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Abstract

Background: Systems for animal disease mitigation involve both surveillance activities and interventions to control
the disease. They are complex organizations that are described by partial or imprecise data, making it difficult to
evaluate them or make decisions to improve them. A mathematical method, called loop analysis, can be used to
model qualitatively the structure and the behavior of dynamic systems; it relies on the study of the sign of the
interactions between the components of the system. This method, currently widely used by ecologists, has to our
knowledge never been applied in the context of animal disease mitigation systems. The objective of the study was
to assess whether loop analysis could be applied to this new context. We first developed a generic model that
restricted the applicability of the method to event-based surveillance systems of endemic diseases, excluding the
emergence and eradication phases. Then we chose the mitigation system of highly pathogenic avian influenza
(HPAI) H5N1 in Cambodia as an example of such system to study the application of loop analysis to a real disease
mitigation system.

Results: Breaking down the generic model, we constructed a 6-variables model to represent the HPAI H5N1
mitigation system in Cambodia. This construction work improved our understanding of this system, highlighting
the link between surveillance and control which is unclear in traditional representations of this system. Then we
analyzed the effect of the perturbations to this HPAI H5N1 mitigation system that we interpreted in terms of
investment in a given compartment. This study suggested that increasing intervention at a local level can optimize
the system’s efficiency. Indeed, this perturbation both decreases surveillance and intervention costs and reduces the
disease’s occurrence.

Conclusion: Loop analysis can be applied to disease mitigation systems. Its main strength is that it is easy to
design, focusing on the signs of the interactions. It is a simple and flexible tool that could be used as a precursor to
large-scale quantitative studies, to support reflection about disease mitigation systems structure and functioning.
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Background
The context of animal disease mitigation systems
An animal disease surveillance system consists of all
individuals or agencies organized to ensure surveillance in
a given region of one or more hazards [1]. Surveillance
consists of the continuous collection, recording and
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analysis of data that are then disseminated in order to
control the disease [2], i.e. to reduce the disease preva-
lence, to early detect cases or to demonstrate the freedom
from infection or disease. An intervention aims to control
the disease. As suggested by Häsler et al., surveillance and
intervention activities are part of a mitigation strategy to
make the effect of the disease less severe [3]. The term
disease mitigation system is further used in the text as a
synonym of disease surveillance and control systems. The
activities of surveillance and intervention vary according
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to the disease being studied and the objectives of the
system. Vaccination, culling (test-and-slaughter), vector
control or biosecurity improvement are measures that
can be applied to control an animal disease. These activities
vary in terms of their cost (economic and social), their
effectiveness and their feasibility [4,5].
Disease mitigation systems are complex organizations,

and the data they collect are partial, incomplete or
imprecise, particularly in developing countries [6]. The
evaluation of surveillance programs is crucial to i) assess
the limitations and usefulness of the data generated [7],
ii) ensure that limited resources are effectively used for
protecting health [8] and iii) comply with requirements of
international organizations in the era of trade globalization
[9]. Different methods and tools exist for the qualitative and
quantitative evaluation of animal disease surveillance sys-
tems: e.g. OASIS (Outil d’analyse de système d’information
en santé) tool [7]; SERVAL (SuRveillance EVALuation
framework) [10]; tree scenarios [11], or capture-recapture
techniques [12]. Current representations of animal sur-
veillance systems are mostly organigrammes or flow-
charts. They provide only an organizational snapshot
of these systems, and a limited understanding of their
process dynamics (in particular the link between sur-
veillance and intervention activities). This hinders both
the evaluation of these systems and any decision on
how to improve their efficiency, defined as how effective
they are in reducing the prevalence of the disease by
making the best use of the financial, human and material
resources they mobilize [13].

The method of loop analysis
Feedback loop analysis, referred to simply as loop analysis
is a method that applies qualitative models to dynamic sys-
tems [14]. It allows i) to represent the system’s components
and interactions between components, and ii) from the
study of the sign of the interactions, to predict the response
of the system to the modification of the level of one of its
variable; this modification is called perturbation. While
the loop analysis method is frequently applied in ecology
[15,16] and has been used for exploring associations be-
tween various variables and epidemiological risks [17,18],
it has to our knowledge never been used to study animal
disease mitigation systems. In this section, we first present
the approach one has to follow to conduct loop analysis.
Let us consider a dynamic system composed of n

continuous variables. For i = 1 to n, Xi represents the ith

system’s component. Loop analysis is conducted following
seven successive steps:

1) First, the system’s components (or variables) are
described.

2) Loop analysis requires making the following
hypothesis: i) the system is close to a state of
equilibrium at every moment and ii) interactions are
considered continuous, monotone and of the same
order of magnitude.

3) The interactions between the system’s variables are
defined and represented by a signed directed graph,
i.e. a graph in which the arrows representing
interactions have a given direction and sign
(positive, negative or no interaction from one
variable to another or to itself ).

4) The directed graph is converted into a unique
interaction matrix labelled A, in which the elements
aij represent the effect of a modification of Xj on Xi.
The value of elements aij can be any of {+1; -1; 0},
depending on whether the effect of modifying Xj on
Xi is positive, negative, or null, respectively. To get
the interaction matrix from the directed graph, only
the direction and the sign of the interactions are
taken into account, and not its amplitude.

5) We verify that the system meets both the Hurwitz
criteria for stability, and is therefore stable. These
criteria, based on matrix determinants calculations,
mean that the system always returns to its
equilibrium after a perturbation. For further details
about the calculation method, please see the work
from Dambacher et al. [19].

6) We study the response of the system to
perturbations to its different variables, by calculating
the conjugate transpose (also called adjoint matrix)
labelled Adj(-A) for interaction matrix A (see [20]
for calculation details). The signs of the adjoint
matrix coefficients give the direction of change
(increase or decrease) of all the system’s variables
after the increase (respectively decrease) of the level
of one variable of the system (called positive,
respectively negative perturbation of this variable).
Perturbations are represented in the columns and
variables’ responses in the rows of the matrix Adj
(-A). The response of the system to perturbations
can also be displayed using a directed graph in
which decreasing variables are represented by small
size circles, increasing variables by big size circles
and variables having undergone no effect or
ambiguous effect by an intermediate size circle.

7) We calculate the matrix W of weighted predictions
which allows for a level of confidence to be
attributed to the predictions [20], ranging from
unambiguous at level wij = 1 (certain prediction), to
totally ambiguous at wij = 0 (very poor confidence in
the prediction). A value of wij = 0.5 is generally
accepted as a validation threshold.

Loop analysis is a dynamic system modeling method. To
our knowledge, dynamic modeling has been little used to
study disease mitigation systems. An example is provided
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by Howe et al. who developed a generic model to study
the overall economic optimum for disease mitigation [21].
In the wider context of epidemiology, dynamic modeling
has been mainly applied to represent the spread of diseases
[22]. For example, SIR model is a compartmental model
representing the dynamic of the disease between three
compartments (or states): susceptible, infectious and recov-
ered. Compartmental models can also be used to study the
impact of certain control measures (e.g. vaccination) on
the dynamic of infection. The main difference with loop
analysis is that time is considered (e.g. we observe the
moment at which the outbreak goes extinct). Another
difference is that compartmental models require quantify-
ing the interactions between compartments, which is some-
times difficult or impossible; that is not necessary with loop
analysis which only requires signs to be defined. This is the
strength of loop analysis (easy to design), but also its main
limit (the model only predicts whether variables increase or
decrease, but not how much and how fast). In addition,
loop analysis allows the integration of variables of very
different natures, which in turn enables the development of
interdisciplinary approaches [23]. The whole approach can
also be computerized using for example the Loop analysis
website [24].
The objective of this study was to assess whether loop

analysis could be applied to the context of animal dis-
ease mitigation systems. More especially, we evaluated
whether loop analysis allows i) to model the components
of a mitigation system and the interactions between
them, and ii) to study the mitigation system’s behavior
after a modification of the level of one of its components
(perturbation), that we interpreted in terms of system’s
efficiency. We first applied loop analysis to a generic disease
mitigation system. This study, presented in the next section,
allowed both to determine the limits of the method ap-
plicability and the conditions necessary for the application
of loop analysis to a disease mitigation system. It also pro-
vided a starting point for the construction of more complex
models. Breaking down this generic model, we applied
loop analysis to a real mitigation system: the HPAI H5N1
mitigation system in Cambodia. This work is described in
the results section of this paper.

Application of loop analysis to a generic disease
mitigation system
We considered disease mitigation systems as dynamic
systems. Following the 7-steps approach described in the
previous section, we applied loop analysis to a simplified
and generic model of an animal disease mitigation system,
unconnected to any particular disease.

1) In the case of a country affected by an infectious
animal disease, the simplest model that can describe
its surveillance and intervention activities is a
generic one with three intensity variables, called
model 3I. The intensity of the disease (variable ID)
represents the level of disease occurrence detected
by the surveillance system. IS and IC represent the
intensity of surveillance and intervention,
respectively, in other words, the extent of the
financial, human and material resources deployed
for the surveillance and control of the disease. We
excluded systems designed for the early detection of
outbreaks, where ID and IC are null.

2) We assumed that the 3I system is close to a state of
equilibrium at every moment. This implies that the
disease intensity (variable ID) is close to or oscillates
around the equilibrium: this corresponds to an
endemic disease situation. Thus, the 3I model is
further restricted to the case when the disease is
present and endemic. We also considered the 3I
model interactions being continuous, monotone and
of the same order of magnitude.

3) We defined the interactions of our generic model as
follows: first, ID has a positive influence on IS. This
is only true if IS is restricted to event-based
surveillance (i.e. surveillance based on the reporting
of the disease cases spontaneously or by key
stakeholders of the system). On the contrary, active
surveillance can stay at a constant intensity level if
the disease intensity increases (e.g. systematic
surveillance). Consequently, IS was further restricted
to the intensity of event-based surveillance. We also
excluded the study of the period of eradication
because in this case the interaction ID-IS would be
negative. Indeed, if the prevalence of the disease
approaches zero, surveillance needs to be increased
to detect the last, sparser, remaining cases. IS has a
positive action on IC (we assumed in our model that
if more cases are detected, more cases will be later
controlled). Finally, IC has the effect of reducing ID
(we supposed that the deployed control measures
effectively reduce the level of the disease). IS and IC
are self-limiting (each having a negative action on
themselves), as they are subject to limited financial,
material and human resources. ID is also self-limiting
as the disease is endemic (if ID increases, ID later
decreases and returns to its level of equilibrium).
Finally, we excluded the emergence phase where the
interaction ID–ID is positive. The directed graph
representing the generic system is presented in
Figure 1A.

4) We converted this directed graph into an interaction
matrix A1 represented in Figure 1B.

5) The 3I system meets both the Hurwitz stability
criteria, and can therefore be considered stable.

6) The adjoint matrix Adj(-A1) describes the behavior
of the 3I system after a positive perturbation
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Figure 1 Representation of the generic system. IS: Event-based surveillance intensity. IC: Control intensity. ID: Detected disease intensity.
A: Directed graph. Pointed end arrows: positive interaction. Circular end arrows: negative interaction. B: Matrix A1 of interactions. A and B are two
equivalent representations of the 3I system. To get the interaction matrix A1 from the directed graph, only the direction and the sign of the
interactions are taken into account, and not their amplitude.
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(i.e. increase) of the variables in the columns
headers (Figure 2A). The effect of a positive
perturbation to IS and IC (read in the first and
second columns of Adj(-A1) ) are also graphically
displayed in the Figures 2B and 2C. By creating a
positive perturbation on IS or IC, the model shows a
negative influence on ID, therefore a reduction in the
detected disease level. However, by increasing IC
(Figure 2B), we can note that IS also diminishes; the
intensity of surveillance is reduced.

7) The predictions from the adjoint matrix are certain
because all the coefficients of the matrix W1

associated with A1 have a value of 1.

Finally, the application of loop analysis to the generic
model restricted the applicability of the method to event-
based surveillance systems of endemic diseases, excluding
the emergence and eradication phases. The HPAI H5N1
mitigation system in Cambodia fulfils these requirements:
HPAI H5N1can be considered as endemic in Cambodia, as
it has been present since 2004 according to the OIE, circu-
lating mostly at a low level among humans and domestic
poultry [25]. Moreover, this mitigation system is mainly
based on event-based surveillance [26]. Thus, we used the
HPAI H5N1 mitigation system in Cambodia as an example
to study the application of loop analysis to a real mitigation
system. To apply loop analysis to this particular case,
we considered each variable of the generic model and
redefined it according to this specific context. For example,
the intensity of the surveillance was modeled by combining
several interacting variables representing the intensity of
surveillance performed by each of the stakeholders of the
surveillance system, including the farmers themselves. Thus
to elaborate the specific model, we broke down the generic
one into one with more variables and more interactions.
Building this more complex model therefore required the
prior understanding of the HPAI H5N1 mitigation system
in Cambodia. By improving our knowledge of the system,
we also improved our ability to build a more precise model,
that is to say, one with more specific interactions.

Results
We present in this section the application of the 7-steps
loop analysis approach to the HPAI H5N1 mitigation sys-
tem in Cambodia. The first part of the section focuses on
the steps 1 to 4, and the second part on the steps 5 to 7.

Description of the HPAI H5N1 mitigation system in
Cambodia
Our knowledge of the HPAI H5N1 mitigation system in
Cambodia was based on bibliographic data [26,27] and a
field study conducted in April 2012 in the Cambodian
provinces of Kompong Cham and Takeo. In the course
of this study, we interviewed key stakeholders of the system
to collate different points of view on the functioning of
the system. Key stakeholders consisted of 21 farmers, 21
designated Village Animal Health Workers (VAHWs), 6
district veterinarians, 3 province-level veterinarians and 3
NaVRI (National Veterinary Research Institute) personnel.
The VAHWs are village volunteers, usually one per village,
who have been trained to recognize, treat and report cer-
tain animal diseases to the health authorities, in particular
cases of HPAI H5N1. In our selection of local stakeholders
we targeted active VAHWs working in zones affected by
previous HPAI H5N1 outbreaks, whose names were put
forward by the district veterinarians. We then interviewed
farmers in the village of each selected VAHW. Backyard
farming makes up the majority of poultry production in
Cambodia [28], and it is reasonable to assume that the
behavior of poultry farmers is generally homogeneous
throughout the country. Thus, the selected sample gave us
a satisfactory representation of the role of local stakeholders
within the network, in particular of their surveillance and
control activities, and interactions with other stakeholders.
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Figure 2 Study of the dynamic of the generic system. IS: Intensity of
event-based surveillance. IC: Intensity of control. ID: Detected intensity of
the disease. A: Matrix adjoint to the generic system. Perturbations are
read in the columns and the variables’ responses to perturbations are
read in the corresponding rows of the matrix Adj(−A1). B and C: Directed
graphs representing the response of the generic system to a positive
perturbation on IS (B) and IC (C). Greyed-out and enlarged circle:
increasing variable. Hashed-out and reduced circle: decreasing variable.

Collineau et al. Emerging Themes in Epidemiology 2013, 10:7 Page 5 of 11
http://www.ete-online.com/content/10/1/7
1) We called ID the intensity of the HPAI H5N1 in
Cambodia. Further to the introduction of this disease on
the territory in 2004, the Cambodian government, with
the support of various international organizations, has
put in place a system for the surveillance and control of the
disease [26]. This system is principally based on event-based
surveillance, organized into three levels. The local level
consists of farmers and VAHWs, who monitor and con-
trol HPAI H5N1. We called ISl the intensity of farmers and
VAHWs surveillance, measured as the extent of the human,
financial and material resources these stakeholders use to
monitor livestock (principally by observation), and to re-
port cases to the intermediate level if appropriate. Simi-
larly, ICl represents all the financial, material and human
resources implicated in the control activities by the local
stakeholders. It includes disinfecting premises, or separating
and treating diseased animals. For farmers and VAHWs, ID
represents the number of dead or diseased birds.
The intermediate level, consisting of district and

province-level veterinarians, also plays a role in event-based
surveillance, by passing on information from the local level
to the national level. The ISi variable is the extent of the
material, human and financial resources required by the
district and province veterinarians for the surveillance of
the sanitary situation in farms, and its reporting if required.
The intensity of the surveillance by the CDC (Centre for
Disease Control and Prevention), working under the aegis
of the Ministry of Health, can also be integrated into the
variable ISi. Indeed, this intermediate actor transfers infor-
mation acquired via its own hotline, from local stakeholders
to the NaVRI. In addition, the NaVRI conducts event-based
surveillance of suspected cases of HPAI H5N1 at national
level. It receives calls to the hotline, and if HPAI H5N1 is
suspected, it intensifies its surveillance by collecting and
analyzing samples. The intensity of this surveillance, labeled
ISn, represents the extent of human, financial and material
resources deployed by the NaVRI to evaluate the disease’s
level of occurrence. If HPAI H5N1 is confirmed, the NaVRI
implements control measures. It organizes in particular the
selective and uncompensated slaughter of animals that test
positive for HPAI H5N1, as well as the disinfection of the
area and the prevention of animal movements. ICn corre-
sponds to the human, material and financial resources put
in place for the slaughtering, disinfection and blocking the
transport of animals. Intermediate stakeholders take few
decisions relating to control. Rather, they are more involved
in the application of national control measures, as decided
by the NaVRI. We therefore chose to include the intensity
of the control by intermediate stakeholders in the variable
ICn. The NaVRI also carries out active surveillance of HPAI
H5N1 in live poultry markets and sentinel free-range duck
farms. This surveillance is conducted by scheduled spot
checks, and its intensity is independent from the epidemio-
logical dynamics of the disease. We were therefore unable
to integrate it into our model. Indeed, if a variable describ-
ing the intensity of active surveillance was included, it
would be isolated and have no interaction with the other
variables. However, this is of no consequence for the study
of the system’s dynamics as such. A summary table of the
stakeholders involved at different levels, and the corre-
sponding variables is presented in the Table 1.
To adapt the generic model to the context of the miti-

gation system of HPAI H5N1 in Cambodia, we broke
down the variable IS into three variables (ISl, ISi and ISn),
corresponding to the different surveillance levels. At the
same time, we broke down the variable IC into two new
variables (ICl and ICn), to reflect the two main levels of
control. This breakdown was discussed and validated
with two members of the NaVRI and one of the authors



Table 1 Summary table of the stakeholders involved in
the HPAI H5N1 mitigation system in Cambodia and the
corresponding variables included in the model

Level Stakeholders
Variables:
surveillance
intensity

Variables:
control
intensity

National NaVRI ISn ICn

Intermediate
District and provincial-level

veterinarians, CDC
ISi ICn

Local Farmers, VAHWs ISl ICl

The surveillance (respectively control) intensity variables represent the extent
of the human, financial and material resources deployed by the stakeholders
involved in the HPAI H5N1 surveillance (respectively control) in Cambodia.
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of this article, an expert on the surveillance network for
HPAI H5N1 in Cambodia.
2) We considered here that HPAI H5N1 is endemic in

Cambodia. This hypothesis seems acceptable, as HPAI
H5N1 has been present in Cambodia since 2004 according
to the OIE, circulating mostly at a low level among humans
and domestic poultry [25]. We also decided to represent
here the national scale, meaning that ISl and ICl include
(aggregate) the intensities of surveillance and control of all
farmers and VAHWs in Cambodia. Thus we considered
that the intensity of national surveillance and control
was of the same order of magnitude as the aggregated
intensities of surveillance and control at local level.
3) We then described the interactions between the

system’s variables. The link between ID and ISl is positive:
the farmers and VAHWs intensify surveillance when they
observe affected birds; they monitor their flocks more
frequently and cautiously, and are more diligent about
reporting cases. We supposed that if the intensity of
the local surveillance increases, the intensity of the
local control increases (positive ISl-ICl link). Assuming
that local control is effective in reducing the incidence
of the disease, ICl in turn then has a negative influence
on ID (negative ICl- ID link). ISl influences ISi positively
(positive ISl-ISi link). Indeed, the resource investment
increases when an intermediate-level veterinarian is
contacted by a farmer or VAHW, for example, if the
veterinarian then makes a field visit to collect samples.
ISn increases when the intensity of the surveillance by
local (positive ISl-ISn link) and intermediary stakeholders
(positive ISi-ISn link) increases, due to hotline reports. We
chose to examine a scenario where a case of HPAI H5N1
is confirmed. The ISn-ICn link is therefore positive – with-
out confirmation, there is no such link. ICn has a negative
action on ID: we assumed that the control at national level
effectively reduces the occurrence of the disease. ICn also
has a negative influence on ISl and ISi (negative ICn-ISl and
ICn-ISi links). Indeed, increasing the number of animals
slaughtered without compensation reduces the reporting
of cases by local and intermediate stakeholders, who
are affected by these measures [27]. Figure 3A shows a
proposed representation of the directed graph representing
this system.
4) This directed graph was then converted into the

interaction matrix A2 showed in Figure 3B.
Thus, loop analysis offered a new representation of the

HPAI H5N1 mitigation system in Cambodia. Representing
the components of the system and the interactions between
them improved our understanding of the system’s structure
and functioning. It was especially interesting to understand
how surveillance and control are connected, as this is
usually unclear with classical representations of this system
(hierarchical organigramme). Breaking down the generic
model to build a more complex model allows for keeping
surveillance components and control components together,
making the link between surveillance and control clear.

Study of the dynamic of the HPAI H5N1 mitigation
system in Cambodia
This section focuses on the steps 5 to 7 of the loop
analysis approach applied to the HPAI H5N1 mitigation
system in Cambodia.
5) The system for the surveillance and control of HPAI

H5N1 in Cambodia is considered stable in that it meets
both Hurwitz stability criteria.
6) Thus, we studied the predictability of this system by

calculating its conjugate transpose presented in Table 2.
We elected to focus on the positive perturbations on

ISl, ICl and ICn (read in the first, fourth and fifth col-
umns of the matrix Adj(−A2)). To facilitate the reader’s
understanding, the behavior of the system in these
three cases was represented in three distinct directed
graphs (Figure 4).
The results show that a positive perturbation on ISl

(Figure 4A) increases the intensity of surveillance (except
for ISi, which is ambiguous) and of the control across
the different stakeholders, and reduces the intensity of
the disease. Furthermore, a positive perturbation of the
intensity of national control (Figure 4B) reduces the inten-
sity of surveillance at all levels, and that of control at local
level. On other hand, the impact on ID is ambiguous: the
model does not indicate whether this national-level control
is effective in reducing the level of the disease. Finally,
results indicate that increasing the intensity of local control
(see Figure 4C for the positive impact on ICl) reduces ID
unambiguously while lowering the intensity of local and
national-level surveillance (with ambiguity for ISi).
7) We calculated the matrix W2 associated to the system;

it is presented in Table 3. We note that six predictions out
of the 36 are completely ambiguous, which indicates that
only a feeble level of confidence is attributed to them. This
is linked to the presence of feedback loops of opposite signs
within the system [19], which reduces the net number of
complementary feedbacks.
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Figure 3 Representation of the HPAI H5N1 mitigation system
in Cambodia. ISl: Intensity of surveillance by local stakeholders
(farmers, VAHWs), ISi: Intensity of surveillance by intermediate
stakeholders (district and province-level veterinarians, CDC), ISn:
Intensity of surveillance by national-level stakeholders (NaVRI), ICl:
Intensity of control by local stakeholders, ICn: Intensity of control by
intermediate and national stakeholders, ID: Detected occurrence
level of the disease (number of dead or diseased birds). A: Directed
graph. Pointed end arrows: positive interaction. Circular end arrows:
negative interaction. B: Matrix A2 of interactions. A and B are two
equivalent representations of the HPAI H5N1 mitigation system in
Cambodia. To get the interaction matrix A2 from the directed graph,
only the direction and the sign of the interactions are taken into
account, and not their amplitude.

Table 2 Matrix adjoint to the HPAI H5N1 mitigation
system in Cambodia

ISl ISi ISn ICl ICn ID

ISl 2 −2 −2 −2 −2 2

ISi 0 4 −4 0 −4 0

Adj (−A2) = ISn 2 2 2 −2 −6 2

ICl 2 −2 −2 6 −2 2

ICn 2 2 2 −2 2 2

ID −4 0 0 −4 0 4

ISl: Intensity of surveillance by local stakeholders (farmers, VAHWs), ISi: Intensity
of surveillance by intermediate stakeholders (district and province-level
veterinarians, CDC), ISn: Intensity of surveillance by national-level stakeholders
(NaVRI), ICl: Intensity of control by local stakeholders, ICn: Intensity of control by
national-level and intermediate stakeholders, ID: Detected level of disease
occurrence (number of dead or diseased birds).
Perturbations are read in the columns and the variables’ responses to
perturbations are read in the corresponding rows of the matrix Adj(−A2).
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Discussion
Loop analysis conditions for application and limits
We have described the principle of the loop analysis
method, and illustrated its application, first to a minimal,
generic model (3I), then to a specific model of the HPAI
H5N1 mitigation system in Cambodia. The loop analysis
method imposes certain restraints which limit its applic-
ability to the context of disease mitigation systems. The
study of the 3I model showed that loop analysis can be
applied to any disease subject to event-based surveillance
and control. However, the application is limited to endemic
diseases; this corresponds to the epidemiological phase
when the system is close to a state of equilibrium, which
means that the intensities of the disease, its surveillance
and its control vary little over time. We can accept this
hypothesis for a disease that has been endemic for several
years, as in the case of HPAI H5N1 in Cambodia. On con-
trary, the method cannot be applied to transition phases
such as emergence and eradication phases.
The generic and the HPAI H5N1 models are, further-

more, based on the assumption that control measures
are effective in reducing the occurrence of the disease,
which is debatable. At national level, only cases detected
by the system are controlled, effectively making the effect-
iveness of such controls dependent on the sensitivity of
the surveillance system. The field implementation of local
control measures can also be questioned, for example with
some farmers selling their diseased animals, thereby con-
tributing to the spread of HPAI H5N1 [29].
The method is also based on the assumption that the

rate of variation is of the same order of magnitude for
all variables. To consider this hypothesis in our model
for Cambodia, we assumed that the intensity of national
surveillance and control is of the same order of magnitude
as the aggregated intensities of surveillance and control at
local level. However, further works would be needed to
confirm this hypothesis. Another limitation of the model is
that some interactions between the compartments of the
system are subject to threshold effects. For example, a
farmer may tend to wait until he has observed a certain
number of dead animals before reporting the case to health
authorities, even for suspected bird flu [30,31]. Loop ana-
lysis does not consider these thresholds, as it assumes a
continuous interaction between variables. Working at a
national level, i.e. aggregating all the Cambodian farmers’
surveillance intensities, we can assume that the directed
interaction always exists. However, at an individual level,
this assumption is not borne out: below the farmers’
reporting threshold the links ISl-ISi and ISl-ISn do not exist.
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Figure 4 Study of the dynamic of the HPAI H5N1 mitigation
system in Cambodia. Impact of a positive perturbation on ISn
(A), ICn (B) and ICl (C). ISl: Intensity of the surveillance by local
stakeholders (farmers, VAHWs), ISi: Intensity of the surveillance by
intermediate stakeholders (district and province-level veterinarians,
CDC), ISn: Intensity of the surveillance by national-level stakeholders
(NaVRI), ICl: Intensity of the control by local stakeholders, ICn: Intensity
of the control by national-level and intermediary stakeholders, ID:
Detected level of incidence of the disease (number of dead or
diseased birds). Greyed-out and enlarged circle: increasing variable.
Hashed-out and reduced circle: decreasing variable. White circle:
ambiguous direction of change of the variable (impossible to
conclude if it increases or decreases).

Table 3 Matrix W2 of the predictions relating to HPAI
H5N1 mitigation system in Cambodia

ISl ISi ISn ICl ICn ID

ISl 1 1 1 1 1 1

ISi 0 1 1 0 1 0

W2 = ISn 1 1 1 1 1 1

ICl 1 1 1 1 1 1

ICn 1 1 1 1 1 1

ID 1 0 0 1 0 1

ISl: Intensity of surveillance by local stakeholders (farmers, VAHWs), ISi: Intensity
of surveillance by intermediate stakeholders (district and province-level
veterinarians, CDC), ISn: Intensity of surveillance by national-level stakeholders
(NaVRI), ICl: Intensity of control by local stakeholders, ICn: Intensity of control by
national-level and intermediate stakeholders, ID: Detected level of disease
occurrence (number of dead or diseased birds).
The matrix coefficients represent the level of confidence to be attributed to
the predictions, ranging from unambiguous at level wij = 1 (certain prediction),
to totally ambiguous at wij = 0 (very poor confidence in the prediction). A
value of wij = 0.5 is generally accepted as a validation threshold.
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A new model should therefore be built eliminating these
links for the individual level.
Finally, loop analysis does not allow for the weighting

of the strength of interactions between the variables.
Nonetheless, these strengths can be assumed to vary within
our model for Cambodia. For example, the link ISl–ICl is
stronger than ISl-ISi. Indeed, all farmers attempt to put
in place their own controls when they observe dead or
diseased animals, while only some report the cases to
veterinary authorities, among other reasons because
their trust in these institutions is limited [32]. However,
the weighting of interactions can be integrated into our
model by the use of the Fuzzy Cognitive Maps method, a
semi-quantitative modeling tool for dynamic systems
which would allow the refining of the models proposed by
loop analysis [33].
The progression from the 3I model to a more precise

model was carried out by specifying the variables and in-
teractions laid out by the minimal model. This method
requires only few data and is therefore easily adapted to
the context of developing countries. We applied it to
the case of surveillance and control of HPAI H5N1 in
Cambodia, which led us to elaborate a model with six
variables. The construction of the model improved our
understanding of the system, especially because this
model highlights the link between surveillance and control
components, which is usually unclear in traditional repre-
sentations of this system (hierarchical organigrammes).
We feel that this breakdown method can be applied to
any system for the surveillance and control of an endemic
disease. However, the single example of Cambodia is not
sufficient to demonstrate the method’s generality, i.e. the
possibility to apply it to other mitigation systems. We are
currently conducting further field work to this end in
Thailand and Laos.



Collineau et al. Emerging Themes in Epidemiology 2013, 10:7 Page 9 of 11
http://www.ete-online.com/content/10/1/7
Interpretation of the mitigation system’s behavior: the
study of the system’s efficiency
As the 3I model and the model for Cambodia are stable,
we were able to study the responses of the systems to
perturbations of their compartments. We propose here
to attribute a financial, human and material cost to the
intensity of surveillance and control. The hypothesis of a
positive correlation between cost and intensity of sur-
veillance and control seems acceptable from a qualitative
point of view. We can then interpret a positive perturbation
of a surveillance or control compartment as an investment
made in this compartment in terms of financial, human
and material resources deployed to achieve the surveillance
or the control of the disease. Starting from there, we can
study the effect of an investment in a certain compartment
on the costs of surveillance or control and on the disease
occurrence level. We considered here that the investments
causing both a reduction of the surveillance and control
associated costs and the disease occurrence level a priori
optimize the system’s efficiency, that is to say its effective-
ness in reducing the occurrence of the disease by optimiz-
ing the financial, human and material resources deployed.
However, we should keep in mind that optimizing the sys-
tem’s efficiency does not necessary mean reducing the sur-
veillance and control activities costs to reduce the disease
occurrence level. It could also consist in making better use
of the resources available, at a constant cost level.
Nevertheless, we think that this qualitative modeling

approach is an interesting first step to study the efficiency
of surveillance and control systems in animal health. In-
deed, it is very hard to quantify the effect of an investment,
especially when we work with partial or imprecise data.
Additionally, the application of policies for the surveillance
and control of diseases relies on human behavior, which is
also hard to measure or quantify [34]. The loop analysis be-
ing a qualitative method, we cannot, by definition, quantify
the decrease or increase in efficiency. However, we can
calculate its trend according to an investment choice. This
is the result of the analysis of the perturbations, which allow
us to rank various situations according to the perturbation’s
effect on the system’s efficiency.
The results of the analysis by the 3I and Cambodia-

specific models show a dynamic common to both systems:
investing in control measures corresponds to a reduction
in the occurrence of the disease without increasing the
intensity of surveillance. On the contrary, an investment
in surveillance requires an additional increase in control
to achieve a reduction in the occurrence of the disease.
Investing in control rather than surveillance a priori yields
a better improvement in the system’s efficiency.
In the case of the model for Cambodia, the model

shows that investments in local surveillance (for example
working to improve farmers’ trust in veterinary services,
and encouraging them to report observed cases of disease),
may contribute to reduce the intensity of the disease
(Figure 4A). This reduction requires increased intensity
of both surveillance and control of all stakeholders
within the system, meaning at national level and all local
stakeholders in Cambodia. (There is some ambiguity
regarding intermediate stakeholders, we are unable to
conclude whether the intensity of their surveillance
increases or decreases). Even if we cannot quantify the
different costs associated with the rises in intensity, the
model predicts that this situation will be characterized
by an overall increase in the cost of surveillance and
control relative to the former equilibrium state. Thus,
results indicate that the occurrence of the disease would
be reduced but with an elevated cost, so the efficiency
of the system would decrease in this case.
Conversely, results suggest that investing in control

measures carried out at the national level can reduce the
intensity of surveillance (Figure 4B), thereby limiting the
costs incurred by this surveillance. However, the effect on
ID is ambiguous in this scenario, and we cannot therefore
draw any conclusions regarding the effectiveness of this
type of investment to reduce the occurrence of the disease.
This ambiguity can be explained by the negative influence
of uncompensated slaughter on the reporting of cases by
local and intermediate stakeholders. If we construct an
identical system but eliminate the negative links ICn-ISl and
ICn-ISi, we notice that an investment in control at national
level allows for the occurrence of the disease to be unam-
biguously reduced. Thus, by working on the acceptability of
national control measures, the effectiveness of the system
to control the disease can be improved [35]. The type of
investment presented in Figure 4B therefore allows for
the reduction of surveillance costs, but its effectiveness in
reducing disease occurrence is ambiguous, which means
the efficiency of the system is ambiguous in this case.
Finally, a positive perturbation on the intensity of local

control (Figure 4C) reduces unambiguously the intensity of
the disease, while reducing the intensity of the surveillance
and control at national level. Local control has two distinct
advantages: on the one hand it does not negatively influ-
ence the intensity of surveillance, and on the other hand it
does not require laboratory confirmation of HPAI H5N1
cases. The case in Figure 4C therefore represents a situation
which should in principle be less costly than the one in
Figure 4A (by reduction in the intensity of surveillance
and control), and more effective that the one in Figure 4B
in reducing the occurrence of the disease. The scenario
represented in Figure 4C therefore provides for the
optimization of the system’s efficiency.
We adopted here the perspective of a decision-maker,

with a good overall visibility of the system, to ask ourselves
what scenario would optimize its efficiency. However,
it should be noted that depending on the approach, a single
given system can be represented by one of several loop
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analysis models. Indeed, the validity of any particular
model structure depends only on a compromise between
different points of view, and the interpretation of impacts
depends on the question at hand. Our qualitative approach
does not allow the quantification of the investment neces-
sary to optimize the functioning of the system. However, by
understanding the system’s dynamics, the model allows
different situations to be ordered hierarchically, and the
most favorable configuration for optimizing the system’s
efficiency to be identified. This analysis can therefore be
considered to be a precursor to a large-scale quantitative
project, and allows for the targeting of data to collect. Thus,
in the case of the model for Cambodia, it could be interest-
ing to evaluate quantitatively and precisely the costs of re-
inforcing the control of HPAI H5N1 by local stakeholders.
Indeed, according to the results of the model, the scenario
in Figure 4C allows for the best optimization of the system’s
efficiency. This underlines the importance of training local
stakeholders, specifically to control avian diseases at their
level, and also supports the conclusions of other studies
that have shown the importance of involving local stake-
holders in the improvement of the efficiency of systems of
surveillance and control of HPAI H5N1 [36], and animal
diseases more widely [37].

Conclusion
Loop analysis can be adapted to the context of animal
disease mitigation systems. This only requires defining the
system’s components and the sign of their interactions,
but not their value. This is the main strength of the
method (it is easy to design), but also its main limit, as we
can only say whether the variables increase or decrease
after a perturbation, but not how much or how fast. That
is why loop analysis should not be used as a single method
but in combination with quantitative ones.
Starting from a simple and generic model, it is possible

to develop a model suitable to a specific context by
breaking down the variables into sub-variables. In this
way we were able to obtain a model with six variables
organized into three levels, describing the mitigation
system of HPAI H5N1 in Cambodia. This improved our
understanding of the system’s organization, especially
highlighting the link between surveillance and control.
Loop analysis also allows for the impacts on the system’s
different compartments to be studied. We chose to in-
terpret these impacts in terms of financial, human and
material investments. The results show, among others,
that investing in the compartment corresponding to
local-level control represents the most favorable scenario
for optimizing the efficiency of the system.
We think the loop analysis could also be used as a par-

ticipatory epidemiological tool. For example, it would
allow different stakeholders of the network to build a
common representation of their system, and to study its
dynamic through various perturbations. This type of
approach is already applied in the field of ecology, for
example in teaching the carbon cycle and the greenhouse
effect [38]. The value of this method lies in its simplicity
and flexibility, as these models are fast to build, analyze and
modify, providing a good aid for study and debate. A sys-
temic approach to a disease mitigation system can allow its
complexity to be reduced and its dynamics to be better
understood, thereby stimulating new ways of conceptualiz-
ing these systems. This could also raise local stakeholders’
awareness of these dynamics, thereby giving them a better
understanding of the consequences of their actions.

Abbreviations
CDC: Centre for Disease Control and Prevention; HPAI: Highly Pathogenic
Avian Influenza; NaVRI: National Veterinary Research Institute; VAHW: Village
Animal Health Worker.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
LC and RD drafted the original manuscript. FG and SH supported the
fieldwork organization in Cambodia and took part in the models discussion.
All authors commented on successive drafts of the manuscripts and read
and approved the final manuscript.

Acknowledgements
We extend our thanks to the NaVRI members as well as the veterinarians
and village volunteers of Takeo and Kompomg Cham provinces in
Cambodia, for their contribution to this study. We acknowledge the
assistance of Nget Kiry, Sophie Baron and Kunthy Nguon in interviewing the
Cambodian stakeholders, and Dr Mak Chanthol in commenting our models.
We also thank the CIRAD GREASE Network for its support. Many thanks to
Chris Dickson for the translation of this article into English. This study was
funded by the CIRAD’s REVASIA programme and the CIRAD AGIRs Unit.

Author details
1CIRAD, AGIRs (Animal and Integrated Risks Management Unit, UPR22),
Montpellier, France. 2UMR 1225 IHAP INRA-ENVT, National Veterinary School,
Toulouse, France. 3National Veterinary Research Institute, Phnom Penh,
Cambodia. 4Asian Institute of Technology, Computer Sciences and
Information Management, Pathumthani, Thailand. 5Faculty of Veterinary
Medicine, Kasetsart University, Bangkok, Thailand.

Received: 1 March 2013 Accepted: 24 July 2013
Published: 13 August 2013

References
1. Dufour B, Hendrikx P: Epidemiological surveillance in animal health 2nded.

FAO, OIE and AEEMA: CIRAD; 2009.
2. Thrusfield M: Surveillance. In: Veterinary Epidemiology. BlackWell Science;

2007:168–186.
3. Häsler B, Howe K, Stärk K: Conceptualizing the technical relationship of

animal disease surveillance to intervention and mitigation as a basis for
economic analysis. BMC Health Serv Res 2011, 11:225.

4. McDermott J, Coleman P: Comparing apples and oranges – model-based
assessment of different tsetse-transmitted trypanosomosis control
strategies. Int J Parasitol 2001, 31:603–609.

5. Groenendaal H, Nielen M, Hesselink JW: Development of the Dutch
Johne’s disease control program supported by a simulation model.
Prev Vet Med 2003, 60:69–90.

6. Stansfield SK, Walsh J, Prata N, Evans T, et al: Information to improve decision
making for health. In Disease control priorities in developing countries. Edited by
Jamison DT. New York: Oxford University Press; 2006:1017–30.

7. Hendrikx P, Gay E, Chazel M, Moutou F, Danan C, Richomme C, Boue F,
Souillard R, Gauchard F, Dufour B: OASIS: an assessment tool of



Collineau et al. Emerging Themes in Epidemiology 2013, 10:7 Page 11 of 11
http://www.ete-online.com/content/10/1/7
epidemiological surveillance systems in animal health and food safety.
Epidemiol Infect 2011, 139:1486–1496.

8. Drewe JA, Hoinville LJ, Cook AJ, Floyd T, Stärk KD: Evaluation of animal
and public health surveillance systems: a systematic review. Epidemiol
Infect 2012, 140:575–90.

9. OIE (World Organization for Animal Health): OIE Tool for the evaluation of
performance of veterinary services (OIE PVS tool). Paris: OIE; 2010. http://www.
oie.int/fileadmin/Home/eng/Support_to_OIE_Members/pdf/
A_PVS_Tool_Final_Edition_2013.pdf.

10. Drewe J, Hoinville L, Cook A, Floyd T, Gunn G, Stärk K: SERVAL: a new
framework for the evaluation of animal health surveillance. Transbound
Emerg Dis 2013. doi:10.1111/tbed.12063.

11. Goutard FL, Paul M, Tavornpanich S, Houisse I, Chanachai K,
Thanapongtharm W, Cameron A, Stärk KDC, Roger F: Optimizing early
detection of avian influenza H5N1 in backyard and free-range poultry
production systems in Thailand. Prev Vet Med 2012. doi:10.1016/j.
prevetmed.2011.12.020.

12. Vergne T, Grosbois V, Durand B, Goutard F, Bellet C, Holl D, Roger F, Dufour
B: A capture–recapture analysis in a challenging environment: assessing
the epidemiological situation of foot-and-mouth disease in Cambodia.
Prev Vet Med 2012, 105:235–243.

13. Redmond L, Beck H: Economics in animal health policy making in
Northern Ireland. In The economics of animal health and production. Edited
by Rushton J. Cambridge, MA: CAB International; 2009:269–273.

14. Puccia CJ, Levins R: Qualitative modeling of complex systems: an introduction to
loop analysis and time averaging. Cambridge: Harvard University Press; 1985.

15. Arkoosh MR, Johnson L, Rossignol PA, Collier TK: Predicting the impact of
perturbations on salmon (Oncorhynchus spp.) communities: implications
for monitoring. Can J Fish Aquat Sci 2004, 61:1166–1175.

16. Ortiz M, Wolff M: Application of loop analysis to benthic systems in
northern Chile for the elaboration of sustainable management
strategies. Mar Ecol Prog Ser 2002, 242:15–27.

17. Mohtashemi M, Higgs BW, Levins R: Infection and atherosclerosis: is there
an association? Complex Systems-Champaign 2006, 16:259–276.

18. Zavaleta JO, Rossignol PA: Community-level analysis of risk of vector-borne
disease. Trans R Soc Trop Med Hyg 2004, 98:610–618.

19. Dambacher JM, Luh HK, Li HW, Rossignol PA: Qualitative stability and
ambiguity in model ecosystems. Am Nat 2003, 161:876–888.

20. Dambacher JM, Li HW, Rossignol PA: Qualitative predictions in model
ecosystems. Ecological Modeling 2003, 161:79–93.

21. Howe KS, Häsler B, Stärk KD: Economic principles for resource allocation
decisions at national level to mitigate the effects of disease in farm
animal populations. Epidemiol Infect 2012, 141:91–101.

22. Diekmann O, Heesterbeek JAP: Mathematical epidemiology of infectious diseases:
model building, analysis and interpretation. Chichester: Wiley; 2000. Volume 5.

23. Justus J: Loop analysis and qualitative modeling: limitations and merits.
Biol Philos 2006, 21:647–666.

24. The Loop analysis website. http://www.ent.orst.edu/loop/.
25. Sorn S, Sok T, Ly S, Rith S, Tung N, Viari A, Gavotte L, Holl D, Seng H, Asgari

N, Richner B, Laurent D, Chea N, Duong V, Toyoda T, Yasuda CY, Kitsutani P,
Zhou P, Bing S, Deubel V, Donis R, Frutos R, Buchy P: Dynamic of H5N1
virus in Cambodia and emergence of a novel endemic sub-clade. Infect
Genet Evol 2012. http://dx.doi.org/10.1016/j.meegid.2012.05.013.

26. Desvaux S, Sorn S, Holl D, Chavernac D, Goutard F, Thonnat J, Porphyre V,
Ménard C, Cardinale E, Roger F: HPAI surveillance programme in
Cambodia: results and perspectives. Dev Biol (Basel) 2006, 124:211–224.

27. Ear S, Burgos Cáceres S: Livelihoods and highly pathogenic avian
influenza in Cambodia. Worlds Poult Sci J 2009, 65:633.

28. Burgos S, Hinrichs J, Otte J, Pfeiffer D, Roland-Holst D, Schwabenbauer K,
Thieme O: Poultry, HPAI and livelihoods in Cambodia–a review. Food and
Agriculture Organization, Rome: A collaborative research project funded by
DFID, BMELV, FAO, ICB, ILRI; 2008. Mekong Team Working Paper No. 3.

29. Van Kerkhove MD, et al: Poultry movement and sustained HPAI risk in
Cambodia. In Health and animal agriculture in developing countries. Edited
by Zilberman D. New York: Springer; 2012:233–263.

30. Elbers ARW, Fabri THF, De Vries TS, De Wit JJ, Pijpers A, Koch G: The highly
pathogenic avian influenza a (H7N7) virus epidemic in the Netherlands
in 2003—lessons learned from the first five outbreaks. Avian Dis 2004,
48:691–705.

31. Ly S, Van Kerkhove MD, Holl D, Froehlich Y, Vong S: Interaction between
humans and poultry, rural Cambodia. Emerg Infect Dis 2007, 13:130–132.
32. Palmer S, Fozdar F, Sully M: The effect of trust on West Australian farmers’
responses to infectious livestock diseases. Sociol Rural 2009, 49:360–374.

33. Ferrarini A: Fuzzy cognitive maps outmatch loop analysis in dynamic
modeling of ecological systems. Computat Ecol Software 2011, 1:55–59.

34. Gramig BM, Horan RD: Jointly determined livestock disease dynamics and
decentralized economic behavior. Aust J Agric Resour Econ 2011, 55:393–410.

35. Cohen NE, Van Asseldonk MAPM, Stassen EN: Social-ethical issues
concerning the control strategy of animal diseases in the European
Union: a survey. Agr Hum Values 2007, 24:499–510.

36. Alders RG, Bagnol B, Brum E, Lubis AS, Young MP: Continuing education in
the prevention and control of HPAI: a case study on Indonesia.
Worlds Poult Sci J 2009, 65:529–531.

37. Souza Monteiro DM, Carrasco LR, Moffitt LJ, Cook AJC: Robust surveillance
of animal diseases: an application to the detection of bluetongue
disease. Prev Vet Med 2012, 105:17–24.

38. Salles P, Bredeweg B: A case study of collaborative modeling: building
qualitative models in ecology. In Artificial intelligence in education: shaping
the future of learning through intelligent technologies. Edited by Hoppe U,
Verdejo F, Kay J. Japan, Osaka: IOS-Press/Ohmsha; 2003:245–252.

doi:10.1186/1742-7622-10-7
Cite this article as: Collineau et al.: Application of loop analysis for the
qualitative assessment of surveillance and control in veterinary
epidemiology. Emerging Themes in Epidemiology 2013 10:7.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.oie.int/fileadmin/Home/eng/Support_to_OIE_Members/pdf/A_PVS_Tool_Final_Edition_2013.pdf
http://www.oie.int/fileadmin/Home/eng/Support_to_OIE_Members/pdf/A_PVS_Tool_Final_Edition_2013.pdf
http://www.oie.int/fileadmin/Home/eng/Support_to_OIE_Members/pdf/A_PVS_Tool_Final_Edition_2013.pdf
http://dx.doi.org/10.1111/tbed.12063
http://dx.doi.org/10.1016/j.prevetmed.2011.12.020
http://dx.doi.org/10.1016/j.prevetmed.2011.12.020
http://www.ent.orst.edu/loop/

	Abstract
	Background
	Results
	Conclusion

	Background
	The context of animal disease mitigation systems
	The method of loop analysis
	Application of loop analysis to a generic disease mitigation system

	Results
	Description of the HPAI H5N1 mitigation system in Cambodia
	Study of the dynamic of the HPAI H5N1 mitigation system in Cambodia

	Discussion
	Loop analysis conditions for application and limits
	Interpretation of the mitigation system’s behavior: the study of the system’s efficiency

	Conclusion
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


