Dear Sirs

We are writing to restate PENTA’s position on recommended thresholds for initiating
antiretroviral therapy in children, following the recent publication of updated WHO
guidance (1). PENTA continues to recommend that paediatricians in Europe use the
thresholds in the 2009 PENTA guideline for use of ART in children (2), and sees no
conflict between this and the updated WHO guidance. The PENTA guideline
thresholds may also be appropriate for middle-income countries outside Europe.

Both the PENTA 2009 and WHO 2010 guidelines recommend starting ART in all
infants below 12 months, all children with significant symptoms (WHO stage 3 or 4),
and in asymptomatic children from age 5 years onwards at the same CD4 thresholds
as adults, ie 350 cells/mm”.

For asymptomatic children between ages 1 and 5 years, PENTA 2009 and previous
WHO 2008 guidance recommended starting ART according to CD4 count in 2
identical age bands (12 to 36 and 36 to 59 months), albeit at different CD4 levels.

The new WHO guidance extends the recommendation for universal treatment from 12
months to 24 months, as well as using lower CD4 thresholds from age 2 to 5 years in
a single age band (see table 1 below).

Both PENTA 2009 and WHO 2010 guidelines considered the same body of evidence,
and several experts took part in the drafting of both sets of recommendations. The
universal treatment of infants is based on evidence from the CHER study (3), children
over 5 are treated at adult thresholds in both guidelines, based on comparisons
between the HPPMCS child cohort and CASCADE adult seroconverter cohort. The
recommendations for children aged between 2 and 5 are based on cohort data, largely
from the HPPMCS study (4, 5).

The new recommendations in the WHO guidance for children between age 1 and 5
are based on programmatic considerations, in particular the ability to closely monitor
a child clinically and by repeat CD4 count measurement if they are not started on
ART. Such monitoring is available in Europe, and in many settings outside Europe. It
is also noted that the evidence basis for these recommendations is weak or very weak,
and that studies expected to publish results soon may shed more light on the subject.
We endorse WHO’s recommendation to treat early where the ability to provide
monitoring is limited, as well as the call for more research to provide RCT evidence
for treatment initiation thresholds after infancy. We continue to recommend PENTA
2009 guidance as appropriate for European and other settings with the facility to
monitor closely children in whom treatment is deferred.
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Table 1.
PENTA 2009 WHO 2010
Clinical 0 -11 months Treat all Treat all 0-23 months
Immunological
Virological
Clinical 12 — 35 months Treat if CDC Stage B or Treat if WHO Stage 3 or 4 24-59 months

Immunological

C/WHO Stage 3 or 4
Treat < 25% or < 1000
cells/pl

Virological Consider treatment if viral
load >10° copies/mL
Clinical 36 — 59 months Treat if CDC Stage B or

Immunological

C/WHO Stage 3 or 4
Treat < 20% oder < 500
cells/pl

Treat <25% or <750 cells/pl

No virological threshold

Virological Consider treatment if viral
load >10° copies/mL
Clinical 5 years + Treat CDC Stage B or Treat WHO Stage 3 or 4 5years +

Immunological

Virological

C/WHO Stage 3 or 4
Treat < 350 cells/pl
Consider treatment if viral
load >10° copies/mL

Treat < 350 cells/pl

Please send comments to: L.harper @ ctu.mrc.ac.uk




