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Resumo

Objetivo: o objetivo deste estudo foi avaliar as caracteristicas s6cio-demograficas,
a prevaléncia de sintomas da menopausa na mulher HIV positiva e fatores
associados a tais sintomas comparando com grupo controle. Foram analisados:
caracteristicas dessa populacdo (idade, raca, escolaridade, autopercepcao de
saude, status menopausal, estado civil, paridade, tabagismo, uso de drogas, uso
de antiretrovirais, indices de CD4, indice de massa corpérea, aposentadoria e
comportamento de risco para DST), a prevaléncia de sintomas da menopausa
(Vasomotores, psicoldgicos, sexuais, genito-urinarios, palpitacdes, artralgias e
insdnia) e fatores associados com tais sintomas. Foi realizado um estudo corte
transversal de mulheres no climatério divididas em 96 mulheres HIV positivas e
155 mulheres HIV negativas. Os critérios de inclusdo foram: ter 40 anos ou mais e
ser brasileira. O critério de exclusdo usado foi o uso de Terapia de Reposicao
Hormonal ha menos de seis meses. A prevaléncia dos sintomas foi estudada
nas variaveis de controle e nas demais variaveis dependentes através do teste de
qui-quadrado. A prevaléncia de um ou mais sintomas foi avaliada multivariadamente
através de medidas repetidas pela técnica de GEE - estimacdo de equacéao

generalizada e calculado o valor do Odds Ratio ajustado pelas varidveis de
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controle. O nivel de significancia assumido foi de 5% e o software utilizado para
analise foi o SAS versdo 9.01. Resultados: A média de idade das mulheres
com HIV e sem HIV foi de 48,9 + 7,4 e de 51 + 8,7 anos, respectivamente. Os
sintomas psicolégicos foram as queixas mais comuns seguido de vasomotor.
Mulheres com idade entre 45 e 54 anos (OR:1,51;1C95%:1,19-2,75), rebendo
aposentadoria (OR:1,94;1C95%:1,29-2,93), com HIV (OR:2,24; 1C95%:1,36-3,68),
com trés ou mais filhos (OR:2,24; 1C95%:1,17-4,27) e que referiram auto-percepcao
do estado de saude como ndo muito boa/péssima (OR: 2,03;IC95%: 1,34-3,08)
apresentaram maior chance de referir sintomas. Entre mulheres com HIV, a
chance de referir sintomas foi menor para aquelas com idade maior ou igual a 55
anos (OR:0,10;1C95%:0,01-0,67). Receber aposentadoria aumentou a chance de
referir sintomas (OR:2,43;1C95™:1,07-5,52). Conclusao: A prevaléncia de sintomas
menopausais foi elevada em mulheres com HIV. A idade, receber aposentadoria,
infeccao pelo HIV, escolaridade, paridade, IMC, auto-percepcao do estado de saude
foram associados ao risco de referir sintomas nas mulheres em geral. Entre as HIV

positivas, a idade e recebimento de aposentadoria se associaram a tais sintomas.
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Summary

Objective: the aim of this study was to evaluate sociodemographic characteristics,
the prevalence of menopause symptoms and its associated factors in HIV-infected
women, in comparison to a control group. The following factors were analyzed:
population characteristics (age, race, school education, self-perception of health,
menopausal status, marital status, parity, smoking, drug use, antiretroviral use, CD4
indexes, body mass index, receipt of public benefits and risk behavior for
STD), the prevalence of menopause symptoms (vasomotor, psychological, sexual,
genitourinary, palpitations, arthralgias and insomnia) and factors associated with
these symptoms. A cross-sectional study of climacteric women was conducted, divided
into 96 HIV-positive and 155 HIV-negative women. Inclusion criteria were: age
40 years or older and being Brazilian. Exclusion criteria were: Hormone Replacement
Therapy within the past six months. The prevalence of symptoms in the control
variables and in the remaining dependent variables was studied by the chi-square
test. The prevalence of one or more symptoms was multivariately assessed by
repeated measures using the GEE technigue—generalized estimating equation
models—and calculation of the adjusted Odds Ratio value by the control variables.

The assumed significance level was 5% and SAS version 9.01 was the software
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used for analysis was. Results: the mean age of HIV-infected and HIV-uninfected
women was 48.9 + 7.4 and 51 + 8.7 years, respectively. Psychological symptoms
were the most common complaints followed by vasomotor symptoms. The odds of
reporting symptoms were higher in women aged between 45 and 54 years (OR:
1.51; 95%CI: 1.19-2.75) who received public benefits (OR: 1.94; 95%CI:1.29-
2.93), had HIV (OR: 2.24; 95%CI: 1.36-3.68), had three or more children (OR:
2.24; 95%Cl: 1.17-4.27) and had a fair/poor perception of their physical
health(OR: 2.03; 95%CI:1.34-3.08). Among HIV-infected women, the odds of
reporting symptoms were lower for those aged 55 or older (OR: 0.10; 95%CI:
0.01-0.67) and for those with two or more partners in the past year (OR: 0.32;
95%CI: 0.11-1.00). Receipt of public benefits increased the odds of reporting
symptoms (OR: 2.43; 95%Cl: 1.07-5.52). Conclusion: The prevalence of menopause
symptoms was high in HIV-infected women. Age, receipt of public benefits, HIV
infection, school education, parity and self-perception of health status were
associated with the risk of reporting symptoms in women in general. Among the
HIV-positive women, age, number of sexual partners in the past year and receipt

of public benefits were associated with such symptoms.
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1. Introdugéi_o

O envelhecimento da populacdo mundial € um processo relativamente
recente na histéria da humanidade (Acevedo, 1998). Esse fenébmeno mundial trouxe

consigo um novo conceito: a expectativa do envelhecimento (Fries e Crapo, 1990).

No século XVII, apenas 28% das mulheres alcangavam a menopausa e
5% delas ultrapassavam os 75 anos. Hoje, em paises desenvolvidos, 95% das
mulheres vivem até a menopausa e 50% delas chegam aos 75 anos. A previsao
para 2030 é que um bilhdo e duzentos milhées de mulheres tenham mais de 50
anos. Atualmente, aproximadamente 9% da populagdo mundial sado de

mulheres acima de 50 anos (Acevedo, 1998).

No Brasil, a expectativa de vida das mulheres ao nascer € de 72,6 anos.
Vinte e quatro por cento das mulheres paulistas tém 45 anos ou mais (Brasil,
2002). A proporcéao de mulheres idosas (60 anos ou mais) no Brasil é de 9,3% e
no estado de Sao Paulo € 9,9% (IBGE, 2000). A evolugao das piramides etérias
da populacdo de 1980 para 2000 permite destacar importantes alteragbes na

dindmica demografica expressa por proporcdes menores de criangas, maior de
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populacao em idade ativa e crescente de idosos (IBGE, 2000). Conseqtientemente,
existe, entdo, um grande namero de mulheres na pds-menopausa que necessita

ou necessitara de ateng¢ao a sua saude (Acevedo, 1998).

Eventualmente, o climatério pode ser assintomatico (Utian e Boggs, 1999),
no entanto, normalmente, se caracteriza por sintomas psicol6égicos (nervosismo,
cefaléia, depressao, irritabilidade, insbnia), sintomas vasomotores (fogachos,
tontura, sudorese, palpitacdo), sintomas urogenitais (incontinéncia urinaria, vagina
seca, dispareunia) e sintomas sexuais (diminuicao da libido) (Kupperman et al.,

1953; Utian, 1987; Maclennan, 1991).

A queda estrogénica associa-se, também, ao maior risco de doencas
coronarianas (praticamente o dobro) e conseqlentemente a elevagao da mortalidade
por doencas cardiovasculares (Stampfer et al., 1991). O hipoestrogenismo é
responsavel pela diminuicdo da densidade mineral 6ssea com consequiente
aumento no risco de osteoporose e fraturas 6sseas de coluna, quadril € punhos

(Munk-Jensen et al., 1988).

Além do mais, a menopausa representa um marco psicolégico e cultural
que é o final da vida reprodutiva. E um importante marcador biolégico do
processo de envelhecimento, principalmente em culturas como a nossa onde a

beleza e a juventude sao hipervalorizadas (Avis et al., 1997).

Além disso, as mulheres menopausadas convivem com o perigo da
infeccao do HIV. Dados recentes do Ministério da Saude mostram que 90% das

transmissdes do virus entre as mulheres sao por relacdes sexuais heterossexual

Introdugdo 13



e 0s numeros de novas mulheres com o virus sdo de oito mil mulheres / ano
(Brasil, 2003). Em 1984 a doenca atingia 18,9 homens para cada uma mulher e

em 2004 atingiu 1,5 homens para cada uma mulher (Dourado et al., 2006).

A epidemia de HIV Aids no Brasil que até 1990 atingia principalmente
areas metropolitanas de Sao Paulo e Rio de Janeiro, acometendo principalmente
individuos masculinos com alto nivel socioeconémico e pertencendo as categorias
de transmissdo homossexual-bissexuais além de casos portadores de hemofilia ou
em receptores de sangue. A partir desta data constatou-se uma transicao no perfil
epidemioldgico resultando na heteressexualizacdo, feminizagdo, pauperizacao e
interiorizacao da doenga (Castilho e Chequer, 1997; Castilho et al., 2000; Rodrigues-
Junior e Castilho, 2004). Devido ao uso de antiretrovirais altamente potentes
(HAART), a taxa de mortalidade diminuiu drasticamente e, consequentemente,
as mulheres com HIV/Aids estdo atingindo a menopausa (Sellers e Angerame,
2002; Pallela et al., 2003). No Brasil, a sobrevida de pacientes com Aids até
1995 era de 18 meses apods o diagndstico, passando para 56 meses apds 0 uso
disseminado e gratuito dos antiretrovirais em 1996 (Ministério da Saude, Plano

estratégico Programa nacional DST/AIDS 2005).

A incidéncia de casos de AIDS em individuos com idade avancada, nos
ultimos anos, deve-se provavelmente ao aumento da sobrevida e ao tempo que
os portadores do HIV ficam assintomaticos (Brasil, 2004a; b). Soma-se a esses
fatores, um maior nimero de mulheres infectadas pelo HIV que hoje fazem
Terapia de Reposicdo Hormonal com melhora da sexualidade. Além disso,

houve o advento de drogas para impoténcia masculina, muito usadas por uma
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populacdo de homens que se encontra em faixa etaria que, tradicionalmente,
pouco usam o condon masculino e/ou praticam sexo seguro. Segundo dados da
Pesquisa de Conhecimento, Atitudes e Praticas na Populacdo Brasileira de 15 a
54 anos (PCAP-BR, 2004), dirigida a avaliagdo de desempenho do programa
brasileiro de AIDS, oitenta e sete por cento de individuos entre 40 e 54 anos
tiveram vida sexual ativa no ultimo ano das quais apenas 41,5% usaram
preservativos regularmente com parceiros eventuais e 16,2% usaram quando

tinham parceiros fixo (PCAP-BR, 2004).

O fato de nado haver risco de gravidez parece ser importante fator
desestimulador do uso de preservativos. Sabe-se também que a mulher
menopausada tem maior risco potencial de contaminacao por DST devido as
mudancas fisiolégicas que ocorrem naturalmente como parte de envelhecimento.
Mucosas vaginais atréficas, com aumento da friabilidade de tecido cervical,
associada a diminuicdo geral da imunidade celular e humoral, fazem com que
mulheres menopausadas sejam mais susceptiveis a DST, particularmente o HIV
(Sao Paulo, 2004). Somam-se a isso, mulheres que se submeteram a laqueadura
tubarea sao aquelas cujos parceiros usam menos condons constituindo-se em

grupo mais propenso em adquirir HIV/AIDS (Magalhaes et al., 2002).

Em 2002, o numero de mulheres soropositivas com 40 anos ou mais
notificadas era 16.770, ou seja, 20,3% do total de infectadas (Brasil, 2002). Em
2004, o numero de diagnostico positivo em mulheres com 40 anos ou mais foi

de 3.930 (32% do total de diagndstico em mulheres) no Brasil (Brasil, 2004b).
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Mundialmente, mais de 10% da populacdo contaminada tem 50 anos ou
mais. Nos Estados Unidos, historicamente, pessoas de idade avangcada sempre
ignoraram os programas de prevengao para HIV/AIDS. Reconhecendo o risco
de infeccédo e envelhecimento da epidemia, novas estratégias de saude para a
mulher menopausada foram implementadas. As mulheres de maior risco séo
aquelas com atividade sexual sem condom, usuarias de drogas e alcool, que
receberam transfusdo de sangue antes de 1985, com antecedentes de DST,
com diagndsticos suspeitos de doencas de Alzheimer, de Parkinson, de Acidente
Vascular Cerebral (sdo doengas proprias da idade que podem mascarar o
diagnostico de AIDS devido a semelhanga de sinais e sintomas) e doencas
respiratérias. Para estas, preconiza-se o aconselhamento para teste de HIV,
permitindo orientagdes de prevencgao e tratamento precoce (Merson et al., 2000;

Sellers e Angerame, 2002; Willians e Donnelly, 2002; Wilson, 2003).

Estudo norte americano recente sugere que as mulheres menopausadas
HIV positivas sdo mais sintomaticas que as ndo infectadas, porém aquelas que
apresentam doenca avancada com contagem de CD4 baixa apresentam menos
sintomas. Neste estudo, o sintoma mais freqUente relatado foi a depresséo

(Miller at al., 2005).

O diagnostico da AIDS em pacientes com faixa etaria mais elevada é
dificil e tardio ja que, naturalmente, durante o envelhecimento ha sobreposi¢des
de doencas crdnico-degenerativas e os profissionais nao estdo habituados a

considerar a AIDS como um diagndstico provavel (Rossin et al., 2001).
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A resposta imunolégica do individuo com idade avangada ao tratamento com
os antiretrovirais (HAART) é semelhante a de pacientes jovens. E importante,
porém, diagndstico precoce, pois a populacdo idosa apresenta sintomatologia mais
severa (Tumbarello et al., 2003). Estudos relatam que a mulher HIV positiva tem
maiores chances de precocidade da menopausa (Schoenbaum et al, 2005). Parece
também que as pacientes HIV positivas com contagens baixas de CD4, apresentam
maior chance de faléncia ovariana precoce (Clark et al., 2001). Talvez, uma das
explicagbes seja a hiperprolactinemia e hipogonadismo hipogonadotrofico causado
pelos antiretrovirais de alta poténcia (Santoro et al., 2005). Além disso, o tratamento
com antiretrovirais tende a piorar o perfil lipidico desta populagao (Dubé et al.,
2002; Hirsch e Battegay, 2003; Hui, 2003). A menopausa precoce, a infeccao
pelo HIV e uso de HAART parecem aumentar ainda mais os potencias riscos de

dislipidemia, resisténcia insulinica e osteoporose (Schoenbaum et al., 2005).

Em relacdo a osteoporose, ja se sabe qué € uma complicagdo metabdlica
da infeccao pelo HIV e de seu tratamento. Os antigos antiretrovirais aceleravam
ainda mais a perda éssea nas pacientes no climatério. Arnsten et al estudaram
mulheres com 40 anos ou mais, HIV positivas e relataram, para mulheres brancas,
perda 6ssea mais acentuada em relacao as HIV negativas independente do uso

de antiretrovirais (Arnsten et al., 2006).

A populagdo de pacientes HIV positivas continua crescendo devido a
novos casos e também devido ao controle da doenga principalmente a partir de
1996, quando o Ministério da Saude instituiu acesso irrestrito e gratuito aos

antiretrovirais e o advento de drogas antiretrovirais de alta poténcia (HAART) com
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consequente aumento da sobrevida. Existe também, como discutido anteriormente,
um aumento da contaminagdo de mulheres em idade avancada. Nao conhecemos
suas caracteristicas adequadamente e nem sabemos como conduzi-las em
relagdo a sintomas climatéricos, a presenca de patologias como a osteoporose,
doencas cardiovasculares e alteracoes metabdlicas. Além disso, literatura até a
atualidade é pobre em relacao a topicos especificos como, por exemplo, a reposicao
hormonal nessas mulheres: qual paciente realmente necessitara? Quando iniciar e
até quando continuar? Qual a melhor via de administragao? Assunto amplamente
discutido e dominado para menopausadas HIV negativas. Porém, para essa
nova populagao, trata-se de um assunto obscuro. Necessita-se também de uma
politica de Saude Publica para aconselhamento desta populacao a respeito do

HIV e identificacao de individuos contaminados nessa faixa etaria.

Justificou-se este estudo para podermos entender melhor essa nova

populagéo e oferecer meios para que ela possa ter uma melhor qualidade de vida.
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2. Objetivos

2.1.

Objetivo geral

Avaliar a prevaléncia e os fatores associados aos sintomas menopausais

em mulheres com HIV.

2.2,

Objetivos especificos

= Comparar as caracteristicas das mulheres infectadas pelo HIV e as nao

infectadas.

= Avaliar a prevaléncia de sintomas da menopausa de acordo com as

caracteristicas das mulheres.

= Verificar os fatores associados com os sintomas da menopausa na

populacéo geral do estudo.

= Verificar os fatores associados com o0s sintomas da menopausa nas

mulheres infectadas pelo HIV.
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Abstract

Objective: To evaluate the prevalence and factors associated with menopause
symptoms in HIV-infected women. Methods: A cross-sectional study of two groups
of women was conducted: 96 with HIV and 155 without HIV. Women aged 40
years or older, non-users of hormone therapy in the last six months and native
Brazilians were included. The prevalence of menopause symptoms was calculated
according to the studied variables. Symptoms were grouped into six categories:
vasomotor, psychological, genitourinary, weight gain, palpitations and insomnia.
The generalized estimating equation model was applied to identify the factors
associated with menopause symptoms in all women and only for HIV-infected
women. Results: The mean age of women with and without HIV was 48.9+7.4
and 51+8.7 years, respectively. The median age at menopause for HIV-infected
women was 47.5 years. Menopause symptoms were more frequent in HIV-
infected women, highlighting psychological and vasomotor symptoms. HIV infection
was associated with menopause symptoms (odds ratio [OR]:1.65, p=0.03), as
well as age ranging from 45 to 54 years (OR: 1.77, p=0.01), higher parity (OR:
2.38, p=0.01) and self-perception of health as fair/poor (OR: 2.07, p<0.01).
Among HIV-infected women, the likelihood of presenting symptoms decreased
in those aged 55 or older (OR: 0.16, p=0.03), and increased in retired women
(OR: 2.61, p=0.02). Conclusion: Menopause symptoms were common in HIV-
infected women. HIV infection was independently associated with menopause
symptoms, whereas age and being retired were associated with the occurrence

of these symptoms in HIV-infected women.
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Introduction

Currently, it is estimated that there are 1.6 million people living with the
human immunodeficiency virus (HIV) in Latin America. More than a third of
these cases were registered in Brazil [1], which maintains an elevated incidence
rate, particularly due to the increasing number of cases among women [2]. In
Brazil, there was notification of 12,300 women with HIV in 2004, 30% of these
women aged between 40 and 60 years [2].

Since the advent of highly active antiretroviral therapy (HAART) with free
and universal access to these medications, there has been a decrease in mortality
due to HIV. Furthermore, early diagnosis of the infection and prophylaxis against
opportunistic infections have contributed to increase survival [3]. Thus, more
women are living longer after the diagnosis of HIV infection.

Considering that the median age at menopause was reported to be
between 46 [4] and 50 years [5] for HIV-infected women, the diagnosis of infection
and use of antiretroviral therapy may coincide with the menopausal transition. In
the menopausal transition, the occurrence of vasomotor, psychological and
sexual symptoms may compromise quality of life [6,7], which may be aggravated
by the diagnosis of HIV infection, contributing towards a worse quality of life in
these women.

The relationship between HIV and estrogen is controversial. In animal
studies, some authors have observed that the use of topical estrogen protected
against viral infection, possibly stimulating proliferation of the vaginal epithelium
[8]. On the contrary, it has been reported that estrogen may stimulate HIV

replication [9], consequently compromising the prognosis. However, the impact
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of HIV on menopause [5] and the risks and benefits associated with hormone
therapy remain little known.

Previous studies have reported several repercussions of estrogen
deficiencies in HIV-infected women. The prevalence of hot flashes and vaginal
dryness in postmenopausal women with HIV was reported as 86.7% and 53.3%,
respectively [5]. HIV-infected women with advanced disease may report less
menopause symptoms [10]. Some authors have reported an association between
menopause symptoms and illicit drug use [5,11], and between these symptoms
and postmenopausal status [5]. In addition to symptoms commonly associated
with estrogen deficiency, a higher prevalence of depression was described
among HIV-infected women than among those uninfected with the virus [12].

Sociocultural and racial/ethnic factors may influence the perception and
experience of menopause symptoms [13]. Considering the influence of these
factors and lack of studies on the topic, the present study was conducted to
investigate the prevalence of menopause symptoms and its associated factors

in women living with HIV.
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Methods
Sample size

Calculation of sample size was based on the prevalence of 90% [10] of at
least one menopause symptom, using a statistical ponderance technique by
generalized estimating equation models with repeated measures.

Assuming a sample error of 3.75% (expected prevalence between
86.25% and 93.75%) and a significance level of 5%, an estimate of at least 246
women was made for the sample size, subdivided into HIV-infected and HIV-

uninfected women.

Subjects

From June 2005 to May 2006, a cross-sectional study was conducted,
including HIV-infected and HIV-uninfected women. Included were women aged
40 years or older, Brazilian and non-users of hormone therapy in the past six
months. Women uninfected with HIV were selected among those seeking primary
care clinics in the city of S&o José do Rio Preto, Brazil. Participants infected with
HIV were selected among women attending a specialized public service in the same
city. In general, users of this service are women of low income who spontaneously
seek medical care or are referred for specialized evaluation. During outpatient
consultation, women who met the inclusion criteria were consecutively invited to
participate in the study. With their consent, these women underwent an interview
in the same health unit, immediately following outpatient consultation. Interviews

were administered by previously trained health professionals.
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Sequentially, 102 HIV-infected women and 160 HIV-uninfected women were
invited. Six HIV-infected and five HIV-uninfected women refused to participate in the
study, allegedly due to lack of time. Thus, 96 HIV-infected and 155 HIV-uninfected
women were included. The HIV-infected women in the study had been previously
diagnosed with HIV infection by a reactive enzyme-linked immunosorbent assay
(ELISA) and a positive Western blot assay. Participants who were considered
HIV-uninfected did not undergo these tests. Institutional Review Board approval
was obtained for the study and all women signed an informed consent form.

Participants were interviewed about the following sociodemographic
characteristics: age, race/ethnicity, level of education, body mass index (BMI),
smoking habit, receipt of public benefits, marital status and parity. Menopausal
status was categorized as: premenopausal, perimenopausal, postmenopausal
and surgical menopause. Premenopausal was defined as regular menstruation
with no change in bleeding pattern over the past 12 months; perimenopausal
when there was a report of amenorrhea for at least three months in the past year;
postmenopausal was cessation of menstruation in the past 12 months. Surgical
menopause was defined as cessation of menstruation due to hysterectomy
and/or bilateral oophorectomy.

Age at first sexual intercourse and number of sexual partners in the past
year were investigated. Among HIV-related factors, illicit drug use in the past five
years was investigated (intravenous drugs, crack, cocaine, heroine, marijuana),
CD4 cell count (cells/mm®) measured by flow cytometry and use of HAART for
at least three months. HAART was defined according to current guidelines [14].

Self-perception of health status was categorized as: excellent, good, fair, or poor.
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The occurrence of menopause symptoms in the two weeks prior to
inclusion in the study was investigated. Symptoms were grouped into six categories:
vasomotor (hot flashes, dizziness, night sweats), psychological (irritability,
depression, mood lability, decreased interest in sex and loss of concentration),
genitourinary (urinary incontinence, dyspareunia, vaginal dryness), weight gain,
palpitations and insomnia, according to the methodology used in a previous

study [10].

Statistical analysis

Results were presented as median, means and standard deviations (SD)
or as absolute and relative frequencies, according to the type of variable. The
Chi-square test and the Fisher’'s exact test were used to evaluate the association
among sociodemographic variables, menopausal status, sexual behavior, drug
use and HIV infection, or the Wilcoxon test was used for variables expressed in
continuous values.

The prevalence of menopause symptoms was evaluated in each of the
variables by percentages and by the Chi-square or Fisher's exact test. The
symptoms were: vasomotor, psychological, genitourinary, weight gain, palpitations
and insomnia.

Generalized estimating equation (GEE) models were used to study the
factors associated with groups of menopause symptoms, which were treated
with repeated measures, according to the methodology used in a previous study
[10]. Each group of symptoms was treated as a repeat measure and the SAS

GENMOD program was used to measure the factors associated with these
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symptoms and their effect. Psychological symptom was not included as an
outcome variable, because its prevalence was higher than 90% in most factors
studied, making mathematical convergence of the statistical model difficult. A
model was constructed for all participants and another model was built only for
HIV-infected women.

For statistical analysis, SAS program version 9.01 (SAS Institute, Cary,

NC) was used. The level of significance adopted was 5%.
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Results

The mean (£SD) age was 48.9+7.4 years in HIV-infected women and
51.048.7 years in HIV-uninfected women. The median age of HIV-infected women
at menopause was 47.5 years. Considering all women, mean BMI was 26.0+5.4
Kg/m? and age at first sexual intercourse was 18.0+3.6 years. The mean use of
HAART was 5.5+3.7 years.

It was observed that the majority of women were perimenopausal and
postmenopausal, a larger proportion of HIV-infected women were non-white
(p=0.01), drug users (p<0.01), received public benefits (p<0.01), had a low level
of school education (p=0.01) and had no partner (p<0.01). Other characteristics
are displayed in Table 1.

The prevalence of menopause symptoms, according to sociodemographic
characteristics, HIV status, CD4 cell count, use of HAART and other variables are
demonstrated in Table 2. It was observed that psychological and vasomotor
symptoms were the most frequent complaints in HIV-infected women, being reported
by 97.9% and 78.1% of these women, respectively. Vasomotor, psychological,
and genitourinary symptoms and insomnia were more prevalent in HIV-infected
women (all respective p values lower than 0.05), while weight gain was more
frequent in HIV-uninfected women (p=0.03). No difference was observed in the
prevalence of palpitations. The occurrence of vasomotor, psychological and
genitourinary symptoms was significantly higher in women with a fair/poor
perception of their physical health (all respective p values equal to 0.01). Genital

symptoms were more frequent in women with higher parity (p<0.01).
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In the total sample of women, factors independently associated with
menopause symptoms were: age between 45 and 54 years (odds ratio
[OR]:1.77, p=0.01), receipt of public benefits (OR: 2.00, p<0.01), HIV infection
(OR: 1.65, p=0.03), having three or more children (OR: 2.38, p=0.01) and self-
perception of health as fair/poor (OR: 2.07, p<0.01) (Table 3).

The GEE model applied only to HIV-infected women showed that receipt
of public benefits was associated with menopause symptoms (OR: 2.61,
p=0.02), while age 55 years or older decreased the odds of reporting these

symptoms (OR: 0.16, p=0.03) (Table 4).
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Discussion

In this study of Brazilian women, we investigated the prevalence and
factors associated with menopause symptoms in HIV-infected women. The
women assessed were users of the public health service, belonged to a lower
social strata and had attained a low level of education. In Brazil, the tendency to
pauperize HIV infection is a concern, since a high number of cases occur on the
outskirts of urban centers and among the underprivileged segments of the
population [15].

It was observed that HIV infection was independently associated with
menopause symptoms. A significant association of such symptoms with age and
receipt of public benefits was also seen. In the total population studied, the
number of children and self-perception of health were associated with the
presence of symptoms. HIV-infected women were 65% more likely to report
symptoms than HIV-uninfected women, consistent with the description of other
authors [4,10]. A previous study conducted in the United States also showed
greater odds of reporting symptoms in HIV-infected women, although in a lower
proportion (24%) [10].

CD4 cell count did not influence the report of menopause symptoms. CD4
cell count is a marker of immune status in HIV infection, which may be
associated with changes in hormone levels, menstrual cycle and menopause
symptoms [10,16-18]. Other authors have shown an association between CD4
cell count and menopause symptoms [10,18], i. e. the less advanced the
immunosuppressive effects of HIV, the more frequent the occurrence of

symptoms. It is possible that women with advanced disease have specific
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symptoms related to HIV infection or opportunistic infections, whose severity
may minimize the impact of menopause symptoms. However, studies with larger
samples to investigate these findings are warranted.

Schoenbaum et al. [4] described a relationship between lower CD4 cell
count (<200 cells/mm?®) and early onset of menopause. In the present case
study, the median age at menopause in HIV-infected women was 47.5 years. In
line with our results, Cejtin et al. [19] and Clark et al. [18], assessing HIV-
infected women described the median age at menopause as 47.7 and 47 years,
respectively. However, Fantry et al. [5] observed a median age of 50 years at
menopause in these women. It is worth highlighting that in a population-based
study conducted in Brazil, it was observed that the mean age at menopause was
51.2 years [20]. The differences observed may be partly attributed to diversity of
the studied populations, which may be associated with different levels of sex
hormones [16,21].

In the present study, the most frequent symptom was psychological, with
a higher prevalence in HIV-infected women. Miller et al. [10] reported a similar
prevalence of psychological symptoms, while Fantry et al. [5] reported a prevalence
of irritability in 74.8% of HIV-infected women. Applying specific instruments, Morrison
et al. [12] reported a significant difference in the prevalence of major depressive
disorder among HIV-infected (19.4%) and HIV-uninfected (4.8%) women. In a
previous study of women presumed to be seronegative for HIV and aged between
45 and 60 years, the prevalence of psychological symptoms was 82% and not
related to menopausal status [22], as observed in the current case study and

also described among HIV-infected women [18].
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It is important to remember that these women experience two conditions
that may contribute to a higher prevalence of psychological symptoms: menopausal
transition and HIV infection. Depressive symptoms increase during the menopausal
transition [23]. A methodological difficulty encountered in studies of depression
conducted in case studies with known medical iliness is to differentiate depressive
from disease-related symptoms [12,24].

The prevalence of vasomotor and genitourinary symptoms, weight gain,
palpitations and insomnia in HIV-infected women was high and similar to that
reported in a North American study [10]. It was also similar to that observed
among Brazilian women of the general population [22]. Menopause symptoms
may negatively influence quality of life [7], particularly vasomotor symptoms,
represented mainly by hot flashes, whose etiology and mechanisms are still
unknown [25]. Approximately 40% to 70% of women in the menopausal transition
have vasomotor symptoms, and many of them seek medical care to treat these
symptoms [26,27]. Although estrogen deficiency seems to be the main cause of
vasomotor symptoms, their prevalence and intensity vary according to the
sociocultural characteristics and health status of the population.

It is worth keeping in mind that there was no association between
race/ethnicity and menopause symptoms in the present study, consistent with
that described by other authors [5,10]. However, data from the Study of
Women’s Health Across the Nation (SWAN) demonstrated that there were
differences in the prevalence of symptoms according to race/ethnicity [28]. A

possible explanation is related to intense miscegenation in Brazil making it
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difficult to evaluate the influence of race/ethnicity on the report and experience
of menopause symptoms [7].

Using the GEE model to evaluate factors related to menopause
symptoms, including HIV-infected and HIV-uninfected women, it was observed that
women aged between 45 and 54 years were more likely to report symptoms,
possibly because climacteric symptoms tend to be more intense in this age
range. The intensity of symptoms increases in the menopausal transition and
postmenopause, and women attribute their symptoms to a variety of factors [29].
In general, the menopausal transition begins with menstrual irregularities and ends
with cessation of menses. Although it was previously believed that a progressive
decrease in hormone production occurred, menopausal transition is characterized as
the fluctuation in reproductive hormones and presence of symptomatology [30].

We also noted increased symptoms among retired women, probably
because these women exerted less physical activity or had withdrawn from work
due to their condition, and we observed that the HIV-positive population had
more symptoms. Women who practiced regular physical activity tended to have
less menopause-related symptoms such as depression, hot flashes, irritability
and headache [31-33]. Furthermore, it was confirmed that women who
perceived their health as fair/poor also had more symptoms, consistent with a
previous report [10]. It is well-known that women attribute their symptoms to a
variety of conditions, highlighting a change in health status, e.g. being HIV-
positive, lack of information, stress, among others.

In the present cohort, an association between parity and menopause

symptoms was observed that did not persist when we exclusively assessed HIV-
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infected women. Genitourinary symptoms were more frequent in women with
higher parity. In a different cultural context, a study of ltalian HIV-negative
women was conducted in outpatient menopause clinics, observing an
association between higher parity and urine leakage [32], consistent with that
observed by other authors [31] and also the present study.

When we assessed the factors associated with menopause symptoms
exclusively among HIV-infected women, it was observed that only age and
receipt of public benefits were associated with the presence of these symptoms.
In women aged 55 years or older, the odds of presenting symptoms decreased
significantly. This confirms the report by other authors that older women present
less symptoms [33,34]. Perhaps this was due to the fact that these women
adapted to low estrogen levels or had other more important issues, and menopause
symptoms were of secondary consideration. It is well-known that menopause
symptoms do not exist in a significant percentage of women [28]. As observed in
the general study population, receipt of public benefits also significantly
increased the prevalence of symptoms in HIV-positive women, implying that a
negative social impact is associated with this condition.

Data of the current study should be interpreted taking a few limitations
into account. It is a cross-sectional study that precludes the establishment of
causal inferences. We only assessed the presence and not the intensity of
menopause symptoms. Another limitation is that the group of women considered
uninfected with HIV did not undergo laboratory tests.

It is possible that this was the first study in Latin America to assess

menopause symptoms in HIV-infected women. We identified HIV infection as a
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factor independently associated with menopause symptoms. In addition, age
and receipt of public benefits were factors associated with the presence of
symptoms among HIV-infected women. Prospective studies should be able to
determine the actual influence of HIV infection on the experience of menopause, as
well as the impact of hormonal or alternative therapies for the relief of menopause
symptoms in this population. The long-term relationship between HIV infection, bone
density and cardiovascular disease in women going through the menopausal
transition should be the target of future investigation. Furthermore, it is worth
emphasizing the need to develop public health strategies for the early diagnosis
of HIV infection during the menopausal transition, because of the increasing

number of diagnoses in this phase of a woman'’s life.
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Table 1 — Characteristics of women according to HIV status (N=251)

Characteristics HIV-infected (n=96) HIV-uninfected (n=155) p-value*
n % n %

Age (yr) 0.12
40-44 31 32.3 33 21.4
45-54 45 46.9 77 50.0
>55 20 20.8 44 28.6

Menopausal status 0.61
Premenopausal 18 18.8 31 221
Perimenopausal 25 26.0 37 26.4
Postmenopausal 37 38.5 43 30.7
Surgical menopause 16 16.7 29 20.7

Race 0.01
White 54 56.8 104 72.7
Non White 41 43.2 39 27.3

Education (yr) 0.01
lliterate 8 8.3 8 5.2
1-3 30 31.3 27 17.5
4-7 35 36.5 50 32.5
>8 23 24.0 69 44.8

Receipt of public benefits <0.01
Yes 48 50.0 37 24.0
No 48 50.0 117 76.0

Marital status <0.01
Without partner 71 74.0 55 36.4
With partner 25 26.0 96 63.6

Parity 0.61
Nullipara 7 7.4 10 6.7
1-2 41 43.2 74 49.7
>3 47 49.5 65 43.6

Drug use <0.01
Yes 11 11.5 0 0
No 85 88.5 155 100.0

Smoking habit 0.01
Smokes 37 38.5 30 19.4
Never smoked/No longer smokes 59 61.5 125 80.6

Body mass index (kg/m?) <0.01
<26 44 74.6 61 43.9
>26 15 25.4 78 56.1

Perception of health 0.26
Excellent/good 65 67.7 113 74.3
Fair/poor 31 323 39 25.7

Age at 1°' sexual intercourse (yr) 0.01
<18 71 74.0 81 53.3
>18 25 26.0 71 46.7

Number of sexual partners in the past year 0.28
0-1 79 87.8 138 92.0
>2 11 12.2 12 8.0

CD4 count (cells/mm?®)
>501 32 37.6
201-500 43 50.6
<200 10 11.8

Highly active antiretroviral therapy
Yes 77 81.1
No 18 18.9

*Chi-square test.
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Table 2 — Prevalence of menopause symptoms according to characteristics of the studied

population (N=251)

Psychologica

Characteristics n  Vasomotor | Genitourinary Weight gain Palpitations I?:‘_’;T)a
(n=235) (n=240) (n=241) (n=245) (n=243) B

Age (yr)

40-44 67 62.5 89.2 53.2 53.8 41.9 50.0

45-54 122 70.2 88.8 60.0 56.7 44.9 56.3

>55 64 66.1 93.5 84.1 53.2 48.4 58.1
Menopausal Status

Premenopausal 49 53.3 87.2 55.6 54.2 43.8 44.9

Perimenopausal 62 78.3 88.3 54.4 58.3 443 58.3

Postmenopausal 81 66.7 92.2 77.2 54.4 43.6 60.3

Surgical menopause 46 67.4 91.3 64.4 54.5 50.0 511
Race

White 160 99.0 66.0 66.7 54.2 42.6 54.8

Non-white 81 52.0 70.3 60.8 52.6 48.7 58.4
Education (yr)

lliterate 36 58.3 92.9 71.4 43.8 43.8 56.3

1-3 58 64.3 90.9 75.0 47.3 51.8 57.1

4-7 86 75.3 95.2 75.6 571 44.6 59.5

>8 93 62.8 85.2 48.9 60.7 40.9 48.9
Receipt of public benefits

Yes 85 72.2 92.7 80.0 59.0 51.2 64.6

No 168 65.2 89.8 58.0 53.4 41.9 50.3
Marital Status

Without Partner 128 71.2 92.1 63.6 53.2 46.4 63.8

With Partner 122 64.2 87.6 66.4 57.6 42.7 44.0
Parity

Nullipara 18 53.3 86.7 33.3 56.3 40.0 62.5

1-2 115 64.2 90.0 55.6 61.9 43.8 52.7

>3 114 72.4 91.8 79.8 47.7 48.2 56.4
HIV status*

Infected 96 78.1 97.9 73.0 46.9 52.1 66.7

Uninfected 155 59.7 86.1 60.4 61.1 40.8 47.3
CD4 count (cells/mm?)

>501 31 78.1 93.8 63.3 40.6 56.3 65.6

201-500 43 721 100.0 81.6 44.2 48.8 65.1

<200 10 90.0 100.0 70.0 50.0 70.0 80.0
Highly active antiretroviral therapy

Yes 77 80.5 98.7 72.6 45.5 55.8 68.8

No 18 66.7 94.4 73.3 50.0 38.9 55.6
Drug use

Yes 11 72.7 100.0 70.0 45.5 45.5 72.7

No 240 67.0 90.4 64.9 56.0 45.3 54.1
Smoking

Currently 67 71.2 94.0 53.8 56.7 53.7 62.7

Never smoked/No longer 89.6 69.4 55.1 42.0 52.0

smokes 184 65.7
Body mass index (kg/m?)

<26 105 69.0 92.2 68.6 45.2 43.7 59.6

>26 93 70.2 88.5 59.3 75.6 44.9 50.0
Perception of health

Excellent/good 178 61.9 87.7 58.2 55.7 36.3 52.0

Fair/poor 70 80.0 98.5 83.3 54.3 67.1 62.9
Age at 1°t sexual intercourse (yr)

<18 152 69.9 92.5 69.2 55.6 50.3 56.3

>18 96 62.2 87.9 59.3 54.8 37.0 52.7
Number of partners in the past year

0-1 217 65.2 90.0 65.5 56.7 43.4 52.6

>2 23 81.0 95.2 63.6 38.1 47.6 68.2
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*For HIV-infected women: vasomotor, n=75; psychological: 94; genitourinary, n=65; weight gain, n=45; palpitations,
n=50; insomnia, n=64.
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Table 3 — Factors associated with menopause symptoms of HIV-infected and HIV-uninfected
women, based on generalized estimating equation model, excluding psychological symptom
(N=251)

Characteristics Adjusted OR* 95% CI p-value
Age (yr)
33-44 1.00
45-54 1.77 1.18-2.66 0.01
>55 1.24 0.67-2.29 0.49

Receipt of public benefits

No 1.00

Yes 2.00 1.35-2.95 <0.01
HIV status

Uninfected 1.00

Infected 1.65 1.06-2.55 0.03
Parity

Nullipara 1.00

1-2 1.84 0.97-3.48 0.06

>3 2.38 1.26-4.50 0.01

Perception of health
Excellent/good 1.00
Fair/poor 2.07 1.40-3.05 <0.01

*Adjusted for age, menopausal status, race, years of education, HIV status, receipt of public benefits,
marital status, parity, smoking habit, body mass index, perception of health, age at 1st sexual intercourse,
number of sexual partners in the past year.
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Table 4 — Factors associated with menopause symptoms of HIV-infected women, according

to generalized estimating equation model, excluding psychological symptom (N=96)

Characteristics Adjusted OR* 95% CI p-value
Age (yr)
33-44 1.00
45-54 0.88 0.34-2.30 0.80
>55 0.16 0.03-0.83 0.03

Receipt of public benefits
No 1.00

Yes 2.61 1.20-5.69 0.02

*Adjusted for age, menopausal status, race, years of education, receipt of public benefits, marital
status, parity, use of highly active antiretroviral therapy, CD4 cell count, drug use, smoking habit,
body mass index, self-perception of health, age at first sexual intercourse, number of sexual
partners in the past year.
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4. Conclusoes

As mulheres do estudo eram semelhantes em relagéo a status menopausal,
idade, paridade, numero de parceiros sexuais no ultimo ano e auto-classificacao
de saude. As mulheres HIV positivas tinham menor nivel de escolaridade,
apresentavam maior porcentagem de ndo brancas, uma maior taxa de mulheres
que recebiam aposentadoria, eram mais magras, a maioria vivia sem
companheiro, referiram maior uso de drogas e tabagismo, iniciaram atividade
sexual mais precocemente e praticavam sexo anal mais frequentemente que

as mulheres HIV negativas.

Os sintomas mais comuns encontrados foram os psicoldgicos seguidos dos

vasomotores.

As mulheres do estudo tinham maior chance de apresentar sintomas de
menopausa quando tinham idade entre 45 e 55 anos, recebiam aposentadoria
do estado, eram HIV positivas, tinham trés filhos ou mais e auto-classificagcao

de saude nao muito boa/péssima.

As mulheres HIV positivas tinham menor chance de apresentar sintomas se
tivessem 55 anos ou mais. Receber aposentadoria do estado aumentou a

chance dessas mulheres apresentarem sintomas.
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7. Anexos

7.1. Anexo 1 - Ficha para coleta de dados

O CLIMATERIO EM MULHERES HIV POSITIVAS

Data: / /

Numero no estudo: HIV+:
Numero do prontudrio: | | HIV -
UBS:

Data: / / HIV+:
Numero no estudo: [ | HIV-:
1- Idade: ! anos completos

2- Raca: branca [1] nao branca [2]

3- Qual o seu estado civil?

|1] Solteira

|2| Casada / amasiada
|3| Separada/Divorciada
|4] Vidva

4- Escolaridade: até que ano escolar a senhora freqiientou.

[1] Nenhum

[2] De 1 a 3 anos

[3] De 4 a 7 anos

[4] De 8 a 11 anos
[5] De 12 ou mais
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5- Aposentadoria: a senhora recebe aposentadoria do estado:

[1] sim
[2] nao

6- Paridade:

[1] nenhum

[2] um

[3] dois

[4] trés ou mais

7- Sintomas da menopausa (na época da coleta):

vasomotores

[1] Fogachos: sim [1]
[2] Tontura: sim [1]
[3] Sudorese noturna: sim [1]
Psicolégicos

[4]: labilidade de humor: sim [1]
[5] Diminuicao do interesse sexual: sim [1]
[6] Perda de concentracao: sim [1]
[7] Depresséo: sim [1]
[8] Irritabilidade: sim [1]
Genito-urinario

[9] Incontinéncia urinaria: sim [1]
[10] Secura vaginal: sim [1]
[11] Dispareunia (dor na relagéao sexual): sim [1]
[12] Ganho de peso: sim [1]
[13] Palpitacao: sim [1]
[14] Insbnia: sim [1]

8 - em relagido a sua menstruagéo no ultimo ano:

[1] Pré-menopausa: presenca de fluxo regular sem mudanga no padrao
[2] Perimenopausa precoce: presenga de sangramento regular nos Ultimos trés meses

mas com falhas no Gltimo ano.

[3] Perimenopausa tardia: presenca de ciclos regulares no Ultimo ano mas irregulares

nos ultimos 3 meses.

[4] Menopausa ou Pés-menopausa: auséncia de sangramento menstrual por periodo
igual ou superior a 12 meses consecutivos. Qual a idade da ultima

menstruagao:

anos.

nao [2]
nao [2]
nao [2]

nao [2]
nao [2]
nao [2]
nao [2]
néo [2]

nao [2]
nao [2]
nao [2]
nao [2]
nao [2]
nao [2]

2 semanas
2 semanas
2 semanas

2 semanas
1 ano

2 semanas
2 semanas
2 semanas

2 semanas
2 semanas
2 semanas

2 semanas
2 semanas

[5] Menopausa cirdrgica: pacientes histerectomizadas e/ou ooforectomizadas.

9- FSH: [1] inferior a 40 mUI/ml

[2] igual ou superior a 40 mUI/ml

[3] ndo tem

Anexos

56



10- Exame fisico

[1] Peso: Kg
[2] Altura: jcm
[3] .M.C:

11- Uso de antiretrovirais: sim [1] nao [2] Ha quanto tempo:

12- Contagem de células CD4 (células/mm 3): classificados em:

[1] = 501
[2] 201 — 500
[3] < 200

13 - Tabagismo: a senhora fuma:

[1] sim
[2] nao
[3] j& fumou, mas parou ha mais de 5 anos

14-Uso de drogas: a senhora usa ou usou alguma destas drogas nos Ultimos cinco anos:

[1] drogas injetaveis
[2] crack

[3] cocaina

[4] heroina

[5] maconha

[6] nenhuma

15- De modo geral, com a Senhora Classifica sua saude:
[1] excelente

[2] boa

[3] ndo muito boa

[4] péssima
16- Idade da primeira relagéo sexual: anos
17- Numero de parceiros sexuais no ultimo ano: parceiros
18- NUmero de parceiros sexuais na vida toda: parceiros

19- Tipos de relagéao sexual praticada (pode ser mais de um):

[1] Vaginal

[2] Oral ativa
[3] Oral passiva
[4] Anal
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7.2. Anexo 2 — Consentimento Pés-informacao Oral

Prezada Senhora. estamos realizando uma pesquisa sobre menopausa em
mulheres contaminadas ou nao pelo HIV, com mulheres residentes na cidade de Sao
José do Rio Preto, que tem o seguinte nome “O climatério em mulheres HIV +”. A
pessoa responsavel pela pesquisa é a Dr. Carlos Eduardo Ferreira, do Departamento
de Ginecologia da UNICAMP e Médico ginecologista da Secretaria Municipal de Salude
e Higiene de Sao José do Rio Preto.

Gostariamos de convida-la a participar do estudo. Se aceitar este convite, sua
participacdo consistira em responder a um questionario que contém perguntas sobre a
senhora relacionadas a diversos assuntos sobre a menopausa. O tempo aproximado
para responder ao questionario é de 10 minutos.

Sua participacdo e opinido sao muitos importantes para nosso estudo. A
Senhora tem a liberdade de aceitar ou recusar a participar do estudo, bem como a de
nao responder alguma (s) das perguntas do questionario, se assim desejar.

Asseguramos-lhe que 0 seu nome nao aparecerd no questionario, que recebera
apenas um numero pelo qual sera identificado. De igual modo, quando os resultados
desta pesquisa forem divulgados, nunca serd mencionado o nome de qualquer pessoa que
tiver respondido o questionario. A Senhora aceita participar do estudo respondendo o

questionario?

Entrevistadora: para todas as mulheres que aceitarem participar, aplicar o questionario.
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