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Although genetics, maternal undernutrition and low birth weight status certainly play a role in child growth,
dietary insufficiency and infectious diseases are key risk factors for linear growth faltering during early child-
hood. A primary goal of the Etiology, Risk Factors and Interactions of Enteric Infections and Malnutrition and
the Consequences for Child Health and Development (MAL-ED) study is to identify specific risk factors asso-
ciated with growth faltering during the first 2 years of life; however, growth in early childhood is challenging to
characterize because growth may be inherently nonlinear with age. In this manuscript, we describe some meth-
ods for analyzing longitudinal growth to evaluate both short- and long-term associations between risk factors
and growth trajectories over the first 2 years of life across 8 resource-limited settings using harmonized proto-
cols. We expect there will be enough variability within and between sites in the prevalence of risk factors and
burden of linear growth faltering to allow us to distinguish some of the key pathways to linear growth faltering

in the MAL-ED study.
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Linear growth in childhood is the manifestation of a
complex interaction between genetic and environmen-
tal factors [1]. Childhood stunting has historically been
associated with increased child morbidity and mortality
[2] and impaired cognitive development [3, 4]. In re-
source-limited settings of low- and middle-income
countries (LMICs), poor growth in children is very
common, with stunting (length-for-age or height-for-
age z score <—2) prevalence of 28% and underweight
(weight-for-age z score <—2) prevalence of 17%, on av-
erage [5]. In the Etiology, Risk Factors and Interactions
of Enteric Infections and Malnutrition and the Conse-
quences for Child Health and Development (MAL-ED)
cohort study [6], we will describe the interrelations of
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diet, infection, and illness as they affect child health in
8 LMICs [7]. Children in MAL-ED are followed from
birth through 2 years of age, and during follow-up,
data are collected regularly on the cohort participants’
illnesses, diet, pathogen burden, gut function, micronu-
trient status, cognitive development, and growth,
among others. This manuscript will describe methods
used to collect high-quality monthly anthropometric
data (eg, length, weight, and head circumference), and
will describe some traditional and novel methods that
can be used to evaluate child growth and its determinants.

Growth of children is monitored as a sentinel indica-
tor of overall well-being because it reflects the adequacy
of the environment as it influences growth and develop-
ment, which ultimately affects health, performance, and
survival. Child growth is not constant; rather, children
experience different rates of linear growth over time.
During the first months of life, children generally exhib-
it a fast rate of linear growth, with a deceleration begin-
ning during infancy and continuing as the child ages
[8]. The linear growth of individual children follows
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this general path, but growth velocity may accelerate or slow for
short periods of time. Reasons for these changes are not always
understood, but for children in LMIC, weight faltering (as a re-
sult of poor infant feeding practices, food insecurity, or infec-
tion, for example) can precede linear growth faltering [9].
With appropriate inputs, accelerated growth (ie, catch-up
growth) can occur that will return the child to what can be
thought of as their original height trajectory [10]. Van Ijzen-
doorn and colleagues reported in a meta-analysis of interna-
tional adoption studies the potential for catch-up linear
growth in children, particularly those adopted before 18 months
of age [11]. In the case of persistent food insecurity or serial in-
fectious diseases, however, opportunities for catch-up linear
growth may be inadequate and stunting may result.

DESCRIPTION OF MAL-ED STUDY
GROWTH DATA

Well-trained study staff members measured the length, weight,
and head circumference of children upon enrollment into the
cohort (within 17 days after birth), and each month thereafter
for the first 2 years of life. Mothers or other caregivers were also
asked for the birth weight of their child, if available, upon en-
rollment. There are several quality control measures in place at
the 8 study field sites, including the use of standardized tech-
niques and instruments across the sites, same-day review of
growth curves to identify unlikely measurements, and duplicate
anthropometric measurements taken on a subset of children.
Standard recumbent length measuring boards are used to mea-
sure length (eg, Shorrboards, seca, UNICEF), infant scales are
used to measure weight (eg, Detecto, seca), and nonstretch Tef-
lon synthetic tape is used to measure head circumference (seca).
Anthropometric measurements are taken monthly, on the anni-
versary of the child’s birth +2 days. Once the measurements are
collected, the field-workers return to the study office and chart
the child’s growth on a World Health Organization (WHO)
growth chart and review the data with a supervisor. If a highly
unusual measurement is observed on the growth chart, the child
is remeasured at the earliest opportunity, generally within 2
days. A specific definition for unusual measurements is not
used at the study sites; however, supervisors can easily recognize
via visual inspection of the growth chart values that are mark-
edly different from the previous growth trajectory. In addition,
each month, a supervisor or highly trained study staff member
collects a set of duplicate anthropometric measurements for 5%
of the children within 24 hours of the original measurement.
These values are compared with the original measurement,
and if needed, retraining is administered to the study staff. In
the central quality control process executed by the MAL-ED
Data Coordinating Center (DCC), values that are substantially
different from both the previous and following measurements

(weight >1.5 kg different, length >3.5 cm different, and head cir-
cumference >2 cm different from both previous and following
measurements) are flagged for review by the study site. For val-
ues that are flagged by investigators at the DCC, the study site
data manager reviews the data reporting form to confirm
whether or not the correct value was entered [6].

EVALUATING GROWTH

Although interest in growth has existed since ancient times, it
was not until the 19th century that modern epidemiological
methods to categorize and quantify growth were developed
[12]. The idea of growth distributions began with Quetelet in
the 19th century [13], and this concept of growth variability
around the mean was further detailed by Roberts [14] and
Galton [15] in the United Kingdom, as well as Bowditch [16]
in the United States. Advances in biostatistics during the 20th
century, as well as the collection of larger longitudinal datasets,
furthered the development of epidemiological methods regarding
growth. In general, linear growth has historically been considered
in 3 ways. First, as a single measurement (attained height or
weight) at a certain age; second, compared to a known distribu-
tion, by sex, of heights or weights; or third, as a linear function of
age. Here we will describe some commonly used methods to
describe growth, as well as some novel methods that may enhance
the MAL-ED study’s ability to link growth impairment with a
variety of underlying environmental risk factors across multiple
study sites.

Attained Growth Standards

Researchers have commonly generated distributions based on
their study populations (by age and sex) and identified children
who were growing poorly based on where they fell in that dis-
tribution. By convention, attained growth is normally distribu-
ted and defined by a mean and standard deviation (SD), with
95% of children falling between +1.96 SD or z scores. Children
falling below —2 SD (ie, in the shortest/lightest 2.5% of the pop-
ulation) are then interpreted to have a low probability of grow-
ing to their fullest potential, and this is common in areas with
adverse environmental factors.

The culmination of more than a decade of research on inter-
national patterns of growth was the WHO Multicenter Growth
Reference Study (MGRS), in which anthropometric measures
(length, weight, and head circumference) of children in 6 coun-
tries were collected to develop a standard of how children could
potentially grow with adequate resources across a number of
settings [17]. Children in any population can be compared
with the WHO MGRS growth standards, allowing for straight-
forward comparison of growth metrics across populations. The
WHO MGRS also demonstrates that ethnicity plays only a small
role in attained growth (3% of total variability) compared with
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individual environmental factors (70% of total variability) [18].
This point confirms prior research that linear growth is far more
dependent on access to food and environmental characteristics
than ethnic differences [19,20]. WHO MGRS z scores calculat-
ed using the MAL-ED study data can be used to assess whether
attained growth at a certain age, on average, is different based
upon the child’s experience with certain risk factors.

Growth Velocity Standards

The WHO recently published longitudinal growth velocity stan-
dards [21] that can also be used to evaluate child growth in the
MAL-ED cohort. The velocity standards describe the rate of
length or weight acquisition that is expected between different
months of age by sex. Velocity standards exist for 1, 2, 3, 4, and
6-month increments. The WHO suggests that, unlike the tracking
that generally occurs with attained growth z scores, growth veloc-
ity z scores may naturally vary considerably from one period to
the next, which is consistent with the idea of saltatory growth
[22]. A single period with a low growth velocity z score may
not be indicative of poor growth; however, consecutive periods
with very low velocity z scores may have long-term consequences.
By using the z scores for growth velocity in conjunction with at-
tained growth, we can describe the relationships among diet, in-
fectious disease, and growth in this multisite cohort study.

MODELING GROWTH

The relationships among diet, infectious disease, and growth
may be best explored through modeling child length or weight
over time. Historically, scientists have devised multiple para-
metric models to characterize child growth (Table 1). Longitu-
dinal growth models have been proposed that include both
linear and nonlinear combinations of parameters. Polynomial
and 3-parameter linear models have been used to generate in-
dividual growth curves using random effects [23, 24], as have
more computationally intensive nonlinear models [27-29]. Re-
cently, systems biology models have been proposed that offer a
more holistic approach to evaluate child growth and its determi-
nants. Each of these approaches is described below.

Models that use linear combinations of parameters encom-
pass the most commonly used approach to modeling child
growth in the literature. These models can be relatively straight-
forward in their calculation, summarizing patterns of linear or
ponderal growth into a handful of numbers. Examples of linear
growth models are listed in Table 1. Linear models can be made
more complex by incorporating flexible piecewise polynomials
such as regression splines to provide a semiparametric, data-
driven specification of the growth curves [30, 31]. These linear
models can use a marginal approach such as generalized esti-
mating equations [32],a method that aims to estimate the aver-
age response over the population with a possible unknown

Table 1. Examples of Parametric Growth Models

Model Name Formula

Linear models

Count [23] Height = a + b*age + c*In(age)

Wingerd [24] Height = a + b*age + c*age”0.5

Guo [25] Height = a + b*loglage + 1) + c*(age + 1)70.5

Quadratic Height = a + b*age + c*age/2

Reed first Height = a + b*age + c*log(age + 1) + d/(age + 1)
order [26]

Cubic Height = a + b*age + c*age/2 + d*age/3

Reed second  Height =a + b*age + c*log(age + 1) + d/(age + 1) +
order [26] e/(age + 1)A\2

Quartic Height = a + b*age + c*age/2 + d*age/3 + e*age/4

Power Height = a + b*age + age/\c

Nonlinear models

Jenss & Height = a + b*age — exp(c + d*age)
Bayley [27]
Karlberg [28] Heightlage < dl = a + b*(1-exp(-c*age[1:(height

[age > = d] = a + b*(1-exp(-c*ageld:end])) + e*
(d-ageld:end])d-1)11

correlation between outcomes. Random-effects models that
aim to model heterogeneity in child growth curves and provide
an estimate of individual children’s trajectory could also be used
[33]. Random effects models are also able to adequately capture
heteroscedasticity between an individual’s growth data within a
population over time, and individual growth trajectories can be
estimated from these types of models. In the setting of linear
mixed effects models, serial correlation between repeated mea-
surements can be modeled. Moreover, we can demonstrate how
the growth curve of that child may be affected according to a set
of exposures (ie, independent variables).

A drawback of linear models is that overall inferences are
predicated on comparing population means between groups.
Particular independent variables may not have consistent rela-
tionships with growth across children of all growth percentiles
or even within the same child over time. Stunted children are
more likely to have micronutrient deficiencies that are associat-
ed with poorly functioning immune systems (eg, zinc) [34];
therefore, linear growth faltering may be more likely in stunted
children as a result of infection. This question can be explored
by performing subgroup analyses, such as those based on
whether the child was stunted or not at baseline.

Quantile regression is a statistical method that estimates the
conditional percentiles of an outcome for a set of covariates
[35]. This method allows the estimation of different relation-
ships between risk factors and growth for children in different
percentiles. The continuing challenge with this method is the
incorporation of random effects, and one method currently in
use to do this involves regularization [35]. Because children can
cross growth percentiles as they age, quantile regression pro-
vides a good estimate of population or quantile-specific
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estimates, but not necessarily for individual children. The appli-
cation of quantile regression is currently limited in comparison
to more standard methods for parameter estimation because the
statistical software programs for longitudinal analysis using
quantile regression are not readily available. Incorporating the
inherent complications of time series data (including serial au-
tocorrelation) and the nonindependence of repeatedly sampling
individuals into the quantile regression method is not an insig-
nificant challenge.

Nonlinear mixed effects models provide an alternative for the
analysis of longitudinal data. In their simplest form, they do not
assume an additive combination of parameters and might in-
clude power functions or multiplicative relationships (Table 1).
Similar to linear models, nonlinear models are predicated on fit-
ting mean population effects and cannot make inferences of the
effects of exposures on growth at different percentiles. Many
more parameters might be invoked in a nonlinear model than
a linear one to reflect the more varied probability distribution(s)
assumed to underlie the observed data. However, parameters
come at the expense of tractability and reduce the overall statis-
tical power of a model.

A systems biology approach, increasingly common in ecology
[36], may prove to be a novel way to explore the variety of risk
factors and outcomes collected in the MAL-ED study. By math-
ematically representing the mechanisms of growth inputs and
processes, patterns are generated and compared to observed
data. This is in contrast to the more traditional approach of con-
structing a model based on identifying statistical matches be-
tween putative risk factors and outcome variables of interest
[37]. In the latter, the aim is to identify correlates from empir-
ical evidence, whereas the former makes assumptions about the
relationships between the outcome and processes that generate
it that are embedded in equations (ie, the mechanisms are as-
sumed). For MAL-ED, systems modeling approaches allow
for quantification of the variability in growth that can be ex-
plained by mechanistic descriptions of putative risk factors.
The strengths of this approach include the identification of
knowledge gaps (eg, identifying particular mechanisms that re-
sult in considerable growth variability) and describing growth
based on explicit mechanisms rather than statistical associations
(which may be borne out of an unobserved chain of intermedi-
ate factors between a factor and a health outcome).

Anticipated methodological challenges, regardless of the
modeling approach, include (1) efficient management of high-
dimensional large-scale data, (2) evaluation of drivers of short-
and long-term growth outcomes, (3) time delays in growth
faltering (eg, lagged time covariate effects, lagged time to
detection, lagged time to response), (4) effect correlations and
accumulations (eg, correlations and accumulations in frequency
and severity of illness), and (5) nonlinear causal relationships
(eg, threshold effects, saturation, and recovery effects).

MODELING THE ASSOCIATION BETWEEN
DIARRHEA AND GROWTH

There are several analytical challenges when studying the
association between diarrhea and growth in early childhood.
The first is proper development of a longitudinal model to
capture child growth, as discussed above, because an inadequate
goodness-of-fit in the growth model may lead to a gross over- or
underestimation of effects. The biostatistical models discussed
above account for the serial dependence of repeated measure-
ments in the same child and heterogeneity in growth across
children. In the past, modeling correlation from repeated mea-
surements and random effects were commonly ignored and
may lead to an overstatement of statistical significance.

Second is the need to account for the longitudinal nature of
diarrheal episodes [30,31], other infectious diseases, and dietary
intake. For example, in longitudinal field studies of long dura-
tion, children may experience multiple episodes of diarrhea.
Studies that use short time intervals to examine the effects of
diarrhea on growth may either overestimate growth deficits, be-
cause short intervals do not allow time to detect possible catch-
up growth, or underestimate growth deficits, because they do
not allow time to detect possible delayed effects. Third is the
need to account for the interaction effects of multiple episodes
of diarrhea on growth, which includes simultaneous modeling
of both lagged effects [30, 31] and potential catch-up growth
between diarrhea-free periods. An important contribution of
the MAL-ED study will be the exploration of modern develop-
ments in biostatistics for the analysis of longitudinal data in
which we simultaneously model lagged effects and catch-up
growth.

DISCUSSION

Growth in early childhood can be challenging to model because
growth is inherently nonlinear with age. Children grow at differ-
ent rates as they age, and may alternate between growth spurts
and periods of slower growth due to either intrinsic or environ-
mental factors. This saltatory process is thought to be normal;
however, slower growth that occurs as a result of dietary insuf-
ficiency and infectious disease may prevent or limit the frequen-
cy of faster growth periods and thereby result in linear growth
faltering. By considering the growth process in a longitudinal
manner, one can better describe the synergistic relationships
among diet, infection, and growth, both over the short and
long term. In the MAL-ED study, data are collected involving
a variety of different illnesses and exposures that may be linked
to poor growth. We do not, however, collect information on tu-
berculosis or human immunodeficiency virus infection in a
standardized way. Although both of those illnesses are expected
to be relatively rare in the cohort based on local knowledge of
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the populations at the inception of the study (with the exception
of the South Africa site), information on those diseases may be
gathered at the site through other methods, and subanalyses can
be performed.

The WHO growth standards are useful; however, it should also
be noted that the longitudinal data collected during the WHO
MGRS were treated as if they were cross-sectional for the purpos-
es of creating the attained growth standard for children 0-59
months of age. Thus, although we call them “growth standards,”
they do not necessarily describe the longitudinal experience of
growth over time. Comparing the longitudinal growth of an indi-
vidual child to the cross-sectional WHO growth standard does
not necessarily assess whether the child is growing in a healthy
manner in the context of their growth potential, which is un-
known, or their previous growth experience. In LMIC, the entire
distribution of attained lengths is shifted downward, such that
even children who are not technically stunted (length-for-age z
score <—2) are likely not growing to their fullest potential. The
addition of the WHO velocity standards is potentially useful
but, for a more nuanced assessment of these relationships, we
will explore other options for modeling growth and assessing
both the long- and short-term impact of environmental insults.

CONCLUSIONS

In applying these different modeling approaches to the MAL-
ED study data, we seek to develop novel hypotheses on potential
environmental factors common in children who experience
atypical growth. We hope to bring into focus the biological pro-
cesses that are associated with reduced growth potential, and to
quantify their impact on measured outcomes. We envision that
rank ordering of environmental factors with greatest impact on
growth may lead to novel intervention hypotheses. Using the
MAL-ED cohort data, we will determine the best way to quan-
tify the relationships between key risk factors and growth among
this collection of cross-sectional and longitudinal growth model-
ing techniques. Finally, we will identify key ages at which growth
trajectories are most affected, and provide policy and program
suggestions for the prevention of growth faltering.
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Supplementary materials are available at Clinical Infectious Diseases online
(http://cid.oxfordjournals.org). Supplementary materials consist of data
provided by the author that are published to benefit the reader. The posted
materials are not copyedited. The contents of all supplementary data are the
sole responsibility of the authors. Questions or messages regarding errors
should be addressed to the author.
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