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Background:

Scheduled treatment interruptions (STIs) aim to diminish costs and side-effects of HAART. When treatment is stopped,
HIV rebounds and CD4 cell counts tend to fall. The pattern of CD4 decline has not been well investigated. Current
knowledge comes from small, often retrospective, studies enrolling highly selected subjects, and lacking uniform protocols
for measuring CD4 counts, and for re-starting treatment. In order to improve our understanding of the CD4 cell count
during STI, we pooled the results of three similar prospective studies and analysed in detail the kinetics of the CD4 cell
count following treatment interruption.

Methods:

Data presented originate in three different prospective trials (2 completed and one ongoing):
e SSITT-1 (N =78, Arch Intern Med. 2003; 163:1220)

e SSITT-2 (N =17, AIDS 2003 ;17: 1487-92)

« Staccato (N=102, ongoing, see AIDS 2003; 17:F33-7)

These trials used uniform monitoring of CD4 counts at 0, 4, 8, 12, and 24 weeks, and relatively uniform criteria for starting
therapy again (a fall in CD4 count to <350 CD4 cells, or excessive rebounds of the viral load with signs and symptoms
compatible with the acute retroviral syndrome), and therefore provide a consistent database for measuring the decline in
CD4 counts during STls in 197 patients. We analyzed the rate of CD4 cell count decline in 3 groups of patients according
to the duration of the treatment interruption.

Results:
1. Patients with short STIs tend to start STlIs with low CD4 counts, and show steep decline in CD4 from wk 0 to 4
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2. In long (> 24 weeks) STls, CD4 counts fall rapidly during the
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We considered the possibility that CD4 count might start to
fall even before viral load rises, but did not find any evidence
for this hypothesis:

27 patients had a VL<1000 at week 4. Of these 27, 10 had
a VL<1000 at wk 8, and 17 had a VL > 1000 at wk 8. Does
the CD4 change between week 0 and 4 differ significantly
between the 10 and the 17? Answer is no.
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Conclusions. In patients with long (224 wks) STls,
1. The higher the CD4 count at the start of the ST, the steeper the decline during the first four weeks.
2. CD4 counts decline by 30 cells per week (median) during the first 4 weeks of STI, and by 3 cells (median) per week during the

next 20 weeks. Appropriate monitoring would include a measure of CDA4 cells at the start of STls, after 4 weeks, and every 8 to
12 weeks thereafter

3. These findings raise interesting theoretical questions regarding CD4 homeostasis.



