Project Brief: Virologic failure in South African Children

Full Title of Study/Programme

A description and comparison of four treatment modalities in
children failing highly active antiretroviral therapy (HAART) in
South Africa

Technical Focus Area/Key
Words

Children and adolescents failing ART, options for management

Rationale

In practice it is difficult for the clinician to know what the optimal
treatment is for children who are failing their HAART regimen,
particularly if there are ongoing adherence problems, toxicity
concerns, or limited future HAART options available. Recent data
from the US compared clinical, virological and immunological
outcomes at 12 months in children with virological failure
managed using 1 of 4 treatment options: 1) continued with their
most recent failing HAART regimen; 2) switched to a new HAART
regimen; 3) switched to a non HAART regimen (1, 2 or 3 NRTI’s or
any other ARV’s not defined as HAART); or 4) stopped all ARVs.
Findings showed that immunological and virological outcomes
were worse at 12 months follow-up for those who completely
stopped ARVs compared to the other groups. Data from the leDEA
Southern Africa cohort would contribute to this body of evidence.

Primary Objectives

Objective 1:

To describe and compare the clinical, immunological, virological
and adverse event outcomes in children failing HAART (defined as
at least 3 ARV’s from at least 2 classes) after at least 6 months of
treatment, who continue with one of four following treatment
options:

1) Continuing with their current HAART regimen, including those in
which 1 ARV drug was added/substituted.

2) Switching to a new HAART regimen, defined by the use of at
least 2 new ARVs from at least 2 different classes.

3) Switching to a non-HAART regimen for example containing one
(eg. 3TC/FTC monotherapy) two (partial treatment interruption) or
3 NRTI’s; Pl monotherapy; or any other ARV’s not defined as
HAART.

4) Discontinuing all ARV’s (treatment interruption).

Secondary Objectives

* Describe genotypic resistance results in each group if available.

* Inchildren who were restarted on a new therapeutic regimen
after treatment options 1-4, describe and compare outcomes
after switch in each group.

Primary Endpoint/Outcome

Outcome measures of Interest:
*  Clinical
- Change in weight-for-age and height-for-age z-scores. New
WHO stage 3 or 4 events (ie. opportunistic infections).
- Switch to new therapeutic regimen.
- Death.
- Loss to follow up.




*  Immunological

- Change in absolute CD4 count and percentage.
* Virological

- Change in VL.

Secondary Endpoint/Outcome

Resistance testing
* New genotypic resistance mutations if available.

Study Design

Retrospective observational descriptive and comparative study

Study arms

Children with virologic failure managed with the following

strategies:

1) Continuing with their current HAART regimen, including those
in which 1 ARV drug was added/substituted.

2) Switching to a new HAART regimen, defined by the use of at
least 2 new ARVs from at least 2 different classes.

3) Switching to a non-HAART regimen for example containing one
(eg. 3TC/FTC monotherapy) two (partial treatment
interruption) or 3 NRTI’s; PI monotherapy; or any other ARV’s
not defined as HAART.

4) Discontinuing all ARV’s (treatment interruption).

Study population

Children and adolescents included in the South Africa leDEA
database

Study sample size

Depends on number of children included

Follow up/duration

Data base closure July 31 2014

Study/Programme sites

South African sites contributing data to leDEA

Study/Programme duration

January 2004-June 2021
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