HAART Is Associated With a Lower Level Of Hepatic Necroinflamatory Activity In HIV-HCV Coinfected
Patients With CD4 > 350 at the time of liver biopsy.
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Characterstics of liver biopsy

«After the introduction of HAART the importance of liver-related mortality in HIV-HCV coinfected

patients has increased. Statistical analysis:

- We performed multivariate regression analysis to assess the association of use of HAART at

«In our study we have found that use of HAART appear to significantly decrease liver
necroinflammatory activity in HIV/HCV coinfected patients with CD4 T cell count >350 cells/pL .
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Steatosis
o 3(25)

«Sustained virological response to anti-HCV treatment can prevent fibrosis progression, decrease
end-stage liver disease and increase survival. Unfortunatel¥, only a minority of patients can be
appropriately selected for treatment and the overall rates of sustained virological response are
relatively low in HIV-HCV coinfected patients.

-Seweral cohorts have suggested that immune recovery after HAART can attenuate liver fibrosis
and necroinflammatory activity. However, it is not known if an earlier initiation of HAART with CD4

the moment of biopsy and high liver necroinflammatory activity (Scheuer” score = 3).

- We included in the model the following possible confounding independent variables: sex, age,
alcohol abuse (daily consumption of any amount of alcohol.), HCV genotype (1 or 4 vs. other
genotypes), serum HCV RNA lewels at liver biopsy (< or > 800,000 IU/mL), Nadir CD4 (cells
W/L), CD4 cell counts at the time of liver biopsy (cells p/L), low HIV viral load ( < 400

Grade of fibrosis
(Scheuer System)

62(52.1)

27(2.7)

23(19.3)

4.4

Patients (N)

o 88 88 3

1

Yes

No

« HAART might be beneficial through the inhibition of HIV replication in the liver. Two recent
studies have suggested that HIV can directly cause liver damage (1, 2). In addition, Lin and
colleagues have shown that exposure to the gp120 protein promoted HCV replication (3).

copies/mL), ALT lewels (IU/L), advanced fibrosis (Scheuer” score = 3) and presence of any 0 207

cell counts abowve the current recommended threshold in antiretroviral naive patients could be i
i grade of steatosis.

beneficial in HIV-HCV coinfected patients.

Necroinflamatory activity( F >3) «Surprisingly, in our study suppression of HIV replication below 400 copies/mL was not
associated with a lower level of necroinflamatory activitiy. Since we have evaluated only one viral
6 (58) load at the time of liver biopsy this result should be taken with caution.

Necroinflamatory activity

Grade of 1 18(15.1)
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«Although maintaining a higher count of CD4 cells could slow down liver fibrosis progression, it is
also possible that drug-induced steatosis, the immune reconstitution syndrome and drug-related
hepatotoxicity secondary to HAART might be detrimental for fibrosis progression.

«Another possible beneficial mechanism of HAART upon liver histology could be by decreasing
the level of proinflammatory cytokines in HIV/HCV coinfected patients (4).

Patients (N)

o B8 &8 8 8

Yes No «Steatosis was not associated with liver necroinflammatory activity in the multivariate model
X . i i . i - srece D) I probably because steatosis was also highly associated with advanced fibrosis.
To try to evaluate the impact of HAART in the liver damage of HIV-HCV coinfected patients with Median (IQR) N (%) oo oo Advanced Fibrosis (F3-F4)
relatively preserved immune status we have performed a detailed study of liver histology of Male sex 93 (78.2)
patients who had liver biopsies performed when CD4 cell counts were higher than 350 cells/ /uL . =
Caucasian race 119 (100) COI"IC'USIO“S
Age (yr) 38 (35-41) Factors associated with Necroinflamatory activity23
M ate I'Ia|S & M OdS I Weight (Kg) B EE5) *Use of HAART was associated with lower levels of Necroinflamatory Activity .
Duration of HCV infection (yrs) 20 (15-22) ) . . ) ) X
- - *Necroinflamatory Activity was strongly associated with higher fibrosis scores.
AIDS diagnosis 8047.6) Th I hat HAART might d h C HIV/HCV fected
*These results suggest that might decrease hepatitis C activity in coinfecte
-Patients: Current alcohol abuse 29 (244) patients with > 350 CD4.
- Inclusion criteria were: 1) HCV infection diagnosed by a positive serum HCV RNA PCR; 2) ALT (UL) 87 (54-131)
CD4 cell count above 350 cells/pL at the timerf;)f liver biopsy. . HCV viral load >800000 cp/mL 58 (48.7)
- Exclusion criteria: positive hepatitis B surface antigen, prior anti-HCV therapy, unknown
date of HCV infection (defined as the date of first transfusion or the first year of injecting drug LEVAC=noty peyION i) Refe re n ces
use)_, obviou.s.r]oncompliance wit_h_antiretroviral_ therap_y, nonassessable liver biopsy sample CD4 cells/uL (Nadir) 210 (113-336)
and impossibility to collect the clinical or analytical variables. CD4 cells/uL (at liver biopsy) 549 (456-675)
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° N biopsy) fibrogenesis: Implications for hepatic fibrosis in H\V/HCV co-infection. 58th Annual Meeting of the A merican
- A single pathologist (A.C.) blinded to all clinical results evaluated all slides. - Association for the Study of Liver Diseases (AASLD). Boston,2-6 Noviembre. Abstrast LB3.
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*Of the 26 patients not receiving HAART at the time of biopsy, 19
were antiretroviral naive and seven had interrupted HAART for a
median of 106.3 (27.1 — 122.1) weeks before the liver biopsy.




