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The size and composition of the T lymphocyte compartment is subject to strict homeostatic regulation and is remarkably stable throughout life in spite of variable dynamics in
cell production and death during T cell development and immune responses. Homeostasis is achieved by careful orchestration of lymphocyte survival and cell division. New T
cells are generated from the thymus and the number of peripheral T cells is regulated by
controlling survival and proliferation. How these processes combine is however very complex. Thymic output increases in the first year of life and then decreases but is crucial for
establishing repertoire diversity. Proliferation of new naive T cells plays a crucial role for
maintaining numbers but at a potential cost to TCR repertoire diversity. A mechanistic twocompartment model of T cell homeostasis is described here that includes specific terms
for thymic output, cell proliferation, and cell death of both resting and dividing cells. The
model successfully predicts the homeostatic set point for T cells in adults and identifies
variables that determine the total number of T cells. It also accurately predicts T cell numbers in children in early life despite rapid changes in thymic output and growth over this
period.
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INTRODUCTION
The naive T cell compartment in humans is generated early in
development by the thymus and then maintained throughout life
by continued export from the thymus and cell division in the
periphery. In adult humans, the naive T cell compartment is comprised of roughly 1011 cells circulating between the blood and the
peripheral lymphoid organs. It is estimated to comprise at least
108 different T cell receptor specificities (1) providing a broad
spectrum of protection in a diverse pathogen environment. The
size and composition (T cell receptor diversity) of the naive T cell
compartment are subject to strict homeostatic regulation and are
remarkably stable throughout adult life despite changing rates of
cell production and death during T cell development and immune
responses (2, 3). Homeostasis is achieved by control of lymphocyte survival and cell division. Naive T cell survival and peripheral
cell division depends on access to the cytokine IL7 (4–7) and TCR
signals (8, 9) through contact with self-peptide MHC (spMHC)
on dendritic cells (10). In lymphoreplete mice, naive T cells are
largely non-cycling (11) whereas homeostatic cell division plays an
important role in maintaining naive T cell homeostasis in humans,
where cell division is evident in the naive pool (12, 13).
In children, homeostatic control of the T cell compartment may
be affected by both the growth of the child with the accompanying increased blood volume (14) and changes in thymic output,
which increases to a maximum over the first year of life and then
declines to reach an approximately steady level by the age of about
20 years (15). As a result, the CD4 naive T cell count (cells/µl) in
children declines over the first 10–20 years of life whereas the total
number of naive CD4 cells increases as the child grows (Figure 1).
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This raises important questions about whether the homeostatic
mechanisms themselves change during early life or whether the
numbers of naive CD4 T cells observed are determined only by
the changes in thymic output and growth.
To date, our understanding of the processes controlling survival and proliferation of T cells has been largely qualitative and
detailed quantitative knowledge of how homeostatic responses
result in the observed equilibrium of the T cell pool with a given
size and composition is lacking. Here, a two-compartment mathematical model of homeostasis is presented incorporating specific
terms for thymic export into the naive CD4 compartment, rates
of entry into cell division and death (survival) rates for both
the resting and dividing cell compartments. In this sense, the
model can be considered as mechanistic in comparison to empirical or descriptive models where the parameters have no direct
biological meaning. The results illustrate the importance of T
cell dynamics for the maintenance of constant naive CD4 T cell
numbers in adults and the growth of the T cell compartment in
children.

MATERIALS AND METHODS
A MODEL OF NAIVE T CELL HOMEOSTASIS

T cell homeostasis can be described using a two-compartment
model of resting and dividing cells with input from the thymus
into the resting compartment as shown in Figure 2 (16, 17). In
this model we will consider only naive CD4 T cells assuming no
antigenic stimulation and maturation of naive to memory cells.
The same model could in principle also be applied to memory
cells and CD8 T cells.
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FIGURE 1 | Changes in naive CD4 T cell concentration and total whole body numbers with age. Taken from Bains et al. (14).

FIGURE 2 | Scheme for two-compartment model of homeostasis.

This model can be expressed mathematically using two coupled
ordinary non-linear differential equations:

An appropriate form for the rate of entry into cell cycle λ is (19)
λ = λ0 exp [−N (t )/ε ]

dX
= θ + 2rY − λ(X +Y ) X − δ(X +Y ) X
dt
dY
= λ(X +Y ) X − rY − µ(Y )
dt
where X is the number of non-dividing (resting) T cells and Y the
number of cells undergoing cell division (Figure 2). The parameter θ represents T cell export from the thymus, λ the rate at which
resting cells enter cell division, r the rate at which dividing cells
return to the resting state, δ the death rate of resting cells, and µ
the death rate of dividing cells. λ, r, δ, and µ are all first order rate
constants, in units of day−1 , whereas θ is a zero-order constant, in
units of cells day−1 .
To develop this model, it is important to have biologically
appropriate forms for each of these parameters. Thymic output
is known to vary with age with a maximum at about 1 year, which
then declines rapidly until about 20 years of age and more slowly
thereafter (15, 18). The value of θ for a 20 year old has been estimated to be 3 × 108 CD4 T cells day−1 (15). This value was used
for modeling CD4 T cell homeostasis in a young adult. In children, the value of θ changes rapidly with age. An expression for
θ from 0 to 20 years was determined as described previously (15).
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where N (t ) = X (t ) + Y (t ), i.e., the total number of T cells at
time t.
This expression is based on competition between resting naive T
cells for signals to enter cell division: TCR signaling by self-peptide
MHC and resources such as IL7 (4, 5, 8, 9, 20, 21). The term λ0
represents the intrinsic ability of a T cell to respond under conditions of no competition (very few cells or an unlimited supply of
homeostatic proliferative signals such as IL7), ε is proportional to
the amount of resource (IL7) available and N is the total number
of T cells competing for the resource. The rate of entry into cell
cycle therefore deceases exponentially with decreasing resource or
increasing cell number. The rate at which dividing cells return to
the resting state r is determined by the length of time taken for
one division [known to be about 6 h (19)] and experimental evidence that in homeostatic cell division cells return to the resting
state after one division (19, 22). The death rate µ of activated T
cells takes the form µ = µ0 Y, which represents density-dependent
AICD (activated induced cell death) by Fas–Fas ligand interactions
(23, 24). Finally, the death rate of resting cells δ takes the form
δ = δ0 exp [N (t )/ρ ] .
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Table 1 | Parameter values used for the model.
Parameter Description

Value

Θ

Thymic output for adult 20 years old

3 × 108 cells day−1 (15)

λ0

Rate of entry into cell cycle with

0.055 cell−1 day−1

infinite resource
ε

Resource for entry into cell cycle

1

δ0

Death rate of resting cells with

0.02 cell−1 day−1

infinite resource
ρ

Resource for resting cell survival

100

r

Rate of return from dividing to

4 day−1 (every 6 h)

resting state
µ

Death rate of dividing cells

15 day−1

Similar to λ, this term is also derived from the reported dependence of cell survival on competition for a survival signal such
as IL7 (resource) where δ0 is the intrinsic ability of a cell to die
under conditions of no competition (very few cells or an unlimited supply of the survival signal) and ρ is proportional to the
amount of available resource providing the survival signal (IL7)
(21). Parameter values used in the model are shown in Table 1.
The model was solved numerically using NDSolve, the proprietary numerical ODE solver in Mathematica that automatically
selects the most appropriate method and adapts the step size so
that the estimated errors are within the specified tolerance.

FIGURE 3 | Dynamics of naive CD4 T cell homeostasis in adults
predicted by the model. Starting with 0.01- or 2-fold the approximate
number of naive CD4 T cells in a replete young adult, an equilibrium of
about 1011 cells is reached within 200–300 days. Parameter values are given
in Table 1.

RESULTS
HOMEOSTATIC SET POINT IN ADULTS

The homeostatic set point for adults was examined by testing the
behavior of the model starting with cell numbers well below and
above the equilibrium and with an adult thymic output of 3 × 108
cells day−1 (15). Initial conditions were 0 dividing cells and either
0.01 or 2 (×1011 ) resting cells. As shown in Figure 3, a stable
equilibrium of total naïve CD4 T cell numbers (resting plus dividing) was obtained at just over 1011 cells, after 200–300 days (see
also Figure 1). A Jacobian analysis showed that the solutions were
stable over a wide range of parameter values for r (>0.281), µ0
(<106.79), ε (<1.01), and λ0 (>1.05 × 10−14 ) and stability did
not depend on thymic output (θ), δ0 , or ρ.
The ratio of dividing to resting cells is shown in Figure 4.
With lymphopenic starting conditions of 0.01 (×1011 ) resting
cells, the proportion of proliferating cells (blue curve) increased
very rapidly from 0 to 0.013 and then slowly declined over about
200 days to reach an equilibrium at about 0.5%. In contrast, under
starting conditions of excessive T cells, the ratio of dividing to
non-dividing cells increased rapidly at first from 0 to about 0.2%
and then slowly to reach the same equilibrium of about 0.5%. This
equilibrium point is consistent with a low level of cell division in
the naive compartment of adult humans as reported previously
(25, 26).
EFFECTS OF COMPETITION FOR SURVIVAL AND DIVISION SIGNALS

Next, we investigated the effect of the amount of resource available for cell division (ε) and cell survival (ρ) (Figure 5). Consistent
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FIGURE 4 | Ratio of dividing to resting cells predicted by the model.
Starting with 0.01 × 1011 (blue curve) or 2 × 1011 (red curve) the approximate
ratio of dividing to resting cells changes over time to reach an equilibrium of
about 0.4%. As expected, the proportion of proliferating cells is greater
when the initial cell number is low. Parameter values used in the model are
the same as in Figure 3.

with competition between naive CD4 T cells for a resource such
as spMHC and/or IL7 in order to survive and undergo cell division, the number of cells at homeostatic equilibrium decreased as
the resource terms ε for proliferation and ρ for survival decreased.
Interestingly, the rate of entry into cell cycle was significantly more
sensitive than survival to changes in resource concentration, consistent with different thresholds for proliferation and survival as
previously described (27).
T CELL HOMEOSTASIS IN CHILDREN

Having established the behavior of the two-compartment model
for naive CD4 T cell homeostasis in adults, we sought to determine whether it could also be used to explain the changes in T cell
numbers that occur during childhood. During the first few years
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of life as thymic output changes and children grow, the naive CD4
T cell concentration decreases while the total number increases
(Figure 1). The question is whether the homeostatic mechanism
described by the model is in itself enough to explain these variations, or whether different and changing mechanisms apply in
children. To examine this question, the model was used to predict
the concentration of naive CD4 T cells in cells/µl of blood by converting total numbers to concentration using the estimated blood
volume of children at different ages (14). In addition, the changes
in thymic output that occur over the first few years of life with
a peak at 1 year and then a decline (15) were incorporated into
the model. The prediction from the model was then simply compared without parameter fitting to data collected from a cohort of
healthy children (born to HIV infected mothers) from the European Collaborative Study on HIV infected pregnant women and
their children (28) (Figure 6). As can be seen, the model predicted the concentration of T cells over the first 3 years of life
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extremely well suggesting that the homeostatic mechanisms in
children and adults are essentially the same with the only difference being thymic output and growth with a concomitant increase
in blood volume.

DISCUSSION
The two-compartment mathematical model presented here is
based on the known biology of naive T cell homeostasis. It is
derived from an earlier simple model that ignored thymic output and competition for resources (17, 24). Although only naive
CD4 T cells are considered here, the same model would essentially
be applicable to CD8 T cells. Naive single positive CD4 T cells
enter the peripheral pool from the thymus at rates ranging from
4 × 108 to 2 × 109 day−1 depending on age from 0 to 20 years,
with a peak of 2 × 109 day−1 at about 1 year of age (15). In addition to thymic output, maintenance of the naive T cell pool in
humans also depends on peripheral T cell division (13). Naive T

FIGURE 5 | Effect on T cell dynamics of changes in resource concentration for entry into cell division (ε) and survival (ρ). Other parameters are as in
Table 1. It is noteworthy that the homeostatic equilibrium is more sensitive to changes in the resource parameter (ε) for entry into cell division than the
parameter (ρ) for survival.

FIGURE 6 | Naive CD4 T cell concentrations (cells/µl of blood) predicted by the model for children aged 0–3 years (red curve) compared with clinical
data for normal children.
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cell entry into cell division occurs in response to TCR signaling
by self-peptide MHC and signals provided by IL7 (4–9, 29). Competition for these resources determines the rate of entry (19, 29).
Similarly, survival depends on signaling by IL7 albeit at a different
concentration threshold than for proliferation (27). The rate of
exit from the cell cycle was taken from the approximate time taken
to complete cell division [6 h (19)] and the death rate of the cells
in cycle was modeled by the described Fas/Fas ligand mechanism
of activated cells (24).
The mathematical model described here consists of two coupled non-linear differential equations representing resting and
dividing cell compartments with parameters for thymic export,
entry into cell division, return to the resting state and death (at different rates) of resting and dividing cells. Exponential forms were
used for entry into cell division and death of cells in the resting
compartment to represent the known competition for resources
for cell proliferation and survival. Alternative functional forms
for density dependence may be worth exploring in the future. The
model is a mechanistic model based on the known biology of naïve
T cell homeostasis so that the different parameters all have a biological interpretation as indicated in the methods. An alternative
but non-mechanistic mathematical model of T cell homeostasis
has been described (30), which depends on assumptions about
the inheritability of life spans and it cannot therefore be easily
compared to the model we describe here. Rather, in our model
proliferation and death rates depend on competition for resources
as supported by experimental evidence. Our model does however
assume the naïve T cell population is homogeneous without taking into account clonal diversity and it would be of interest in the
future to develop stochastic ODEs or agent based models.
When T cell export from the thymus was kept constant to represent a young adult, simulated T cell numbers converged from
either low or high initial levels to a stable homeostatic equilibrium
consistent with cell numbers in a normal, healthy adult. This is
concurrent with the increase in T cells observed in response to
lymphopenia and the decrease following T cell expansion after
infection (16, 17). Consistent with previous studies, the death
rate of proliferating cells is higher than that of resting cells in
our model (31). The death rate of resting cells found here also
agrees approximately with experimental results (32–34). The average time between cell divisions was about 50 days compared to
60 days in the model described by Yates (31). Another interesting
aspect of these results was the interdivision time of cells, calculated
to be around 30 days. This is comparable to the results of deuterium labeling experiments, which suggest an average of 26 days
(16, 17, 34, 35).
The results obtained by altering parameter values gave a clear
indication of the effect of the different rates of cell death and
proliferation. The corresponding expected rise and fall in the set
point of the T cell pool was reassuring. This set point appeared
to be more sensitive to increments in the death rate of resting
cells than to increases of the same order in the activation rate.
Importantly, the T cell numbers at equilibrium decreased as the
resource term for entry into cell division (ε) or the resource term
for rescue from cell death (ρ) decreased although the equilibrium
was less sensitive to changes in the resource required for survival
(Figure 5). The sensitivity of the homeostatic T cell equilibrium to
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a resource, such as IL7, is potentially important for understanding
conditions resulting in reduced CD4 T cell numbers, such as HIV,
and the degree of recovery after treatment with antiretroviral therapy (ART). In a recent study, the degree of CD4 T cell recovery in
children on ART was correlated with the initial (pre-ART) CD4 T
cell count and the length of time between infection (at birth) and
the commencement of treatment (36). One explanation for this
finding is that HIV infection compromises lymph node structure
and hence the ability to provide resources required for homeostatic T cell division (37, 38). The two-compartment model could
then be a valuable tool for exploring T cell homeostasis in HIV
and other conditions such as T cell reconstitution following stem
cell transplantation.
The other question addressed by the model was whether the
incorporated biological mechanisms were in themselves sufficient
to explain the known decrease in naive CD4 T cell concentration
over the first few years of life when T cell export from the thymus
increases to a maximum at 1 year of age and then declines, and the
child is growing in size with an accompanying increase in blood
volume (Figure 1). Total naive CD4 T cell numbers obtained from
the model were converted into T cell concentration in the blood
using blood volume/age data (14). The model’s predictions were
found to agree very well with real data from a cohort of children aged 0–3 years (Figure 6): the two-compartment model was
able to reproduce the initial rise and subsequent slow decline in
T cell count observed in healthy individuals over 0–3 years. These
findings suggest that the changes in CD4 T cell counts in young
children can be explained simply by the change in thymic output
and body size as they grow and does not require any additional
developmental changes to homeostatic mechanisms. It is important to point out that the thymic export model does not take
memory cells into account. However, the proportion of memory
cells in the CD4+ T cell pool in children is relatively small and
therefore should not have a significant effect on these results (39).
In conclusion, we have presented a mechanistic twocompartment model of naive T cell homeostasis based on the
known biology, which reproduces results obtained by other methods with good accuracy. It is likely to be an appropriate model for
investigations of T cell reconstitution and homeostasis in diseases
such as HIV, in patients given bone marrow transplantation and
even for understanding reconstitution after thymic transplants for
athymic patients with DiGeorge syndrome.

REFERENCES
1. Arstila TP, Casrouge A, Baron V, Even J, Kanellopoulos J, Kourilsky P. A direct
estimate of the human alphabeta T cell receptor diversity. Science (1999)
286:958–61. doi:10.1126/science.286.5441.958
2. Freitas AA, Rocha B. Population biology of lymphocytes: the flight for survival.
Annu Rev Immunol (2000) 18:83–111. doi:10.1146/annurev.immunol.18.1.83
3. Jameson SC. T cell homeostasis: keeping useful T cells alive and live T cells
useful. Semin Immunol (2005) 17:231–7. doi:10.1016/j.smim.2005.02.003
4. Schluns KS, Kieper WC, Jameson SC, Lefrancois L. Interleukin-7 mediates the
homeostasis of naive and memory CD8 T cells in vivo. Nat Immunol (2000)
1:426–32. doi:10.1038/80868
5. Tan JT, Dudl E, Leroy E, Murray R, Sprent J, Weinberg KI, et al. IL-7 is critical
for homeostatic proliferation and survival of naive T cells. Proc Natl Acad Sci
USA (2001) 98:8732–7. doi:10.1073/pnas.161126098
6. Vivien L, Benoist C, Mathis D. T lymphocytes need IL-7 but not IL-4 or IL-6 to
survive in vivo. Int Immunol (2001) 13:763–8. doi:10.1093/intimm/13.6.763

November 2013 | Volume 4 | Article 366 | 5

Hapuarachchi et al.

7. Seddon B, Zamoyska R. TCR and IL-7 receptor signals can operate independently or synergize to promote lymphopenia-induced expansion of naive T cells.
J Immunol (2002) 169:3752–9.
8. Labrecque N, Whitfield LS, Obst R, Waltzinger C, Benoist C, Mathis D. How
much TCR does a T cell need? Immunity (2001) 15:71–82. doi:10.1016/S10747613(01)00170-4
9. Seddon B, Zamoyska R. TCR signals mediated by Src family kinases are essential
for the survival of naive T cells. J Immunol (2002) 169:2997–3005.
10. Saini M, Pearson C, Seddon B. Regulation of T cell-dendritic cell interactions
by IL-7 governs T-cell activation and homeostasis. Blood (2009) 113:5793–800.
doi:10.1182/blood-2008-12-192252
11. Tough DF, Sprent J. Turnover of naive- and memory-phenotype T cells.
J Exp Med (1994) 179:1127–35. doi:10.1084/jem.179.4.1127
12. Asquith B, Borghans JA, Ganusov VV, Macallan DC. Lymphocyte kinetics in
health and disease. Trends Immunol (2009) 30:182–9. doi:10.1016/j.it.2009.07.
013
13. den Braber I, Mugwagwa T,Vrisekoop N,Westera L, Mogling R, Bregje De Boer A,
et al. Maintenance of peripheral naive T cells is sustained by thymus output in
mice but not humans. Immunity (2012) 36:288–97. doi:10.1016/j.immuni.2012.
02.006
14. Bains I, Antia R, Callard R, Yates AJ. Quantifying the development of the
peripheral naive CD4+ T cell pool in humans. Blood (2009) 113:5480–7.
doi:10.1182/blood-2008-10-184184
15. Bains I, Thiebaut R, Yates AJ, Callard RE. Quantifying thymic export: combining
models of naive T cell proliferation and TREC dynamics gives an explicit measure of thymic output. J Immunol (2009) 183:4329–36. doi:10.4049/jimmunol.
0900743
16. Yates AJ, Callard RE. Cell death and the maintenance of immunological
memory. Discrete Continuous Dyn Syst Ser B (2001) 1:43–60. doi:10.3934/dcdsb.
2001.1.43
17. Yates AJ, Stark J, Klein N, Antia R, Callard RE. Understanding the slow depletion of memory CD4+ T cells in HIV infection. PLoS Med (2007) 4:e177.
doi:10.1371/journal.pmed.0040177
18. Steinmann GG, Klaus B, Muller-Hermelink HK. The involution of the
ageing human thymic epithelium is independent of puberty. A morphometric study. Scand J Immunol (1985) 22:563–75. doi:10.1111/j.1365-3083.1985.
tb01916.x
19. Hogan T, Shuvaev A, Commenges D, Yates A, Callard R, Thiebaut R, et al. Clonally diverse T cell homeostasis is maintained by a common program of cell-cycle
control. J Immunol (2013) 190:3985–93. doi:10.4049/jimmunol.1203213
20. Seddon B, Tomlinson P, Zamoyska R. Interleukin 7 and T cell receptor signals regulate homeostasis of CD4 memory cells. Nat Immunol (2003) 4:680–6.
doi:10.1038/ni946
21. Takada K, Jameson SC. Naive T cell homeostasis: from awareness of space to a
sense of place. Nat Rev Immunol (2009) 9:823–32. doi:10.1038/nri2657
22. Yates AJ, Saini M, Mathiot A, Seddon B. Mathematical modelling reveals the biological programme regulating lymphopenia-induced proliferation. J Immunol
(2008) 180:1414–22.
23. Lynch DH, Ramsdell F, Alderson MR. Fas and FasL in the homeostatic regulation of immune responses. Immunol Today (1995) 16:569–74. doi:10.1016/
0167-5699(95)80079-4
24. Callard RE, Stark J, Yates AJ. Fratricide: a mechanism for T memory cell
homeostasis. Trends Immunol (2003) 24:370–5. doi:10.1016/S1471-4906(03)
00164-9
25. Hellerstein M, Hanley MB, Cesar D, Siler S, Papageorgopoulos C, Wieder E,
et al. Directly measured kinetics of circulating T lymphocytes in normal and
HIV-1-infected humans. Nat Med (1999) 5:83–9. doi:10.1038/4772
26. Vrisekoop N, Den Braber I, De Boer AB, Ruiter AF, Ackermans MT, Van Der
Crabben SN, et al. Sparse production but preferential incorporation of recently
produced naive T cells in the human peripheral pool. Proc Natl Acad Sci U S A
(2008) 105:6115–20. doi:10.1073/pnas.0709713105

Frontiers in Immunology | T Cell Biology

Modeling naive T cell homeostasis

27. Palmer MJ, Mahajan VS, Chen J, Irvine DJ, Lauffenburger DA. Signaling thresholds govern heterogeneity in IL-7-receptor-mediated responses of naive CD8(+)
T cells. Immunol Cell Biol (2011) 89:581–94. doi:10.1038/icb.2011.5
28. Bunders M, Thorne C, Newell ML. Maternal and infant factors and lymphocyte,
CD4 and CD8 cell counts in uninfected children of HIV-1-infected mothers.
AIDS (2005) 19:1071–9. doi:10.1097/01.aids.0000174454.63250.22
29. Kieper WC, Burghardt JT, Surh CD. A role for TCR affinity in regulating naive
T cell homeostasis. J Immunol (2004) 172:40–4.
30. Dowling MR, Hodgkin PD. Modelling naive T-cell homeostasis: consequences
of heritable cellular lifespan during ageing. Immunol Cell Biol (2009) 87:445–56.
doi:10.1038/icb.2009.11
31. Yates AJ, Chan CCT, Callard RE. Modelling T cell activation, proliferation and
homeostasis. In: Paton R, Mcnamara L, editors. Multidisciplinary Approaches to
Theory in Medicine. Elsevier (2006). p. 281–308.
32. Ribeiro RM, Mohri H, Ho DD, Perelson AS. Modeling deuterated glucose labeling of T-lymphocytes. Bull Math Biol (2002) 64:385–405. doi:10.1006/bulm.
2001.0282
33. Macallan DC, Wallace D, Zhang Y, De Lara C, Worth AT, Ghattas H, et al. Rapid
turnover of effector-memory CD4(+) T cells in healthy humans. J Exp Med
(2004) 200:255–60. doi:10.1084/jem.20040341
34. Asquith B, Zhang Y, Mosley AJ, De Lara CM, Wallace DL, Worth A, et al.
In vivo T lymphocyte dynamics in humans and the impact of human Tlymphotropic virus 1 infection. Proc Natl Acad Sci U S A (2007) 104:8035–40.
doi:10.1073/pnas.0608832104
35. Ganusov VV, Borghans JA, De Boer RJ. Explicit kinetic heterogeneity: mathematical models for interpretation of deuterium labeling of heterogeneous cell populations. PLoS Comput Biol (2010) 6:e1000666. doi:10.1371/journal.pcbi.1000666
36. Lewis J, Walker AS, Castro H, De Rossi A, Gibb DM, Giaquinto C, et al. Age
and CD4 count at initiation of antiretroviral therapy in HIV-infected children: effects on long-term T-cell reconstitution. J Infect Dis (2012) 205:548–56.
doi:10.1093/infdis/jir787
37. Zeng M, Paiardini M, Engram JC, Beilman GJ, Chipman JG, Schacker TW,
et al. Critical role of CD4 T cells in maintaining lymphoid tissue structure
for immune cell homeostasis and reconstitution. Blood (2012) 120:1856–67.
doi:10.1182/blood-2012-03-418624
38. Zeng M, Southern PJ, Reilly CS, Beilman GJ, Chipman JG, Schacker TW,
et al. Lymphoid tissue damage in HIV-1 infection depletes naive T cells and limits
T cell reconstitution after antiretroviral therapy. PLoS Pathog (2012) 8:e1002437.
doi:10.1371/journal.ppat.1002437
39. Huenecke S, Behl M, Fadler C, Zimmermann SY, Bochennek K, Tramsen L, et al.
Age-matched lymphocyte subpopulation reference values in childhood and adolescence: application of exponential regression analysis. Eur J Haematol (2008)
80:532–9. doi:10.1111/j.1600-0609.2008.01052.x
Conflict of Interest Statement: The authors declare that the research was conducted
in the absence of any commercial or financial relationships that could be construed
as a potential conflict of interest.
Received: 29 May 2013; accepted: 27 October 2013; published online: 11 November
2013.
Citation: Hapuarachchi T, Lewis J and Callard RE (2013) A mechanistic model for
naive CD4 T cell homeostasis in healthy adults and children. Front. Immunol. 4:366.
doi: 10.3389/fimmu.2013.00366
This article was submitted to T Cell Biology, a section of the journal Frontiers in
Immunology.
Copyright © 2013 Hapuarachchi, Lewis and Callard. This is an open-access article
distributed under the terms of the Creative Commons Attribution License (CC BY).
The use, distribution or reproduction in other forums is permitted, provided the original
author(s) or licensor are credited and that the original publication in this journal is
cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

November 2013 | Volume 4 | Article 366 | 6

