Incidence of CD4/CD8 ratio normalization and i1ts role In the onset of non-AlDS related events.
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1. INTRODUCTION

3. RESULTS

Life expectancy of patients with HIV infection receiving combined antiretroviral therapy
(CART) is similar but not equal to that of uninfected subjects [1]. Actually, the main factor Factors associated with normalization CD4/CDS8 ratio as a predictor of clinical progression
influencing the prognosis of patients with HIV infection is the onset of non-AlDS-defining
events (NADE) as: liver diseases, cardiovascular events, renal impairment, cancers, etc [2]. Our analysis included 3,236 (81.4%) out of 3,973 :
These events have been related either to the life-style of patients, as intravenous drug use or subjects who reached viral suppression after CART gggezggfaf eyg ;{;;rgfa[lj'gtri iicgﬁgna C‘iﬁ;/ gf 8 rr:ggio‘;'w 7;;66 2 Over a total of 14,926 PYFU, 93 subjects died and 278
smoking, or to the continuous state of immune activation that is not fully controlled by cART start, and who had a CD4/CD8 ratio <=0.8. ver 100 PYFU (95%C] 5.7-6.9) g PP : experienced a serious non-AlDS event.
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[3-7]. Indeed, immune-reconstitution after therapy (CART) is often either quantitatively or

qualitatively incomplete, and after almost 30 years of HIV infection, CD4 count remains the

Table 2. Normalization analysis Table 4. Incidence rate of clinical progression

most important predictive factor of clinical progression concerning HIV-AIDS, but not of Table 1. General characteristics of the study population stratified by current CD4/CD8 ratio.
immune-activation and of non-ADEs [8]. Since non-ADEs are becoming more common, there 1-year 2-year 5-year
IS an urgent need for surrogate markers that could be widely used in clinical practice. In Male gender, n(%) 2471 76.4 Probability of CD4/CD8 4.4 11.5 29.4 Incidence rate per
patients without HIV infection, a CD4/CD8 ratio <1 has been related to immune-senescence Age, median (IQR) 39 34-46 normalization 95%Cl (3.7-5.2)] 95%Cl (10.2-13.0)] 95%Cl (26.7-32.4) CD4/CDa8 ratio 100 PYFU 95%Cl
and to all cause mortality [9-11]. ltalian nationality, n(%) 2858 88 3 Median time to normalization: 10.1 years (95%CI 8.6- not calculable > ;823045 ézli Ejg:gi
n naive HIV-infected patients with a CD4 count >200 cells/uL, a low CD4 percentage and a Mode of HIV transmission, n(%) >0.45 20/ 1.7-2.3
ow CD4/CD8 ratio before starting cART were predictive of the risk of clinical progression Heterosexual contacts 1339 41.4 Table 3. Factors associated with CD4/CD8 ratio>=1
12] MOreOver, N patientS treated with cART and with undetectable HlVRNA, CD4/CDS8 ratio Homosexual contacts 1031 31.9 Multivariable Poisson regression model
was independently associated with T-cell activation [13] and with markers of age-associated VDU 669 20.7 Table 5. Multivariable Poisson regression models estimating the
disease as carotid intima-media thickness (IMT), arterial stiffness, estimated glomerular Other/unknown 157 .1 ARR  95%Cl P association between clinical progression and
filtration rate, muscle wasting and sarcopenia [14]. Aim of the present study was to evaluate HlVhistory -~ | Age (per 10 yrs older) 087 078 038 0.017 i) current CDA4 cell count in the Model 1 |
in the patients of the Icona cohort the probability of reaching a CD4/CD8 ratio >=1 after Years of infection, median (IQR) 2.6 0.7-7.4 Madi ofHIvltranimltssmn o ii) current CD4 cell count and current CD4/CD8 in the Model 2
starting cART and its possible protective role against the onset of serious non-AIDS related Log;o HIV-RNA pre cART, median (IQR) 4.80  4.25-5.25 Hig;ﬁiﬂ;ignﬁ;; 075 058 098 0.034 e Y T HETAGH =
events (NADE) or death for any cause. Nadir cd4 cell/mmc, median (IQR) 223 101-317 VDU 072 047 110 0129 Current CDA count
CDC C stage, n(%) >392 18.3 Other/unknown 0.58 034 100 0.049 (per 100 cell/mmc higher) 0.94  0.890.99 0.013
2. PATIENTS & METHODS l Baseline CD4, cell/mmc, median (IQR) 378  249-518 Nadir CD4 <=200 cells/mmc vs >200 0.72 056 0094 0.014 Model 2 AIC=4239 ARR* 95% Cl P
Months to reach viral suppression, median Current CD4 count
The Icona Foundation Study is a cohort of HIV-infected patients which superseded the (IQR) 5.4 2.9-12.3 CD4/CD8 ratio at baseline (per 0.10 higher) 1.74 1.63 1.85 0.000 (per 100 cell/mmc higher) 0.94  0.890.99 0.013
original I.Co.N.A. (Italian Cohort of Antiretroviral-Naive Patients) study, recruiting HIV positive HCV Ab, n(%) Couple of NRTIs in the current regimen Current CD4/CD8 T-cell ratio
patients when still ART-naive regardless of the reason. Clinical, therapeutical, laboratory and Positive 717 22.2 :j]::;tf . ~0.45 1.00
| . . . Negative 1913 £9 1 C 1.00 0.62 161 0.989 0.30-0.45 099  0.73 1.34 0.934
iImmuno-virological parameters are measured, on average, every 4 months. All patients Unkmown 06 127 3bc+3tc 078 051 119 0.246 <0.30 164 120 2.24 0.002
signed consent forms to participate in the Ilcona Foundation Study, locally in each of the HBs Ag, n(%) ' azt+3tc 0.70 0.48 1.00 0.051
participating clinical sites. Inclusion criteria for this specific study were: 1) starting a cART Posit’ive 147 44 d4t+3tc 0.72 041 128 0.261 *Both models were adjusted for gender, mode of HIV transmission,
regimen (at least three drugs) from ART-naive after the 1st January 1997 2) reaching 3 Negative 5431 75 1 d41}+ddi 0.31 0.11 0.87 0.027 white race, and the following variables measured at baseline: age, HCV
confirmed HIV-RNA<80 copies/mL; 3) CD4/ CD8 ratio at undetectability <=0.8. Unknown 663 0.5 f)'f;\*eitc 833 8;2 (1)22 ggij co-infection, CDC C stage and log,, HIV-RNA.
We conducted two analysis: a) to establish the probability of CD4/CD8 normalization and to CD4/CD8 ratio at baseline, median (IQR) 039  0.26-055 | | : | ' ' ' The model 2 including current CD4 e current ratio CD4/CD8
determine factors associated to this event and b) to establish whether normalization of Also adjusted for gender, years from first anti-HIV test, months to 4 with thg del 1 includ I ¢ oD4
CD4/CD8 might be related with the clinical progression defined as the occurrence of serious viral suppression, HCV Ab and HBs Ag status, CDC C stage, log10 \%?2 ggfgﬁﬁr:ee:nwed ime rrg\?ede - ;Qgtﬂhgifa?ki,gﬁz;?maﬁ o
non-AlIDS related events (hADE) or death for any causes. HIV-RNA before cART start, calendar year of cART start, type of criterion (AIC) reducedp oV more than 4 (empiric rule from
Factors associated with normalization current antiretroviral regimen (2NRTIs+NNRTI, 2NRTI+PIb, etc...). Burnham and Anderson) y P
End-point was the normalization of the ratio defined by two consecutive value of |
CD4/CD8>=1. Follow-up was censored if the subject lost the HIV-RNA undetectability (first of
. . . . 4. DISCUSSION

two consecutive HIV-RNA>80 copies/mL) or the subject died or was lost to follow-up. Kaplan ICONA Foundation Study Group
Meier method was used to estimate the probability of normalization. The incidence rate of |5 conclusion, a minority of patients who start cART reaches a CD4/CD8 ratio=1. Younger BOARD OF DIRECTORS
normalization was calculated dividing the number of events over the total number of person patients, those with a higher CD4/CD8 ratio at time of viral suppression and those starting M Moroni (Chair), M Andreoni, G Angarano, A Antinori, A d’ Arminio Monforte, F Castelli, R Cauda, G
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year of follow-up (PYFU). Multivariable Poisson regression model was used to analyze cAR
factors independently associated with normalization. Fixed covariates were: gender, age,
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