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e Children with HIV-1 RNA <400 copies per ml at 24 weeks were twice as likely to suppress

Figure 3: Percentage of children with VL <400 c/ml , : .
at 40/48 weeks compared to those who had failed virologically at 24 weeks (RR 1.99,

Figure 1: Flow diagram of children enrolled in CHER trial included in analyses

* Background: There are few data on virological and immunological outcomes in infants starting early
ART in sub-Saharan Africa.

e Methods: Infants aged 6-12 weeks with CD4% >25%(Part A, n=411) and CD4<25% (Part B, n=40)
enrolled in the CHER trial commenced LPV/r, zidovudine, lamivudine either immediately or upon
clinical/immunological progression. Virological response was defined as HIV RNA <400 copies/ml and
immunological response as CD4% increase >10% from pre-ART level, at 24 and 40 (or 48 if missing at
40) weeks after ART initiation. The association between selected factors including age at initiation and
response was assessed, ignoring randomized arm, using logistic regression.

* Results: By end April 2009, 386 children had started ART and had data for >1 outcome. Median age at
initiation was 8.4 IQR 7.1 to 11.2) weeks (79% treated by 12 weeks), weight-for-age z-score -0.8 (-1.6 to
0.0) and CD4% 32% (24 to 38%).

HIV-1 RNA was <400 copies/ml in 71% of children at 24 weeks after initiation and 77% at 40/48 weeks.
Eight percent rebounded to >400copies/ml at 40/48 weeks after suppression at 24 weeks. Virological

* The associations between baseline age, CD4%, CD4 count, HIV-1 RNA, weight-for-age z-score, TB* and
gender with virological and immunological response were examined (Table 2)

* We also assessed whether the following factors were predictive of virological success at 40/48 weeks:
CD4% value and change in CD4 percentage from baseline level at 24 and 40/48 weeks, and virological
response at 24 weeks (Table 3)

e All analyses were done ignoring randomized Arm

Risk ratios were estimated using a modified Poisson regression approach for analysing binary outcome
data*

* Sensitivity analyses were done to include those missing HIV-1 RNA samples at the pre-defined time
points due to death or loss to follow-up, who were assumed to have failed virologically

I Definition of baseline TB: A child was considered to have baseline TB if diagnosed with active TB before
ART initiation but had not completed anti-tuberculosis treatment or if they were diagnosed within 1
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1.53-2.58; p-value<0.001)

» There was also an association between increase in CD4% at 40/48 weeks (from baseline
level) and virological suppression at 40/48 weeks (RR per 5% increase in CD4% 1.06,
1.02-1.10; p=0.005)

* CD4% value at 40/48 weeks had only a weak predictive effect (RR per 5% 1.04, 1.00-1.08;
p=0.05)

Conclusions

e Virological response was satisfactory in this large cohort of infants initiating lopinavir-
based ART in South Africa, and similar to rates reported in infants from well-resourced
settings

response was not associated with age at initiation (OR at 24 weeks 1.04 per 4 weeks increase, 95% CI month of ART initiation. Anti TB treatment included Rifampicin * 5 lost to follow-up * Younger age at initiation was not associated with improved response but most started

0.95 to 1.14, p=0.39), CD4%, weight-for-age z-score, HIV-1 RNA or gender. However, only 5/15 (33%) . . . . _ . o . . * 8 in follow up not on L TB ART in the first few months of life
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achieved HIV RNA <400 copies/ml at 24 weeks compared to 241/334 (72%) of the remaining children =~ 2004 159: 702-06 i NoTB 1B cilag'nOISFd.lbefore or around the time of ART Initiation was linked to short-term
virological failure

(OR 0.17, 0.06 to 0.55, p=0.003); the effect of baseline TB weakened slightly by 40/48 weeks (OR 0.32,
0.10 to 0.99, p=0.05). Median change in CD4% from pre-ART level was similar at 24 weeks (7%, IQR 1%
to 13%) and 40/48 weeks (7%, -1% to 13%); corresponding proportions with CD4% increase >10% were
33% and 32%, respectively. CD4% increase >10% was more likely with lower CD4% at initiation, this
being the only predictor of immunological response at both time-points.

» Conclusions: Virological response was satisfactory in this large cohort of infants initiating LPV/r-
based ART, and similar to rates in infants from well-resourced settings. Younger age at initiation was

e Of 451 children enrolled between July 2005 and March 2008, 387 started ART by end of April 2009 and
had data for >1 outcomes so were included in the main analyses (Figure 1 and Table 1)
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Table 2: Associations between selected baseline factors and virological and immunological
response at 24 and 40/48 weeks

e Virological suppression by 24 weeks and greater increase in CD4% from baseline level
at 40/48 weeks were the only determinants of virological suppression at week 40/48

* As expected, CD4% increase >10% was more likely with lower CD4% at initiation, this
being the only predictor of immunological response at both time-points

 We plan to relate suppression to adherence collected during the trial and to evaluate
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the first month of starting ART
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1.08 (0.91-1.29)
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0.92 (0.57-1.48)
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PI- based ART in infants e 71% (246/349, 95% CI 65-75%) achieved HIV-1 RNA was <400 copies/mlin at 24 weeks after ART initiation
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Definitions of outcomes e When assuming those missing HIV-1 RNA samples due to death or loss to follow-up had failed 80
virologically, the proportion with HIV-1 RNA <400 copies/ml was 65% and 68% at 24 and 40/48 weeks,
e Virological response was defined as HIV-1 RNA <400 copies per ml respectively
° 1) 1 1 ] ] . . - _
 Immunological response was defined as an increase in CD4% of >10% from baseline level when Only 5/15 (33%) with active TB and on concur?e.nt B ’Fherapy achieved HIV RNA <400 (fOpl@S/ ml_at 24 Table_ 3: Virological r‘_’sp°"_~°'e at 40/ 48 weeks ) ]
starting ART weeks compared to 241/334 (72%) of the remaining children (RR 0.47, 95% CI 0.23-0.96; p-value=0.04) 60 Predictive effect of virological and immunological factors after baseline
(Table 2) (<)
O . .
e At both 24 and 40/48 weeks, virological response was not associated with gender, age, CD4%, weight- S Risk Ratl.o
e 2 o c (95% confidence interval)
o 40 HIV-1 RNA <400 copies/ml at 24 weeks 1.99 (1.53-2.58) p<0.001
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(Part A and B, n=451), irrespective of randomised Arm. e A CD4% increase >10% from baseline level occurred in 33% (95% CI 28 to 38%) and 32% (95% CI 27 to (D4% at 24 weeks, per 5% 0.99 (0.94-1.03) p=0.56
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11?2“;11 1a ’i’ytf)r when aeveloping clinical/immunofogical progression. Data were analysed lrom time e Median change in CD4% from baseline level was similar at 24 weeks (7%, IQR 1 to 13%) and 40/48 [ <8 12 to 23
0 Hitiation. weeks (7%, IQR -1 to 13%) Change in CD4% from baseline at 24 weeks, per 5% increase 0.99 (0.94-1.03)* | p=0.56
e Specimens were stored for viral load and resistance testing while CD4 sampling (absolute count and _ !
percentage) was obtained in real time 0 B 8 to 11 >=24 Change in CD4% from baseline at 40/48 weeks, per 5% increase | 1.06 (1.02-1.10) p=0.005

o Viral load was performed on stored specimens 24 and 40 (or 48 if missing at 40) weeks post ART
Initiation using the Standard Roche Amplicor monitor assay version 1.5 RNA

* Included in the main analyses were children who started ART and had data available for > 1 virological
and immunological outcomes

Week 24 Week 40/48

* Change in CD4% from baseline at 24 weeks had a predictive effect if the change in CD4% at
40/48 weeks was not adjusted for (RR per 5% increase 1.05, 95% CI 1.01-1.08; p=0.009)
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