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Welcome to UW I-TECH HIV/AIDS Clinical Seminar Series
 August 21st, 2008
 Women & HIV
 Scott McClelland, MD, MPH
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Overview
 • Gender-specific issues are important in HIV epidemiology, transmission, prevention, pathogenesis, and treatment
 • This lecture will focus on issues of importance to health care providers for women with or at risk for HIV infection– Fertility-regulation– Pregnancy and lactation– Cervical cancer screening
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Case 1: Hormonal Contraception in Women at Risk for HIV
 • 25 year old HIV-seronegative woman in an HIV endemic area desires hormonal contraception to avoid becoming pregnant– Will hormonal contraception
 influence her risk of HIV acquisition?
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Hormonal Contraception and the Risk of HIV Acquisition
 • The results of several large prospective studies provide conflicting data about the risk of HIV acquisition in women using hormonal contraception
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Hormonal Contraception and HIV Risk in High-risk Women
 • 10 year prospective cohort study– 1272 participants followed for median 478 days– 248 acquired HIV (incidence 8.1/100 p-y)
 • Hormonal contraception associated with increased risk of HIV– DMPA aHR 1.8 (95% CI 1.4-2.4)– COC aHR 1.5 (95% CI 1.0-2.1)
 • Similar findings in a study of Thai FSWsLavreys et. al. AIDS 2004;18:695Martin et. a. JID 1998;180:1863
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Hormonal Contraception in General Population Women
 • Studies of women in Uganda, Zambia, Rwanda show no association
 • Prospective cohort in Zimbabwe/Uganda– 4439 participants followed 15-24 months each– 213 acquired HIV (incidence 2.8/100 p-y)
 • Overall, no association between HC/HIV• In HSV-2 seronegative women
 – DMPA HR 3.97 (95% CI 1.98-8.00)– COC 2.85 (95% CI 1.39-5.82)
 Morrison et. al. AIDS 2007;21:85
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Case 1: Hormonal Contraception in Women at Risk for HIV
 • 25 year old HIV-seronegative woman in an HIV endemic area desires hormonal contraception to avoid becoming pregnant– What do we tell her?
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Case 1: Hormonal Contraception in Women at Risk for HIV
 • 25 year old HIV-seronegative woman in an HIV endemic area desires hormonal contraception to avoid becoming pregnant– What do we tell
 her?
 Ref: Network Vol 23, number 3, 2004. Family Health International
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Case 2: Hormonal Contraception in HIV-seropositive Women
 • 30 year old woman 3 months post partum was diagnosed with HIV during pregnancy. She does not desire additional children and is interested in hormonal contraception.– Will hormonal contraception
 influence the progression of her HIV infection?
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HC and HIV Progression
 • HC in chronic infection does not significantly change markers of disease progression (CD4 count and plasma viral load)– Limited data available– No studies have looked at HC use and clinical
 endpoints in HIV-positive women
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HC and HIV Progression in Postpartum Women
 • 283 Kenyan women identified during pregnancy and followed prospectively
 • No immediate effect of DMPA or OCP on CD4 count or plasma viral load
 • No longer term effect on change in CD4 or viral load (to 24 months postpartum)– Trend for more rapid increase VL in OCP users– Trend for slower CD4 decline in DMPA users
 Richardson AIDS 2007;21:749-53
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Case 2: Hormonal Contraception in HIV-seropositive Women
 • 30 year old woman 3 months post partum was diagnosed with HIV during pregnancy. She does not desire additional children and is interested in hormonal contraception.– Will HC influence her risk of
 transmitting HIV to sex partners?
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HC and the HIV Infectivity
 • There is no direct evidence that hormonal contraception leads to increased infectivity
 • HC may cause modest increases in genital shedding of HIV infected cells
 • The effects of these changes on infectivity and transmission risk are not clear
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Observational Studies of HC as a Risk Factor for Transmitting HIV
 • 156 female index patients with 159 HIV-negative male partners– 26/114 (23%) of women who reported on
 contraceptive use were using COCs
 • 19 (12%) male partners infected
 • No association between HC use and transmission to male partner
 European Study Group on HIV Transmission. BMJ 1992;304:809-13
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Indirect Evidence: HIV Shedding Studies in Seropositive Women
 • Initial cross sectional studies suggested that women using HC had higher levels of genital HIV shedding than other women
 • Prospective studies in women initiating hormonal contraception have not provided a clear answer
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Prospective Study: HC and HIV Shedding
 • 213 HIV-seropositive women at family planning clinic in Mombasa
 • Evaluated cervical HIV shedding at baseline and 2 months after initiation of HC– DMPA– Combined OCs– Progesterone only OCs
 Wang et. al. AIDS 2004;18:205
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Cervical HIV Infected Cells Before and After Initiating HC
 Before After OR (95% CI) P
 Overall 42% 52% 1.6 (1.0-2.6) 0.03
 DMPA 44% 52% 1.5 (0.8-2.9) 0.2
 LD-COC 44% 62% 2.3 (0.9-6.7) 0.06
 HD-COC 43% 57% 2.0 (1.0-100) 0.6
 Prog-OC 37% 41% 1.3 (0.4-4.0) 0.6
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HC/HIV Shedding Results
 • Modest overall effect on shedding of HIV infected cells in first two months of HC
 • No change in the prevalence or quantity of HIV RNA in the first two months of HC
 • No change in plasma HIV RNA– Plasma RNA has been associated with
 transmission risk in prospective studies
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Summary: HC and HIV Progression and Infectivity
 • Starting HC in HIV-positive women does not significantly alter viral load or CD4 cell count– Generally presumed to be safe
 • HC may increase HIV proviral shedding– Effect of increased HIV shedding on risk of
 sexual transmission has not been proven
 • HC reduces the risk of pregnancy, pregnancy associated complications, and vertical transmission of HIV
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Case 3: Hormonal Contraception and Antiretroviral Therapy
 • 28 y.o. HIV seropositive woman using COC for prevention of pregnancy is starting NVP/d4T/3TC for CD4 count of 222 cells/μL– Are there important drug
 interactions to consider?– If so, what?
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HC and Treatment for HIV and OIs
 • Hormonal contraception can be used safely in combination with antiretroviral therapy– Antiretrovirals (especially NNRTIs) and other
 medications (e.g. rifampicin) may decrease hormonal contraceptive drug levels
 – Increased risk for failure of contraception
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Case 4: Pregnancy and the Risk of HIV Acquisition
 • 18 y.o. woman presents for antenatal care at 20 weeks gestation. She is HIV-seronegative.– Does pregnancy and
 lactation influence her risk for acquiring HIV?
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Pregnancy and HIV Risk
 • Many studies demonstrate high risk for HIV acquisition during pregnancy and postpartum– Incidence of HIV in general population women
 during pregnancy and lactation may be similar to incidence in high-risk cohorts (e.g. 2.0-7.6 infections per 100 woman-years)
 – Reasons for this are not well understood, and may include both social and biological factors
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Studies of HIV Risk in Pregnancy and the Postpartum Period
 • Population-based study in Rakai showed higher incidence in pregnancy and lactation– Incidence 2.3/100 person-years in pregnancy– Incidence 1.3/100 person-years during lactation– Incidence 1.1/100 person-years in non-pregnant and
 non-lactating women
 • Study of 4439 women from FP clinics in Uganda and Zimbabwe– Overall incidence 2.7/100 person years– Pregnancy and lactation not associated with HIV
 acquisitionGray et. al. Lancet 2005;366:1182Morrison et. al. AIDS 2007; 21:1027

Page 25
                        

Summary: HIV Risk in Pregnancy and Postpartum Period
 • Women may be at increased risk for HIV acquisition during pregnancy and lactation
 • They are likely to access care during these periods (e.g. antenatal, delivery, postpartum visits for infant evaluation)– Opportunity to provide HIV prevention education
 and risk reduction services
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Case 5: Breastfeeding and HIV Progression
 • 28 year old woman diagnosed with HIV during her recent pregnancy is considering formula vs. breastfeeding?– Will her choice of infant
 feeding method influence her own health?
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Breastfeeding and HIV Progression
 • Overall, data suggest a limited adverse impact of breast feeding in breastfeeding vs. formula feeding mothers
 • Should not deter recommending breastfeeding by HIV positive mothers within the framework of the WHO Consensus Statement on HIV and Infant Feeding
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Breastfeeding and Mortality in Nairobi Women: RCT Results
 • 425 women RCT (212 BF vs. 213 formula)– Followed for 2 years after delivery– Mortality was higher in the BF group than in the
 formula feeding group (18 vs. 6 deaths, p=0.009)– Maternal death was associated with 8-fold higher
 incidence of infant death even after controlling for infant HIV status
 – Authors concluded that breastfeeding might result in adverse outcomes for mother and infant
 Nduati et. al. Lancet 2001;357:1651
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Breastfeeding and Mortality
 • Cohort studies from other African countries have not shown increased risk with breastfeeding
 • Individual patient data meta-analysis (Breastfeeding and HIV International Transmission Study) did not show increased risk with breastfeeding
 Taha et. al. Bull World Health Organ 2006;84:546Kuhn et. al. AIDS 2005;19:1677Sedgh et. al. AIDS 2004;18:1043BHIT Study Group; JAIDS 2005;39:430
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Breastfeeding and Mortality in Nairobi Women: Cohort Study
 • 296 women cohort (198 BF vs. 98 formula)– Followed for 2 years after delivery– CD4 declined more rapidly in BF vs. formula
 (7.2 vs. 4.0 cells/μL/month, p=0.01– BMI decreased more rapidly in BF vs. formula– HIV RNA and mortality did not differ significantly
 between the two groups– Authors concluded that these results were
 consistent with a limited adverse impact of breastfeeding in setting of extended HIV care
 Otieno et. al. J Infect Dis 2007:195:220
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WHO Consensus Statement 2006
 • Exclusive BF is recommended for HIV-infected women for the first 6 months of life unless replacement feeding is acceptable, feasible, affordable, sustainable, and safe for them and their infants before that time.
 • When replacement feeding is acceptable feasible, affordable, sustainable, and safe, avoidance of all BF by HIV-infected women is recommended
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Case 6: Reducing the Risk of Cervical Cancer
 • 42 y.o. woman with HIV and CD4 = 322. Compared to HIV-negative women, her risk of cervical cancer is increased by approximately:– A) 2-fold– B) 5-fold– C) 10-fold– D) 100-fold
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HIV and Cervical Cancer
 • Cervical CA is an AIDS defining malignancy based on increased risk in women with HIV– Increased risk ~12-fold in a large US study– ART may not substantially reduce the risk of
 HIV-associated malignancies
 • 80% of cervical cancer occurs in developing countries
 • Cervical cancer should be almost entirely preventable
 Patel et. al. Ann Intern Med 2008;148:728WHO. IARC CancerBase no. 5; 2001

Page 34
                        

Screening for Cervical Cancer
 • Cytology (Pap smear)– Difficult to implement in resource-limited settings
 • Visual inspection with acetic acid (VIA)– Sensitivity 77%, specificity 86% in study pooling
 data from several African countries and India
 • See and Treat (eg. if positive VIA immediate colposcopy, biopsies, cryotherapy)– Mortality benefit in cluster randomized trial
 including >60,000 women in Tamil Nadu, IndiaSankaranarayanan et. al. Int J Cancer 2004;110:907Sankaranarayanan et. al. Lancet 2007;370:398
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Treatment of Pre-cancerous Cervical Lesions
 • Cold knife cone biopsy and hysterectomy widely available– Severely over treat many women and potential
 for serious complications
 • Cryotherapy with -600°C to -900°C probe– Most common AE are profuse watery discharge
 for 2-3 weeks and risk for infection
 • Loop electrosurgical excision procedure– Higher cost, requires more technical skill, some
 risk of bleeding
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Thank you!Next session: Sept 4, 2008
 Listserv: [email protected]: [email protected]
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Welcome to UW I-TECH HIV/AIDS Clinical Seminar Series
 Next session: Sept 4, 2008
 Roy Colven and Carrie Kovarik, MD
 HIV Dermatology
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