
AIDS presenters and
advanced not-naïve



Background

• Despite significant progress in the management of HIV infection over 
recent decades, advanced HIV disease (AHD) remains a relevant public 
health issue, contributing substantially to morbidity and mortality among 
people with HIV (PWH)

• AHD is defined as:
• CD4 T-cell count < 200 cells/mm³

and/or

• the presence of an AIDS-defining event (ADE)

Ford et al. NEJM 2024



Background

In the European Region, more than half of HIV diagnoses have a CD4 cell 
count < 350 cells/mm3, including almost a third of cases with advanced HIV 
infection (CD4 cell count < 200/mm3) at the time of diagnosis

HIV/AIDS surveillance in Europe 2024 – 2023 data (ECDC/WHO)
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Background

• AHD is generally perceived as related to a delayed presentation to care. 
Nevertheless, data from resource-limited settings suggests its growing 
prevalence among ART-experienced PWH, raising an emerging issue in the 
HIV continuum of care

• Data comparing the clinical/epidemiological profiles and outcomes of 
PLWH with AHD who present late to care versus those who are ART-
experienced are scarce

Ford et al. NEJM 2024



Burden of AHD in ART-experienced PWH



• Among 338 hospitalized PWH in Kenya and 411 in Congo (DRC), 83.7% and 97.3% were admitted 
with AHD (defined as CD4 <200 cells/μL or World Health Organization stage 3/4 illness)

• Among inpatients with AHD, the majority (64.7% and 78.2%) were ART-experienced at admission

• Many hospitalized patients were in clinical, immunological, or virological failure

• Kenya: 80.5% clinical (WHO stage 3/4), 45.8% immunological, 63.2% virological

• DRC: 97.0% clinical, 53.4% immunological, 62.0% virological



A retrospective analysis of all inpatients admitted to a large 
HIV unit (in UK) presenting with the following AIDS-defining 
infections: cryptococcal meningitis, cerebral toxoplasmosis or 
Pneumocystis jirovecii pneumonia between 1 January 2005 
and 31 December 2010



• Study population: all PWH enrolled in the ICONA cohort who started ART between January 1st, 
2004, and July 31st, 2024 with a pre-treatment CD4 count ≥ 200 cells/mm3 and no prior AIDS-
defining events (ADE)

• The data of the whole cohort were used to estimate the incidence of AHD (defined as a CD4 cell 
count < 200 cells/mm3 or an ADE, regardless of CD4 count, occurring more than three months 
after ART initiation)

• To address the second aim of identifying time-varying factors associated with the risk of AHD, a 
nested-case control study within the identified cohort was performed. AHD cases were matched 
1:2 to controls by CD4 nadir, age, and ART duration.



• 9,972 PWH without AHD at ART initiation included in the analysis
• Over a five-year median follow-up, 429 individuals (4.3%) 

developed AHD at least three months after starting ART:
• 111 (26%) ADE: non-Hodgkin lymphoma (22.5%), Kaposi’s 

sarcoma (19.8%), tuberculosis (18.9%), esophageal 
candidiasis (10.8%), and atypical mycobacterial disease (4.5%)

• 318 (74%) CD4 decline < 200 cells/mm3

The probability of progression to
AHD increased rapidly within the
first year and then increased
linearly over follow-up

50% lower risk of developing
AHD among participants who
started ART more recently



• Cisgender female sex

• Lower education

• Unemployment

• HIV acquisition via injection drug use

• History of prolonged (>18 months) disengagement from care

• Suboptimal virologic control (defined as either failure to achieve virologic suppression 
since ART initiation or incomplete virologic suppression within the prior year)

• Multi-tablet ART regimen (MTR)

Factors associated with the risk of AHD

In the nested case-control study, 424 of the 429 participants who
developed AHD were matched with 844 controls, resulting in total of
1,268 PWH



Mortality in ART-experienced 
PWH with AHD

By ten years, mortality risk was significantly higher
among participants with AHD compared to those
who were free from AHD with the highest excess
risk in the first two years after AHD diagnosis



Comparison between AHD-naïve e AHD-experienced PWH



• Retrospective cohort study at a tertiary care referral center 
located in Mexico City, Mexico (January 2015–December 
2022) including individuals aged ≥18 years hospitalized for AHD-
related complications

• Study population

• treatment- naive individuals  those with AHD who have never taken ART

• treatment-discontinuing individuals   those with a history of ART 
initiation and loss to follow-up with ART discontinuation for >6 months













• ART-experienced individuals who develop AHD are more likely to exhibit 
signs of social disadvantage compared to those who do not progress. 
Specifically, these individuals are more likely to have a history of injecting 
drug use, smoking and a lower socio-economic status (unemployment and 
lower levels of education)

• Risk of progression to AHD is higher in women

• Suboptimal virologic control and prolonged disengagement from care
play a key role in the development of AHD

Conclusions (I)



• Higher mortality in ART-experienced PWH with AHD compared to ART-
naïve PWH

• Mechanisms underlying this mortality gap are currently unknown
• socio-demographic factors?

• viro-immunologic factors?

Conclusions (II)

A prior study by Thomadakis et al. (AJE 2023) reported
a slower CD4 T cell recovery upon ART reinitiation
after a period of discontinuation, suggesting that ART
interruption may be associated with an alteration of
the immune system homeostasis, potentially leading
to increased morbidity/mortality


