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BACKGROUND

Services of Infectious Diseases?, Pathology?, Clinical Biostatistics®, and Liver-Gastroenterology*. Hospital Ramon y Cajal. Madrid. Spain.

RESULTS Baseline HIV features and HAART

- There is controversy on predictors of histological
severity and the role of HAART on the fibrosis

progression rate (FPR) in HIV/HCV co-infection.

METHODS

 Prospective, non-randomized study of 323
consecutive, HBVsA( (-), caucasic, HCV-treatment
naive, HIV-infected patients with chronic hepatitis
C undergoing liver biopsy (LB) between January
1998-May 2007.

Objectives
1. To describe histological findings and to assess,
using univariate and multivariate regression

analyses, baseline predictors of histological severity
(F=3).

2. To assess, using univariate and multivariate
regression analyses, baseline factors influencing
FPR (cutoff >0.1) in 302 subjects with known date
of HCV infection acquisition (93% of the
population) .

Baseline HCV features

Age (years; mean + SD) 4045
Male Sex (n, %) 241 (75%)
Prior IVDU (n,%) 280 (87%)
Prior AIDS (n%) 100 (31%)
Baseline CD4 count (cells/ml; median, range) 484 (1-1512)
Nadir CD4 count (cells/ml; median, range) 177 (2-888)
- Prior counts <200 cells/ml (n,%) 188 (58%0)
Baseline HIV-load (logy copies/ml; median, range) 1.7 (1.7-5.7)
VL <1,7logso copies (n, %) 207 (64%)
At liver biopsy
No HAART 44 (14%)
HAART 279 (86%)
Pl-based (n,%) 112 (35%)
NNRTI (n,%) 111 (34%)
3 NRTI (n,%) 43 (13%)
2 NRTI (n,%) 7(2%)
Mixed families (n,%) 6 (2%)
Prior HAART history
No HAART 37 (11%)
HAART 286 (89%)
Only Pl-based (n,%) 90 (28%)
Only NNRTI (n,%) 31 (10%)

Both PI&NNRTI (n,%)

Median exposure to drugs (months, range)
PI
NNRTI

165 (51%)

Time of HCV infection (years; median, range) 20(3-31)
HCV genotype (n.%9)
-lord 254 (80%)
-20r3 69 (20%)
Liver biopsy results
-HA (median, range) 6(0-12)
-Fibrosis scoring (median, range and (n,%6) 2(04)
-0 29(9%)
-1 121 (38%)
-2 61 (19%)
-3 69 (219
-4 43(13%)
HCV-RNA (logy, IWml; median, range) 6,0 (2.0-6.85)
->800,000 IU/ml (59%)
AST (U1l; median, range) 56 (12-909)
ALT (U; median, range) 75 (11-578)
GGT (UNl; median, range) 141 (12-2076)
-GGT>100 Ul 201 (629
Alkaline phosphatase(U!l; median, range) 100 (36-4388)
Albumin (g/dl; median, range) 45(2,6:6,0)
Prothrombin activity (% median, range) 94 (44-126)
Platelet count (cells/mi; median, range) 163x10° (13,2-431)

Univariate and multivariate analyses of factors associated to
FPR >0.1 units/year*

POLntsy  FPIOluntsy P

(=128, 42%) (=174, 58%
Prior IVDU (n%) 1189299 159 (91%9 080
Tine of HCV (years, mean+SD) 20+4,6 19450 009
HAART-reive (%9 17 (9199 149 (8679 012
Months on PI (mear+SD) 05 225 017
NNRTI exposure (n,%9 80(62,5%) 106 (61%) 078
Months on NNRTI (reant+SD) 12+14 17+2 04
GGT >100 U (n% 90 (70%) 9 (5™ 0.02*
Pl exposure (n% 108 (84%9 129 (74%) 0.032*
CDA at LB (odlls/m; mear+SD) 4794275 540+280 003*
OR 9%5%Cl
Exposure to Pl 181 10313359  0.039*
GGT >100 Ul 1743 10702838  0.026*

** |n patients with known date of HCV acquisition (n=302)

Univariate analysis of factors associated to Severe Fibrosis (F>3)

Seefibrceis NnSaeeRbrosis P

34 (1-108)
18 (1-92)
Comparative analysis of baseline features
according to Pl exposure
Pl exposure  No-Pl exposure P
(=237, 78%) (=65, 22%)
Age (years; mean+SD) 40+47 39+48 0.03*
Mele sex (n.%9) 178 (75%) 48 (74%) 083
Prior AIDS (n.%) 85 (36%) 9 (14%) 0.001*
CD4 count at LB (cell/m; mean+SD) 520 +291 494 +232 0.86
-Nadir CD4 count (cells/ml; mean+SD) 175+144 301 +174 0.0001*
-Prior counts < 200 cells/ml (n,%) 156 (66%) 17 (26%) 0.0001*
HCV-RNA level>800,0001U/m (nog 108 (56%) 33(62%) 043
Years of HCV infection (mean+SD) 19+5 19+47 0.48

(=112, 399 (=210, 6949
A (ears mean) 41444 BH2 006
Prior MDU(n%) 102,(91%9 17889 Q0oL
Tine of HOV (years, mearSD) 446 1950 0m
Pl eqosure (v AB 161 (4 oun
Mortrs P! (reansD) 4% M5 0074
N\RTI eqoosure (0% (eI (2%] 127 (64 080
Morths onNNRTT (rearSD) 12415 16t21 047
GGT>100WA (1% 81724 120624 Q007
Prior CD4 courts<200cells/ 4667 149 0037
M a LB(@lgm; meart ) 4DH273 524283 000
Additional factors associated to severe fibrosis at LB: prothrombin activity
(p=0.0001%), albumin (p=0.0001%*), bilirubin (p=0.0001*), AST (p=0.0001%*),
ALT (p=0.03*), GGT (p=0.021*), alkaline phosphatase (p=0.0001*), and
platelet count (p=0.001*)
HCV-genotype and HCV-RNA levels were not significantly associated to severe
fibrosis
Multivariate regression analysis of factors associated
to Severe Fibrosis (F>3)
OR 95% CI P

Age (years) 1075  1.022-1.131  0.005*

Prior IVDU 2316 1.037-5.170 0.04*

GGT>100 U/l 2057  1232-3436  0.006*

Baseline CD4 counts 0.999 0.998-1 0.004*

CONCLUSIONS
1. In our HIV/HCV-cohort, LB showed severe fibrosis (F>3) in 34% of
subjects.

2. Older age, prior IVDU and, at LB, GGT values >100 U/l and/or lower
CD4 counts predicted severe fibrosis.

3. Neither exposure to or time on PI/NNRTI significantly affected
histological severity, but Pl exposure and GGT values at LB >100 U/I
were associated to a higher fibrosis progression rate.

4. In patients with PI exposure, there was a significantly higher
frequency of factors predicting histological severity, such as older age,
prior severe immunosuppression, and AIDS diagnosis.
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