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Abstract

Environmentally mediated infectious disease transmission models provide a mechanistic
approach to examining environmental interventions for outbreaks, such as water treatment
or surface decontamination. The shift from the classical SIR framework to one incorporating
the environment requires codifying the relationship between exposure to environmental
pathogens and infection, i.e. the dose—response relationship. Much of the work characteriz-
ing the functional forms of dose—response relationships has used statistical fit to experimen-
tal data. However, there has been little research examining the consequences of the choice
of functional form in the context of transmission dynamics. To this end, we identify four prop-
erties of dose—response functions that should be considered when selecting a functional
form: low-dose linearity, scalability, concavity, and whether it is a single-hit model. We find
that i) middle- and high-dose data do not constrain the low-dose response, and different
dose—-response forms that are equally plausible given the data can lead to significant differ-
ences in simulated outbreak dynamics; ii) the choice of how to aggregate continuous expo-
sure into discrete doses can impact the modeled force of infection; iii) low-dose linear,
concave functions allow the basic reproduction number to control global dynamics; and iv)
identifiability analysis offers a way to manage multiple sources of uncertainty and leverage
environmental monitoring to make inference about infectivity. By applying an environmen-
tally mediated infectious disease model to the 1993 Milwaukee Cryptosporidium outbreak,
we demonstrate that environmental monitoring allows for inference regarding the infectivity
of the pathogen and thus improves our ability to identify outbreak characteristics such as
pathogen strain.

Author summary

Many infectious disease interventions, including water treatment, hand hygiene, and sur-
face decontamination, target pathogens in the environment. Explicitly modeling the con-
centration of pathogens in the environment within transmission models can be a useful
way to consider not only the impact of such mitigation efforts but also the spatial spread
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of pathogens and sampling strategies for environmental monitoring. However, we need to
understand the dose-response relationship, that is, how exposure to pathogens translates
into a probability of infection. The field of quantitative microbial risk assessment has
developed dose-response models from experimental data, but little work has been done to
assess the impact the choice of dose-response model has on transmission model dynam-
ics. We show that dynamics of simulated transmission models incorporating a dose—
response model that has been fit to experimental data can vary widely despite little statisti-
cal difference in the fit to the experimental dose-response data. This and other results
allow us to give specific guidance for the use of dose-response functions in a transmission
modeling context. We also underscore the usefulness of environmentally mediated trans-
mission models by demonstrating how environmental monitoring data can be used to
provide new information about pathogen strain.

Introduction

Modeling infectious disease transmission by person-to-person contact has a long history in
the scientific community. Environmentally mediated transmission modeling, on the other
hand, has only recently been explored, notably including i) the Codego model [1] (based on an
older model by Capasso and Paveri-Fontana [2]) that has strongly influenced the field of chol-
era modeling (e.g. [3-9]); ii) a series of enteric pathogen transmission models that investigated
multiple transmission pathways [10-13]; iii) the Environmental Infection Transmission Sys-
tem (EITS) model [14], which suggested that properties of the environment could mediate
between frequency- and density-dependent transmission; and iv) the SIWR (Susceptible,
Infectious, Water, Recovered) model [15-19], which has been used to develop analytic results
for models of waterborne disease with multiple transmission pathways, especially on
networks.

Explicit modeling of pathogens in the environment can generate additional insight into
how environmental processes affect infectious disease dynamics and allow modelers to incor-
porate knowledge from experimental studies into their models. In particular, it allows for con-
sideration of pathogen fate and transport [20] and the functional relationship, called the dose-
response relationship, between the amount of pathogen a person is exposed to (dose) and the
probability of infection, illness, or death (response). Ultimately, because many interventions
work through environmental media (e.g. water treatment, surface decontamination, etc.),
environmental modeling can improve the predictions arising from disease transmission mod-
els, enhancing its applicability to outbreak control and mitigation planning.

Microbial dose-response modeling has largely grown out of the field of quantitative micro-
bial risk assessment (QMRA) and was established, for gastrointestinal pathogens in particular,
by seminal work by Haas [21, 22] and Teunis [23]. Work in this area has emphasized the bio-
logical plausibility of the exponential and beta—Poisson single-hit models, which semi-mecha-
nistically model pathogen distribution in doses and survival in the host. Empirical models,
which come from the field of chemical toxicology and are based on the theory of tolerance dis-
tributions [24], have also been used, particularly for foodborne diseases [25, 26]. In practice,
those seeking to develop a dose-response relationship for QMRA must find data for an appro-
priate host organism that aligns with the exposure route and desired endpoint (e.g. symptoms
or clinical infection) [27]. Once appropriate data are found, the choice of functional form
from among a plausible set is usually a statistical one (goodness-of-fit or best-fit).
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In applied work, transmission modelers have thus far considered only the most mathemati-
cally tractable of dose-response relationships in transmission models that explicitly consider
pathogen dynamics: the Codego model uses the Hill-1 function and both the EITS and STIWR
model use a linear relationship between pathogen levels in the environment and the probabil-
ity of infection. However, the relationship between exposure and infection risk could be more
complex, and the consequences of the misspecification of this relationship on model dynamics
and predictions have not been explored in detail. Theoretical work, such as by Wang and Liao
[28], has generally been agnostic to the functional form of the dose-response relationships and
does not compare the forms used in experimental science or consider which are most appro-
priate for practical applications. Thus, there remains a clear need to formalize which dose-
response forms should be used in transmission modeling and what considerations are neces-
sary for evaluating competing dose-response models. To address this need, here we

1. examine the extent to which dose-response data constrains the dose-response functional
forms and the dynamics of a disease transmission model,

2. address potential problems that arise when continuous exposure is aggregated in discrete
doses through the specification of environmental contact and pathogen pick-up rates,

3. consider the properties of common dose-response functions and prove that concave, low-
dose linear dose-response behaviors are needed to ensure that global model dynamics
remain controlled by the familiar basic reproduction number R, and

4. use identifiability analysis to demonstrate that the impact of the choice of dose-response
function can be mitigated in many circumstances.

Finally, we apply our methodology to the 1993 Milwaukee Cryptosporidium outbreak, using
the identifiability results to demonstrate the added power of environmental monitoring.

Models and methods
Dose—response functions

A dose-response function f connects a number of pathogens (dose x), with a probability of
infection (response f(x)). Biologically justified dose-response functions have the following
properties: i) zero probability of infection when there are no pathogens (f(0) = 0); ii) larger
probabilities of infection at larger doses (fis increasing); and iii) saturation at 100% probability
of infection for an infinite dose (lim, _, -, flx) = 1). Hence, any cumulative distribution func-
tion can, in principle, be a dose-response function. Here, we consider eight dose-response
functions that are used in QMRA, mathematical modeling, or experimental science: the linear,
exponential, exact beta-Poisson, approximate beta—Poisson (also known as Lomax), Hill-1
(also known as Michaelis—Menten or Langmuir), Hill-n (also known as log-logistic), log-nor-
mal (also known as log-probit), and Weibull functions. The equations and selected properties
for these functions are given in Table 1. Although several other empirical functions are also fit
to dose-response data, we restrict ourselves to the most common examples.

We consider four properties of these dose-response functions, which we subsequently
define in greater detail: i) whether they are single-hit models, ii) whether they low-dose linear,
iii) whether they are scalable, and iv) whether they are concave. Single-hit models are consid-
ered by many to be the most biologically plausible of the common dose-response relationships
[29] and are derived from two main assumptions, namely that a single organism can cause an
infection and that pathogens act independently [30]. We discuss the form and derivation of
single-hit models in greater detail below.

PLOS Computational Biology | https://doi.org/10.1371/journal.pcbi.1005481  April 7, 2017 3/28


https://doi.org/10.1371/journal.pcbi.1005481

®'PLOS

COMPUTATIONAL
BIOLOGY

Dose-response relationships for disease transmission models

Table 1. Common dose-response functions and selected properties. Equations give a probability of infection f(x) (response) for a number of pathogens x
(dose). Parameter 7 = f/(0) for the functions with finite, non-zero slope at the origin. Some functions have been given non-standard parameterizations in order
facilitate comparison between functions. In particular, the beta—Poisson functions are often parameterized in terms of a = m and Niso = B(Z”‘” - 1). Some func-
tions are known by different names with different parameterizations. Hill-nis called log-logistic when written in terms of 8 = —nand a = 1/m, and log-normal is
called log-probit when written in terms of 8, = —-p/oand 84 = 1/0.

Model Equation f(x) Single-hit Low-dose linear® Scalable Concave
Linear 1 No Yes Yes Yes
X X< -
Y
1 x>n=n
Exponential 1-e™ Yes Yes Yes Yes
Exact beta—Poisson® 1-1F(mB, B(r+ 1), — X) Yes Yes No Yes
Approximate beta—Poisson x\ Yes® Yes Yes Yes
- (1 " 7)
B
Hill-1 X Yes® Yes Yes Yes
X
Hill-n X" No No Yes Depends®
()
Log-normal® ® Inx — u No No Yes No
a
Weibull 1-e ™" No No Yes Depends®

&: Finite, non-zero low-dose linear.

b Fi(a, b, x) is the confluent hypergeometric function of the first kind.

°: With negative-binomial rather than Poisson distribution of organisms; see text.

9: Depends on the value of the parameters. Both Hill-n and Weibull are concave for n < 1.

€. Writing the log-normal function in integral form demonstrates that it is well-defined at x = 0.

https://doi.org/10.1371/journal.pchi.1005481.t001

The behavior of dose-response functions in the low dose regime, not only for pathogens
but also for radiation, chemical exposure, etc., is difficult to assess experimentally. Several the-
oretical behaviors have been posited, including thresholding (no effect below a certain expo-
sure), linearity (effect proportional to dose even at the lowest doses), and hormesis (small
exposures have a net benefit). Arguments have been made for low-dose linearity for radiation
and chemical exposures [31, 32], and for pathogens, experimental data are not consistent with
thresholds: threshold models have a steeper slope at the median dose than the exponential
model, but nearly all experimental data indicate slopes equal to, or shallower than, the expo-
nential model [29]. Moreover, it is generally well-accepted that a single organism is capable of
causing disease [29]. Here, we distinguish low-dose linear model behavior by the technical
property 0 < f'(0) < .

A dose-response model is scalable if there is a parameterization of the function in which
the dose x and some parameter appear only as a product with the other. If a model is scalable,
the shape of the dose-response function will not depend on the units of the dose. Scalability is
most important when measurements of pathogen concentration are not necessarily in units of
individually infectious organisms, which is particularly common for viruses, where doses may
be measured in TCIDs, (median tissue culture infectious dose), pfu (plaque forming units), or
ftu (focus-forming units), etc., rather than number of individual viruses.

Convexity (f”(x) > 0) in a dose-response function means that an additional pathogen in a
dose increases the probability of infection beyond what it would independently and implies
synergy, or cooperation, between pathogens. Pathogen independence, on the other hand,
assumes no cooperation and implies concavity (f"(x) < 0), due to saturation effects. Review of
experimental evidence points toward independent action [33], and, thus, argues for the use of
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concave dose-response functions. Please note that functions that are concave may not appear
so when plotted with dose on the log-scale.

Single-hit models. Single-hit models are derived from assumptions about two processes,
one environmental—an individual must be exposed to at least one pathogen—and one within-
host—each pathogen has an independent probability of surviving to cause infection [29]. Sin-
gle-hit models can be written in the form

S Py (i) P,(KL) 1)

1 j=k

Mg

~
I

where P, (j|x) is the probability of being exposed to j pathogens when the mean dose is x and
P,(k|j) is the probability that k out of j organisms survive the exposure event and go on to
cause an infection [29]. An extensive mathematical consideration of single-hit functions may
be found elsewhere [30, 34]. The model for P; is most usually taken to be Poisson, which
assumes that pathogens are randomly distributed in the environment. Given that pathogens
are often clustered, the negative-binomial distribution, which has larger-than-Poisson vari-
ance, is also used [34-36].

Four of the dose-response functions we are considering are technically single-hit models.
The exponential function assumes a Poisson-distributed number of pathogens in an exposure
and assumes that all pathogens have the same independent probability of surviving in the host
to cause infection (i.e. P, is binomial). The exact beta—Poisson function similarly uses a Pois-
son-distributed dose but allows variability in the probability that pathogens survive to cause an
infection. This variability is accomplished using the beta distribution, which is very flexible but
does not have mechanistic underpinnings. Although the beta—Poisson function is typically
parameterized with the parameters of the beta distribution (8 and &), in this study we use a
non-standard parameterization (8 and 7 = a/f) in order to facilitate comparison of the low-
dose slope of the different dose-response functions. The approximate beta—Poisson function is
often used in lieu of the exact beta-Poisson model. It is not a single-hit model if we insist upon
Poisson-distributed pathogens in the environment [30, 37]; however, the approximate beta—
Poisson function can be considered a single-hit model with a constrained negative-binomial
distribution of pathogens and a constant infection probability. This interpretation requires an
assumption, namely that the negative-binomial clustering parameter depends on the dose.
This assumption has been considered implausible [30] and, thus, should be used with caution.
The Hill-1 function, as a simplification of the approximate beta—Poisson (78 = 1), is thus also a
single-hit model, though the same caveat applies.

From a biological perspective, the exact beta-Poisson model is perhaps the most realistic
dose-response function. However, its functional form uses a confluent hypergeometric func-
tion, which is not only difficult to work with but can become numerically intractable for large
values of 8. Where direct calculation of the exact beta-Poisson function is not possible, we use
a numerical solution to Kummer’s equation,

d’y

dy
xﬁ—l—(b—x)d—x—ay—o. (2)

Here, y = 1Fi(a, b, x) may be computed by solving Eq (2) for the value of y at dose x with initial
condition x = 0 (in practice, computer precision is used to avoid dividing by 0), y = 1, dy/dx =
alb [29].

In practice, QMRA modelers typically use the approximate beta—Poisson function, which
was derived by Furumoto and Mickey [38, 39]. The approximation is valid when 1 < and
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7 < 1, though the parameter ranges for which the approximation is acceptable are not known
generally [37]. Schmidt et al. [40] proposed criteria for accepting the approximation.

Several authors have compared the exact and approximate beta-Poisson functions’ fit to
data for different pathogens and have reported mixed results with respect to their comparabil-
ity [29, 37]. Because the exact beta-Poisson function is not scalable (that is, its shape depends
on the units of the dose), it should only be applied when there is confidence that the presented
dose units are on the scale of single infectious pathogens (as is required by its derivation). It is
difficult to confirm that this is the case when the dose is given in units of ffu or TCIDs,, i.e.
although these quantitative units may represent some (generally unknown) number of individ-
ual infective particles, it is unlikely that they are equal to the number of infective particles.
Hence, disagreements between the exact and approximate beta-Poisson formulations may be
an artifact of the scale of the dose. We will not present exact beta-Poisson dose-response fits
when the scale is in question.

Empirical models. Empirical dose-response functions use functional forms that do not
currently have a plausible biological basis, though many are based on the theory of tolerance
distributions, which grew out of chemical toxicology [24, 29]. A susceptible population is
assumed to have an inherent tolerance distribution, and individuals are only infected if the
dose exceeds their tolerance level. The three empirical relationships that we consider—
namely the log-logistic, log-normal, and Weibull—are named for the tolerance distributions
they assume.

Disease transmission model

We consider an environmentally mediated infectious disease transmission model—based
on the EITS and STWR models [14, 15]—that includes a dose-response relationship and a
latent period. All pathogens we consider are more realistically modeled with a latent
period, incorporated by including one or more compartments for an exposed class of indi-
viduals who have become infected but are not yet infectious. Although one compartment is
often sufficient, additional compartments reduce the variance of the modeled latent period
(see S1 Appendix for model extensions). A schematic of the model is shown in Fig 1, the
variables and parameters of the model are given in Table 2, and the equations are as fol-
lows.

— —kf(pW)S

= xf(pW)S—oE

— GE—I (3)
I

= ol — (W

T oo o o o
\

Although the original EITS model counted the number of pathogens in the environment, it
is more straightforward for our purposes to track the concentration of pathogens. We also
parameterize the sum of pathogen pathogen pick-up x(p/ V)N and pathogen decay y rates as
a single pathogen removal rate parameter & = k(p/ V)N + p. The corresponding model track-
ing numbers of pathogens may be found in the supplment.

We also analyze the corresponding model with a linear dose-response relationship, where a
linear pathogen infectivity parameter m, which corresponds to the low-dose linear slope 7 of
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Susceptible Exposed Infectious Recovered

(S) L (E) M (R)

S\\
KPS N

. Cd
Pick-up by\ Shedding ,,’
susceptible '\ Pl
| Y ~‘k
BB _denvionment P
Pick-up by infected 1 {04 : Pathogen decay
or immune

N o e

Fig 1. Schematic of an environmentally mediated infectious disease transmission model with dose—
response and exposed compartment. Solid lines represent people and dashed lines represent pathogens.
Variables and parameters are defined in Table 2.

https://doi.org/10.1371/journal.pcbi.1005481.9001

the functions given in Table 1, replaces the dose-response function.

S = —nkp WS

E = nkpWS— oE

I = oE-— I (4)
R I
W = ol —¢W

The models in Egs (3) and (4) may differ from other environmentally mediated transmis-
sion models in a number of ways, including that we do not consider human birth and death
(that is, we have a constant population N = S + E + [ + R) as we are considering epidemic,
rather than endemic, timescales, and we do not include a distinct person-to-person transmis-
sion pathway. While variations to these assumptions are important in some contexts, we focus

Table 2. Model variables and parameters. Compartments and parameterizations of an environmentally
mediated infectious disease transmission model with dose—response and a latency period, Eq (3).

Variables

S(f) Number of susceptible people

E(1) Number of exposed people

I(t) Number of infectious people

R(t) Number of recovered people

W(#) Concentration of pathogens in the environment

Parameters

y Recovery rate (per day)

K Rate at which individuals contact the environment (per day)

o Volume of environment consumed (per contact)

%4 Total volume of the environment

a Deposition rate of pathogens per unit volume of environment (per day)
u Pathogen decay rate (per day)

¢ Removal rate of pathogens; sum decay and pick-up rates (per day)
o Rate of moving from a latent to infectious state (per day)
Functions

f(-) Dose—response function; probability of infection given a dose

https://doi.org/10.1371/journal.pcbi.1005481.1002
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here on a simple model to highlight the impact of including a dose-response relationship on
environmentally mediated transmission. Equations for versions of the model incorporating
person-to-person transmission or birth-death dynamics are included in S1 Appendix for ref-
erence, and we discuss the robustness of the basic reproduction number results to changes in
these assumptions in a later section.

The basic reproduction number. A key concept in infectious disease epidemiology is the
basic reproduction number R, defined as the average number of secondary cases arising from
a typical primary case in an entirely susceptible population. In practice, the basic reproduction
number is used for its epidemic-threshold, that is local stability, properties: for initial condi-
tions sufficiently near the disease-free equilibrium, if R, < 1, the disease will die-off, and if
R, > 1, then there will be an epidemic.

For ordinary differential equation (ODE) models, the basic reproduction number is often
calculated using the Next Generation Method. Although detailed at length elsewhere [41, 42],
we provide a sketch of the method to facilitate understanding of the later proofs. Denote the
vector of infected states by x, the uninfected states by y, and the disease free equilibrium by (x,,
Yo). For each infected compartment i, let F,(x, y) denote the rate at which previously suscepti-
ble individuals enter compartment i and V,(x, y) denote the net rate of transfer of individuals
out of compartment i. Then

x=F -V (5)
Denote by F and V the matrices whose entries are
OF,
F.=—1% 6
7 Ox ()
1 xo.0)
oV,
V., =—~21_ 7
7 0Ox; @)
.90

Then, the matrix K = FV " is called the next generation matrix. Its (i, j)th entry is the expected
number of new infections in compartment i produced by an individual introduced to com-
partment j. The basic reproduction number R, is the spectral radius (largest eigenvalue) of K.

Computational methods

Maximum-likelihood estimators and confidence intervals for dose-response func-
tions. We fit dose-response models to experimental data using maximum likelihood estima-
tion. In particular, we assume that the number of people infected by dose x; follows a binomial
distribution with probability f(x;) and number of subjects n;. Then, the likelihood, as a function
of the dose-response parameters 0, is given by

£00) =TT gy 00" (-5, 0™ ®

where k; is the number of infected people at dose x;. We minimized the negative log-likelihood
(NLL) using the NMinimize function in Mathematica 10.2.

We calculated confidence intervals for the dose-response functions by first approximating
the likelihood-based 95% confidence region of parameter space. This region is defined as all
parameter vectors that have a NLL within

A = %2(0.05, df) /2 (9)
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of the minimal NLL, where y*(0.05, df) is the 3> distribution with level of significance 0.05 and
degrees of freedom equal to the number of parameters in the dose-response function [43].
Because the dose-response functions are continuous, this region is easily found for single
parameter functions by direct numerical computation. Regions for multiparameter dose-
response functions are more difficult to approximate, and we used a Markov-chain Monte
Carlo (MCMC) approach in the following way. First, we estimated a covariance matrix for the
dose-response parameters by generating a Markov-chain with the NLL function (Eq (8)) in
the mymcmc function in the Bhat package in R (v3.3.1) [44], burning 1,000 and keeping
10,000. We then generated 100,000 samples from a multivariate normal distribution with the
mean parameter values found from the maximum likelihood estimation above and the covari-
ance matrix estimated from the Markov chain. We then approximated the likelihood-based
confidence region by taking the subset of samples that had a NLL within the designated range.
We calculated the dose-response function for each sample and define the 95% confidence
interval for the maximum likelihood dose-response function at each dose to be the range of
response values over all parameter vectors in the confidence region.

Transmission model simulation and parameter estimation. Integration of the ODE sys-
tems given in Eqs (3) and (4) was done using the ode function in the deSolve package in R.
Parameter estimation for these models from case or environmental monitoring data was also
accomplished using maximum likelihood estimation. Case data K; were assumed to be binomi-
ally distributed with a probability of infection given by the fraction of infected people I(t;, w)/N
in the ODE model with parameters y at time t;, that is

£00) =TT ey 0t W/ 1 = 1,0 /), (10)

The number of pathogens Q; in an environmental sample were assumed to be Poisson distrib-
uted with mean W(t;, ¥) - v;, where v; is the sample volume and W(t;, ) is the environmental
pathogen concentration given by the ODE model—again with parameters y—at the corre-
sponding time, that is,

)QI e~ Wiy)v;

E(l//) _ H (W(tnlrb) Vi

o (11)

i

We minimized the negative log-likelihood for the transmission models using the David-
Fletcher-Powell optimization algorithm (dfp) in the Bhat package in R.

Results and discussion
Dose—response functions fit to data: Implications for dynamics

Here we present a number of examples to highlight the impact the choice of a dose-response
function has on model dynamics. As an initial example, we fit seven dose-response functions
to data for the Iowa strain of Cryptosporidium parvum [45] by maximum likelihood estimation.
Best-fit parameters and negative log-likelihoods are given in Table 3. There is good agreement,
qualitatively, among the seven functions (Fig 2a); in particular, the exact and approximate
beta-Poisson models are indistinguishable. These seven functions are used as the dose-
response relationship fin the model given in Eq (3), parameterized to reasonably approximate
Cryptosporidium (note that parameters with significant uncertainty, V and « in particular,
were chosen so that the exponential model and beta-Poisson models, which are the models
most commonly used in practice, give reasonable outbreaks). Despite the seeming agreement
among the dose-response functions, the corresponding dynamics differ significantly in the
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Table 3. Best fit parameters and negative log-likelihood (in parantheses) for the pathogens and dose-response functions given in Figs 2, 4 and 5.
The negative log-likelihood that admits the best fit by the Akaike information criterion is in bold. A table including results for influenza, rotavirus, and Salmonella
typhimay be found in S1 Appendix.

Pathogen Exponential Exact beta— Approximate beta— Hill-1 Hill-n Log- Weibull Reference
Poisson Poisson normal
Cryptosporidium m=4.005E- m=4.718E-3, m=4.702E-3 m=7.187E- | m=6.985E- u= m=4.010E- [45]
parvum 3 3 3 4.954F1 3
B=9.046E2 B=9.042E2 n=1.229E0 o= k=18.478E-
1.367E0 1
(12.5872) (12.5514) (12.5513) (12.7919) (12.6777) (12.6487) (12.4922)
Shigella flexneri m=6.837E- m=1.141E-2 m=1.188E-2 m=1.333E- | m=2.446E- u= m=8.630E- | [52,53]
7 4 4 8.324E0 6
B=1.027E1 B=9.864E0 n=1.869E- o= k=1.083E-
1 8.903E0 1
(666.769) (154.937) (154.939) (221.665) (156.034) (156.123) (156.672)
Vibrio cholerae, = 8.490E- m=1.5463E-2 m=1.542E-2 m=3.644E- | m=5.641E- u= m=1.627E- [50]
buffered 6 4 3 4.909E0 3
B=1.610E1 B=1.620E1 n=_3.207E- o= k=1.372E-
1 5.721E0 1
(63.8322) (18.2152) (18.2198) (25.6891) (18.7615) (18.9054) (19.2063)

https://doi.org/10.1371/journal.pchi.1005481.t003

total size of the outbreak and the timing and size of the outbreak peak (Fig 2b, Table 4). The
differences in dynamics are solely a result of the shape of the dose-response function; each
simulation uses the same model, parameters, and initial conditions and differs only in the
choice of dose-response function. The following observations help to understand this phe-
nomenon. First, the dynamics of these simulations are driven by low-dose exposure: the aver-
age number of pathogens per exposure does not exceed one pathogen for any simulation at
any time (Fig 2c). Second, when we consider only the low-dose range of the dose response
functions (Fig 2d), there is a substantial spread in the dose-response behavior, resulting in
markedly different reproductions numbers (Table 4).

Choosing a dose-response functional form based on statistical fit alone is problematic; the
probabilities of infection in the low-dose range, which control the dynamics, differ widely over
the possible functional forms despite nearly equivalent statistical fits to the experimental data.
There is much less uncertainty in the low-dose regime for any one functional form (especially
the one-parameter forms) than is seen across the gamut of functional forms (Fig 3), and thus
the choice of a functional form by statistical test can artificially shrink the confidence bounds
of the results. Hence, it is important for modelers to conduct sensitivity analyses when select-
ing a dose-response function.

To further explore the issue incorporating dose-response models into transmission models,
we next consider dose-response functions and corresponding dynamics for Vibrio cholerae
and Shigella flexneri. Analogous analyses for influenza, rotavirus, and Salmonella typhi may be
found in S1 Appendix.

For Vibrio cholerae, there is significantly less agreement among the dose-response func-
tions than there was for Cryptosporidium (Fig 4). The Weibull, Hill-» and log-normal func-
tions have unrealistically high modeled single-pathogen infection probabilities (around 0.2-
0.4). Moreover, for the Weibull and Hill-» functions, R, takes the uninterpretable value of co
and will have an outbreak for every initial condition. For the log-normal function, R, = 0;
even though R, < 1, because the log-normal function is convex at the origin and the initial
conditions are not sufficiently close to the disease-free equilibrium, this is a scenario in which
an outbreak is nonetheless observed. The same is true for Shigella (Fig 5).

PLOS Computational Biology | https://doi.org/10.1371/journal.pcbi.1005481  April 7, 2017 10/28


https://doi.org/10.1371/journal.pcbi.1005481.t003
https://doi.org/10.1371/journal.pcbi.1005481

®PLOS |

COMPUTATIONAL

BIOLOGY Dose-response relationships for disease transmission models

(b)

o_ &
\ o
'é g_ - 2|
) s
£ ©_| 3
5 © £2
£« 59
5 © 3
g X
Al L =
g3 S
o_ 3S_
e T I | S | | | |
1e+00 1e+02 1e+04 1e+06 0 100 200 300 400
Dose (oocysts) (C) Number of days ( d)
Q_ —
2o | s3]
o ©o_| £
2 < s
S «_| 28]
o © 8o
2 o g
z° a
Q_ 3_
e T | | | S | | | | |
0 100 200 300 400 0 1 2 3 4 5
Number of days Dose (oocysts)
— Exponential = Hill-1 - Weibull
- Beta-Poisson, approx. Hill-n
Beta—Poisson, exact Log—normal

Fig 2. Cryptosporidium dose-response and dynamics. a) Maximum-likelihood estimates of dose—response functions for
Cryptosporidium. Data from [45]; sizes of data points correspond to sample size. Best-fit parameters are given in Table 3. b) Modeled
fraction of infected people under different dose—response relationships. Model parameters are N= 1000, Sy =999, =1, Wy =0,0=
1/7[46], y=1/10[46], k=8 and p=0.15so thatko=1.2L[47], V=4E8 L, a = 1E6/V (taken from a range [48]), u = 0.069 (taken from
a range [49]). Model results using the exact and approximate beta—Poisson functions lie nearly on top of each other, and those using
the Hill-n and log-normal functions have no outbreak. c) Average pathogen dose over time for different dose—response relationships.
Model parameters are as in Fig 2b. d) Low dose behavior of the dose—response functions given in Fig 2a. Confidence intervals are
givenin Fig 3.

https://doi.org/10.1371/journal.pcbi.1005481.9002
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Table 4. Attack ratios and basic reproduction numbers R, by dose-response function. The attack
ratio, or cumulative incidence, is the fraction of at-risk (susceptible) individuals in the population who become
infected during the outbreak. The simulations of a Cryptosporidium outbreak are pictured in Fig 2b. Because
some transmission model parameters are uncertain, these values are for comparison between functions only
and do not necessarily reflect real-world dynamics.

Dose-response function Attack ratio Ry
Exponential 0.75 1.9
Exact beta—Poisson 0.84 2.2
Approximate beta—Poisson 0.84 2.2
Hill-1 0.96 3.3
Hill-n 0.00 0.0
Log-normal 0.00 0.0
Weibull 0.99 00

https://doi.org/10.1371/journal.pcbi.1005481.t004

While the exact and approximate beta—Poisson models gave equivalent outbreaks for Vibrio
cholerae, there is a slight difference in their corresponding outbreak dynamics for Shigella,
even though there is no visible discrepancy (on this scale) in the dose-response functions. The
estimated value of 3 is higher for Vibrio cholerae than for Shigella (8 ~ 16 vs. 10), and, more
importantly, the difference between the low-dose slope for the exact and approximate func-
tions is an order of less for Vibrio cholerae than for Shigella (7r,pp — mepp ~ 4E-5 vs. 5E-4). Our
results suggest that the approximate beta—Poisson function is indeed an acceptable approxima-
tion in most cases but that care should be taken to consider the possibility of discrepancy.

In summary, middle- and high-dose data for fitting dose-response functions do not satis-
factorily constrain the behavior of the dose-response model at low doses. Transmission
dynamics, especially in non-outbreak conditions, are likely characterized by low-dose condi-
tions [29, 57], and, indeed, our results show that typical outbreak curves can result from low-
dose conditions. The choice of an appropriate function for a transmission model, therefore,
should not be solely based on either statistical fit or simple mathematical tractability, as mis-
specification at this level will propagate through the model. By rejecting the empirical func-
tional forms, we can constrain the uncertainty in the low-dose response to some degree, and,
in a later section, we demonstrate how we can better manage this uncertainty with identifiabil-
ity analysis.

There are many sources of uncertainty beyond the choice of dose-response function fit to
experimental data. For example, the experimental data is generally obtained from healthy
members of the population—or a surrogate host population—using attenuated pathogen
strains. Uncertainty, therefore, is introduced because the data may not adequately represent
the infection probabilities for a given outbreak. Further, there is uncertainty in several other
transmission model parameters, including contact rate and shedding rate, which we discuss in
greater detail in upcoming sections.

Aggregation of exposure into discrete doses: Implications for risk
estimation

One unresolved issue for environmentally mediated infectious disease transmission models is
how to aggregate environmental exposure into discrete doses correctly. Consider airborne
pathogens, for which contact with the environment is the act of breathing. It is difficult to
define the contact rate in a meaningful way: Does one breath constitute an independent dose?
Or is it one hour of exposure, or one day, that is aggregated to an independent dose? Although
enteric pathogens may seem simpler at first (one can define contact as a specific act of
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https://doi.org/10.1371/journal.pcbi.1005481.9003

ingesting food or water or of touching a contaminated surface), we face the same problem: is a
dose a swallow, a glass of water, or all of the water imbibed in a day? For example, if a person
ingests 100 infectious cells on three separate occasions in a day, the person’s probability of
infection is modeled as 1 — (1 — f(100)) if each ingestion event is assumed to be independent,
and it is modeled as f(300) if we assume that all exposure in a single day can be aggregated into
a single dose. In the context of the transmission model, which is focused on the population
scale (going from Reed-Frost to Kermack-McKendrick mass-action [58]), the question is
whether the force of infection, that is the rate at which susceptible people become infected, is
3f(100) or f(300).

To use dose-response functions in an environmentally mediated transmission model, we
must specify the time-scale on which exposures can be considered independent, that is, we must
define the contact rate with environment x (where each contact is an independent exposure)
and the per-exposure pathogen pick-up volume p. In doing so, we must decide whether the total
number of pathogens contacted in a day comes in many, small or few, large independent doses.
In this section, we show that whether the force of infection is greater or lesser for many, small
doses versus few, large doses will depend on the form of the dose-response function.

To demonstrate the potential effects of how exposure is aggregated on model dynamics, we
compare the ingestion of many, small doses with fewer, large doses while keeping the total
dose (kpW) constant under high, medium, and low total dose conditions. In particular, we
consider the daily force of infection xf(pW) (assuming W is approximately constant on this
time scale) relative to the force of infection when x = 8 contacts per day, i.e. we consider
kflpW)/(8f(kpW/8)). The choice of k = 8 here corresponds to independent doses each hour
over an eight-hour exposure. [14]. We then vary the contact rate k, keeping the total number
of pathogens picked up by an individual in a day (xpW) constant (Fig 6). These examples dem-
onstrate the x—p trade-off across a range of doses.
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Fig 4. Vibrio cholerae dose-response and dynamics. a) Maximum-likelihood estimates of dose—response functions for buffered Inaba
strain of Vibrio cholerae. Buffering was used in this experiment to approximate eating contaminated food, as food buffers stomach acid;
because Vibrio cholerae does not tolerate gastric acidity, a buffered strain is more infectious. Data from [50]; sizes of data points correspond
to sample size. Best-fit parameters are given in Table 3. b) Modeled fraction of infected people under different Vibrio cholerae dose—response
relationships. Model parameters are N= 1000, Sp =999, I =1, Wy, =0,0=5/2[51],y=1/5[9], k=8 and p=0.15so that ko = 1.2 L [47],
V=4E8, a=2E6/V, u=0.23[9]. Model results using the exact and approximate beta—Poisson functions lie nearly on top of each other, and
those using the Hill-1 and exponential functions have no outbreak.

https://doi.org/10.1371/journal.pcbi.1005481.9004

We find that, for most dose-response functions and doses, increasing the contact rate but
keeping the total pathogens picked up constant increases the force of infection. That is,
modeling an exposure as more, smaller doses is more likely to cause infection than modeling
it as fewer, larger doses. The one exception that we see is for the log-normal function at low
doses. In fact, this property is controlled by the concavity/convexity of the function at the ref-
erence point, with force of infection increasing with contact rate for concave functions (the
response function saturates for low contact rates) and decreasing for convex ones. Further,
we see that the k—p trade-off makes the most difference at higher doses, which may cause
misestimation of the dynamics near the peak of the epidemic. Finally, the effects of the x—p
trade-off is minimized, as one would expect, at the lower doses for those functions that are
low-dose linear.

The above work assumes that each dose has an independent probability of causing infec-
tion, but previous work has demonstrated that dose timing may have an impact on the proba-
bility of infection [59, 60]. In fact, Pujol et al. [59] found that the same dose spread over a
longer period of time significantly reduced the modeled risk because the explicitly modeled
immune system was overwhelmed when the dose was administered in a short time window.
That result considers the real, biological effects of dose timing, whereas ours considers model
misspecification. It is unclear whether, in practice, the assumption that there is a time
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Fig 5. Shigella flexneri dose-response and dynamics. a) Maximum-likelihood estimates of dose—response functions for Shigella flexneri.
Data from [52, 53]; sizes of data points correspond to sample size. Best-fit parameters are given in Table 3. b) Modeled fraction of infected
people under different Shigella flexneri dose—response relationships. Model parameters are N= 1000, Sy =999, Ip=1, Wo =0, 0=2/3[54], y
=1/6[54],k=8and p=0.15sothatko=1.2 L[47], V=4E8, a=4E7/V, u=5[55, 56]. Model results using the Weibull, log-normal, and Hill-n
functions lie nearly on top of each other, and those using the Hill-1 and exponential functions have no outbreak.

https://doi.org/10.1371/journal.pcbi.1005481.9005

threshold below which doses are additive and above which they are independent is realistic.
Few experimental studies have included dose-timing in the assessment of exposure effects.
One notable example is Brachman et al. [61], in which cynomologus monkeys were exposed to
anthrax. These authors and other subsequent analysis [60] found evidence that exposure did
not need to accumulate to cause infection.

This analysis suggests that modelers using dose-response functions should carefully con-
sider the implications of their choice of contact and pick-up rates in the context of the patho-
gen and setting. If aggregated doses stay within the linear range of the dose-response function,
then the choice of how doses are aggregated becomes less important. In general, more experi-
mental research is needed to better characterize the impact of dose timing.

Dose—response functions and the basic reproduction number:
Implications for global stability

We first give the basic reproduction number for our environmentally mediated infectious dis-
ease transmission model with a dose-response relationship. The mathematics is well-estab-
lished; indeed the basic reproduction number has been previously calculated for many similar
environmentally mediated infectious disease transmission models, e.g. [14, 15, 28, 62, 63].
Nevertheless, we give the proof here because it facilitates the proof of Theorem 1 below.
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https://doi.org/10.1371/journal.pcbi.1005481.9g006

Proposition 1. The basic reproduction number of the model in Eq (3) is

_oxpN
¢

R, f1(0). (12)
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Proof. In the notation of the Next Generation Method, let x = (E, I, W) T be the disease com-
partments and y = (S, R)” the non-disease compartments. Then,

Kf(pW)S
F= o |, (13)
0

oE
V=| —cE+9I |, (14)
—al + W
and we have new-infection and compartment transfer matrices

0 0  xpNf'(0)

F=| 0 0 0o |, (15)
0 0 0
o 0 O
V=|-6 7y 0 [. (16)
0 —-o ¢
Finally,
akpNf(0)  akpNF'(0) KpNF/(0)
» 7 yZs ¢
K=FV'= 0 0 0 (17)
0 0 0

Because the matrix is upper triangular, the spectral radius p(K) is the largest diagonal
entry. O
Remark. As a consequence of neglecting birth and death rates, the models in Eqs 3 and 4
have not one but many disease-free equilibria. They can be described as {(S, 0,0, R, 0): S+ R =
N}. Above, we have computed R at the equilibrium with a fully susceptible population, (N, 0,
0, 0, 0). However, it is straightforward to write the effective reproductive number R —that is,
the average number of secondary cases arising from a typical primary case in a population that
is not fully susceptible—when the initial condition is Sy # N:

_oKpS,

2 f 1), (19)

We see that the basic reproduction number is controlled by the derivative of the dose-
response function at zero, demonstrating the importance of the low-dose range. The value of
f'(0) corresponds to the linear infectivity parameter 7 in the formulation of R, in for the origi-
nal EITS model [14]. However, when replacing 7 by a generic dose-response function f, the
value of f'(0) may cause R, to be zero or infinite, which, although valid from the local-stability
perspective, cannot reasonably be interpreted in the sense of the expected number of new
infections. Hence, to better facilitate comparison among the dose-response models, we also
include the R, for the analogous stochastic model, denoted R, as derived using branching
theory [64]. The proof is left to S1 Appendix. Here, f'(0) is replaced by f(1).
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Proposition 2. The basic reproduction number for the stochastic analog of the model given in
Eq (3)is

akpN

R =
0 e

(). (19)

Although the basic reproduction number controls the local stability of the disease-free equi-
librium for all biologically reasonable models, global stability results are much stronger and
more useful because they give an epidemic threshold for all initial conditions, not just those
sufficiently close to the disease-free equilibrium. When the basic reproduction number con-
trols the global stability of the disease-free equilibrium, counter-intuitive scenarios, such as
when an outbreak occurs despite R, < 1, cannot occur. Here, we prove that concave-down
dose-response functions have the desired global stability properties.

As described above, these models do not have a single disease-free equilibrium but rather a
set of equilibria with different numbers of susceptible and recovered people summing to N.
Lauko [65] previously used Lyapunov methods to find criteria that determine the stability of
disease-free sets, but the proof we provide here, which we believe will be more intuitive to
readers, uses an extension of the method described by Shuai and van den Driessche [66].

Theorem 1. Let © = {(S, 0,0, R, 0)": S + R = N}, a one-dimensional subset of the state space
{(S, E, I, R, W)"}. If f is concave in Eq (3), then, if R, < 1, © is globally asymptotically stable.

Proof. The aim is to construct a Lyapunov function and thus demonstrate the global asymp-
totic stability of ©. First, we note that

N
Q{(S,E,I,R,W)T L0<S<N,0<E+I+R<N-S, ogwg%} (20)

is a compact, invariant set for trajectories of Eq 3. Let x, y, F, and V remain as defined in the
proof of Proposition 1. Define

hxy) = (F—V)x—Flxy) + Vxy)
kpWF (0N — Kf (pW)S
(21)
= 0
0

We will need h(x, y) to be non-negative to construct our Lyapunov function. To this end,
assume that fis concave. Then pWf(0) > f(pW), and, since S < N, h(x, y) > 0.

We now construct our Lyapunov function Q. Let @™ be the left eigenvector of V™' F corre-
sponding to the R, eigenvalue, namely, w" = (0, 0, 1). Define

Q = o'V'x
o 1 (22)
= —(E+D)+<W
<y (E+1) <
Then, when R, < 1, Q is a Lyapunov function since
Q=(R,—1Do"x — "V 'h(x,y) <0, (23)
as h(x, y) is non-negative. Now, Q simplifies to
. w
Q= %’;) S—W, (24)
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and so Q = 0 ifand only if W= 0. Now, O is the largest invariant set in {(S, E, I, R, w)L:
W = 0}. Hence by Theorem 2 of Lasalle [67], © is globally asymptotically stable. m

Remark. Although the proof was written as if the initial conditions of the system were Sp =
N, it is straightforward to see that the proof holds for other initial conditions. One uses R (Eq
18) and notes § < S,

Corresponding results can be obtained if person-to-person transmission is included in the
model; the proof is given in S1 Appendix. A corresponding result when birth—death dynamics
are included in the model—which allows an endemic equilibrium to exist and reduces the set
of disease free equilibria to a point—is an extension of a result previously shown by Wang and
Liao [28] and can also be proved using Theorem 2.2 of Shuai and van den Driessche [66].

Corollary 1. If human birth-death dynamics and person-to-person transmission are included
in Eq (3), then, if fis concave, we have that

1. if Ry < 1, the disease-free equilibrium (N, 0, 0, 0, 0) is globally asymptotically stable.
2. if Ry > 1, then the disease-free equilibrium is unstable.
3. if Ry > 1, there exists a unique endemic equilibrium.

Stability results for the endemic equilbrium are likely possible in this scenario as well. If we
do not constrain to concave dose-response functions, it can also be shown that the choice of
dose-response function can affect the kinds of dynamics that can arise in an infectious disease
system, such as multiple equilibria and or periodic orbits [68].

Our results strongly encourage the use of concave, low-dose linear functions. Low-dose lin-
ear functions give biologically reasonable (i.e. finite, non-zero) values for the basic reproduc-
tion number, and concavity ensures that the epidemic dynamics actually correspond to the
value of R, for all initial conditions. Except in cases where pathogen cooperation or thresholds
are specifically being considered, the choice of a concave, low-dose linear dose-response func-
tion is biologically sensible and ensures that the basic reproductive number is a useful and rele-
vant measure of the global dynamics of the system. Choosing one of the single-hit models in
Table 1 satisfies these properties.

Leveraging environmental monitoring: Implications for infectivity
inference

In addition to the uncertainty introduced by using medium- and high-dose data to estimate
low-dose infectivity, as discussed in a previous section, other uncertainties associated with
environmental measures should be considered. In particular, the volume of the environment
(implicitly appearing in the shedding rate @) is difficult to measure, and the shedding rate can
be highly variable depending on pathogen strain or host immune status. One solution is to
identify combinations of parameters that control the dynamics, such as R, that we can esti-
mate with confidence from outbreak data.

In this section, we show that when we are interested in describing the time series of preva-
lence, it is not necessary to know f or even uniquely identify the low-dose per-pathogen infec-
tivity 7, as long as the average dose remains within the linear regime of the dose-response
function. We demonstrate this through identifiability analysis of the linear model (Eq (4));
identifiability analysis is the assessment of which parameters, or parameter combinations, can
be uniquely determined from the data. The following theorem states that, given time-series
prevalence data, we can identity values of parameter combinations that uniquely describe the
model fit to the data. We do not need information on the specific parameter values that consti-
tute the combinations. This result follows the work of Eisenberg et al. [16] on the SIWR
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model, which developed the first identifiability results for an environmentally mediated trans-
mission model and emphasized the role of environmental monitoring in inference of the shed-
ding rate. (In the notation of Eisenberg et al. [16], ;= 0, By = kpm, k = 1).

Theorem 2. The identifiable combinations of the model given in Eq (4) given time series data
of prevalence of infected individuals I are ankp, &, y + 0, and yo. If the time series of the environ-
mental compartment W is also observed, then a is separately identifiable.

Remark. Parameters y and o are locally identifiable because there are only two solutions
given v + o and yo. In most cases, external information will resolve any ambiguity.

The proof is left to S1 Appendix. This result means that, if we have prevalence data but no
environmental monitoring, the individual values of the shedding rate & and the pathogen
infectivity 7 can vary without changing the outbreak dynamics as long as the product anxp
does not change. For example, because the product amxp appears in the numerator of R, the
model can be parameterized to match R, by balancing the low-dose slope of the dose-
response function fit to data (i.e. r) with the shedding rate a. (Because x and p implicitly
appear in another identifiable combination, & = y + k(p/ V)N, they cannot be adjusted without
changing this combination if y is well known from experimental data, although if x(p/ V)N <
u the difference may smaller than the measurement error in the data, meaning that the change
is not practically identifiable). This allows the modeler to mitigate misspecification of the
dose-response model. With environmental monitoring, & can be estimated from the data,
which allows us in turn to gain more information about 7.

We illustrate the identifiability results with three examples. First, we expand upon the Cryp-
tosporidium example above by maintaining all of the same parameters given for Fig 2 except
for the shedding rate e, which is set so that each simulation has R; = 2. (We use the stochastic
basic reproduction number instead of the deterministic one to facilitate comparison with the
models that have necessarily zero or infinite deterministic R,.) The four low-dose linear func-
tions (exponential, exact and approximate Beta—Poisson, and Hill-1) now give identical
dynamics (Fig 7). The differences in outbreak dynamics given the differences in the fit of the
dose-response functions disappear if we privilege our information about R, over the shedding
estimates. Because of their curvature, the Hill-n (no outbreak), log-normal (no outbreak), and
Weibull (outbreak too large) still behave badly, further highlighting the importance of non-
zero, finite low-dose linearity.

In the second example, we use simulated data of an extended, low-prevalence outbreak of
Cryptosporidium in a village of 1,000 situated by a small body of water. Details for the simula-
tion of data are given in S1 Appendix. The number of cases of cryptosporidosis is recorded
monthly. The model (Eq (3)) is fit to the data using each of functional forms found in Fig 2a
except for the Weibull, which did not converge, and the exact beta—Poisson. Parameter combi-
nations axp, &, v, and o are estimated. All of the models are able to fit the data reasonably well
(Fig 8a). However, the models give very different estimates of concentration of pathogens in
the water (Fig 8b) under basic assumptions of the frequency and volume of water consumption
and an initially fully susceptible population. If we additionally monitor the environment, then
the shedding rate o is separately identifiable, and we can see from the lack of fit in Fig 8b that
the models with dose-response functions do not capture this parameter or the environmental
data correctly. The differences in low-dose infectivity among the dose-response forms can be
offset by other parameters when the model is fit the case data alone, but this is not possible
when the environment is also measured and daily volume of water ingested is reasonably well
known. In both Fig 8a and 8b, we plot the best-fit (fit to both data sets) linear model (Eq (4)),
showing that the model with linear infectivity suffices to capture the dynamics. This example
demonstrates two important points. First, the additional information available in
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environmental monitoring can be a powerful tool for parameter estimation, and, second, fix-
ing a dose-response function is essentially a constraint on the identifiable parameter combina-
tions that may lead to spurious estimation of other parameters.

Case study: The Milwaukee cryptosporidosis outbreak. Finally, we apply our methods
to analyze the cryptosporidosis outbreak in Milwaukee, Wisconsin in March and April of 1993
[69]. The outbreak was attributed to failure of one of two water treatment plants for the city.
The failure occurred on approximately March 23, and the treatment was shut down on April
9th. The outbreak began shortly after the treatment plant failure and cases of watery diarrhea
returned to pre-outbreak levels by April 20th. After the outbreak, researchers surveyed house-
holds and recorded remembered onset, duration, and character of diarrhea. Additionally, con-
centration of Cryptosporidium oocysts was measured in two water samples taken on March
25th and April 9th, and turbidity was measured daily.

Previous studies have used a variety of models for parameter estimation for this outbreak
(e.g. [13, 70]), but we take a slightly different approach. We assume a linear relationship
between turbidity and Cryptosporidium concentration. Although the correlation between tur-
bidity and pathogen concentrations is poor in general [71], turbidity is a much better predictor
of specific pathogen contamination when that contamination is due to an event that also
increases turbidity. This estimated concentration (Fig 9a) was used as the environmental com-
partment in a model analogous to Eq (4) but with two exposed compartments, i.e. the environ-
mental data was used as a forcing function input rather than data to be modeled (exact model
equations given in S1 Appendix). This forced model was fit to incidence of new cases (Fig 9b).
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The model captures the data well, both in the initial phase and after the treatment plant was
closed, although the peak does not reach quite as high as suggested by the data. As the data
were self-reported and subject to recall bias, this discrepancy is tolerable. Error may also be
introduced by neglecting person-to-person transmission, although other analyses have sug-
gested that secondary transmission was responsible for at most 5-10% of cases [13, 72].

This forcing function approach may be valuable in the future when there is environmental
exposure data but a great deal of uncertainty in the environmental pathway between shedding
and ingestion. Here, the variation in the turbidity is likely caused by heterogeneity in the envi-
ronment or attempts to fix the treatment plant, neither of which would be the captured by the
original model. However, because we are estimating exposures from the environmental data, it
is not necessary to consider shedding or the fate of the pathogens in the environment.

We estimate the combination xprm to be approximately 0.05. If we approximate kp, the daily
volume of water ingested per person, to be 1.2 L [47], then we estimate 7 to be approximately
0.04, far larger than the 7 estimates from Fig 2a, which ranged from 4E-3 to 7E-3 (see Table 3
for exact values). This estimate suggests that the strain of Cryptosporidium seen in the Milwau-
kee outbreak (genotype Ib [73, 74]) was an order of magnitude more infectious than that stud-
ied by DuPont et al. [45], more similar to the TAMU strain than the Iowa strain [75]. There
are a couple sources of uncertainty here, including possible differences in susceptibility
between the study population of DuPont et al. [45] and the residents of Milwaukee. Another
source of uncertainty is potential deviation from the assumption of linearity between turbidity
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and pathogen concentration. In this case, it is more reasonable to expect a sublinear rather
than superlinear relationship between pathogen concentration and turbidity; a sublinear rela-
tionship would suggest a more, rather than less, infective strain, and, therefore, our estimate is
conservative. By using the identifiable information in the data rather than taking a dose-
response relationship as a given, we were able to make inference about the pathogen infectiv-
ity. In future outbreaks, our methods may be able to provide information that could lead to
enhanced mitigation strategies.

Conclusion

When using environmentally mediated infectious disease transmission models, a linear infec-
tivity parameter in lieu of a dose-response function is sufficient when transmission dynamics
occur in a low-average-dose setting. In the case that a dose-response function is in fact needed,
we should only consider low-dose linear, concave, single-hit (i.e. biologically plausible) func-
tions (e.g. the exponential, beta—Poisson, or, with caveats, Hill-1) and be cognizant of the fact
that medium- and high-dose exposures are used to fit the dose-response models that are used
to examine the impact of low-dose environmental exposures. We should not automatically
accede to the best-fit model presented in the literature, especially when multiple functions fit
well, but rather acknowledge the uncertainty across functions in the low-dose regime and con-
duct sensitivity analyses. Using a dose-response function also requires us to consider a biologi-
cal basis for separating the rate of contact with the environment from the per-exposure pick-
up rate.

The uncertainty in the low-dose infectivity parameter and in aspects of the environment
itself can be better managed by considering the identifiable combinations of the model.
Because the shedding rate and the infectivity, along with the contact rate and pick-up volume,
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occur in an identifiable product, their individual values do not affect the model dynamics, as
long as the value of the parameter combination is preserved. This product can be estimated
from case data or possibly from the basic reproductive number R,,. The a priori choice of a
dose-response function amounts to a constraint on the value of the infectivity, which, if not
appropriate for the particular outbreak, will lead to spurious estimates of other parameters.
Alternatively, environmental monitoring provides additional information that can be used to
identify shedding rates and, via this identifiable product, pathogen infectivity.

Supporting information

S1 Appendix. Includes alternate models, additional dose-response model fits for influ-
enza, rotavirus, and Salmonella typhi, parameter estimates for all dose-response models,
additional details for the stochastic basic reproduction number, global dynamics results
when including person-to-person transmission, and the proof of the identifiability theo-
rem.
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