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1.1.1.1. BackgroundBackgroundBackgroundBackground

Hepatitis C (HCV) treatment in HIVHepatitis C (HCV) treatment in HIVHepatitis C (HCV) treatment in HIVHepatitis C (HCV) treatment in HIV----HCV coHCV coHCV coHCV co----infected patients is important in reducing infected patients is important in reducing infected patients is important in reducing infected patients is important in reducing 

morbidity and mortality. morbidity and mortality. morbidity and mortality. morbidity and mortality. HCV treatment includes HCV treatment includes HCV treatment includes HCV treatment includes pegylatedpegylatedpegylatedpegylated interferon (PEGinterferon (PEGinterferon (PEGinterferon (PEG----IFN) or a IFN) or a IFN) or a IFN) or a 

combination of PEG IFN and combination of PEG IFN and combination of PEG IFN and combination of PEG IFN and ribavirinribavirinribavirinribavirin (RBV). This combination is associated with a (RBV). This combination is associated with a (RBV). This combination is associated with a (RBV). This combination is associated with a 

drop in CD4 cell counts.drop in CD4 cell counts.drop in CD4 cell counts.drop in CD4 cell counts.

Aim: To study the impact of PEGAim: To study the impact of PEGAim: To study the impact of PEGAim: To study the impact of PEG----IFN+RBV on CD4 cell counts during IFN+RBV on CD4 cell counts during IFN+RBV on CD4 cell counts during IFN+RBV on CD4 cell counts during treatment in treatment in treatment in treatment in 

HCV/HIV coHCV/HIV coHCV/HIV coHCV/HIV co----infectedinfectedinfectedinfected patients. patients. patients. patients. 

3. Results3. Results3. Results3. Results

HCV coHCV coHCV coHCV co----infectioninfectioninfectioninfection

•7035 patients were included.7035 patients were included.7035 patients were included.7035 patients were included.

•5068 (72%) tested positive for HCV antibodies 5068 (72%) tested positive for HCV antibodies 5068 (72%) tested positive for HCV antibodies 5068 (72%) tested positive for HCV antibodies 

•860 (12%) patients had a positive HCV RNA test result, 860 (12%) patients had a positive HCV RNA test result, 860 (12%) patients had a positive HCV RNA test result, 860 (12%) patients had a positive HCV RNA test result, 

•1107(16%) patients had a positive HCV test result without a spec1107(16%) patients had a positive HCV test result without a spec1107(16%) patients had a positive HCV test result without a spec1107(16%) patients had a positive HCV test result without a specification of anti ification of anti ification of anti ification of anti 

bodies or RNA. bodies or RNA. bodies or RNA. bodies or RNA. 

•780 patients initiated HCV treatment, 49 (6%) PEG780 patients initiated HCV treatment, 49 (6%) PEG780 patients initiated HCV treatment, 49 (6%) PEG780 patients initiated HCV treatment, 49 (6%) PEG----IFN IFN IFN IFN monotherapymonotherapymonotherapymonotherapy and 731 patients and 731 patients and 731 patients and 731 patients 

a combination of PEGa combination of PEGa combination of PEGa combination of PEG----IFN+RBV (94%) .IFN+RBV (94%) .IFN+RBV (94%) .IFN+RBV (94%) .

Follow up and progressionFollow up and progressionFollow up and progressionFollow up and progression

•7035 HCV7035 HCV7035 HCV7035 HCV----HIV coHIV coHIV coHIV co----infected patients contributed infected patients contributed infected patients contributed infected patients contributed 511,154 511,154 511,154 511,154 personpersonpersonperson----months months months months 

•The median follow up was The median follow up was The median follow up was The median follow up was 72 months (IQR: 3972 months (IQR: 3972 months (IQR: 3972 months (IQR: 39----106). 106). 106). 106). 

•2609 (37%) progressed to AIDS and 707 (10%) to death. 2609 (37%) progressed to AIDS and 707 (10%) to death. 2609 (37%) progressed to AIDS and 707 (10%) to death. 2609 (37%) progressed to AIDS and 707 (10%) to death. 

Median CD4 cell count at PEGMedian CD4 cell count at PEGMedian CD4 cell count at PEGMedian CD4 cell count at PEG----IFN+RBV treatment initiation:IFN+RBV treatment initiation:IFN+RBV treatment initiation:IFN+RBV treatment initiation:

•189 CD4 cells/189 CD4 cells/189 CD4 cells/189 CD4 cells/µµµµl (IQR: 155l (IQR: 155l (IQR: 155l (IQR: 155----220) in the 220) in the 220) in the 220) in the ≤≤≤≤250 group (n=161)250 group (n=161)250 group (n=161)250 group (n=161)

•446 CD4 cells/446 CD4 cells/446 CD4 cells/446 CD4 cells/µµµµl (IQR: 350l (IQR: 350l (IQR: 350l (IQR: 350----582) in the >250 group (n=570). 582) in the >250 group (n=570). 582) in the >250 group (n=570). 582) in the >250 group (n=570). 

Conclusions:Conclusions:Conclusions:Conclusions:Absolute CD4 cell counts sharply declined during the first 12 weAbsolute CD4 cell counts sharply declined during the first 12 weAbsolute CD4 cell counts sharply declined during the first 12 weAbsolute CD4 cell counts sharply declined during the first 12 weeks of PEGeks of PEGeks of PEGeks of PEG----

IFN+RBV treatment. This decline was stronger among patients who IFN+RBV treatment. This decline was stronger among patients who IFN+RBV treatment. This decline was stronger among patients who IFN+RBV treatment. This decline was stronger among patients who initiated treatment with initiated treatment with initiated treatment with initiated treatment with 

low CD4 cell counts. The frequency of AIDS events during treatmelow CD4 cell counts. The frequency of AIDS events during treatmelow CD4 cell counts. The frequency of AIDS events during treatmelow CD4 cell counts. The frequency of AIDS events during treatment and post treatment nt and post treatment nt and post treatment nt and post treatment 

deaths was higher in this group compared to patients who initiatdeaths was higher in this group compared to patients who initiatdeaths was higher in this group compared to patients who initiatdeaths was higher in this group compared to patients who initiated PEGed PEGed PEGed PEG----IFN+RBV with higher IFN+RBV with higher IFN+RBV with higher IFN+RBV with higher 

CD4 cell counts and only a small proportion of these patients reCD4 cell counts and only a small proportion of these patients reCD4 cell counts and only a small proportion of these patients reCD4 cell counts and only a small proportion of these patients received prophylaxis for OI. ceived prophylaxis for OI. ceived prophylaxis for OI. ceived prophylaxis for OI. 

3. Results continued3. Results continued3. Results continued3. Results continued

Results from the random effects model show a significant declineResults from the random effects model show a significant declineResults from the random effects model show a significant declineResults from the random effects model show a significant decline in absolute CD4 cells in the in absolute CD4 cells in the in absolute CD4 cells in the in absolute CD4 cells in the 

first 12 weeks (p<0.0001, figure 1).   first 12 weeks (p<0.0001, figure 1).   first 12 weeks (p<0.0001, figure 1).   first 12 weeks (p<0.0001, figure 1).   

Decline in CD4 cell counts in these 12 weeks was:Decline in CD4 cell counts in these 12 weeks was:Decline in CD4 cell counts in these 12 weeks was:Decline in CD4 cell counts in these 12 weeks was:

97 97 97 97 cells/µl (95% CI: 60(95% CI: 60(95% CI: 60(95% CI: 60----132) in the 132) in the 132) in the 132) in the ≤≤≤≤250 group250 group250 group250 group

142 142 142 142 cells/µl (120(120(120(120----156) in the >250 group156) in the >250 group156) in the >250 group156) in the >250 group

The decline did not continue between week 12 and 24 and CD4 cellThe decline did not continue between week 12 and 24 and CD4 cellThe decline did not continue between week 12 and 24 and CD4 cellThe decline did not continue between week 12 and 24 and CD4 cells counts became stable s counts became stable s counts became stable s counts became stable 

after week 24.after week 24.after week 24.after week 24.

Progression to AIDS and deathProgression to AIDS and deathProgression to AIDS and deathProgression to AIDS and death

• 29 patients developed AIDS 29 patients developed AIDS 29 patients developed AIDS 29 patients developed AIDS duringduringduringduring PEGPEGPEGPEG----IFN+RBV treatment: IFN+RBV treatment: IFN+RBV treatment: IFN+RBV treatment: 

• 13 (8%) in the 13 (8%) in the 13 (8%) in the 13 (8%) in the ≤≤≤≤250 group 250 group 250 group 250 group 

• 16 (2.8%) in the >250 group (p<0.001). 16 (2.8%) in the >250 group (p<0.001). 16 (2.8%) in the >250 group (p<0.001). 16 (2.8%) in the >250 group (p<0.001). 

• 10 patients (6%) in the 10 patients (6%) in the 10 patients (6%) in the 10 patients (6%) in the ≤≤≤≤250 group and 21 patients (4%) in the >250 group died 250 group and 21 patients (4%) in the >250 group died 250 group and 21 patients (4%) in the >250 group died 250 group and 21 patients (4%) in the >250 group died afterafterafterafter

PEGPEGPEGPEG----IFN+RBV discontinuation (p=0.08), IFN+RBV discontinuation (p=0.08), IFN+RBV discontinuation (p=0.08), IFN+RBV discontinuation (p=0.08), 

3 and 4 deaths being liver3 and 4 deaths being liver3 and 4 deaths being liver3 and 4 deaths being liver----related, respectively. related, respectively. related, respectively. related, respectively. 

3% of the 3% of the 3% of the 3% of the ≤≤≤≤250 and 4% of the >250 group, used prophylaxis for OI during PEG250 and 4% of the >250 group, used prophylaxis for OI during PEG250 and 4% of the >250 group, used prophylaxis for OI during PEG250 and 4% of the >250 group, used prophylaxis for OI during PEG----IFN+RBV IFN+RBV IFN+RBV IFN+RBV 

treatment.treatment.treatment.treatment.

2. Methods 2. Methods 2. Methods 2. Methods 

Population: Population: Population: Population: ---- from 13 cohorts participating in COHERE European Networkfrom 13 cohorts participating in COHERE European Networkfrom 13 cohorts participating in COHERE European Networkfrom 13 cohorts participating in COHERE European Network

---- aged >16 years at HIV diagnosis aged >16 years at HIV diagnosis aged >16 years at HIV diagnosis aged >16 years at HIV diagnosis 

---- enrolled after January 1996enrolled after January 1996enrolled after January 1996enrolled after January 1996

---- positive HCV antibody or RNA test result after enrolment. positive HCV antibody or RNA test result after enrolment. positive HCV antibody or RNA test result after enrolment. positive HCV antibody or RNA test result after enrolment. 

Statistical methods:Statistical methods:Statistical methods:Statistical methods:

.    PEG.    PEG.    PEG.    PEG----IFN+RBV treated patients were stratified according to CD4 cell cIFN+RBV treated patients were stratified according to CD4 cell cIFN+RBV treated patients were stratified according to CD4 cell cIFN+RBV treated patients were stratified according to CD4 cell count at ount at ount at ount at 

treatment initiation: treatment initiation: treatment initiation: treatment initiation: ≤≤≤≤250 250 250 250 vsvsvsvs >250 CD4 cells/>250 CD4 cells/>250 CD4 cells/>250 CD4 cells/ulululul. . . . 

- CD4 cell trajectories during treatment were piecewise modeled wiCD4 cell trajectories during treatment were piecewise modeled wiCD4 cell trajectories during treatment were piecewise modeled wiCD4 cell trajectories during treatment were piecewise modeled within a random thin a random thin a random thin a random 

effects model, time was included in weeks from treatment initiateffects model, time was included in weeks from treatment initiateffects model, time was included in weeks from treatment initiateffects model, time was included in weeks from treatment initiation. slopes were ion. slopes were ion. slopes were ion. slopes were 

allowed to change at treatment initiation, 12 and 24 weeks afterallowed to change at treatment initiation, 12 and 24 weeks afterallowed to change at treatment initiation, 12 and 24 weeks afterallowed to change at treatment initiation, 12 and 24 weeks after treatment initiation. treatment initiation. treatment initiation. treatment initiation. 

- Patients were censored after 52 weeks, death, loss to followPatients were censored after 52 weeks, death, loss to followPatients were censored after 52 weeks, death, loss to followPatients were censored after 52 weeks, death, loss to follow----up or 31 December up or 31 December up or 31 December up or 31 December 

2009. Analyses were adjusted for nadir CD4, age, gender, risk gr2009. Analyses were adjusted for nadir CD4, age, gender, risk gr2009. Analyses were adjusted for nadir CD4, age, gender, risk gr2009. Analyses were adjusted for nadir CD4, age, gender, risk group, region and oup, region and oup, region and oup, region and 

combination antiretroviral therapy (combination antiretroviral therapy (combination antiretroviral therapy (combination antiretroviral therapy (cARTcARTcARTcART) use.) use.) use.) use.

- Differences in the number of AIDS cases and deaths were tested uDifferences in the number of AIDS cases and deaths were tested uDifferences in the number of AIDS cases and deaths were tested uDifferences in the number of AIDS cases and deaths were tested using Chi squaresing Chi squaresing Chi squaresing Chi square
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Table 1: Demographic and clinical characteristics of HCV coTable 1: Demographic and clinical characteristics of HCV coTable 1: Demographic and clinical characteristics of HCV coTable 1: Demographic and clinical characteristics of HCV co----infected infected infected infected 

patients at baselinepatients at baselinepatients at baselinepatients at baseline

Figure 1. :  Changes in CD4 cell counts after PEGFigure 1. :  Changes in CD4 cell counts after PEGFigure 1. :  Changes in CD4 cell counts after PEGFigure 1. :  Changes in CD4 cell counts after PEG----IFN+RBV treatment initiation, piecewise IFN+RBV treatment initiation, piecewise IFN+RBV treatment initiation, piecewise IFN+RBV treatment initiation, piecewise 

modeled using a random effects model.modeled using a random effects model.modeled using a random effects model.modeled using a random effects model.

weeks from start IFN

C
D

4
 c

e
ll 

c
o

u
n

t 
(x

1
0

6
/l
)

0 10 20 30 40 50

0
2

0
0

4
0

0
6

0
0

CD4 count in HIV/HCV infected patients receiving (PEG)IFN+RBV.
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