir6ide, que podem, durante algum periodo, nao

dar nenhum sintoma, e trazerem sérias conseqléncia para a saude em longo prazo.

O objetivo deste trabalho é investigar doencas auto-imunes da tiréide em um grupo de

mulheres com endometriose e em um grupo de mulheres sem endometriose.

Minha participacéo na pesquisa sera responder um questionario aplicado pelo médico
responsavel pela pesquisa através de uma Unica entrevista, com duracdo de
aproximadamente de 10 minutos e autorizar que seja colhida uma Unica amostra de

sangue para analisar especificamente os horménios da tiride, Unica e exclusivamente.

Fui informada que tenho o direito de ndo aceitar a participar do estudo, sem que haja
prejuizo algum ao meu tratamento. Minha aceitagdo em participar da entrevista nao
me da direitos ou privilégios adicionais no atendimento, como também nao envolve

qualquer tipo de remuneragao.
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Todas as informagdes colhidas durante a entrevista sdo consideradas sigilosas, tendo
eu recebido garantia de que minha identidade nao sera exposta, de modo a assegurar

a minha privacidade.

Em caso de duvidas ou se necessitar de mais informacoes, posso entrar em contato
com Dr. Mauricio Arruda, através do telefone (019) 9791-4041, de segunda a sexta-
feira, das 12h00 as 13h00.

Poderei também consultar na Secretaria do Comité de Etica em Pesquisa, pelo
telefone (019) 3788-8936,caso deseje apresentar alguma reclamagéo.

Paciente

Dr. Mauricio Arruda

Campinas, de de 200
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