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ABSTRACT 
 

Sarah J. Willis: Chronic hepatitis C and HIV treatment outcomes among women who initiate 
antiretroviral therapy 

(Under the direction of Stephen R. Cole) 
 
 One in four persons living with HIV is coinfected with chronic hepatitis C virus (HCV). 

Biological interaction between HIV and HCV, and behaviors such as decreased antiretroviral 

therapy (ART) adherence and drug use, may negatively impact HIV treatment outcomes among 

persons with HIV/HCV-coinfection. Yet, previous research assessing the effect of HCV on HIV 

treatment outcomes produced inconsistent results. Evidence regarding the effect of HCV on HIV 

treatment outcomes is also lacking among women. Therefore, we estimated the effect of chronic 

HCV on HIV suppression and the effects of chronic HCV and depression on AIDS diagnosis or 

death among women who initiated ART while enrolled in the Women’s Interagency HIV Study 

(WIHS). 

 We estimated the effect of chronic HCV on HIV suppression by comparing the 

proportion of study visits with detectable HIV RNA between women with and without chronic 

HCV. Among 441 women who initiated ART in 2000 or after, 114 (26%) had chronic HCV. 

Overall, the risk of having a visit with detectable HIV RNA was similar among women with and 

without chronic HCV (risk ratio (RR) 1.19; 95% confidence interval (CI) 0.72, 1.95)). However, 

six months after ART initiation, the proportion of visits with detectable HIV RNA among 

women with chronic HCV was 1.88 (95% CI 1.41, 2.51) times that among women without 

chronic HCV, at two years the ratio was 1.60 (95% CI 1.17, 2.19), and by six years there was no 

difference (RR 1.03; 95% CI 0.60, 1.79). 
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When assessing the effects of chronic HCV and depression on AIDS diagnosis or death 

among 957 women who initiated ART between 1995 and 2015, 200 women (21%) had chronic 

HCV. The incidence rates of AIDS diagnosis or death were 7.12 and 3.80 per 100 person-years 

for women with and without chronic HCV, respectively. Compared to women without chronic 

HCV and depression, the hazard ratio (HR) for AIDS diagnosis or death was 2.19 (95% CI 1.56, 

3.07) for HCV-uninfected women with depression, 1.65 (95% CI 0.90, 3.01) for HCV-infected 

women without depression, and 3.02 (95% CI 1.49, 6.15) for HCV-infected women with 

depression. 
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CHAPTER 1: SPECIFIC AIMS 
 

 One in four people living with HIV in the United States (US) is coinfected with HCV.1 

HCV may adversely affect HIV disease in several ways after ART initiation, including 

diminished viral and immune responses, and accelerated progression to AIDS or death.  Previous 

research assessing the effect of HCV on these HIV treatment outcomes produced inconsistent 

results. For example, most studies found that persons with HIV/HCV-coinfection do not 

experience increased time to HIV suppression 2-8 but HCV may be associated with earlier failure 

of HIV control.9 Similarly, several studies have shown that HCV is associated with impaired 

CD4 cell recovery after ART initiation,2-7,9 while other studies found no association.8,10-12   

 There are several limitations in studies quantifying the effect of HCV on HIV treatment 

outcomes that may explain inconsistent findings. Some of these studies did not distinguish 

between persons with chronic HCV (i.e., persons with detectable HCV RNA and antibody) and 

those who were seropositive only.2,3,5,6,8-11 Misclassification of HCV status could result in biased 

measures of effect. In addition, some studies did not adjust for injection drug use and alcohol use 

in multivariable models.6,8,10,11 Therefore, residual confounding due to no adjustment or 

incomplete adjustment of important confounders may exist.  

 The impact of HCV on HIV treatment outcomes has not been extensively explored 

among women. Women respond differently to ART than men,13-17 often exhibiting more 

favorable immune responses 15-17 but experiencing greater drug toxicity 14 and more frequent 

treatment discontinuation.13 However, only two studies have assessed the effect of HCV on HIV 

treatment outcomes among women.4,12  Marcus et al. found that HIV/HCV-coinfected women 
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experienced increased all-cause mortality and slower CD4 cell recovery after ART initiation.4 

Therefore, women may be particularly vulnerable to adverse effects of HCV on HIV treatment 

outcomes. 

 Lastly, studies examining the effect of HCV on progression to AIDS or mortality have 

not considered the role of depression. Depression can decrease ART adherence 18-20 and 

accelerate progression to AIDS and mortality among HIV-monoinfected patients.21-26 Depression 

is common among HIV/HCV-coinfected patients 27,28 and may, in fact, be more severe among 

HIV/HCV-coinfected patients than among HIV-monoinfected patients.29,30 Therefore depression 

is an important and yet unexplored factor to consider in the effect of HCV on progression to 

AIDS or mortality.  

 The goal of this dissertation was to investigate whether chronic HCV negatively impacts 

HIV treatment outcomes among women.  

1.1 Specific Aim 1 

 Our first aim was to estimate the longitudinal effect of chronic HCV on HIV suppression 

after ART initiation among women with HIV. We hypothesized that women with chronic HCV 

would be more likely to have detectable plasma HIV RNA levels throughout a fifteen-year 

follow-up period than women without chronic HCV would be. 

1.2 Specific Aim 2 

 Our second aim was to estimate the effect of chronic HCV on progression to AIDS or all-

cause mortality among women with HIV who initiate ART. We also sought to examine the joint 

effects of chronic HCV and depression on progression to AIDS or all-cause mortality among 

women with HIV who initiate ART. We hypothesized that when compared to women without 

chronic HCV, women with chronic HCV will experience reduced time to AIDS diagnosis or 
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death. In addition, reduced time to AIDS diagnosis or death will be greatest among women with 

chronic HCV who also experience depression. 
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CHAPTER 2: BACKGROUND 
 
2.1 HIV infection in the US 
 
 By year-end 2014, 955,081 persons, or 0.3% of persons in the US were living with 

diagnosed HIV infection.31 The number of newly diagnosed HIV infections is currently declining 

in the US. Between 2010 and 2014, the number of newly diagnosed HIV infections decreased 

from 43,978 in 2010 to 39,513 in 2014.31 Survival after HIV diagnosis has also increased. 

Thirty-six month survival after diagnosis increased from 91% in 2006 to 94% in 2011.31 

 The improvements in the HIV epidemic are due, in large part, to effective HIV treatment. 

ART, which includes three or more therapies approved by the US Department of Health and 

Human Services, wer first used in the late 1990s. Adherence to these regimens increases survival 

and reduces HIV transmission. The HIV-CAUSAL Collaboration, which brings together 12 

prospective cohort studies and data on over 62,000 persons living with HIV across Europe and 

the US, observed a 52% relative reduction in mortality (HR 0.48; 95% CI 0.41, 0.57) among 

patients who initiated ART, when compared to patients who did not.32 ART use has also been 

shown to decrease transmission to sexual partners. In a large randomized controlled trial of HIV 

serodiscordant couples, a 96% reduction in HIV transmission to HIV-uninfected partners was 

observed among couples when the HIV-infected partner was using ART.33 

2.2 HIV and HCV co-infection 

 One in four persons living with HIV in the US is coinfected with HCV,1 and the 

prevalence of HCV among HIV-infected injection drug users is estimated to be between 50-

90%.34,35 Persons living with HIV/HCV-coinfection experience greater immune system 
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dysregulation and enhanced HCV replication leading to higher HCV viral loads.36,37 HIV 

infection adversely impacts HCV disease progression among HIV/HCV-coinfected persons as 

well.38-40 The rate at which HIV/HCV-coinfected patients progress to liver fibrosis is three times 

as high as the rate among HCV-monoinfected patients 41 and the time from HCV infection until 

cirrhosis is significantly shorter.40  

 The effects of HCV infection on HIV treatment outcomes are unclear. It is hypothesized 

that HCV may influence HIV disease in several ways including reduced HIV suppression 2-9 and 

delayed immune responses after ART initiation,2-13 and accelerated progression to AIDS and 

mortality.2-11, 42 

2.3 HCV and HIV suppression 

Quantifying the effect of HCV on HIV suppression is crucial. HIV suppression improves 

clinical outcomes and reduces HIV transmission. However, biological and behavioral 

mechanisms may increase HIV viral load among people with HIV/HCV-coinfection. Other 

common HIV coinfections, such as tuberculosis and herpes simplex virus type 2, increase HIV 

viral replication.43-45 Ongoing alcohol and drug use and decreased ART adherence among 

coinfected persons may also result in increased HIV viral load.46,47  

Published studies suggest that persons with HIV/HCV-coinfection do not experience 

increased time to HIV suppression after ART initiation.2-8 Yet, a recent study by Hua et al. found 

that HCV was associated with earlier failure of HIV control, which was defined as two 

consecutive detectable HIV RNA measurements 16 or more weeks after ART initiation.9 In that 

study, significantly more HIV/HCV-coinfected patients experienced viral failure by 48 weeks 

after ART initiation than HIV-monoinfected patients.9  

 Importantly, studies assessing the relationship between HCV and HIV suppression have 
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not distinguished between persons with active chronic HCV (i.e., persons with detectable HCV 

RNA and antibody) and those who had cleared infection (i.e., persons who were HCV 

seropositive only).2,3,5,6,8,9 In addition, some studies did not adjust for injection drug use and 

alcohol use in multivariable models.6,8 Therefore, residual confounding due to no adjustment or 

incomplete adjustment of important confounders may exist. Many studies also had limited 

follow-up.2,5,8 

2.4 HCV and CD4 cell response to ART 

 CD4 cell counts remain the strongest predictor of subsequent HIV disease progression, 

and an adequate CD4 cell response to ART is defined by an increase of 50 to 150 cells/mm3 

during the first year of treatment.48 In subsequent years patients will experience increases of 50 

to 150 cells/mm3 until a steady state is reached.48 HCV may negatively affect CD4 cell response 

to ART because HCV has been shown to replicate in cells outside of the liver and is associated 

with CD4 cell apoptosis.49,50 Consequently, several studies do suggest that HCV coinfection is 

associated with smaller CD4 cell recovery after ART initiation.2-7,9 A meta-analysis in 2005 

found that the mean CD4 cell count increase among HIV/HCV-coinfected patients was 33 

cells/mm3 less than in HIV-monoinfected patients.51 However, several studies have found no 

differences in CD4 cell count changes after ART initiation between HIV/HCV-coinfected 

patients and HIV-monoinfected patients,8,10-12 or that the CD4 cell count differences decrease 

over time.52,53 Limitations in studies quantifying the effect of HCV on CD4 cell response after 

ART initiation may explain inconsistent findings. Again, most studies did not distinguish 

between persons with active chronic HCV and persons that had HCV antibodies only. 2,3,5,6,8-11 

Residual confounding due to no adjustment or incomplete adjustment for important confounders, 

including alcohol use and drug use, also may exist.6,8,10,11 
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2.5 HCV, depression, and HIV disease progression 

 Several studies have demonstrated that HCV has a harmful effect on HIV disease 

progression.2,3,7,9,11 Stebbing et al. found an increased incidence of AIDS among patients with 

HIV/HCV-coinfection (adjusted HR (aHR) 1.52; 95% CI 1.07, 2.17) when compared to HIV-

monoinfected patients.11 In addition, Hua et al. observed an increased incidence of clinical AIDS 

or all-cause mortality among HIV/HCV-coinfected study participants (aHR 2.10; 95% CI 1.31, 

3.37).9 Yet, other studies did not find that HCV affects HIV disease progression.5,8,10 For 

example, Rockstroh et al. did not observe an association between HCV and incidence of AIDS 

or death (adjusted incidence rate ratio 0.97; 95% CI 0.81, 1.16) among a cohort of patients 

initiating ART.8 

 To our knowledge, none of these studies accounted for depression in their analyses. 

However, depression is common among persons with HIV/HCV-coinfection and may be more 

severe among HIV/HCV-coinfected patients than among HIV-monoinfected patients. One in 

four people with HIV/HCV-coinfection experienced moderate to severe depression in recent 

studies.27,28 After adjustment for alcohol consumption, drug dependence, and medical 

comorbidities, Libman et al. found higher mean scores on the Centers for Epidemiologic 

Depression Scale (CES-D) among HIV/HCV-coinfected patients when compared to HIV-

monoinfected patients (24 vs. 19, p<0.001).29 In a separate study of 18,349 patients with HIV in 

the Veterans Affairs medical system, 57% of HIV/HCV-coinfected patients and 46% of HIV-

monoinfected patients had major depressive disorder (p<0.0001).30  

 Depression accelerates progression to AIDS or mortality among persons living with 

HIV.21-26 In a recent study of women living with HIV, the mortality HR for depressive symptoms 

among women initiating ART was 3.38 (95% CI 2.15, 5.33), in comparison to women with no 
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depressive symptoms.26 Depression is also associated with behavioral factors that worsen HIV 

outcomes, including decreased initiation of and adherence to ART 18-20 as well as use of alcohol 

and other substances.54,55 Depression may also increase serum cortisol levels and norepinephrine, 

which may, in turn, stimulate HIV viral replication and trigger destruction of CD4 cells.22,56  

 To date, no published studies have assessed the joint effects of depression and HCV on 

progression to AIDS or mortality among persons with HIV. Given that HCV and depression are 

independently associated with these outcomes among HIV-infected patients, and that depression 

is common among HIV/HCV-coinfected patients, examining the joint effects of HCV and 

depression on these outcomes warrants investigation. 

2.6 Effect of HCV on HIV treatment outcomes among women 

 The effects of HCV on HIV treatment outcomes have not been explored in detail among 

women. Women typically represent less than thirty percent of cohort studies investigating the 

effect of HCV on HIV disease progression and the sample size is too small to determine the 

effect of female sex on this relationship.2,5,8-10 Women respond differently to ART than men, 

often exhibiting more favorable immune responses but experiencing greater drug toxicity and 

treatment discontinuation.13-17 Female sex also is also associated with increased liver fibrosis 

among HIV/HCV-coinfected patients.57,58 Only two studies explored the effect of HCV on HIV 

treatment outcomes among women.  Al-Harthi et al. found that HIV/HCV-coinfection did not 

affect ART responses in the CD4 and CD8 T-cell compartments.12 Conversely, Marcus et al. 

found that HIV/HCV-coinfected women experienced slower CD4 cell recovery and increased 

all-cause mortality after ART initiation, when compared to HIV-monoinfected women.4 

Therefore, investigating the effect of HCV among HIV-infected women warrants further 

investigation. 
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2.7 Significance 

 This research is significant because it will estimate the effect that HCV has on HIV 

treatment outcomes among women. Specifically, we will investigate the effects of HCV on HIV 

suppression and progression to AIDS or all-cause mortality among women who initiated ART. 

We will also assess the joint effects of HCV and depression on progression to AIDS or all-cause 

mortality among women who initiated ART. If HCV negatively impacts HIV disease, it would 

reaffirm the need to treat HIV/HCV-coinfected women with directly-acting antiviral HCV 

therapies. In addition, these results may highlight the need for improved access and engagement 

in effective medical and counseling interventions to treat depression and substance use among 

HIV/HCV-coinfected women. 

2.8 Innovation 

 This is the first study to examine the joint effects of HCV and depression on HIV disease 

progression among women. Several studies suggest that HCV and depression are independently 

associated with accelerated progression to AIDS and/or death among persons living with 

HIV.9,11,21-26 However, no published studies have examined whether HCV and depression act 

synergistically to accelerate progression to AIDS or death, even though depression is common 

among persons living with HIV and HCV.27,28 Therefore, we plan to measure interaction 

between HCV and depression on the additive and multiplicative scales. If there is evidence of 

synergism, i.e., the combined effect of HCV and depression on progression to AIDS or all-cause 

mortality is greater than the independent effects of HCV or depression, it would emphasize the 

need for improved access and engagement in interventions to treat depression among women 

with HIV and HCV.  

 Causal inference methods will be used to estimate the effects of HCV on HIV treatment 
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outcomes. Marginal structural models allow us to estimate the marginal, or population-level, 

effects of HCV on HIV treatment outcomes.  The estimated measures of effect would also mimic 

the results produced in randomized controlled trials if the statistical models are correctly 

specified, there is no unmeasured confounding, and selection and measurement bias are minimal. 

Marginal structural models are also appropriate for observational cohort data that include time-

varying exposures and confounders.59-61 In these settings, standard regression methods may 

produce biased results because their techniques to control for confounders block causal pathways 

of interest.59-61 In Aim 2, we plan to assess the joint effects of HCV and depression on AIDS 

diagnosis or death using data from the WIHS. WIHS participants have follow-up visits at six-

month intervals and depression is measured at every study visit. Therefore, depression status at 

the last study visit is both an exposure of interest and a confounder of depression status at the 

current study visit and the outcome, AIDS diagnosis or death.  



 
 

Table 1.  Studies examining the effect of HCV on HIV suppression after ART initiation 
Study, Year Study Type Study Population N Result  
Greub, 2000 Prospective 

cohort 
HIV+ initiating ART 3,111 Time to HIV suppression (<400 copies/mL) and time to treatment failure 

did not differ by HCV status  
[Failure HR 0.98 (95% CI 0.81, 1.19)] 

De Luca, 2002 Prospective 
cohort 

HIV+ initiating ART 1,320 Time to HIV suppression (<500 copies/mL) did not differ by HCV status 
[HBV+/HCV+ HR 0.98 (95% CI 0.70, 1.38)] 
[HBV-/HCV+ HR 0.98 (95% CI 0.88, 1.17)] 

Marcus, 2015 Retrospective 
cohort 

HIV+ initiating ART, 
stratified by sex 

1,088 women 
10,623 men 

Time to HIV suppression (<500 copies/mL) did not differ HCV and sex 
[Women HR 0.9 (95% CI 0.7, 1.1)] 
[Men HR 1.0 (95% CI 0.9, 1.1)] 

Lincoln, 2003 Prospective 
cohort 

HIV+ using ART 2,086 Prevalence of detectable viral load at 12 months after baseline did not 
differ by HCV status 
[HBV-/HCV+ OR 1.16 (95% CI 0.74, 1.81)] 
[HBV+/HCV+ OR 0.91 (95% CI 0.26, 3.17)] 

Carmo, 2008 Retrospective 
cohort 

HIV+ initiating ART 824 Time to HIV suppression (<400 copies/mL) did not differ by HCV  
[HR 0.81 (95% CI 0.56, 1.17)] 

Weiss, 2006 Prospective 
cohort 

HIV+ initiating ART 2.734 Prevalence of detectable VL (>500 copies/mL) was similar at 144 weeks 
[OR 1.1 (95% CI 0.8, 1.5)] and 288 weeks [OR 1.3 (95% CI 0.88, 2.00)] 
by HCV 

Hua, 2013 Four RCTs 
combined 

HIV+ initiating ART 3,041 HCV was associated with earlier viral failure [HR 1.43 (95% CI 1.07, 
1.19)] 

Rockstroh, 2005 Prospective 
cohort 

HIV+ initiating ART 5,957 Time to HIV suppression (<500 copies/mL) did not differ by HCV  
[HR 1.13 (95% CI 0.84, 1.51)] 

HCV – hepatitis C virus, HIV – human immunodeficiency virus, ART – antiretroviral therapy, HBV – hepatitis B virus, HR – hazard 
ratio, CI – confidence interval, OR – odds ratio, VL – viral load, RCT – randomized control trial 
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Table 2.  Studies examining the effect of HCV on immunologic responses to ART 
Study, Year Study Type Study Population N Result  
Greub, 2000 Prospective 

cohort 
HIV+ initiating ART 3,111 HCV seropositivity associated with smaller CD4 cell recovery after ART 

[HR ≥50 cells/µL increase 0.79 (95% CI 0.72, 0.87)] 
De Luca, 2002 Prospective 

cohort 
HIV+ initiating ART 1,320 Average CD4 cell recovery was at least 30 cells/mm3 fewer among 

HCV+ after 36 months 
Marcus, 2015 Retrospective 

cohort 
HIV+ initiating ART, 
stratified by sex 

1,088 women 
10,623 men 

Average increase in CD4 cell count one year after ART initiation was 
smaller among HCV+ men and women, when compared to HCV- men 
and women 

Lincoln, 2003 Prospective 
cohort 

HIV+ using ART 2,086 After 24 months, HCV+/HBV- patients had smaller CD4 cell count 
increases than HCV-/HBV- patients; no difference between 
HCV+/HBV+ and HCV-/HBV-. 

Carmo, 2008 Retrospective 
cohort 

HIV+ initiating ART 824 HCV seropositivity associated with smaller CD4 cell recovery after ART 
[HR>50 cells/mm3 increase 0.68 (95% CI 0.49, 0.92)] 

Weiss, 2006 Prospective 
cohort 

HIV+ initiating ART 2.734 HCV+ patients attained lower absolute CD4 cell counts after ART at 
weeks 144 and week 288 than HCV- patients. 

Hua, 2013 Four RCTs 
combined 

HIV+ initiating ART 3,041 HCV associated with smaller mean CD4 cell count increase [-33.8(95% 
CI -52.2, -15.4)] and smaller CD4% increase [-1.16% (95% CI -1.43%, 
0.89%)] after ART 

Rockstroh, 2005 Prospective 
cohort 

HIV+ initiating ART 5,957 No difference in CD4 cell count changes after ART initiation by HCV 
status [HR ≥50 cells/mm3 increase 0.92 (95% CI 0.77, 1.11)] 

Sulkowski, 2002 Prospective 
cohort 

HIV+ initiating ART 1,955 Among patients who received ART and maintained HIV suppression, no 
differences in CD4 cell count increases at 1, 2, and 3 years of follow-up 
between HCV+ and HCV- were observed 

Stebbing, 2005 Prospective 
cohort 

HIV+  2,049 No differences in decline of CD4 cell counts between HCV seropositive 
and HCV seronegative patients after baseline 

Al-Harthi, 2006 Prospective 
cohort 

HIV+ initiating ART 294 Chronic HCV was not associated with differences in CD4 and CD8 T-
cell compartments after ART initiation 

Miller, 2005 Meta-analysis HIV+ initiating ART 6,216 HCV was associated with a smaller increase in CD4 cell count after ART 
initiation [average increase -33.4 cells/mm3 (95% CI -43.3, -23.5)] 

Motta, 2012 Prospective 
cohort 

HIV+ initiating ART 2,682 HCV was associated with a smaller increase in CD4 cell counts at 12 
months after ART initiation [-38.4, p=0.005] but not at 24 months after 
ART initiation 

Tsiara, 2013 Meta-analysis HIV+ initiating ART 22,533 HCV was associated with a smaller increase in CD4 cell count between 3 
and 12 months after ART initiation [average increase -34.86 (95% CI -
52.89, -16.82)]. At 2 years, the difference decrease (average increase -
13.43 (95% CI -26.04, -0.83)] 

HCV – hepatitis C virus, HIV – human immunodeficiency virus, ART – antiretroviral therapy, HBV – hepatitis B virus, HR – hazard 
ratio, CI – confidence interval, RCT - randomized controlled trial  
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Table 3. Studies assessing the effect of HCV on progression to AIDS or death 
Study, Year Study Type Study Population N Outcome Result  
Greub, 2000 Prospective 

cohort 
HIV+ initiating 
ART 

3,111 Time to AIDS or 
death 

HCV associated with accelerated time to AIDS or 
death [HR 1.7 (95% CI 1.6, 2.30)] 

De Luca, 2002 Prospective 
cohort 

HIV+ initiating 
ART 

1,320 Time to AIDS or 
death 

HCV+, HBV- associated with accelerated time to 
AIDS or death  
[HBV+/HCV+ HR 1.62 (95% CI 0.64, 4.48)] 
[HBV-/HCV+ HR 1.57 (95% CI 1.01, 2.61)] 

Marcus, 2015 Retrospective 
cohort 

HIV+ initiating 
ART, stratified 
by sex 

1,088 women 
10,623 men 

Time to AIDS  
Time to death 

HCV not associated with AIDS in either sex but was 
associated with time to death among men 
[Men HR: 1.4 (95% CI 1.2, 1.6)] 
[Women HR: 1.3 (95% CI 0.7, 2.4)] 

Lincoln, 2003 Prospective 
cohort 

HIV+ using ART 2,086 Time to AIDS or 
death 

HCV not associated with accelerated time AIDS or 
death [HR: 0.99 (95% CI 0.63, 1.56)] 

Carmo, 2008 Retrospective 
cohort 

HIV+ initiating 
ART 

824 Time to AIDS or 
death 

HCV not associated with accelerated time to AIDS or 
death [HR: 1.08 (95% CI 0.66, 1.77)] 

Weiss, 2006 Prospective 
cohort 

HIV+ initiating 
ART 

2.734 Time to death HCV was associated with accelerated time to death 
[HR 2.4 (95% CI 1.9, 3.0)] 

Hua, 2013 Combined four 
randomized 
controlled trials 

HIV+ initiating 
ART 

3,041 Time to AIDS or 
death 

HCV associated with accelerated time to AIDS or 
death [HR 2.10 (95% CI 1.31, 3.37) 

Rockstroh, 2005 Prospective 
cohort 

HIV+ initiating 
ART 

5,957 Incidence of 
AIDS  
Incidence of 
death 

HCV not associated with incidence of AIDS [IRR: 0.97 
(0.81, 1.16)] 
HCV was associated with incidence of death [IRR: 
1.41 (1.13, 1.76)] 

Sulkowski, 2002 Prospective 
cohort 

HIV+  1,955 Time to AIDS 
Time to death 

HCV was not associated with AIDS or death [AIDS 
HR: 1.03 (95% CI 0.86, 1.23)] 
[Death HR: 1.05 (95% CI 0.85, 1.30)] 

Stebbing, 2005 Prospective 
cohort 

HIV+  2,049 Time to AIDS HCV was associated with accelerated progression to 
AIDS [HR 1.57 (95% CI 1.07, 2.17)] 

Chen, 2009 Meta-analysis HIV+ initiating 
ART 

 Time to AIDS 
and time to death 

HCV not associated with the risk of AIDS [RR 1.12 
(95% CI 0.82, 1.51)] but was associated with death 
[RR 1.35 (95% CI 1.11, 1.63)] 

HCV – hepatitis C virus, HIV – human immunodeficiency virus, ART – antiretroviral therapy, AIDS – acquired immune deficiency 
syndrome, HBV – hepatitis B virus, HR – hazard ratio, CI – confidence interval, IRR – incidence rate ratio, RR – risk ratio 
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CHAPTER 3: METHODS 
 
3.1 Study population 

 We used data from the WIHS to investigate the effects of HCV on HIV treatment 

outcomes. The WIHS is a prospective cohort study designed to investigate HIV disease 

progression among women. WIHS participants were enrolled in 1994-1995, 2001-2002, and 

2011-2012 in six consortia located in Bronx/Manhattan, NY; Brooklyn, NY; Los Angeles, CA; 

San Francisco/Bay Area, CA; Chicago, IL; and Washington, DC. In 2013 and 2014, new WIHS 

participants were recruited from Atlanta, GA, Chapel Hill, NC, Miami, FL, and Birmingham, 

AL/Jackson, MS. Figure 1 below is a map of the WIHS sites. To date, 4,982 women have been 

enrolled in the WIHS; 3,677 (74%) were living with HIV at enrollment and 24 (0.5%) acquired 

HIV during follow-up.   

 WIHS participants have follow-up visits at six-month intervals. Interviews at each visit capture 

extensive medical, psychosocial, drug use, and sexual behavior information. The medical history 

includes a medication inventory that is updated regularly to include newly available antiretroviral 

therapies. Interviewers are trained using standardized methods and WIHS Data Management and 

Analysis Center staff perform periodic assessments of the quality of the interviews. Blood is also 

drawn and analyzed at each study visit. Routine laboratory analyses include plasma HIV RNA 

and CD4 cell counts. Women also receive HCV antibody and HCV RNA testing during one of 

their first three study visits after enrollment in the WIHS. Approximately 900 (24%) of the 

women living with HIV were HCV antibody positive with detectable HCV RNA at baseline. 

Institutional review boards at each study site approve study procedures and all study participants 
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provide written informed consent. 

 

 

 Figure 1. Location of WIHS clinical sites between 1994 and 2014 

 
 Women with HIV who enrolled in the WIHS are comparable with the HIV epidemic 

among women in the US.62 The median age at WIHS enrollment was 37 years and two-thirds 

(60%) were African-American Non-Hispanic. Forty percent of women reported heterosexual sex 

and 20% reported injection drug use as a risk factor for HIV acquisition. HIV surveillance data 

from the Centers for Disease Control and Prevention indicate that 60% of women living with 

HIV in the US at the end of calendar year 2014 were Black, African American, 74% reported 

heterosexual sex, and 23% reported injection drug use as a risk factor for HIV acquisition.31 

 
3.2 Study sample  

 The study sample includes women with HIV who initiated ART on or after the date they 
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enrolled in the WIHS. For the purposes of our analyses, ART was defined as three or more 

antiretroviral medications, one of which had to be a protease inhibitor (PI), a non-nucleoside 

reverse-transcriptase inhibitor (NNRTI), one of the nucleoside reverse-transcriptase inhibitors 

(NRTI) abacavir or tenofovir, an integrase inhibitor (e.g., raltegravir), or an entry inhibitor (e.g., 

Maraviroc or enfuvirtide). In the WIHS, the exact dates women start ART is typically unknown. 

Therefore, ART initiation dates are recorded as the date of the first study visit each woman 

reports ART use. Women who used monotherapy or dual therapies prior to ART initiation were 

included in our sample, however we repeated our analyses with these women were removed (see 

Section 3.6.2 below for more information). Eligible women must also have had HCV antibody 

and HCV RNA results available at WIHS enrollment.  

  For Aim 1, we excluded women who initiated ART prior to year 2000 because we 

wanted to assess HIV viral response to relatively modern ART regimens. There are 601 women 

within the WIHS cohort who meet these criteria; 144 (24%) had both HCV antibody and HCV 

RNA detected at baseline (Figure 2). 
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Figure 2. Chart of 4,982 women enrolled in the WIHS as of September 2015 and eligibility 
for Aim 1 analyses. The boxes shaded in blue represent women eligible for Aim 1 analyses. 
Women who are HCV+ have detectable HCV antibodies and HCV RNA. 

 
  As depicted in Figure 3 below, women were followed from the first study visit ART use 

was reported until the last study visit prior to September 30, 2015 (last day for WIHS visit 42), or 

censoring. Women were right-censored due to loss to follow-up or death. We also censored 

women with chronic HCV who initiated HCV treatment and HIV-monoinfected women with 

incident HCV infection during follow-up. We assessed the outcome of interest, HIV RNA, every 

six months during the 15-year follow-up period.  

 

4,982 women 
enrolled in WIHS

3,677 HIV+

1,700 initiated 
ART at or after 

WIHS enrollment

1,099 initiated 
ART before 2000

601 initiated ART 
2000-2015

144 (24%) HCV+

457 (76%) HCV-

939 initiated ART 
before WIHS 1,038 No ART

1,305 HIV-
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Figure 3. HIV RNA measurement after ART initiation among women living with HIV and 
enrolled in the WIHS, 2000 – 2015 

 
  For Aim 2, we selected all women who initiated ART on or after the date that they 

enrolled in the WIHS. We excluded women diagnosed with AIDS before ART initiation. There 

are 1,002 women who met these criteria, and 201 (20%) had both HCV antibody and HCV RNA 

detected at baseline (Figure 4).  
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Figure 4. Chart of 4,982 women enrolled in the WIHS as of September 2015 and eligiblity 
for Aim 2 analyses. The boxes shaded in green represent women who are eligible for Aim 2 
analyses. Women who are HCV+ have detectable HCV antibodies and HCV RNA. 

 
In Aim 2, we followed women from the date of the first visit ART use was reported until 

the earliest occurrence of the following: date of the first visit with an AIDS diagnosis, date of 

death, censoring, or September 30, 2015 (last day for WIHS visit 42). We censored women who 

were lost to follow-up, women with chronic HCV who initiated HCV treatment, and HIV-

monoinfected women with incident HCV infection during follow-up. To assess the joint effects 

of HCV and depression on progression to AIDS or mortality, we used the CES-D, collected 

every six months, to assess depression over time. For further information about data collection 

and the follow-up period, see Figure 5 below. 

 

4,982 women 
enrolled in WIHS

3,677 HIV+

1,700 initiated 
ART at or after 

enrollment

1,002 AIDS free at 
ART initiation

201 (20%) HCV+

801 (80%) HCV-

689 AIDS at ART 
initiation

939 Initiated ART 
before enrollment 1,038 No ART

1,304 HIV-
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Figure 5. CES-D measurement after ART initiation among women living with HIV and 
enrolled in the WIHS, 1994-2015 

 
3.3 Exposure assessment  

 
 The primary exposure of interest was chronic HCV. Women were tested for HCV 

antibodies with commercially available HCV enzyme immunoassays at one of the first three 

study visits upon enrollment. HCV RNA was measured using COBAS Amplicor HCV Monitor 

2.0 (Roche Diagnostics) among women with HCV antibodies.12 The presence of HCV RNA, 

with a positive HCV antibody, indicates that the participant has not cleared the HCV infection 

and that the infection is chronic. Therefore, we categorized women who had HCV antibodies and 

HCV RNA as having chronic HCV. Women who did not have HCV antibodies, and women who 

had HCV antibodies and undetectable HCV RNA, were categorized as not having chronic HCV. 

We excluded women who were missing HCV RNA results. 

 The average length of time between HCV testing and ART initiation was six years for the 

study sample in Aim 1 and three years for the study sample in Aim 2. We were concerned that 

chronic HCV status may have been misclassified due to spontaneous clearance of the virus, HCV 

treatment, or incident HCV infections during this time. Therefore, we supplemented HCV results 

at enrollment with follow-up HCV test results, which were available for over 80% of women, 

and self-reported information on HCV treatment initiation.  
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In Aim 2, we assessed the joint effects of HCV and depression on progression to AIDS or 

all-cause mortality. In the WIHS, depression is measured by the CES-D at all study visits. The 

CES-D was designed to measure current levels of depression symptomology in the general 

population.63 The CES-D is not a diagnostic tool and does not measure the severity of illness.63 

The CES-D includes 20 questions and respondents are asked how often they’ve experienced each 

of these items in the past week. CES-D scores range from 0 to 60 and a score ≥16 indicates 

depression. We dichotomized depression and categorized scores 16-60 as “depressed” and 0-15 

as “not depressed.” Depression status may change at each study visit.  

The scale has high sensitivity, ~99%, for persons experiencing acute depression when 

using a score of ≥16 for depression.64 However, the specificity of the scale is lower. Among a 

patient population being treated for alcoholism, the specificity was approximately 85%.64 In a 

recent study of low-income African-Americans being screened for perinatal depression, the 

specificity of the CES-D was 65%.65 

3.4 Outcome assessment 

For Aim 1, the outcome of interest was detectable HIV RNA measured at each study visit 

after ART initiation. We defined detectable HIV RNA as more than 80 copies of HIV RNA-1 

circulating in one milliliter (mL) of plasma. This cut-off was chosen to accommodate the assays 

used during the study period, which had lower limits of detection ranging from 20 to 80 

copies/mL. The WIHS uses a real-time polymerase chain reaction method to quantify HIV RNA. 

For Aim 2, the outcome of interest was incident AIDS or death from any cause. In WIHS, 

participants are asked about health events that occurred since their last study visit. Participants 

are specifically asked about AIDS-defining illnesses, including candidiasis of the esophagus, 
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bronchi, trachea, or lungs; Kaposi sarcoma; cervical cancer; tuberculosis; etc. The first study 

visit at which an AIDS-defining illness is reported and recorded in the WIHS database.  

In the WIHS, deaths can be reported by family members, friends, health care providers, 

obituaries, or through registry matches. If a death is reported by family members, friends, health 

care providers, etc., WIHS investigators request the death certificate to confirm the death 

occurred and record the date and cause of death. All women actively enrolled in the WIHS are 

also matched to the National Death Index and local vital statistics registries. 

3.5 Covariate assessment 

 To accurately assess the effects of HCV on HIV treatment outcomes, we controlled for 

several covariates in multivariable models. Time-fixed covariates included age at ART initiation, 

race/ethnicity, year of ART initiation, history of injection drug use, socioeconomic, baseline 

CD4 cell count and baseline HIV viral load. We considered the following variables to represent 

socioeconomic status: years of education, marital status, type of residence, and annual household 

income. We selected years of education because it has direct relationships with economic 

outcomes, an indirect relationship with risk behaviors such as smoking,66 and had the least 

amount of missing data (<0.2%) in our cohort. 

 Due to the length of time between chronic HCV testing and ART initiation we also 

included a marker for liver fibrosis, FIB-4. FIB-4 is calculated by the following formula:  

 

FIB-4 = age (years) × AST[U/L]/platelets[109/L] × (ALT[U/L])1/2 

 

where AST is aspartate aminotransferase, ALT is alanine aminotransferase, and U/L is units per 

liter. The FIB-4 score is dichotomized as >1.45 and ≤1.45 to differentiate between women with 

and without fibrosis.67-69  
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 Time-fixed covariates were measured at the last study visit before ART initiation. The 

coding for each covariate differed by aim and are described in detail in Chapter 4 (Aim 1) and 

Chapter 5 (Aim 2).  

 We also considered the following time-varying covariates: drug use, alcohol use, 

smoking status, and adherence to ART. These covariates were measured at every study visit. 

 Drug use: Participants were asked if they have used any of the following drugs since their 

last study visit: marijuana, cocaine, crack, heroin, methamphetamine, hallucinogens, or club 

drugs. If the participant responded yes, the interviewer asked several questions that assessed their 

mode of use, e.g., smoking, sniffing, or injecting, how often they use the drug(s), and how much 

drug(s) is/are used at one time. Women were categorized as using drugs if they reported using 

any of these drugs since their last study visit 

 Alcohol use: At each visit, participants were asked if they had at least one drink 

containing alcohol since their last visit. If they responded yes, the interviewer asked them a 

series of questions to assess how frequently they drank alcohol and when they did, how much. 

Alcohol use was categorized as 0, 1-7, and >7 drinks per week since prior study visit. 

 Smoking status: Participants were asked if they smoked tobacco products since their last 

study visit. If they responded yes, the interviewer asked them to provide an average number of 

cigarettes or packs that they smoke each day. For this study, we dichotomized smoking as yes/no 

at each six-month visit. 

 Adherence to ART: We used suppressed HIV RNA as a proxy for adherence in 

multivariable regression models. We defined suppression as ≤80 copies/mL to accommodate 

assays used during the study period, which had lower limits of detection ranging from 20 to 80 

copies/mL. 
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 Time-varying covariates were missing at less than or equal to 6% of visits with missing 

values replaced by values carried forward from the previous non-missing visit. 

3.6 Statistical analysis 

3.6.1 Statistical analysis for Aim 1 

  Log-binomial regression models were used to estimate the proportion of study visits with 

detectable HIV RNA during follow-up, and we compared women with chronic HCV to women 

without chronic HCV. Robust sandwich variance estimators were used to account for within-

person correlation induced by repeated HIV RNA measurements over the follow-up period. We 

also included a product term between chronic HCV status and time since ART initiation in a 

second log-binomial model to assess whether the relationship between chronic HCV and 

detectable HIV RNA was a function of duration of ART.   

  Women were followed from the first study visit ART use was reported until the last visit 

prior to September 30, 2015, the last possible date that data were available. Women were right-

censored at the earliest occurrence of loss to follow-up, death, or last visit prior to September 30, 

2015. Loss to follow-up was defined as two consecutively missed study visits and person-time 

was censored two visits after the last study visit in which they were seen.70 We also censored 

women with chronic HCV who initiated HCV treatment and HIV-monoinfected women who had 

an incident HCV infection (detectable HCV antibody and HCV RNA during follow-up).  

  To control for confounding, we used stabilized time-fixed inverse-probability-of-

exposure weights denoted as:   

𝑊 =  𝑃𝑟(𝑋 = 𝑥)/𝑃𝑟(𝑋 = 𝑥|𝑉 ) 

When applied to the observed data, these weights create a pseudo-population in which exposure 

is no longer associated with measured covariates. 59,71 The numerator of the exposure weight 



25 
 

represents the probability of having the exposure that participant i factually had; the denominator 

is the probability of having the exposure that participant i factually had conditional on 𝑉 . 𝑉  is a 

vector of covariate values at baseline for participant i, assumed to be sufficient to control for 

confounding. Logistic regression was used to estimate the denominator of the exposure weight 

and included age, race/ethnicity, year of ART initiation, FIB-4, history of injection drug use, 

baseline HIV viral load, and baseline CD4 cell count. See the directed acyclic graph (DAG) 

(Figure 6) below for the causal relationships between chronic HCV, detectable HIV RNA and 

these covariates.



 
 

 
 
Figure 6. DAG depicting the causal relationship between chronic HCV and detectable HIV RNA This DAG represents the 
causal relationship between the exposure, chronic HCV, and the outcome, detectable HIV RNA.  The directions of the arrows 
represent knowledge gathered from published literature. The shaded boxes represent potential confounders of the relationship between 
chronic HCV and detectable HIV RNA. 
 
a History of injection drug use 
b Year of ART regimen was used as a proxy measure for ART regimen 
c Liver fibrosis was estimated by calculating FIB-4

26 
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 We also created time-varying inverse-probability-of-censoring weights denoted as: 

𝑊 =  𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 )/ 𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 ) 

These weights account for selection bias due to right-censoring.72 We fit separate weight models 

for right-censoring due to death and right-censoring due to loss to follow-up. This allowed the 

parameter estimates to differ by censoring mechanism.73 The numerator of each censoring 

weight represents the probability of remaining in the study at visit k, conditional on exposure and 

𝑉 . The denominators of the censoring weights are the conditional probability of remaining free 

from censoring, where 𝑉  is a vector of time-fixed and time-varying covariate histories 

measured up to visit k-1. Pooled logistic regression models were used to estimate the two 

censoring weights. The numerator models included time, chronic HCV status, age, race/ethnicity, 

and alcohol and drug use measured at the last study visit prior to ART initiation. The 

denominator models included time, chronic HCV status, age, race/ethnicity, and alcohol and 

drug use measured at visit k-1. Time was measured as the number of semiannual study visits 

since ART initiation and included in the models using restricted quadratic splines with knots at 

the 5th, 50th, and 95th percentiles.74 

 The exposure and censoring weights were combined: 𝑊 = 𝑊  ×  𝑊
( )

 ×

 𝑊
(   )

. The average of the estimated weights was 1.05 (standard deviation [SD], 

1.78) and they ranged from 0.20 to 25.57. Robust variance estimates tend to overestimate the 

variability of inverse-probability-weighted estimators. Therefore, we obtained 95% confidence 

CIs for the weighted ratio measures using a nonparametric bootstrap with 200 resamples with 

replacement. The estimated weights in the 200 samples ranged from 0.06 to 535.95. We trimmed 

the weights at the 0.5th and 99.5th percentile to reduce the variability of the estimated effect of 
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chronic HCV on detectable HIV RNA.  

3.6.2 Sensitivity analyses for Aim 1 

 We conducted several sensitivity analyses to reduce possible bias in our estimated effects 

of chronic HCV on HIV RNA after ART initiation. In the first sensitivity analysis, we excluded 

women who reported single or dual antiretroviral use prior to ART initiation because the 

relationship between chronic HCV and detectable HIV RNA may differ among women who 

previously received HIV treatment. For the second sensitivity analysis, we only included women 

who self-reported > 95% adherence to ART during the first six months after ART initiation. This 

analysis allowed us to determine if the estimated effect of chronic HCV on HIV RNA could be 

explained by differences in ART adherence. In the third sensitivity analysis, we reclassified 

women who were HCV-seropositive with undetectable HCV RNA to HCV-infected, as these 

women may share some of the same behaviors that lead to poorer control of HIV. For each 

sensitivity analyses we reconstructed the exposure and censoring weights for each subset (or 

reclassified) of women and reran the log-binomial regression models. Ninety-five percent CIs 

were obtained with nonparametric bootstrap with 200 resamples. 

3.6.3 Statistical analysis Aim 2 

  In Aim 2, marginal structural Cox proportional hazards models were used to 1) assess the 

effect of chronic HCV on AIDS diagnosis or death and 2) assess the joint effects of depression 

and chronic HCV on AIDS diagnosis or death. We used marginal structural Cox proportional 

hazards regression, rather than standard regression methods, to appropriately adjust for time-

varying confounders of the effect of time-varying depression on the outcome.75  

  We followed women from the date of the first visit they reported ART use until the 

earliest occurrence of the following: date of the first visit with an AIDS diagnosis, date of death, 
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censoring, or September 30, 2015 (last day for WIHS visit 42). Women were censored for loss to 

follow-up, which was defined as two consecutively missed study visits. Person-time was 

censored at two study visits after the last study visit in which they were seen.70 We also censored 

HIV-monoinfected women who had evidence of incident HCV infection (detectable HCV 

antibody and HCV RNA) during follow-up and women with chronic HCV if they initiated HCV 

treatment during follow-up. The HCV treatments available throughout most of our follow-up 

period were interferon-based and depression was a significant and common side effect of these 

therapies.   

The marginal structural Cox proportional hazards model for the effect of chronic HCV on 

AIDS diagnosis or death was defined as: 

λ (𝑡) =  λ (𝑡)exp (𝛼 𝑥(𝑡)) 

where 𝑇  represents the time from ART initiation until the earliest occurrence of AIDS diagnosis 

or death or censoring for participant i if they had been assigned chronic HCV status x,  

 λ (𝑡) is the baseline hazard function and the parameter exp(𝛼 ) is the HR for the effect of 

chronic HCV on AIDS diagnosis or death. 

The marginal structural Cox proportional hazards model for the joint effects of chronic 

HCV and depression on AIDS diagnosis or death was defined as: 

λ  , (𝑡) =  λ (𝑡)exp(𝛼 𝑥 (𝑡) +  𝛼 𝑥 (𝑡) +  𝛼 𝑥 𝑥 (𝑡)) 

where 𝑇  , ̅  represents the time from ART initiation until the earliest occurrence of AIDS 

diagnosis or death or censoring for participant i, if they had been assigned chronic HCV status 𝑥  

and depression history �̅�  (overbar represents history). The parameter exp(𝛼 ) is the HR for the 

effect of chronic HCV on AIDS diagnosis or death among women without depression, the 

parameter exp(𝛼 ) is the HR for the effect of depression on AIDS diagnosis or death among 
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women without chronic HCV, and the parameter exp(𝛼 + 𝛼 +  𝛼 ) is the HR for the joint 

effect of chronic HCV and depression on AIDS diagnosis or death.  

  In both Cox models, we created stabilized time-fixed inverse-probability-of-exposure 

weights to control for confounding of the relationship between chronic HCV and AIDS diagnosis 

or death. These weights are defined as: 

𝑊 =  𝑃𝑟(𝑋 = 𝑥)/𝑃𝑟(𝑋 = 𝑥|𝑉 ) 

The components of these weights were described in Aim 1 above. Logistic regression was used 

to estimate the denominator of these weights and included age, race/ethnicity, education, history 

of injection drug use, year of ART initiation, FIB-4, and baseline CD4 cell count. Smoking was 

also included and was measured at the last visit prior to ART initiation. See Figure 7 below for 

the causal relationships between chronic HCV, HIV disease progression, and these covariates.



 
 

 

Figure 7. DAG depicting the causal relationship between chronic HCV and AIDS diagnosis or death This DAG represents the 
causal relationship between the exposure, chronic HCV, and the outcome, AIDS diagnosis or death.  The directions of the arrows 
represent knowledge gathered from published literature.  The shaded boxes represent potential confounders of the relationship 
between chronic HCV and AIDS diagnosis or death. 
a History of injection drug use 
b Socioeconomic status was measured by years of education at the last visit prior to ART initiation 
c Smoking status was measured at the last visit prior to ART initiation 
d Year of ART regimen was used as a proxy measure for type of ART regimen 
e Liver fibrosis was estimated by calculating FIB-4 

31 
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 We also created time-varying inverse-probability-of-censoring weights to account for 

right-censoring due to loss to follow-up. These weights were defined as: 

𝑊 =  𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 )/ 𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 ) 

The components of these weights were described in Aim 1 above. Pooled logistic regression 

models were used to estimate these weights. The numerator model included time since ART 

initiation, chronic HCV, age, race/ethnicity, and alcohol and drug use measured at the last visit 

before ART use. The denominator model included time since ART initiation, chronic HCV, age, 

race/ethnicity, and alcohol and drug use measured at visit k-1. Time since ART initiation was 

included as a continuous variable using restricted quadratic splines with four knots at the 5 th, 

35th, 65th, and 95th percentiles in both models.74   

 In order to assess the joint effects of chronic HCV and depression on AIDS diagnosis or 

death, we needed to control for confounding of the relationship between depression (time-

varying) and AIDS diagnosis or death. Therefore, we created time-varying inverse-probability-

of-treatment weights for depression. These weights were defined as:  

𝑊 =  𝑃𝑟[𝐷 |𝐷 , 𝑋 , 𝑉 , 𝐶̅ = 0]/ 𝑃𝑟[𝐷 |𝐷 , 𝑋 , 𝑉 , 𝐶̅ = 0] 

 𝐷  represents the depression status of a participant at visit k and 𝐷  is the depression history 

of a given participant measured at visit k-1. 𝑋  is chronic HCV. 𝑉  is a vector of baseline 

covariate values at for each participant i assumed to be sufficient to control for confounding 

between depression and AIDS diagnosis or death and  𝑉  is the vector of time-fixed and time-

varying covariate histories measured up to visit k-1. 𝐶̅ = 0 represents women who remain 

free from censoring at visit k-1. Pooled logistic regression models were used to estimate the 
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components of these weights. The numerator model included chronic HCV, age, race/ethnicity, 

education, baseline CD4 cell count, year of ART initiation, history of depression (indicator for 

depression status at the last visit and an indicator for depression status two visits prior), time 

since ART initiation and drug use, alcohol use, and smoking status measured at the last study 

visit before ART initiation. In the denominator model we included chronic HCV, age, 

race/ethnicity, education, baseline CD4 cell count, year of ART initiation, history of depression 

(measured at the last two study visits), time since ART initiation and drug use, alcohol use, 

smoking status, and HIV suppression measured at visit k-1. Time since ART initiation was 

included as a continuous variable in the models using restricted quadratic splines with four knots 

at the 5th, 35th, 65th, and 95th percentiles.74 

 See Figures 8 and 9 for the causal relationships between the exposures, chronic HCV and 

depression, covariates, and the outcome, AIDS diagnosis or death. In Figure 8 we demonstrate 

the causal relationship between chronic HCV, static depression (i.e., depression measured at one 

point in time), and AIDS diagnosis or death. However, depression was measured at every study 

visit and we explore the causal relationships between time-varying depression, time-varying 

substance use (alcohol use, drug use, and smoking), time-varying ART adherence and AIDS 

diagnosis or death in Figure 9. 

 In the model that assessed the effect of chronic HCV on AIDS diagnosis or death the 

weights were combined as 𝑊 = 𝑊  ×  𝑊 . The average of these estimated weights was 0.99 

(SD 1.04) and they ranged from 0.10 to 20.84. In the joint effects model, the weights were 

combined as 𝑊 = 𝑊  × 𝑊  × 𝑊 .   The average of the estimated weights was 1.00 (SD 

1.10) and they ranged from 0.04 to 28.10. We used robust variance estimates to obtain 95% CIs 

for the weighted HRs. 



 
 

 

Figure 8. DAG depicting the causal relationships between chronic HCV, static depression, and AIDS diagnosis or death. This 
DAG represents the causal relationship between the exposures, chronic HCV and depression, and the outcome, AIDS diagnosis or 
death.  The directions of the arrows represent knowledge gathered from published literature.  The shaded boxes represent potential 
confounders of the relationship between chronic HCV, static depression, and AIDS diagnosis or death. 
a Static depression  
b History of injection drug use 
c Socioeconomic status was measured by years of education at the last visit prior to ART initiation 
d Smoking status was measured at the last visit prior to ART initiation 
e Year of ART regimen was used as a proxy measure for ART regimen  
f  Liver fibrosis was estimated by calculating FIB-4    

34 



 
 

 

Figure 9. DAG depicting the causal relationships between time-varying depression and AIDS diagnosis or death This DAG 
represents causal relationships between depression measured at baseline (t0), depression measured six months later (t1), and the 
outcome, AIDS diagnosis or death.  The directions of the arrows represent knowledge gathered from published literature.  Potential 
confounders of the relationship between time-varying depression and AIDS diagnosis or death are also included. 

a Baseline covariates include chronic HCV, age at ART initiation, race/ethnicity, year of ART initiation, history of injection drug use, 
socioeconomic status, and baseline CD4 cell count. 
b Depression measured at baseline (t0), last visit prior to ART initiation, and six months later (t1) 
c Substance use measured at baseline (t0), last visit prior to ART initiation, and six months later (t1). Substance use includes alcohol 
use, smoking, and injection and non-injection drug use. 
d ART adherence is not measured at baseline (t0), because it was prior to ART initiation. We depict ART adherence measured six 
months later (t1).     
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 Proportional hazards were assessed in the weighted Cox models with Wald chi-square 

tests on product terms between chronic HCV and time, and between depression and time. The 

Wald Chi-square tests on product terms between chronic HCV and time and between depression 

and time yielded p-values larger than 0.05. Therefore, these weighted models do not violate the 

proportional hazards assumption and we can assume the hazard ratios are constant over time. 

 We used the complement of the Kaplan Meier estimator to construct crude and weighted 

cumulative incidence curves for AIDS diagnosis or death.76 We stratified these curves by chronic 

HCV and by the joint classification of chronic HCV and depression. The Kaplan Meier estimator 

of the survival function S(t) is below. Let 𝑑  represent the number of AIDS diagnoses or deaths 

at time j and 𝑛  represent the number of persons in the risk set at time j.  

𝑆(𝑡 ) = 1 −
𝑑

𝑛
 

 We also assessed interaction between chronic HCV and depression on the additive and 

multiplicative scales in the joint effects model. We used the complement of the Kaplan-Meier 

estimator to estimate the risk of AIDS diagnosis or death at five years and at ten years after ART 

initiation for each exposure group (i.e., no chronic HCV and no depression, no chronic HCV and 

depression, chronic HCV and no depression, and chronic HCV and depression).76 We then 

calculated interaction contrasts (IC) to assess departure from the assumption of additive risks.77 

The IC is calculated as: 

IC = R11 + R00 - R01 - R10 

In this study R11 represents the risk of AIDS diagnosis or death among women with chronic HCV 

and depression, R00 represents the risk among women with neither chronic HCV nor depression, 

R01 represents the risk among depressed women without chronic HCV, and R10 represents risk 
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among women with chronic HCV but no depression. We used a nonparametric bootstrap with 

200 resamples with replacement to obtain 95% CIs for the ICs. Multiplicative interaction was 

assessed from the Wald chi-square test for the product term between chronic HCV and 

depression. 

3.6.4 Sensitivity analyses for Aim 2 

 We conducted two sensitivity analyses to assess the robustness of our findings. More than 

half of the women in our study sample initiated ART prior to the year 2000 and our findings may 

not be relevant to current clinical practice because current ART regimens are more effective and 

have fewer side effects than older regimens. Therefore, we restricted our analytic sample to 

women who initiated ART after the year 2000 in our first sensitivity analysis. For this analysis, 

we reconstructed the exposure and censoring weights for this subset of women and reran both 

Cox models.  

 In our second sensitivity analysis, we used a higher CES-D score for depression, ≥22. The 

scale has high sensitivity, ~99%, for persons experiencing acute depression.64 However, the 

specificity of the CES-D is lower. Among a patient population being treated for alcoholism, the 

specificity was approximately 85%.64 In a recent study of low-income African-Americans being 

screened for perinatal depression, the specificity of the CES-D was 65%.65 Given the specificity 

of the CES-D in these populations, we were concerned we may overestimate depression in our 

study sample. Thus, we used a higher cut-off on the CES-D to represent depression to potentially 

reduce the number of women who may be misclassified as depressed in our analysis. 
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CHAPTER 4: CHRONIC HEPATITIS C VIRUS INFECTION AND SUBSEQUENT HIV 
VIRAL LOAD AMONG WOMEN WITH HIV INITIATING ANTIRETROVIRAL 

THERAPY1 
 
4.1 Introduction 
 

One in four persons living with HIV in the US is coinfected with HCV.1 Quantifying the 

effect of HCV on HIV suppression is crucial. HIV suppression improves clinical outcomes and 

reduces HIV transmission.32,33 Yet, biological and behavioral mechanisms may increase HIV 

viral load among people with HIV/HCV-coinfection. Common HIV coinfections, such as 

tuberculosis and herpes simplex virus, type 2, increase HIV viral replication.43-45 Ongoing 

alcohol and drug use and decreased ART adherence among coinfected persons may also result in 

increased HIV viral load.46,47  

Published studies suggest that persons with HIV/HCV-coinfection do not experience 

increased time to HIV suppression after ART initiation 2-8,78-80 but HCV may be associated with 

earlier failure of HIV viral control.9 However, there are several limitations in studies quantifying 

the effect of HCV on HIV suppression after ART is begun. Many studies that found no 

association between HCV and HIV suppression did not distinguish between persons with chronic 

HCV (i.e., seropositive with detectable HCV RNA) and those who cleared infection (i.e., 

seropositive but RNA negative);2-8,9 misclassification of HCV status could result in biased 

                                                 
1This is a non-final version of an article published in final form in AIDS. The citation for the final article is as 
follows: Willis SJ, Cole SR, Westreich D, Edmonds A, Hurt CB, Albrecht S, et al. Chronic hepatitis C virus 
infection and subsequent HIV viral load among women with HIV initiating antiretroviral therapy. AIDS. 2018; 
32:653-661. The article is available at: 
https://journals.lww.com/aidsonline/Citation/2018/03130/Chronic_hepatitis_C_virus_infection_and_subsequent.14.
aspx 
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associations. Also, some studies did not account for potential confounding of the relationship 

between HCV and HIV suppression by alcohol or drug use.5,80  

 Evidence regarding the effect of HCV on HIV suppression after ART initiation is 

especially lacking among women. Women respond differently to ART than men,13-17 often 

exhibiting more favorable immune responses 15-17 but experiencing greater drug toxicity 14 and 

more frequent treatment discontinuation.13 To date, there is only one published study assessing 

the association between HCV and HIV suppression after ART initiation among women.4 That 

study did not find an association between HCV status and HIV suppression, but did not 

distinguish between women with chronic HCV and women who cleared infection, and follow-up 

was limited to one-year.4 The effect of HCV on HIV viral response to ART among women 

warrants further investigation.  

 The objective of this study was to estimate the longitudinal effect of chronic HCV on 

HIV suppression after ART initiation among women for up to 15 years. We hypothesized that 

women with chronic HCV would be more likely to have detectable plasma HIV RNA than 

without HCV during the follow-up period. 

4.2 Methods 

4.2.1 Study population 

 We used data collected by the WIHS for this analysis. A full description of the WIHS 

cohort is provided elsewhere.62,81 Briefly, the WIHS is a prospective cohort of women living 

with and at risk for HIV, with follow-up at six-month intervals. At each visit, interviewer-

administered questionnaires capture extensive medical, psychosocial, and drug use information. 

ART was defined as three or more antiretroviral medications, one of which had to be a PI, a 

NNRTI, one of the NRTIs abacavir or tenofovir, an integrase inhibitor, or an entry inhibitor. 
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Between 1994 and 2014, 4,982 women enrolled in the WIHS across ten study sites; 3,677 (74%) 

were living with HIV at enrollment and 24 (0.5%) acquired HIV during follow-up.  

 Women with HIV who initiated ART on or after January 1, 2000, and after they were 

enrolled in the WIHS, were eligible for the present analyses. Women who initiated ART prior to 

2000 were excluded to allow assessment of HIV suppression with relatively modern ART 

regimens. Of the 640 eligible women, we excluded 100 (16%) who did not have HIV RNA 

measured prior to ART initiation, 29 (4%) without at least one HIV RNA measurement after 

initiating ART, and 23 (4%) missing HCV infection status. We also excluded 52 HCV-

uninfected women less than 30 years of age at ART initiation. There were no women with 

chronic HCV who were less than 30 years of age at ART initiation and we did not want to bias 

our findings by extrapolating to women who did not exist in our data.82 Therefore, the final study 

sample included 441 women. Demographic and clinical characteristics were similar between 

women included and excluded from our study, including the proportions with chronic HCV. 

However, excluded women were less likely to be Black or have liver fibrosis, and more likely to 

have initiated ART between 2000- 2005.  

 Chronic HCV was defined as the presence of HCV antibody and HCV RNA prior to 

ART initiation. HCV-seropositive women with undetectable HCV RNA were classified as HCV-

uninfected. In the WIHS, women are screened for HCV with enzyme immunoassays at one of 

the first three study visits after enrollment. Chronic infection is confirmed with HCV RNA 

among HCV-seropositive women. The average length of time between HCV testing and ART 

initiation was six years among participants and we were concerned that chronic HCV may be 

misclassified due to spontaneous HCV clearance, antiviral treatment, or incident HCV infections 

during this time. Therefore, we supplemented HCV results with follow-up HCV test results 
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(available for over 80% of women) and HCV treatment initiation. Eleven women who were 

HCV-uninfected at enrollment had evidence of HCV antibodies and RNA prior to ART initiation 

and were classified as HCV-infected. Two women classified as HCV-infected at enrollment were 

reclassified as HCV-uninfected due to subsequent negative RNA tests. Lastly, four women 

reported HCV treatment prior to ART initiation. Three of the four women had HCV RNA testing 

performed after ART initiation and were still HCV-infected; we did not change their status. The 

fourth woman had undetectable HCV RNA before ART initiation and was reclassified as HCV-

uninfected. 

 Our outcome of interest was detectable HIV RNA at each study visit after ART initiation. 

We defined detectable HIV RNA as >80 copies/mL to accommodate assays used during the 

study period, which had lower limits of detection ranging from 20-80 copies/mL.  

4.2.2 Covariate assessment 

 Baseline covariates, measured at the last study visit prior to ART initiation, included age, 

race, year of ART initiation, history of injection drug use, CD4 cell count, HIV RNA and liver 

fibrosis. Age was included as a continuous variable using restricted quadratic splines with three 

knots placed at the 5th, 50th, and 95th percentiles.74 Race was dichotomized as Black or non-Black 

and history of injection drug use was included as yes/no. Because our sample size was <500, we 

categorized several continuous variables: year of ART initiation, baseline CD4 cell count, and 

baseline HIV RNA. Year of ART initiation was considered a proxy measure for ART regimen 

and categorized as 2000-2005, 2006-2010, and 2011-2015. Baseline CD4 cell counts were 

grouped as <200, 200-499, ≥500 cells/µL, and HIV RNA was categorized as ≤4000, 4001-

10,000, and >10,000 copies/mL. Liver fibrosis was assessed by the FIB-4 index; scores were 

dichotomized as >1.45 and ≤1.45 to differentiate women with and without significant fibrosis.67-
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69 

 We considered two time-varying covariates as predictors of loss to follow-up or death: 

alcohol and drug use. We categorized alcohol use as 0, 1-7, and >7 drinks per week since prior 

study visit. Women were categorized as current drug users if they reported using any illicit or 

recreational drugs since their last study visit. Time-varying covariates were missing for 4% of 

follow-up visits; these were replaced with values carried forward from the previous visit. 

4.2.3 Statistical methods 

  We used a log-binomial regression model to estimate the proportion of study visits with 

detectable HIV RNA during follow-up, and compared women with HCV to women without 

HCV. Robust sandwich variance estimators were used to account for within-person correlation 

induced by repeated HIV RNA measurements over the follow-up period. We also planned a 

priori to include a product term between HCV status and time since ART initiation in a second 

log-binomial model. Therefore, we could assess whether the relationship between chronic HCV 

and detectable HIV RNA was a function of duration of ART.  

  Women were followed from the first study visit after ART use until the last visit prior to 

September 30, 2015, the last possible date that data were available. Women were right-censored 

at the earliest occurrence of loss to follow-up, death, or last visit prior to September 30, 2015. 

Loss to follow-up was defined as two consecutively missed study visits. We also censored 

HIV/HCV-coinfected women who initiated HCV treatment and HIV-monoinfected women who 

had evidence of HCV antibody and HCV RNA during follow-up.  

  To control for confounding, we used time-fixed inverse-probability-of-exposure weights, 

denoted as 𝑊 =  𝑃𝑟(𝑋 = 𝑥)/𝑃𝑟(𝑋 = 𝑥|𝑉 ). These weights are fully described in Appendix 1. 

Logistic regression was used to estimate the denominator of the exposure weight and included 
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age, race, year of ART initiation, baseline HIV-RNA, baseline CD4 cell count, FIB-4, and 

history of injection drug use.  

 We created time-varying inverse-probability-of-censoring weights to account for right-

censoring (see Appendix 1).72 Pooled logistic regression models were used to estimate the two 

censoring weights. The numerator models included time, HCV status, age, race, and baseline 

alcohol and drug use. The denominator models included time, HCV status, age, race, and time-

varying alcohol and drug use measured at visit k-1. Time was measured as the number of 

semiannual study visits since ART initiation and included in the models using restricted 

quadratic splines with knots at the 5th, 50th, and 95th percentiles.74  

 Robust variance estimates tend to overestimate the variability of inverse-probability-

weighted estimators. We calculated 95% CIs for the weighted ratio measures using a 

nonparametric bootstrap with 200 resamples with replacement.  

4.2.4 Sensitivity analyses 

 We conducted several sensitivity analyses to assess the robustness of our findings and 

reduce possible bias in our estimated effects of chronic HCV on HIV RNA after ART initiation. 

In the first, we excluded women who reported single or dual antiretroviral use prior to ART 

initiation. For the second, we only included women who self-reported > 95% adherence to ART 

during the first six months after initiation. This analysis allowed us to determine if the estimated 

effect of chronic HCV on HIV RNA could be explained by poorer ART adherence among 

women with chronic HCV. In the third sensitivity analysis, we reclassified women who were 

HCV-seropositive with undetectable HCV RNA to HCV-infected, as these women may share 

some of the same behaviors that lead to poorer control of HIV.  

 All data analyses were conducted with SAS version 9.4 (SAS Institute Inc., Cary, North 
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Carolina, US). The analysis was approved by the University of North Carolina at Chapel Hill 

Institutional Review Board. 

4.3 Results 

 Of 441 women, 114 (26%) had chronic HCV before ART initiation (Table 4). The 

median age was 47 years (interquartile range [IQR] 42, 51) among women with chronic HCV 

and 41 years (IQR 36, 47) among women without HCV. Two-thirds (67%) of all women were 

Black and approximately one-third (34%) had less than a high school education. Three-quarters 

of women had previously used illicit drugs (75%) and the majority of women with chronic HCV 

(87%) had previously injected drugs. Nine percent of women with chronic HCV were actively 

injecting drugs at baseline and 1% of women without HCV were. 

 Overall, half (55%) of women initiated ART from 2000-2005 and 22% initiated ART 

from 2006-2010. A greater proportion of women with chronic HCV initiated ART from 2000-

2005 (70% vs. 49% among HCV-uninfected). At baseline, the median CD4 cell count was 303 

cells/µL (IQR 188, 440) and median HIV RNA was 4.20 log10 copies/mL (IQR 3.27, 4.79). 

These baseline measures did not differ between women with and without chronic HCV. HCV 

genotypes were available for 18 women with chronic HCV; 9 of these women (50%) were 

genotype 1a. 

 The median follow-up was 11 study visits or 5.6 years. Two hundred twenty-nine (52%) 

women completed follow-up alive, 86 (20%) died during follow-up, and 110 (25%) were lost to 

follow-up. Thirteen women with chronic HCV were censored due to HCV treatment initiation 

and three HCV-uninfected women were censored due to evidence of HCV acquisition during 

follow-up.  

 Table 5 depicts the crude and weighted risk ratios for detectable HIV RNA comparing 
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women with and without chronic HCV. There were 5,523 total study visits and HIV RNA was 

detected at 2,064 visits (37%). The percentage of study visits with detectable HIV RNA was 

higher among women with chronic HCV (47%, vs. 34%). After weighting, the proportion of 

study visits with detectable HIV RNA among women with chronic HCV was 1.19 (95% CI 0.72, 

1.95) times that of HCV-uninfected women.  

 The results of the log-binomial model with a product term between HCV status and time 

since ART initiation are depicted in Figure 10. Approximately six months after ART initiation, 

the proportion of visits with detectable HIV RNA among women with chronic HCV was 1.88 

(95% CI 1.41, 2.51) times that among women without HCV, at two years the ratio was 1.60 

(95% CI 1.17, 2.18), and by six years there was essentially no difference (RR 1.03; 95% CI 0.60, 

1.79). The p-value for a test of linear trend was 0.02, which indicates the observed trend of risk 

ratios by time was unlikely due to chance. 

 There were 149 women (34%) who reported single or dual antiretroviral use prior to 

initiation of an effective ART regimen. After excluding these women, the association between 

chronic HCV and HIV RNA after ART initiation was similar to the main analysis. The 

proportion of visits with detectable HIV RNA among women with chronic HCV was 1.46 times 

that among HCV-uninfected women (95% CI 0.74, 2.93). A similar trend in ratio measures over 

time was also observed (p=0.04).  

 We also observed similar results when we limited our sample to only those women who 

reported taking their ART medications as prescribed during the first six months of ART (n=359). 

The proportion of visits with detectable HIV RNA among women with chronic HCV was 1.05 

(95% CI 0.62, 1.78) times that among HCV-uninfected women. There was a similar trend in risk 

ratios over time as well (p=0.05); at six months the ratio was 1.68 (95% CI 1.14, 2.44), at two 
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years the ratio was 1.43 (95% CI 0.98, 2.07), and by six years there was no difference (RR 0.95; 

95% CI 0.53, 1.69). 

 Lastly, we observed similar findings when we reclassified 33 women who were HCV 

antibody positive with undetectable HCV RNA as HCV-infected. The proportion of visits with 

detectable HIV RNA among HIV/HCV-coinfected women was 1.29 times that among HIV-

monoinfected women (95% CI 0.84, 1.96). A similar trend in ratio measures over time was also 

observed (p=0.07). 

4.4 Discussion  

 In this longitudinal study of women with HIV initiating ART, the proportion of study 

visits with detectable HIV RNA was similar among women with and without chronic HCV. 

However, women with chronic HCV were more likely to have detectable HIV RNA up to two 

years after ART initiation than women without HCV. 

 Behavioral and biological mechanisms may explain the increased risk for detectable HIV 

RNA among women with chronic HCV during the first few years after ART initiation. Women 

with HCV may have poorer ART adherence and use alcohol and drugs more frequently.46,47 

When we repeated our analysis among women reporting >95% adherence during the first six 

months after ART initiation, results were similar to the main analysis. We controlled for 

potential confounding of the relationship between chronic HCV and HIV RNA by history of 

injection drug use, and included time-varying drug and alcohol use in the models used to 

estimate inverse-probability-of-censoring weights. Thus, the observed association between 

chronic HCV and detectable HIV RNA is not fully explained by behavioral differences between 

women with and without chronic HCV. Persons living with HIV/HCV-coinfection experience 

greater immune system dysregulation 36,37 and HCV has also been shown to replicate in 



47 
 

extrahepatic lymphoid cells.49,83,84 Therefore, biological interaction between HIV and HCV is 

possible, and could decrease ART effectiveness during the first few years after uptake.  

Most of the previous studies assessing the effect of HCV on HIV treatment outcomes did 

not find that HCV negatively impacts HIV suppression.2-8,78-80 Yet, a recent study by Hua et al. 

found that HCV was associated with earlier failure of HIV control, which was defined as two 

consecutive detectable HIV RNA measurements 16 or more weeks after ART initiation.9 In that 

study significantly more HIV/HCV-coinfected patients experienced viral failure by 48 weeks 

after ART initiation.9 These results also provide evidence that HCV may negatively impact early 

HIV viral response to ART.  

There are several key differences between the present study and previous research 

assessing the effect of HCV on HIV suppression after ART. Previous studies compared time to 

HIV suppression after ART initiation among persons with and without HCV.2-8,78-80 WIHS data 

are interval censored at six-month time periods, and the median time to first suppressed viral 

load in our analytic sample was approximately six months. Therefore, we could not replicate 

these analyses with our data. However, other studies have not assessed the association between 

HCV and HIV RNA using repeated measures of HIV RNA during follow-up, and our study 

provides a unique view of the longitudinal effect of chronic HCV on HIV RNA. 

 We defined HCV infection with confirmation of detectable HCV RNA. Approximately 

15-25% of persons spontaneously clear their HCV infection (i.e. HCV RNA becomes 

undetectable), but remain HCV antibody-positive.85 Previous studies often defined HCV by 

HCV antibody status only 2-9 and were not estimating the effect of chronic HCV infection on 

HIV RNA. 

 An additional distinction between previous research and the present study is that our 
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analysis only included women. Women experience more frequent ART regimen discontinuation 

13 and drug toxicity 14 than men. Despite this, only one previous study assessed the effect of 

HCV on HIV viral response after ART initiation among women. In unadjusted analyses, Marcus 

et al. found that the cumulative incidence of HIV suppression one year after ART initiation was 

lower among HIV/HCV-coinfected women than among HIV-monoinfected women.4 After 

adjustment for confounding, there was no difference in HIV viral response by HCV status but 

follow-up was limited to one year after ART initiation.4  

Our study has several limitations. We used observational data and the possibility of 

uncontrolled confounding remains. HCV may also potentiate hepatoxicity after ART initiation, 

86,87 which could lead to more frequent regimen changes and interruptions in therapy among 

HIV/HCV-coinfected persons.88,89 Although we controlled for clinical characteristics at ART 

initiation and year of ART initiation (as a proxy measure for ART regimen), we did not assess 

the frequency of ART regimen changes due to toxicity in our cohort. Drug toxicities and regimen 

changes could contribute to the increased risk for detectable HIV RNA among women with 

chronic HCV in our cohort. 

Approximately 25% of our sample were lost to follow-up and 20% died. Our estimated 

measures of effect would be biased if there is differential loss to follow-up or death among 

women with chronic HCV or among women with detectable HIV RNA.90,91 To reduce selection 

bias, we created inverse-probability-of-censoring weights.  If the models used to construct the 

censoring weights are correctly specified and the observed variables fully explain selection that 

is associated with the exposure and outcome, those who were censored would be exchangeable 

with those who remained under study in our weighted sample, and bias would be averted.92 
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Nevertheless, the extent to which we achieved exchangeability is not testable in observational 

data. 

 There was also an average of six years between baseline HCV testing and ART initiation. 

This could result in poorer clinical outcomes among women with chronic HCV due to worsening 

liver function 36-41 and misclassification of HCV status. We included the FIB-4 index in our 

exposure weights to control for confounding by declining liver function among women with 

chronic HCV. We also minimized HCV misclassification by supplementing HCV tests at 

enrollment with follow-up results and self-reported HCV treatment initiation. Over 80% of 

women in our analytic sample had at least one follow-up result available. Only 1% of women 

who were HCV-infected at enrollment cleared their infection prior to ART initiation and were 

reclassified to HCV-uninfected, and 2% of women who were HCV-uninfected at enrollment 

were reclassified to HCV-coinfected. We were not able to account for women classified as HCV-

infected at ART initiation who cleared HCV infection during follow-up.  

 The observed associations between chronic HCV and HIV RNA may not generalize to all 

women with HIV on ART in the US. Our target population was women who initiated ART after 

they enrolled in the WIHS and after year 2000. We used these criteria in order to observe HIV 

RNA results at regular intervals, provide minimal missing information on confounders, and to 

assess the effect of chronic HCV on viral response to relatively modern ART regimens. These 

criteria resulted in fewer than 500 women who were eligible for our study. Although women in 

the WIHS are representative of the HIV epidemic among women in the US with respect to 

demographic characteristics 62 we cannot guarantee that the distribution of effect measure 

modifiers, like ART adherence, are similar. Therefore, the ability to generalize our findings to all 

women with HIV in the US is limited.93  
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 The results of this study provide a unique view of the longitudinal effects of chronic 

HCV on HIV viral response to ART among women. Overall, the proportion of visits with 

detectable HIV RNA was similar between women with and without chronic HCV. However, 

women with chronic HCV were more likely to have detectable HIV RNA up to two years after 

ART initiation than women without HCV. This finding suggests that chronic HCV may 

negatively impact early HIV viral response to ART. Despite new treatment options for persons 

with HCV, 45-85% of those with HCV are unaware of their infection 94-97 and considerable 

barriers to HCV treatment remain.98,99 Thus, our findings reaffirm the need to test persons with 

HIV for HCV infection, and increase engagement in HIV care and access to HCV treatment 

among persons with HIV/HCV-coinfection. 
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Table 4.  Baseline characteristics of 441 HIV-infected women initiating ART by HCV status, 
Women's Interagency HIV Study, January 2000-September 2015 
  HCV+ (n=114) HCV- (n=327) Total (n=441)  

Median 
or n 

IQRa or 
% 

Median 
or n 

IQRa or 
% 

Median 
or n 

IQRa or 
% 

Age at ART initiation 
(years) 

47 42, 51 41 36, 47 43 37, 49 

Race/ethnicity       

White, non-Hispanic 18 16% 36 11% 54 12% 
Black, non-Hispanic 77 68% 217 66% 294 67% 
Other b 

19 17% 74 23% 93 21% 
Education c       

Less than high school 48 42% 103 32% 151 34% 
Graduated high school 29 25% 109 33% 138 31% 
Some college 37 32% 114 35% 151 34% 
Annual household income 
<$12,000 

85 77% 163 51% 248 56% 

Alcohol use d       

0 drinks per week 60 53% 150 46% 210 48% 
1 – 7 drinks per week 32 28% 135 41% 167 38% 
>7 drinks per week 22 19% 42 13% 64 15% 
Ever used non-injection 
drugs 

109 96% 221 68% 330 75% 

Ever injected drugs 99 87% 35 11% 134 30% 
Chronic active HBV e 

1 <1% 8 2% 9 2% 
Year of ART initiation f       

2000-2005 80 70% 161 49% 241 55% 
2006-2010 28 25% 70 21% 98 22% 
2011-2015 6 5% 96 30% 102 23% 
Single or dual antiretroviral 
use g 57 50% 92 28% 149 34% 

CD4 cell count at baseline 
287.5 

172, 
392 

313 
194, 
454 

303 
188, 
440 

HIV viral load at baseline h 

4.16 
3.11, 
4.84 

4.23 
3.34, 
4.77 

4.20 
3.27 
4.79 

FIB-4 > 1.45 91 80% 70 21% 161 37% 
a Interquartile range 
b Other race/ethnicity includes Hispanic, Native American/Alaskan Native, Asian/Pacific 
Islander, and races/ethnicities categorized as other. 
c Education categories do not add to the total due to missing information 
d Self-reported alcohol use within the last six months 
e Chronic, active hepatitis B infection is defined as positive hepatitis B core antibody and positive 
hepatitis B surface antigen, and measured during one of the first three study visits after 
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enrollment. 
f ART is defined as use of three or more antiretroviral medications approved by 
contemporaneous DHHS guidelines 
g Self-reported use of single or dual antiretroviral prior to ART initiation. 
h HIV viral load is reported in log10 copies/mL. 
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Table 5. Estimated associations between HCV infection and detectable HIV RNA among 441 
women enrolled in the Women's Interagency HIV Study, January 2000-September 2015 

 

HCV+ 
(n=114) 

HCV- 
(n=327) 

Overall 
(n=441) 

Total study visits 1,509 4,014 5,523 
Visits with detectable HIV viral 
load 

708 1,356 2,064 

Proportion of visits with 
detectable  
HIV viral load (95% CI) 

0.47 (0.44, 0.49) 0.34 (0.32, 0.35) 0.37 (0.36, 0.38) 

Crude risk ratio (95% CI) 1.39 (1.15, 1.68) 1 -- 
Weighted risk ratio (95% CI) a,b 1.19 (0.72, 1.95) 1 -- 

a Weights account for the following set of time-fixed and time-varying covariates: age at 
ART initiation, race, history of injection drug use, year of ART initiation, CD4 cell count 
at ART initiation, HIV viral load at ART initiation, FIB-4 at ART initiation, current alcohol 
use, current drug use, and time. 
b 95% CI was estimated with a nonparametric bootstrap using 200 samples with replacement. 
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Figure 10. Estimated association between chronic HCV infection and detectable HIV RNA 
at each 0.5-year interval following ART initiation among 441 HIV-infected women enrolled 
in the Women’s Interagency HIV Study, January 2000-September 2015. The open circles 
represent the risk ratio point estimates. The solid black line represents the linear trend for the risk 
ratio point estimates and the dotted lines represent the 95% CI for the trend line. This CI was 
estimated with a nonparametric bootstrap using 200 samples with replacement. The line at 1 
represents the null effect for a ratio measure. 
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CHAPTER 5: CHRONIC HEPATITIS C VIRUS INFECTION, DEPRESSION, AND 
PROGRESSION OF HIV DISEASE AMONG WOMEN INITIATING 

ANTIRETROVIRAL THERAPY 
 
5.1 Introduction 

 
One in four persons with HIV in the US are coinfected with HCV.1 Untreated HCV may 

negatively impact HIV disease by accelerating progression to AIDS and mortality.2-7,9,11 Studies 

examining the effect of HCV on HIV disease progression have not yet considered the role of 

depression. 

Depression is common and possibly more severe among persons with HIV/HCV-

coinfection than among HIV-monoinfected persons.28,29,100 After adjustment for drug and alcohol 

use, Libman et al. observed higher mean scores on the CES-D among HIV/HCV-coinfected 

patients than in HIV-monoinfected patients.29 Yoon et al. found that HCV was associated with 

depression severity among persons with HIV, even after removing somatic items from their 

depression measure.28 

 Depression accelerates progression to AIDS and mortality among persons with HIV-

monoinfection.21,22,26,101 In a recent study of women with HIV initiating ART, the mortality HR 

among women with depression (defined as CES-D score >16) was 3.38 (95% CI 2.15, 5.33), in 

comparison to women with no depression.26 Depression is often associated with behaviors that 

worsen HIV treatment outcomes including decreased initiation and adherence to ART,18-20 and 

use of alcohol and other substances.54,55  

 Understanding the combined effects of HCV and depression on HIV disease progression 

is critical. If the joint effects of depression and HCV are greater than we would expect given 
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their independent effects, persons living with HIV/HCV-coinfection may need additional 

psychosocial support and interventions to identify and treat depression. Therefore, our objectives 

were to estimate the effect of chronic HCV on progression to AIDS or all-cause mortality among 

women with HIV who initiate ART, and to examine the joint effects of chronic HCV and 

depression on progression to AIDS or all-cause mortality among women with HIV initiating 

ART. 

5.2 Methods 

5.2.1 Study population 

 Data from the WIHS were used for this analysis. A full description of the WIHS is 

provided elsewhere.62 Briefly, the WIHS is a prospective cohort study of women living with and 

at risk for HIV, with follow-up at six-month intervals. Interviewer-administered questionnaires 

capture medical, psychosocial, and behavioral information and biological specimens are 

collected at each visit. Between 1994 and 2014, 4,982 women enrolled in the WIHS; 3,677 

(74%) were living with HIV at enrollment and 24 (0.5%) acquired HIV during follow-up.  

 Women with HIV who initiated ART after they enrolled in the WIHS and who were not 

diagnosed with AIDS prior to ART initiation were eligible for this analysis (n=1,002). For this 

study, ART was defined as three or more antiretroviral medications, one of which had to be a PI, 

a NNRTI, one of the NRTIs abacavir or tenofovir, an integrase inhibitor, or an entry inhibitor. 

We excluded 10 (1%) women who did not have at least one visit after ART initiation, 10 (1%) 

who did not have data available at ART initiation, and 25 (2%) women missing HCV RNA 

results. Therefore, 957 (96%) women were included in analyses. 

 Chronic HCV was defined as the presence of HCV antibodies and HCV RNA prior to 

ART initiation. Women with HCV antibodies but undetectable HCV RNA were considered 
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HCV-uninfected. Women are tested for HCV during one of their first three study visits after 

enrollment and the average length of time between HCV testing and ART initiation was three 

years among women eligible for this analysis. To reduce the likelihood of misclassifying chronic 

HCV, we supplemented HCV results with follow-up testing, if available. Nine HCV-uninfected 

women had evidence of HCV antibodies and RNA prior to ART initiation and were classified as 

HCV-infected. One HCV-infected woman was classified as HCV-uninfected due to a subsequent 

negative RNA result before ART initiation. 

 Depression was measured by the CES-D at each study visit. CES-D scores range from 0 

to 60, and a score ≥16 indicates risk for depression.63,64 For each visit, we categorized CES-D 

scores 16-60 as “depressed” and 0-15 as “not depressed.”  

The outcome of interest was AIDS diagnosis or death from any cause. In the WIHS, 

participants are asked about health events that occurred since their last study visit. Participants 

are specifically asked about AIDS-defining illnesses, including candidiasis of the esophagus, 

bronchi, trachea, or lungs; Kaposi sarcoma; tuberculosis; etc. The date and specific AIDS-

defining illnesses are recorded in the WIHS database. WIHS participants are also routinely 

matched to the National Death Index and local vital statistics registries.  

5.2.2 Covariate assessment 

 Baseline covariates were measured at the last study visit prior to ART initiation and 

included age, race/ethnicity, year of ART initiation, history of injection drug use, education, liver 

fibrosis, and CD4 cell count. Age and CD4 cell count were included in models as continuous 

variables using restricted quadratic splines with four knots at the 5th, 35th, 65th, and 95th 

percentiles.74 Race/ethnicity was categorized as non-Hispanic White, non-Hispanic Black, and 

all other races/ethnicities (Hispanic, Asian/Pacific Islander, Native American/Alaskan, and races 
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categorized as other). History of injection drug use was dichotomized as yes/no. Year of ART 

initiation was categorized as 1995-1999, 2000-2004, 2005-2009, or 2010-2015, and education 

was classified as less than high school degree, high school degree, or some college/college 

degree. Liver fibrosis was measured by FIB-4 and dichotomized as >1.45 and ≤1.45 to 

differentiate between women with and without fibrosis, respectively.67  

 We also considered several time-varying covariates, which were measured at every study 

visit: drug use, alcohol use, smoking status, and HIV suppression. Women were categorized as 

using drugs if they reported any illicit or recreational drug use since their last study visit. Alcohol 

use was categorized as 0, 1-7, or >7 drinks per week since prior study visit. Women who 

reported smoking cigarettes or other tobacco products since their last visit were considered to be 

current smokers. HIV suppression was used as a proxy measure for ART adherence. We defined 

suppression as ≤80 HIV copies/mL to accommodate assays used during the study period, which 

had lower limits of detection ranging from 20 to 80 copies/mL. Time-varying covariates were 

missing at 5-6% of visits and were replaced by values carried forward from previous visits. 

5.2.3 Statistical methods 

 Women were followed from the date of the first study visit they reported ART use until the 

earliest occurrence of the following: date of the first study visit with an AIDS diagnosis; date of 

death; or censoring. Women were censored due to loss to follow-up, evidence of incident HCV 

infection, or HCV treatment initiation. Loss to follow-up was defined as two consecutively missed 

study visits. Women who initiated any HCV treatment during follow-up were censored because 

most of the treatments available were interferon-based, and depression was a common side effect 

of these therapies. Women who remained in the study were administratively censored at their last 

visit prior to September 30, 2015, the last date data were available. 
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  Marginal structural Cox proportional hazards models were used to 1) assess the effect of 

chronic HCV on AIDS diagnosis or death, 2) assess the joint effects of depression and chronic 

HCV on AIDS diagnosis or death, and 3) create crude and weighted cumulative incidence 

curves. We used marginal structural Cox proportional hazards regression, rather than standard 

regression methods, to appropriately adjust for time-varying confounders of the effect of time-

varying depression on the outcome.75 There is a detailed description of these models in Appendix 

1.  

  We created stabilized time-fixed inverse-probability-of-exposure weights to control for 

confounding of the relationship between chronic HCV and AIDS diagnosis or death.59,71 

Appendix 2 provides more detail about these weights. Logistic regression models were used to 

estimate the weights and included age, race/ethnicity, education, history of injection drug use, 

year of ART initiation, FIB-4, and baseline CD4 cell count. Smoking was also included and was 

measured at the last visit prior to ART initiation. 

 Inverse-probability-of-censoring weights were created to account for right-censoring due 

to loss to follow-up (Appendix 2).72 Pooled logistic regression models were used to estimate 

these weights and included time since ART initiation, chronic HCV, age, race/ethnicity, and 

time-varying alcohol and drug use, measured at the prior visit. Time since ART initiation was 

included as a continuous variable in the models using restricted quadratic splines with four knots 

at the 5th, 35th, 65th, and 95th percentiles.74 

 We also created time-varying inverse-probability-of-depression weights to control for 

confounding of the relationship between depression and AIDS diagnosis or death in the joint 

effects model (Appendix 2). These weights were necessary to assess interaction between chronic 

HCV and depression, rather than modification of the effect of chronic HCV on AIDS diagnosis 
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or death, by depression.102 Pooled logistic regression models were used to estimate these 

weights. The models included chronic HCV, age, race/ethnicity, education, baseline CD4 cell 

count, year of ART initiation, time since ART initiation and time-varying drug use, alcohol use, 

HIV suppression, smoking status, and history of depression (measured at the prior two study 

visits). 

 We verified proportionality of hazards in the weighted Cox models by Wald chi-square 

tests on product terms between chronic HCV and time, and depression at baseline and time (both 

p-values > 0.05).  

  To assess additive interaction between chronic HCV and depression in the joint effects 

model, we calculated risk of AIDS diagnosis or mortality and ICs at 5 and at 10 years after ART 

initiation.77 We used a nonparametric bootstrap with 200 resamples with replacement to obtain 

95% CIs for the ICs. Multiplicative interaction was assessed from the Wald chi-square test for 

the product term for chronic HCV and depression in the joint effects model. 

5.2.4 Sensitivity analyses  

 We conducted two sensitivity analyses to assess the robustness of our findings. More than 

half of the women in our study sample initiated ART prior to the year 2000 and our findings may 

not be relevant to current clinical practice because current ART regimens are more effective and 

have fewer side effects than older regimens. Therefore, we restricted our analytic sample to 

women who initiated ART after the year 2000 in our first sensitivity analysis. 

 In our second sensitivity analysis we used a higher CES-D score for depression, ≥22. 

Despite the high sensitivity when using scores ≥16 as the cut-off for depression (~99%), the 

specificity is lower.65 Thus, we sought reduce the number of women who would be misclassified 

as depressed in our analysis. 
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 Data analyses were conducted with SAS version 9.4 (SAS Institute Inc., Cary, North 

Carolina, US). The analysis was approved by the University of North Carolina at Chapel Hill 

Institutional Review Board. 

5.3 Results 

Of the 957 women with HIV, 200 (21%) had chronic HCV prior to ART initiation (Table 

6). The median age was 38 years (IQR 33, 44) and more than half of the women self-identified as 

Black non-Hispanic (58%). About half (54%) of the women reported an annual household 

income <$12,000 and one-third (35%) did not have a high school degree. A large minority of the 

women (41%) had depression at the visit prior to ART initiation. Most women with chronic 

HCV (85%) had previously injected drugs and two-thirds (68%) of all women reported using 

non-injected drugs in the past. The median CD4 cell count at ART initiation was 330 cells/mm3 

(IQR 207, 471) and more than half (58%) of the women initiated ART between 1995 and 1999. 

Women experienced 7182 person-years during follow-up, in which 316 were diagnosed 

with AIDS or died during follow-up (Table 7). The incidence rates of AIDS diagnosis or death 

were 7.12 and 3.80 per 100 person-years for women with and without chronic HCV, 

respectively. In addition, 298 (31%) women were lost to follow-up, 5 (<1%) HCV-uninfected 

women had an incident HCV infection, and 34 (4%) women with chronic HCV initiated HCV 

treatment during follow-up. The weighted HR for AIDS diagnosis or death was 1.68 (95% CI 

1.03, 2.74) when comparing women with chronic HCV to women without chronic HCV.  

  In the joint effects model the weighted HR for AIDS diagnosis or death was 2.19 (95% 

CI 1.56, 3.07) comparing HCV-uninfected women with depression to HCV-uninfected women 

without depression (Table 8). The weighted HR was 1.65 (95% CI 0.90, 3.01) comparing HCV-

infected women without depression to HCV-uninfected women without depression. Lastly, the 
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weighted HR was 3.02 (95% CI 1.49, 6.15) when comparing women with chronic HCV and 

depression to women with neither HCV or depression.  

Unweighted and weighted 20-year cumulative incidence curves for AIDS diagnosis or 

death, stratified by chronic HCV, and chronic HCV and depression, are presented in Figures 11 

and 12, respectively. In Figure 11, the cumulative incidence of AIDS diagnosis or death was 

higher in women who had chronic HCV. In the joint classification of chronic HCV and 

depression (Figure 12), women with chronic HCV and depression had the highest cumulative 

incidence of AIDS diagnosis or death. 

At 5 years, the IC was 0.09 (95% CI -0.27, 0.33) and at 10 years the IC was 0.05 (95% CI 

-0.31, 0.33). Because both ICs are greater than zero and each exposure increases the risk of the 

outcome (Table 9), there may be synergism between HCV and depression on progression to 

AIDS diagnosis or death. However, the IC CI are imprecise and include the null value. The p-

value for the product term between HCV and depression was 0.71, which indicates no departure 

from multiplicativity of effects.  

  The magnitude of the HRs were attenuated when we limited our study sample to the 398 

women who initiated ART after the year 2000. The weighted HR for the association between 

chronic HCV and AIDS diagnosis or death was 1.57 (95% CI 0.71, 3.47). In the joint effects 

model, the weighted HR comparing non-depressed women with chronic HCV to non-depressed 

women without chronic HCV was 1.17 (95% CI 0.39, 3.52). When comparing women with 

depression and chronic HCV to women with neither chronic HCV nor depression, the weighted 

HR was similar, 2.59, but less precise (95% CI 0.93, 7.22).  

The results from the joint effects model were similar when we classified women with 

CES-D scores ≥ 22 as depressed. Compared to HCV-uninfected women without depression, the 
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HR for AIDS diagnosis or death was 2.21 (95% CI 1.55, 3.17) for HCV-uninfected women with 

depression, 1.74 (95% CI 1.02, 3.00) for HCV-infected women without depression, and 3.18 

(95% CI 1.29, 8.35) for HCV-infected women with depression. 

5.4 Discussion 

 Women with chronic HCV and depression experienced accelerated progression to AIDS 

diagnosis or death, when compared to women with neither chronic HCV or depression. In 

addition, women with depression who did not have chronic HCV also experienced accelerated 

progression to AIDS diagnosis or death. Results from the joint effects model indicate that in the 

absence of depression, women with chronic HCV have an increased hazard of AIDS diagnosis or 

death, however this HR was somewhat weaker and less precise.  

 Our findings support previous research regarding the harmful effects of depression on 

HIV disease progression.21,22,26,101 Depression is often associated with behavioral factors that 

worsen HIV outcomes, including decreased ART adherence 18-20 and alcohol and drug use.54,55 

Even after controlling for time-varying drug use, alcohol use and HIV suppression, we found that 

women who experienced depression, regardless of chronic HCV status, had a 2 to 3-fold increase 

in the hazard of AIDS diagnosis or death. 

 Several studies observed accelerated progression to AIDS or death among persons living 

with HIV/HCV-coinfection when compared to HIV-monoinfected patients.2-7,9,11 Yet, other 

studies have not found that HCV affects HIV disease progression.8,10 Previous studies assessing 

the effect of HCV on HIV disease progression did not report the prevalence of depression in their 

study populations. It is possible that varying frequencies of depression in these populations could 

explain discrepant findings. 

  We did not find evidence of interaction between chronic HCV and depression on the 
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additive scale or on the multiplicative scale. Given that both exposures had an effect on AIDS 

diagnosis or death, would expect to see interaction on at least one scale.103 The ICs at five and at 

ten-years after ART initiation are greater than zero and both HCV and depression increased the 

risk for AIDS diagnosis or death. This indicates possible synergism between HCV and 

depression on the additive scale but our sample size and the imprecision of the estimated 

measures of effect preclude certainty. 

This study is not without limitations. Despite the extensive information available for 

women enrolled in the WIHS, there may be unmeasured confounders that could bias our results. 

Additionally, more than half of the study participants initiated ART prior to the year 2000. 

Currently available ART regimens are more effective and tolerable than the regimens many 

women in the study were initially using. When we restricted our analysis to women who initiated 

ART after the year 2000 (n=398), the HRs demonstrated somewhat attenuated increases in 

disease progression among HIV/HCV-coinfected women, with CIs that were much wider 

because of the reduced sample size.  

 Our primary exposure, chronic HCV, was a prevalent exposure and the duration of 

infection was unknown. It is likely that women living with HCV for longer periods of time will 

experience worse HIV outcomes, given the natural history of HCV infection.37,40,41 However, 

women with HIV who survived with HCV-coinfection and were eligible for our analysis could 

introduce survivor bias.104 Although we could not control for duration of HCV infection in our 

analyses, we included FIB-4 in our exposure weights to control for confounding by liver fibrosis 

among HIV/HCV-coinfected women.  

 Importantly, we used marginal structural models to assess the effects of chronic HCV and 

depression on HIV treatment outcomes. Previous studies assessing the effect of HCV on HIV 
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disease progression have not used this approach. A benefit of these models is that they may 

reduce selection bias due to lost to follow-up through the use of inverse-probability-of-censoring 

weights.71,72 In addition, these models were necessary to assess the joint effects of chronic HCV 

and depression because depression was time-dependent. Standard regression methods can 

produce biased results for time-varying exposures and confounders because their control of 

confounding blocks causal pathways of interest.60,61 In the WIHS, depression status was 

collected at every study visit. Therefore, depression status at the last study visit was both an 

exposure of interest and a potential confounder of depression status at the current study visit and 

the outcome.  

 In conclusion, we observed accelerated progression to AIDS or all-cause mortality among 

women with depression, particularly among women who also had chronic HCV. These findings 

highlight the need for improved access and engagement in interventions to treat depression 

among persons with HIV/HCV-coinfection. 
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Table 6.  Baseline characteristics of 957 women with HIV who initiated ART by chronic HCV 
status, Women's Interagency HIV Study, May 1995 - September 2015 

 
Chronic HCV 

(n=200) 
No chronic HCV 

(n=757) 
Total  

(n=957) 

Characteristic 
Median 

or n 
IQRa 
or % 

Median 
or n 

IQRa 
or % 

Median 
or n 

IQRa 
or % 

Age at ART initiation (years) 42 38, 47 37 32, 43 38 33, 44 
Race/ethnicity             

White, non-Hispanic 36 18.0% 102 13.5% 138 14.4% 
Black, non-Hispanic 121 60.5% 434 57.3% 555 58.0% 

Otherb 43 21.5% 221 29.2% 264 27.6% 
Chronic HBV infectionc 5 2.5% 21 2.8% 26 2.7% 
Annual household income ≤ 
$12,000 

135 67.5% 385 50.9% 520 54.3% 

Education             
Less than high school degree 78 39.0% 258 34.1% 336 35.1% 

High school degree 63 31.5% 229 30.3% 292 30.5% 
Some college or college degree 59 29.5% 270 35.7% 329 34.4% 

Alcohol use (drinks per week)d             
0 120 60.0% 396 52.3% 516 53.9% 

>0-7 50 25.0% 299 39.5% 349 36.5% 
>7 30 15.0% 62 8.2% 92 9.6% 

Depressione 91 45.5% 304 40.2% 395 41.3% 
Current smoker 140 70.0% 275 36.3% 415 43.4% 
Injection drug use (ever) 169 84.5% 68 9.0% 237 24.8% 
Non-injection drug use (ever) 182 91.0% 472 62.4% 654 68.3% 

HIV viral loadf 3.60 
2.63, 
4.50 

3.97 
3.08, 
4.66 

3.91 
3.00, 
4.64 

CD4 cell count 312 
203,  
447 

339 
209, 
474 

330 
207, 
471 

Single or dual antiretroviral use 
prior to ART 

135 67.5% 443 58.5% 578 60.4% 

FIB-4 > 1.45 118 59.0% 178 23.5% 296 30.9% 
Year of ART initiationg             

1995-1999 137 68.5% 422 55.7% 559 58.4% 
2000-2004 41 20.5% 149 19.7% 190 19.9% 
2005-2009 17 8.5% 78 10.3% 95 9.9% 
2010-2015 5 2.5% 108 14.3% 113 11.8% 

a Interquartile range  

 b Other race/ethnicity includes Hispanic, Native American/Alaskan Native, Asian/Pacific 
Islander, and races/ethnicities categorized as other 
c Chronic hepatitis B virus infection is defined as positive hepatitis B core antibody and positive 
hepatitis B surface antigen measured during one of the first three study visits after enrollment   

d Self-reported alcohol use within the last six months 
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e CES-D score ≥16 
f HIV viral load is reported in log10 copies/mL 
g Antiretroviral use is defined as three or more antiretroviral medications, one of which has to be 
a PI, a NNRTI, one of the NRTIs abacavir or tenofovir, an integrase inhibitor, or an entry 
inhibitor. 
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Table 7.  Estimated associations between chronic HCV and AIDS diagnosis or all-cause 
mortality among 957 women with HIV who initiated ART in the Women's Interagency HIV 
Study, May 1995 - September 2015 

  
Chronic HCV 

(n=200) 
No chronic HCV 

(n=757) 
Overall 
(n=957) 

Outcome events  93 223 316 
   AIDS diagnosis 54 182 236 
   Death 39 41 80 
Person-years 1306.7 5875.31 7182.03 
Incidence rate per 100 person-
years 

7.12 3.80 4.40 

Crude hazard ratio (95% CI) 1.76 (1.38, 2.25) 1. -- 
Weighted hazard ratio a (95% CI) 1.68 (1.03, 2.74) 1. -- 

a Weights account for the following set of time-fixed and time-varying covariates: age at 
ART initiation, race/ethnicity, year of ART initiation, history of injection drug use, 
education, liver fibrosis, baseline CD4 cell count, smoking status, alcohol and drug use, 
and time. 
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Table 8. Unweighted and weighted joint effects of chronic HCV and depression on AIDS 
diagnosis or all-cause mortality among 957 women with HIV who initiated ART in the Women's 
HIV Interagency HIV Study, May 1995 - September 2015 

  AIDS 
diagnosis 

or all-
cause 

mortality 

Person-
yearsa 

Incidenc
e rateb 

HR (95% 
CI) 

Interaction 
p-valuec 

Unweightedd 
HCV-, no 
depression 

113 3771.33 3.00 1 0.56 

 
HCV-, 
depression 

110 2103.98 5.23 
1.71 (1.31, 

2.22) 
  

 
HCV+, no 
depression 

40 682.37 5.86 
1.81 (1.26, 

2.60) 
  

 
HCV+, 
depression 

53 624.35 8.49 
2.67 (1.93, 

3.71) 
  

Weightede 
HCV-, no 
depression 

132 4357.27 3.03 1 0.71 

 
HCV-, 
depression 

129 1942.61 6.64 
2.19 (1.56, 

3.07) 
  

 
HCV+, no 
depression 

33 577.30 5.72 
1.65 (0.90, 

3.01) 
  

 
HCV+, 
depression 

48 554.24 8.66 
3.02 (1.49, 

6.15) 
  

a In the unweighted model we classified all of a woman’s person-time “depressed” or “not 
depressed” based upon her depression status at the last visit before ART use was reported. In the 
weighted model we classified the time between a women’s last visit and current visit as 
“depressed” or “not depressed” based upon a woman’s depression status at the current study 
visit.  
b Incidence rate per 100 person-years 
c p-value for the interaction term between the joint exposures, HCV and depression 

d Depression was measured at last visit before ART use was reported in the unweighted model 
e Weights account for the following set of time-fixed and time-varying covariates: age at 
ART initiation, race/ethnicity, year of ART initiation, history of injection drug use, history 
of depression, education, liver fibrosis, baseline CD4 cell count, suppressed HIV RNA, 
smoking, alcohol and drug use, and time. 
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Figure 11.  Crude and weighted Kaplan-Meier survival curves for AIDS diagnosis or all-
cause mortality, stratified by chronic HCV, among 957 women with HIV who initiated 
ART between May 1995 and September 2015. Panel A depicts the crude survival curves and 
panel B depicts the inverse-probability-of-treatment-and-censoring weighted curves. The curves 
in panel B reflect weighted pseudopopulations in which confounding has been removed, in 
expectation. Weights account for the following set of time-fixed and time-varying covariates: 
age at ART initiation, race/ethnicity, year of ART initiation, history of injection drug use, 
education, liver fibrosis, baseline CD4 cell count, alcohol and drug use, and time. 
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Figure 12.  Crude and weighted Kaplan-Meier survival curves for AIDS diagnosis or all-
cause mortality, stratified by chronic HCV and depression, among 957 women with HIV 
who initiated ART between May 1995 and September 2015. Panel A depicts the crude 
survival curves and panel B depicts the inverse-probability-of-treatment-and-censoring weighted 
curves. The curves in panel B reflect weighted pseudopopulations in which confounding has 
been removed, in expectation. The grey lines represent survival curves for women with HCV and 
the black lines represent women without HCV. The dotted curves indicate depression. Weights 
account for the following set of time-fixed and time-varying covariates: age at ART initiation, 
race/ethnicity, year of ART initiation, history of injection drug use, history of depression, 
education, liver fibrosis, baseline CD4 cell count, suppressed HIV RNA, smoking, alcohol and 
drug use, and time. 
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Table 9.  Estimated risk, risk difference, and risk ratios for AIDS diagnosis or all-cause mortality 
among 957 women with HIV who initiated ART in the Women's HIV Interagency HIV Study, 
May 1995 - September 2015 
    

Risk 
Risk 

difference 
Risk ratio 

5 years after 
ART initiation 

HCV-, no depression 0.21 0 1 
HCV-, depression 0.30 0.09 1.45 
HCV+, no depression 0.25 0.04 1.20 
HCV+, depression 0.43 0.23 2.10 

10 years after 
ART initiation 

HCV-, no depression 0.33 0 1 
HCV-, depression 0.43 0.09 1.27 
HCV+, no depression 0.49 0.15 1.46 
HCV+, depression 0.63 0.30 1.88 
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CHAPTER 6: DISCUSSION 
 

6.1 Summary 
 
 The goal of this dissertation was to investigate the effects of chronic HCV on HIV 

treatment outcomes among women initiating ART. Specifically, we assessed the longitudinal 

effect of chronic HCV on HIV suppression, and the effect of chronic HCV on progression to 

AIDS or all-cause mortality among women. We also examined the joint effects of chronic HCV 

and depression on progression to AIDS or all-cause mortality. This research was motivated by 

the prevalence of HCV among persons with HIV, i.e., one in four persons living with HIV in the 

US is coinfected with HCV, and by inconsistent results in previous studies assessing the 

relationships between HCV and HIV treatment outcomes. 

 In Chapter 4, we demonstrated that women with chronic HCV were more likely to have 

detectable HIV RNA up to two years after ART initiation than women without HCV. The 

association between chronic HCV and detectable HIV RNA disappeared by approximately six 

years after ART initiation. We hypothesized that chronic HCV may negatively impact HIV 

suppression due to biological and behavioral mechanisms. For example, other common HIV co-

infections, such as herpes simplex virus type 2, increase HIV replication.43-45 In addition, drug 

and alcohol use and decreased adherence to ART among persons with HIV/HCV-coinfection 

may also result in increased HIV viral load.46,47 We repeated our analysis among women who 

reported >95% adherence to ART regimens within the first six months after initiation and the 

results were similar to those using the entire analytic sample. The results of this sensitivity 

analysis indicate that the observed association between HCV and HIV RNA is not fully 
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explained by differences in ART adherence among women with HIV/HCV-coinfection.  

 In Chapter 5, we observed accelerated progression to AIDS diagnosis or death among 

women with chronic HCV and depression, when compared to women with neither chronic HCV 

nor depression. In addition, HIV-infected women with depression who did not have chronic 

HCV also experienced accelerated progression to AIDS diagnosis or death. We did not find 

evidence of interaction between chronic HCV and depression on the additive or multiplicative 

scales. Yet our measures of interaction were imprecise, due to the limited sample size.  

6.2 Limitations 

 One of the primary limitations in our analyses was the long length of time between HCV 

testing and ART initiation among women in our analytic samples. The average length of time 

between HCV testing and ART initiation was six years in our Aim 1 sample and three years in 

our Aim 2 sample. Therefore, misclassification of chronic HCV at ART initiation due to incident 

HCV infections, spontaneous clearance of the virus, and HCV treatment could have occurred. 

We sought to overcome this limitation by supplementing baseline HCV testing, which typically 

occurs during a woman’s first three WIHS visits, with follow-up HCV testing, if available. 

Follow-up HCV test results were available for over 80% of the women in our samples. After 

reviewing the follow-up results, 1% of women with chronic HCV at enrollment cleared their 

infection prior to ART initiation, and 2% of women who were HCV-uninfected at enrollment 

were reclassified as HCV-coinfected in Aim 1. In Aim 2, 1% of women who were HCV-infected 

at enrollment cleared their infection prior to ART and <1% of women who were HCV-uninfected 

at enrollment had an incident HCV infection.  

 A second limitation of our analyses was the frequency of loss to follow-up among women 

in our samples. We defined loss to follow-up as two consecutively missed study visits and we 
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did not allow women to rejoin the analysis sample even if they returned at a subsequent WIHS 

visit. In Aim 1, 25% of the sample was censored due to loss to follow-up and in Aim 2, 30% of 

the sample was censored due to loss to follow-up. Longitudinal analytic methods assume 

censoring is not informative, i.e., not related to the exposure or outcome of interest. However, we 

expect that loss to follow-up was related to chronic HCV status, and to detectable HIV RNA in 

Aim 1 and AIDS diagnosis or death in Aim 2. Therefore, our estimated measures of effect would 

be biased by selection bias.90,91 To reduce bias, we created inverse-probability-of censoring-

weights.  If the models used to construct the censoring weights are correctly specified and the 

observed variables fully explain selection that is associated with outcomes, those who were lost 

to follow-up would be exchangeable with those who remained under study in our weighted 

sample, and bias would be averted.92 Nevertheless, the extent to which we achieved 

exchangeability is not testable in observed data. 

The observed associations between chronic HCV and HIV treatment outcomes may have 

limited generalizability to all HIV-infected women who are initiating ART. In Aim 1, the target 

population was women who initiated ART after they enrolled in the WIHS and after year 2000. 

These criteria resulted in fewer than 500 women who were eligible for our study. Although 

women in the WIHS are generally representative of the HIV epidemic among women in the US 

with respect to demographic characteristics,62 we cannot guarantee that the distributions of effect 

measure modifiers, such as ART adherence, are similar. Thus, the magnitude of the estimated 

effect of chronic HCV on detectable HIV RNA may be larger or smaller in other cohorts of 

women, if the proportion of women who adhere to ART is larger or smaller than in our cohort.93 

In Aim 2, more than half of the study participants initiated ART prior to the year 2000. Currently 

available ART regimens are more effective and tolerable than the regimens many women in the 
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study were initially using. Therefore, the results in Chapter 5 may not generalize to women who 

recently initiated ART. 

Our analyses may also be limited by unmeasured and residual confounding. Despite the 

extensive information available for women enrolled in the WIHS, there may be unmeasured 

factors that could bias our estimated measures of effect. In addition, we collapsed categories of 

race/ethnicity, number of alcoholic drinks per week, etc. These categorizations of confounders 

could result in residual confounding of the relationships between chronic HCV and HIV 

treatment outcomes. Lastly, measurement error may limit the validity of our analyses. In Aim 1, 

chronic HCV status may have been incorrectly measured due to the long length of time between 

WIHS enrollment and ART initiation. In Aim 2, one component of the outcome, AIDS 

diagnosis, was self-reported and women may have misunderstood or misreported their diagnoses.  

6.3 Strengths 

 A primary strength of these analyses was the high-quality data from the WIHS. The 

WIHS is a longitudinal cohort study designed to assess the progression of HIV disease among 

women. Detailed interviews about medical, psychosocial, drug use, and sexual behavior 

information, as well as biological specimens are collected from participants every six months. 

The WIHS also strives to minimize missing data. For example, HIV RNA measurements were 

missing for less than 4% of the visits included in our Aim 1 analyses and time-varying covariate 

data were missing for 5-6% of visits in Aim 2. The WIHS has also been collecting these data 

since 1994. This allowed us to examine the effect of chronic HCV on HIV suppression for up to 

15 years after ART initiation (median follow-up was 5.5 years) and the effect of chronic HCV on 

progression of HIV disease for up to 20 years after ART initiation (median follow-up was 5.8 

years). In contrast, several previous studies assessing the effect of chronic HCV on HIV 
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suppression focused on the time to first suppressed HIV RNA measurement and follow-up was 

limited to between 12 and 24 months after ART initiation.2,5,8,10 

 The distinction between women with chronic HCV infection and those with HCV 

antibodies only (resolved HCV infection) was a second strength of these analyses. Active chronic 

HCV infection is defined by detectable HCV RNA and HCV antibodies. Approximately 15-25% 

of persons exposed to HCV will clear infection but continue to have an HCV antibody 

response.85 Previous studies assessing the relationships between HCV and HIV treatment 

outcomes did not collect data on HCV RNA or had substantial missing HCV RNA results. They 

defined HCV by HCV antibody status only 2,3,5,6,8-11 and were not estimating the effects of active 

HCV infection on HIV treatment outcomes.  

 A third strength of these analyses were causal inference methods. No previous studies 

assessing the effects of chronic HCV on HIV treatment outcomes have used these methods. In 

Aim 1, we used inverse-probability-of-treatment-and-censoring weights to control for 

confounding and selection bias due to loss to follow-up and death. In Aim 2, we included 

inverse-probability-of-depression weights in the Cox proportional hazards model to assess the 

joint effects of chronic HCV and depression on progression to AIDS diagnosis or death. These 

weights were appropriate for our data, which included depression measurements at every study 

visit. Depression status at the last study visit was both an exposure of interest and a confounder 

of depression status at the current study visit and AIDS diagnosis or death.  

6.4 Future directions for research and policy 

 Limited research has focused on the effects of chronic HCV on HIV treatment outcomes 

among women. Women respond differently to ART than men,13-17 often exhibiting more 

favorable immune responses15-17 but experiencing greater drug toxicity14 and more frequent 
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treatment discontinuation.13 However, in the one previous study that examined the association 

between HCV and HIV treatment outcomes in women, no association between and HCV and 

HIV suppression and no association between HCV and HIV disease progression were detected.4 

Therefore, the analyses presented here need to be repeated among larger cohorts of women to 

determine if they are reproducible.  

 Another area of exploration is estimating the effect of chronic HCV on CD4 cell count 

after ART initiation among women. HCV may negatively affect CD4 cell response to ART 

because HCV has been shown to replicate in cells outside of the liver and is associated with CD4 

cell apoptosis.49,50 Several studies do suggest that HCV coinfection is associated with impaired 

CD4 cell recovery after ART initiation.2-8 However, other studies have found no differences in 

CD4 cell changes after ART initiation between HIV/HCV-coinfected patients and HIV-

monoinfected patients,9-13 or that the CD4 cell count differences decrease over time.52,53 

Therefore we plan to estimate the effect of HCV on changes in CD4 cell counts over a five-year 

period after ART initiation among HIV-infected women. We plan to use inverse-probability-of-

treatment-and-censoring-weighted linear regression models to estimate the absolute change in 

CD4 cell counts from baseline to 5 years after ART initiation. We will compare the mean change 

in CD4 cell counts between women who are coinfected with HCV and those who are not at six 

months, one year, and at five years after ART initiation. 

 A third area of exploration is to determine whether successful treatment of chronic HCV 

alleviates the negative effects of chronic HCV on HIV treatment outcomes we observed. 

Directly-acting antiviral therapies for chronic HCV are now available and more than 90% of 

patients treated with these therapies achieve sustained virologic response, or cure. Persons living 

with chronic HCV often report poorer health-related quality of life than the general US 
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population.105-107 Results from clinical trials of directly-acting antiviral therapies indicate there 

are secondary benefits to treatment which include improvement in mental health, fatigue, and 

work productivity.108,109 Therefore, it would be noteworthy if HIV-infected women who are 

successfully treated for chronic HCV also experience similar HIV treatment outcomes as women 

who have HIV-monoinfection. 

6.5 Conclusions 

 In conclusion, we observed an increased proportion of visits with detectable HIV viral 

load among women with HCV-coinfection up to two years after ART initiation. We also 

observed accelerated progression to AIDS or all-cause mortality among women with depression 

and chronic HCV. These findings suggest that HCV may negatively impact HIV treatment 

outcomes. Ensuring access to and improving engagement in HIV care should continue to be a 

chief concern for women with chronic HIV/HCV-coinfection. 
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APPENDIX 1: CHAPTER 4 INVERSE PROBABILITY OF TREATMENT AND 
CENSORING WEIGHTS  

  
 To control for confounding of the relationship between chronic HCV and 

detectable HIV RNA, we used stabilized time-fixed inverse-probability-of-exposure 

weights denoted as:   

𝑊 =  𝑃𝑟(𝑋 = 𝑥)/𝑃𝑟(𝑋 = 𝑥|𝑉 ) 

These weights create a pseudo-population in which chronic HCV is no longer associated 

with measured covariates, assuming no statistical model misspecification.59,71 The 

numerator of the exposure weight represents the probability of having the exposure that 

participant i factually had; the denominator is the probability of having the exposure that 

participant i factually had conditional on 𝑉 . 𝑉  is a vector of covariate values at baseline 

for participant i, assumed to be sufficient to control for confounding. Logistic regression 

was used to estimate the denominator of the exposure weight. 

 Time-varying inverse-probability-of-censoring weights are denoted as: 

𝑊 =  𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 )/ 𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 ) 

These weights account for selection bias due to right-censoring from loss to follow-up and 

death.72 We fit separate weight models for right-censoring due to death and loss to follow-

up to allow the parameter estimates to differ for each censoring mechanism.73 The 

numerator of the censoring weights represent the probability of remaining in the study at 

visit k, conditional on exposure and 𝑉 . The denominators of the censoring weight are the 

conditional probability of remaining free from censoring, where 𝑉  is a vector of time-

fixed and time-varying covariate histories measured up to visit k-1. Pooled logistic 

regression models were used to estimate the censoring weights. 
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 The log binomial regression models were weighted by the product of the treatment 

and censoring weights (𝑊 = 𝑊  × 𝑊    ×  𝑊 ). The average of the 

estimated weights was 1.05 (standard deviation: 1.78) and they ranged from 0.20 to 25.57. 

We obtained 95% confidence intervals (CIs) for the weighted ratio measures using a 

nonparametric bootstrap with 200 resamples with replacement. The estimated weights in 

the 200 samples ranged from 0.06 to 535.95. We trimmed the weights at the 0.5th and 

99.5th percentile to reduce the variability of the estimated effect of chronic HCV on 

detectable HIV RNA.  
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APPENDIX 2: MARGINAL STRUCTURAL COX PROPORTIONAL HAZARDS 
MODELS 

 
Model 1. Let 𝑇  represent the time from ART initiation until the earliest occurrence of 

AIDS diagnosis or death or censoring due to lost to follow-up, incident HCV infection, or HCV 

treatment initiation for participant i if they had been assigned chronic HCV status x. Then the 

marginal structural Cox proportional hazards model for the effect of chronic HCV on AIDS 

diagnosis or death is defined as: 

λ (𝑡) =  λ (𝑡)exp (𝛼 𝑥(𝑡)) 

where λ (𝑡) is the baseline hazard function and the parameter exp(𝛼 ) is the HR for the effect of 

chronic HCV on AIDS diagnosis or death. 

Model 2. Let 𝑇  , ̅  represent the time from ART initiation until the earliest occurrence 

of AIDS diagnosis or death or censoring due to lost to follow-up, incident HCV infection, or 

HCV treatment initiation for participant i, if they had been assigned chronic HCV status 𝑥  and 

depression history �̅�  (overbar represents history). The marginal structural Cox proportional 

hazards model for the joint effects of chronic HCV and depression on AIDS diagnosis or death is 

defined as: 

λ  , (𝑡) =  λ (𝑡)exp(𝛼 𝑥 (𝑡) +  𝛼 𝑥 (𝑡) +  𝛼 𝑥 𝑥 (𝑡)) 

where the parameter exp(𝛼 ) is the HR for the effect of chronic HCV on AIDS diagnosis or 

death among women without depression, the parameter exp(𝛼 ) is the HR for the effect of 

depression on AIDS diagnosis or death among women without chronic HCV and the parameter 

exp (𝛼 +  𝛼 + 𝛼 ) is the HR for the joint effect of chronic HCV and depression on AIDS 

diagnosis or death. 

These models were weighted by inverse-probability-of-treatment-and-censoring weights 

to control for confounding and selection bias. These weights are described in Appendix 3. 
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APPENDIX 3: CHAPTER 5 INVERSE PROBABILITY OF TREATMENT AND 
CENSORING WEIGHTS 

 
 To control for confounding of the relationship between chronic HCV and AIDS diagnosis or 

death, we used stabilized time-fixed inverse-probability-of-exposure weights denoted as:   

𝑊 =  𝑃𝑟(𝑋 = 𝑥)/𝑃𝑟(𝑋 = 𝑥|𝑉 ) 

These weights create a pseudo-population in which chronic HCV is no longer associated 

with measured covariates, assuming no statistical model misspecification.59,71 The 

numerator of the exposure weight represents the probability of having the exposure that 

participant i factually had; the denominator is the probability of having the exposure that 

participant i factually had conditional on 𝑉 . 𝑉  is a vector of covariate values at baseline 

for participant i, assumed to be sufficient to control for confounding. Logistic regression 

was used to estimate the denominator of the exposure weight. 

 Time-varying inverse-probability-of-censoring weights are denoted as: 

𝑊 =  𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 )/ 𝑃𝑟(𝐶 = 0|𝐶̅ = 0, 𝑋 , 𝑉 ) 

These weights account for selection bias due to right-censoring.71,72 The numerator of the 

censoring weight represents the probability of remaining in the study at visit k, conditional 

on exposure and 𝑉 . The denominator of the censoring weight is the conditional 

probability of remaining free from censoring, where 𝑉  is a vector of time-fixed and 

time-varying covariate histories measured up to visit k-1. Pooled logistic regression 

models were used to estimate the censoring weights. 

 The second objective of these analyses was to assess the joint effects of chronic 

HCV and depression on AIDS diagnosis or death. We sought to examine interaction 

between chronic HCV and depression on the outcome, rather than effect modification of 
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chronic HCV on the outcome by depression. To do so, we needed to control for 

confounding of the relationship between depression and AIDS diagnosis or death, as we 

did for confounding of the relationship between chronic HCV and AIDS diagnosis or 

death. In addition, depression is a time-dependent exposure. Therefore, we created time-

varying inverse-probability-of-depression weights to control for confounding and to 

appropriately handle the time-dependent nature of depression. These weights were defined 

as: 

𝑊 =  𝑃𝑟[𝐷 |𝐷 , 𝑋 , 𝑉 , 𝐶̅ = 0]/ 𝑃𝑟[𝐷 |𝐷 , 𝑋 , 𝑉 , 𝐶̅ = 0] 

𝐷  represents the depression status of a participant i at visit k and 𝐷  is the depression 

history of a given participant measured at visit k-1. 𝑋  is chronic HCV. 𝑉  is a vector of 

baseline covariate values at for each participant i assumed to be sufficient to control for 

confounding between depression and AIDS diagnosis or death and 𝑉  is the vector of 

time-fixed and time-varying covariate histories measured up to visit k-1. 𝐶̅ = 0 

represents women who remain free from censoring at visit k-1. 

 The marginal structural Cox proportional hazards model assessing the effect of 

chronic HCV on AIDS diagnosis or death was weighted by the product of the inverse-

probability-of-treatment weights and inverse-probability-of-censoring weights. The 

marginal structural Cox proportional hazards model assessing the joint effects of chronic 

HCV and depression on AIDS diagnosis or death was weighted by the product of all three 

weights described above. 



85 
 

REFERENCES 
 

1. Kim AY, Onofrey S, Church DR. An epidemiologic update on hepatitis C infection in 
persons living with or at risk of HIV infection. J Infect Dis. 2013; 207 Suppl 1:S1-S6.  
 

2. Greub G, Ledergerber B, Battegay M, Grob P, Perrin L, Furrer P, et al. Clinical 
progression, survival, and immune recovery during antiretroviral therapy in patients with 
HIV-1 and hepatitis C virus coinfection: The Swiss HIV Cohort Study. Lancet. 2000; 
356:1800-1805. 

 
3. De Luca A, Bugarini R, Lepri AC, Puotic M, Girardi E, Antinori A, et al. Coinfection 

with hepatitis viruses and outcome of initial antiretroviral regimens in previously naive 
HIV-infected subjects. Arch Intern Med. 2002; 162:2125–2132. 

 
4. Marcus JL, Leyden WA, Chao CR, Xu L, Quesenberry CP, Tien PC, et al. Differences in 

response to antiretroviral therapy by sex and hepatitis C infection status. AIDS Patient 
Care STDS. 2015; 29:370-378. 
 

5. Lincoln D, Petoumenos K, Dore G. HIV/HBV and HIV/HCV coinfection, and outcomes 
following highly active antiretroviral therapy. HIV Medicine. 2003; 4:241–249. 

 
6. Carmo RA, Guimaraes MDC, Moura AS, Neiva AM, Versiani JB, Lima LV, et al. The 

influence of HCV coinfection on clinical, immunological and virological responses to 
HAART in HIV-patients. Braz J Infect Dis. 2008; 12:173-179. 

 
7. Weis N, Lindhardt BO, Kronborg G, Hansen AB, Laursen AL, Christensen PB, et al. 

Impact of hepatitis C virus coinfection on response to highly active antiretroviral therapy 
and outcome in HIV-infected individuals: a nationwide cohort study. Clin Infect Dis. 
2006; 42:1481-1487. 
 

8. Rockstroh JK, Mocroft A, Soriano V, Tural C, Losso MH, Horban A, et al. Influence of 
hepatitis C virus infection on HIV-1 disease progression and response to highly active 
antiretroviral therapy. J Infect Dis. 2005; 192:992–1002. 
 

9. Hua L, Andersen JW, Daar ES, Glesby MJ, Hollabaugh K, Tierney C. HCV/HIV co-
infection and responses to initial antiretroviral treatment. AIDS. 2013; 27:2725-2734. 
 

10. Sulkowski MS, Moore D, Meehta SH, Chaisson RE, Thomas DL. Hepatitis C and 
Progression of HIV Disease. JAMA. 2002; 288:199–206.  

 
11. Stebbing J, Waters L, Mandalia S, Bower M, Nelson M, Gazzard B. Hepatitis C virus 

infection in HIV type 1–infected individuals does not accelerate a decrease in the CD4+ 
cell count but does increase the likelihood of AIDS-defining events. Clin Infect Dis. 
2005; 41:906–11.  

 



86 
 

12. Al-Harthi L, Voris J, Du W, Wright D, Nowicki M, Frederick T, et al. Evaluating the 
impact of hepatitis C virus (HCV) on highly active antiretroviral therapy-mediated 
immune responses in HCV/HIV-coinfected women: role of HCV on expression of 
primed/memory T cells. J Infect Dis. 2006; 193:1202-1210. 

 
13. Barber TJ, Geretti AM, Anderson J, Schwenk A, Phillips AN, Bansi L, et al. Outcomes in 

the first year after initiation of first-line HAART among heterosexual men and women in 
the UK CHIC Study. Antivir Ther. 2011; 16:805–814. 

 
14. Collazos J, Asensi V, Carton JA. Sex differences in the clinical, immunological and 

virological parameters of HIV infected patients treated with HAART. AIDS. 2007; 
21:835–843. 

 
15. Zaragoza-Macias E, Cosco D, Nguyen ML, Del Rio C, Lennox J. Predictors of success 

with highly active antiretroviral therapy in an antiretroviral-naive urban population. 
AIDS Res Hum Retroviruses. 2010; 26:133–138. 

 
16. Giordano TP, Wright JA, Hasan MQ, White AC, Jr, Graviss EA, Visnegarwala F. Do sex 

and race/ethnicity influence CD4 cell response in patients who achieve virologic 
suppression during antiretroviral therapy? Clin Infect Dis. 2003; 37:433–437. 

 
17. Maskew M, Brennan AT, Westreich D, McNamara L, MacPhail AP, Fox MP. Gender 

differences in mortality and CD4 count response among virally suppressed HIV-positive 
patients. J Womens Health (Larchmt). 2013; 22:113–120. 

 
18. Rao D, Feldman BJ, Fredericksen RJ, Crane PK, Simoni JM, Kitahata MM, et al. A 

structural equation model of HIV-related stigma, depressive symptoms, and medication 
adherence. AIDS Behav. 2012; 16:711–716. 

 
19. Gonzalez JS, Batchelder AW, Psaros C, Safren SA. Depression and HIV/AIDS treatment 

nonadherence: a review and meta-analysis. J. Acquir Immune Defic Syndr. 2011; 58:181-
187. 

 
20. Turan B, Smith W, Cohen MH, Wilson TE, Adimora AA, Merenstein D, et al. 

Mechanisms for the negative effects of internalized HIV-related stigma on ART 
adherence in women: the mediating roles of social isolation and depression. J Acquir 
Immune Defic Syndr. 2016; 72:198-205. 

 
21. Leserman J, Jackson ED, Petitto JM, Golden RN, Silva SG, Perkins DO, et al. 

Progression to AIDS: the effects of stress, depression, and social support. Psychosom 
Med. 1999; 61:397–406.  

 
22. Leserman J, Petitto JM, Gu H, Gaynes BN, Barroso J, Golden RN, et al. Progression to 

AIDS, a clinical AIDS condition and mortality: psychosocial and physiological 
predictors. Psychol Med. 2002; 32:1059–1073.  

 



87 
 

23. Anastos K, Schneider MF, Gange SJ, Minkoff H, Greenblatt RM, Feldman J, et al. The 
association of race, sociodemographic, and behavioral characteristics with response to 
highly active antiretroviral therapy in women. J Acquir Immune Defic Synd. 2005; 
39:537–544. 
 

24. Murphy K, Hoover DR, Shi Q, Cohen M, Gandhi M, Golub ET, et al. Association of 
self-reported race with AIDS death in continuous HAART users in a cohort of HIV-
infected women in the United States. AIDS. 2013; 27:2413–2423. 

 
25. Wada N, Jacobson LP, Cohen M, French A, Phair J, Munoz A. Cause-specific life 

expectancies after 35 years of age for human immunodeficiency syndrome-infected and 
human immunodeficiency syndrome-negative individuals followed simultaneously in 
long-term cohort studies, 1984-2008. Am J Epidemiol. 2013; 177:116–125. 

 
26. Todd JV, Cole SR, Pence BW, Lesko CR, Bacchette P, Cohen MH et al. Effects of 

antiretroviral therapy and depressive symptoms on all-cause mortality among HIV 
infected women. Am J Epidemiol. 2017; 185:869-878. 

 
27. Tavakkoli M, Ferrando SJ, Rabkin J, Marks K, Talal AH. Depression and fatigue in 

chronic hepatitis C patients with and without HIV co-infection. Psychosomatics. 2013; 
54:466-471. 

 
28. Yoon JC, Crane PK, Ciechanowski PS, Harrington RD, Kitahata MM, Crane HM. 

Somatic symptoms and the association between hepatitis C infection and depression in 
HIV-infected patients. AIDS Care. 2011; 23:1208-1218. 

 
29. Libman H, Saitz R, Nunes D, Cheng DM, Richardson JM, Vidaver J, et al. Hepatitis C 

infection is associated with depression in HIV-infected adults with alcohol problems. Am 
J Gastroenterol. 2006; 101:1804-1810. 

 
30. Backus LI, Boothroyd D, Deyton LR. HIV, hepatitis C and HIV/hepatitis C virus co-

infection in vulnerable populations. AIDS. 2005; 19 Suppl 3:S13–S19.  
 

31. Centers for Disease Control and Prevention. HIV Surveillance Report, 2015; vol. 27. 
http://www.cdc.gov/hiv/library/reports/hiv-surveillance.html. Published November 2016. 
Accessed August 23, 2017. 
 

32. The HIV-CAUSAL Collaboration. The effect of combined antiretroviral therapy on the 
overall mortality of HIV-infected individuals. AIDS. 2010; 24:123-137. 
 

33. Cohen MS, Chen YQ, McCauley M, Gamble T, Hosseinipour MC, Kumarasamy N, et al. 
Prevention of HIV-1 Infection with Early Antiretroviral Therapy. N Engl J Med. 2011; 
365:493-505. 
 

34. Strader DB. Coinfection with HIV and hepatitis C virus in injection drug users and 
minority populations. Clin Infect Dis. 2005; 41 Suppl 1:S7-S13.  



88 
 

 
35. Thomas DL, Shih JW, Alter HJ, Vlahov D, Cohn S, Hoover DR, et al. Effect of human 

immunodeficiency virus on hepatitis C virus infection among injecting drug users. J 
Infect Dis. 1996; 174:690-695.  
 

36. Liberto MC, Zicca E, Pavia G, Quirino A, Marascio N, Torti C, et al. Virological 
mechanisms in the coinfection between HIV and HCV. Mediators Inflamm. 2015; 
2015:320532. 
 

37. Rotman Y, Liang, TJ. Coinfection with hepatitis C virus and human immunodeficiency 
virus: virological, immunological, and clinical outcomes. J Virol. 2009; 83:7366-7374. 
 

38. NIH Consensus Statement on Management of Hepatitis C: 2002. NIH Consens State Sci 
Statements. 2002; 19:1-46. 
 

39. Lesens O, Deschenes M, Steben M, Belanger G, Tsoukas CM. Hepatitis C virus is related 
to progressive liver disease in HIV-positive hemophiliacs and should be treated as an 
opportunistic infection. J Infect Dis. 1999; 179:1254-1258. 
 

40. Soto B, Sanchez-Quijano A, Rodrigo L, del Olma JA, Garcia-Bengoechea M, 
Hernandex-Quero J, et al. Human immunodeficiency virus infection modifies the natural 
history of chronic parenterally-acquired hepatitis C with an unusually rapid progression 
to cirrhosis. J Hepatol. 1997; 26:1-5. 
 

41. Graham CS, Baden LR, Yu E, Mrus JM, Carnie J, Heeren T, et al. Influence of human 
immunodeficiency virus infection on the course of hepatitis C virus infection: a meta-
analysis. Clin Infect Dis. 2001; 33:562-569. 

 
42. Chen T, Ding EL, Seage GR, Kim AY. Meta-analysis: increased mortality associated 

with hepatitis C in HIV-infected persons is unrelated to HIV disease progression. Clin 
Infect Dis. 2009; 49:1605-1615. 
 

43. Toossi Z, Mayanja-Kizza H, Hirsh CS, Edmonds KL, Spahlinger T, Hom DL, et al. 
Impact of Tuberculosis (TB) on HIV-1 activity in dually infected patients. Clin Exp 
Immunol. 2001; 123:233–238. 

 
44. Gray RH, Li X, Wawer MJ, Serwadda D, Sewankambo NK, Wabwire-Mangen F, et al. 

Determinants of HIV-1 load in subjects with early and later HIV infections, in a general-
population cohort of Rakai, Uganda. J Infect Dis. 2004; 189:1209-1215. 

 
45. Barnabas RV, Webb EL, Weiss HA, Wasserheit JN. The role of co-infections in HIV 

epidemic trajectory and positive prevention: a systematic review and meta-
analysis. AIDS. 2011; 25:1559–1573. 

 



89 
 

46. Braitstein P, Justice A, Bangsberg DR, Yip B, Alfonso V, Schechter MT, et al. Hepatitis 
C coinfection is independently associated with decreased adherence to antiretroviral 
therapy in a population-based HIV cohort. AIDS. 2006; 20:323-321. 

 
47. Shuper PA, Joharchi N, Irving H, Fletcher D, Kovacs C, Loutfy M, et al. Differential 

predictors of ART adherence among HIV-monoinfected versus HIV/HCV-coinfected 
individuals. AIDS Care. 2016; 28:954-962. 
 

48. Panel on Antiretroviral Guidelines for Adults and Adolescents. Guidelines for the use of 
antiretroviral agents in HIV-1-infected adults and adolescents. Department of Health and 
Human Services. Available at: 
http://www.aidsinfo.nih.gov/ContentFiles/AdultandAdolescentGL.pdf. Accessed on April 
7, 2016. 
 

49. Revie D, Salahuddin SZ. Human cell types important for hepatitis C virus replication in 
vivo and in vitro: old assertions and current evidence. Virol J. 2011; 8:346. 

 
50. Nunez M, Soriano V, Lopez M, Ballesteros C, Cascajero A, Gonzalez-Lahoz J, et al. 

Coinfection with hepatitis C virus increases lymphocyte apoptosis in HIV-infected 
patients. Clin Infect Dis. 2006: 43(9);1209-1212. 

 
51. Miller MF, Haley C, Koziel MJ, Rawley CF. Impact of hepatitis C virus on immune 

restoration in HIV-infected patients who start highly active antiretroviral therapy: a meta-
analysis. Clin Infect Dis. 2005; 41:713-720. 
 

52. Motta D, Brianese N, Foca E, Nasta P, Maggiolo F, Fabbiani M, et al. Virological 
effectiveness and CD4+ T-cell increase over early and late courses in HIV infected 
patients on antiretroviral therapy: focus on HCV and anchor class received. AIDS Res 
Ther. 2012; 9:18. 

 
53. Tsiara CG, Nikolopoulous GK, Dimou NL, Bagos PG, Saroglou G, Velonakis E, et al. 

Effect of hepatitis C virus on immunological and virological responses in HIV-infected 
patients initiating highly active antiretroviral therapy: a meta-analysis. J Viral Hepat. 
2013; 20:715-725. 
 

54. French AL, Gawel SH, Hershow R, Benning L, Hessol NA, Levine AM, et al. Trends in 
Mortality and Causes of Death among Women with HIV in the US: A Ten-year Study. J 
Acquir Immune Defic Syndr. 2009; 51:399–406. 
 

55. Hessol NA, Kalinowski A, Benning L, Mullen J, Young M, Palella F, et al. Mortality 
among participants in the Multicenter AIDS Cohort Study and the Women's Interagency 
HIV Study. Clin Infect Dis. 2007; 44:287-294. 
 

56. Ironson G, O’Cleirigh C, Kumar M, Kaplan L, Balbin E, Kelsch CB, et al. Psychosocial 
and neurohormonal predictors of HIV disease progression (CD4 Cells and Viral Load): A 
4 Year Prospective Study. AIDS Behav. 2015; 19:1388-1397. 



90 
 

 
57. Rollet-Kurhajec KC, Moodie EMM, Walmsley S, Cooper C, Pick N, Klein MB, et al. 

Hepatic fibrosis progression in HIV-hepatitis C virus co-infection – the effect of sex on 
risk of significant fibrosis measured by aspartate-to-platelet ratio index. PLOS One.  
2015; 10:e0129868. 

 
58. Corsi DJ, Karges W, Thavorn K, Crawley AM, Cooper CL. Influence of female sex on 

hepatitis C virus infection progression and treatment outcomes. Eur J Gastroenterol 
Hepatol. 2016; 28:405-411. 

 
59. Robins JM, Hernan MA, Brumback B. Marginal structural models and causal inference 

in epidemiology. Epidemiology. 2000; 11:550-560. 
 

60. Hernan MA, Brumback B, Robbins JM. Marginal structural models to estimate the causal 
effect of zidovudine on the survival of HIV-positive men. Epidemiology. 2000; 11:561-
570. 
 

61. Cole SR. Hernan MA. Constructing inverse probability weights for marginal structural 
models. Am J Epidemiol. 2008; 168:656-664. 

 
62. Barkan SE, Melnick SL, Preston-Martin S, Weber K, Kalish LA, Miotti P, et al. The 

Women's Interagency HIV Study. Epidemiology. 1998; 9:117-125. 
 

63. Radloff LS. The CES-D Scale: A self-report depression scale for research in the general 
population. Appl Psychol Meas. 1977; 1:385-401. 
 

64. Weissman MM, Sholomskas D, Pottenger M, Prusoff BA, Locke BZ. Assessing 
depression in five psychiatric populations: a validation study. Am J Epidemiol. 1977; 
106:203-214. 
 

65. Tandon SD, Cluxton-Keller F, Leis J, Huynh-Nhu L, Perry DF. A comparison of three 
screening tools to identify perinatal depression among low-income African American 
women. J Affect Disord. 2012; 136:155–162. 

 
66. Ross CE, Wu C. The links between education and health. Am Sociol Rev. 1995; 60:719–

745. 
 

67. Sterling RK, Lissen E, Clumeck N, Correa MC, Montaner J, Sulkowski M, et al. 
Development of a simple noninvasive indext to predict significant fibrosis in patients 
with HIV/HCV coinfection. Hepatology. 2006; 43:1317-1325. 

 
68. Vallet-Pichard A, Mallet V, Nalpas B, Verkarre V, Nalpas A, Dhallui-Venier V, et al. 

FIB-4: an inexpensive and accurate marker of fibrosis in HCV infection. Comparison 
with liver biopsy and fibrotest. Hepatology. 2007; 46:32-36. 

 



91 
 

69. Matta B, Lee TH, Patel K. Use of Non-invasive Testing to Stage Liver Fibrosis in 
Patients with HIV. Curr HIV/AIDS Rep. 2016; 13:279-288. 
 

70. Lesko CR, Edwards JK, Cole SR, Moore RD, Lau B. When to censor? Am J Epidemiol. 
2017; https://doi-org.libproxy.lib.unc.edu/10.1093/aje/kwx281 

 
71. Hernan MA, Robins JM. Estimating causal effects from epidemiological data. J 

Epidemiol Community Health. 2006; 60:578-586.  
 

72. Buchanan AL, Hudgens MG, Cole SR, Lau B, Adimora AA. Worth the weight: using 
inverse probability weighted Cox models in AIDS research. AIDS Res Hum 
Retroviruses. 2014; 30:1170-1177. 
 

73. Cain LE, Cole SR. Inverse probability-of-censoring weights for the correction of time-
varying noncompliance in the effect of randomized highly active antiretroviral therapy on 
incident AIDS or death. Stat Med. 2009; 28:1725-1738.  
 

74. Howe CJ, Cole SR, Westreich DJ, Greenland S, Napravnik S, Eron JJ. Splines for trend 
analysis and continuous confounder control. Epidemiology. 2011; 22:874-875.  
 

75. Hernan MA, Brumback B, Robins JM. Marginal structural models to estimate the joint 
causal effect of nonrandomized treatments. J Am Stat Assoc. 2001; 96:440-448. 
 

76. Kaplan EL, Meier P. Nonparametric estimation from incomplete observations. J Am Stat 
Assoc. 1953; 53(282). 
 

77. Rothman KJ, Greenland S, Lash TL. Modern Epidemiology. Philadelphia, PA:  
Lippincott Williams & Wilkins; 2008. 
 

78. Klein MB, Lalonde RG, Suissa S. The impact of hepatitis C virus coinfection on HIV 
progression before and after highly active antiretroviral therapy. J Acquir Immune Defic 
Syndr. 2003; 33:365-372. 
 

79. Turner J, Bansi L, Gilson R, Gazzard B, Walsh J, Pillay D, Orkin C, et al. The prevalence 
of hepatitis C virus (HCV) infection in HIV-positive individuals in the UK – trends in 
HCV testing and the impact of HCV on HIV treatment outcomes. J Viral Hepat. 2010; 
17:569-577. 
 

80. Stapleton JT, Bennet K, Bosch RJ, Polgreen PM, Swindells. Effect of antiretroviral 
therapy and hepatitis C co-infection on changes in lipid levels in HIV-infected patients 48 
weeks after initiation of therapy. HIV Clin Trials. 2007; 8:429-436. 
 

81. Bacon MC, von Wyl V, Alden C, Sharp G, Robison E, Hessol N, et al. The Women’s 
Interagency HIV Study: an observational cohort brings clinical sciences to the bench. 
Clin Diagn Lab Immunol. 2005; 12:1013–1019. 



92 
 

 
82. Westreich D, Cole SR. Invited commentary: positivity in practice. Am J Epidemiol. 

2010; 171:674-677. 
 

83. Blackard JT, Smeaton L, Hiasa Y, Horiike N, Onji M, Jamieson DJ, et al. Detection of 
hepatitis C virus (HCV) in serum and peripheral-blood mononuclear cells from HCV-
monoinfected and HIV/HCV-coinfected persons. J Infect Dis. 2005; 192:258–265.  
 

84. Laskus T, Radkowski M, Piasek A, Nowicki M, Horban A, Cianciara J, et al. Hepatitis C 
virus in lymphoid cells of patients coinfected with human immunodeficiency virus type 
1: evidence of active replication in monocytes/macrophages and lymphocytes. J Infect 
Dis. 2000; 181:442–448. 
 

85. Division of Viral Hepatitis and National Center for HIV/AIDS, Viral Hepatitis, STD and 
TB Prevention. Hepatitis C FAQs for Health Professionals. Last updated on March 11, 
2016. Accessed from Centers for Disease Control and Prevention on April 7, 2016 
http://www.cdc.gov/hepatitis/hcv/hcvfaq.htm 
 

86. Sulkowski MS, Thomas DL, Chaisson RE, Moore RD. Hepatotoxicity associated with 
antiretroviral therapy in adults infected with human immunodeficiency virus and the role 
of hepatitis C or B virus infection. JAMA. 2000; 283:74–80. 
 

87. Martinez E, Blanco JL, Arnaiz JA, Perez-Cuevas JB, Mocroft A, Cruceta A, et al. 
Hepatotoxicity in HIV-1-infected patients receiving nevirapine-containing antiretroviral 
therapy. AIDS. 2001; 15:1261–1268. 
 

88. Grint D, Peters L, Rockstroh JK, de Wit S, Mitsura VM, Knysz B, et al. Increased 
incidence of antiretroviral drug discontinuation among patients with viremic hepatitis C 
virus coinfection and high hyaluronic acid, a marker of liver fibrosis. AIDS. 2014; 
28:577–587. 
 

89. Ripamonti D, Arici C, Pezzotti P, Maggiolo F, Ravasio L, Suter F. Hepatitis C 
infection increases the risk of the modification of first highly active antiretroviral 
therapy in HIV-infected patients. AIDS. 2004; 18:334-337. 
 

90. Collett D. Modelling Survival Data in Medical Research, 2E. Boca Raton, FL: Chapman 
and Hall/CRC; 2003. 
 

91. Hernán MA, Hernandez-Diaz S, Robins JM. A structural approach to selection 
bias. Epidemiology. 2004; 15:615–625. 
 

92. Howe CJ, Cole SR, Lau B, Napravnik S, Eron JJ. Selection bias due to loss to follow-up 
in cohort studies. Epidemiology. 2016; 27:91-97. 
 



93 
 

93. Hernán MA, VanderWeele TJ. Compound treatments and transportability of causal 
inference. Epidemiology. 2011; 22:368-377. 
 

94. Yehia BR, Schranz AJ, Umscheid CA, Lo Re V 3rd. The treatment cascade for chronic 
hepatitis C virus infection in the United States: a systematic review and meta-analysis. 
PLoS One. 2014; 9:e101554.  
 

95. Roblin DW, Smith BD, Weinbaum CM, Sabin M. Hepatitis C virus screening practices 
and prevalence in a managed care organization. Am J Managed Care. 2011; 17:548–555. 
 

96. Southern WN, Drainoni ML, Smith BD, Christiansen CL, McKee D, Gifford AL, et al. 
Hepatitis C testing practices and prevalence in a high-risk urban ambulatory care setting. 
J Viral Hepat. 2011; 18:474–481. 
 

97. Volk ML, Tocco R, Saini S, Lok AS. Public health impact of antiviral therapy for 
hepatitis C in the United States. Hepatology. 2009; 50:1750–1755. 
 

98. Barua S, Greenwald R, Grebely J, Dore GJ, Swan T, Taylor LE. Restrictions for 
Medicaid reimbursement of sofosbuvir for the treatment of hepatitis C virus infection in 
the United States. Ann Intern Med. 2015; 163:215–223.  
 

99. Canary LA, Klevens RM, Holmberg SD. Limited access to new hepatitis C virus 
treatment under state Medicaid programs. Ann Intern Med. 2015; 163:226–228. 
 

100. Fialho R, Pereira M, Rusted J, Whale R. Depression in HIV and HCV co-infected 
patients: a systematic review and meta-analysis. Psychol Health Med. 2017; 22:1089-
1104. 
 

101. Cook JA, Grey D, Burke J, Cohen MH, Gurtman AC, Richardson JL, et al. Depression 
and AIDS-related mortality among a multisite cohort of HIV-positive women. Am J 
Public Health. 2004; 94:1133-1140. 
 

102. VanderWeele TJ. On the distinction between interaction and effect modification. 
Epidemiology. 2009; 20:863-871. 
 

103. VanderWeele TJ, Knol MJ. A tutorial on interaction. Epidemiol Methods. 2014; 3:33-72. 
 

104. Glesby MJ, Hoover DR. Survivor treatment selection bias in observational studies: 
examples from the AIDS literature. Ann Intern Med. 1996; 124:999–1005. 
 

105. Kallman J, O'Neil MM, Larive B, Boparai N, Calabrese L, Younossi ZM. Fatigue and 
health-related quality of life (HRQL) in chronic hepatitis C virus infection. Dig Dis Sci. 
2007; 52:2531–2539. 
 



94 
 

106. Lang CA, Conrad S, Garrett L, Battistutta D, Cooksley WG, Dunne MP, Macdonald GA. 
Symptom prevalence and clustering of symptoms in people living with chronic hepatitis 
C infection. J Pain Symptom Manage. 2006; 31:335–344.  

 
107. Basseri B, Yamini D, Chee G, Enayati PD, Tran T, Poordad F. Comorbidities associated 

with the increasing burden of hepatitis C infection. Liver Int. 2010; 30:1012–1018. 
 

108. Younossi ZM, Stepanova M, Feld J, Zeuzem S, Sulkowski M, Foster GR, et al. 
Sofosbuvir and velpatasvir combination improves patient-reported outcomes for patients 
with HCV infection, without or with compensated or decompensated cirrhosis. Clin 
Gastroenterol Hepatol. 2017;15:421-430.  
 

109. Younossi ZM, Stepanova M, Marcellin P, Afdhal N, Kowdley KV, Zeuzem S, et al. 
Treatment with ledipasvir and sofosbuvir improves patient-reported outcomes: Results 
from the ION-1, -2, and -3 clinical trials. Hepatology. 2015; 61:1798-1808. 

 
 


