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Resumo

O objetivo deste estudo foi determinar a variacdo de peso corpbéreo em
mulheres brasileiras usuarias de sistema intra-uterino liberador de 20ug/dia de
levonorgestrel (SIU-LNG, Mirena®) e compara-la com a variacdo de peso de
usuarias de dispositivo intra-uterino T cobre 380A (DIU Tcu) e usuarias de acetato
de medroxiprogesterona de depédsito (AMP-D) ao longo de cinco anos. Foram
analisadas 163 mulheres usuarias de SIU-LNG que tiveram a inser¢do do mesmo
em 1998 durante a admissao para o estudo. Cada mulher foi pareada por peso
(x 1kg) e por idade (£ 1 ano) no inicio do estudo, com as usuérias de DIU Tcu e
AMP-D. Todas as mulheres foram seguidas por até cinco anos. Nesse periodo
foram medidos seus pesos e calculados os indices de massa corpéreos. A média
de idade das usuarias de SIU-LNG foi 27 + 6,7 anos, enquanto que das usuarias de
DIU Tcu foi 28 *+ 6,6 anos e das usuarias de AMP-D foi de 26,9 + 6,5 anos. O peso
inicial era 62,9 * 0,8kg, 62,8 £ 0,8kg e 62,5 + 0,9kg para as usuarias de SIU-LNG,
DIU Tcu e AMP-D, respectivamente. O IMC no inicio do estudo era 25,0 (+ 0,3), 26,4
(£ 0,3) e 255 (£ 0,4) para as usuarias de SIU-LNG, DIU Tcu e AMP-D

respectivamente. Foi observado um aumento de peso de 3,1kg, 4,9kg e 8,2kg para
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as usuarias de SIU-LNG, DIU Tcu e AMP-D, respectivamente, ao final do quinto ano
(p = 0,009). O IMC também apresentou um aumento em todos os grupos (IMC final
de 26,3 £0,7, 28,5 £ 0,8 e 28,7 + 1,3 para as usuarias de SIU-LNG, DIU Tcu e AMP-
D respectivamente). A analise multivariada mostrou que o uso de AMP-D e seu
tempo de uso foram significativos em relagdo ao ganho de peso. Em concluséo, o
uso de SIU-LNG nao mostrou aumento significativo no ganho de peso ao longo dos
cinco anos, berm como diferenca na variacdo de peso quando comparado com o

uso de DIU Tcu.
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Summary

The objective of the study was to assess the weight variations in Brazilian
users of the 20 pg/day levonorgestrel-releasing intrauterine system (LNG-IUS,
Mirena®) and to compare them to a cohort of users of the TCu 380A intrauterine
device (IUD) and to another cohort of users of the injectable contraceptive,
depot-medroxyprogesterone acetate (DMPA) during five years of use. A total of
163 users of the LNG-IUS, who had the device inserted in 1998, were admitted
to the study. Each woman was matched by weight (+ 1kg) and age (x 1year) at
the time of enrollment to a woman using a TCu 380A IUD and to another woman
using DMPA. All women were followed up for a maximum of 5 years. Weight
was measured yearly during five years and the body mass index (BMI,kg/m?)
was calculated. The age of the LNG-IUS users was 27.0 £ 6.7 years (mean
+ SD), while the age of the copper IUD users was 28.0 + 6.6 years and that of
DMPA users was 26.9 + 6.5 years. The weight recorded at the beginning of the
study was 62.9 + 0.8kg, 62.8 + 0.8kg, and 62.5 + 0.9kg (Mean + SD) for users of
the LNG-IUS, the copper IUD, and DMPA, respectively. The BMI of women at

the beginning of the study was 25.0 (+0.3), 26.4 (+0.3), and 25.5 (+0.4), (Mean
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+ SD), for users of the LNG-IUS, copper IUD, and DMPA, respectively.
Increases in weight of 3.1kg, 4.9kg and 8.2kg were observed in the fifth year
among users of the LNG-IUS, copper IUD, and DMPA, respectively (p = 0.009).
Increase in BMI was observed among all the groups too (BMI at the end was
26.3 £ 0.7, 28.5 £ 0.8 and 28.7 + 1.3 for users of the LNG-IUS, copper IUD and
DMPA, respectively). Multivariate analysis showed that the time of use of the
contraceptive method and the use of DMPA were significantly associated with
weight increase. In conclusion, the use of a LNG-IUS resulted in no significant
weight increase during the 5 years of use and the difference in weight was of the

same magnitude as that of copper IUD users.
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1. Introducao

O planejamento familiar € uma importante atividade da medicina preventiva.
E direito humano basico, cujo reconhecimento foi feito na Conferéncia Internacional
sobre Direitos Humanos realizada em Teera, em 1968. Baseia-se em trés principios
fundamentais: liberdade de opcéao do casal, fornecimento de informagdes sobre
todos os métodos anticoncepcionais, ressaltando as vantagens e as desvantagens
de cada um, e educacao conscientizadora para que as pessoas tenham mais
clareza sobre suas motivagdes e a relacdo que estabelecem com a sociedade e

o ambiente em que vivem (ALDRIGHI et al., 1998; PINTO, 1998).

O planejamento familiar tem como objetivo basico prevenir gestacoes
indesejadas e impedir gravidez de alto risco reprodutivo. Para tal, & importante que
forneca todas as informacdes sobre os métodos anticoncepcionais como tipos de
métodos, eficacia, indicacdes e contra-indicagdes, mecanismo de acao, efeitos

colaterais, e outras (ALDRIGHI et al., 1998).

Os métodos anticoncepcionais sao classificados em temporarios e definitivos.

Dentre os temporérios tem-se métodos hormonais € ndo hormonais. Sado métodos
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hormonais o anticoncepcional oral combinado, injetdveis mensais e trimestrais,
implantes subcutaneos, anel vaginal, anticoncepcional transdérmico e sistema
intra-uterino liberador de levonorgestrel. Sdo ndo hormonais os métodos
comportamentais, os de barreira e o dispositivo intra-uterino (DIU) de cobre. Os

definitivos sdo a ligadura tubaria e a vasectomia (ALDRIGHI et al., 1998).

O dispositivo intra-uterino de cobre (DIU T-cobre) foi introduzido na década
de 70. Trata-se de um pequeno dispositivo em formato de T que apresenta os
efeitos anticoncepcionais dos Dius inertes, mas com menores taxas de
complicacdes, como, por exemplo, menor taxa de expulsao, dismenorréia menos
intensa e menor sangramento menstrual. O primeiro DIU de cobre, testado em
estudos clinicos, foi o Tcu-200, que foi assim chamado devido a area de 200mm? de
superficie com cobre. Apresentava poucos efeitos colaterais quando comparado
aos Dius inertes, mas mantinha eficacia tal qual o dispositivo Lippes Loop, com
taxas de gravidez, em um ano, de 2,2 a 3,0 em cada 100 mulheres (TIETZE e

LEWIT, 1972; JAIN, 1975).

Atualmente, o DIU de cobre mais utilizado é o Tcu-380A. E um método
contraceptivo usado mundialmente por quase 100 milhdes de mulheres,
proporcionando contracepcao em longo prazo. Age promovendo alteracdes
bioquimicas no endométrio, diminuindo a motilidade dos espermatozdides,
aumentando a motilidade das tubas uterinas e impedindo a fertilizagdo do 6vulo

(ANDRADE, 1998).
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O DIU € um método contraceptivo altamente eficaz, uma vez que sua taxa
de gravidez em um ano varia de 0,4 a 1,4 em cada 100 mulheres (LUUKKAINEN
et al., 1987; SIVIN et al., 1990; 1991; ANDERSSON et al., 1994; SIVIN e
STERN, 1994). Apesar da alta eficacia, a maioria das usuarias de Dius de cobre
apresenta aumento de sangramento intra-uterino. Este efeito torna-o inadequado
para mulheres com baixo nivel de hemoglobina, deficiéncia nutricional ou com

menstruagdes abundantes (GUTTORM, 1971; GOH et al., 1980).

Mais recentemente foi lancado um DIU contendo levonorgestrel, que causa
supressao uniforme do crescimento endometrial, atrofia glandular e decidualizacdo
do estroma, tornando o endométrio resistente a estimulacao estrogénica. Estes
efeitos levam a diminuicao do volume e dos dias de sangramento, podendo ser
utilizado em mulheres com fluxo abundante para prevencao e tratamento da
anemia ferropriva (LUUKKAINEN et al., 1986; SILVERBERG et al., 1986;

LUUKKAINEN, 2000).

O primeiro modelo desenvolvido foi o Progestasert ®, um DIU liberador
de 65ug/dia de progesterona, produzido pela Alza Corporation nos Estados Unidos.
Apresentava eficacia (taxa de gravidez de 1,4 em cada 100 mulheres por ano) e
complicagdes (sangramento intra-uterino e dismenorréia) semelhantes as dos
Dius de cobre, e tinha duracdo de 12 a 18 meses (PIZARRO et al., 1977;
FYLLING e FAGERHOL, 1979; LARSEN, 1981). Os estudos continuaram e em
1976, na Escandinavia, surgiu o DIU T de Tatum, que liberava 50ug de
levonorgestrel por dia; mas sem a adequada eficacia (taxa de gravidez de 1 em

cada 100 mulheres por ano) (NILSSON et al., 1976; BURNHILL, 1989). Até que
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em 1990 foi desenvolvido na Finlandia o MIRENA®, produzido pelo Laboratério
Leiras. Trata-se de um sistema intra-uterino liberador de 20ug /dia de levonorgestrel
utilizado inicialmente na Europa, Estados Unidos e América Latina, e introduzido no

Brasil em meados do ano 2000 (DIAZ et al., 2000; LAHTEENMAKI et al., 2000).

O MIRENA® consiste em uma estrutura de polietileno em forma de “T”
que possui, em sua haste vertical (com 32mm de comprimento), um cilindro
composto de uma mistura de polidimetilsiloxano (Silastic®), que regula a liberagao
continua de levonorgestrel para a cavidade uterina. O seu tempo de uso
recomendado é de até cinco anos. Apds este periodo, devera ser removido e
substituido se desejado (LUUKKAINEN et al., 1990). Apresenta alta eficacia,
com taxas de gravidez variando de 0 a 0,7 em cada 100 mulheres por ano

(LUUKKAINEN et al., 1987; SIVIN et al., 1990;1991; ANDERSSON et al., 1994).

Além do DIU, outro método reversivel bastante eficaz é a Depoprovera®,
um dos maiores representantes dos injetaveis trimestrais. Constituido somente
de progestageno, o acetato de medroxiprogesterona de depésito (AMP-D) é
utilizado por cerca de 15 milhées de mulheres em todo o mundo (MELO e
FILHO, 1997). Foi introduzido pela primeira vez em meados dos anos 60 e
aprovado pela Food and Drugs Administration (FDA) em 1992 como método
anticoncepcional (AMATAYAKUL et al., 1980; WHO, 1986; ESPEY et al., 2000;

PELKMAN, 2002; WESTHOFF, 2003).

A AMP-D age inibindo a ovulagéo, tornando o endométrio desfavoravel e

alterando o muco cervical (ARCHER et al., 1997; TANEEPANICHSKUL et al.,
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1998). Apesar de ser um método bastante eficaz, com taxa de gravidez de 0,3
para cada 100 mulheres ao ano, apresenta taxa de descontinuagdo de 50% no
primeiro ano, podendo chegar a 70% apoés trés anos (MELO e FILHO, 1997).
Essa taxa de descontinuacdo é atribuida aos efeitos colaterais do método

(MOORE et al., 1995; ROSENBERG e WAUGH, 1998; ODDENS, 1999).

Os efeitos colaterais mais comuns do AMP-D sdao aumento da pressao
arterial sistémica, irregularidades menstruais, cefaléia, mastalgia, retencao hidrica,
sintomas depressivos, perda de libido, nauseas, acne e ganho de peso corpéreo

(ODDENS, 1999; CONEY et al., 2001).

O ganho de peso entre usuarias de AMP-D é um importante efeito
colateral que pode acometer até 27% delas (WESTHOFF, 1996; MATSON et
al., 1997; BIGRIGG et al., 1999; SOBANDE et al., 2000; MANGAN et al., 2002).
Ainda nao se sabe exatamente quais mudancgas na fisiologia determinariam o
ganho de peso. Um dos mecanismos provaveis é a alteracdo dos lipideos
séricos. Outra explicacao seria que o uso dos anticoncepcionais hormonais teria
efeito anabdlico e de retencao de liglidos, com alteracdo no metabolismo de
carboidratos, estimulacdo do mecanismo renina-angiotensina e alteragdo do
metabolismo renal. Outros afirmam que o aumento do peso se deve a uma
modificacdo do centro hipotalamico, com conseqgiente aumento da ingesta
(TANNER, 1959; AMATAYAKUL et al., 1980; CARPENTER e NEINSTEIN,

1986; HIRSCHEBERG et al., 1996; GUPTA, 2000).
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Em usuarias de AMP-D o ganho de peso é uma das principais causas de
interrupcdo do método (FAJUMI, 1983; HAREL et al.,, 1995). Em um estudo
multicéntrico da OMS realizado em 1986, das 10.936 mulheres usuarias de
AMP-D, 1,2% interromperam o uso do método devido ao ganho de peso (WHO,
1986). Outros estudos mostraram taxa de abandono do método, cuja freqiéncia
variou de 11% a 41% (HAREL et al., 1996; POLANECZKY et al., 1996; PAUL et al.,
1997; POTTER et al., 1997; CHOTNOPPARATPATTARA e TANEEPANICHSKUL,
2000). No Brasil, um estudo recente mostrou que usuéarias de Depoprovera
apresentavam ganho de peso significativo quando comparadas com usuarias

de DIU T-cobre ao longo de cinco anos (BAHAMONDES et al., 2001).

Contudo, existem controvérsias na literatura. Em um estudo com mulheres
tailandesas nao houve ganho de peso em usuarias de AMP-D quando comparadas
com usuarias de DIU T-cobre (TANEWPANICHSKUL et al.,1998). Outros
autores também relataram que o uso de Depoprovera por um ano nao
aumentou o peso significativamente (MAINWARING et al., 1995; RISSER et al.,

1999; PELKMAN, 2002).

Embora varios estudos tenham relacionado o ganho de peso corpéreo e
o uso de AMP-D, o mesmo nao ocorre com o0 MIRENA®. Um estudo europeu
comparando o ganho de peso entre uma coorte de 1.821 mulheres usuarias de
DIU de levonorgestrel com 937 usudrias de DIU T-cobre ndo encontrou
diferenca significativa na variacao de peso, pois ambos 0s grupos apresentaram
ganho de 500 gramas por ano ao longo de cinco anos, ganho este que parece

representar a tendéncia natural das mulheres em ganhar peso (RONNERDAG e
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ODLIND, 1999; LUUKKAINEN et al., 2001). Um outro estudo avaliou as causas
de abandono dos DIU Tcu e Mirena® em mulheres européias e brasileiras, e
mostrou que ndo houve diferenga nas taxas de remogao de ambos os tipos de

DIU devido ao ganho de peso (NILSSON et al., 1983).

Apesar de as usuéarias de método anticoncepcional com AMP-D
apresentarem aumento de peso corpéreo quando comparadas as mulheres que
nao utilizaram método hormonal, estas ultimas também tiveram ganho de peso
(BAHAMONDES et al., 2001; ORTALY et al., 2001). Outros estudos mostraram que,
independentemente do método, hormonal (MIRENA®) ou ndo hormonal, o ganho
de peso foi semelhante (RONNERDAG e ODLIND, 1999; LUUKKAINEN et al.,
2001). Esse aumento de peso corpéreo deve-se a alteragdes no metabolismo

da mulher e a sua tendéncia natural ao ganho de peso (FIELD et al., 2001).

Sabe-se que a partir dos 20 anos de idade perde-se cerca de 200g de
musculo a cada ano e ganha-se cerca de 600g de gordura, o que representa a
perda de 1kg de musculo e o acumulo de 3kg de gordura por década (ALMEIDA,
2003). De forma geral, o ganho de peso é responsavel por 25% dos casos de

interrupcao de um método contraceptivo (BAHAMONDES et al., 2001).

Essa tendéncia a ganhar peso tem sido relacionada a mudancas dos
habitos alimentares, comportamentais e ao avango do processo de industrializacao,
o que tem levado ao aumento da prevaléncia de sobrepeso e obesidade, tanto
em paises desenvolvidos como em paises em desenvolvimento (SICHIERI et

al., 1994; MONTEIRO et al., 1995; PI-SUNYER, 2003).
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A obesidade pode ser definida como o excesso de gordura corporal
relacionada a massa magra (MONTEIRO, 1998; CAMPFIELD e SMITH, 1999).
E um estado que aumenta o risco para o desenvolvimento de diversas patologias
como diabetes melitos, hipertenséo arterial, coronariopatias, acidente vascular
cerebral, cancer colorretal e outras (FIELD et al., 2001). Existem varios métodos
para o diagnostico de obesidade, sobrepeso e peso adequado, sendo que 0
mais utilizado na pratica clinica é o indice de Massa Corpérea (IMC) ou indice
de Quetelet. O IMC é calculado dividindo-se 0 peso expresso em quilogramas

pela altura expressa em metros e elevada ao quadrado (MONTEIRO, 1998).

Assim, segundo a OMS, pode-se classificar como baixo peso o IMC menor
que 18,5kg/m?; peso normal o IMC entre 18,5kg/m2 a 24,9kg/m2; sobrepeso o
IMC entre 25kg/m? a 29,9kg/m? e obesidade o IMC maior ou igual a 30kg/m2. A
obesidade esta dividida em tipo | quando o IMC esta entre 30kg/m? a 34,9Kg/m2;
tipo Il quando o IMC esta entre 35kg/m? a 39,9kg/m? e tipo Ill quando o IMC é

maior ou igual a 40kg/m2 (MONTEIRO 1998; CAMPFIELD e SMITH, 1999).

O sobrepeso e a obesidade vém atingindo propor¢cdes vultosas em todo
o mundo, sendo que em alguns paises ja sdo considerados problemas de
saude publica (KELNER e HELMUTH, 2003). No mundo, mais de um bilhdo de
adultos tém sobrepeso e mais de 300 milhdes sao obesos (HILL et al., 2003). A
prevaléncia de mulheres obesas na Arabia Saudita é de 49,15%, no México de
25,1%, no Paraguai de 35,7% e na Argentina de 25,4%; sendo que a prevaléncia de
sobrepeso apresenta cifras semelhantes (ALSAIF et al., 2002; FILOZOF et al.,

2001). Nos EUA mais de 44 milhdes de americanos sao considerados obesos

Introdugdo 20



por apresentarem IMC maior que 30kg/m?, o que mostrou aumento de 74% na
obesidade desde 1991. Segundo inquéritos nacionais seriados conduzidos pelo
National Center Health Statistics (NHANES I, NHANES II, NHANES lIl) observou-se
que as prevaléncias de obesidade e sobrepeso aumentaram de 15% para 31%
e de 47% para 64%, respectivamente, de 1976 para 2000 (KUCZAMARKI et al.,

1994; CDC, 2003; HILL et al., 2003).

No Brasil, 35% da populagao apresentam IMC maior que 25kg/m?2; sendo
12,5% destes representados por mulheres com IMC maior que 30kg/m2. Os
inquéritos nutricionais de 1975, 1989 e 1997 mostraram o crescimento da
prevaléncia de obesidade e sobrepeso no Brasil em todos os estratos sociais,
independentemente da classe socioecondmica. Entretanto, a partir de 1997, o
aumento foi maior nas regidées mais pobres, entre as classes menos favorecidas
e, principalmente, entre as mulheres (MONTEIRO e CONDE, 1999; MONTEIRO

et al., 2000a).

Esta mudanca de perfil epidemiolégico da populacdo brasileira foi
conseqléncia do processo denominado de transicao nutricional, em que ocorreram
mudancas no padrdo alimentar dos brasileiros, que adquiriram capacidade de
comprar mais alimentos e estes ricos em gordura (MONDINI e MONTEIRO, 1994;
MONTEIRO et al., 1995; MONTEIRO et al., 2000b). Além disso, a contribuicao
do processo de urbanizacdo acompanhada pela expansao na oferta de servicos
determinou modificacdes nos padroes de atividade fisica da populagao, tornando os
individuos mais sedentarios. Um inquérito brasileiro demonstrou que a pratica

de atividades fisicas das mulheres brasileiras foi inversamente proporcional a
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renda familiar destas, pois apenas 2,1%, 3,8% e 27% desta populacéo, pertencente
respectivamente as classes baixa, média e alta, realizavam exercicios fisicos

com regularidade (MONTEIRO e CONDE, 1999).

Essa tendéncia a obesidade, tanto em paises desenvolvidos como em
desenvolvimento, tem sido atribuida a rapidos e intensos declinios no dispéndio
energético dos individuos, os quais teriam origem no predominio das crescentes
ocupacdes que demandam menor esforgo fisico e na reducdo da atividade

fisica associada ao lazer (MONTEIRO e CONDE, 1999).

Além dos habitos alimentares e da quantidade de atividade fisica, outros
fatores estdo relacionados ao ganho de peso nas mulheres, como fatores
genéticos, étnicos, situacao conjugal, tabagismo, experiéncia reprodutiva e uso
de métodos anticoncepcionais hormonais (BJORKELUND et al., 1996; WHO,

1997; CDC, 2003).

Em relagao aos fatores genéticos ainda ha muito que se estudar. Ja se
sabe que a obesidade esta relacionada a uma heranca poligénica e que esses
genes tém efeito cumulativo e tornam-se significantes quando ocorre interacao
com os fatores ambientais (dieta e atividade fisica). Um gene que vem sendo
bastante estudado € o gene ob, que é responsavel pela secrecao de leptina que

esta relacionada com a regulacao do apetite (VILLARES, 1998).

Quanto a etnia, os estudos americanos mostram maior tendéncia ao
ganho de peso em mulheres negras. No Brasil ndo se verificou associacao

entre etnia e ganho de peso (KUCZMARSKI et al., 1994; GIGANTE et al., 1997;
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LEWIS et al.,, 2000). Do mesmo modo, mulheres americanas casadas tém
maior tendéncia ao ganho de peso, provavelmente por adotarem um estilo de
vida sedentario, enquanto que isto ndo € observado nas brasileiras (SOBAL et

al., 1992; GIGANTE et al., 1997).

Quanto ao tabagismo, sabe-se que pessoas que param de fumar tém
aumento de peso, isto porque a nicotina age inibindo o apetite e aumentando o
gasto de energia. Além disso, o cigarro prejudica o olfato e, por conseqiiéncia, o
paladar. Assim, parar de fumar torna os alimentos mais cheirosos e apetitosos
(OWEN-SMITH e HANNAFORD, 1999; LAPETINA, 2003). Nos Estados Unidos
observou-se que mulheres que pararam de fumar ganharam 5kg em dez anos

(FLEGAL et al., 1995).

Sabe-se também que existe uma associacao, ainda nao muito clara, entre
ganho de peso e historia reprodutiva das mulheres. Nota-se que o aumento
ponderal poderia estar diretamente associado ao nimero de filhos durante a vida
reprodutiva (RODIN et al., 1990; SCHOOL, et al., 1995; GREENE et al., 1998).
Avaliando 17.688 mulheres finlandesas, concluiu-se que o IMC aumentou
significativamente com o aumento do numero de filhos. As mulheres com
elevada paridade foram 2,3kg mais pesadas que as nuliparas (HELIOVAARA e
AROMAA, 1993). Entretanto, na literatura nacional ficou demonstrado que o ganho
de peso em mulheres durante a vida reprodutiva estava associado diretamente
ao IMC prévio a cada gestacao, sem estabelecer qualquer correlacdo com a
paridade (COITINHO et al., 2001). Outro trabalho nacional também demonstrou

gue a obesidade nao esta relacionada com a paridade (KAC et al., 2001).
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Ja em relacdo aos métodos anticoncepcionais hormonais, trabalhos
mostram que o uso de esterdides pode causar ganho de peso. Existem diversos
estudos que mostram que o uso de métodos hormonais esta associado ao
ganho de peso e outros que interrogam sobre a importancia da tendéncia

natural no ganho de peso (LECH e OSTROWSKA, 2002; GALLO et al., 2003).

Recentemente, um estudo nacional que analisou 1.697 mulheres usuarias de
DIU T-cobre, mostrou a tendéncia natural ao ganho de peso ao longo de sete
anos (HASSAN et al., 2003). Os poucos estudos que avaliaram o ganho de peso em
usuarias de MIRENA® foram realizados com populacao européia e mostraram
que, apesar de este ser um método hormonal, nao influenciou o ganho de peso.
Isto poderia ser explicado porque, apesar de o MIRENA® liberar localmente
levonorgestrel, este horménio quase nao atinge nivel sérico e, desta forma, o

MIRENA® se assemelharia ao DIU T-cobre (LUUKKAINEN et al., 1990).

Assim, considerou-se importante estudar a variagdo de peso corpéreo em
mulheres brasileiras usuarias de MIRENA® e compara-la a variagcdo de peso
das usuarias de AMP-D e DIU Tcu 380A, ja que estes métodos representam
respectivamente a influéncia dos esterdides e a tendéncia natural no ganho de
peso entre mulheres jovens, usuarias de contraceptivos. Essas informacodes
poderdo orientar a eleicdo dos métodos anticoncepcionais de forma mais

segura com relacao ao parametro ganho de peso.
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2. Objetivos

2.1. Objetivo geral

Comparar a variacao de peso corpéreo em mulheres usuarias de sistema
intra-uterino liberador de levonorgestrel com a variacdo de peso das usudrias

de acetato de medroxiprogesterona de depdsito e do DIU T-cobre.

2.2. Objetivos especificos

e Determinar a variacao de peso corpéreo e do indice de massa corporea
em usudrias de sistema intra-uterino liberador de levonorgestrel ao

longo de cinco anos de seguimento.

e Comparar a variacao de peso corporeo e do indice de massa corporea
entre usuarias de sistema intra-uterino liberador de levonorgestrel e usuarias

de acetato de medroxiprogesterona de depdsito no mesmo periodo.

e Comparar a variacao de peso corporeo e do indice de massa corporea
entre usuarias de sistema intra-uterino liberador de levonorgestrel e

usudrias de DIU T-cobre no mesmo periodo.
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Abstract

The objective of the study was to assess the weight variations in Brazilian users
of the 20 ug/day levonorgestrel-releasing intrauterine system (LNG-IUS,
Mirena®) and to compare them to a cohort of users of the TCu 380A intrauterine
device (IlUD) and to another cohort of users of the injectable contraceptive,
depot-medroxyprogesterone acetate (DMPA) during five years of use. A total of
163 users of the LNG-IUS, who had the device inserted in 1998, were admitted
to the study. Each woman was matched by weight (£ 1kg) and age (+ 1year) at
the time of enrollment to a woman using a TCu 380A 1UD and to another woman
using DMPA. All women were followed up for a maximum of 5 years. Weight
was measured yearly during five years and the body mass index (BMI, kg/m?)
was calculated. The age of the LNG-IUS users was 27.0 + 6.7 years (mean +
SD), while the age of the copper IUD users was 28.0 + 6.6 years and that of
DMPA users was 26.9 + 6.5 years. The weight recorded at the beginning of the
study was 62.9 £ 0.8kg, 62.8 = 0.8kg, and 62.5 + 0.9kg (Mean £ SD) for users of
the LNG-IUS, the copper IUD, and DMPA, respectively. The BMI of women at
the beginning of the study was 25.0 (£0.3), 26.4 (x0.3), and 25.5 (x0.4), (Mean %
SD), for users of the LNG-IUS, copper IUD, and DMPA, respectively. Increases
in weight of 3.1kg, 4.9kg and 8.2kg were observed in the fifth year among users
of the LNG-IUS, copper IUD, and DMPA, respectively (p = 0.009). Increase in
BMI was observed among all the groups too (BMI at the end was 26,3 + 0.7,
28,5 £ 0.8 and 28,7 + 1.3 for users of the LNG-IUS, copper IUD and DMPA,

respectively). Multivariate analysis showed that the time of use of the contraceptive
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method and the use of DMPA were significantly associated with weight increase.
In conclusion, the use of a LNG-IUS resulted in no significant weight increase
during the 5 years of use and the difference in weight was of the same magnitude

as that of copper IUD users.

Keywords: weight, levonorgestrel intrauterine system, Mirena
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1. Introduction

Overweight and obesity are considered a global epidemic and a public
health problem [1 - 3]. Worldwide, more than one billion adults are overweight
and more than 300 million are obese [1]. In the United States, 31% of the
population is obese and another 35% is overweight according to the 1999-2000
National Health and Nutrition Examination Survey (NHANES) [4]. Latin American
countries also have a high prevalence of obesity, for example 35.7% of the
population in Paraguay and 25.4% in Argentina are obese [5]. In Brazil, in 1997,
the prevalence of obesity was 21% and this figure is growing according to
nutritional surveys carried out by the Brazilian Institute of Geography and
Statistics (IBGE) [6, 7].

This tendency to gain weight has been attributed to two major causes:
over-consumption of food and reduction in energy expenditure. The first involves the
easy availability of food, increased intake of monosaccharides and fat and the large
portions of food offered both at home and in restaurants. The second cause
includes, among other factors, a reduction in physical labor in the work environment,
a reduction in energy expenditure as a result of the use of cars, elevators and
escalators, and less physical exercise in recreational activities [2 - 4]. As well as
dietary habits and the lack of physical exercise, there are other factors related to
weight gain in women, such as genetic and ethnic factors, marital status, tobacco

use, reproductive history, and use of hormonal contraceptive methods [6, 8, 9].
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Various studies have evaluated the weight gain associated with the use of
hormonal methods such as depot-medroxyprogesterone acetate (DMPA) [10],
combined oral contraceptives (COC) [11], and one of the once-a-month injectables
[12]. However, few studies have been carried out on weight changes and the use of
the 20ug/day levonorgestrel-releasing intrauterine system (LNG-IUS) [13,15].
Since weight increase during the use of hormonal contraceptive methods is one
of the major reason for discontinuation of the method [11, 16, 17], the objective
of this study was to evaluate changes in weight in Brazilian women using the
LNG-IUS and compare them to a cohort of users of the TCu 380A intrauterine
device (IUD) and with another cohort of users of the injectable contraceptive

DMPA during a period of 5 years.

2. Materials and methods

The study was conducted at the Human Reproduction Unit, Department
of Obstetrics and Gynecology, School of Medicine, Universidade Estadual de
Campinas (UNICAMP), Campinas, Brazil. The research protocol was approved
by the Ethical Committee of the Institution and by National Ethical Committee
(CONEP). A total of 163 users of the LNG-IUS (Mirena®, Leiras/Schering,
Turku, Finland), who had the device inserted in 1998 under another research
protocol, were admitted to this study [18]. Each woman was matched to a user
of the TCu 380A IUD and to another user of DMPA by weight (+ 1kg) and age (+

1year) at the time of enrollment. All women were followed up for 5 years.
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All women admitted to the study had had their weight recorded during the
initial consultation and had been using the contraceptive method for at least one
year. Weight was measured by a mechanical scale graduated every 100g and
height was measured with a metallic graduated scale. Fractions of less than 5009
were not taken into consideration and those greater than 5009 were rounded off
to the next kg. Weight and height were used to calculate the Body Mass Index

(BMI, kg/m?). All women were weighed without shoes and with light clothing.

Statistical analysis

The sample size was estimated at 163 users of the LNG-IUS with alpha
set at 5% and beta at 20%. A cohort of women using the copper IUD was
obtained from a preexistent data base of a previously published study [19]. A
cohort of DMPA users was obtained from the medical records of the same clinic.
Some women could not be paired to controls because we were unable to find a
control with the same weight and age. Therefore, 163 users of LNG-IUS were
paired to an equal number of copper IUD users but only 151 users of LNG-IUS
were able to be matched to DMPA users. For the analysis, Wilcoxon’s non-

parametric test and multivariate variance analysis were used [20].

3. Results

The age of LNG-IUS users was 27.0 £ 6.7 years (mean x SD), while the

age of the copper IUD users was 28.0 £ 6.6 years and the age of the DMPA

users was 26.9 = 6.5 years. Weight of the women at the beginning of the study
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was 62.9 + 0.8kg, 62.8 £ 0.8kg, and 62.5 + 0.9kg for users of the LNG-IUS,
copper IUD, and DMPA, respectively. The BMI at the beginning of the study
was 25.0 (¥0.3), 26.4 (x0.3), and 25.5 (¥0.4), (Mean + SD), for users of the
LNG-IUS, copper IUD, and DMPA, respectively.

An increase in weight in women using the LNG-IUS was observed from
the third year of use onwards, reaching a total of 3.1kg after 5 years. Among the
users of the copper IUD, the increase at 5 years was slightly but not significantly
greater (4.9kg), (p = 0.561). Among the users of DMPA, however, the increase
in weight at 5 years was 8.2kg, significantly higher than among the paired users
of the LNG-IUS (4.0kg), (p = 0.009). When the BMI of the 3 groups was
compared, it was observed that this index was significantly higher among users
of the copper IUD when compared to users of the LNG-IUS during the 5 years of
observation and it was also significantly greater among users of DMPA when
compared to LNG-IUS users, although not in all years studied (Tables 1 and 2).

The multivariate analysis showed that in the comparison between users
of the LNG-IUS and the copper IUD, only time of use was a significant factor in
weight increase (Table 3) but when we compared the use of the LNG-IUS with
the use of DMPA, the contraceptive method used (DMPA) and the time of use

were significantly associated with the increase in weight (Table 4).

4. Discussion

Our data show that, although an increase in weight was observed

between the beginning of use of the method and the fifth year, this difference
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was not significant among users of the LNG-IUS and was almost the same as
the increase observed in users of the copper IUD (3.1 vs. 4.9 respectively). The
variation in weight, however, between the LNG-IUS users and users of DMPA
showed that the increase in weight was significantly greater in the latter group
(4.0 vs. 8.2kQ).

The results obtained in the group of women using the copper IUD were
expected because these women belonged to a cohort of users in a previously
published study that reported weight increase over 7 years of use [19]. The
results with the group of DMPA users, whose weight increased significantly over
the 5 year period, were also expected, since they behaved in a similar manner
to that of another cohort of 103 women from the same clinic in a previously
published study, which showed an increase of 4.3kg over 5 years of use [10].

The debate regarding weight increase and the use of hormonal
contraceptive methods is far from over, particularly because of the argument
that many users continue to abandon hormonal contraceptive methods because
of complaints of weight increase. This puts pressure on physicians who need
solid evidence to be able to counsel their patients adequately on this subject.
Since the LNG-IUS is a contraceptive method which has been introduced onto
the market recently in many countries, including the US and Brazil, it is vital to
be able to count on adequate counseling for the women who wish to use it.

As the LNG-IUS is a hormonal method of contraception, it could be
argued that it may exert some effect on the weight of its users. However,
although a slight increase in mean weight was observed in LNG-IUS users

during 5 years of use, the difference was similar to that observed in copper IUD
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users. We found no difference between users of the LNG-IUS and users of the
copper IUD, probably because the circulating levels of levonorgestrel are so low
[21] that the LNG-IUS behaves as a non-medicated |UD.

Our data is particularly relevant because of the lack of information that
exists on weight variation in users of the LNG-IUS. In one European study of
1,821 users of the LNG-IUS as a contraceptive method and 937 users of the
copper IUD, there was a similar weight gain of 2.4kg after five years of use in
both groups [14]. When the analysis of this cohort was carried out after 12 years
of use, a mean increase in weight of 5.7kg was reported [13]. In another
multicenter study involving women from Egypt, Singapore, US, Dominican
Republic, Brazil, and Chile there were no differences in discontinuation rate due
to weight change between the 1,124 women using the LNG-IUS and the 1,121
women using the copper IUD [15].

The increase in weight reported in our study was slightly greater than that
found in the previous study [13-15]. This difference may be explained by the
different lifestyles and socioeconomic conditions of the cohort studied. Our study
population is principally made up of women from a lower socioeconomic level.
These women generally use more energy than those from a more favorable
socioeconomic class. They do not usually have washing machines, nor do they
own cars and thus are more likely to walk long distances to take their children to
school or to go about their daily activities. However, their dietary habits are not
the most adequate as they consume high levels of monosaccharide

carbohydrates and fat, since food with these components tends to be cheaper
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than food containing protein, leading to an incorrect energy balance between
diet and physical exercise. Proof of this is the fact that, although the weight gain
was not significant after 5 years of use of either Mirena or the copper IUD, in the
fifth year of use women using the LNG-IUS presented a BMI of 26.3 and users
of the copper IUD, a BMI of 28.5. These indexes are clearly demonstrative of
overweight.

In addition to the difference in lifestyle between the Brazilian women and
European women, a further explanation for the different results may be that the
European study was carried out in the 80s and our study in the 90s, when
dietary habits had changed and the epidemic of overweight and obesity had
already spread all over the world.

Nevertheless, the increase in weight was not greater than that observed
among users of the copper IUD and we may speculate that these women gained
weight because of changes in their lifestyle during the 5 years of the study due
to an over-consumption of energy and a reduction in physical activity.

In the study of Andersson et al [14], although the weight gain was small
and no different to that of the copper IUD users, 1.5% of subjects discontinued
the use of the LNG-IUS before 5 years of use due to weight changes, compared
to 0% among copper IUD users. This is a delicate matter because women may
perceive an increase in weight despite no evidence of any actual difference in
measured weight. A similar occurrence was noted with regard to bleeding
disturbances induced by the LNG-IUS. Brazilian women presented different

bleeding patterns and discontinuation rate due to bleeding disturbances when
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compared to European women. The most rational explanation is that women in
different settings perceive weight variation and bleeding disturbances differently;
therefore counseling must take the woman’s perception into account [13, 22].

Regarding the discontinuation rate due to weight change, the study of
Sivin et al [15], which included 1,124 users of the LNG-IUS and 1,121 users of
the copper IUD showed an equal number of discontinuations in each group due
to possible steroidal effects, including weight gain. Moreover, in the Indian
Medical Council Research study, at 36 months of follow-up, there was only one
discontinuation due to weight change in users of the LNG-IUS or copper IUD
[23]. Unfortunately, the measured weight was not reported in these two studies.

These results and our findings speak against weight change as a
hormonal side effect of LNG-IUS as occurred with other hormonal contraceptive
methods. In a recent review of 39 clinical trials of women using COCs, which
included weight measurements, there was no evidence that the use of COCs is
related to weight increase [11]. Also, in a 13-month study of users of the once-a-
month injectable contraceptive containing 5 mg of estradiol cypionate and 25 mg
of MPA, a weight increase of 7.7% was observed only in the group of women
weighing less than 50kg at admission [12]. Apparently there is controversy about
weight increase and the use of hormonal contraceptive methods is related to the
use of DMPA [10, 24].

In addition, there is one publication in which weight gain was not
observed at 12 months of follow-up in either LNG-IUS users or in a group of
women submitted to endometrial resection for menorrhagia. The mean age of

women in this study was 41.4 years (£ SD 3.8) in the LNG-IUS group and 42.1
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years (x SD 3.6) in the other group, older, therefore, than the usual users of
LNG-IUS for contraception [25].

The LNG-IUS is approved for use in many countries worldwide and many
women use it not only as a contraceptive method but also as a therapy for
metrorrhagia [26] or for endometrial protection during hormonal replacement
therapy [27]. Due to its high efficacy as a contraceptive method many women
use the LNG-IUS as an alternative to tubal sterilization and in Scandinavia there
are thousands of women who use this method for more than its five-year life-
span, replacing it with a new device every 5 years. Consequently, it is necessary
to highlight the importance of counseling women of any age, but especially
during the late reproductive years, with regards to weight control as a general
health issue.

In conclusion, Brazilian women who used the LNG-IUS as a contraceptive
method for 5 years showed no significant weight increase and similar profiles to
those of the copper IUD users enrolled as controls. The weight gain in these
women could therefore be explained by an increase in calory intake and a
reduction in physical activity, as occurred in users of the copper IUD. These
women require counseling to avoid weight increase, bearing in mind that obesity

is an epidemic and can result in serious consequences to their health.
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Table 1- Weight and BMI in users of LNG-IUS and TCu 380 A IUD at different

times of use (N= 163 pairs)

Time of evaluation Weight p* BMI p* n
Initial 0.062 <0.001 163
LNG-IUS 62.9 (0.8) 25.0 (0.3)
TCu-380A IUD 62.8 (0.8) 26.4 (0.3)
1 year 0.450 <0.001 154
LNG-IUS 62.8 (0.9) 25.1 (0.3)
TCu-380A IUD 62.4 (0.9) 26.4 (0.4)
2 years 0.148 <0.001 100
LNG-IUS 62.9 (1.0) 25.3 (0.4)
TCu 380A IUD 63.9 (1.2) 26.9 (0.5)
3 years 0.289 0.003 83
LNG-IUS 64.7 (1.2) 25.8 (0.5)
TCu-380A IUD 65.4 (1.3) 27.3 (0.5)
4 years 0.152 0.001 53
LNG-IUS 63.6 (1.3) 25.4 (0.5)
TCu-380A IUD 65.7 (1.8) 27.7 (0.7)
5 years 0.561 0.001 38
LNG-IUS 66.0 (1.8) 26.3 (0.7)
TCu-380A IUD 67.7 (2.1) 28.5 (0.8)

All values are mean * (SEM); BMI: Body mass index (kg/m?) * Wilcoxon non-parametric

test for paired samples.
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Table 2 - Weight and BMI in users of LNG-IUS and DMPA at different times of
use (N= 151 pairs)

Time of evaluation Weight p* BMI p* n

Initial 0.063 0.167 151
LNG-IUS 62.7 (0.9) 25.2 (0.4)
DMPA 62.5 (0.9) 25.5(0.4)

1 year 0.032 0.007 142
LNG-IUS 62.9 (1.0) 25.3 (0.4)
DMPA 63.8 (0.9) 26.0 (0.4)

2 years 0.001 0.002 93
LNG-IUS 63.0 (1.2) 25.6 (0.5)
DMPA 65.6 (1.2) 26.8 (0.5)

3 years <0.001 0.006 73
LNG-IUS 64.0 (1.3) 25.8 (0.5)
DMPA 66.9 (1.3) 27.1 (0.6)

4 years 0.027 0.083 35
LNG-IUS 65.7 (2.4) 26.4 (0.9)
DMPA 68.4 (2.2) 27.7 (0.9)

5 years 0.009 0.008 24
LNG-IUS 66.7 (3.3) 26.5(1,2)
DMPA 70.7 (3.2) 28.7(1,3)

All values are mean * (SEM); BMI: Body mass index (kg/m?) * Wilcoxon non-parametric
test for paired samples.
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Table 3 - Multivariate analysis of variance according to the use of LNG-
IUS or TCu 380A 1UD

Variables SS DF F p
Contraceptive method 9.2 1 0.4 0.545
Time of use 106.7 2 6.7 0.002

Contraceptive method vs. time of use 45.7 2 2.4 0.098

SS: Sum of square deviations
DF: degree of freedom
F: Statistics Snedecor’'s F
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Table 4-Multivariate analysis of variance according to the use of LNG-IUS or

DMPA
Variables SS DF F p
Contraceptive method 178.5 1 7.5 0.008
Time of use 324.6 2 18.6  <0.001
Contraceptive method vs. time of use  175.1 2 9.2 <0.001

SS: Sum of square deviations
DF: degree of freedom
F: Statistics Snedecor’s F
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4. Conclusoes

As usuarias de sistema intra-uterino liberador de levonorgestrel apresentaram
um ganho de peso de 3,1kg e uma variacdo de IMC de 25 para 26,3kg/m?

ao longo dos cinco anos.

As usuarias de acetato de medroxiprogesterona de depdsito apresentaram
maior ganho de peso (8,2kg) e de IMC (3,2kg/m?), respectivamente, quando

comparadas com as usuarias de sistema intra-uterino liberador de levonorgestrel.

Nao houve diferenga na variacao de peso corpéreo e IMC das usuarias de

sistema intra-uterino liberador de levonorgestrel e DIU T-cobre.
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7. Anexo

7.1. Anexo 1 - Ficha clinica de coleta de dados

COMPARACAO DA VARIACAO DE PESO CORPOREO EM MULHERES USUARIAS
DE SISTEMA INTRA-UTERINO LIBERADOR DE LEVONORGESTREL, DEPOPROVERA
E DISPOSITIVO INTRA-UTERINO DE T-COBRE POR CINCO ANOS

A. Identificacao
1. NUmero da ficha:

2. Registro do prontuario:

3. Numero do Planejamento Familiar:

B. Dados clinicos
4. |dade : anos.

C. Dados antropométricos

5. Altura: cm

Pesos: (6) inicial: kg
(7) 1 ano: ke
(8 2anos: kg
(9 3anos: kg
(10)4anos: kg
(11)5anos: kg
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