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Estimates of model parameters

Introduction Results

IL-7 administration in HIV-infected patients leads to an

Description of the model

Increase of T cells (Y. Levy et al, JCI 2009, 119: 997).
However, the relative contribution of production, proliferation

We developed a 2 compartment mathematical model
comprising the quiescent (Ki67-) and the proliferating (Ki67+)

A dose-dependent increase of CD4 T cell counts was
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and survival to this increase has not been quantified. CD4+ T cells. The reversion rate (p) could be approximated by Constant production rate 3.18 12.0
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data Model for CD4+Ki67- (non proliferating) and L e — e * dose 20 0.122 0.140
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| (according to the AIC statistical criteria: the best model having P IL-7 treatment but the decrease was not dose-dependent (from .063 d-1
Data came from a dose-escalation study of glycosylated IL-7 the lowest AIC value). The effect of IL-7 could not be checked (triangle: P '

(CYT107, 1 dose/week for 3 weeks) in HIV-infected patients
with CD4+ T cell count between 101 and 400 cells/uL and
plasma HIV RNA< 50 cp/mL while on ART (Levy et al. ICAAC
2009, abs H-1230a). Eight patients were randomized to
CYT107 and two to placebo at each dose level (10, 20 and 30
ug/kg/week) and were followed until week 52.
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on more than two parameters at the same time with the
available data.

Two models are presented.:

- Model 1: Effect of IL-7 on proliferation rate only (parameter
m)

- Model 2: Effect of IL-7 on proliferation and loss rates
(parameters © and pq)
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to .047, p<.01).

Conclusmn

This analysis of CD4 T cell dynamics under IL-7 therapy suggests that
IL-7 exerts a transient and strong effect on peripheral T cell proliferation
and also a significant improvement in cell survival as found in another
phase | study (Thiébaut et al., CROI 2010, abs 389).

Future studies are designed to provide additional information (e.g.
naive cells, recent thymic emigrant) in order to evaluate the effects of
IL-7 on T cell production rates.



