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Dear Editor

PENTA guidelines currently recommend monitoring CD4 T cell counts every 3-4 months in all children and young people with HIV [1]. The clinical utility of monitoring CD4 this frequently in the context of fully suppressed HIV viral load (VL) has been questioned [2-4]. When available, VL is the most useful correlate of adherence and/or combination antiretroviral therapy failure (CART). Two published paediatric studies in South Africa and Asia suggest there is a low risk of CD4 decline in virally suppressed children [2,3]. Whilst transient drops in CD4 count do occur in virally suppressed patients, they rarely contribute to clinical decision making [4,5].

Great Ormond Street Hospital in London, UK has one of the largest cohorts of HIV positive children and young people in the U.K.  We were therefore well placed to assess the safety of reduced CD4 count monitoring in children with fully suppressed VL. To that end, we carried out a retrospective analysis of this single-centre cohort using electronic notes and results of all current HIV patients in 2017. Patients were included if they had any period of >12 months of sustained undetectable HIV VL (<50copies/ml). Periods of viral rebound (VL>50 copies/ml) were not included.  The primary outcomes were persistent CD4 decline below the PENTA-defined cut-off for urgent CART (<3 years <1000 cells/mcl, 3-5 years <750 cells/mcl, >5 years <350 cells/mcl). Secondary endpoints included: transient falls in CD4 counts and cotrimoxazole prescriptions. 

Fifty six out of 75 patients were included (53% male). The majority (96%) had perinatally acquired HIV. The median age was 9 years and 2 months. A total of 1377 paired measurements were obtained (equating to 402 patient years).  No patients had progressive CD4 decline or required cotrimoxazole during periods of viral suppression. Cox proportional hazards regression (R software) showed initial baseline CD4 Z-score to be predictive of a low CD4 count (p<0.001). After excluding the first 12 months of data this effect disappeared, therefore indicating that CD4 counts recovered, then remained stable after the first twelve months of viral suppression. After this period of count recovery, only 4% of 1125 paired measurements showed a transient CD4 drop- 100% of which showed spontaneous recovery (Fig. 1). During full VL suppression on CART, no clinically significant fall in CD4 count occurred. Neither opportunistic infections or disease progression were observed.

Our results indicate that it is safe to reduce the frequency of CD4 count monitoring while on suppressive CART, after a 12 month period of CD4 count recovery, to once per year (and during times of detectable viraemia). 

We suggest that the future PENTA guidelines take this data into account and recommend less frequent CD4 monitoring in virally suppressed children and young people.
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Fig.1. Summary of all CD4 counts over time. Each patient is indicated by a coloured line, with grey horizontal lines indicating the three age-dependent study defined cut-offs for low CD4. Period of ‘CD4 count recovery’ illustrated by upward trend of individual patients.
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