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3. Methods 4. Results

Data was used from 13 European and North American cohorts contributing to the 20,464 patients had a CD4:CD8 ratio measured at 5 years after ART start and were included in the analysis.
Antiretroviral Therapy Cohort Collaboration (ART-CC). The median (inter-quartile range) CD4:CD8 ratio measured at 5 years after start of ART was 0.61 (0.40, 0.89) — figure 1.

1. Background

Patients with advanced HIV disease have low CD4:CD8 ratio which improves
with effective ART.

* Increases in the ratio appear largely due to increased CD4 cells. e Adult patients (over 16 years old) were followed up for cause-specific mortality from 5 * Median (IQR) follow-up was 4.4 (2.0, 7.5) years.
« A persistent expansion of CD8 cells limits further normalization of the ratio years after start of ART. * During 98,438 person-years 902 (4%) of these patients died. The rate of death (95% Cl) was 9.2 (8.6, 9.8) per 1000 years.
even after 5 years of treatment. * Baseline measurement of CD4 and CD8 counts were taken as the nearest to 5 years after ¢ At 5 years, only 3,740 (18%) patients had CD4:CD8 >1
e Alow (inverted) CD4:CD8 ratio is associated with mortality in the elderly non- start of ART within a +/- 3 month window. * Cause of death was available for 63% of patients.
HIV positive population. e Cox models were used to estimate the hazard ratio (HR) for subsequent all-cause, AIDS- * The 5 year ratio (IQR) was 0.41 (0.23, 0.72) in patients who died, and 0.23 (0.09, 0.41) and 0.45 (0.27, 0.77) in those who
«  The CD4:CDS ratio has been suggested as a biomarker for HIV-related immune related, and non-AIDS related (excluding unnatural deaths) mortality — competing risks died from AIDS and non-AlIDS related causes, respectively.
senescence. were not used for this. * Table 2 shows that CD4:CD8 ratio was associated with all-cause mortality in all patients, but this association was

completely attenuated by adjustment for CD4 count in those with low, but not medium, CD4 count.

In patients with CD4 =350 cells/mm?3 low CD4:CD8 was associated with both non-AIDS and AIDS-related deaths. However,
the confidence intervals were wide.

In patients with high CD4 (=500 cells/mm?3) the adjusted all-cause mortality HR (95% Cl) for CD4:CD8 >0.5 (v. <0.5) was
0.63(0.48, 0.83).

 We compared patients with a CD4:CD8 ratio 0.5 versus <0.5 stratified by CD4 count
<350, =350, and =500 cells/mm?3.

 Three models were fitted, each stratified by cohort: unadjusted; adjusted for CD4; and
additionally adjusted for sex, age, IDU transmission group, AIDS and viral suppression at
5 years.

* Causes of death were ascertained using the CoDe procedure.

2. Aim

To investigate the association of the CD4:CD8 ratio with cause-specific
mortality in long term ART patients followed up for more than 5 years.

5. Conclusions
Figure 1: Median CD4, CD8 and CD4:CDS8 ratio by years after ART start * In the majority of patients on long-term ART, CD4:CD8 ratio was not normalised.
 Low CD4:CD8 ratio was associated with all-cause mortality.
900 0.65 |« Further analyses are warranted with more complete causes of death and larger numbers of patients
to investigate whether CD4:CD8 ratio may be useful for monitoring patients.
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Table 1: Characteristics of
patients 5 years after start of ART

Patient characteristics
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*Adjusted for CD4, Sex, Age, IDU, AIDS, Viral suppression
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