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Background. Control of visceral leishmaniasis (VL) on the Indian subcontinent relies on prompt detection and treatment of
symptomatic cases. Detection efforts influence the observed VL incidence and how well it reflects the underlying true incidence.
As control targets are defined in terms of observed cases, there is an urgent need to understand how changes in detection delay and

population coverage of improved detection affect VL control.

Methods. Using a mathematical model for transmission and control of VL, we predict the impact of reduced detection delays
and/or increased population coverage of the detection programs on observed and true VL incidence and mortality.

Results. Improved case detection, either by higher coverage or reduced detection delay, causes an initial rise in observed VL in-
cidence before a reduction. Relaxation of improved detection may lead to an apparent temporary (1 year) reduction in VL incidence,
but comes with a high risk of resurging infection levels. Duration of symptoms in detected cases shows an unequivocal association

with detection effort.

Conclusions. VL incidence on its own is not a reliable indicator of the performance of case detection programs. Duration of
symptoms in detected cases can be used as an additional marker of the performance of case detection programs.
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Visceral leishmaniasis (VL), also known as kala-azar, is a ne-
glected tropical disease caused by single-celled Leishmania
parasites that are transmitted by sandflies [1]. On the Indian
subcontinent, VL is considered entirely anthroponotic. Once
infected, a small percentage of individuals develop symptoms
that are fatal when left untreated. After successful treatment,
5%-20% of cases develop a skin condition known as post-ka-
la-azar dermal leishmaniasis (PKDL), which lasts several years
if left untreated [2]. Transmission is driven by cases of sympto-
matic infection and PKDL; asymptomatic cases most likely do
not infect sandflies or to a much lower extent [3, 4].

The World Health Organization 2020 target for control of VL
on the Indian subcontinent is defined as <1 detected VL case
per 10 000 population per year at the (sub)district level (min-
imum 35 000 population; median size of 200 000) [5]. Control
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strategies rely on prompt detection and treatment of VL cases,
and vector control in the form of indoor residual spraying of
insecticide [5], although several studies question the impact of
indoor residual spraying on VL incidence [6, 7]. Strategies to
improve the promptness of detection include provision of diag-
nostics, raising clinical and community awareness, and more re-
cently, active case detection given that cases tend to be clustered
in time and space [8, 9]. Detection success is generally meas-
ured through the average time between onset of symptoms and
specific diagnosis, and this has reduced substantially, although
it still shows substantial variability [10]. Given this variability, it
is surprising that, to our knowledge, no consideration has been
given to the impact of population coverage of improved detec-
tion programs and/or reductions in detection delay on achieve-
ment of control. It should also be noted that it is only possible to
measure the diagnostic promptness in detected cases.

Given the drop in the number of VL cases on the Indian sub-
continent due to large-scale control efforts since 2010, achieve-
ment of the control target seems within reach in many regions
[11-13]. However, if control efforts relax following the achieve-
ment of this target, the sustainability of VL control could be at
stake [14]. Here, we hypothesize that in some situations, relax-
ation of detection efforts will lead to an apparent (temporary)
achievement of the control target, whereas the true, underlying
epidemiological situation is worsening. Such a relaxation could
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occur through lack of clinical awareness, reduction in resources
due to political complacency, or diversion of resources from de-
tection to another form of control.

Mathematical models of VL transmission are increasingly
used for planning and assessing the efficacy of interventions
and evaluating the intensity and timescale required to achieve
set targets [13, 15]. In this study, we use a mathematical model
for transmission and improved detection of VL to predict the
impact of reduced detection delays and/or increased popula-
tion coverage of the detection programs on VL incidence and
mortality.

METHODS

Model Structure

In this study, we employed a simplified version of earlier trans-
mission models [16-18], keeping only the processes in the
model that are relevant to the impact of improved detection of
VL cases. See Supplementary Appendix A for a schematic rep-
resentation of the model structure. In the model, susceptible
individuals who are infected with the Leishmania parasite first
enter a stage of latent infection, which is asymptomatic and
noninfectious. Three percent of latent infections progress to
developing symptomatic VL, which is diagnosable and infec-
tious, and the remainder recover without treatment [19]. The
current definition of VL implies that individuals have clinical
symptoms (fever) for 2 weeks prior to being diagnosable. Here,
the detection and subsequent treatment of symptomatic cases
were assumed to occur at a constant rate, so that the resulting
distribution of detection delays reflects the high variation in
reported treatment delays in India [20]. The competing risk of
dying from untreated VL was assumed to increase with dura-
tion of symptoms, which was captured using the “linear chain
trick” [21] to model progression until death as an Erlang dis-
tribution with shape 3. Together, the competing risks of being
detected vs dying determine the proportion of VL cases that
die undetected, the average time till death, and the duration
of symptoms in the detected cases. A baseline situation with
“standard” detection effort was defined as a situation in which
half of the VL cases die undetected, and those who die have
symptoms for an average duration of 150 days. These figures
are completely unobserved but are consistent with reports
of the case ascertainment [22, 23], and were uniquely repro-
duced by setting the baseline case detection rate to 365/243
(ie, an average detection delay of 243 days in absence of ex-
cess mortality) and the annual mortality rate due to untreated
VL to 365/189 (ie, an average duration until death of 189 days
in absence of any detection effort). These rates translate to
an average detection delay of about 8 months in absence of
VL-related mortality, an average duration of symptoms before
death of about 6 months in absence of any detection effort or
healthcare-seeking behavior, and an average detection delay in
detected cases of 92 days.

To simulate the potential impact of an improved detection
program, we stratify the population of symptomatic cases into 2
fractions: one covered by the improved detection program (ie,
shorter treatment delay), and the other covered by the baseline
detection rate. The 2 groups are subject to the same risk of dying
from untreated VL. All detected VL cases are assumed to be
successfully treated and reach the dormant stage, which lasts on
average 21 months [24-26], after which most will recover com-
pletely. Five percent of individuals in the dormant stage will de-
velop PKDL [2], which lasts 5 years on average [24]. Individuals
who recover fully from the dormant stage or PKDL are assigned
to the fully recovered state, which we assume cannot be infected
and lasts 5 years on average [18], after which they become sus-
ceptible again. Only VL cases and PKDL cases are considered
to be infectious and contribute to transmission [3]. The back-
ground mortality rate due to other causes was based on the av-
erage expected lifespan at birth in rural Bihar, as reported for
2010-2014 by the Indian Census Office [27]. We did not con-
sider age and population growth in our model, as these were not
deemed relevant for the diagnostic process or VL transmission
dynamics when predicting short-term trends.

The transmission rate was calibrated to represent a setting
with observed (ie, detected) VL incidence of 5/10 000 capita
(at equilibrium) before the start of improved detection, which
for the baseline scenario translates to a true VL incidence of
just over 10 cases/10 000/year and a mortality rate due to un-
treated VL of just over 5 cases/10 000/year. See Supplementary
Appendix B for a formal description of the model equations,
and Supplementary Appendix C for an overview of all biolog-
ical parameter values and relevant references.

We developed 2 model variants: a deterministic variant de-
fined in terms of a system of ordinary differential equations
representing an infinitely large population, and a stochastic
variant describing a discrete, finite set of individuals for whom
transitions between disease stages are chance events based on
the same transition rates as in the deterministic model var-
iant. Both variants assume a closed, fixed-size population
and were implemented in pomp (version 2.2.2.0) [28] using
R (version 3.6.0) and RStudio (version 1.2.1335) software.
The model code can be accessed through a public online re-
pository at  https://gitlab.com/erasmusmc-public-health/
vl-detection-effort-model.

Simulation Scenarios

First, we performed simulations with the deterministic model
variant for various scenarios of improved detection, using a grid
of values for population coverage of the improved detection
strategy (0-100%, 1% increments) and reduction in detection
delay among cases covered by the improved detection strategy
(0-98%, 1% increments, relative to the baseline detection delay
of 92 days). For each improved detection scenario, we predicted
the true and observed VL incidence, mortality due to untreated
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(ie, undetected) VL, and the average duration of symptoms in
detected cases after 5 years of improved case detection.

Second, to predict the impact of a potential relaxation of de-
tection effort, we performed 10 000 stochastic simulations for
a population size of 35 000 people (ie, the smallest block-level
population size seen in the Indian subcontinent). Each sto-
chastic simulation was initiated using a multinomial sample of
35 000 individuals with an expected state distribution as pre-
dicted for an equilibrium situation by the deterministic model
variant before start of improved detection. Stochastic simu-
lations were run with improved detection implemented at
80% population coverage with an achieved detection delay of
37 days (ie, a 60% reduction). A relaxation in detection effort
was defined as a lowering of population coverage from 80% to
20%, while maintaining the achieved 60% reduction in detec-
tion delay, assuming that relaxation of detection effort does not
affect the quality of the remaining effort because tools are still
available and the healthcare workers are still primed. Relaxation
of detection effort was assumed to occur in 2 situations: (1) after
reaching the target of <1/10 000 observed VL cases for 3 consec-
utive years; or (2) after 5 years of improved control if program
impact was unsatisfactory. For the first situation, we used the
simulations that achieved the target for 3 years consecutively
within 10 years of improved detection; the remainder of simu-
lations (ie, not reaching the target within 10 years) was used for
the second situation. After relaxation of detection effort, simu-
lations were run for a further 5 years to monitor the changes in
VL incidence (observed and true) and mortality.

RESULTS

Figure 1 illustrates the impact of improved case detection on
VL incidence and mortality over the course of 10 years, as-
suming 80% population coverage. The true VL incidence and
mortality due to untreated VL were predicted to decline sharply

within the first 3 years (Figure 1A), reflecting the impact of im-
proved case detection on transmission. Observed VL incidence
sharply increased during the first year of improved detection,
approaching the true VL incidence, and then rapidly declined
in the second and third year, followed by a stage of slow fur-
ther decline. The predicted average duration of symptoms in
detected cases (Figure 1B) declined immediately with the start
of improved detection and stabilized after 2 years.

Figure 2 summarizes the epidemiological situation after
5 years of improved case detection for various levels of detec-
tion effectiveness, again starting from the same baseline situ-
ation. Settings with poorly performing detection programs are
represented by a reduction in detection delay (y-axis) of 0%
(ie, a 92-day detection delay as in the baseline scenario) and/
or 0% population coverage of the improved detection program
(x-axis). In contrast, the top right corner of each panel repre-
sents a hypothetical ideal situation of maximum detection ef-
fectiveness in which the achieved treatment delays are shortest
and the population coverage is highest. The solid circle in each
panel represents the scenario depicted in Figure 1. Various
combinations of program coverage and reductions in detec-
tion delay result in similar observed VL incidence (Figure 2A),
with both parameters contributing approximately equally to the
impact of improved case detection. Duration of symptoms in
detected cases (Figure 2B) was predicted to decrease markedly
with increasing program performance. A program coverage and
a reduction in detection delay of both >60% ensured an overall
detection delay of <50 days (among cases originating from both
parts of the population covered and noncovered by improved
detection). The difference between true VL incidence (Figure
2C) and the observed VL incidence (Figure 2A) decreased
with increasing program performance (ie, toward the top-right
corner). Mortality due to untreated VL (Figure 2D) decreased
strongly with increasing program performance. A program

A Annual number of cases per 10 000 capita B Observed average detection delay (days)
10 100 1
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Figure 1. Deterministic model predictions for impact of improved case detection on visceral leishmaniasis (VL) incidence and mortality over time. Predictions reflect a set-
ting where, before the start of improved detection, the annual observed incidence of VL was 5/10 000 capita, and half of all cases died before detection. Improved detection
is assumed to result in a reduction of detection delay down to 37 days (60% reduction from 92 days) in 80% of the population covered by the improved detection program.
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Figure 2. Contour plot of the model-predicted impact of 5 years of improved case detection at various levels of effectiveness on visceral leishmaniasis (VL). Model simula-
tions represent a setting where, before the start of improved detection, the annual observed incidence of VL was 5/10 000 capita, and half of all cases died before detection.
Improved detection is defined in terms of the proportion of the population covered by the program (x-axis) and the reduction in detection delay in the part of the population
covered by program (y-axis), relative to a reference delay of 92 days without improved detection. Contour lines represent combinations of program coverage and reductions
in detection delay that result in the same outcome after 5 years of improved detection. Panels represent different outcome metrics that can be directly measured (A and B)
or not directly measured (Cand D). Outcome metrics are based on both the covered and noncovered parts of the population. The point at 80% population coverage and 60%

reduction in detection delay represents the scenario depicted in Figure 1.

coverage and a reduction in detection delay of both 265% en-
sured a mortality rate of <1/10 000/year. When detection delays
are short, then ensuring increased population coverage has rel-
atively more impact on reduction in mortality as demonstrated
by the nearly vertical contour lines.

The stochastic version of the model highlights the impor-
tant impact of chance effects related to the achievement of the

target. In 13% of 10 000 stochastic simulations, the incidence
of observed VL fell below 1/10 000 for 3 consecutive years
during the first 10 years of the improved detection program
(Supplementary Appendix D, panel A). These simulations rep-
resent the left tail of the expected distribution of outcomes for
which the mean is the incidence trend predicted by the deter-
ministic model (Figure 1). In the remaining 87% of simulations,
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Figure 3. Stochastic model predictions for the number of visceral leishmaniasis (VL) cases and deaths when detection effort is relaxed after an initial period of improved
detection. Simulations represent a setting where, before the start of improved detection, the annual observed incidence of VL was 5/10 000 capita, and half of all cases died
before detection. Improved detection was defined as an average detection delay that is reduced from 92 to 37 days in 80% of the population covered by the improved detec-
tion program (as in Figure 1 and the point in Figure 2). Next, the detection effort was relaxed, either after reaching the target of <1/10 000 observed VL cases for 3 consecutive
years (blue line and shaded band), or after 5 years if program impact was unsatisfactory (red line and shaded band). Relaxation of detection effort was defined as a decrease
in program coverage from 80% to 20%. Lines and shaded bands represent the median and 80% confidence intervals of annual numbers from multiple stochastic simulations.

the decline of the average VL incidence slowed down after
3 years of improved detection (as in Figure 1).

Figure 3 illustrates the potential impact of relaxing detec-
tion effort on VL incidence and mortality after an initial period
of improved case detection. When detection was relaxed after
meeting the target (ie, in 13% of 10 000 simulations; blue line
and shaded band), transmission was either interrupted (55% of
13% of simulations with zero PKDL and VL cases), continued
at levels with observed VL incidence <1/10 000 (18% of 13%),
or resurged with observed VL incidence at or above 1/10 000
(27% of 13%) within the next 5 years. The predicted outcomes
are shown in more detail in Supplementary Appendix D. In the
subset of simulations with “unsatisfactory” impact of improved
detection (ie, 87% of 10 000 simulations; red line and shaded
band), a relaxation of detection effort resulted in an increase in
true VL incidence and mortality. In contrast, the observed VL
incidence declined during the first year after relaxation, after
which it increases again. In 13% of the 87% of simulations, the
observed VL incidence dropped to <1/10 000/year in the first
year after relaxation of the detection effort (ie, the point where
the lower bound of the red shaded band crosses the dashed
horizontal line).

DISCUSSION

Our results demonstrate 5 key principles of VL control programs
on the Indian subcontinent. First, successful implementation of
improved case detection is expected to temporarily increase the

observed VL incidence. However, finding and treating cases re-
sults in reduction of transmission so that the true case incidence
and mortality fall. Second, successful case detection requires
that reduction in detection delays covers the whole popula-
tion. Third, there is an important role of chance in determining
the likelihood of reaching and maintaining the control target.
Fourth, when the control target is met, there is a high risk of re-
surgence of transmission if the detection effort is relaxed. Fifth,
when little or no impact of improved detection is observed, a
relaxation of the detection effort may result in a temporary re-
duction of observed VL incidence, sometimes even below the
control target of 1/10 000/year, whereas the true VL incidence
is actually increasing.

Clearly, observed VL incidence by itself is not a reliable indi-
cator of program performance, because it is closely related to the
detection effort, such that relaxation may even incorrectly sug-
gest program improvement in the short run. Effective control
has to be defined in terms of low case incidence combined with
successful case detection and low average duration of symptoms.
The presence of subpopulations who have longer detection de-
lays (due to, eg, lower healthcare access and/or lower disease
awareness) are important barriers to effective control. Our re-
sults show that the duration of symptoms in observed VL cases
could serve as an additional indicator as it is temporally more
directly related to the performance of case detection programs.
The pattern in Figure 1B shows that the decrease quickly plat-
eaus, which is not an indication that control is failing, but rather
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that detection effort is sustained. If the duration of symptoms in
detected cases has not decreased significantly, then most likely
the control target has only been seemingly (and temporarily)
met because of poor case detection. Of course, the quality assur-
ance accuracy of reported detection delays remains challenging,
given the fact that individuals often attend multiple clinics be-
fore being diagnosed with VL.

An independent measure of case detection effort and success
(ie, if a case is there, will it be diagnosed and how long will it
take) would underpin the current interventions. It would also
avoid potential perverse incentives (eg, lowering detection effort
or reporting fewer cases to reach the control target). Currently,
there is no systematic data collection on measures of diagnostic
effort (eg, number of suspected cases tested or number of cases
of splenomegaly tested). Requiring programmatic reporting of
such data would keep VL in the clinic focus even when there
are zero cases, and would also provide denominators to esti-
mate the rate of VL detection. A small proportion of PKDL
cases arise without previous treatment, so reporting these sepa-
rately from PKDL cases with known VL history would provide
a measure of the relative incidence of undiagnosed VL. Other
approaches would require development of systems beyond the
current program (eg, postmortem measurements), which are
unlikely to be initiated solely for the VL program.

A successful detection program, in which most VL cases are
diagnosed promptly, means that the observed VL incidence
more accurately represents the true state of the population. In
particular, if the VL incidence target is met due to reduction in
transmission through diagnosis and treatment, then it is guar-
anteed that the true (unobserved) mortality due to VL is also
low (Figure 2). A successful detection program involves many
processes including community and clinical awareness, access
to healthcare, and availability of diagnostics, and we have not
included any of these details, but we show that it is important
that reductions in detection delay have wide population cov-
erage. This is relevant when considering active case detection or
other activities targeted to “hotspots,” and to ensure that they do
not result in sections of the population with reduced detection
that can continue to support transmission.

It has been recognized that VL diagnoses are clustered in
time and space, and pursuing active case detection in commu-
nities in which further cases are expected exploits this epidemi-
ological observation. For instance, in India the control program
focuses on finding febrile patients in the vicinity of index VL
cases. Xeno-monitoring—that is, surveillance of vectors for
presence of infection and infectiousness—is another avenue
being actively considered. Given that there appears to be little
transmission from asymptomatic cases, the presence of infected
sandflies might be good evidence of a case of infectious VL or
PKDL in the community. However, this needs to be confirmed.

Our deterministic model suggests that the observed VL in-
cidence cannot reach <1/10 000 within 5 years of improved

control (Figure 2), but stochastic model predictions suggest that
the control targets can be met in a proportion of situations with
similar or lower VL incidence than considered here (precontrol
annual VL incidence of 5/10 000 capita). The simulations also
show that even when targets are achieved there is a chance of
resurgence. This difference highlights the deficiency of deter-
ministic models to adequately capture stochastic effects in
populations of finite size. Some of the parameters in the model
have had to be inferred, so we focus our attention on the quali-
tative, rather than quantitative, results.

The achievement of the control target in various field set-
tings with similar or even higher precontrol VL incidence
than considered may be explained by concomitant changes in
human exposure to sandfly bites, for example, due to successful
use of indoor residual spraying and/or other factors that affect
sandfly biology, which were not considered in the model here.
Conclusions with regard to (relaxation) of detection effort do
not depend on the above factors.

We have assumed that transmission within the popula-
tion is homogeneous, that is, that each individual is equally
likely to transmit to each other individual. This is a sim-
plification of reality, and given the role of relatively short-
range vectors, the transmission dynamics of VL are likely
better captured by considering meta-populations (eg, popu-
lations of people within separate villages), and we are ac-
tively pursuing this hypothesis. How the processes we have
studied here interact with transmission at multiple scales is
not immediately clear, but we are confident that our under-
lying results are robust.

Itisbecoming clear that only VL and PKDL cases can transmit
significantly to sandflies, but there remain many important pa-
rameter values, such as proportion developing different types
of PKDL (nodular, popular, etc), their infectiousness, and their
duration, for which good data are still accruing [3]. Similarly,
the potential roles of longer-term immunity following VL and
asymptomatic infection are largely unknown. However, these
will largely influence longer-term dynamics, and the shorter-
term patterns that we explore here are dominated by 1 infection
per host and do not include the recycling of hosts through the
susceptible class.

In conclusion, we show that VL incidence on its own is
not a reliable indicator of the performance of case detection
programs. Unless transmission is truly interrupted, relaxa-
tion of detection effort will result in a temporary reduction
of observed VL incidence while true VL incidence and mor-
tality rise immediately. Therefore, continued case detection is
pivotal for sustained control of VL. Our findings indicate that
the average duration of symptoms in detected cases is a useful
indicator of the performance of case detection programs, al-
though there is also a need for independent measures of case
detection effort, such as number of suspected cases screened
for VL, to avoid perverse incentives.

S6 « JID 2019:XX (XX XXXX) o Coffeng et al

020z Aenuer 0 uo Jasn auiipal |edidol] g aualbAH Jo |ooyos uopuo Aq L816/95/419ZIl/SIPIUI/SE0 L 0 L/10pAdBNSqe-8]011B-20uBApPE/pI/wo dno-olwapede//:sdily woly papeojumoq



Supplementary Data

Supplementary materials are available at The Journal of Infectious
Diseases online. Consisting of data provided by the authors to
benefit the reader, the posted materials are not copyedited and
are the sole responsibility of the authors, so questions or com-
ments should be addressed to the corresponding author.

Notes

Author contributions. Conception and design: L. E. C,, G. E
M., S.J.d. V,,J. M. P. Programming: L. E. C., J. M. Analysis: L. E.
C., J. M. A. Interpretation: all authors. Drafting of manuscript:
L.E.C,E.A.L.R,E.R. A, J. M. P. Critical review and revision
of manuscript: all authors.

Disclaimer. The funders had no role in study design, data
collection and analysis, decision to publish, or preparation of
the manuscript. The views, opinions, assumptions, or any other
information set out in this article are solely those of the authors
and should not be attributed to the funders or any person con-
nected with the funders.

Financial support. All authors gratefully acknowledge
funding of the NTD Modelling Consortium by the Bill &
Melinda Gates Foundation (grant number OPP1184344). L. E.
C. further acknowledges funding from the Dutch Research
Council (grant number 016.Veni.178.023).

Supplement sponsorship. XXX.

Potential conflicts of interest. All authors: No reported con-
flicts of interest.

All authors have submitted the ICMJE Form for Disclosure
of Potential Conflicts of Interest. Conflicts that the editors
consider relevant to the content of the manuscript have been
disclosed.

References

1. World Health Organization Regional Office for South-East
Asia. Leishmaniasis fact sheet. https://www.who.int/en/
news-room/fact-sheets/detail/leishmaniasis. Accessed 16
September 2019.

2. Zijlstra EE, Alves E, Rijal S, Arana B, Alvar J. Post-kala-azar
dermal leishmaniasis in the Indian subcontinent: a threat
to the South-East Asia region kala-azar elimination pro-
gramme. PLoS Negl Trop Dis 2017; 11:e0005877.

3. Mondal D, Bern C, Ghosh D, et al. Quantifying the infec-
tiousness of post-kala-azar dermal leishmaniasis towards
sandflies. Clin Infect Dis 2019; 69:251-8.

4. Rutte EA Le, Zijlstra EE, Vlas SJ de. Post-kala-azar dermal
leishmaniasis as a reservoir for visceral leishmaniasis trans-
mission. Trends Parasitol 2019; 35:590-2.

5. World Health Organization Regional Office for South-
East Asia. Process of validation of elimination of kala-azar,
SEARO. 2016.
sources/process_of_validation_of VL_elimination_SEA_
CD_321.pdf. Accessed 16 September 2019.

https://www.who.int/leishmaniasis/re-

10.

11.

12.

13.

14.

15.

16.

17.

18.

. Mandal R, Kesari

. Coleman M, Foster GM, Deb R, et al. DDT-based indoor re-

sidual spraying suboptimal for visceral leishmaniasis elimi-
nation in India. Proc Natl Acad Sci U S A 2015; 112:8573-8.

. Kumar V, Shankar L, Rama A, et al. Analysing host pref-

erence behavior of phlebotomus argentipes (diptera:
Psychodidae) under the impact of indoor residual spray. Int
J Trop Dis Health 2015; 7:69-79.

. Bulstra CA, Le Rutte EA, Malaviya P, et al. Visceral leish-

maniasis: spatiotemporal heterogeneity and drivers under-
lying the hotspots in Muzaffarpur, Bihar, India. PLoS Negl
Trop Dis 2018; 12:¢0006888.

S, Kumar V, Das P. Trends in
spatio-temporal dynamics of visceral leishmaniasis cases
in a highly-endemic focus of Bihar, India: an investigation
based on GIS tools. Parasit Vectors 2018; 11:220.

Medley GF, Hollingsworth TD, Olliaro PL, Adams ER.
Health-seeking behaviour, diagnostics and transmission
dynamics in the control of visceral leishmaniasis in the
Indian subcontinent. Nature 2015; 528:5102-8.

Uniting to Combat Neglected Tropical Diseases. London
declaration on neglected tropical diseases. 2015. http://
unitingtocombatntds.org/resource/london-declaration.
Accessed 20 October 2015.

World Health Organization South-East Asia, Government
of the People’s Republic of Bangladesh, Royal Government
of Bhutan, Government of India, Government of Nepal,
Royal Thai Government. Memorandum of understanding
among Bangladesh, Bhutan, India, Nepal and Thailand
on the elimination of Kala-azar from the South-East Asia
region. Dhaka, Bangladesh: WHO, 2014.

Rutte EA Le, Chapman LAC, Coffeng LE, et al. Policy re-
commendations from transmission modeling for the elimi-
nation of visceral leishmaniasis in the Indian Subcontinent.
Clin Infect Dis 2018; 66(Suppl 4):5301-8.

Sundar S, Singh OP, Chakravarty J. Visceral leishmaniasis
elimination targets in India, strategies for preventing resur-
gence. Expert Rev Anti Infect Ther 2018; 16:805-12.

Rutte EA Le, Chapman LAC, Coffeng LE, et al. Elimination
of visceral leishmaniasis in the Indian subcontinent: a com-
parison of predictions from three transmission models.
Epidemics 2017; 18:67-80.

Stauch A, Sarkar RR, Picado A, et al. Visceral leishmaniasis
in the Indian subcontinent: modelling epidemiology and
control. PLoS Negl Trop Dis 2011; 5:e1405.

Rutte EA Le, Coffeng LE, Bontje DM, et al. Feasibility of
eliminating visceral leishmaniasis from the Indian sub-
continent: explorations with a set of deterministic age-
structured transmission models. Parasit Vectors 2016; 9:24.
Chapman LA, Dyson L, Courtenay O, et al
Quantification of the natural history of visceral leish-
maniasis and consequences for control. Parasit Vectors
2015; 8:521.

Control of Visceral Leishmaniasis « JID 2019:XX (XX XXXX) « S7

020z Aenuer 0 uo Jasn auiipal |edidol] g aualbAH Jo |ooyos uopuo Aq L816/95/419ZIl/SIPIUI/SE0 L 0 L/10pAdBNSqe-8]011B-20uBApPE/pI/wo dno-olwapede//:sdily woly papeojumoq


https://www.who.int/en/news-room/fact-sheets/detail/leishmaniasis
https://www.who.int/en/news-room/fact-sheets/detail/leishmaniasis
https://www.who.int/leishmaniasis/resources/process_of_validation_of_VL_elimination_SEA_CD_321.pdf
https://www.who.int/leishmaniasis/resources/process_of_validation_of_VL_elimination_SEA_CD_321.pdf
https://www.who.int/leishmaniasis/resources/process_of_validation_of_VL_elimination_SEA_CD_321.pdf
http://unitingtocombatntds.org/resource/london-declaration
http://unitingtocombatntds.org/resource/london-declaration

19.

20.

21.

22.

23.

24,

Hasker E, Malaviya P, Gidwani K, et al. Strong association
between serological status and probability of progression to
clinical visceral leishmaniasis in prospective cohort studies
in India and Nepal. PLoS Negl Trop Dis 2014; 8:¢2657.
Jervis S, Chapman LAC, Dwivedi S, et al. Variations in vis-
ceral leishmaniasis burden, mortality and the pathway to
care within Bihar, India. Parasit Vectors 2017; 10:601.
Hurtado PJ, Kirosingh AS. Generalizations of the “linear
chain trick”™: incorporating more flexible dwell time distri-
butions into mean field ODE models. 2018. https://arxiv.
org/abs/1808.07571. Accessed 16 September 2019.

Mubayi A, Castillo-Chavez C, Chowell G, et al. Transmission
dynamics and underreporting of kala-azar in the Indian
state of Bihar. ] Theor Biol 2010; 262:177-85.

Singh VP, Ranjan A, Topno RK, et al. Estimation of
under-reporting of visceral leishmaniasis cases in Bihar,
India. Am ] Trop Med Hyg 2010; 82:9-11.

Ramesh V, Kaushal H, Mishra AK, Singh R, Salotra P.
Clinico-epidemiological analysis of post kala-azar dermal

25.

26.

27.

28.

leishmaniasis (PKDL) cases in India over last two decades:
a hospital based retrospective study. BMC Public Health
2015; 15:1092.

Uranw S, Ostyn B, Rijal A, et al. Post-kala-azar dermal
leishmaniasis in Nepal: a retrospective cohort study (2000-
2010). PLoS Negl Trop Dis 2011; 5:e1433.

Rahman KM, Islam S, Rahman MW, et al. Increasing in-
cidence of post-kala-azar dermal leishmaniasis in a
population-based study in Bangladesh. Clin Infect Dis
2010; 50:73-6.

Office of the Registrar General and Census
Commissioner India. Abridged life tables 2010-2014.
http://www.censusindia.gov.in/Vital_Statistics/
SRS_Life_Table/2.Analysis_2010-14.pdf. Accessed 20
August 2019.

King AA, Nguyen D, Ionides EL. Statistical inference for
partially observed Markov processes via the R Package
pomp. J Stat Softw 2016; 69. http://www.jstatsoft.org/v69/
i12/. Accessed 16 September 2019.

S8 « JID 2019:XX (XX XXXX) o Coffeng et al

020z Aenuer 0 uo Jasn auiipal |edidol] g aualbAH Jo |ooyos uopuo Aq L816/95/419ZIl/SIPIUI/SE0 L 0 L/10pAdBNSqe-8]011B-20uBApPE/pI/wo dno-olwapede//:sdily woly papeojumoq


https://arxiv.org/abs/1808.07571
https://arxiv.org/abs/1808.07571
http://www.censusindia.gov.in/Vital_Statistics/SRS_Life_Table/2.Analysis_2010-14.pdf
http://www.censusindia.gov.in/Vital_Statistics/SRS_Life_Table/2.Analysis_2010-14.pdf
http://www.jstatsoft.org/v69/i12/
http://www.jstatsoft.org/v69/i12/

