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In patients with HCV-related chronic hepatitis (CHC), female gender has been reported as  
a protective factor of liver fibrosis progression. High levels of estrogens (as observed 
during pregnancy) have been associated to decreased inflammatory activity in HCV-pos 
women.  Overall, men  with CHC  are  twice as likely as their female counterparts to  
progress  to fibrosis . However, there is some evidence that  in post-menopausal women 
the rate of liver progression increases, suggesting a causative role of estrogens. Specific 
data  in HIV/HCV coinfected population are lacking. 
 
 The aim of our study was to evaluate the effect of age (for women proxy of menopausal 
status), on liver disease progression in a large HIV/HCV population.  

 
 
All patients (pts) enrolled in the ICONA Foundation study with at least 1 HCVAb+ test 
available were included. Predictors of liver fibrosis  (FIB-4>3.25) at baseline (first HCVab+ 
test available) were identified by logistic regression (gender; age, risk factor for HIV 
HBsAg, HCV genotype, CD4, baseline HIV RNA, years from HIV diagnosis, calendar year 
of enrollment). The effect of aging was examined by comparing Fib4 trends before and 
after the age of 50 years in women and men, using a two-piecewise random coefficient 
model. Patients who underwent HCV treatment were excluded. 

 
Differently from what reported for HCV mono-infected female population, fibrosis 
progression in HIV/HCV females seems to be a quite linear phenomenon similar to what 
observed in the male counterpart. This finding suggests the pathogenic relevance of 
potential pathways to inflammatory process other than estrogens deprivation in 
HIV/HCV co-infected women.  
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^ chisqaure test 
° Wilcoxon test  

 
Table 1. Baseline characteristics according to the presence of liver fibrosis 

Table 3. Analysis of FIB4 trends in female (a) and male (b) according to age group 
 

Two different two-piecewise random coefficient models were used to compare 
Fib4 trends before and after the age of 50 years in women and men.  
 
In women, FIB4 increased by 0.24/10 years before 50 years and by 0.19/10 years 
after 50 years. The trend did not significantly differ before and after the 50th year 
of age (estimate -0.05, p=.4488).  
Likewise, in the male population, FIB4 increased by 0.15/10 years and 0.18/10 
years before and after the 50th year of age respectively,. Again, no change in 
trend was  observed.  

Table 2. Predictive factors of FIB4>3.25 in HCV pos patients: results from logistic 
regression model  

Data from 2833 pts were examined: 739 (26%) women, median age 36 y (IQR 33-40), 6 
years from HIV diagnosis (IQR 1-11), median CD4/µl 410 (IQR 221-600). Overall, 15.4% 
showed liver fibrosis at baseline, with a significantly lower proportion in females, when 
compared to men (18% vs. 27%, p=<.0001) (Table 1).  

• In the ICONA dataset hormonal markers are not routinely collected, so we could not 
directly measure the real impact of estrogen deprivation on liver damage. 
 

• The small number of  FIB4 determinations in the elderly population, especially in 
women, might have limited the power to detect a difference in  the FIb4 trend.    

However, after adjusting for potential confounders, the protective 
role of female gender on fibrosis was not confirmed (female AOR 
0.78, 95%CI 0.58-1.06). Older age (AOR 1.96, 95%CI 1.61-2.4, +10 
years), HBsAg+ (AOR 2.35, 95%CI 1.56-3.54), IDU (AOR 1.81, 95%CI 
1.24-2.62) and CD4 count (AOR 0.89, 95%CI 0.85-0.94, +100 cells/µl) 
were predictors of fibrosis at baseline (Table 2) 

In order to study the effect of aging on progression to fibrosis in the HIV/HCV co-
infected population, 45498 FIB-4 measurements were analyzed.  
 
Figure 1 shows the mean values of Fib4 according to age by decade in the male 
and female population.  
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